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XVIII National Congress of Medical Oncology
October, 28–30, 2016: Rome Italy

Carmine Pinto

Clinical Cancer Centre

IRCCS-Arcispedale S.Maria Nuova

Reggio Emilia

Italy

Dear Colleagues,

On behalf of the Board of Directors and of the Scientific Committee, it is a great pleasure for me to introduce the

proceedings of the XVIII National Congress of our Association.

As usually, the abstracts have been published in a special issue of “Annals of Oncology”, the official Journal of ESMO. We

continue to observe an increasing number of abstracts suggesting, once again, the presence of a widespread research activity

in spite of the shortage of public funds and lack of interest of public authorities. We are pleased with the role of young

oncologists. Many and many young oncologists are coauthors of the abstracts and several are first authors. This should be

an encouragement for all of us: there is a present and also a future for AIOM.

As you can realize by reading this issue, all topics of medical oncology have been covered, including prevention, screening,

translational research, simultaneous care, ethics and mutidisciplinary approaches. They will be debated in several

educational and scientific sessions co-organized with several other scientific societies. We would like to highlight as the

multidiciplinary approach, including supportive and simultaneous care, is a relevant part of the program of the meeting. As

medical oncologists, clinicians involved in the care of the patients, we have to keep in our mind that “research” does not

mind to forget the daily activity in the ward as well as the ability to answer the patients’ daily needs. Nevertheless, at the

same way, we must remember that a research activity improves the care of cancer patients in our Units. The ability to

coniugate these two aspects is the only way to improve the chance of cure for our patients.

Finally, I’d like to thank the Scientific Committee and all the reviewers for the inevaluable work along last months and

I hope that all of you can enjoy the meeting and it could be the occasion of sharing knowledge, and experiences by

providing an enrichment in our skills.
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plenary session

1� Modified FOLFOXIRI (mFOLFOXIRI) plus cetuximab (cet),

followed by cet or bevacizumab (bev) maintenance, in RAS/BRAF

wt metastatic colorectal cancer (mCRC): the phase II randomized

MACBETH trial by GONO

C. Antoniotti1, C. Cremolini1, F. Loupakis1, F. Bergamo2, S.K. Garattini3,
R. Grande4, G. Tonini5, G. Masi1, M. Schirripa1, M. Bonotto3, L. Rumanò2,
S. Lucchesi6, D. Rossini1, D. Corsi7, M. Ronzoni8, F.L. Rojas Llimpe9,
G. Fontanini10, L. Boni11, V. Zagonel2, L. Delliponti1, A. Falcone1
1Oncologia Medica 2 Universitaria, Pisa
2Istituto Oncologico Veneto, Padova
3Ospedale Santa Maria della Misericordia, Udine
4Oncologia Medica, Frosinone
5Oncologia Medica Campus Biomedico, Roma
6Ospedale Felice Lotti, Pontedera
7Ospedale San Giovanni Calibita Fatebenefratelli, Roma
8Ospedale San Raffaele, Milano
9Ospedale Sant’Orsola, Bologna
10Anatomia Patologica III, Pisa
11Istituto Toscano Tumori, Ospedale Careggi, Firenze

Background: MACBETH trial aimed at evaluating the efficacy of a 4 months-induction
with mFOLFOXIRI plus cet in RAS/BRAF wt mCRC patients (pts), followed by two
different maintenance strategies: continuing cet or switching to bev. Although the
primary endpoint, 10 months-Progression Free Rate, was not met in any treatment
arm, the induction treatment was very active and the safety profile was acceptable.

Methods: Unresectable and untreated mCRC pts aged between 18 and 75 ys were
eligible if their tumors were RAS/BRAF wt at central screening. Pts were randomized to
receive up to 8 cycles of mFOLFOXIRI + cet (cet 500 mg/sqm, iri 130 mg/sqm, oxa 85
mg/sqm, I-LV 200 mg/sqm, 5FU 2400 mg/sqm in 48h q2w), followed by cet (arm A)
or bev (arm B) until progression (PD).

Results: Between Nov 2011 and Feb 2015, 323 pts from 21 Italian centers were
screened and 116 pts were included in the modified intention to treat (mITT)
population (arm A/B N = 59/57). Response rate was 72% (arm A/B 68%/75%) in the
mITT population and 76% in 109 evaluable pts. Early response rate was 74% (arm A/B
74%/74%), and median deepness of response was 53% (arm A/B 49%/56%). Resection
rate was 38% (arm A/B 46%/30%) in the mITT population and 65% (arm A/B
71%/58%) in the liver-only subgroup (N = 52, arm A/B 28/24). One-third of pts with
liver-only disease who achieved resection underwent re-resection with radical intent
after PD. At a median follow-up of 25.5 months, 100 pts (arm A/B 48/52) progressed.
Median PFS in arm A and B was 11.2 and 9.3 months, respectively (HR: 0.78
[0.52-1.18). Among patients who received at least one cycle of maintenance (arm A/B
N = 36/41) median PFS was 14.0 and 10.7 months (HR: 0.63 [0.37-1.08]), and median
PFS from the beginning of maintenance was 8.6 and 5.6 months (HR: 0.69 [0.40-1.17]).

Conclusions: mFOLFOXIRI + cet demonstrated remarkable activity, leading to high
resection rate. Re-resections were achievable after PD in a considerable subgroup of pts
with liver-only disease, supporting the long-term impact of active upfront regimens.
Continuing cet as maintenance until PD seems to positively affect PFS. OS results will
be presented.

2� Dihydropyrimidine dehydrogenase (DPYD) gene polymorphisms

profiling in colon cancer patients treated with adjuvant

chemotherapy in the randomized phase III TOSCA trial

F. Graziano1, A. Ruzzo2, E. Rulli3, F. Galli3, F. Galli3, M. Menghi4, D. Viti4,
E. Giacomini2, S. Lonardi5, M. Ronzoni6, B. Massidda7, N. Pella8, C. Mucciarini9,
R. Labianca10, E. Veltri11, P. Sozzi12, S. Barni13, A. Sobrero14, L. Frontini15,
M. Magnani16
1Azienda Ospedaliera “Ospedali Riuniti Marche Nord”, Pesaro
2Dipartimento di Scienze Biomolecolari, Università degli Studi di Urbino, Urbino
3Laboratorio Clinical Trials, Dipartimento di Oncologia, Istituto di Ricerche
Farmacologiche “Mario Negri”, Milano
4Diatech Pharmacogenetics, Jesi
5IOV- IRCCS, Padova
6Ospedale San Raffaele, Milano
7Azienda Ospedaliera Universitaria di Cagliari, Cagliari
8Azienda Ospedaliera Universitaria S. Maria della Misericordia, Udine
9Ospedale “B. Ramazzini”, Carpi
10Azienda Ospedaliera “Ospedali Riuniti”, Bergamo
11Ospedale di Gaeta ASL, Latina
12Ospedale degli Infermi, Biella
13Ospedale “Treviglio-Caravaggio”, Treviglio
14Azienda Ospedaliera “Ospedale San Martino”, Genova
15Fondazione GISCAD, Milano
16Dipartimento di Scienze Biomolecolari, Università degli Studi di Urbino, Milano

Background: Pharmacogenetic studies support the predictive impact of DPYD variants
on fluorouracil-related adverse events. Further prospective validation in homogeneous
patient populations uniformly treated with current standard combination therapies
used in colon cancer is needed. An ancillary pharmacogenetic study, supported by the
University of Urbino, addressed this need by association analysis of known genetic
DPYD variants with samples from the TOSCA trial, supported by GISCAD (Italian
Group For The Study Of Gastrointestinal Cancer) and Italian Medicines Agency
(AIFA).

Methods: TOSCAwas an Italian, multicentre, randomized, phase III study in radically
resected high risk stage II and III colon cancer patients treated with 3 or 6 months of
either FOLFOX-4 or XELOX. All patients provided written informed consent for blood
sampling. We analyzed 9 DPYD polymorphisms, rs1801159 A/G, rs1801265 T/C,
rs1801158 G/A, rs55886062 T/G, rs3918290 +1G G/A, rs1801160 G/A, rs17376848
T/C, rs67376798 A/T, rs2297595 A/G, by the MassARRAY® System (Agena Bioscience)
using the MYRIAPOD® ADMET kit (Diatech Pharmacogenetics). The impact of each
polymorphism on time to toxicity (TTT), defined as the time from randomization to
the date of first severe (grade= >3) toxicity (neutropenia, diarrhea and neurotoxicity),
was analyzed using Cox proportional hazard models. For each polymorphism, the
more frequent homozygous genotype served as the reference group.

Results: 534 samples have been collected and 195 have been currently analzyed. Severe
neutropenia, diarrhea and neurotoxicity occurred in 55 (28.2%), 15 (7.7%) and 54
(27.7%) patients, respectively. TTT for neutropenia was shorter with rs1801160 G/A
[Hazard ratio, HR 1.93 (95%CI 1.01-3.67), p = 0.046] compared to G/G genotype and
rs3918290 G/A [HR 9.23 (95%CI 2.15-39.59), p = 0.003] compared to G/G genotype.
The rs1801265 C/T genotype conferred shorter TTT for diarrhea [HR 3.72 (95%CI
1.27 - 10.89), p = 0.017] compared to T/T genotype and the presence of allele C
(T/C + C/C) conferred a longer TTT for neurotoxicity [HR 0.55 (95%CI 0.30 - 0.99),
p = 0.047]. Complete data on all patients will be available October 2016.

Conclusion: These encouraging preliminary data support the role of DPYD
polymorphisms for predicting toxicity in the adjuvant setting. Additional and more
robust associations are likely to be detected in the final larger analysis.

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.

All rights reserved. For permissions, please email: journals.permissions@oup.com.
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3� Italian multicenter phase III randomized study of

cisplatin-etoposide with or without bevacizumab as first-line

treatment in extensive stage small cell lung cancer (SCLC):

GOIRC-AIFA FARM6PMFJM trial

M. Tiseo1, L. Boni2, F. Ambrosio3, A. Camerini4, E. Baldini5, S. Cinieri6, F. Zanelli7,
E. Defraia8, M. Brighenti9, L. Crinò10, C. Dazzi11, C. Tibaldi5, G.M. Turolla12,
V. D’Alessandro13, N. Zilembo14, A.R. Trolese15, F. Grossi16, F. Riccardi3,
A. Ardizzoni17
1Azienda Ospedaliero-Universitaria di Parma, Parma
2Clinical Trials Coordinating Center, Istituto Toscano Tumori, Azienda
Ospedaliero-Universitaria Careggi, Firenze
3Oncologia Medica, AORN Cardarelli, Napoli
4Oncologia Medica, Ospedale della Versilia, Lido di Camaiore
5Oncologia Medica, Ospedale Campo di Marte, Lucca
6Oncologia Medica, Ospedale Perrino, Brindisi
7IRCCS, Ospedale Santa Maria Nuova, Reggio Emilia
8Oncologia Medica, Ospedale Businco, Cagliari
9Oncologia Medica, Ospedale Civile, Cremona
10Oncologia Medica, Azienda Ospedaliero-Universitaria, Perugia
11Oncologia Medica, Ospedale Santa Maria delle Croci, Ravenna
12Oncologia Medica, Ospedale Civile Umberto I, Lugo di Romagna
13Respiratory Oncology Section, I Internal Medicine Department, IRCCS Ospedale
Casa Sollievo della Sofferenza, San Giovanni Rotondo
14Oncologia Medica, Istituto Nazionale dei Tumori, Milano
15Oncologia Medica, Ospedale Mater Salutis di Legnago, Legnago
16Oncologia Medica A, IRCCS Ospedale San Martino-Istituto Nazionale per
Ricerca sul Cancro, Genova
17Oncologia Medica, Azienda Ospedaliero-Universitaria Sant’Orsola Malpighi,
Bologna

Background: Neo-angiogenesis is particularly abundant in SCLC and associated with
poor prognosis. Considering promising signals in phase II studies, a randomized phase
III trial was designed to assess the efficacy of adding bevacizumab to first-line
chemotherapy with cisplatin-etoposide for treatment of extensive disease (ED) SCLC.

Patients and methods: Patients were randomized to receive either etoposide 100 mg/
m2 i.v. and cisplatin 25 mg/m2 on days 1-3 (or carboplatin AUC 5 in day 1) (arm A) or
same chemotherapy combined with bevacizumab 7.5 mg/kg i.v. on day 1 (arm B),
every 3 weeks and for a maximum of 6 courses; in the absence of progression after 6
cycles patients in arm B continued bevacizumab alone until progression or for a
maximum of 18 courses. The primary end-point was overall survival (OS).

Results: From November 2009 to October 2015, a total of 204 patients were
randomized in the two arms (103 in arm Avs. 101 in arm B); 198 patients were
considered in intention-to-treat analysis (102 in arm A and 96 in arm B; 6 patients did
not receive the assigned treatment). Patients characteristics were: 68% and 70% male,
89% and 93% PS 0-1 patients in arm A and B, respectively; median age was 64 years
(range 41-81). Concerning the hematological toxicity, no statistically significant
differences were observed between the two arms; concerning the non-hematological
toxicity, only hypertension was more frequent in arm B (grade 3-4 1% vs. 6% of
patients; p = 0.033); no grade 3-4 proteinuria or hemorrhage was registered. At a
median follow-up of 35 months, median PFS was 5.7 vs. 6.7 months (HR: 0.72; 95%CI
0.54-0.97; p = 0.030), median OS was 8.9 vs. 9.8 months and 1-year survival rate was
25% vs. 37% (HR: 0.78; 95%CI 0.58-1.06; p = 0.113) in arm A and B, respectively.

Conclusion: The addition of bevacizumab to platinum-etoposide in the first-line
treatment of ED SCLC leads to a statistically significant improvement in PFS, with an
acceptable toxicity profile. However only a not statistically significant increase in OS
was observed. Further research in the area of angiogenesis therapy of SCLC is
warranted.

4� The MITO8 phase 3 international multicenter randomized study

testing the effect on survival of prolonging platinum-free interval

(PFI) in patients with ovarian cancer (OC) recurring between 6

and 12 months after previous platinum based chemotherapy. A

collaboration of MITO, Mango, AGO Study Group, BGOG, ENGOT,

and GCIG

M.C. Piccirillo1, G. Scambia2, A. Bologna3, I. Vergote4, K. Baumann5,
F. Raspagliesi6, V. Murgia7, C. Pisano1, V. Salutari2, R. Sorio8, G. Ferrandina9,
C. Sacco10, G. Cormio11, E. Breda12, S. Cinieri13, S.C. Cecere1, G. Daniele1,
C. Gallo14, F. Perrone1, S. Pignata1
1Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
2Fondazione Policlinico Universitario Gemelli Università Cattolica del Sacro Cuore,
Roma
3IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia
4University Hospital Leuven, KULeuven, Leuven Cancer Institute, Leuven
5Klinikum der Stadt Ludwigshafen gGmbH, Ludwigshafen
6Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
7Presidio Ospedaliero Santa Chiara, Trento
8Centro di Riferimento Oncologico, Aviano
9Centro di Ricerca e Formazione ad Alta Tecnologia nelle Scienze Biomediche,
Università Cattolica del Sacro Cuore, Campobasso
10Azienda Ospedaliero Universitaria S. Maria della Misericordia, Udine
11Università degli Studi di Bari Aldo Moro, Bari
12Ospedale S.Giovanni Calibita Fatebenefratelli, Roma
13Ospedale Senatore Antonio Perrino, Brindisi
14Seconda Università degli Studi di Napoli, Napoli

Background: A longer PFI is associated with better outcomes in patients with OC. It
has long been hypothesized that artificially prolonging PFI by introducing a
non-platinum based chemo (NPBC) might improve sensitivity to following platinum.

Methods: OC patients, ≤2 previous chemo, recurring/progressing 6-12 months after
previous platinum-based chemo (PBC), ECOG PS ≤2, residual peripheral neuropathy
≤2, were randomized to receive experimental NPBC (pegylated liposomal doxorubicin
or topotecan or gemcitabine, standard dose and timing) followed at progression by
PBC (carboplatin/paclitaxel or carboplatin/gemcitabine if residual neurotoxicity,
standard dose and timing) or the reverse standard treatment sequence. Primary
endpoint: overall survival (OS). With 80% power in detecting a HR of 0.67, 0.05
two-tailed α, 193 events were required for primary analysis and 250 patients were
planned. Analyses are based on intention to treat.

Results: the trial was stopped prematurely due to slow recruitment with 215 patients
randomized to the experimental (n = 107) and standard arm (n = 108). Final analysis
was anticipated in agreement with the IDMC and was performed with 141 deaths and
177 events for progression free survival after second treatment from randomization
(PFS2). Median age was 62; 94% of patients had received one previous line of
chemotherapy; median platinum free interval before randomization was 8 months.
Median follow-up was 38 months. In the experimental arm, median time from
randomization to beginning of PBC was 7.8 months (IQ range: 3.7-13.3). In the
experimental vs standard arm, median OS was 21.8 vs 24.5 months (HR 1.38, 95% CI:
0.99-1.94, p = 0.06); median PFS2 was 12.8 vs 6.4 months (HR 1.41, 95% CI: 1.04-1.92,
p = 0.025). No toxic death or unexpected toxicity was reported.

Conclusion: the MITO8 trial shows that prolonging PFI by introducing a NPBC does
not improve and even worsens efficacy outcomes in patients with partially platinum
sensitive recurrent OC. ClinicalTrials.gov NCT00657878.
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A01� Italian cohort of nivolumab Expanded Access Programme

(EAP): efficacy and safety data from a real-world population

L. Crinò1, P. Bidoli2, A. Delmonte3, F. Grossi4, F. de Marinis5, F. Sperandi6,
F. Piantedosi7, M. Vitali8, H. Soto Parra9, S. Scagnoli10, G. Minuti11, L. Calabrò12,
M. Tiseo13, D. Turci14, S. Quadrini15, P. Antonelli16, A. Manzo17, I. Prediletto18,
D. Giannarelli19, D. Galetta20
1Azienda Ospedaliera di Perugia, Perugia
2Ospedale San Gerardo, Monza
3Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori, Meldola
4AOU San Martino, Genova
5Istituto Europeo di Oncologia, Milano
6Policlinico Sant’Orsola –Malpighi, Bologna
7AO dei Colli –Monaldi, Napoli
8Istituto Nazionale Tumori, Milano
9Policlinico Vittorio Emanuele, Catania
10Policlinico Umberto I, Roma
11Presidio Ospedaliero di Livorno, Livorno
12AOU Senese, Siena
13AOU di Parma, Parma
14AUSL della Romagna Presidi Ospedalieri di Ravenna, Lugo, Faenza, Ravenna
15ASL Frosinone Presidio Ospedaliero SS Trinità, Sora (Frosinone)
16Presidio Ospedaliero di Busto Arsizio, Busto Arsizio (Milano)
17Fondazione Pascale, Napoli
18AOU Pisana, Pisa
19Istituto Regina Elena, Roma
20Istituto Tumori Giovanni Paolo II, Bari

Background: Nivolumab is the first checkpoint inhibitor approved for the treatment of
squamous non small cell lung cancer (Sq-NSCLC) to show a survival benefit in a
randomised phase III trial. The experience of patients (pts) and physicians in routine
clinical practice is often different from those in a controlled clinical trial setting. The
purpose of this analysis is to evaluate nivolumab use in real world setting.

Material and methods: Nivolumab was available upon physician request for pts aged
≥18 years who had relapsed after a minimum of one prior systemic treatment for stage
IIIB/stage IV Sq-NSCLC. Nivolumab 3 mg/kg is administered intravenously every 2
weeks to a maximum of 24 months. Pts included in the analysis had received ≥ 1 dose
of nivolumab and were monitored for adverse events (AE) using Common
Terminology Criteria for Adverse Events.

Results: In total, 371 Italian pts participated in the EAP across 96 centres. With a
median follow-up of 5.2 months (range 0-12.9) and a median of 7 doses, 363 patients
were evaluable for response; the best overall response rate (BORR) was 18%, with 3
complete response (CR) and 62 partial response (PR), and the disease control rate
(DCR) 47% (table 1). DCR was comparable among pts regardless previous lines of
therapy, brain metastasis, age and smoking habits. Sixty-six pts were treated beyond
RECIST defined progression, with 23 pts obtaining a non conventional benefit (17 SD
and 6 PR). As of April 2016, median progression-free survival and median overall
survival were 3.9 (95% CI: 3.2-4.6) and 9.1 (95% CI: 6.7-11.5) months, respectively. In
total, out of 371 pts, 267 (72%) had at least one AE of any grade, considered to be
drug-related in 106 pts (29%). Grade 3/4 AE were reported in 66 pts and considered to
be drug-related in 20 pts (5%). AE were generally manageable following the specific
guidelines.

Conclusions: To date, this is the largest clinical experience with nivolumab in current
clinical practice: nivolumab seems to be an effective and safe therapy for pre-treated pts
with Sq-NCSLC. These preliminary data provide insights into routine clinical use of
nivolumab and seems to confirm data from pivotal trials.

Table: A01*

N (%)

First tumor assessment Best response

ORR 51 (14) 65 (18)
DCR 151 (41) 174 (47)
Overall response
CR 1 (0) 3 (1)
PR 50 (14) 62 (17)
SD 100 (27) 109 (29)
PD 212 (57) 189 (51)
Not determined 8 (2) 8 (2)

A02� Low dose computed tomography scan (LDCT) screening

versus empiric surveillance in asbestos exposed subjects: an

update from the ATOM002 study

G. Fasola1, A. Follador1, F. Barbiero2, V. Rosolen2, O. Belvedere3, F. Grossi4,
C. Rossetto1, S. Rizzato1, M. Giavarra1, L. Gerratana1, F. Barbone2
1Department of Oncology, University Hospital of Udine, Udine
2Department of Medical and Biological Sciences, University of Udine, Udine
3Department of Oncology, York Teaching Hospital, York
4Lung Cancer Unit, IRCCS AOU San Martino-IST National Cancer Research
Institute, Genova

Background: We previously showed that LDCT screening is effective in detecting early
stage lung cancer (LC) in asbestos exposed workers (ATOM002 study, Fasola et al. The
Oncologist 2007). Here, we evaluate whether LDCT screening, compared with an
empiric occupational health surveillance program, could be effective in reducing
mortality for LC and malignant pleural mesothelioma (MPM) in this high risk
population.

Methods: Within a cohort of 2,433 asbestos exposed subjects under surveillance at the
Monfalcone Occupational Health Unit, we compared mortality between the ATOM
study participants (ATOM-P, n = 926, who had additional baseline and 1 year LDCT)
and nonparticipants (ATOM-NP, n = 1,507). The follow-up period spanned the years
2002-2011. We performed Cox models to assess mortality for all causes, all cancers, LC
and MPM. Final models estimating mortality hazard ratios (HR) were adjusted for
smoking habits, age, level of asbestos exposure and Charlson-Quan comorbidity index.
For external comparison, we estimated the standardized mortality rate ratio (SMR)
using FVG regional and national age specific mortality rates.

Results: LC crude mortality was 99.4 per 100,000 person-year in the ATOM-P cohort
compared to 430.4 per 100,000 person-year in the ATOM-NP cohort. Multivariate
analysis confirmed a significant LC mortality reduction (HR = 0.41, 95%CI 0.17-0.96)
and all-causes mortality reduction (HR = 0.61, 95%CI 0.44-0.84) among the ATOM-P
cohort compared to ATOM-NP. No difference was observed for all cancers mortality
and MPM mortality (HR = 0.97, 95%CI 0.62-1.50; HR = 0.86, 95%CI 0.31-2.41,
respectively). Compared with regional and national rates, there was a trend towards
reduced mortality in the ATOM002-P cohort (SMR_FVG = 0.55, 95%CI 0.24-1.09;
SMR_ITA = 0.51 95%CI 0.22-1.01).

Conclusions: Compared to empiric surveillance, LDCT screening was associated with
a reduction in the risk of death from LC independently from smoking habits, level of
asbestos exposure, age and comorbidities. LDCT screening deserves further evaluation
in an international prospective randomized trial, and could reasonably be considered,
in the meantime, for selected high risk subjects.

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
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A03� Tumor heterogeneity affects the activity of epidermal growth

factor receptor (EGFR) tyrosine kinase inhibitors (TKIs) in

EGFRmutant non-small cell lung cancer (NSCLC) patients

(pts)

N. Normanno1, A.M. Rachiglio1, M. Lambiase1, F. Fenizia1, A. Iannaccone1,
N. Chicchinelli1, A. Morabito1, G. Rocco1, D. Galetta2, E.S. Montagna2, L. Crinò3,
V. Ludovini3, B. Vincenzi4, E. Barletta5, C. Pinto6, F. Ferraù7, G. Botti1, M.
C. Piccirillo1, F. Perrone1
1Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
2IRCCS Ospedale Oncologico Giovanni Paolo II, Bari
3Azienda Ospedaliera di Perugia, Perugia
4Policlinico Universitario Campus Bio-Medico, Roma
5Azienda Ospedaliera G.Rummo, Benevento
6IRCCS Arcispedale S.Maria Nuova, Reggio Emilia
7Ospedale San Vincenzo, Taormina

Background: Recent findings suggests that a fraction of EGFR mutant NSCLC carry
additional driver mutations which could potentially affect the activity of EGFR TKIs.
We investigated the role of KRAS, NRAS, BRAF, PIK3CA, MET and ERBB2 mutations
(other mutations) on the outcome of NSCLC pts treated with EGFR TKIs.

Methods: EGFR mutant NSCLC pts who received first line therapy with EGFR TKIs
were eligible. Genomic DNA from EGFR mutant NSCLC samples as assessed with
routine diagnostic methods, was retrospectively analyzed with the Ion AmpliSeq Colon
and Lung Cancer Panel using Ion Torrent semiconductor sequencing. The panel
assesses over 500 somatic mutations in 22 genes at a sensitivity of 2%. Mutations were
detected using the Ion Reporter Software v4.6.

Results: 132 pts, treated between Jun 2008 and Dec 2014 in 7 centres, were enrolled:
median age 71 (range 41-92); 70% women; 61% never smokers. Analysis of EGFR
mutant samples with NGS revealed the presence of hotspot mutations in genes other
than the EGFR, including KRAS, NRAS, BRAF, ERBB2, PIK3CA or MET, in 29/132
cases (22%). In most cases the allelic frequency of the other mutations was different as
compared with EGFR mutations, suggesting intra-tumor heterogeneity. A T790M
mutation was also found in 9/132 tumor samples (6.8%). The progression free survival
(PFS) of pts without other mutations was 11.3 months versus 7 months in pts with
other mutations (Log-rank test univariate: p = 0.0298). In a multivariate Cox regression
model including the presence of other mutations, age, performance status, smoking
status and the presence of T790M mutations, the presence of other mutations was the
only factor significantly associated with PFS (Hazard Ratio 1.63, 95%CI 1.04-2.58;
p = 0.035). Response rate in pts with or without other mutations was 59% and 68%,
respectively (p = 0.349).

Conclusion: These data suggest that a subgroup of EGFR mutant tumors have
intra-tumor heterogeneity and that this phenomenon might affect the activity of first
line EGFR TKIs.

A04 Brigatinib (BRG) in Crizotinib (CRZ)-Refractory ALK+ Non–Small

Cell Lung Cancer (NSCLC): efficacy and safety results from

ALTA, a pivotal randomized phase 2 Trial

D. Kim1, M. Tiseo2, M. Ahn3, K. Reckamp4, K. Holmskov Hansen5, S. Kim6,
R. Huber7, H. West8, H. Groen9, M. Hochmair10, N. Leighl11, S. Gettinger12,
C. Langer13, L. Paz-Ares Rodriguez14, E. Smit15, W. Reichmann16, D. Kerstein16,
F. Haluska16, D. Camidge17
1Seoul National University Hospital, Seoul
2University Hospital of Parma, Parma
3Samsung Medical Center, Seoul
4City of Hope, Duarte
5Odense University Hospital, Odense
6Asan Medical Center, Seoul
7University Hospital of Munich, Munich
8Swedish Cancer Institute, Seattle
9University of Groningen and University Medical Center Groningen, Groningen
10Otto Wagner Hospital, Vienna
11Princess Margaret Cancer Center, Toronto
12Yale Cancer Center, New Haven
13University of Pennsylvania Abramson Cancer Center, Philadelphia
14Hospital Universitario 12 de Octubre, Madrid
15VU University Medical Center, Amsterdam
16ARIAD Pharmaceuticals, Inc., Cambridge
17University of Colorado Cancer Center, Aurora

Background: The results of an ongoing pivotal randomized phase 2 trial of BRG in
patients (pts) with ALK+ NSCLC are reported. BRG, an investigational oral tyrosine
kinase inhibitor (TKI) with preclinical activity against rearranged ALK and
CRZ-resistant mutants, yielded promising clinical activity in CRZ-treated ALK+
NSCLC pts in a phase 1/2 study. As responses and adverse events (AEs) varied with
starting dose, this study evaluates 2 distinct BRG regimens.

Pts and methods: Pts ≥18 years with advanced ALK+ NSCLC that had progressed on
CRZ, and who had received no other ALK TKI, were eligible. Pts were randomized
(1:1) to receive oral BRG at 90 mg once daily (qd; arm A) or 180 mg qd with a 7-day
lead-in at 90 mg (arm B); stratifications included presence of brain metastases at
baseline and best response to prior CRZ. Investigator-assessed confirmed objective
response rate (ORR) per RECIST v1.1 was the primary endpoint. Progression-free
survival (PFS) and independent review committee–assessed confirmed ORR and
intracranial response/PFS were key secondary endpoints.

Results: 222 pts were randomized (112 to arm A, 110 to arm B; last pt enrolled 21 Sept
2015). Median age (arm A/B) was 51 years/57 years; 71%/67% had brain metastases. As
of 7 Dec 2015, 63%/74% (arm A/B) were still receiving treatment; median duration of
treatment was 25 weeks/23 weeks.Investigator-assessed ORR in arm Awas 46% (95%
CI 36%–55%; 39 confirmed responses + 12 single responses awaiting confirmation),
including 1 confirmed complete response (CR); ORR in arm B was 54% (95% CI 44%–

63%; 49 confirmed responses + 10 single responses awaiting confirmation), including 5
confirmed CRs. Median PFS in arm A/B was 8.8 months/11.1 months, with 44/25
events per arm (A/B). The most common grade ≥3 treatment-emergent AEs were
increased creatine phosphokinase (arm A/B, 3%/8%), hypertension (4%/5%),
pneumonia (3%/5%), rash (1%/4%), increased lipase (3%/2%), and pneumonitis (2%/
3%). Early-onset pulmonary events (onset range: Day 1–9) occurred in 6% of pts
overall (3% grade ≥3); no such events occurred within 7 days after escalation to 180 mg
qd in arm B. Discontinuations and dose reductions due to AEs (arm A/B) occurred in
3%/6% and 7%/18% of pts, respectively.

Conclusions: BRG yielded substantial responses and robust PFS, with an acceptable
safety profile, in each arm. A phase 3 study of BRG (180 mg qd with a 7-day lead-in at
90 mg) vs CRZ in TKI-naive, advanced ALK+ NSCLC is ongoing.

A05 SQUIRE: a randomised, multicentre, open-label, phase III study

of gemcitabine-cisplatin (GC) plus necitumumab (N) versus GC

alone in the first-line treatment of patients (pts) with stage IV

squamous non-small cell lung cancer (sq-NSCLC); Subgroup

efficacy and safety data for pts with epidermal growth factor

receptor (EGFR)-expressing tumours

N. Zilembo1, L. Giannetta2, L. Crinò3, A. Bearz4, D. Amoroso5, T. Gamucci6,
M. Buscaglia7, M. Tiseo8, V. Soldatenkova9, N. Chouaki10, H. Depenbrock9,
F.R. Hirsch11, L. Paz-Ares12, P. Bidoli13
1Fondazione IRCCS Istituto Nazionale dei Tumori, Struttura Semplice Oncologia
Medica Toraco-Polmonare Dipartimento di Medicina Oncologica, Milano
2Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Milano
3Ospedale Santa Maria della Misericordia di Perugia, U.O. di Oncologia Medica,
Perugia
4Centro di Riferimento Oncologico, Struttura Operativa Complessa Oncologia
Medica A, Aviano Pordenone
5Ospedale “Versilia”, Dipartimento di Oncologia Medica, Lido di Camaiore Lucca
6Ospedale Fabrizio Spaziani, Hospital Oncologico Frosinone, Frosinone
7Azienda Ospedaliera Universitaria San Martino, Oncologia Medica, Genova
8Azienda Ospedaliero-Universitaria di Parma, Struttura Complessa Oncologia
Medica – Dipartimento Onco-ematologico internistico, Parma
9Lilly Deutschland GmbH, Bad Homburg
10Eli Lilly and Company, Indianapolis
11University of Colorado Anschutz Medical Campus, Aurora
12Instituto de Biomedicina de Sevilla – IBIS (Hospital Virgen del Rocío, Universidad
de Sevilla & CSIC), Sevilla
13Azienda Ospedaliera San Gerardo, Oncologia Medica, Monza

Background: SQUIRE showed a significant improvement in survival with the addition
of N to GC in pts with stage IV sq-NSCLC. In SQUIRE pts with EGFR-expressing
tumours, we present efficacy data, and detail adverse events (AEs) by study phase
(chemotherapy [Chemo] and continuation [Cont]).

Methods: Pts with pathologically confirmed stage IV sq-NSCLC were randomised 1:1
to GC (G = 1250 mg/m2 iv, days [d]1 + 8; C = 75 mg/m2 iv, d1) plus N (800 mg iv,
d1 + 8) (GC +N arm) or GC alone (GC arm) every 21d for ≤6 cycles (Chemo).
GC +N pts with no progression continued on N alone until progressive disease or
intolerable toxicity (Cont). SQUIRE included mandatory tissue collection. EGFR
protein expression was assessed by IHC in a central lab (Dako EGFR PharmDx kit).
Exploratory analyses were prespecified for pts with EGFR-expressing (EGFR > 0) and
non-expressing tumours.

Results: 982 pts (89.8% of intention-to-treat [ITT] population) had evaluable IHC
assay results; 935/982 (95.2%) had EGFR > 0; baseline characteristics were balanced
between GC + N and GC arms. In EGFR > 0 patients, hazard ratios (GC +N vs GC) for
OS and PFS were 0.79 (95% CI 0.69–0.92, p = 0.002) and 0.84 (95% CI 0.72–0.97,
p = 0.018). Treatment-emergent AEs of special interest (AESI) by study phase are
shown in the table. Grade ≥3 AESI with GC +N with a >4% increase over GC (Chemo
phase) were hypomagnesaemia (9.4% vs 0.9%) and skin rash (4.6% vs 0.4%). The
frequency of AESI was lower in the Cont phase.

Conclusions: Similar to SQUIRE ITT, the subgroup of pts with EGFR-expressing
advanced sq-NSCLC benefitted from addition of N to GC; the safety profile was
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consistent with that of the overall SQUIRE population. AESI were less frequent in the
Cont (N) vs Chemo (GC + N) phase.

Table: A05 AESI grouped by medical concept, selected for treatment

relevance (% patients)

Chemo Phase Cont Phase

GC +N
(n = 456)

GC (n = 468) N (n = 242)

Any
grade

Grade
≥3

Any
grade

Grade
≥3

Any
grade

Grade
≥3

Neutropenia 43.6 24.6 44.0 26.9 0.4 0.4
Febrile neutropenia 0.7 0.7 1.7 1.5 0.8 0.4
Anaemia 39.3 9.9 45.3 10.7 13.2 1.2
Thrombocytopenia 22.1 10.5 25.6 10.9 1.2 0
Fatigue 39.7 7.5 41.7 7.1 9.5 0.8
Hypomagnesaemia 30.7 9.4 15.4 0.9 15.3 2.1
Hypomagnesaemia (lab

data)a
81.4 19.1 71.2 6.1 73.0 7.0

Skin rash 76.3 4.6 10.3 0.4 25.6 4.1
Hypersensitivity/

infusion-related reaction
1.8 0.4 2.1 0 0 0

Conjunctivitis 5.9 0 2.6 0 5.0 0.4
Interstitial lung disease

(pneumonitis)
0.7 0.2 0.9 0.6 0.4 0.4

Arterial thromboembolic
events

4.6 3.1 3.8 1.9 2.1 1.7

Venous thromboembolic
events

9.2 4.8 5.3 2.6 2.5 1.7

aAll treated patients with ≥1 lab assessment at baseline and post-baseline.

A06 Patient-centred approach in a multicenter national study

(E-Lung): 405 lung cancer patients and caregivers, nurses and

oncologists compared

R. Torta1, V. Ieraci1, M. Miniotti1, P. Leombruni1, M. Airoldi1, M. Tiseo2, E. Cortesi3,
F. de Braud4, M. Garassino4, G. Fasola5, C. Iacono6, A. Morabito7, S. Cascinu8,
R. Berardi8
1Città della Salute e della Scienza, Torino
2Dipartimento Oncologia, Parma
3Dipartimento Oncologia, Roma
4IRCCS National Cancer Institute, Milano
5Ospedale Santa Maria della Misericordia, Udine
6Dipartimento Oncologia, Ragusa
7Istituto Nazionale Tumori, “Fondazione G.Pascale” – IRCCS, Napoli
8Clinica di Oncologia Medica. Università Politecnica delle Marche, Ancona

Background: Patient-centred approach is essential to enhance health-related quality of
life (HRQOL) in oncology. In this regard, the evaluation of supportive care needs
(SCN) may be useful to capture the patients’ perspective. Moreover, collecting
caregivers’, nurses’ and oncologists’ perceptions on patients’ needs may represent an
important contribution. The aim of this multicenter study was to assess these
perceptions and to investigate the impact of SCN on symptoms of anxiety and
depression (AD), frequently associated with cancer.

Patients and methods: Using the Supportive Care Needs Survey (SCNS-SF34), 1616
interviewes (405 lung cancer patients and caregivers, nurses and oncologists who care
for them) on SCN related to lung cancer were collected. Patients were also asked to
complete the Hospital Anxiety and Depression Scale (HADS) and the Distress
Thermometer (DT). To study the predictive power of SCN on AD, a hierarchical
binomial logistic regression (HBLR) was performed.

Results: Overall, patients perceived that their SCN have been met. Item level analyses
showed that specific needs of the Psychological and the Physical & Daily living
domains were perceived as unmet, even with relevant frequencies when the intensity of
the need was considered to be moderate or high. Regarding between-groups
differences, caregivers, nurses and oncologists significantly outscored patients in all the
needs domains considered (with the exception of the Sexuality needs domain for
caregivers). Considering cut-off values for cancer populations, the 62.4% of patients
showed psychological distress, while the 45.0% reported AD. HBLR showed satisfactory
measures of model fit (Negelkerke R2 = 0.458) and identifyed the Psychological needs
(OR = 1.133, ?2Wald(1)= 8.735, p < 0.001) and the Health System and Information
needs (OR = 1.088, χ2Wald(1) = 6.395, p = 0.011) domains as significant predictors.

Conclusions: Findings from e-LUNG study confirm a significant link between LNC
and AD, suggesting that these issues should be taken into account to enhance HRQOL
in lung cancer patients.

A07 Crizotinib in ROS1 rearranged or MET deregulated

Non-Small-Cell Lung Cancer (NSCLC): Preliminary results of

the METROS trial

L. Landi1, R. Chiari2, A. Delmonte3, A. Morabito4, S. Tamberi5, F. Barbieri6,
R. Buosi7, C. Gridelli8, M. Tiseo9, V. Gebbia10, G. Fontanini11, L. Crinò2,
F. Cappuzzo5
1USL Toscana Nord-Ovest, LIVORNO
2Ospedale Santa Maria della Misericordia, Perugia
3IRCCS - Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori,
Meldola
4Istituto Nazionale Fondazione Pascale, Napoli
5AUSL romagna, Ravenna
6Azienda Ospedaliera-Universitaria Policlinico, Modena
7A.O.U. Maggiore della Carità, Novara
8Azienda Ospedaliera S.G. Moscati, Avellino
9Azienda Ospedaliera-Universitaria, Parma
10Casa di Cura La Maddalena, Palermo
11Divisione di Patologia, Dipartimento di Chirurgia, Università di Pisa, Pisa

Background: Crizotinib is an orally active inhibitor of receptor tyrosine kinases
effective in NSCLC with ALK rearrangement. Recent data showed that this agent is
dramatically effective in patients with ROS1 rearrangement and at least in some
patients with MET deregulation, particularly individuals with exon 14 skipping
mutations or with high levels of MET amplification.

Material and methods: The METROS trial is a multicenter prospective phase II study
designed to assess the efficacy and safety and tolerability of Crizotinib in pretreated
metastatic NSCLC with MET amplification or MET exon 14 mutation or ROS1
rearrangement. The co-primary end-point was response rate to crizotinib in two
cohorts of patients: cohort A) ROS1 + : patients with ROS1 rearrangement; B) MET + :
patients with MET amplification defined as ratio MET/CEP7 >2.2 on FISH testing or
MET exon 14 skipping mutations. Eligible patients were treated with with crizotinib at
the standard dose of 250 mg BID p.o.

Results: At the time of the present analysis, data on the ROS1 cohort are available. A
total of 200 patients were screened and 26 resulted as ROS1+. A total of 21 patients
were included onto the study and 20 received at least one dose of crizotinib. Median
age was 57.5 years (range 44-77); male/female 5/15; ECOG PS 0/1: 16/4. Five patients
had brain metastases at baseline and in 13 cases crizotinib was offered as second-line
therapy. Eleven patients were never smokers and in 8 cases percentage of ROS1
rearrangement was observed in at > 50% of tumor cells. According to RECIST criteria,
10 confirmed partial responses were so far documented, with 14 patients still on
treatment, for an overall response rate of 55.5% (10 out of 18 evaluable). Median
progression-free survival and median survival were not reached. Response to therapy
was not influenced by previous therapies or presence of brain metastases. Therapy was
generally well tolerated with adverse events leading to dose reduction or delay in 2 and
4 patients, respectively.

Conclusions: These data confirm that crizotinib is highly effective and well tolerated in
patients with ROS1 rearrangement. Accrual in the MET cohort is ongoing. Mature data
will be available for the meeting.

A08 SMOmutations role in malignant pleural mesothelioma: a

negative prognostic factor, but possible new target?

C. Proto1, M. Ganzinelli1, L. Botta2, M. Tiseo3, G. Pasello4, A. Fabbri5, G. Lo
Russo1, A. Trama2, M. Imbimbo1, M. Vitali1, M. Macerelli6, N. Zilembo1,
R. Gallucci1, A. Brissa1, M. Platania1, N. Zaffaroni7, M.S. Serafini1, F. De Braud8,
M. Garassino1, D. Signorelli1
1Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori,
Via G. Venezian 1, 20133, Milano
2Department of Preventive and Predictive Medicine, Fondazione IRCSS Istituto
Nazionale dei Tumori, Via G. Venezian 1, Milano
3Division of Medical Oncology, University Hospital of Parma, Parma
4Medical Oncology 2, Venetian Oncological Institute, Padova
5Department of Pathology and Laboratory Medicine, Fondazione IRCCS Istituto
Nazionale dei Tumori, Via G. Venezian, 1, I-20133, Milano
6Medical Oncology Department, Azienda Sanitaria Universitaria integrata Santa
Maria della Misericordia 33100, Udine
7Department of Experimental Oncology and Molecular Medicine, Fondazione
IRCCS Istituto Nazionale per lo Studio e la Cura dei Tumori, via Amadeo 42,
20133, Milano
8University of Milan, Medical Oncology Department, Fondazione IRCCS Istituto
Nazionale dei Tumori, Via G. Venezian 1, 20133, Milano

Background: Malignant pleural mesothelioma (MPM) is a rare and aggressive disease.
Median overall survival (OS) rarely exceeds 18 months, but, unexpectedly, about
10-15% patients show a much longer OS. To date, stage and hystotype are the main
prognostic factors, limited therapeutic options exist and several new treatments failed
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to improve OS. The aim of our study is to look for differences in gene profile between
short (SS) and long-term survivors (LS) in order to find possible new targets.

Material and methods: We retrospectively collected and analyzed clinical data and
formalin-fixed paraffin-embedded tissue samples from 56 MPM patients; the OS
cut-off chosen to divide patients in SS (N = 32) and LS (N = 24) was 36 months.
Manual microdissection was used to obtain DNA and we tested a panel of 21 genes
(CDKN2, NF2, GSTM1, NAT2, BAP1, TERT, Tp53, PTCH1, SMO, LATS2, KEAP1,
PI3K, KRAS, NRAS, STK11, WT1, FBXW7, CTNNB1, KIT, KDR AND REV3) using
the PGM Ion Torrent platform. The expression of two proteins involved in Hedgehog
pathway, SMO and GLI, was evaluated by immunohistochemistry (IHC). The hazard
risk of death was calculated with the Cox Model. Correlation between SMO mutation
and SMO and GLI proteins expression was assessed using Fisher’s exact test.

Results: Clinical prognostic factors (age, sex, histotype, stage and treatment) were
equally distributed among the two groups. Median OS was 13 vs 47 months for SS and
LS, respectively. BAP-1 (25%), NF-2 (17,8%), Tp53 (14,2%), SMO (8,9%) PTCH1
(8,9%), KEAP1 (3,6%) and TERT (5,3%) were the most frequent mutated genes; 32,1%
of patients were wild-type (wt) for our panel. LS and SS did not show significant
differences in gene profile, except for SMO, that was mutated only in SS. Median OS in
SMO mutated patients was 7 months. SMO mutations resulted a statistically significant
strong negative prognostic factor (HR 8.01; CI95% 2.79-22.98 p <0.001), even
considering only SS (HR 3.67, CI95% 1.28-10.48, p = 0.015). No differences in SMO
and GLI proteins expression were detected by IHC among 4 SMO mutated and 49
SMO wt specimens (p= 0.61 and 1.0 respectively).

Conclusions: SMO mutations seem to identify a subgroup of MPM patients with
worse prognosis. SMO and GLI are targets for specific inhibitors and their role in
MPM is under investigation at the moment. This study was granted by AIRC

A09 Intercalated chemotherapy and epidermal growth factor

receptor inhibitors for patients with advanced non-small-cell

lung cancer: a systematic review and meta-analysis

A. La Salvia1, A. Rossi2, D. Galetta3, E. Gobbini4, E. De Luca1, S. Novello5, M. Di
Maio5
1Department of Oncology, University of Turin, “San Luigi Gonzaga” Hospital,
Orbassano (TO)
2Division of Medical Oncology, “S.G. Moscati” Hospital, Avellino (AV)
3Medical Oncology Department, Clinical Cancer Center Giovanni Paolo II, Bari
(BA)
4Department of Oncology, University of Turin, “San Luigi Gonzaga” Hospital,
Orbassano (TO)
5Department of Oncology, PhD at University of Turin, “San Luigi Gonzaga”
Hospital, Orbassano (TO)

Background: Trials of concurrent epidermal growth factor receptor (EGFR)-tyrosine
kinase inhibitors (TKIs) plus chemotherapy in unselected patients with advanced
non-small-cell lung cancer (NSCLC) produced negative results. Intercalated
administration could avoid the reduction of chemotherapy activity due to G1 cell-cycle
arrest by EGFR-TKIs. The aim of our study was to perform a systematic review and
meta-analysis of randomized trials (RCTs) testing the addition of intercalated
EGFR-TKIs to chemotherapy in patients with advanced NSCLC.

Matherial and methods: PubMed search was performed in December 2015. The
following key-words were used: (“gefitinib” OR “erlotinib” OR “afatinib”) AND
“NSCLC”. All RCTs comparing chemotherapy intercalated with an EGFR-TKI vs.
chemotherapy alone for patients with advanced NSCLC were selected. Data were
extracted independently by two authors, and were pooled using a fixed effects model.
The primary outcome measure was overall survival (OS); secondary outcomes were
progression-free survival (PFS), objective response rate (ORR) and toxicity.

Results: 9 RCTs were eligible (5 with erlotinib, 4 with gefitinib): 37% of patients had
known EGFR mutational status, and 46% were EGFR mutation-positive. Intercalated
combination was associated with a significant improvement in OS (Hazard Ratio [HR]
0.83, 95%CI 0.72-0.97, p = 0.02), PFS (HR 0.60, 95%CI 0.53-0.68, p < 0.00001) and
ORR (Odds Ratio [OR] 2.69, 95%CI 2.07-3.50, p < 0.00001). Addition of EGFR-TKI
produced a significant increase in skin rash (any grade OR 4.60, 95%CI 3.46–6.11,
p < 0.0001) and diarrhea (any grade OR 2.73, 95%CI 1.93-3.87, p < 0.0001).
Considering only first-line trials, similar differences were shown in OS (HR 0.85, 95%
CI 0.72-1.00, p = 0.05), PFS (HR 0.63, 95%CI 0.55-0.73, p < 0.00001), ORR (OR 2.21,
95%CI 1.65-2.95, p < 0.00001). In EGFR mutation-positive patients, addition of
intercalated EGFR-TKI produced a significant benefit in PFS (HR 0.24, 95%CI
0.16-0.37, p < 0.00001) and ORR (OR 11.59, 95%CI 5.54-24.25, p < 0.00001).

Conclusions: In patients with advanced NSCLC, administration of
chemotherapy + intercalated EGFR-TKIs is superior to chemotherapy alone, although
a definitive interpretation is jeopardized by the variable proportion of patients with
EGFR mutation-positive tumors included.

A10 Oral metronomic Vinorelbine (OMV) in elderly pts with advanced

NSCLC: pharmacokinetics and clinical outcome

F. Pasini1, C. Barile1, D. Caruso2, Y. Modena1, A. Fraccon3, E. Pezzolo1, F. La
Russa1, D. Menon1, G. Crepaldi1, R. Spezzano2, A. Bononi1, G. Corona4,
S. Ortolani3, R. Padrini5, M. Gusella1
1UOC oncologia, Rovigo
2Università degli studi, Milano
3Servizio oncologia, Peschiera del Garda
4CRO, Aviano
5Università, Padova

Background: Metronomic therapy is the continuous administration of low doses of a
single drug that through antiangiogenetic and cytostatic effects allows to delay disease
progression and obtain symptom relieve. Here we report data of clinical outcome and
pharmacokinetics in NSCLC pts receiving OMV at 3 different doses

Methods: Vinorelbine (VNR) was administered every other day without break until
progression or toxicity at the dose of 20 mg (10 pts), 30 mg (63), 50 mg (11). Pts were
monitored weekly for one month, fortnightly for two months and then monthly with
clinical visit, blood chemistry and pharmacokinetics. VNR and its active metabolite
4-O-deacetyl-VNR (dVNR) were determined by Liquid Chromatography and Mass
Spectrometry

Results: 84 patients (68 males), median age 73 yrs (range 29-88; 61% over 70), 50 with
non squamous histology were given 1968 wks of OMV; 23 pts (median age 80) were
chemotherapy naive, 28 (median age 74) were in 2nd line, 33 (39%) in 3rd-4th line;
mostly were symptomatic (74%). OMV was administered for a median of 13 weeks
(range 0.3-154). Median OS after OMV was 25 wks; 41 pts (median age 71) had a
median intake of 28.4 wks (range 13.5-154) and a median OS after OMV of 52 wks.
Treatment duration was similar in different age groups (<60 vs 60–70 vs 70-80 vs >80
yrs, P = NS) and not influenced by therapy line or histology. Seven pts experienced
toxicity causing treatment discontinuation (4 neutropenia G4, 3 non haematological)
and 8 required delay or dose reduction. Pharmacokinetics was analyzed in 62 pts using
460 blood samples (20 mg 7 pts; 30 mg 50 pts, 50 mg 5 pts). VNR and dVNR levels
reached steady state after one month and remained stable. Median VNR + dVNR
concentrations were similar in 30-50 mg pts (median 5.0 ng/mL, range 0.3-31) vs 2.7
ng/mL (range 0.8-8.8) in 20 mg pts (P = NS). Moreover they were not influenced by
treatment line and various classes of age (p = 0.6); however higher levels were
associated with severe toxicity (9.1 vs 4.5 ng/ml, p = 0.0003).

Conclusions: a) Clinical outcome : OMV provided in 2nd or subsequent lines a
survival comparable to other current and more expensive regimens in elderly pts with a
favourable toxicity profile. b) Pharmacokinetics: i) this is the largest report in elderly
NSCLC pts; ii) concentrations remained stable, showing constant absorption/
elimination even after long term intake; higher levels were associated with toxicity; iii)
systemic exposure suggest 30 mg as a suitable dose for this setting of pts.

A11 Molecular profiling in advanced non-small-cell lung cancer:

preliminary data of the Italian observational prospective study

E. Gobbini1, V. Grecorc2, D. Galetta3, F. Riccardi4, M. Tiseo5, V. Scotti6,
A. Ceribelli7, L. Buffoni8, E. Maiello9, A. Delmonte10, T. Franchina11, M.
R. Migliorino12, D. Cortinovis13, S. Pisconti14, M. Di Maio1, P. Graziano9, E. Bria15,
G. Rossi16, A. Rossi17, S. Novello1
1Department of Oncology, University of Turin, AOU San Luigi, Orbassano
2Department of Medical Oncology, Istituto di Ricovero e Cura a Carattere
Scientifico, Ospedale San Raffaele, Milano
3Medical Oncology Unit, Clinical Cancer Center “Giovanni Paolo II”, Bari
4Oncology Unit, Antonio Cardarelli Hospital, Napoli
5Medical Oncology Unit, University Hospital of Parma, Parma
6AOU Careggi SODC Radioterapia, Firenze
7Regina Elena National Cancer Institute, Roma
8Oncologia Medica I AOU Città della Salute e della Scienza di Torino, Torino
9Unit of Pathology, Scientific Institute for Research and Health Care (IRCCS) “Casa
Sollievo della Sofferenza”, San Giovanni Rotondo
10Thoracic Oncology Group, Istituto Scientifico Romagnolo per lo Studio e la Cura
dei Tumori – IRCCS, Meldola
11Department of Human Pathology, University of Messina and Medical Oncology
Unit, A.O. Papardo, Messina
12UOSD Pneumologia Oncologica, San Camillo - Forlanini Hospital, Roma
13Oncology Unit, ASST H S Gerardo, Monza
14Oncologia medica POC “SS Annunziata”, Taranto
15Oncologia, Dipartimento di Medicina, Università di Verona, Verona
16Anatomia Patologica, AOU Policlinico di Modena, Modena
17Division of Medical Oncology, S.G. Moscati Hospital, Avellino

Background: Molecular profiling of advanced non-small-cell lung cancer (NSCLC) is
recommended according to patients’ (pts) histological and clinical features. However,
despite the existence of national guidelines, routine care remains still heterogeneous.
Aim of this observational study was to obtain a real clinical practice landscape of
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molecular testing and therapeutic choices of advanced NSCLC pts diagnosed in a
one-year period in different Italian Centres.

Material and methods: Newly diagnosed advanced or recurrent NSCLC pts
prospectively enrolled at 38 centres, from November 2014 to November 2015, have
been included in the study. Baseline information were collected about molecular
profiling routinely performed and therapies.

Results: A total of 1787 pts were enrolled (64% male, 36% female; median age 67
years-old; 22% never smokers, 31% current smokers, 47% former smokers and 75%
adenocarcinoma). 1365 (76%) pts were tested for one or more molecular analysis, for a
total of 3363 molecular tests. 42% of pts presented a genetic alteration: EGFR mutation
was reported in 23% of cases (311/1331), ALK translocation in 8.5% (79/922), KRAS
mutation in 32.6% (154/472), MET amplifications in 14.8% (8/54), BRAF mutations in
3.8% (9/235), ROS1 translocation in 3.6% (9/250), HER2 mutation in 3.6% (3/83) of
cases and FGFR alteration was found in 4 cases (only tested in 16). Pts tested for EGFR
and ALK were adenocarcinoma in 92% of the cases, being 49% former smokers, 24%
never smoker and 61% males. Among those pts with some predictive histological
features (adenocarcinoma, adenosquamous, large-cell and not-otherwise-specified
carcinoma) 87% were tested for EGFR and 60.8% for ALK. Among pts younger than 45
years, 78.4% were tested for EGFR and 60.7% for ALK, while among never smokers
88.1% and 55.9% were tested for EGFR and ALK, respectively. EGFR mutated pts
received as first-line therapy Erlotinib, Gefitinib and Afatinib in 9%, 39% and 33% of
cases, respectively. ALK-rearranged pts received Crizotinib as first line therapy in 11%
of cases.

Conclusions: Routine molecular assessing is largely properly performed according to
the national guidelines. A selection bias in the inclusion of pts performing molecular
tests according to histological and clinical features, may explain the high proportion of
pts with a molecular alteration in the study population. The low number of ALK
molecular tests at diagnosis could be due to the Crizotinib reimbursement restriction in
second-line setting.

A12 Cisplatin-raltitrexed vs cisplatin-pemetrexed in the treatment

of advanced pleural mesothelioma. final results of a network

meta-analysis

S.L.V. Nicoletti1, C. Cherubini2, M. Papi1, E. Tamburini1, M. Fantini1, M. Nicolini1,
C. Ridolfi1, C. Santelmo1, L. Gianni1, L.A. Lazzari Agli3, D. Tassinari3
1Department of Oncology, City Hospital, Rimini
2Department of Pharmacy, City Hospital, Rimini
3Department of Pneumology, City Hospital, Rimini

Background: Cisplatin-pemetrexed and cisplatin-raltitrexed represent the treatments
of choice for chemotherapy-naïve patients with advanced pleural mesothelioma. In our
experience we compare efficacy and safety of cisplatin-pemetrexed and
cisplatin-raltitrexed in the treatment of advanced pleural mesothelioma, to plan the
correct strategy for chemotherapy-naïve patients with advanced pleural mesothelioma.

Methods: An indirect comparison of efficacy and safety of cisplatin-pemetrexed and
cisplatin-raltitrexed was performed. The indirect comparison and the network
meta-analysis were performed on data extracted from cisplatin-pemetrexed vs cisplatin,
and cisplatin-raltitrexed vs cisplatin comparisons in the treatment of metastatic pleural
mesothelioma. The Odds Ratios of 10, 15, and 20 month survival rate and response
rate were assumed as indexes of efficacy; the Odds Ratio of grade III-IV side effects, and
the absolute risk of overall, hematologic and non-hematologic toxicity, were assumed
as indexes of safety.

Results: The outcome of 352 patients were analyzed. 226 patients were treated with
cisplatin-pemetrexed and 126 with cisplatin-raltitrexed. The Odds Ratios and 95%
Confidence Interval (95% CI) of 10, 15, and 20 months survival rate and response rate
were 1.204 (95% CI 0.646-2.244, p = 0.559), 1.022 (95% CI 0.492-2.123, p = 0.953),
1.127 (95% CI 0.437-2.907, p = 0.805) and 0.559 (95% CI 0.258-1.212, p = 0.141),
respectively. An absolute increased risk of grade III-IV side effects was observed for
cisplatin-pemetrexed: 5.8% (95% CI 2.6%-9%, p < 0.001), 9% (95% CI 2.3%-15.7%,
p = 0.008) and 2.8% (95% CI 0.2%-5.4%, p = 0.035) for overall toxicity, hematological
toxicity and non-hematological toxicity, respectively.

Conclusions: Cisplatin-pemetrexed and cisplatin-raltitrexed can be considered
comparable in terms of efficacy in the treatment of metastatic pleural mesothelioma,
with a modest increased risk of grade III-IV side effects for cisplatin-pemetrexed. As
actually pemetrexed and raltitrexed are significantly different in their cost a
pharmacoeconomic analysis with minimization of the costs should be performed by
clinicians at the time of planning treatment strategies for advanced pleural
mesothelioma.

A13 Potentially druggable molecular and immune-related pathways

drive the prognosis of resected squamous cell lung carcinoma

(R-SqCLC): preliminary results of prognostic outliers according

to a clinicopathological model

S. Pilotto1, M. Simbolo2, I. Sperduti3, S. Novello4, C. Vicentini2, U. Peretti1,
S. Pedron5, M. Milella6, A. Mafficini5, P. Visca7, M. Volante4, F. Facciolo7, A. Santo1,
M. Infante8, L. Carbognin1, M. Brunelli5, M. Chilosi5, A. Scarpa2, G. Tortora1,
E. Bria1
1Medical Oncology, Azienda Ospedaliera Universitaria Integrata, University of
Verona, Verona, Italy
2ARC-NET Applied Research on Cancer Center, University of Verona, Verona, Italy
3Biostatistics, Regina Elena National Cancer Institute, Roma, Italy
4University of Torino, A.O.U. San Luigi, Orbassano, Torino, Italy
5Department of Pathology and Diagnostics, University of Verona, Verona, Italy
6Medical Oncology, Regina Elena National Cancer Institute, Roma, Italy
7Regina Elena National Cancer Institute, Roma, Italy
8Thoracic Surgery, Azienda Ospedaliera Universitaria Integrata, University of
Verona, Verona, Italy

Background: We previously validated a clinical risk classification model for resected
SqCLC by combining clinicopathological predictors to discriminate patients’ (pts)
prognosis (Pilotto JTO 2015). Here we investigate the molecular portrait of prognostic
outliers to identify differentially expressed, potentially druggable molecular targets
(AIRC MFAG project no. 14282).

Patients and methods: Based on the published 3-class model, 176 and 46 pts with
good and poor prognosis, respectively, were identified. Next Generation Sequencing
(NGS) analysis (Ion Proton system, Ion Ampliseq custom panel) evaluated Somatic
Mutations (SM) and Copy Number (CN) alternations of 44 genes; RNA expression,
immunohistochemistry (IHC), immunofluorescence (FISH) were performed on Tissue
MicroArrays (TMA). Descriptive statistics was adopted; continuous variables were
dichotomized according to AUC or medians.

Results: The exploratory analysis of selected biomarkers performed in the first 60 pts
according to prognosis (good/poor 27/33) is reported in the table.

Table: A13

Biomarkers method GOOD [%] POOR [%] p-value

PI3KCA SM [NGS] 0 9.1 0.24
DDR2 SM [NGS] 11.1 0 0.085
RICTOR CN gain [NGS] 3.7 27.3 0.017
SOX2 CN gain [NGS] 74.1 51.5 0.11
CDKN2A CN loss [NGS] 22.2 3.0 0.038
SMAD4 CN loss [NGS] 33.3 57.6 0.074
PTEN CN loss [NGS] 40.7 51.5 0.57
PD1 [RNA] 53.3 92.3 0.04
SNAI [RNA] 60.0 92.3 0.05
Vimentin [RNA] 46.7 69.2 0.23
PD-L1 [IHC] 17.6 5.9 0.60
HER2 [IHC] 41.2 52.9 0.49
FGFR3 [FISH] 26.7 43.8 0.46
MDM2 [FISH] 41.2 25.0 0.32

Patients with concurrent high PD1, SNAI, and Vimentin RNA expression were
significantly more likely to be at poor prognosis (p = 0.003).

Conclusions: Although performed on a limited number of pts, such comprehensive
analysis of DNA, RNA and proteins, using different methodologies, is feasible and
might identify potentially druggable prognostic modulators, such as RICTOR/PI3K/
mTOR signaling pathway. The possibility to inhibit this pathway with selective agents
is currently under investigation in in vitro preclinical models.

A14 Economic burden of patients with Malignant Pleural

Mesothelioma in a high prevalence center

R. Ippoliti, L. Randi, F. Grosso, G. Numico

Azienda Ospedaliera “SS. Antonio e Biagio e Cesare Arrigo” di Alessandria,
Alessandria

Background: The current economic constraints push hospital management in using
rationally the available public resources. This is even more relevant in patients with
Malignant Pleural Mesothelioma (MPM) given the severity of the disease, its dismal
prognosis and the cost of chemotherapy drugs. This work aims at evaluating the
standard reimbursement of patients with MPM, supporting physicians in their
decision making process with respect the budget constraint.

Patients and methods: We conducted a retrospective cost analysis, including all the
patients with MPM undergoing their first medical examination in our Hospital
between 2014 and 2015. Exclusion criteria were only non-epithelioid istotype. We
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collected data about the diagnostic pathway and active treatments, as well as the relative
official fees of each procedure. Afterwards, using a Regression based Cost Approach
(RCA), we estimated the overall expected reimbursement of a patient with MPM
treated in our hospital, which would be supported by Piedmont Region.

Results: From 01/01/2014 to 31/12/2015, 102 patients with epithelioid MPM had a first
medical examination in our hospital; 40 died before the end of data collection and
constitute our selected sample. According to the RCA model, the reimbursed fees
would be equal to a fixed cost of € 1,873.49 (p-value < 0.1) plus a variable cost of €
1,650.00 (p-value < 0.01) for every chemotherapy cycle, and a cost of € 2,932.52
(p-value < 0.05) in case of any hospitalization. The costs of the pathway are reduced of
€ 8,734.20 (p-value < 0.01) in case of enrollment in an experimental trial of first line
treatment and of another € 6,399.04 (p-value < 0.01) in case of enrollment in a trial of
second line treatment. Therefore, assuming a typical patient treated with 12
chemotherapy courses in the current clinical practice (i.e. no trial) and without
hospitalization, we can expect a total cost of € 21,743.98, which would decrease to €

6,610.74 if the patient is enrolled in both trials. The RCA model has a R-square of 0.92
and is statistically significant (F-test).

Conclusions: Our analysis suggest that the reimbursed impact of MPM is high and
related mostly with active treatments and hospitalizations. These data, however, do not
take into account the real costs of the clinical pathway. The economic gap between the
reimbursement and the actual supported cost is probably significant and will be the
object of further analysis. Clinical trials have a strong impact in cost containment.

A15 Evaluation of MET gene status in malignant mesothelioma by

fluorescent in situ hybridization

A. Vigani1, S. Salvi2, S. Varesano2, S. Boccardo2, P. Ferro3, P.A. Canessa4, M.
C. Franceschini3, P. Dessanti3, J.L. Ravetti5, F. Fedeli3, M.P. Pistillo6, S. Roncella3
1Division of Oncologia, ASL5, La Spezia
2Division of Histopathology and Cytopathology, IRCCS A.O.U. San Martino – IST –

Istituto Nazionale per la Ricerca sul Cancro, Genova
3Division of Histopathology and Cytopathology, ASL5, La Spezia
4Division of Pneumology, ASL5, La Spezia
5Division of Histopathology and Cytopathology, IRCCS A.O.U. San Martino – IST –

Istituto Nazionale per la Ricerca sul Cancro, Genova, Genova
6Unit of Tumor Epigenetics, IRCCS A.O.U. San Martino – IST – Istituto Nazionale
per la Ricerca sul Cancro, Genova

Background: Malignant mesothelioma (MM) is an aggressive tumor, with poor
prognosis and limited possibility of treatment. MET tyrosine-kinase was recently
proposed for a targeted therapy and clinical trials with specific drugs, such as
monoclonal antibodies or small-molecule tyrosine-kinase inhibitors, are in progress in
tumors characterized by the presence of METderegulation. METamplification leads to
over-expression of its receptor on the cancer cell membrane, identifies a subgroup of
patients potentially able to respond to MET inhibitors and may represent an element of
resistance for anti-EGFR inhibitor therapy. The aim of this study was to evaluate
METamplification and expression in MM.

Material and methods: We analysed 60 MM (male: 66.7%, median age: 60.0),
including epithelioid (n = 36), sarcomatoid (n = 12), biphasic (n = 8), desmoplastic
(n = 2) and papillary (n = 2) subtypes. Thirtycases of MM were from a tissue
microarray (MS801, US Biomax Inc, Rockville, MD, USA), 12 cases of formalin-fixed
paraffin-embedded tissues from the Division of Histopathology, IRCCS AOU San
Martino-IST (Genova)and 18 tissues from the Division of Histopathology, ASL n°5 (La
Spezia). METgene amplification was investigated by FISH using MET/CEP7 probe
cocktail (Vysis MET Spectrum Red FISH Probe Kit reagent/Vysis CEP 7 (D7Z1)
SpectrumGreen Probe, both reagents from Abbott Molecular, Des Plaines, IL USA).
Immunohistochemistry was performed by Anti-c-Met Antibody IHC-plus™ LS-B2812
(LSBio, Seattle, WA).

Results: One epithelioid MM had METgene amplification (about 8 METsignals
on > 70% of cells; MET/CEP7 ratio= 4.0) and 4 epithelioid MM had high polysomy of
METgene (range of 4-10 spots of METgene in about 60-80% of MM cells). All the
other 55 FISH-negative cases (91.7%) were disomic for MET gene. The analysis by IHC
showed that amplification was associated with moderate expression of MET protein in
cytoplasm and membrane of MM cells. In contrast, high gene polisomy resulted always
associated with low staining of MET protein.

Conclusions: Amplification and high polysomy of MET, associated with c-MET
receptor expression may be present in MM. These preliminary observations might
represent the basis for designing new clinical trials assessing MET targeting agents in
MM. Moreover, the possibility of METamplification should be considered before
starting MM patient treatments with the anti-EGFR targeted inhibitors.

A16 A review of pharmacological costs of tyrosine kinase inhibitors

in first-line for advanced non-small cell lung cancer with

activating epidermal growth factor receptor mutations

J. Giuliani, A. Bonetti

U.O.C. di Oncologia Medica - Az. ULSS 21 di Legnago (VR), Legnago (VR)

Background: The 2nd ESMO Consensus Conference on Lung Cancer has
recommended that epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors
(TKI) is the preferred first-line treatment in patients with EGFR-mutated non-small
cell lung cancer (NSCLC). The present analysis was conducted to assess the effect of
first-line therapy and the cost of the TKIs for advanced NSCLC with activating
EGFR-mutations.

Material and methods: All the pivotal phase III randomized clinical trials (RCTs) of
TKIs versus (vs.) chemotherapy in first-line for advanced NSCLC with activating
EGFR-mutations published in peer-reviewed journals were considered. We calculated
first the differences in PFS between the different arms of each trial, Then, the
pharmacological costs necessary to get the benefit in PFS, for each trial. Calculations
were based on an “ideal patient” (BSA 1.8 sqm; weight 70 Kg). The costs of drugs are at
the Pharmacy of our Hospital and are expressed in euros (€).

Results: Our study evaluated 8 phase III RCTs (including 1710 patients). The primary
objectives of the evaluated studies were PFS in 7 trials and overall survival (OS) in 1
trial. Concerning erlotinib, in the OPTIMAL and EURTAC RCTs, there was a
difference towards control arms of 8.5 months and 4.5 months respectively, with a
difference in costs per month-PFS gained ranged from 3203.7 € to 4312.1 €. Regarding
IPASS, NEJ2002, WJTOG3405 and First-SIGNAL RCTs, the differences in costs per
month-PFS gained increase for gefitinib, ranged from 4875.9 € to 11399.8 €. Finally,
concerning afatinib, LUX-Lung 3 and LUX-Lung 6 were RCTs with the largest
differences in PFS towards control arms (4.2 and 5.4 months, respectively) and with the
lowest differences in costs per month-PFS gained (1682.3 € and 3681.2 €, respectively)
towards other TKIs.

Conclusions: Different key issues are presented. First, the pharmacological costs of
first-line TKIs for the treatment of advanced NSCLC with activating EGFR-mutations
is variable. Second, the performance of the TKIs, in terms of PFS, depends on patient’s
selection and tumor characteristics. Finally, our analysis shows that, based on data of
pivotal phase III RCTs, afatinib is the most cost-effective, with the lowest difference in
costs per month-PFS gained.

A17 Correlation of metabolic information on 18F-FDG PETwith the

tissue expression of immunemarkers in patients with

non-small cell lung cancer (NSCLC) candidate to upfront

surgery

L. Toschi, E. Lopci, F. Marchesi, F. Grizzi, D. Rahal, L. Olivari, G. Castino,
S. Marchetti, N. Cortese, D. Qehajaj, D. Pistillo, M. Alloisio, M. Roncalli, P. Allavena,
A. Santoro, A. Chiti

Humanitas Research Hospital, Milano

Purpose: Herein, we investigate the correlation of metabolic information on FDG-PET
with tissue expression of immune-checkpoints and other markers of tumor-related
immunity in resected NSCLC patients.

Materials and methods: All patients referred to our Institution for upfront surgical
resection of NSCLC, who were investigated with FDG-PET prior to surgery, were
consecutively included in the study. From January 2010 to May 2014, 55 patients (stage
IA-IIIB; M:F = 42:13; mean age 68.9 years) were investigated. Sampled surgical tumor
specimens were analyzed by immunohistochemistry (IHC) for CD68-TAMs
(tumor-associated macrophages), CD8-TILs (tumor infiltrating lymphocytes),
PD-1-TILs and PD-L1 tumor expression. The immunoreactivity was evaluated and
scores compared with imaging findings. FDG-PET images were analyzed to define
semi-quantitative parameters: SUVmax and SUVmean. Metabolic information on
FDG-PET were correlated with tissue markers expression, and both with disease-free
survival (DFS) considering a median follow-up of 16.2 months.

Results: Thirty-six adenocarcinomas (ADC), 18 squamous cell carcinomas (SCC), and
1 sarcomatoid carcinoma were analyzed. All tumors resulted positive at FDG-PET:
median SUVmax 11.3 (range: 2.3-32.5) and SUVmean 6.4 (range: 1.5-13) resulted both
significantly higher in SCC compared to other NSCLC histotypes (p = 0.007 and 0.048,
respectively). IHC demonstrated a median immunoreactive surface covered by
CD68-TAMs of 5.41% (range: 0.84-14.01%), CD8-TILs of 2.9% (range: 0.11-11.92%),
PD-1 of 0.65% (range: 0.02-5.87%), and PD-L1 of 0.7% (range: 0.03-10.29%). We
found a statistically significant correlation between SUVmax and SUVmean with the
expression of CD8 TILs (rho = 0.31; p = 0.027) and PD-1 (rho = 0.33; p = 0.017 and
rho = 0.36; p = 0.009, respectively). The other tissue markers correlated as follows: CD8
TILs and PD-1 (rho = 0.45; p = 0.001), CD8 TILs and PD-L1 (rho = 0.41; p = 0.003),
CD68-TAMs and PD-L1 (rho = 0.30; p = 0.027), PD-1 and PD-L1 (rho = 0.26;
p = 0.059). With respect to patients’ outcome, SUVmax, SUVmean and disease stage
showed a statistically significant correlation with DFS (p = 0.002, 0.004 and <0.001,
respectively).
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Conclusions: The present study shows a direct association between metabolic
parameters on FDG-PET and the expression of tumor-related immunity markers,
suggesting a potential role for FDG-PET to characterize the tumor microenvironment
and select NSCLC patients candidate to checkpoint inhibitors.

A18 Malignant pleural effusion (MPE) characterized with

11C-Methionine PET/CT before and after talc pleurodesis:

interim evaluation of a prospective clinical trial

E. Lopci1, P. Zucali2, G. Ceresoli2, A. Testori2, E. Voulaz2, K. Marzo2, L. Leonardi2,
M. Rodari2, L. Olivari2, M. Perrino2, G. Ferraroli2, E. Bottoni2, A. Crepaldi2,
A. Galeassi2, L. Gurrieri2, G. Veronesi2, M. Alloisio2, A. Santoro2, A. Chiti2
1Humanitas Clinical and Research Hospital, Milano
2Humanitas Research Hospital, Milano

Purpose: Malignant pleural effusion (MPE) is a pathological condition associated to
cancer and one the most frequent signs of mesothelioma presentation. 18F-FDG PET
has proved to be useful in detecting malignant pleural lesions, although unreliable
results have been reported in early epithelioid mesothelioma and in patients receiving
talc pleurodesis. 11C-methionine is expected to be less influenced by inflammatory
reaction to pleurodesis. In this study we aimed to define the role of 11C-Methionine
PET/CT in the characterization of MPE before and after talc pleurodesis.

Methods: From September 2014 to February 2016, 30 consecutive patients referred to
our Institution for MPE were prospectively enrolled. Patients were evaluated at baseline
and after talc pleurodesis with two consecutive PET/CT investigations:
11C-methionine (experimental) and 18F-FDG (standard in our Institution).
Semi-quantitative PET parameters were defined for both examinations: i.e. SUVmax,
SUVmean, metabolic tumor volume (MTV) and metabolic tumor burden
(MTB =MTV x SUVmean), and statistically compared to pathological findings at
videothoracoscopy.

Results: The interim analysis was completed in 15 out of 30 patients (M:F= 13:2; mean
age 73 years), all affected by malignant mesothelioma (12 epithelioid, 3
non-epithelioid). All tumors showed increased uptake of 11C-methionine at baseline:
median SUVmax, SUVmean, MTV and MTB were 4.7 (range 3-10.1), 2.8 (range
1.5-4.6), 19.5 (range 0.9-464.3) and 45.2 (range 2-2052.2), respectively. MTV and MTB
were significantly higher in non-epithelioid tumors compared to epithelioid histotype
(p = 0.022 and 0.03, respectively). For 11C-methionine PET, the median percentage of
variation before and after talc pleurodesis was 12.8 for SUVmax (%?SUV) and 29.9 for
MTB (%?MTB). Compared to 18F-FDG PET, the percentage of variation for MTB
resulted significantly lower for 11C-methionine (p < 0.001), but not for SUVmax.
Interestingly, there was an inverse linear correlation between MTV for 18F-FDG PET
at baseline and %ΔSUV or %ΔMTB after pleurodesis (p < 0.01), whereas for
11C-methionine only for %ΔSUV.

Conclusion: 11C-methionine PET/CT appears to be able to characterise malignant
pleural effusion. This preliminary analyses shows that it might be less influenced by
inflammatory reaction related to talc pleurodesis compared to 18F-FDG PET/CT.

A19 The role of microRNAs in driving EGFR-TKI resistance in NSCLC

cell lines

A. Perez1, M. Castiglia2, F. Passiglia2, N. Barraco2, A. Cangemi2, D. Fanale2,
A. Listì2, R. Maragliano2, D. Massihnia2, F. Di Piazza2, S. Vieni2, V. Calò2, S. Rizzo2,
L. Incorvaia2, V. Bazan2, A. Russo2

1AOUP Paolo Giaccone, Palermo
2AOUP Paolo Giaccone, Dichirons, Palermo

Background: the inhibition of EGFR kinase activity by tyrosine kinase inhibitors
(EGFR-TKIs), such as gefitinib and erlotinib, can result in improved response and
prolonged progression-free survival (PFS) in NSCLC patients harboring sensitizing
exon 19del and exon 21 L858R mutations. Unfortunately, almost all patients will
develop resistance to EGFR-TKI, in particular T790M is the most frequent mutation.
Nowadays, new methods are urgently needed for a rapid, cost-effective and
non-invasive identification of biomarkers as a valuable tool for obtaining the genetic
follow-up data during the course of the disease. Circulating microRNAs might
represent a new precious biomarker for patients’ monitoring. The study aimed to verify
the association between microRNAs expression and EGFR mutational status in
adenocarcinoma wt and EGFR-TKI sensitive mutated (del19) cells.

Methods: EGFR wt and mutated adenocarcinoma cells (A549, HCC827), were cultured
in RPMI1640 and incubated at 37°C in 5% CO2. Cell viability before treatment was
evaluated by MTT assay and then cells were treated with Erlotinib at growing
concentration. MicroRNAs were extracted by using miRNeasy mini kit (QIAGEN).
Nucleic acids quantity and quality was evaluated through the NanoDrop ND-2100
Bioanalyzer whereas integrity through the 2100 Bioanalyzer. MicroRNAs after
retrotranscription were profiled through TaqMan® Array Human MicroRNA Cards
v2.0.

Results: microRNAs extracted from A549 (wild-type) and HCC827 (del19) were
profiled and differential expression analyzed at basal conditions (no treatment) using

the wt cell as control. The miRNAs analysis highlighted that among the up-regulated
microRNAs (miR-7, miR-18a, miR-106b, miR-200b, miR-505, miR-625), the miR-7
expression levels were 10 times higher, whereas among the down-regulated miRNAs
(let-7f, miR-10b, miR-192, miR-193, miR-194, miR-767, miR-801), let-7f was 12 times
lower. This signature may represent a valid start point for studying variations of the
aforementioned miRNAs levels during TKIs treatment in order to demonstrate their
involvement in inducing resistance.

Conclusions: to outline molecular mechanisms responsible for resistance onset as
consequence of TKIs treatment, the hypotetical role of miRNAs has been studied. The
preliminary data, obtained so far only in cultured cell lines at basal conditions, would
acquire higher relevance, if their involvement may be confirmed also in TKI-treated
cells.

A20 Uncommon epidermal growth factor receptor (EGFR) mutations

in non-small cell lung cancer and sensitivity to EGFR tyrosine

kinase inhibitors, a two centers experience

M. Bonomi1, L. Bonomi2, M.G. Sauta1, A.C. Bettini2, M. Squadroni1, F. Brena1,
E. Cerchiaro1, C. Ripa1, P. Salvini1, G.D. Beretta1, C. Tondini2, G.L. Ceresoli1
1Cliniche Humanitas Gavazzeni, Bergamo
2ASST Papa Giovanni XXIII, Bergamo

Background: Exon 21 L858R mutation and exon 19 deletions of the epidermal growth
factor receptor (EGFR) gene predict activity of tyrosine kinase inhibitors (TKIs) in
patients (pts) with locally advanced or metastatic non small cell lung cancer (NSCLC),
however the sensitivity of less common mutations is still unclear.

Patients and methods: Medical files of stage IIIB and IV NSCLC pts with rare
mutations (RM) treated with first line TKIs in our centers (Cliniche Humanitas
Gavazzeni, Bergamo, HG; Ospedale Papa Giovanni XXIII, Bergamo) from February
2011 to April 2016 were reviewed. Pts with common mutations (CM) from HG were
considered as control group. Baseline demographic and treatment efficacy data were
collected. Progression free survival (PFS) and overall survival (OS) were calculated.

Results: Seven pts (2 males, 5 females) in RM and 22 pts (10 males, 12 females) in CM
groups were eligible. Detected mutations are reported in Table 1. Median age at the
beginning of TKI was 69 and 68.5 years in RM and CM groups (p 0.9). Eastern
Cooperative Oncology Group (ECOG) Performance status was 0/1 in 3/4 and 14/8 pts
in RM and CM groups, respectively. All the pts but 2 (both CM) had stage IV NSCLC.
Gefitinib/Erlotinib/Afatinib were used in 6/0/1 and 19/1/2 pts in RM and CM groups,
respectively. At the time of analysis 5 pts were alive and 1 progression free in RM vs 11
and 8 in CM group. Best response to TKIs is reported in Table 1. Median PFS was 56.5
vs 37 weeks (p .026) and median OS was 62.5 vs 61 weeks (p .8) in CM vs RM groups.
Statistical analysis were biased by the small number of pts in RM.

Conclusions: Pts with RM should not be escluded from EGFR TKIs therapy. An
“early” radiological evaluation (i.e after 2 months) could be considered to assess RM
sensitivity to TKIs. More research is needed to establish the sensitivity of RM to TKIs.
Considering the low incidence, central databases such as the My Cancer Genome
should be created.

Table: A20 Epidermal Growth Factor Receptor Mutations and Best

Response to TKIs

Exon Mutation Number of
pts

Best response
to TKIs

Rare mutations 18 G719X 1 PR
19 E746G + L747P 1 SD
21 L833V (+ L858R) 1 PR

L861Q 2 1 SD, 1 PR
20 769-D770 Ins 1 PD

S768I + T790M
(+ ex 21 L858R)

1 SD

Common
mutations

21 L858R 10 6 RP, 1 SD
19 E746-A750del 7 6 PR, 1 SD

Other deletions 5 RP

TKIs: tyrosine kinase inhibitors, PR: partial response, SD: stable disease, PD:
progressive disease
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A21 Chemotherapy-induced nausea and vomiting (CINV) in patients

with stage III/IV lung cancer during the first-line treatment:

assessment by physician, nurse and patient. Preliminary

results from an Italian multicenter survey

S. Carnio1, D. Galetta2, V. Scotti3, D.L. Cortinovis4, A. Antonuzzo5, S. Pisconti6,
A. Rossi7, O. Martelli8, F.L. Cecere9, E. Bria10, A. Del Conte11, V. Pegoraro12, E.
S. Montagna2, J. Topulli3, D. Pelizzoni4, S.G. Rapetti1, M. Gianetta1, S. Novello1
1Dipartimento di Oncologia, AOU San Luigi Gonzaga, Orbassano
2IRCCS Istituto Oncologico Giovanni Paolo II, Bari
3AOU Careggi SODC Radioterapia, Firenze
4ASST, Oncologia Medica, San Gerardo, Monza
5UO Oncologia Medica1, Polo Oncologico, AOU, Pisa
6SC Oncologia Medica POC SS Annunziata, Taranto
7UO Oncologia Medica AO SG Moscati, Avellino
8AO San Giovanni, Oncologia Medica, Roma
9AOU Careggi, Oncologia Medica, Firenze
10AOU Oncologia Medica, Verona
11AO, Oncologia Medica, Pordenone
12IMS Health Information Solutions, Milano

Background: Despite therapeutic advances, CINV still represents a common
side-effect of chemotherapy in 60–80% of patients, both from a physical and
psychological perspective.The perception of its burden is often not equal between
patients and healthcare professionals. Aim of this Italian multicenter survey was to
prospectively identify the incidence of CINV, focusing possible discrepancies between
clinicians, patients and nurses.

Material and methods: A dedicated survey was designed in agreement with a
psychologist: 11 aspects through visual-analogue scale with scores 0-10 in four
consecutive evaluations during first-line chemotherapy (T0,T1,T2,T3) were collected.
From August 2015 to February 2016, the survey was administered in 11 Oncologic
Institutions to 181 stage III/IV lung cancer patients with their oncologists and nurses.
The correlation was assessed in three areas: clinician versus patient (CvP), nurse versus
patient (NvP) and clinician versus nurse (CvN). Weighted Cohen’s kappa and the grid
of Landis and Koch were applied.

Results: At the present time, only T0 results are available in 179 patients. The
incidence of nausea and vomiting reported by patients at T0 was 40.2% and 21.8%,
respectively. Nausea was evaluated as mild, moderate and severe grade in 25.1%, 11.2%
and 3.9% respectively. Vomiting occurred as mild in 16.2% and moderate/severe in
2.8% of cases. According to weighted coefficient kappa (95%CI) for nausea item a
modest concordance (0.32 [0.19 - 0.44]) between CvP and moderate for NvP and CvN
(0.41 [0.29-0.53]; 0.43 [0.30-0.55]) were observed. Regarding vomiting item a modest
concordance (0.31 [0.14-0.47]) was observed between CvP and moderate for NvP and
CvN (0.43 [0.25-0.60];0.43 [0.28-0.59]). For the anxiety item a significant
underestimation among clinicians and nurses has been detected: the comparison shows
that nurse tends to underestimate more than clinician (CvN: +0.24), as confirmed by
comparison CvP (-0.39) and NvP (-0.65). In the univariate model a positive association
was observed between each level of anxiety and anticipatory CINV, while in the
multivariate model this correlation emerges only for mild and moderate anxiety.

Conclusions: Preliminary data show a good correlation between clinical staff and
patients evaluations. Particular attention should be given to anxiety for its significant
influence on CINV in chemo-naïve patients. Further data will be acquired from the
complete analysis.

A22 Nivolumab in patients with previously treated advanced NSCLC

in clinical practice and correlation with immunological

characteristics

F. Vitiello1, B. Casale1, M. Gilli1, A. Tortoriello1, M. Hengeller1, A. Bianco2,
R. Maffucci2, P. Gaglione2, R. Manzo1, F. Piantedosi1
1U.O.S.D. DH Pneumoncologico A.O. Dei Colli-Monaldi, Napoli
2Dipartimento Di Scienze Cardiotoraciche E Respiratorie Sun A.O. Dei
Colli-Monaldi, Napoli

Background: Non small cell lung cancer (NSCLC) patients with advanced disease who
have progressed to a first palliative treatment with platinum-based chemotherapy, have
a very poor prognosis; the advent of immunotherapy has begun to change the
landscape of the management of this disease, offering a potential for prolonged
responses and survival. Nivolumab (Opdivo®) was the first programmed death PD-1
immune checkpoint inhibitor to be approved for use in advanced, squamous NSCLC
following prior chemotherapy.

Material and methods: This is a retrospective review of patients with NSCLC treated
with Nivolumab monotherapy (3 mg/Kg/2week) in our centre in compassionate use
and in clinical practice. Thirty-six patients were treated between October 2015 to May
2016. We retrospectively evaluated radiological response and clinical benefit; in
addition we analyzed the immune status and correlation with lymphocyte
subpopulations of each individual patient at baseline and in the course of treatment.

Results: All patients were pretreated, 24 (68%) received Nivolumab in 2th line and 12
(34%) in 3th and 4th line; 54% were adenocarcinoma and 48% were squamous
histology. Although they have been subjected to chemotherapy and radiotherapy
treatment no immune deficiency in the context of lymphocyte subpopulations
(CD4-CD8-CD19-CD56) was shown. Imaging response of disease after 4-6 months of
treatment could be assesed in 6 patient (35% of squamous histology): 4 patients
achieved RP and 2 patients had initial pseudoprogression and later tumor burden
reduction or stabilization. The remaining patients still showed a clinical response. The
toxicity proved to be in line with the literature data. It was interesting to note that the
CD8 value was greater than 500 cell/Ul in all patients in clinical and radiological
response. Furthermore, one patient in whom the CD8 was lower than 500 cell/Ul
showed a rising trend in the course of the treatment, concomitantly with
pseudoprogression and then with RP.

Conclusions: Nivolumab has clinically significant activity and manageable safety
profile in previously treated patients with advanced refractory NSCLC. Although follow
up time was too short to evaluate progression free survival (PFS) and overall survival
(OS), the CD8 value may be predictive of response.

A23 Emerging role of liquid biopsy in detection of EGFRmutations

frommetastatic Lung Adenocarcinomas (mLA): concordance

between analysis on tissue samples and in circulating free

tumor DNA (cftDNA)

A. Veccia1, O. Caffo1, S. Girlando2, S. Fasanella2, M. Dipasquale1, M. Bertolin1,
S. Kinspergher1, M. Barbareschi3, E. Galligioni1
1Medical Oncology, Santa Chiara Hospital, Trento
2Molecular Biology, Santa Chiara Hospital, Trento
3Pathological Anatomy, Santa Chiara Hospital, Trento

Background: The detection of EGFR mutations may predict sensitivity to EGFR-TKIs
(Tyrosine Kinases Inhibitors) in mLA. This analysis is usually performed on tumor
samples obtained by small biopsies or fine needle aspirations, that often provide
insufficient tissue for molecular analysis. Moreover, a re-biopsy, that should be
proposed to identify emerging mechanisms of resistance at disease progression, is not
always feasible due to poor compliance of the patients. Therefore, cftDNA represents
an alternative source of DNA for genotyping the tumor.

Methods: We evaluated a consecutive series of patients (pts) with newly diagnosed
mLA treated with EGFR-TKIs or chemotherapy as first-line treatment according to the
EGFR mutational status. EGFR and K-ras mutations were detected on tumor tissue by
Pyrosequencing (Pyr) or Sequenom MassArray (SMA) before starting treatment;
N-ras, B-Raf, DDR2 and PI3KA mutations were identified by SMA, too. Only EGFR
mutations were assessed on cftDNA by a Real Time PCR (RT PCR) before starting
therapy, during the treatment and at disease progression. The degree of concordance
between EGFR mutational analysis on tissue and in blood was evaluated.

Results: Between April 2015 and April 2016, analysis of tumor tissue was performed in
18 pts (M/F = 9/9) with a median age of 65 years (range 42-78), while it was not
possible in 4 cases due to insufficient material. EGFR mutations were detected in 9/18
patients: 6 cases of exon 19 deletions (five E746-A750 del, one E747-T751 del) and 3
cases of exon 21 substitution (L858R). All mutated pts, whose high percentage (50%)
was due to selection bias of the study, received gefitinib or erlotinib as first line
treatment; wild type pts underwent platinum-based chemotherapy. Analysis of EGFR
mutations on cftDNA showed a 100% concordance with tissue detection. Moreover,
RT PCR identified 4 cases of T790M mutations: 1 at baseline, 3 at progression disease.
Finally, pts with poor histological tissue appeared wild type on cftDNA analysis.

Conclusions: RT PCR performed on cftDNA confirmed to be a valid method to detect
EGFR mutations in blood, in particular when histological tissue is insufficient for
molecular analysis and a re-biopsy is difficult to perform. It showed a 100%
concordance with tissue analysis methods. Moreover, cftDNA better mirrors the
heterogeneity of mLA and could be useful to monitor disease during the treatment.

A24 Nivolumab in non small cell lung cancer: general and

immune-related toxicities in the real life

A. Emiliani, A.A. Prete, A. Prelaj, G. Del Bene, I. Speranza, P. Seminara, E. Cortesi,
F. Longo

Policlinico Umberto I, Roma

Background: Immunotherapy is associated with unique set of toxicities termed
immune-related adverse events (irAEs) that are very different from those observed with
conventional cytotoxic chemotherapy. These toxicities have an autoimmune aetiology
and require careful monitoring and specific management strategies. Adverse events
occur in >20% of patients receiving PD-1 inhibitors and include fatigue, rash, pruritus,
cough, diarrhoea, decreased appetite, constipation and arthralgia.

Methods and Patients: A total of 33 patients with metastatic non small cell lung
cancer were treated in our Center with Nivolumab 3 mg/kg every 2 weeks in the
Expanded Access Program from August 2015 to April 2016. Twenty-seven patients
(82%) had adenocarcinoma and 6 (18%) a squamous histology. The toxicities observed
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were defined by the Common Terminology Criteria for Adverse Events (CTCAE
version 4.3).

Results:Median age was 67 years (range 53-84), 51.5% men, 48.5% women; the ECOG
Performance Status was 0 in 30.3%, 1 in 33.3% and 2 in 36.4% patients, respectively.
Patients received a median of 7 cycles (range 3-19). Three classes of toxicities were
observed: irAEs, haematological and general adverse events (AE). The most frequent
toxicities (>10%) were mild to moderate (grade 1 to 2). The irAEs were: dermatologic
(rash 27.2%, oedema 45.4%, pruritus 24.2%), gastrointestinal (nausea/vomiting 27.3%,
diarrhoea 21.1%, constipation 12.1%), asymptomatic elevation of amylase and lipase
21.1% and 12.1%, respectively, hepatotoxicitiy (AST/ALT increased level 15.1%, hyper
gammaglutamytransferase 24.2%), endocrinopathies (hypothiroidism 12.1%, increased
free thyroxine level 12.1%), pulmonary (dyspnoea 69.5%, pneumonitis 12.1%) and
myalgia 42.4%. The haematological AEs were: anemia 24.2%, thrombocytopenia 9.1,
neutrophilia 12.1%, hypereosinophilia 21.2%). The general AEs were fatigue 69.3%,
fever 42.5%, electrolyte disorders (hypomagnesemia 12.1 %). The G3/4 toxicities were:
fatigue 18.2%, dyspnoea 9.1%, hypergammaglutamyltrasferase 6%, colitis 3%, increased
lipase level 3%. Rare disorders were: renal insufficiency (probably immunorelated),
pneumothorax and pulmonary embolism (probably not immunorelated). No
treatment-related deaths were observed.

Conclusion: The toxicities observed in our series were similar but more frequent than
those reported in the literature. This could be due to different criteria of patient
selection, as more than one previous line of treatment and PS 2.

A25 The role of health professionals in informing patients with

pulmonary diseases to stop smoking: final data of an Italian

multicentric survey

S. Demichelis1, S.G. Rapetti2, D. Galetta3, A. Catino3, D. Ricci3, A.M. Moretti4,
E. Bria5, S. Pilotto5, A. Bruno6, G. Valmadre7, G.P. Bandelli8, R. Trisolini8,
M. Gianetta2, M.V. Pacchiana2, S. Vallone2, S. Novello2
1Department of Oncology, University of Turin, Orbassano (TO)
2Department of Oncology, University of Turin, Orbassano, TO
3Clinical Cancer Center “Giovanni Paolo II”, Bari (BA)
4Pulmonology Division, Policlinico, Bari (BA)
5Medical Oncology, University of Verona, Verona (VR)
6Pulmonology Division, Hospital of Putignano, Putignano (BA)
7SS Oncology, Hospital E. Morelli, Sondalo, Sondalo (SO)
8Interventional Pulmonology Unit, Policlinico Sant’Orsola-Malpighi, Bologna (BO)

Introduction: Smoking increases the risk of developing different lung diseases.
Quitting this habit at any point increase the effectiveness of the treatments and improve
the prognosis of patients with any pulmonary disease. Few centers in Italy offer
counseling to help cancer patients quit smoking.

Methods: 490 patients with pulmonary diseases (344 lung cancer) were prospectively
evaluated from January 2013 to February 2016. An anonymous survey was developed
by WALCE (Women Against Lung Cancer in Europe) with the aim to understand if
current/former smoker patients had received information by healthcare professionals
about smoking cessation before or after diagnosis. The survey was conducted in several
Italian Oncology and Pulmonology Divisions.

Results: After a pulmonary disease diagnosis, 76% of patients declare to have stopped
smoking, 17% to smoke less or not feel the same pleasure as before, 6% continue to
smoke. Among 373 former smokers we collect information about timing of quit
smoking in 225 cases: 42% stop at the time of diagnosis or even later, 37% 10 years
before the diagnosis and 10% between 5-10 years earlier, while 11% less than 5 years
before diagnosis. The majority of current smokers admit that they continue to smoke,
because this helps them to relieve stress or simply they like it or smoking is an usual
gesture for them. Patients not receiving information about smoking cessation by
healthcare professionals were 38%, while 25% received it before diagnosis, 13% after it
and 24% both before and after diagnosis. Concerning the reaction to counseling, 35%
considers positively the health provider’s action, even if 48% hoped to be more
supported in quitting smoking. Only 19% of patients who attempted to quit smoking
consider gradual termination as the most effective measure. Regarding the
smoking-cessation methods or specific therapy adopted among former smokers: 83%
disclosed they simply quitted smoking overnight, 5% used electronic cigarettes, 5%
nicotine replacement, 4% books, 3% attended a dedicated clinic.

Conclusions: We highlight that most patients stopped smoking after receiving their
diagnosis. Although many of them have received advice by healthcare workers, the
recourse to the use of specific techniques, drugs or access to dedicated clinic is very low.
Many efforts need to be done to reduce that 38% of cases with pulmonary disease not
receiving any indication about smoking cessation.

A26 Detection of EGFRmutations in tissue and plasma of NSCLC

Patients

M.G. Bica1, C. Russo Lacerna1, F. Guddo2, M. Spatafora3, S. Cannella1,
F. Spinnato4, G. Agneta5, A. Rizzo2, F. Verderame4, A. Santoro1
1Laboratorio di Diagnostica Integrata Oncoematologica- Ospedali Riuniti Villa sofia
Cervello, Palermo
2UOC Anatomia Patologica- Ospedali Riuniti Villa sofia Cervello, Palermo
3UOC Pneumologia- Ospedali Riuniti Villa sofia Cervello, Palermo
4UOCOncologia Medica- Ospedali Riuniti Villa sofia Cervello, Palermo
5UOC Chirurgia Toracica- Ospedali Riuniti Villa sofia Cervello, Palermo

The presence of activating mutations in the tyrosine kinase domain of the epidermal
growth factor receptor (EGFR) gene is associated with the clinical response to EGFR
tyrosine kinase inhibitors (TKI) in patients with non-small cell lung cancers.
Therefore, the detection of EGFRmutation is useful for predicting the treatment
response for EGFR TKI in non-small cell lung cancer patients (NSLC) . However, good
quality tumor tissues for molecular analysis, are available only in <50% of NSLC
patients. Several reports indicate that analytical methods have become more sensitive
and researchers have made several attempts to develop methods to assess EGFR
mutations in plasma of NSCLC patients. Blood collection is less invasive than tissue
sampling moreover plasma testing may reflect overall disease status compared with a
conventional small sample from a single tumor site. Finally plasma analysis, during
treatment follow up, could reveal the emergence of EGFR treatment–resistance
mutations. In the last five years we analyze EGFR mutational status by real-time PCR
(kit therascreen QIAGEN EGFR RGQ PCR) on a cohort of 555 NSCLC patients at
diagnosis and we identified a total of 107 mutated patients (19,3%). In particular we
found 4 mutations on exon 18 (G719A/C/S); 62 deletions of exon 19; 4 mutatins in
exon 20 (2 ins, 1 V774L and 1 T790M in compound with L858R), 37 mutation in exon
21 (32 L858R and 5 L861Q). In the last two months we analyzed EGFR mutational
status in plasma samples, by real-time PCR, from 6 patients in progression with
primary EGFR-mutated tumors, from 4 pts at diagnosis with NSCL EGFR-unknown
tumor who did not have disposable tissue and in 10 control cases. At progression 3/6
cases (50%) showed at liquid biopsy the occurrence of T790M mutation. No mutations
were present in the 4 EGFR-unknown cases at diagnosis and in control cases. We
perform EGFR analysis in both tissue and liquid biopsy in 7 pts and we confirm in 4/7
the mutational EGFR status. Overall, the sensitivity and specificity of the PCR test were
57 % and 100%, respectively. The use of more sensitive technologies, as
ultra-deep-sequencing NGS, for EGFR mutation screening will improve the sensitivity
of detection of circulating tumoral DNA (ctDNA) so to make the use of liquid biopsy a
valid diagnostic strategy.

A27 Weekly Epirubicin as palliative treatment in patients with

malignant pleural mesothelioma (MPM)

P. Belloni1, C. Cozzi2, F. Zannier2, S. Della Torre3, D. Toniolo2, G.M. Corradini3,
P. Candido2, R. Bollina3
1Asst Rhodense, Rho
2ASST Rhodense, Rho (MI)
3ASST Rhodense, Garbagnate M. (MI)

Malignant pleural mesothelioma (MPM) is a rapidly progressive tumor with a poor
prognosis. The benefit of first-line standard pemetrexed – platinum chemotherapy in
MPM has been established. Currently, second-line chemotherapy is increasingly use,
because many patients are fit at the progression of the disease. No standard second/
further line chemotherapy exit for MPM after failure of first-line pemetrexed based
chemotherapy . This study aimed at evaluating the clinical activity of weekly epirubicin
as second/further line chemotherapy in patients with MPM.
From July 2014 to March 2016 23 patients (16 males and 7 females with a median age
of 69 years, range 63-78) with MPM were eligible for analysis. Histology was
epithelioid in 15 pts, sarcomatoid in 5 and biphasic in 3 patients. A platinum-
pemetrexed doublet was administered in 18 pts (15 carboplatin and 3 cis-platin) and 5
pts received gemcitabine as single agent how first line. Gemcitabine was given as
second-line in 8 pts. Epirubicin was always administered with the same schedule at 30
mg/m2 day 1, 8, 15 every 28 until disease progression/intolerance.
Overall response rate was as follows: 3 PR (13 %), 9 SD (40 %) and 11 PD
(47%). Median time to progression was 5 months (range 3–11). No life threatening
event occurred. No grade 3-4 toxicities were observed. Liver toxicity grade 1-2 in 4 pts
(17%), thrombocytopenia grade 1 in 1 pts (4%), neutropenia grade 1 in 2 pts (9%),
fatigue grade 2 in 3 pts (13%), nausea grade 1 in 2 pts (9%). Epirubicin has a modest
clinical activity in pre-treated MPM in progression after one o two regimens, with an
acceptable toxicity profile. It could be considered as a palliative treatment.
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A28 TILs evaluation in early stages of NSCLC

A. Moretti, E. Bannò, C. Nisi, G. Priante, I. Carandina, R. Rinaldi, A. Frassoldati

Azienda Ospedaliero-Universitaria S. Anna, Ferrara

Background: There is an increasing evidence supporting tumor-infiltrating
lymphocytes (TILs) as a prognostic and predictive factors in different human neoplasm
(melanoma, colon rectal, triple negative breast cancer), actually a positive correlation
was found between total TILs levels and better outcomes independently from the TNM
classification.

Material (patients) and methods: We retrospectively evaluated the correlation
between TILS and prognosis in early stage of NSCLC operated at our Hospital from
2012 to 2013 and we made a comparison with classic clinical-pathological features
(stage, T, N, histological type, adjuvant treatment, chronic corticosteroid treatment and
smoking habits) by performing univariate analysis of survival.Determination of TILs
has been performed on FFPE tissue samples and characterized with pathologic
examinations of H&E-stained sections. Tumor-infiltrating lymphocytes (TILs) are
usually measured using subjective methods. In the absence of a standardized
methodology for evaluating TILs in NSCLC, we took as a reference the
recommendations by International TILs Working Group 2014 for breast cancer
(Salgado et Al.)

Results: We collected data from 58 pts, median age 71 (range 42-85), 49 pts with stage
I e 9 pts stage II, 58% pts with adenocarcinoma, 32,7% squamocellular carcinoma and
8% with neuroendocrine/large cell carcinoma.The OS and DFS at 48 months of follow
up was respectively 77,6% and 74,1 % . The presence of low level of TILs (< 10%) was
found in 57% pts and middle-high (>10%) in 43% of them. The increased level of TILs
was significantly correlated with OS (p 0,044) but not with PFS (0,391) in our analysis.
The totality of patient with squamocellular histological subtype and middle-high level
of TILs was alive at 48 months, although p value wasn’t statistically significant. No
other significant correlations has been found with the other clinical-pathological
features.

Conclusions: In our population the quantitative measurement of TILs have been
shown to provide a prognostic significance, although their inclusion in the diagnostic
practice necessitates a wide recognized method together with the characterization of
the lymphocytes subtypes that seems to have different predictive value.

A29 Predictive role of absolute lymphocyte count (alc) and

neutrophil/lymphocyte ratio (nlr) in patients with metastatic

non small cell lung cancer (nsclc) treated with nivolumab:

results of a retrospective monocentric study

S. Canova, P. Bidoli, P. Lissoni, M.I. Abbate, S. Capici, S. Casiraghi, D. Cortinovis

A.O. San Gerardo, Monza

Background: Nivolumab is a human monoclonal antibody anti-programmed death
receptor-1 (PD-1). It is approved for metastatic NSCLC, unresectable or metastatic
melanoma and advanced renal cancer. Despite the improvements achieved in survival
and good tolerability, an unmet goal remains the identification of predictive markers to
select high responder pts. Data are available on the potential association between
lymphocytes and survival in pts with melanoma treated with ipilimumab.

Material and methods: We evaluated NSCLC pts treated with nivolumab in second
line or beyond. We included in this analysis only pts who received at least two doses of
nivolumab and one CT-scan evaluation. Nivolumab was administered intravenously at
the dose of 3 mg/kg every 2 weeks until disease progression or unacceptable toxicity.
Response rates were evaluated using RECIST 1.1 criteria every 4 cycles. We collected
ALC and NLR values at baseline and we sought to correlate ALC and NLR with
median progression-free survival (mPFS).

Results: Thirty-seven (37) pts were enrolled in the study from May 2015 until April
2016. The last follow-up was April 30th 2016. Thirty-one (31) pts were eligible. Median
age was 65 yrs (range 54-79). Twenty-one (21) pts had squamous histology, 10
non-squamous histology. Twenty-nine (29) pts had stage IV disease, two stage IIIA. All
pts were pretreated with at least one systemic therapy (range 1-4). We observed 6
(19.4%) partial response (PR), 14 (45.1%) stable disease (SD) and 11 (35.5%)
progressive disease (PD), with a disease control rate (DCR) of 64.5%. Median PFS was
3.4 months in the overall population. Median ALC at baseline was 1370/μL (range
680-3850). Twenty-three (23) pts showed higher levels of ALC at baseline. Higher
levels of ALC at baseline (>1000/μL) were evident in twenty-three (23) pts and were
not associated with improved PFS (p = 0.11). High NRL (≥4) before the first infusion
was not associated with improved PFS (p = 0.29). The data on overall survival are
immature. We did not observed adverse events of grade 3/4.

Conclusions: In our retrospective study, ALC values and NLR at baseline are not
associated with improved PFS. Larger prospective randomized studies are warranted in
both histologies, squamous and non squamous, to confirm the lack of a potential
predictive role of ALC and NLR.

A30 Results of safety run-in part in Metal (METformin in Advanced

Lung cancer) trial

M. Fasano, C.M. Della Corte, F. Papaccio, G. Viscardi, G. Esposito, T. Troiani,
E. Martinelli, F. Ciardiello, F. Morgillo

Dipartimento Medico-Chirurgico di Internistica Clinica e Sperimentale, Oncologia
Medica, Seconda Università degli Studi di Napoli, II Policlinico, Napoli

Background: The combination of metformin (M) with gefitinib (G) reduced the
anchorage-independent colony forming ability and proliferation and exerted a great
proapoptotic effect in NSCLC cell lines, which harbored wild type LKB1 gene. Of
interest such effects was shown also in those NSCLC cell lines resistant to the EGFR
TKI, suggesting that M can revert resistance to G in some cancer cell lines.

Material and methods: The METAL (METformin in Advanced Lung cancer) trial
(EudraCT number: 2014-000349-59) is a multicenter, open label phase II study,
designed to evaluate the safety and activity of M combined with erlotinib (E) as II line
therapy in non-diabetic patients (PTS) with stage IV NSCLC. We report results form
the safety run-in part designed to detect acute toxicities, to study pharmacokinetics
(PK) and to identify the recommended phase II dose to be used for the phase II of the
study. In the run-in phase, M treatment was administered according to a dose
escalation scheme, starting with a dose of 500 mg twice a day, and, subsequently,
combined with E 150 mg daily. Cohort of 3 to 6 PTS has been treated at each dose
level. If DLT occurs in two or more PTS treated at the same dose level, this dose level
will be declared the maximally administered dose.

Results: Twelve PTS were enrolled. We carried timed withdrawals of peripheral venous
blood to time 0, 2 hours (T2h) and 5 hours (T5h) after taking the first dose of M. The
collected data were used for Therapeutic Drug Monitoring (TDM) and for PK
evaluation. Additional blood samples for TDM were carried out while increasing the
dose of M and in case of adverse events (AE). Results showed that serum concentration
of M undergoes a rapid increase at T2h with a subsequent decrease at T5h. In the 3
PTS treated with M 1500 mg/day, serum concentrations at day 4, 8 and 12 remained in
the therapeutic range of 1-2 mg/L. In 2 of 3 pts treated with M 2000 mg/day serum
concentration increased more than 3 mg/L and they developed DLT (G3
gastrointestinal toxicity). AE were mostly represented by G1 gastrointestinal toxicity.
Full-body CT scan was performed every 10 weeks with stable disease in 5 PTS after 30
weeks of combination treatment.

Conclusions: In accordance with the primary objective, the tolerated M dose was of
1500 mg/day. To define the setting of patients who best respond to the combination of
M plus TKIs, underway is the identification of predictors of response to treatment as
the state of LKB1 expression.

A31 CT-guided fine-needle aspiration biopsy of pulmonary lesions

under 15 mm of diameter: results on 68 consecutive patients

D. Tosi, D. Tosi, R. Carrinola, A. Palleschi, P. Mendogni, L. Rosso, I. Righi,
N. Fusco, S. Ferrero, M. Nosotti, C. Bareggi

Fondazione Irccs Ca’ Granda Ospedale Maggiore Policlinico, Milano

Background: Most reports on lung fine needle aspiration cytology (FNAC)
demonstrate that the diagnostic accuracy tends to decrease with the size of the lesions,
and that the frequency of complications increases as the size of lesions decreases.

Purpose: The aim of this prospective study was to describe the accuracy and incidence
of complications related to FNAC of solitary pulmonary nodules (SPNs) of 15 mm or
less in diameter. Moreover, we evaluated how this procedure during the initial
evaluation of patients with SPN can reduce the number of unnecessary surgery.

Material and methods: From January 2012 to December 2014, 225 patients with an
SPN between 7-15 mm in diameter were referred to our Institution. Patients with risk
factors such as ASA 3, FEV1 <70% of predicted, cardiac comorbidity or previous chest
surgery were enrolled. A total of 68 patients were candidate to CT guided FNAC

Results: The prevalence of malignant pathology in the whole population was 61%.
Forty-nine out of 68 smears (72%) were considered adequate for diagnosis. Sensitivity
was 83%, specificity was 100%. Positive and negative predictive values were 83% and
100%. Out of the total number, 16 patients (23%) avoided surgery. A post-biopsy
pneumothorax was detected in 27 cases (39%). The pneumothorax rate was
significantly affected by the number of passages (p = 0.01).

Conclusions: In our experience the diagnostic accuracy value was high. Subjecting
patients with undiagnosed pulmonary lesions to FNAC during the initial evaluation
significantly reduces the number of unnecessary surgical procedures.
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A32 Observational prospective study to evaluate survival, quality of

life and cost of oncologic treatments for advanced non small

cell lung cancer (NSCLC) patients that progressed after a first

line of treatment: preliminary analysis

S. Quadrini1, I. Sperduti2, F. Narducci1, F. Ciancola3, D. Mastroianni4, M. Mauri5,
A. Fabbri6, E.M. Ruggieri6, C.L. Roma5, G. Mansueto3, T. Gamucci1
1Oncologia Ospedale “SS Trinità”, Sora
2Servizio Studi Statistici Istituto Regina Elena, Roma
3Oncologia Ospedale “Fabrizio Spaziani”, Frosinone
4Farmacia Ospedale “SS Trinità”, Sora
5Oncologia Ospedale “San Giovanni Addolorata”, Roma
6Oncologia Ospedale “Belcolle”, Viterbo

Background: Quality of life (QoL), response to treatment (RR), overall survival (OS)
and progression free survival (PFS) were prospectively evaluated in patients (pts) with
advanced NSCLC who received II or III line (L) treatment. Treatment costs were also
considered.

Methods: QoL tests were: ESAS every cycle, QLQ 30 every 2 months (mths) and PaP
Score at baseline; RR was evaluated by Recist criteria; survival curves were obtained
with Kaplan Meier. Direct medical costs were also analyzed.

Results: From Feb 2013 to Dec 2015, 172 pts, median (m) age 68 years (range 32-88),
74% male, 65% hard smokers, 67% ADK, 32% squamous, 7% EGFR mutated, 6% ALK
traslocation, and 160 II L and 67 III L were evaluated in 4 Oncology Units. 67% had
diabetes, hypertension or heart disease. II and III L were respectively: chemotherapy
60% and 51%, biologic 34% and 33%, immunotherapy 6% and 16%. The m number of
cycles in II and III L were 3 (r 1-27) and 4 (r 1-30). m cost of global pts treatment was
3239 € for both II and III L (range 144-100.300€). RR in II L was: 8% PR, 28% SD and
56% PD. In III L: 12% PR, 30% SD, 42% PD. m PFS (calculated in pts with at least one
response evaluation), OS and survival at 2 years were 7 (IC95%:5-8) and 6 (IC95%:
5-7), 16 mths (IC95%:11-20) and 15 mths (IC95%: 11-18), 38% and 35% pts, for II L
and III L respectively. Toxicities G3-G4: asthenia 10% in II and III L, 7% hematological
and 3% cutaneous. 4 pts received transfusions, 5,8% erythropoietin, 12% GCSF, 16,5%
bisphosphonates and 55% opioid. 25% of pts were admitted to hospice. ESAS showed
that dyspnea, pain and asthenia, were significantly reduced during the treatment for
both II and III L (p <0.001). QLQC30 showed that QoL as a single item remained
unchanged during treatment.

Conclusions: Preliminary results show that 30% of pts affected by advanced NSCLC
receive treatment for less than 2 months. For these pts the median survival is only 3
months. Further analysis are conducted to identify prognostic factors needed to select
pts who can use therapies for adequate time and benefit from treatment in terms of
symptoms reduction and QoL improvement, ensuring a more efficient allocation of
resources.

A33 The predictive role of peripheral blood lymphocytes (PBLs)

immunophenotype in patients with advanced non-small-cell

lung cancer (NSCLC) and renal-cell carcinoma (mRCC)

undergoing nivolumab: preliminary results

F. Nelli1, M.A. Fabbri1, D. Padalino1, V. Panichi2, G. D’Auria1, M.G. Chilelli1,
C. Signorelli1, F. Primi1, M. Montanaro2, E.M. Ruggeri1
1Oncologia Medica, Dipartimento di Oncologia e Ematologia, Ospedale Belcolle,
Viterbo
2Ematologia, Dipartimento di Oncologia e Ematologia, Ospedale Belcolle, Viterbo

Background: targeting PD-1 immune checkpoint is a standard of care in second-line
therapy of advanced NSCLC and mRCC. Although PD-1 signaling inhibition restores
the T-cell activation, the role of basal immunophenotype (IPT) of PBLs and its change
during anti-PD-1 therapy is unknown. To better understand the immunologic effects
of nivolumab, we analyzed the IPT by flow cytometry in blood samples of patients
undergoing nivolumab at standard dose of 3 mg/kg every other week within a National
Expanded Access Program.

Methods: IPT of circulating PBLs was evaluated before and after 4-6 cycles of
nivolumab at the time of first response assessment, and was characterized by the total
number of B cell (CD19+) and T cells (CD3+), helper T cells (Th, CD3 + /CD4+),
cytotoxic T cells (Tc, CD3 + /CD8+), and natural killer (NK) cells (CD16 + /CD56+).
Patients were classified as follows: IPT-1 (normal to high total T-cell, high T-h/T-c
ratio, and low NK and B-cell), IPT-2 (normal to low total T-cell, normal to low T-h/
T-c ratio, and normal to low NK and B-cell), and IPT-3 (normal to high total T-cell
and/or T-h/T-c ratio, and normal to high NK and/or B-cell). A correlation with first
response assessment was performed.

Results: since September 2015 14 patients were treated (11 with NSCLC and 3 with
mRCC) and 11 received at least 4 cycles and were evaluable for response. Median age
of patients enrolled was 64 years (range 44-77), all had ≥2 sites of metastatic disease
and received ≥2 previous lines of treatment. At basal evaluation, 2 patients (18%) had
IPT-1, 4 (36%) the IPT-2, and 5 (45%) the IPT-3. Both patients with basal IPT-1 had
progressive disease in respect to none with basal IPT-2 or 3 (two-tailed P value 0.0182,
Fisher’s test). Only one patient switched from IPT-3 to 1 at reassessment (two-tailed P

value 0.0545, Fisher’s test). No difference was observed in terms of toxicity among the
immunophenotypes.

Conclusion: these preliminary findings would suggest a correlation between specific
distribution of subpopulations of circulating PBLs and pattern of response to
nivolumab. Further data and correlation with survival outcomes are awaited.

A34 Pro-gastrin releasing peptide (pro-GRP) in small cell lung

cancer staging

S. Cavalieri1, A. Raimondi1, D. Morelli2, A. Martinetti1, F. de Braud3, F. Agustoni1,
K. Dotti1, G. Galli1, C. Vernieri1, G. Fucà1, G. Peverelli1, M. Prisciandaro1,
F. Nichetti1, P. Indelicato1, G. Lo Russo1, N. Prinzi1, M. Garassino1, M. Platania1
1Oncologia Medica 1, Fondazione IRCCS Istituto Nazionale Tumori, via Venezian
1, 20133, Milano
2Medicina di Laboratorio, Fondazione IRCCS Istituto Nazionale Tumori, via
Venezian 1, 20133, Milano
3Oncologia Medica 1 - Università degli Studi di Milano, Fondazione IRCCS Istituto
Nazionale Tumori, via Venezian 1, 20133, Milano

Background: Serum pro-gastrin releasing peptide (pro-GRP) is known to be a specific
biomarker in the diagnosis of small cell lung cancer (SCLC). Few data about its
correlation with disease stage are available in real clinical life.

Patients and methods:We retrospectively analyzed pro-GRP in patients (pts) with
SCLC hospitalized from January 2015 to April 2016 in Medical Oncology unit of our
Center (Fondazione Istituto Nazionale dei Tumori, Milan). Pro-GRP concentration
was measured with electrochemiluminescence method in our laboratory; it was
considered elevated if superior than upper reference limit (reference range 0-77.8 pg/
ml). Statistical analysis was performed using a nonparametric method (Fisher’s exact
test) to study differences of serum pro-GRP between pts with limited (LD) and diffuse
disease (DD); a nominal first type error was set at 0.05.

Results: A total of 20 pts were studied (13 men, 7 women), whose median age was 67
years (range 50-77). Median pro-GRP was 1398 pg/ml (range 43-50000) and pts with
elevated pro-GRP were 18 (90%). In pts with LD median pro-GRP was 182.25 pg/ml
(range 43-642), whereas in those with DD it was 2522 pg/ml (range 88-50000). The
absolute difference between medians of the two groups was 2339.75 pg/ml; median
pro-GRP was 13.83 times more elevated in diffuse than in LD. Such difference was
statistically significant (p = 0.026). Pts with DD and elevated pro-GRP were 18 (100%),
2 pts with LD had a normal pro-GRP (50%) and no pts with DD had a normal serum
marker level. Both cases of limited SCLC with elevated pro-GRP had a high burden of
loco-regional disease.

Conclusions: In spite of the modest sample size, in our pts with SCLC we observed a
higher pro-GRP concentration in case of DD as compared with LD stage. Serum
pro-GRP level can be elevated not only in DD, but also in some cases of LD,
particularly in pts with locally advanced disease. Indeed, it is plausible that a large
burden of disease may relate with pro-GRP production. Further studies involving a
larger number of pts are necessary to enhance the statistical potency of the test in order
to validate this biomarker in SCLC staging.

A35 A possible correlation with the response in patients with

metastatic lung caner: MicroRNA and Erlotinb

M. Pagano, F. Zanelli, A. Bisagni, S. Croci, L. Braglia, L. Savoldi, S. Maramotti,
C. Pinto

Irccs Asmn Reggio Emilia, Reggio Emilia

Lung cancer is a leading cause of cancer mortality worldwide. Several molecular
pathways underlying mechanisms of this disease have been partly elucidated, among
which the epidermal growth factor receptor (EGFR) pathway is one of the well-known
signaling cascades that plays a critical role in tumorigenesis. The strategies to effectively
inhibit EGFR signaling pathway have been used in non-small cell lung cancer (NSCLC)
targeted therapy. MiRNAs (microRNAs) is a non coding RNA and protein involved in
regulating gene expression in the transcription level. MiRNAs may serve as novel
targets to circumvent the resistance and promising predictive biomarkers for
EGFR-TKIs. We explore the expression levels of the miR-133b, miR-7, miR-21 and
miR146a in 33 patients with NSCLC metastatic who received erlotinib. The patients
with disease stabilization on erlotinib for at least 6 months were considered responders
(8 patients responder and 25 patients non-responder).

Objectives: determine the possible association between miRNAs expression and
response to erlotinib treatment in patients with metastatic lung cancer that progressing
after at least one l and identify miRNAs predictive of response.

Materials and methods:We retrospective analyzed a series of 33 patients (19 female
and 14 male) with NSCLC who received a second- or third-line erlotinib treatment.
EGFR were mutated in 15% of patients. The levels of miRNAs were correlated with
responses to erlotinib treatment. Total RNAwas isolated from formalin-fixed paraffin
embedded (FFPE) sample of NSCLC by High Pure miRNA Isolation Kit (Roche) using
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the manufacturer’s instructions. MiRNA levels were quantified using TaqMan
microRNA Assay (Applied Biosystem).

Results: the expression levels of miR-7 in responders resulted significantly lower than
in non-responders (Mann-Whitney, p<0.05), in contrast the expression levels of
miR-133b and -146a in responders resulted significantly higher than in
non-responders (Mann-Whitney respectively, p<0.01 and p<0.05). MiR-21 expression
levels were not significantly different (Mann-Whitney, p>0.05).

Conclusion: MiRNAs have opened up a new avenue in the understanding of the
molecular mechanisms involved in cancer, raising the hope of developing new and
more effective therapeutic strategies. Based on these preliminary data it appears that
miR133b miR-7, and -146a are involved in the response to erlotinib treatment.
However, the study sample is too small and other studies are needed to confirm the
data.

A36 Prolactin as a possible predictive factor in metastatic non-small

cell lung cancers (NSCLC) patients in treatment with Nivolumab

(NIVO)

S. Caponnetto1, M.L. Mancini2, S. Scagnoli2, G. Barchiesi2, C. Mosillo2, G.
M. Iannantuono2, S. Verkhovskaia2, V. Magri2, G. Piesco2, G. Pomati2,
D. Pellegrino2, F. Urbano2, S. Zancla2, C. Manai2, E. Cortesi2
1Oncologia Medica B - Policlinico Umberto I - Sapienza Universitò di Roma, Roma
2Oncologia Medica B - Policlinico Umberto I - Sapienza Università di Roma, Roma

Background: Prolactin (PRL) is a peptide hormone secreted by the anterior pituitary
gland. T-cells secrete PRL and express on their surface the receptor for prolactin
(PRL-R).Several studies have demonstrated the role of PRL as a cytokine in human T
cell-mediated immunity. The interaction of PRL with PRL-R leads to an intracellular
cascade mediated by Jak2/Stat5 which regulates T cells activation. It is still unclear if
PRL is a positive or negative modulator of immune response. In this study we aimed to
evaluate whether occurrence of hyperprolactinemia in NSCLC patients in treatment
with Nivolumab is associated with clinical outcomes.

Methods: We conducted a retrospective study on 26 NSCLC patients treated with
Nivolumab, for whom the PRL, TSH and ACTH levels prior and during Nivolumab
treatment were available. Firstly, blood samples were collected in every patient to
evaluate basal hormones levels before starting the therapy with Nivolumab. Secondly,
the same procedure was repeated before each following administration of Nivolumab as
well. After completing the entire treatment all the patients underwent conventional CT
to investigate the effect of therapy according to the RECIST criteria.

Results: 26 NSCLC patients, with normal PRL, TSH and ACTH levels before
treatment, received Nivolumab until the CT evaluation. 18 patients (69%) developed
hyperprolactinemia during the treatment whereas 8 patients (31%) had stable levels of
prolactin during the entire treatment (p = 0,001). every patients had normal TSH and
ACTH levels. 100% of the 18 patients with hyperprolactinemia had a progressive
disease according CT results, whereas only 1 patient (12,1%) out of 8 with stable PRL
levels had a progressive disease (p = 0,03).

Conclusions: If validated prospectively, the occurrence of hyperprolactinemia during
the treatment with Nivolumab in NSCLC patients could potentially serve as a negative
predictive factor for poor clinical outcome.

A37 Lung cancer patients and unplanned presentations to hospital:

insights from a single institution experience

V. Buoro, E. De Carlo, L. Gerratana, M. Giavarra, S. Rizzato, C. Rossetto,
M. Macerelli, E. Poletto, M. Cattaneo, G. Pelizzari, M. Mansutti, G. Aprile,
A. Follador, F. Puglisi, G. Fasola

Department of Oncology, University Hospital of Udine, Udine

Background: New treatments for lung cancer (LC) has been introduced in clinical
practice over the last years, however significant toxicities are still observed and may
lead to unscheduled access to the oncology clinic as well as hospital admission.
Furthermore, LC patients (pts) frequently require emergency medical care due to acute
symptoms and life-threatening conditions. We report the magnitude of unplanned
presentations and risk factors affecting their number and outcome in a University
Hospital.

Materials and methods: We retrospectively collected a consecutive cohort of 285 LC
pts treated with chemotherapy and target therapy at the Department of Oncology of
Udine, from 2012 to 2015 regardless of the stage. Our analysis focused on the subgroup
of pts that experienced an unplanned accessed at both the Oncology and the
Emergency Department. Demographical data, tumour characteristics, treatments
information and blood tests have been recorded. Associations between
clinico-pathological characteristics and hospitalization were investigated through
logistic regression. The impact of patients’ characteristics at first access on the number
of presentations was explored through Mann-Whitney test.

Results: In our study 46% of pts experienced an unplanned access to the Oncology or
the Emergency Department: median access for patient is one (1-10). Hospitalization

was the outcome of the first access for 16.1% of pts, while 21% of pts experienced one
hospitalization overall and 5% of pts were admitted more than once. At first
presentation, 74.6% pts had an ECOG PS 0-1; pain (37.7%) and fever (17.6%) were the
main diagnoses performed during visit. Pulmonary embolism (PE) was found in 7.1%
pts. Anemia and neutropenia was found in 28,2% and 9,2% of pts respectively; however
no febrile neutropenia was diagnosed. Accesses to Emergency Department and ECOG
PS 2-3 were closely related to hospitalization (respectively OR 2.62, 95%CI 1.05-6.52;
p = 0.0385 and OR 6.27 95%CI 2.59-15.31; p < 0.0001). Notably, only diagnosis of PE
significantly increased the number of unplanned accesses (P = 0.0387).

Conclusion: To explore the impact of LC patients’ characteristics on unplanned access
pattern and hospitalization, could be crucial in order to better identify frail patients,
minimize quality-of-life impairment and over-hospitalization.

A38 Peritoneal carcinomatosis in non-small celllung cancer:

retrospective multicentric analysis

M.I. Abbate1, M. Tiseo2, T. Vavalà3, G. Cerea4, D. Cortinovis1, L. Toschi5,
S. Canova1, P. Bidoli1
1Ospedale San Gerardo, Monza
2Azienda Ospedaliera Universitaria, Parma
3Azienda Ospedaliero-Sanitaria San Luigi Gonzaga, Orbassano
4Grande Ospedale Metropolitano Niguarda, Milano
5Istituto Clinico Humanitas, Milano

Introduction: Lung cancer is the main cause of cancer death worldwide. Discovery of
new oncogene-driven tumors and the use of targeted agents improved clinical
outcomes. A meaningful impact on overall survival increases the probability of
developing rare metastatic sites. We investigated clinical outcomes in patients (pts)
with advanced non-small cell lung cancer (NSCLC) and peritoneal involment
confirmed cito-histologically and/or radiologically.

Material and methods: NSCLC pts with evidence of synchronous/metachronous
peritoneal carcinomatosis (PC) from 5 institutions were included. EGFR mutational
status, histology, lines of chemotherapy, smoking status and PC with regards to line of
chemotherapy were described. We evaluated mOS1, defined as survival from NSCLC
diagnosis until death for any causes or last follow up and mOS2 as survival from
diagnosis of PC until death for any causes or last follow up.

Results: Sixty NSCLC pts diagnosed synchronous/metachronous PC between March
2014 and February 2015 were included. The diagnosis of PC was cito/histological for
16/60 (27%) pts, while all other cases had radiological diagnosis. Eleven (18%) pts were
diagnosed with NSCLC and synchronous PC with a mOS of 8m. Clinical outcomes for
pts with metachronous PC according to treatement line were: mOS1 11m and mOS2
3.5m for 23 (38%) pts with PC after 1° line; mOS1 23m and mOS2 3m for 18 (30%) pts
with PC after 2° line; mOS1 38m and mOS2 3.6m for 8 (13%) pts with PC after 3° line.
We noted a considerable mOS1 and mOS2 variation depending on clinical features:
smokers had a shorter mOS1 and mOS2 compared to never smokers (smokers mOS1
11.5m, mOS2 2.9m; never smokers mOS1 30m, mOS2 6.5m); EGFR-mutated pts
treated with TKI had longer mOS1 and mOS2 when compared to EGFR wt pts (EGFR
mut: mOS1 28m, mOS2 8m; EGFR wt: mOS1 17.5m, mOS2 3.5m).

Conclusions: Metachronous PC is a late event in NSCLC and is correlated with short
survival irrespective of treatment line. Never smokers and EGFR-mutated pts had
improved mOS1 and mOS2 when compared with smokers and EGFR wt population.

A39 Toxicity profile of afatinib in advanced EGFRmutated NSCLC

treatment: a real world single-center experience

M. Mazzotta, D. Iacono, S. Lauro, R. Giusti, P. Marchetti

Medical Oncology Unit St. Andrea Hospital of Rome, Rome

Background: Afatinib is an irreversible inhibitor of the epidermal growth factor
receptor (EGFR) approved for the first-line of treatment of the advanced EGFR
mutated non-small-cell lung cancer (NSCLC). The toxicity profile seems to be worse
than the other available agents in this setting. We analyzed data from EGFR mutated
NSCLC patients who had been treated with afatinib at our institution, focusing on
toxicity.

Patients and methods: We retrospectively analyzed data from 26 patients with
diagnosis of locally advanced or metastatic NSCLC harboring activating EGFR
mutation treated with afatinib 40 mg daily given orally (dose reduction permitted in
case of dose limiting toxicities) between January 2012 and April 2016. Radiological
assessment has been performed according to RECIST v1.1 and toxicity has been
classified according to CTCAE v4.0 . At April 2016, 15 patients are still on treatment
with afatinib.

Results: Most patients had a good performance status (PS 0-1 n = 25, 96%) and only 1
patient had PS 2. The majority of the population (n = 20, 77%) had never received any
other treatment before starting afatinib. We detected n = 11 exon19 deletions and
n = 11 exon 21 point mutation. In four cases the EGFR mutation at diagnosis were on
exon 20 and exon 18. 21 patients (81%) achieved a partial response, and 2 patients (8%)
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had stable disease. 12 patients stopped treatment for PD or death and their median
progression-free survival was 6.2 months. All patients experienced at least a G1 adverse
event (AE). Most common AEs were gastrointestinal, skin toxicity (rash) and fatigue.
Most of the AEs showed up in low or mild grade of severity (G1-2 n = 20, 77%). G3
and G4 AEs happened in only 4 (15%) and 2 (8%) cases respectively, with 4 cases of
skin and 2 cases of gastrointestinal G3-G4 toxicity. 13 patients (50%) required a dose
reduction because of the toxicity (30 mg/die n = 9, 35%, and 20 mg/die n = 4, 15%),
and one of them discontinued permanently the treatment with afatinib because of a
stroke.

Conclusions: Our real life experience confirms the literature data of toxicity profile of
afatinib in EGFR-mutated NSCLC, regardless the setting of the treatment (first or
second line). In particular, the frequency and the type of G3-4 AEs are almost the
same. In order to preserve a good QoL for the patients and to guarantee the
maintenance of the dose intensity, an earlier detecting of any AEs is necessary. Dose
reduction and interdisciplinary consults could be good choices.

A40 Treatment in advancedmalignant pleural mesothelioma after

chemotherapy standard

S. Vitello1, C. Raimondi2, R. Sollami2, C. Signorelli2, E. Triglia2
1Oncologia Medica ASP n° 2 Presidio S.ELIA, Caltanissetta
2Oncologia Medica, Asp 2,Presidio S. ELIA, Caltanissetta

Background: The malignant pleural mesothelioma is a health problem of increasing
incidence and severity. The association cisplatin-pemetrexed is the standard of care for
advanced malignant pleural mesothelioma. There is currently no second-line standard
of care. In the absence of standard, it is recommended that patients in good condition
in progression are enrolled into clinical trials.

Patients and methods:We treated 12 patients: 8 men,4 women,median age 67 years
(range 55-74), Ps < 2, with malignant pleural advanced mesothelioma (stage IV by
IMIG) in progression after standard chemotherapy. Subtypes: Epithelioid 8, Biphasic 2,
Sarcomatoid 2. The aim of the study is to evaluate efficacy and tolerability. We have
adopted a chemotherapeutic regimen (acronym: BIG), repeated every 2 weeks,
including: Bleomycin 15 MU i.m. day 1, Ifosfamide 2000 mg/m2 (with Mesna
uroprotection) e.v. day 1, Gemcitabine 1000 mg/m2 e.v. day 2.

Results: After three months we carried out an instrumental revaluation of disease and
found 4 objective responses (OR), 3 stable disease (SD), and 5 progression disease
(PD). In the 7 patients (4 OR,3 SD) the therapy was continued for further three
months, noting 3 OR, 2 SD, 2 PD. The duration of response has been > 6 months. In
patients with response there has been a clear reduction of symptoms (pain,dyspnea,
weight loss),with improvement of the clinical condition (reduction of the opioid
analgesics,non-steroidal anti-inflammatory drugs,corticosteroids and anxiolytics.).
None of the patients required an interruption or hospitalization during the treatment
period.The toxicities found:nausea and vomiting moderate, myelosuppression (I
WHO) : in fact the neutropenia,anaemia have not required the use of hematopoietic
growth factors and/or erythropoietin and/or transfusion of blood products.

Conclusions: The results are encouraging for: the rate of the response, the moderate
toxicity,the improvement of the quality of life.Therefore,the study stimulates to
continue for a further valuation.

A41 Our experience with an alternative schedule of metronomic

Vinorelbine (mVNR) in NSCLC

S.I. Fattoruso1, U. Pacetti2, M. Colonna1, F.D. Cardillo1
1Ospedale “Dono Svizzero”, Formia (LT)
2Ospedale “A.Fiorini”, Terracina (LT)

Background: NSCLC (non small cell lung cancer) is an eterogeneous disease of which
adenocarcinoma (ADC) represents the most drugable subtype with the oral TKI. In
advanced lines of therapy, suchs as in the squamous subtype, standard antiblastic drugs
remain a chance of treatment. Between these drugs vinorelbine (VNR) is often used . A
number of studies lend support to the clinical efficacy of oral metronomic vinorelbine
(mVNR), usually at dose of 50 mg p.o./die 1°, 3° e 5° g, in advanced NSCLC.
Metronomic Chemotherapy has multiple actions against cancer cells including
inhibition of angiogenesis and modulation of the immune system. We collected some
cases to observe the efficacy and tollerance of oral mVNR in patients (pts) with
NSCLC, unfit for standard chemotherapy, at the lowest dose used in clinical phase I-II
trials of 30 mg/die.The primary aim was to minimize the toxicities,because in our
experience 50 mg/die was not well tolerated.

Materials and methods: Between April 2015 and April 2016 seven patients (pts), no
more eligible for polichemiotherapy or docetaxel, were collected to study the effects of
oral mVNR. Most pts have got metastatic Stage IV disease, just 1 pt has got Stadio III B
disease. The range of age was 65-77 ys, (M:F =6:1). PS range was 0-2 ( just 1 pt with
PS2). Hypertension and diabetes were the most common comorbidities. 6 pts had
ADC, 1 pt had a squamous carcinoma. Between ADC just 1 pt had a drugable
mutation of EGFR in exone 19. Just 1 pt received VNR as 1° line of treatment, 4 in 2°

line, 2 in 3° line. 1 pt received oral VNR in 2° line after failure of gefitinib. All pts
received VNR 30 mg/die p.o. 1°, 3° e 5° g every week until PD.

Results: pts received a median of 5 months therapy, 4 pts got stable disease as best
responce. 3 pts had progressive disease. Clinical benefit (misured with no weight loss
and daily activities benefit) was found in all pts. 1 pt with EGFR mutation
experimented stable disease after failure of gefitinib. 1 pt experimented G2
neutropenia, other 4 pts experimented G1 fatigue, no other toxicities.

Conclusions: mVNR, with lower dose of 30 mg/die p.o. 3 times weekly, instead of 50
mg/die, seems a well tolerated scheme of treatment, useful for control of disease in all
lines of treatment, useful for pts not eligible for taxanes or other drugs, also in EGFR
mutated ADC. It offers a good control of disease, low toxicities and good QoL. Maybe
yet more studies could be designed with this schedula.

A42 A data collection representative of an outcome analysis in

advanced Non Small Cell Lung Cancer (NSCLC) expressing

EGFRmutations after failure of first line therapy with Tyrosine

Kinase Inhibitors (TKIs) with careful on post progression

survival

C. Sergi1, O. Commendatore2, G. Burrafato2, C. Martines2, S. Garozzo3,
S. Cordio4, D. Sambataro4, D. Cinà3, S. Miraponte3, R. Bordonaro4
1ARNAS Garibaldi Nesima, Catania
2ARNAS Garibaldi Nesima Oncologia Medica, Catania
3ARNAS Garibaldi Catania Patologia Clinica e Biologia Molecolare, Catania
4ARNAS Garibaldi Catania Oncologia Medica, Catania

Background: Benefit of anti-EGFR TKIs when administered as first-line therapy in
EGFR+ advanced NSCLC are clear and consolidated but no prospective and few
published data on post-progression survival (PPS) are available expecially for patients
(pts) suitable to second line therapy.

Methods: Between 2011 and 2016 we retrospective analyzed pts with advanced NSCLC
EGFR+ treated in our Institution with a EGFR-TKI as first line therapy. The aim was to
evaluate safety and PPS defined as survival time with progressive disease after failure of
TKI.

Results: 30 pts with advanced NSCLC received EGFR-TKI in first line (26gefitinib/2
erlotinib/2 afatinib). Pts characteristics were as follows: M/F 15/15, median age 69
(range 49-81), 29 adenocarcinoma, 1 squamous, 93% stage IV, 6% IIIB and an ECOG
performance status (PS) between 0-2 at time of start of treatment. EGFR-sensitizing
mutations detected were:exon 19 (46%), exon 21 (33%), exon 18(3%), unknown (6%)
and complex (3%). Median of 9.5 cycles (range 2-28) of TKIs were administered with a
response rate (RR) of 63%, best response was stable disease . At last assessment 7 pts
are continuing treatment and 12 are still alive. Diarrhea and skin rash were the most
common adverse events and a dose-limiting toxicity or temporary suspension of
therapy was observed in 10% of pts. 23 pts experienced progression of disease, 14
underwent to best supportive care, 2 continued TKI beyond progression and 7 pts
received a second line therapy (2 third generation TKI, 5 chemotherapy); for all
median PPS was 2 months (ms) (range 1-26); most observed when sites of relapse were
bone and brain and always associated with deterioration of PS at time of progression.
Best outcome was observed in 7 pts suitable to second line therapy with median PFS
and OS respectively 13 ms (range 7-28) and 22 ms (range 9-48) and with median PPS
that improved to 7 ms (range 2-26) with no deterioration of PS and generally
intra-thoracic progression of disease.

Conclusions: This small study, with a limit of a retrospective assessment, suggest that
subsequent treatment after EGFR-TKI change in better the PPS. So we must enhance
effectiveness of subsequent treatments and investigate features of this setting of pts to
improve their outcome in prospective and larger studies. Discouraging data about the
majority of the population examined who after failure of TKIs have a small
post-treatment survival with rapid worsening.

A43 Gemcitabine as single agent second line treatment in patients

with advanced wild-type EGFR, negative ALK non-small cell

lung cancer: a retrospective study

S. Rinaldi1, F. Morgese1, M. Torniai1, A. Savini1, F. Barbotti1, F. Pirani1, G. Leoni1,
C. Grohè2, T. Newsom-Davis3, V. Paolucci1, M. Bower3, I. Fiordoliva1, R. Berardi1
1Clinica di Oncologia, Università Politecnica delle Marche, Ancona
2Dept. of Respiratory Diseases, Ev. Lungenklinik Berlin, Berlin
3Chelsea and Westminster Hospital, London

Background: Many treatment options are nowadays available as second line treatment
for non-small cell lung cancer (NSCLC). We aimed to assess the activity and safety of
gemcitabine as single agent in advanced NSCLC and detect predictive and prognostic
factors for patients receiving a second line treatment.

Patients and Methods: 172 patients with advanced NSCLC, EGFR WT and negative
ALK, were treated with a single agent second line therapy till January 2016 at our
Institutions. Progression free survival (PFS) and overall survival (OS) were estimated
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using Kaplan-Meier method. ACox regression model was carried out for univariate and
multivariate analyses.

Results: At baseline, 27 patients received gemcitabine as second line treatment, while
145 received anther single agent. Disease control was reached in 51 patients (30%) and
in 8 (29%) patients treated with gemcitabine. Clinical benefit with symptoms’ control
was reached globally in 39 patients (23%) and in 10 patients (37%) treated with
gemcitabine. The median OS was 6.8 months in the whole population, 7.8 months in
patients treated with gemcitabine and 6.7 months in patients treated with another
single agent (p = 0.338), while the median PFS was 2.9 and 2.8 months respectively
(p = 0.343). At multivariate analysis, ECOG-PS > 2, neutrophilia, lymphocytopenia
and hyponatremia were predictors of worst OS, while smoker status, hyponatremia and
neutrophilia were independent prognostic factors for worst PFS in the whole
population.

Conclusion: Treatment with single-agent gemcitabine as second line therapy in
pretreated patients with advanced NSCLC showed activity, symptoms’ control and low
toxicity compared to other single agents. Further studies are required to identify which
patients would mostly benefit.

A44 Maintenance treatment with pemetrexed in NSCLC

V. Filipazzi, L. Ferrari, P. De Masi, M.T. Cattaneo, M. Latocca, C. Fasola, D. Dalu,
E. Piazza

U.O.C. Oncologia “Luigi Sacco”, Milano

Background: Pemetrexed and Cisplatin combination chemotherapy is an optional
schedule of chemotherapy for advanced non-squamous lung cancer . Recently

maintenance treatment with PEM were applied. We evaluated it for efficacy and
tolerability in patients with controlled disease after induction chemotherapy.

Patients and methods: From 2013 fourthy-two consecutive pts were enrolled, 19 males
and 23 females, median age 59 years (range 42-73); ECOG P.S. was 0-1 in all pts; 12 pts
(40%) were non smokers. For histology all subjets were adenocarcinoma, only 1 case
with EGFr mutation. The clinical stages of disease were III b for pleural effusion in 8
cases and IV in 34 pts. The sites of metastasis were: 8 liver, 6 brain, 15 bone, 10 lung, 2
pericardial effusions . All pts received chemotherapy with Cisplatin 75 mg/
mq + Pemetrexed 500m g/mq day 1, every 21 days for 3 cycles. More 3 cycles were
performed only in responders pts. Standard premedication with dexamethasone, folic
acid, B12 vitamin and antiemetic therapy was performed. Pts with PR or SD at 6°cycle
of CT prolonged treatment with maintenance schedule of PEM every three weeks until
to progresssion disease.

Results: All patients were evaluated for toxicity and efficacy. A total of 216 cycles
(CisP-Pem) were performed with average of 5 cycles for pts. The DCR was 60 % with
13 PR and 10 stable disease, while 19 pts went in progression disease during
chemotherapy. Maintenance CT with Pemetrexed were performed in 12 pts while
palliative radiotherapy were performed in 21 pts. TAC restaging were performed every
4 cycles. An average of 6 cycles of mainteneace therapy were performed. The mTTP for
responders pts. was 7 months (range 2-12) and the MST was 15 months (range 4-30
m) with 4 pts alive (10%) over 24 months. The safety during maintenance period was
high without major grade toxicity. Toxicity G 1-2 consisted in neutropenia 9%, anemia
9%, emesis 9% and fatigue 18% .

Conclusions: The maintenance treatment with PEM is efficacy and safety in NSCLC
pts with controlled disease after induction chemotherapy.
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gastrointestinal (non-colorectal)

cancers

B01� A randomized phase 2 trial of nab-paclitaxel plus

gemcitabine, ± capecitabine, cisplatin (paxg regimen) in

unresectable or borderline resectable pancreatic

adenocarcinoma: the ghost regimen strikes back

M. Reni, S. Zanon, G. Balzano, P. Passoni, A. Costantino, C. Pircher,
M. Chiaravalli, R. Nicoletti, P.G. Arcidiacono, G. Pepe, S. Crippa, C. Doglioni,
C. Fugazza, D. Ceraulo, M. Falconi, L. Gianni

IRCCS Ospedale San Raffaele, Milano

Background: A phase 1b trial defined the recommended phase 2 dose of nab-paclitaxel
(150 mg/m2) in combination with cisplatin, capecitabine, and gemcitabine (800, 30,
and 1250 mg/m2 every 2 weeks, respectively; PAXG regimen). A randomized phase 2
trial of PAXG or nab-paclitaxel-gemcitabine (AG) was performed (NCT01730222).

Patients and methods: Chemo-naive patients with 18-75 years, pathologic diagnosis of
unresectable or borderline resectable pancreatic adenocarcinoma (NCCN definition),
Karnofsky Performance Status≥ 70 were eligible for the study. The primary endpoint
was resectability rate. According to A’ Hern design (p0 = 5%; p1 = 20%; α = 0.05;
power = 80%), the total number of patients to enrol in each arm was 27. With ≥ 4 of 27
eligible patients resected, each regimen will be considered active.

Results: Between Apr 2014 and Feb 2016, 54 patients (table 1) were randomized at a
single Institution to receive PAXG (arm A; N = 26) or AG (arm B; N = 28). Resection
after 4-6 cycles of chemotherapy was performed only in initially borderline resectable
patients (5 arm A; 5 R0; 4 N0; 5 arm B; 5 R0; 1 N0). One arm A and 2 arm B patients
were deemed resectable and are waiting for surgery. Treatment is ongoing in 4 patients.
Main grade 3/4 toxicity was (A/B): neutropenia 76/57%; thrombocytopenia 5/9%;
fatigue 10/26%; neuropathy 0/22%; diarrhea 5/13%; nausea 5/13%; serious adverse
events 22/29%. A partial response was observed in (A/B) 50/32% and stable disease in
50/61% patients. CA19-9 decreased by > 49% in 95/86%; >89% in 36/19% patients with
elevated basal value. Progression was observed in 7 arm A and 17 arm B patients:
PFS-6 (A/B) was 100%/61%.

Table: B01*

Baseline Characteristic PAXG AG

Number 26 28
Male/female 13/13 7/21
KPS 90-100 19 (73%) 24 (86%)
70–80 7 (27%) 4 (14%)
Age median 60 66
range 35-75 50-75
Unresectable 16 (62%) 13 (46%)
Borderline 10 (38%) 15 (54%)
Head 18 (69%) 20 (71%)
Biliary stent 14 15
CA19.9 >ULN 22 (85%) 21 (75%)
median 290 278

Conclusions: Both AG and PAXG regimens reached the primary endpoint.
Preliminary results suggest that the addition of cisplatin and capecitabine to AG
backbone is feasible and seems to improve disease control. The PAXG regimen
warrants further exploration in this setting of patients.

B02� Ramucirumab as second line therapy in metastatic gastric

cancer (MGC): results of the Italian compassionate-use named

patients. The RAMoss study

F. De Vita1, M. Niger2, C. Vivaldi3, E. Giommoni4, A. Zaniboni5, S. Bozzarelli6,
G. Tomasello7, T. Sava8, M. Spada9, E. Menatti10, I. Proserpio11, S. Galdy12,
A. Bittoni13, K. Bencardino14, M. Squadroni15, T.P. Latiano16, A. Spallanzani17,
G. Tirino1, A. Petrillo1, M. Di Bartolomeo18
1Oncologia Medica, Dipartimento di Internistica Clinica e Sperimentale ‘F.
Magrassi e A. Lanzara’, A.O. Seconda Università di Napoli, Napoli
2Oncologia Medica 1, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
3Polo Oncologico, Azienda Ospedaliero-Universitaria Pisana, Pisa
4Struttura Complessa Oncologia Medica I, Azienda Ospedaliero-Universitaria
Careggi, Firenze
5Oncologia Medica, Fondazione Poliambulanza, Brescia
6Humanitas Cancer Center, Humanitas Clinical and Research Center, Rozzano
7Azienda Socio Sanitaria Territoriale di Cremona, Ospedale di Cremona, Cremona
8U.L.S.S.15 ALTA PADOVANA, Camposampiero
9Fondazione Istituto San Raffaele G. Giglio, Cefalù
10Oncologica Medica, ASST Valtellina ed Alto Lario, Sondrio
11Ospedale di Circolo e Fondazione Macchi, Varese
12Oncologia Medica Gastrointestinale e Tumori Neuroendocrini, Istituto Europeo di
Oncologia, Milano
13Oncologia Medica, Ospedali riuniti di Ancona, Ancona
14Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Milano
15Humanitas Gavazzeni, Bergamo
16Oncologia Medica, Ospedale Casa Sollievo della Sofferenza, San Giovanni
Rotondo
17Oncologia, Azienda Ospedaliero-Universitaria Modena, Modena
18Oncologia Medica, Fondazione IRCCS Istituto Nazionale Dei Tumori, Milano

Background: Ramucirumab alone or combined with paclitaxel was recently approved
in Italy for patients progressing after the first-line standard treatment for advanced/
metastatic gastric cancer. Prior to marketing authorization, the drug was administered
as compassionate use patient-named program. The RAMoss study aimed to evaluate
the safety and efficacy profile of ramucirumab in the “real-life setting”.

Methods: Patients treated from October 2014 to October 2015 in 22 centres were
retrospectively analyzed to assess ramucirumab efficacy in terms of response (ORR),
progression free (PFS)and overall survival. (OS). Patients received ramucirumab 8 mg/
kg/iv alone every 2 weeks or in combination with paclitaxel 80 mg/m2/iv on days 1, 8,
and 15 of a 28-days cycle until progression, death or unacceptable toxicity. Complete
blood test were collected before each drug administration and at disease evaluation
every 2 cycles.

Results: 129 pts were enrolled with the following characteristics: median age 61 years;
male 67,8%; gastric site in 68.9 %, cardias in 20.1%, distal oesophagus in 10.8 %; PS
ECOG 0 (55,8%) 1 (37,2%) 2 (6,2%) 3 (0,7%); monotherapy in 17 pts (13,1%),
combination therapy in 112 pts (86,8 %). Median treatment duration was 3 months
(1-12 months). The most frequent grade = 3 AEs were: neutropenia (5.4%), asthenia
(2.7 %) and hypertension (1.8%). Febrile neutropenia occurred in 0.9 % of the pts. Two
cases of grade 2 bleeding were reported (1.5%). There were no treatment-related deaths.
ORR was 14,7 %. Stable disease was observed in 40 pts (31%) determining a global
disease control rate (DCR) of 51.1%. With a median follow-up 8.0 mos (95% CI:
6.5-9.5), median PFS was 3.0 mos (95% CI: 2.5-3.5), median OS in the entire study
population was 7.0 mos (95% CI: 5.8-8.2).On a multivariate analysis age <61 or >61
(HR 3.18, 95% CI: 1.8-5.6, p= 0.0001) and PS ECOG <2 or =2 (HR 1.878, 95% CI:
1.3-2.7, p= 0.001) were independent prognostic factors. Median PFS was 2.0 months in
the monotherapy group (95% CI: 0.82-3.17) 3.0 months in the combination group
(95% CI: 2.1-3.8) (p: 0.1).

Conclusions: Ramucirumab treatment, in a “real-life” setting, is proven to be well
tolerated in an Italian cohort of pretreated MGC pts with no new safety signals. Final
data with a greater numer of patients evaluated will be presented at the congress.

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
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B03 Palliative gastrectomy in 549 asymptomatic patients with

advanced gastric cancer: a large Italian experience

V. Fanotto1, C. Fontanella1, S. Cordio2, G. Pasquini3, M. Baretti4, R. Filippi5,
G. Rosati6, D. Santini7, R. Giampieri8, S. Di Donato9, G. Tomasello10, O. Brunetti11,
M. Caporale12, F. Bergamo13, A. Avallone14, M. Scartozzi15, E.S. Lutrino16,
D. Melisi17, L. Antonuzzo18, A. Pellegrino19, G. Aprile1
1Department of Oncology, University and General Hospital, Udine, Italy, Udine
2Department of Oncology, Garibaldi Nesima Hospital, Catania, Italy, Catania
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Background: Chemotherapy (CT) is the standard of care for patients (pts) with
advanced gastric cancer (AGC). Available literature data suggest that palliative surgery
may improve overall survival (OS), although a recent trial (Fujitani, Lancet Oncol
2016) showed that gastrectomy followed by CT did not provide a survival benefit
compared with CT alone for asymptomatic pts with AGC.

Patients and methods: We retrospectively analyzed baseline parameters, tumor
characteristics, and treatment data of 549 AGC pts treated in 19 Italian Centers from
Jan 2002 to Feb 2015. Cross-tables and X2 test were used to describe categorical
features. Kaplan Meier methods and Cox regression analyses were used to evaluate the
impact of palliative surgery on progression-free survival (PFS) and OS.

Results: Of 549 pts, 371 were male (67.6%). At AGC diagnosis, median age was 63.4
years (range 25-93). The most common site of primary tumor was gastric body
(33.3%); 59.9% of cancers presented an intestinal histotype, 45.2% were G3-G4 and
14% HER2-positive. 49.2% of pts had multiple metastatic sites at baseline. 144 (26.2%)
asymptomatic AGC pts underwent palliative gastrectomy; 44.8% received total
gastrectomy and 76.7% underwent D2-D3 lymphadenectomy. Surgery was performed
before starting first-line CT in 91.6% of cases; 4.8% of pts received a single-agent CT,
51.1% a doublet, and 44.3% a triplet. The most used agents were fluoropyrimidines
(97.4%) and platinum salts (89.7%); in 17.2% of cases a biological agent was
administered. Those who underwent surgery had a median PFS of 7.6 months (mo) vs
6.6 mo with CT alone (HR 0.76, 95%CI 0.63-0.92; p = 0.006), whereas median OS was
15.2 mo vs 12.0 mo, respectively (HR 0.81, 95%CI 0.67-0.98; p = 0.032). Pts who
received single-agent CT had shorter PFS and OS compared with those treated with a
doublet or a triplet (PFS: 4.7 vs 6.6 mo, p = 0.027; OS: 10.4 vs 12.9 mo, p = 0.034). Pts
younger than 40 years had a poorer prognosis compared to the others (PFS: 5.1 vs 6.8
mo, p = 0.069; OS: 10.3 vs 12.9 mo, p = 0.007). In Cox regression multivariable model,
palliative surgery remained a strong independent predictor for longer PFS (HR 0.77,
95%CI 0.63-0.93; p = 0.006) and OS (HR 0.75, 95%CI 0.61-0.92; p = 0.005) regardless
of age and treatment intensity.

Conclusions: Our study suggests that palliative surgery may improve survival in
selected pts with AGC. Further efforts should be made to identify the optimal
candidate as well as the most appropriate timing for surgery.

B04 Effects of nanoliposomal irinotecan (nal-IRI;

MM-398) ± 5-fluorouracil and leucavorin (5-FU/LV) on quality of

life (QoL) in patients (pts) with metastatic pancreatic

adenocarcinoma (mPAC) previously treated with gemcitabine-

based therapy: results from the phase 3 NAPOLI-1 study

D. Melisi1, D. Melisi2, J.T. Siveke3, J. Blanc4, D.D. Von Hoff5, A. Wang-Gillam6,
L. Chen7, C. Becker8, K. Mamlouk9, F. De Jong10, R. Hubner11
1Università di Verona, Verona
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6Washington University, St. Louis
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11Christie Hospital NHS Foundation Trust, Manchester

Background: Here we report QoL results from the randomized, phase 3 NAPOLI-1
study of nal—IRI + 5—FU/LV vs 5-FU/LV alone in pts with mPDAC previously treated
with gemcitabine-based therapy.

Methods: QoL was assessed using the EORTC-QLQ-C30, which includes Functional,
Symptom, and Global Health and QoL scales. Pts completed the questionnaire at
treatment start, every 6 weeks (wks) and 30 days post-follow-up. Pts who were assessed
at baseline and at ≥1 subsequent visit were included. Scores were reported in a 0–100
range after linear transformations were applied to raw scores. For each subscale, pt
response was classified as improved (≥10% increase in scale of breadth at a
post-baseline time point and remained above baseline for ≥6 wks), worsened (did not
meet improvement criteria and died, or had ≥10% decrease from baseline in scale of
breadth at a post-baseline time point), or stable (did not meet criteria for improvement
or worsening). Pairwise comparisons of response classification between groups were
performed for each subscale and adjusted for multiplicity to control false discovery rate
at 0.05 level for the 15 comparisons.

Results: 154 pts were included in the analysis. Evaluable data at 12 wks was available
for 69% (49/71) in the nal-IRI + 5-FU/LV group and 53% (44/83) in the 5-FU/LV
group. At baseline, values were similar between groups; median Global Health Status
scores were near the midpoint of the scoring range, median Functional Scale scores
were high, and Symptom Scale scores were low. For both treatment groups, the
observed median change in score at 12 wks was 0 for Global Health Status and the
following subscale scores: role functioning, emotional functioning, cognitive
functioning, social functioning, nausea and vomiting, pain, dyspnea, insomnia,
appetite loss, constipation, diarrhoea, and financial difficulties. For subscale scores
where the median change was not 0 (nal-IRI + 5-FU/LV: physical functioning and
fatigue), the differences between the treatment groups were not substantial. There were
no significant differences in the proportion of pts classified as improved, worsened, or
stable between the treatment groups (adjusted P values >0.05 across subscales).

Conclusions: While this analysis was limited by pt numbers, pts treated with
nal-IRI + 5-FU/LV tended to maintain baseline QoL over 12 wks. When compared
with pts treated with 5-FU/LV, there were no significant differences in QoL response
despite the addition of a second cytotoxic agent.

B05 Modified dose-dense taxotere cisplatin fluorouracil regimen

(mTCF-dd) in a large cohort of patients (pts) with metastatic or

locally advanced non-squamous gastroesophageal cancer

(GEC)

L. Toppo, G. Tomasello, M. Ghidini, W. Liguigli, S. Lazzarelli, C. Caminiti,
G. Maglietta, R. Passalacqua

Azienda Socio Sanitaria Territoriale di Cremona, Cremona

Background: TCF is one of the most effective first-line options in metastatic GEC. We
previously reported the significant activity of mTCF-dd (Tomasello G et al: Gastric
Cancer 2014 Oct;17(4):711-7). Aim of this study is to describe clinical outcomes, safety
and studying potential clinical prognostic factors of this intensified regimen in a very
large consecutive cohort of pts coming from a single center

Methods: 201 consecutive pts with measurable or evaluable GEC treated in the same
institution were longitudinally followed. 136 were enrolled in 3 different Clinical Trials
and 65 treated according to clinical practice. We considered pts with PS ECOG 0-2 and
adequate organ function who received from 2004 to 2015 mTCF-dd: Docetaxel (50-85
mg/m2 d 1), Cisplatin (50-75 mg/m2 d 1),l-Folinic Acid (100 mg/m2 d 1-2), 5-FU
(400 mg/m2 bolus d 1-2, and 600 mg/m2 as a 44 h c.i. d 1), plus Pegfilgrastim 6 mg d
3, q2w. Analysis was done according to ITT principle.

Results:Median age was 63 (range 25-81), M:F 140:51. Metastatic sites were: liver 38%,
peritoneum 33.5%, bone 14%, lung 12%. A median of 4 cycles (range 1-8) per patient
were administered: 15% required a dose reduction, 48% were treated without any delay.
At a median follow up of 60 months, 192 pts were evaluable. We observed 6% CR, 52%
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PR, 14% SD, 13% PD and 13% NE, for an ORR of 59% (95% CI 52-66); DCR was 76%.
Median OS was 11.1 months (95% CI 9.5-13.5). Most frequent grade 3/4 toxicities:
neutropenia (26%), asthenia (31%), thrombocytopenia (17%), hypokalemia (16%),
diarrhea (13%), febrile neutropenia (11%). 18 pts (9%) became resectable after
mTCF-dd and underwent surgery. Finally, we identified 18 pts (9%) [12 metastatic, 6
locally advanced] with OS > 3 years and 7 (4%) still maintaining a response at the time
of the current analysis. Moreover, we identified a specific cohort of 21 pts with bone
metastases at diagnosis bearing a very poor prognosis (OS: 7.8 m 95% CI 3.8-10). A
multivariate Cox model will be presented at the meeting.

Conclusions: mTCF-dd in GEC is an effective and feasible option. A careful
monitoring of adverse events is recommended. A biomolecular analysis of long-term
survivors is underway.

B06 Metformin impact on progression-free survival in diabetic

patients with advanced pancreatic neuroendocrine tumors

(pNET) receiving everolimus and/or somatostatin analogues.

The PRIME-NET (Pancreatic multicentric, Retrospective, Italian

MEtformin) study

S. Pusceddu1, R. Marconcini2, F. Spada3, F. Cavalcoli4, T. Ibrahim5, M.P. Brizzi6,
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Introduction: Abnormal PI3K–Akt–mTOR pathway, mediated through insulin-like
growth factor 1 (IGF1), is involved in the proliferation of pNET cells. In phase III trials,
both everolimus (EVE), an inhibitor of mTOR pathway, and somatostatin analogues
(SA) have shown antitumor efficacy in pNETs. Several studies have identified diabetic
patients (pts) as having increased risk for the development of cancer and have
associated metformin (MET) treatment with a decrease of cancer risk. MET may have
anti-proliferative activity due to its ability to decrease insulin and IGF1 levels; in
addition, it promotes AMPK activation and TSC1-2/mTOR inhibition.This
multicentric, retrospective study evaluates the impact of glycemic status (hyper vs
normoglycemic pts) on progression-free survival (PFS); the impact of concomitant
MET administered during EVE and/or SA therapy in diabetic pNETs is also assessed.

Methods: In order to obtain a 90% statistical power, with a error 0.05, and to detect an
Hazard Ratio of progression (PD) of 0.67 for hyperglycemic vs normoglycemic pts, 267
events (PD or deaths without PD) were needed, 445 pts were planned. With these
numbers, 77% power was anticipated to detect HR 0.67 in each subgroup analysis
(hyperglycemic pts on MET vs normoglycemic and hyperglycemic pts on INS vs
normoglycemic pts).

Results: Between 1999 and 2016, 445 pts (median age 59, range 49-69; 53.5% males),
were treated with EVE and/or SA in 24 Italian Centers. In total, 112 (25.2%) diabetic
pts received MET, 91 (20.4%) received INS and 33 (7.7%) received dietetic counseling;
209 (46.7%) pts were normoglycemic.In the overall population, median PFS was 23.4
months (mo) (95%CI 19.1–27.9); mPFS was 32.0 mo in diabetic pts and 15.1 mo in
normoglycemic pts (HR 0.63, 95%CI 0.50-0.80; p = 0.0002). Median PFS was 20.8 mo
(95%CI 15.6-36.3) in pts receving INS (HR vs normoglycemic pts 0.81, 95%CI
0.60-1.1, p = 0.18) and 44.2 mo (95%CI 36.4-61.9) in pts on MET (HR vs
normoglycemic pts 0.45, 95%CI 0.32-0.62, p < 0.0001).

Conclusions: With the limitations of any retrospective analysis, the results of this large
study may suggest that the addition of MET to EVE and/or SA can provide clinical
benefits in advanced diabetic pNETs pts. Prospective evaluations are required to either
confirm or discard these preliminary findings.

B07 An Italian Cost-Effectiveness Analysis of Paclitaxel Albumin

(nab®-paclitaxel) + Gemcitabine vs Gemcibatine alone for

Metastatic Pancreatic Cancer Patients: The APICE Study
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Background: In a Phase III clinical trial, nab-paclitaxel + gemcitabine (G) significantly
improved overall survival, time to progression and response rate compared to G
monotherapy in MPC. The aim of APICE study was to evaluate the cost-effectiveness
of nab-paclitaxel + G vs G in the treatment of MPC patients in Italy.

Material (patients) and methods: A Markov model with four health states
(progression-free, progressed, end of life and death) was developed to estimate costs,
outcomes and quality-adjusted life-years (QALYs) over 4 years from the Italian
National Health Service (INHS) perspective.Patients were assumed to receive G
1000mg/m2 weekly or nab-paclitaxel 125mg/m2 + G 1000mg/m2 weekly. Data on
efficacy was derived from MPACT trial, while data on health care resource
consumption was collected from a survey performed on nine Italian centres. Resources
were valued at Euro (€) 2015. Published utility weights were applied to health states to
estimate the impact of response, disease progression and adverse events on QALYs.
Two sensitivity analyses tested the robustness of the base case incremental
cost-effectiveness ratio (ICER).

Results:Health care resources consumption is consistent with the recommendations of
the Italian Association for Medical Oncology (AIOM). Compared to G in
monotherapy, nab-paclitaxel + G gains an extra 0.154 QALYs (0.196 life-year saved)
and incurs additional costs of €7088 per patient treated. This translates to an ICER of
€46,022 (95%CI: €33,292; €78,960). One-way sensitivity analysis underscores ICER for
nab-paclitaxel + G to be robust. Probabilistic sensitivity analysis highlighted that
nab-paclitaxel has a 0.98 probability to be cost-effective for a threshold-value of
€80,000 and is the optimal alternative from a threshold-value of €46,746 onwards.

Conclusions: Based on those findings, nab-paclitaxel + G can be considered
cost-effective when compared to the informal acceptability threshold-value for ICER
adopted for reimbursing other oncology drugs in Italy (€87,330; 95%CI: €37,024;
€137,636).

B08 Characteristics and outcomes of advanced gastric cancer

patients treated with at least three lines of chemotherapy:

analysis on 300 Italian real-world cases
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Background: Although 2nd-line chemotherapy (CT) has consistently demonstrated
survival benefit compared with best supportive care in several randomized trials, there
is no evidence that further treatment lines may improve the prognosis of advanced
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gastric cancer (AGC) patients (pts). However, offering CT beyond 2nd-line is possible
for those who are still in good conditions.

Patients and methods: Starting from a large cohort of 868 AGC pts, we retrospectively
analyzed baseline parameters, tumor characteristics, and treatment data of those
treated with 3 lines. Cross-tables and X2 test were used to describe categorical features.
Kaplan Meier methods and Cox regression analyses were used to evaluate the impact of
treatment intensity and progression-free survival (PFS) achieved in previous lines on
3rd-line PFS (PFS-3).

Results: Of 300 pts, 208 were male (69.3%) with a median age of 65 years (range
27-84). The most common site of primary tumor was gastric body (30%); 45.3% of
cancers had an intestinal histotype, 46.7% were G3-G4 and 14% HER2-positive. More
than 50% of pts had multiple metastatic sites at the time of 3rd line therapy start.
Overall, 45.7% of pts received a single-agent CT, 46% a doublet, and 3.7% a triplet
regimen [4% unknown]. The most used agents were fluoropyrimidines (46.3%),
followed by taxanes (36%), CPT-11 (34.3%), and platinum salts (13.7%). A biologic
agent was administered in 1.7% of pts. Median PFS-3 was 2.8 mo and median 3rd-line
OS was 5.1 mo. Pts who had experienced a shorter 1st-line PFS (<7.6 mo) had a worse
prognosis compared with those who had achieved a longer one [PFS-3: 2.6 mo (95%CI
2.3-2.9) vs 3.3 mo (95%CI 2.6-3.9),p = 0.002). Also, a shorter 2nd-line PFS (<3.5 mo)
impacted negatively on median PFS-3 [2.6 mo (95%CI 2.3-2.9) vs 3.1 mo (95%CI
2.5-3.7),p < 0.0001). Pts who received single-agent CT had shorter median PFS-3
compared with those treated with a combination regimen [2.5 mo (95%CI 2.1-2.9) vs
3.3 mo (95%CI 2.8-3.8),p = 0.003].

Conclusions: Our real-world study confirms that a significant proportion of pts receive
3rd-line treatment in clinical practice, and it provides information about disease
histological features, type of treatment prescribed, as well as useful data of survival
outcome. Having achieved longer PFS in previous treatment lines or a higher treatment
intensity impacted positively on prognosis. Further efforts are warranted to define the
best therapy sequences and to identify the optimal candidate for a 3rd-line CT.

B09 A prognostic model using inflammatory response markers in

metastatic gastric cancer (GC) pts before first-line

chemotherapy

A. Petrillo, M.M. Laterza, J. Ventriglia, B. Savastano, G. Tirino, L. Pompella,
A. Diana, E. Martinelli, F. Morgillo, M. Orditura, F. Ciardello, F. De Vita

seconda università degli studi di Napoli, Napoli

Background: The outcome of metastatic gastric cancer is still poor. Recent studies have
shown that systemic inflammatory response markers such as NLR and PLR affect
survival of GC pts. This study was carried out to create a prognostic model using
inflammatory-based scores to predict survival in patients with metastatic GC before
chemotherapy.

Methods: We studied the prognostic value of systemic inflammatory factors such as
circulating white blood cell count and its components in 110 pts with metastatic GC
receiving first-line chemotherapy. NLR and PLR were determined before starting
chemotherapy. Median value was used to determine the cut-off levels for these
biomarkers. Univariate and multivariate analyses were performed to examine the
impact of inflammatory markers on overall survival (OS). Statistical analysis was
performed by SPSS 21.0 software.

Results: The median values of NLR and PLR were 2.22 (95% Confodence Interval (CI):
0.36-18.46) and 157.01 (95% CI: 32.79-720), respectively. Pts were divided into two
groups according to the cut-off values (NLR: <2.22 and ≥2.22; PLR: < 157.01 and
≥157.01). Median OS was significantly lower in pts with NLR ≥2.22 or PLR ≥157.01 (7
vs 15 months in both groups, p: < 0.0001). Univariate analysis demonstrated that
ECOG PS 2, NLR ≥2.22 and PLR ≥157.01 were significant predictors of shorter OS.
Multivariate analysis confirmed all these factors as independent predictors of poor OS.
Based on these results, we definied a prognostic score: pts were classified into favorable
(0 risk factors), intermediate (1 risk factor) and poor-risk groups (≥2 risk factors)
according to these parameters. The median OS was 16 (95% CI: 10.5-21.5) vs 11 (95%
CI: 9.45-12.54) vs 6 (95% CI: 4.24-7.75) months in favorable, intermediate, and
poor-risk groups, respectively.

Conclusions: this study suggests that elevated pretreatment NLR and PLR are
indipendent predictors of short survival in metastatic GC patients before first line
chemotherapy.

B10 Mixed meta-analysis of treatment options for locally advanced

oesophageal squamous-cell carcinoma

F. Montagnani1, L. Fornaro2, P. Frumento3, A. Falcone2, L. Fioretto1
1Azienda USL Toscana Centro, Firenze
2Azienda Ospedaliero-Universitaria Pisana, Pisa
3Karolinska Institutet, Stokholm

Background: Different multimodality approaches including chemotherapy (CT) or
chemo-radiotherapy (CRT) prior to surgery have been investigated for locally

advanced oesophageal squamous cell cancer (OESCC), but direct comparisons are
lacking. We performed a systematic review and mixed meta-analysis to assess the best
strategy.

Methods: Pubmed, EMBASE and abstracts presented at ASCO meetings, ASCO
Gastrointestinal Cancers Symposium and ESMO congresses were searched for
randomised controlled trials. Primary endpoint was overall survival. A mixed meta
analysis of the network obtained was performed in a Bayesian framework using hazard
ratios (HRs) and standard errors extracted from the publications. Risk of bias was
addressed as suggested by the Cochrane Collaboration. Node-split models were built to
assess inconsistency.

Results: 25 trials including a total of 3866 patients were included. Most studies
compared surgery with neoadjuvant CRT (n= 942) or CT (n = 997); 2 trials compared
surgery with adjuvant CT (n= 447); 1 trial compared adjuvant with neoadjuvant CT
(n = 330); 2 trials investigated definitive CRT vs. surgery (n = 81) or neoadjuvant CRT
(n = 172); 3 studies compared surgery with either neoadjuvant RT, CT and CRT
(n = 186), neoadjuvant CT and CRT (n = 473) or neoadjuvant CRT and adjuvant CRT
(n = 238). Despite marked differences in study procedures, we found no evidence of
significant heterogeneity or inconsistency: 10 studies were deemed at high risk of bias,
6 at low risk and 8 at unclear risk. Our results suggest that neoadjuvant CRT provides
the most consistent survival advantage among the different multimodality treatment
options (Table 1). Definitive and adjuvant CRT may represent effective alternatives to
surgical resection, but the small number of studies prevents definitive conclusions.
Neoadjuvant CT is associated to a lesser benefit.

Conclusions: our analysis confirms that neoadjuvant CRT seems to be the best strategy
in locally advanced OSCC, with definitive and adjuvant CRT as a reasonable alternative
in selected cases.

B11 Prognostic significance of the neutrophil-to-lymphocyte ratio in

patients with advanced hepatocellular carcinoma: the

ARQ197-215 study
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Background: The ARQ197-215 study randomized patients (pts) to tivantinib or
placebo for second-line treatment of hepatocellular carcinoma (HCC). Pre-specified
efficacy analyses indicated a benefit from tivantinib, particularly in those pts with
MET-high tumours. Aim of the current analysis was to evaluate in the ARQ197-215
cohort the neutrophil-to-lymphocyte ratio (NLR), which is an index of systemic
inflammation and it is associated with poor outcome in several solid tumors.

Methods: A post hoc exploratory analysis was carried out on 98 ARQ197-215 pts with
available absolute neutrophil count and absolute lymphocyte count, and preserved liver
function. High NLR was defined as NLR ≥3, which was the median value. Survival
analyses were performed by Kaplan-Meier method with respect to overall survival (OS)
and time to progression (TTP), and multivariate analysis by Cox method.

Results: No association was detected between the NLR and other known prognostic
factors, including portal vein thrombosis (p = 0.671), MET (p = 0.552),
alpha-fetoprotein (p = 0.837) and distant metastases (p = 0.521). In univariate analysis,
compared with low NLR, a high NLR was associated with a hazard ratio (HR) for OS of
1.58 [95% confidence interval: 1.01; 2.47; p = 0.046]. Also, the NLR was an
independent prognostic factor for OS; median OS was 7.8 months versus 5.1 months
for patients with NLR <3.0 versus NLR ≥3.0, respectively (adjusted HR: 1.62,
p = 0.030). In univariate analysis, compared with low NLR, high NLR was
non-significantly associated with TTP (HR: 1.42, p = 0.122). In terms of OS, there was
no evidence of a differential treatment effect, with both groups receiving benefit from
the tivantinib over placebo.

Conclusions: Baseline NLR is easily measurable and relatively inexpensive. A high
NLR is independently associated with worse OS and TTP in HCC pts from the
ARQ197-215 cohort. Incorporating NLR into the clinical context may better inform
prognosis in HCC patients.
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B12 Enhancer of zeste homolog 2 (EZH2) expression in G1 -G2

Pancreatic Neuroendocrine Tumor (pNET)

R. Marconcini1, P. Faviana2, D. Campani2, L. Galli3, A. Antonuzzo4, A. Falcone3,
S. Ricci4
1U.O: Oncologia Medica 2 Universitaria Ospedale S. Chiara, Pisa
2U.O. Anatomia Patologica Azienda Ospedaliera Universitaria Pisana, Pisa
3U.O. Oncologia Medica 2 Universitaria S. Chiara, Pisa
4U.O. Oncologia Medica 1 Universitaria S. Chiara, Pisa

Background: Enhancer of zest homolog 2 (EZH2) is the catalytic subunit of polycomb
repressive complex 2 with histone H3 methyltransferase function. EZH2 has been
shown to be over-expressed in several malignant neoplasms and to be associated with
aggressive behavior. Few data are currently available for NETs. EZH2 represents a
potential therapeutic target and EZH2 inhibitor drugs are in development. In this
study, we evaluated EZH2 expression in well differentiated G1 (Ki67 <2%) or
moderately differentiated G2 (2% < Ki-67 < 20%) pNET, to investigate any correlations
with histological and clinical parameters.

Methods: Immunohistochemical analyzes for nuclear EZH2 expression were
performed using a commercially available detection kit on removed primary tumor
tissue. We assessed the percentage of positive tumor cells. we considered negative score
if expression was positive in less than 10% cells. We used the Chi Square test to
compare the expression of EZH2 in the different groups. Histopathological data and
clinical data pNET were also collected.

Results: Thirty patients with pNET have been assessed (9 G1 and 21 G2 pNET). Eleven
patients had metachronous metastases at median time of 49 (15-114) months, 8
patients had synchronous metastases and 11 patients had primary tumor radically
removed without recurrence of disease. EZH2 was overexpressed in both G1 and G2
pNET: we found no significant difference of EZH2 expression of G1 and G2 pNET. In
metastatic patients, negative score (<10%) was documented in 87.5% of metachronous
metastatic patients and in 18.2% of synchronous metastatic patients (p <0.005) In
radically resected patients negative score was present in 36% of patients.

Conclusions: EZH2 is expressed in pNET. Data show a statistically significant
difference in the expression of EZH2 between groups with metachronous metastases
(more indolent clinical course), and the group with synchronous metastases (more
aggressive clinical course), with lower expression in the first group. This data could be
interesting in terms of therapeutic strategy. Further analisis are currently in progress in
a larger group of NET patients. Investigation of EZH2 inhibitor drugs in pNET appear
feasible.

B13 Clinical and pathological features of rare histological exocrine

pancreatic cancers (PCs): a retrospective multicentric analysis

N. Silvestris1, O. Brunetti2, P. Marchetti3, F. Mazzuca3, E. Vasile4, F. Gelsomino5,
S. Zanon6, A. Giardini Casadei7, M. Milella8, D. Basile9, S. Barni10, M. Scartozzi11,
A. Laffi12, S. Delfanti13, C. Cella14, F. De Vita15, G. Giusi2, V. Lorusso2, A. Scarpa16,
S. Cascinu5
1Cancer Institute “Giovanni Paolo II”, Bari
2Medical Oncology – Cancer Institute “Giovanni Paolo II”, Bari
3Department of Clinical Oncology -Sant’Andrea Hospital, University of Rome La
Sapienza, Rome
4Polo Oncologico, Azienda Ospedaliero-Universitaria Pisana, Pisa
5Medical Oncology – University of Modena, Modena
6Department of Medical Oncology - IRCCS San Raffaele Scientific Institute, Milan
7Department of MedicalOncology - Istituto Scientifico Romagnolo per lo Studio e
Cura dei Tumori IRST IRCCS, Meldola
8Regina Elena National Cancer Institute, Rome
9Department of Medical Oncology - University and General Hospital, Udine
10Medical Oncology Department - ASST Bergamo Ovest, Treviglio
11Medical Oncology – University of Cagliari, Cagliari
12Medical Oncology – Azienda Ospedaliero-Universitaria Careggi, Florence
13Medical Oncology - Fondazione IRCCS Policlinico San Matteo, Pavia
14Medical Oncology – IEO, Milan
15Medical Oncology – II University of Naples, Naples
16Department of Pathology and Diagnostics - University of Verona, Verona

Background: Few data are available to guide clinicians in the management of rare
exocrine PCs, mostly as case reports or small case series.The aim of the present analysis
was to retrospectively evaluate clinical and pathological features of patients (pts)
affected by rare exocrine PCs.

Materials and methods: Pts diagnosed from 2005 to 2015 at 13 Italian Cancer Centers
were considered. This study was approved by the Ethical Committee of the National
Cancer Institute of Bari.

Results: After reviewing the records of about 4300 PCs, 117 pts with rare histological
types were identified (acinar cell carcinoma: 30pts; adenosquamous carcinoma: 30pts;
carcinosarcoma: 5pts; hepatoid carcinoma: 2pts, medullary carcinoma: 1pt, osteoclasty
like cancer: 9pts, pancreatoblastoma: 2pts; pseudopapillary carcinoma: 8pts; anaplastic
carcinoma: 4pts, clear cell carcinoma: 2pts, mucinous carcinoma: 4pts; squamous cell

carcinoma: 3pts; signet ring cell carcinoma: 4pts; other histotype: 16pts). Sixty-eight
were male (60.7%). The most common site of primary tumor was pancreatic head
(71.8%). Fifty one percent presented a resectable disease at diagnosis.The mean results
of the most frequent observed histotypes are reported below.Acinar cell carcinoma:
13pts and 17pts showed a resectable and locally advanced/metastatic disease,
respectively; 9/13 underwent adjuvant chemotherapy (CT) (gemcitabine (gem): 7pts;
5-FU: 1pt; PEXG: 1pt); 23/30 underwent 1stline CT (gem-abraxane: 4pts; PEXG: 4pts;
gem: 4pts; GEMOX: 3pts; XELOX: 2pts; gem-5FU: 2pts; other schedules: 4pts), with a
median overall survival (mOS) of 17 months.Adenosquamouscarcinoma: 17pts and
13pts showed a resectable and locally advanced/metastatic disease, respectively; all 17
underwent adjuvant CT (gem: 14pts; 5-FU: 2pts; FOLFOX: 1pt); 13/30 underwent
1stline CT (gem-abraxane: 3pts; FOLFIRINOX: 2pts; GEMOX: 3pts; XELOX: 3pts;
gem-5FU: 2pts), with a mOS of 9 months.Carcinosarcoma: 1pt with resectable disease
did not received adjuvant CT; 4pts underwent 1st line CT (gem-abraxane: 1pt; gem 1pt;
GEMOX: 1pt; gem-5FU: 1pt), with a mOS of 5 months. Data of less frequent collected
histotypes will be reported during the congress.

Conclusion: Herein we confirm that adenosquamous and carcinosarcoma are
histological PCs with the worst prognosis. The collection of data reporting activity and
efficacy of conventional old and new chemotherapeutic regimens in these rare
neoplasms can be useful in their management. Collection of cases is ongoing.

B14 The combination of GDC-0980, a PI3K/mTOR kinase inhibitor

and BAY-86-9766, a MEK inhibitor is able to induce cell growth

inhibition of HER2 positive Trastuzumab resistant gastric

cancer cell lines

B. Savastano, M.M. laterza, A. Capasso, V. Belli, J. Ventriglia, A. Petrillo, G. Tirino,
L. Pompella, F. Morgillo, E. Martinelli, M. Orditura, F. Ciardiello, F. De Vita

Seconda Università degli Studi di Napoli, napoli

Introduction: HER2 is a key genetic driver in gastric cancer development. The
anti-HER2 antibody, trastuzumab, in combination with standard chemotherapy,
increases survival in HER2 positive gastric cancer. However it is still unclear why HER2
overexpressing tumours are initially and subsequently non responsive to trastuzumab
treatment. Our aim is to investigate the possible mechanisms involved in trastuzumab
resistance.

Methods: A panel of human gastric and oesophago-gastric cancer cell lines (NCI-N87,
KATO III, OE 19) were screened for EGFR, HER2, HER3, MAPK, PI3K/Akt/mTOR
and 4EBP-1 expressions by Western Blot analysis. Cells were treated with increasing
concentrations of selective inhibitors such as trastuzumab (HER2 inhibitor), erlotinib
(EGFR inhibitor), MEK inhibitor (BAY-86-9766) or PIK3CA/mTOR inhibitor
(GDC-0980) as a single agent and/or in combination. MTT analyses were performed to
evaluate the cell growth inhibitory effect of each compound.

Results: Trastuzumab caused growth inhibition only in OE19 cancer cell line with no
activity showed in KATO III and NCI-N87, suggesting a trastuzumab intrinsic
resistance. The combination of MEK and PIK3CA/mTOR inhibitors in cancer cell lines
was able to inhibit cell growth of NCI-N87, KATOIII and OE19 with an IC50 of 0.25
µM, 0.01 µM and 0.25 µM, respectively. The role of such therapeutic doublet in
achieving cell growth inhibition was accompanied by significant reduction in the
expression of AKT, pAKT, MAP, pMAP, 4EBP1 and p4EBP1 compared to control and
trastuzumab treatment as revealed by Western Blot analysis.

Conclusions: The results of our in vitro study suggest that in HER2 trastuzumab
resistant gastric cancer cell lines the double blockade of MAP and PI3K/Akt/mTOR
pathways is able to induce significant growth inhibition suggesting a relevant crosstalk
between the two pathways in this setting and new potential approaches could be
explored in gastric cancer HER2 pts not responding to trastuzumab.

B15 Polymorphism of CDH1 Promoter Is a Predictor of Clinical

Outcome in Patients with Metastatic Gastric Cancer Treated

with chemotherapy

A. Buonadonna1, L. caggiari2, A. de paoli2, R. cannizzaro2, G. miolo2,
V. canzonieri2, E. torrisi2, G. Lo Re3, G. aprile4, M. bonotto4, G. cardellino4,
G. bertola2, C. belluco2, G. boz2, G. tabaro2, V. de re2
1Medical Oncology B, Centro Riferimento Oncologico (CRO) National Cancer
Institute, Aviano
2Centro Riferimento Oncologico (CRO) National Cancer Institute, Aviano
3Oncology Unit, “Azienda Ospedaliera Santa Maria degli Angeli”, Pordenone, Italy.,
pordenone
4Department of Medical Oncology, University and General Hospital, Udine, Italy,
udine

Background: CDH is a Ca2+-dependent cell adhesion molecule with tumor metastasis
suppressor activity. Mutations of CDH1 and its E-cadherin product have been
associated with the origin, development, invasion, metastasis, and prognosis of gastric
cancer (GC). The present study analyzed CDH1 gene polymorphisms and their
impacts on chemotherapeutic event free response (EFS) and survival (OS) in patients
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with metastatic gastric cancer (MGC) treated with DOC2 (Docetaxel, Oxaliplatin)
regimen. The original chemotherapeutic program DOC was developed at the CRO -
Cancer Center in Aviano. The phase I study determined the Maximum Tolerated Dose
(MTD) and, as per protocol, indicated the level just below the MTD as appropriate for
a phase II study.

Patients and methods: This is a multi-centre, phase II single arm study of DOC
combination in patients with previously untreated surgically unresectable or metastatic
gastric cancer. Eligible subjects will be enrolled to receive first-line combination
therapy consisting of DOC2 treatment. The foreseen schedule consists of: Docetaxel
30 mg/m2, Oxaliplatin 70 mg/m2, both i.v., on days 1 and 8, associated to Capecitabine
500 mg/m2, p.o., bid, on day 2 to 15, on a three week basis. The study has been
designed to determine the activity and safety of the DOC regimen in previously
untreated patients. Each patient will be treated for a maximum of 6 cycles until disease
progression, unacceptable toxicity, or patient refusal, whichever occur first. However,
Capecitabine 1000 mg/m2/die tablets p.o. alone is allowed in patients without tumor
progression at the end of chemotherapy (maintenance treatment) for further 4-6
cycles. Up to now the study enrolled 29 out 71 foreseen MGC patients treated with
first-line DOC2 chemotherapy with a mean follow-up of 1.2 years (range 0.2 to 3.2).
Polymorphisms of the entire CDH1 exons and promoter regions were determined.

Results: Among the 37 regions we analyzed, polymorphism in the promoter (P1) was
significantly associated with EFS (HR 4.8, 95%CI 1.8-12.7, p = 0.004) and showed an
increasing trend of OS (HR 2.8, 95%CI 0.9-8.7).

Conclusions: Our result suggest promoter region of CDH1 might be independent
predictor of chemotherapeutic clinical outcome.

B16 HER2/HER3 pathway in biliary tract cancers: a systematic

review and meta-analysis. A novel therapeutic druggable

target?

S. Galdy1, A. Lamarca2, M. McNamara2, R. Hubner2, C.A. Cella1, N. Fazio1,
J.W. Valle2
1Istituto Europeo di Oncologia, Milano
2The Christie NHS FoundationTrust, Manchester, UK

Background: HER2 overexpression and/or amplification has been reported as
predictive factor to HER2 targeted therapy in breast and gastric cancer, whereas HER3
is emerging as a potential resistance factor. The aim of this study was to perform a
systematic review and meta-analysis of the HER2 and HER3 up-regulation in biliary
tract cancers (BTCs).

Methods: An electronic search of MEDLINE, ASCO, ESMO and AACR was
performed to identify studies reporting HER2 and/or HER3 membrane protein
expression by immunohistochemistry (IHC) and/or gene amplification by in situ
hybridisation (ISH) in BTCs.

Results: Out of 440 studies screened, 40 met the inclusion criteria. Globally, HER2
expression rate was 26.5% (95% CI, 18.9% - 34.1%). Studies were classified as
“high-quality” (HQ; 27 studies) (IHC overexpression defined as presence of moderate/
strong staining) and “low-quality” (11 studies) (“any” expression was considered
positive). When HQ studies were analysed, extra-hepatic BTCs (EH-BTCs) showed a
higher HER2 overexpression rate compared to intrahepatic cholangiocarcinoma
(IHCC) [19.9% (95% CI, 12.8 – 27.1%) vs. 4.8% (95% CI, 0 – 14.5%); p-value 0.0049].
HER2 amplification rate was higher in those patients selected by HER2 overexpression
[57.6% (95% CI, 16.2 - 99%)] compared to “unselected” patients [17.9% (95% CI, 0.1 –
35.4%); p-value 0.0072]. HER3 overexpression (4/4 HQ studies) and amplification rates
were 27.9% (95% CI, 9.7 - 46.1%) and 26.5% (one study), respectively.

Conclusions: Up to 20% of EH-BTCs might be HER2 overexpressed, ∼60% of HER2
overexpressed BTCs can be considered amplified while HER3 is overexpressed or
amplified in ∼25% of BTCs. These findings may be considered in future trial
development.

B17 Prognostic impact of the cumulative dose and dose intensity of

everolimus in patients with pancreatic neuroendocrine tumors

(PNETs)

R. Berardi1, S. Pusceddu2, F. Spada3, T. Ibrahim4, M.P. Brizzi4, L. Antonuzzo5,
P. Ferolla6, M. Rinzivillo7, N. Silvestris8, F. Freddari9, E. Testa10, A. Bongiovanni4,
C. Zichi11, F. Di Costanzo12, G. Delle Fave13, N. Fazio14, F. de Braud15,
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17Oncologia Medica, Università di Modena e Reggio Emilia, Modena

Background: Pancreatic neuroendocrine tumors (PNETs) are still considered a rare
disease, which accounts for approximately 10% of all cases of pancreatic cancer. The
oral mTOR inhibitor everolimus has become an established recommended standard
therapy for patients with advanced PNETs. Aim of the study is to assess if cumulative
dose (CD) and dose intensity (DI) of everolimus may affect survival of advanced
PNETs patients.

Methods: One hundred and sixteen patients (62 males and 54 females, median age 55
years) with advanced PNETs were treated with everolimus for≥ 3 months. According
to a ROC analysis, patients were stratified into two groups, with CD≤ 3000 mg (Group
A; n = 68) and CD > 3000 mg (Group B; n = 48).

Results: The response rate and toxicity were comparable in the two groups. However,
patients in group A experienced more dose modifications than patients in group
B. Median OS was 24 months in Group Awhilst in Group B it was not reached (HR:
26.9; 95% CI: 11.0-76.7; p < 0.0001). Patients who maintained a DI higher than 9 mg/
day experienced a significantly longer OS and experienced a trend to higher response
rate.

Conclusion: Overall, our study results showed that both CD and DI of everolimus play
a prognostic role for patients with advanced PNETs treated with everolimus. This
should prompt efforts to continue everolimus administration in responsive patients up
to at least 3000 mg despite delays or temporary interruptions.

B18 GDC-0980, a novel PI3K/mTOR kinase inhibitor, is effective in

HER2 positive gastric cancer (GC) cell lines resistant to

Trastuzumab

J. Ventriglia, M.M. laterza, A. Capasso, V. Belli, B. Savastano, A. Petrillo, G. Tirino,
L. Pompella, A. Diana, M. Orditura, F. Ciardiello, F. De Vita

Seconda Università degli Studi di Napoli, napoli

Introduction: Her-2 plays an important role in the development and progression of
GC; Trastuzumab combined with CT significantly improved the survival of HER-2
positive metastatic GC patients and this combination was approved as first-line
treatment for this setting. However, the ORR to this combination failed to reach 50%
and most patients developed resistance to Trastuzumab within one year. The aim of
this study was to investigate the relationship between trastuzumab resistance and the
PI3K-AKT signaling pathway activation.

Methods:We tested in vitro the sensitivity of different human HER2 positive GC cell
lines (NCI-N87, KATO III, OE-19) to increasing concentrations of Trastuzumab and
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GDC-0980, a potent small molecule inhibitor of class I PI3K isoforms and mTOR
kinase. The analysis was carried out by MTT evaluating the inhibitory effect of these
compounds on cell growth as single agents and in combination. we examined by
Western Blotting the expression of HER2, HER3, PI3K/Akt/mTOR and 4EBP-1 after
treatment to investigate potential molecular predictors of response to GDC-0980.

Results: Trastuzumab produced growth inhibition of OE-19 and KATO III GC cell
lines, but it wa not effective in NCI-N87 cells, suggesting a Trastuzumab intrinsic
resistance of these cells. The combination of GDC-0980 and Trastuzumab
sinergistically inhibited growth of OE-19 and KATO III cell lines. GDC-0980 alone was
able to inhibit cell growth of NCI-N87 cells with an IC50 of 0.25 µM. In addition in all
cell lines treated with GDC-0980, activation of all downstream markers such as AKT,
pAKT, 4EBP1 and p4EBP1 was significantly reduced.

Conclusions: The preclinical observations presented here show that GDC-0980
strongly inhibits the PI3K pathway decreasing viability of HER2 positive GC cell lines.
Furthermore these data suggest a role of this approach to overcome intrinsic resistance
to Trastuzumab.

B19 Impact of VEGF and VEGFR single nucleotide polymorphisms

on outcome in gastroenteropancreatic neuroendocrine tumors

A. Savini, M. Torniai, S. Pagliaretta, S. Rinaldi, F. Morgese, M. Caramanti,
M. Santoni, S. Onorati, S. Pompili, A. Onofri, R. Berardi

Clinica di Oncologia Medica - Università Politecnica delle Marche - Azienda
Ospedaliero-Universitaria Umberto I, Ancona

Background: Angiogenesis represents a peculiar trait of gastroenteropancreatic
neuroendocrine tumors (GEP-NETs) showing a high expression of angiogenic
molecules such as vascular endothelial growth factor (VEGF) and its receptors
(VEGFRs). We aimed to analyze single nucleotide polymorphisms (SNPs) of VEGF-A,
VEGFR2 and VEGFR3 in GEP-NETs and their potential prognostic role.

Methods: The genomic DNA of 58 consecutive patients with GEP-NETs treated at our
Institution was extracted from peripheral blood. We selected polymorphisms in the
following genes: VEGF-A (rs2010963G > C, rs699947A > C), VEGFR-2
(rs2305948C > T, rs1870377T > A) and VEGFR-3 (rs307826T > C, rs307821C > A).
Gene polymorphisms were determined by Real-Time PCR using TaqMan assays.

Results:Median age was 57 (range 24-79), 32 patients were male and 77.5% of NETs
were localized in pancreas. The allele frequency of VEGFR-2 rs2305948T and of
VEGF-A rs2010963C showed a trend of higher frequency than in general population
(12.1% vs 8.0% and 34.5% vs 31.2%, respectively). The following factors significantly
correlated with a shorter progression free survival (PFS): VEGF-A rs699947C, VEGF-A
rs2010963GC and VEGFR-3 rs307821C. We stratified patients according to the
presence of 0-1 SNPs associated with a worse prognosis (20.7%), 2 SNPs (25.9%) and 3
SNPs (53.4%), with median PFS of 61.9 months, 49.2 months and 27.8 months,
respectively (p = 0.034).

Conclusion: Our results suggest, for the first time, that abnormalities in VEGF
pathway might influence the risk and aggressiveness of GEP-NETs. The presence of
specific SNPs could help to identify a specific subgroup of GEP-NET patients
characterized by poor prognosis. These results should be validated prospectively in
order to optimize the diagnosis and management of these patients.

B20 Second-line chemotherapy in advanced pancreatic cancer

patients before nab-paclitaxel introduction. Retrospective

study in Reggio Emilia Clinical Cancer Centre

L. Baldi1, M. Panebianco1, P. Giorgi Rossi2, E. Di Felice2, T. Cassetti3,
R. Sassatelli3, E. Rondini1, C. Boni1, C. Pinto1
1Medical Oncology Unit, Clinical Cancer Centre,Arcispedale Santa Maria
Nuova-IRCCS, REGGIO EMILIA
2Servizio iteraziendale epidemiologia e comunicazione rischio, AUSL, REGGIO
EMILIA
3Gastroenetrologia ed Endoscopia digestiva, Arcispedale Santa Maria
Nuova-IRCCS, REGGIO EMILIA

Background: Only 1-2% of patients with advanced pancreatic survive at 5 years.
FOLFIRINOX and nab-paclitaxel/gemcitabine regimens improved first-line treatment
outcomes.There is no consensus on second-line setting.The aim of this study is to
evaluate the second-line therapy impact in two time periods before nab-paclitaxel
introduction.

Material and methods: A retrospective observational single-center study was
performed in Medical Oncology,Clinical Cancer Centre, IRCCS-Arcispedale S.Maria
Nuova of Reggio Emilia. From 1/01/2009 to 31/12/2014, 204 consecutive patients
received a first-line chemotherapy. Patients treated with second-line were evaluated in
the two different time periods: before and after 2012 related to the introduction of
FOLFIRINOX.

Results: In two periods, 98 (48.5%) patients received a second-line.The main regimens
used in first-line were gemcitabine in the first period (2009-2011) and FOLFIRINOX in

the second period (2012-2014)(from 2012 to 2014 17 patients were treated with
nab-paclitaxel/gemcitabine).We observed an increasing use of gemcitabine in the
second period due to the reduction in use on the front line (52% patients post 2012 vs
21.4% before 2012); in the two periods there was no difference between
oxaliplatin-based regimens(19 vs 21 patients).

Table: B20

First-line HR Std. Err. Z P > z 95% C.I.

Nab-Paclitaxel/Gem vs Gem/Cape or
GEMOX

0.99 0.33 0 0.99 0.51-1.92

FOLFIRINOX vs Gem/Cape or GEMOX 0.87 0.21 -0.53 0.59 0.54-1.42
FOLFOX or XELOX vs Gem/Cape or

GEMOX
2.06 0.97 1.54 0.12 0.81-5.21

Gem or Cape vs Gem/Cape or GEMOX 0.96 0.27 -0.13 0.89 0.59-1.56
Second-line HR Std. Err. z P > z 95% C.I.
Nab-Paclitaxel/Gem vs FOLFOX or XELOX 1.53 0.61 1.07 0.28 0,69-3.38
FOLFIRINOX vs FOLFOX or XELOX 0.69 0.24 -1.04 0,29 0.34-1.38
Gem or Cape vs FOLFOX or XELOX 0.46 0.21 -1.66 0,09 0.18-1.14
Gem/Cape or GEMOX vs FOLFOX or

XELOX
0.73 0.22 -1.02 0,30 0.40-1.33

In the two periods(2012-2014 vs 2009-2011)it was not observed a statistically
significant improvement in overall survival (HR1.05;P = 0.33) and an increase of
second-line chemotherapy treatment (HR 0.6; p = 1.24).

Conclusions:We observed an increased of treatment with gemcitabine as second line
after the introduction of FOLFIRINOX regimen, without an absolute increase of
second-line chemotherapy use. With limits of a retrospective analysis,our data showed
the same efficacy of second-line chemotherapy regardless of the first-line regimen
employed.It will be interesting to compare our analysis with future data after the
introduction of nab-paclitaxel in the first-line clinical practice.

B21 Mismatch repair protein expression and inflammation in human

pancreatic cancer
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T. Meletani1, L. Cantini1, M. Del Prete1, M. Scarpelli2, R. Berardi1, S. Cascinu3
1Clinica di Oncologia Medica - Azienda Ospedaliero-Universitaria Ospedali Riuniti
Umberto I - GM Lancisi - G Salesi, Ancona
2Anatomia Patologica - Azienda Ospedaliero-Universitaria Ospedali Riuniti
Umberto I - GM Lancisi - G Salesi, Ancona
3Dipartimento di Scienze Mediche e Chirurgiche Materno-Infantili e dell’Adulto -
Università degli Studi di Modena e Reggio Emilia - Azienda Ospedaliero
Universitaria di Modena, Modena

Background: DNA mismatch repair (MMR) system maintains genomic stability and
mediates cellular response to DNA damage. Recent studies have shown that a subset of
MMR deficient pancreatic ductal adenocarcinoma (PDAC) may represent promising
candidates for immunotherapy. Inflammation can promote PDAC development and
progression, with a key role played by cytokines, such as IL-6, and cyclooxygenase-2
(COX-2). Studies on other gastrointestinal malignancies have demonstrated a link
between IL-6 and loss of MMR expression. In this study we analyzed the correlation
between MMR protein expression and inflammation markers in PDAC.

Methods: Tissue samples from 91 resected PDAC patientswere subjected to
immunohistochemical staining to assess the expression of MLH1, MSH2 and MSH6.
Stromal and tumoral IL-6 levels and COX-2 expression were also assessed with
immunohistochemistry. Expression of MMR proteins was correlated with IL-6 and
COX-2 expression by chi-square test.

Results: At immunohistochemistry analysis, 42.2% of samples were negative for MLH1
expression, while 27.7% were negative for MSH2 and 34.4% for MSH6. Nineteen
patients (20.9%) presented loss of at least two MMR proteins. Stromal and tumoral
IL-6 was expressed in 55.6% and 44.4% of samples, respectively, while COX-2 was
found in 62.5% of samples. MMR protein expression was not related to clinical
characteristics, as pathological stage or grading, or to clinical outcome in terms of
overall survival (OS). MMR deficiency, defined as loss of at least one of the three MMR
protein analysed, significantly correlated with expression of stromal IL-6 (p= 0.005).
Moreover, we showed a significant correlation between MMR deficiency and high
expression of both inflammation markers (p= 0.0009) with 69.5% of MMR deficient
tumors with expression of both IL-6 and COX-2.

Conclusions: Our results suggest that MMR deficiency and inflammation are
correlated in human PDAC pathogenesis, confirming what observed in other
gastrointestinal tumors. These results give new insights on the role of inflammation in
PDAC and should be considered in the selection of patients for future development of
immunotherapies in PDAC.
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B22 Appendiceal neuroendocrine tumors: a large multicentre

Italian series. Preliminary result

G. Lamberti1, G. Rossi2, F. Grillo3, F. Spada4, S. Pusceddu5, M. Rinzivillo6,
S. Massironi7, S. Tafuto8, A. Faggiano9, L. Antonuzzo10, G. Luppi11, M. Albertelli3,
N. Fazio4, C. Vernieri5, G. Delle Fave6, N. Brighi12, D. Ferone3, D. Campana12
1Università degli studi di Bologna, Bologna
2Università, Modena
3Università, Genova
4IEO, Milano
5INT, Milano
6S.Andrea, Roma
7IRCCS, Milano
8Pascale, Napoli
9Federico II, Napoli
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Introduction: Neuroendocrine tumors (NETs), although rare, are the most frequent
tumors arising from appendix. The choice of their management is mainly driven by
size of primary tumor, presence of disease residual and meso appendix involvement.
Patients at higher risk of lymph node metastasis undergo right hemicolectomy (RHC).
Due to the young age of patients involved, it is critical to chose carefully patients to
whom recommend further surgery. This multicentric, retrospective study evaluates the
impact of primary tumor size, Ki67, vascular and/or lymphatic invasion and invasion
of meso appendix on lymph node metastases or disease relapse during follow-up.

Methods:We collected data from 10 centres in Italy with high expertise in diagnosis
and management of NETs. Inclusion criteria was: surgical resection of appendiceal
NET G1-G2 (WHO 2010) or well-differentiated neuroendocrine tumor/carcinoma
(WHO 2000) between 1990 and 2016. Primary objective of the study was to identify
risk factors for lymph node metastases or disease relapse during follow-up.

Result: Data on 339 patients (median age 29 years, range 8-97; 68.7% females) were
collected. Sixty-three patients (19%) underwent RHC and 18 had lymph node
metastases. Univariate analysis showed correlation with primary tumor size, in
particular when 15 mm was chosen as cut-off value (p= .014, OR: 4.80, IC: 1.37-16.79).
Follow-up time was at least 10 years for 105 patients (31%), 18 had lymph node
metastasis at diagnosis while 1/105 relapsed (0,95%). At univariate analysis, risk was
higher for tumor size > 15 mm (p< .001, OR: 12.07, IC: 3.70-39.37), presence of
lymphatic invasion (p= .001, OR: 10.50, IC: 2.68-41.09), vascular invasion (p= .007,
OR: 5.30, IC: 1.59-17.69) or either one of the last two (p< .001, OR: 9.43, IC:
2.82-31.51). Multivariate analysis confirmed tumor size > 15 mm and presence of
either lymphatic or vascular invasion as risk factors for recurrence within 10 years.

Conclusions:With the limitations of a retrospective analysis, the results of this large
study may suggest the role of tumor size (more than 15mm) and vascular or lymphatic
invasions as risk factors for lymph node spread and/or disease relapsed.

B23 Taselisib, a selective inhibitor of PIK3CA, is highly effective on

PIK3CA-mutated and HER2 amplified gastric cancer (GC) cell

lines

M.M. Laterza, V. Belli, V. Ciaramella, E. Martinelli, F. Morgillo, J. Ventriglia,
B. Savastano, A. petrillo, G. TIRINO, L. POMPELLA, A. Diana, M. Orditura,
F. Ciardiello, F. DE VITA

Seconda Università degli Studi di Napoli, NAPOLI

Introduction: The PI3k/Akt/mTOR pathway plays a central role in multiple cellular
functions including proliferation, survival, metabolism and growth and it is frequently
activated in GC. Taselisib is a novel, oral, selective inhibitor of PIK3CA that binds the
ATP-binding pocket of PI3K with selective preference for the mutated form of
PIK3CA.The aims of this study was the evaluation of the in vitro sensitivity to Taselisib
of a panel of GC cell lines harboring amplification of HER2 and PIK3CA mutations.

Methods:We evaluated the antitumor activity of Taselisib as single agent in four GC cell
lines (MKN28 HER2 negative cell lines; NCI-N87 and OE-19 HER2 positive cell lines;
AGS harboring PIK3CAmutation) by MTT analyzing the inhibitory effect of this
compound on cell growth. Taselesib was provided by Genentech Inc. Subsequently, to
investigate potential molecular predictors of response to Taselisib we examined byWestern
Blotting the expression of HER2, HER3, PI3K/Akt/mTOR and 4EBP-1 after treatment.

Results: Taselisib determined a significant cell growth inhibition in PIK3CA mutated
(AGS) and HER2 amplified (NCI-N87, OE-19) cell lines when compared to untreated.
Taselisib growth-inhibition was highly evident in AGS cells with IC50 of 0,005 µM and
in OE19 and NCI-N87 cells with IC50 of 0,01 µM. No activity was observed in HER2
non-amplified GC cells (MKN28). In addition in all cell lines treated with Taselisib,
activation of all downstream markers such as AKT, pAKT, 4EBP1 and p4EBP1 was
significantly reduced.

Conclusions: Our preliminary data suggest that Taselisib, a new PIK3CA inhibitor,
may represent a novel potentially effective therapeutic approach against PIK3CA
mutated and HER2 amplified gastric tumors.

B24 Hepatic arterial infusion of Polythylene Glycol drug-eluting

beads for Primary liver cancer therapy

G. Fiorentini1, R. Carrandina2, D. Sarti1, L. Mulazzani3, A. Felicioli3, P. Coschiera3,
V. Catalano1, C. Aliberti2
1Azienda Ospedaliera “Ospedali Riuniti Marche Nord”, San Salvatore Hospital,
U.O.C. Oncologia, Pesaro
2Oncology Radiodiagnostics, Oncology Institute of Veneto, Institute for the
Research and Treatment of Cancer (IRCC), 35128 Padova, Italy, Padova
3Diagnostics for Images Unit and Interventional Radiology, Azienda Ospedaliera
“Ospedali Riuniti Marche Nord”, Pesaro

Purpose: Purpose: The purpose of this study is to assess feasibility, tolerability, quality
of life and tumor response in every day real oncology, after trans-arterial
chemoembolization using Polythylene Glycol drug-eluting beads (LifePearl®)
pre-charged with doxorubicin (LIFDOX®) for the treatment of Primary liver cancer:
hepatocellular carcinoma (HCC) and cholangiocarcinoma. The innovation of
LifePearl® product is its material, the polyethylene Glycol (PEG), which makes the
pearls more resilient to stress and attrition. PEG is an hydrophilic material, which
guarantees more compressibility, elasticity, and maximizes the time in suspension of
the beads.

Material and methods:We treated 50 patients affected by unresectable HCC and
cholangiocarcinoma with chemoembolization using doxorubicin pre-loaded LifePearl®
(LIFDOX®), as second-line therapy.

Results: Tumor response rate were high >80% in most patients, with 53% of complete
response (CR), and 27% of partial response (PR). We observed no complications
during the chemoembolization procedure that was well tolerated by all the patients
(median hospitalization 2 days). No severe general drug-related side effects were
observed as a consequence of chemoembolization. Post-embolization syndrome (PES),
hypertension, nausea and upper quadrant abdominal pain (UQAP) were the most
reported mild side effects.

Conclusion: Our data suggest that chemoembolization with LifePearl® is efficacious
and safe for the treatment of primary liver cancer, as indicated by good tolerability,
quality of life and high tumor response.

B25 Gastrointestinal stromal tumors associated with other

malignancies. Chance phenomenon or causal relationship? A

series of 75 patients

E. Orlandi1, P. mordenti1, R. porzio1, E. zaffignani1, E.M. stroppa1, P. capelli2,
R. delfanti2, A. zangrandi3, E. nobili4, L. cavanna1
1ospedale guglielmo da saliceto dipartimento oncologia-ematologia, piacenza
2ospedale guglielmo da saliceto dipartimento chirurgia, piacenza
3ospedale guglielmo da saliceto unità operativa anatomia patologica, piacenza
4ospedale s.orsola-malpighi, bologna

Background: Gastrointestinal stromal tumors (GISTs) are rare mesenchymal tumors
of digestive tract. In a small percentage of patients, they are detected incidentally
during surgery for another gastrointestinal tumor. Furthermore, a second
metachronous epithelial tumor could be diagnosed before or after surgery for a GIST.

Material and methods:We retrospectively reviewed our cases of gastrointestinal
stromal tumors from 2001 to 2013.

Results: From January 2001 to December 2013 we analysed 75 cases of gastrointestinal
stromal tumors. In 13 cases the diagnosis was done incidentally during surgery for
another tumor, whereas in 17 patients the gastrointestinal stromal tumor was
metachronous with the other tumor, being discovered after or before the second tumor
in 12 and 5 patients, respectively. The occurrence of other tumors appeared related to
the site and histoglogy, and revealed a temporal correlation with the GIST. No
prognostic evaluation was possible since we have had a large number of elderly patients
and with a reduced adherence to the surveillance programs. No synchronous GIST was
detected during staging or work-up for other cancers. The tumors more frequently
associated with the GISTs were cancer of the colon and rectum, prostate, skin, breast,
pancreas, bladder, stomach, uterus and tonsil, lymphoma. Metachronous GISTs were
spindle cell in 12 cases, epithelioid or mixed each in 2 cases; the histology of
synchronous GISTs was spindle cell in 8 cases, epithelioid in 2 cases and mixed in 1
patients. Only six patients were treated with Imatinib (50% as adjuvant therapy); one of
these six patients developed after one year a second tumor of the palatine tonsil.

Conclusions: The occurrence of GISTs with other gastrointestinal tumors is more
common than has been considered. The cause of this association remain still unknown
even if in the majority of cases, this association is most likely coincidental. Since an
accurate follow-up and screening may result in an earlier diagnosis of epithelial
tumors. It is important improve the preoperative staging of the other tumor. We would
like to underline the need to unite the individual case series not only at a national level
but also international. This strategy could allow the scientific community to analyse
and draw most significant conclusions on the aspects that are not entirely clear about
the biology, natural history and prognosis of GISTs.
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B26 CROSS regimen for Oesophageal Cancer: single center

experience

I.M.G. Garassino, S. de Pascale, F. Puccetti, R. Cavina, A. Tozzi, A. Santoro,
U. Fumagalli Romario

Istituto Clinico Humanitas, Rozzano

Background:Multimodality treatment is considered the standard approach for
advanced oesophageal and junctional cancer (OJC). CROSS (Chemo-Radiotherapy for
Oesophageal tumours followed by Surgery Study) is one of the referral regimens. This
work aims to analyse our experience with CROSS.

Patients and methods: From January 2013 to December 2015 consecutive fit patients
with resectable, (T3-4,N0,M0, anyT,N + ,M0) OJC were enrolled to receive
neoadjuvant concurrent chemo-radiotherapy (5 courses of carbo-taxol and radio 41,4
Gy in 23 fractions). Patients showing no progression were then evaluated for
oesophagectomy. We recorded patients’ characteristics, toxicity, response to therapy,
postoperative and oncological outcomes. Statistical analysis was performed using SPSS
Statistics.

Results: 47 patients; M:F = 39:8; median age 65 (40-81), ECOG-PS low (0-1).
Adenocarcinoma was the most common histology (63,8%); 66% of tumours were
located within the lower and junctional oesophagus. Toxicity was mild in 74,5%
patients; 11 pts (23.4%) experienced severe toxicity and 8 (17%) did not complete
neoadjuvant therapy. Ten patients (21,2%) didn’t undergo surgery due to progression
(5), unfitness (2), death (3). Thirty-seven patients underwent resection: through
thoraco-abdominal (4), Ivor Lewis (25) and Mc Keown (8) oesophagectomy.
Postoperative morbidity and mortality were 29.7% (11) and 8,1% (3). Complete
pathological responses were 7 (18,9%). Actuarial overall and disease-free survivals at 30
months were 73.% and 73.5% (median follow-up 11.5 months). Recurrence rate was
25% (9). Survival and recurrence rates were not associated to downstaging (p= 0,611
and p= 0,68).

Conclusions: CROSS regimen is considered safe and effective; our experience suggests
a careful patients’ selection to improve results.

B27 Pathogenic and prognostic role of VEGF and VEGFR single

nucleotide polymorphisms in gastroenteropancreatic

neuroendocrine neoplasms

M. Torniai1, F. Piva2, S. Rinaldi1, M. Santoni1, S. Pagliaretta1, S. Partelli3, A. Savini1,
F. Morgese1, M. Caramanti1, M. Pistelli1, A. Bittoni1, R. Giampieri1, A. Onofri1,
D. Pezzulla1, G. Principato2, M. Falconi3, R. Berardi1
1Clinica di Oncologia Medica - Università Politecnica delle Marche - Azienda
Ospedaliero-Universitaria Umberto I, Ancona
2Department of Specialistic Clinical and Odontostomatological Sciences,
Polytechnic University of Marche, Ancona
3Chirurgia del Pancreas, Pancreas Translational and Research Institute, San
Raffaele, Università “Vita e Salute”, Milano

Background: Gastroenteropancreatic neuroendocrine neoplasms (GEP-NENs) are rare
tumors with a specific heterogeneity in biological and pathological features as well as in
clinical presentation. Angiogenesis represents a peculiar trait and it is a considerable
therapeutic target, therefore we aimed to investigate the pathogenic and prognostic role
of VEGFs family and VEGFRs polymorphisms single nucleotide (SNPs) in
GEP-NENs.

Methods:We selected SNPs in VEGFs and VEGFRs genes using the Pupasuite
software (http://pupasuite.bioinfo.cipf.es–version 3.1), the National Center for
Biotechnology Information (NCBI) data and reviewing medical literature. We also used
some bioinformatic tools were in order to predict which molecular process might be
altered by the selected SNPs and how much severely. Specifically, we chose, adopted
and interpreted results of specific resources to detect changes at each molecular level:
splicing sites, regulatory splicing proteins, RNA export and protein structure.

Results: Two SNPs were identified in VEGF-A (rs2010963, rs699947), VEGFR-2
(rs2305948, rs1870377) and in VEGFR-3 (rs307826, rs307821) (Table 1). rs699947
(VEGF-A), rs307826 and rs1870377 (VEGFR-3), rs2305948 and rs1870377
(VEGFR-2) do not seem to alter the regulation of transcription process. Only
rs2010963 (VEGF-A) seems to be able to alter RNA splicing process. VEGF and
VEGFR SNPs might produce an alteration of protein function potentially affecting
neoplastic angiogenesis process.

Conclusion: These data might be useful also to explain association results and to select
SNPs for further assessments.

Table: B27 The identified VEGF and VEGFR polymorphisms single

nucleotide (SNPs) and their action on splicing process.

Gene SNPs Action

VEGF-A rs2010963 Create a blinding site for SRp40 (exonic enhancer) and
hnRNP H1/H2/H3/F (exonic silencer)

rs699947 Create a blinding site for GATA3 (trascription factor)
VEGFR-2 rs2305948 Destroy the blinding site for hnRNP P (exonic silencer)

rs1870377 Affect homotypic contacts of membran proximal Ig-like
domain

VEGFR-3 rs307826 Destroy the blinding site for hnRNP DL (exonic
silencer), create a blinding site for SF2/ASF (exonic
enhancer)

rs307821 Destroy the blinding site for RBM5 (exonic silencer)

B28 Safety of Lanreotide 120 mg ATG in combination with

metformin in patients with progressive advanced well-

differentiated gastro-intestinal (GI) or lung carcinoids. A pilot,

one-arm, open-label, prospective study: the MetNET-2 trial

R. Buzzoni1, D.B. Filippo2, D. Femia3, N. Prinzi3, L. Concas3, M. Milione4,
E. Tamborini4, F. Perrone4, G. Lo Russo3, C. Vernieri3, I. Pulice5, F. Piras5,
G. Dinoi6, S. Pusceddu3
1Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2Oncology Department - University of Milan - Fondazione IRCCS Istituto Nazionale
dei Tumori, Milano
3Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori,
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5Scientific Direction, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
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Background: In the CLARINET trial, lanreotide 120 mg resulted in a 53% reduction in
the risk of death or disease progression, compared with placebo, in GI-NET patients.
Metformin (MET) has recently shown some anti-proliferative activity, both in vitro
and in vivo studies, thanks to its ability to decrease insulin and IGF1 levels; in addition,
it exerts an antitumor effect due to AMPK activation and consequent inhibition of the
TSC1-2/mTOR complex. Our retrospective experience in a large group of pancreatic
NET, has suggested that MET may provide additional clinical benefit in diabetic pts
receiving everolimus and/or somatostatin analogues. This study evaluates the safety of
lanreotide 120 mg ATG in combination with metformin in patients with progressive
advanced well-differentiated GI or lung carcinoids.

Methods: Pts with advanced GI or lung carcinoids will receive a combination of
lanreotide 120 mg ATG mg/month and MET 2550 mg/day, until progression or
inacceptable toxicity. Tumor radiological progression will be assessed every 4 months.
The primary objective is to evaluate the incidence of adverse events (AEs) and severe
AEs. A 1-stage Hern design will be used. The null hypothesis that the serious adverse
events rate related to the treatment is [25%] will be tested against a one-sided
alternative. 20 patients with available tissue specimens will be enrolled. The null
hypothesis will be rejected if =2 patients will experience a severe toxicity. This design
yields a type I error rate of 10% and power of 85% when the true toxicity rate is = 5%.
The expression of 111 genes potentially involved in the pathways related to MET (e.g.,
LKB1, TP53, KRAS, IGF1R, VEGFR, PDGFR, AKT, PIK3CA, PTEN, mTOR) will be
assessed by a Target NGS approach (IONTORRENT Technology/PGM machine).
Other endpoints include time to progression, symptomatic response and biochemical
response (chromogranine A levels).

Results: In March 2016, the trial received institutional ethic board approval and in
April 2016 the enrollment was started (EudraCT 2015-004626-34). Recruitment will be
completed by April 2017. Study results will be available in 2017.

Conclusions: This study will investigate the safety of the combination of MET and
lanreotide 120 mg ATG and the correlation between tumor mutations and response to
this therapy.

B29 An open-label phase II study (RESOUND) of Regorafenib in

patients with refractory solid tumors. Results of pancreatic

cohort

S. Bozzarelli, L. Rimassa, L. Giordano, S. Sala, M.C. Tronconi, M. Baretti,
N. Personeni, T. Pressiani, A. Santoro

Humanitas Cancer Center, Humanitas Clinical and Research Center, Rozzano (MI)

Background: Regorafenib is an oral multikinase inhibitor showing potent activity against
several receptors involved in tumor angiogenesis. It has been approved for treatment of
colorectal cancer and GIST, but clinical activity was observed also in other cancers.
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Methods: This single arm, single-stage, phase II trial included patients (pts) with
various types of locally advanced or metastatic cancers refractory to standard
treatments. In this abstract we present the results of the cohort of pts affected by
pancreatic adenocarcinoma (mPC). Main inclusion criteria were:≥ 1 previous line of
chemotherapy for metastatic disease, >1 measurable lesion according to RECIST 1.1,
ECOG PS <2, adequate bone marrow, liver and kidney functions. Pts were excluded if
they had experienced arterial or venous thrombo-embolic events within 6 months
(mos) before start of study medication.Pts received regorafenib 160 mg orally once a
day, 3 weeks on/1 week off until disease progression or unacceptable toxicity. Tumor
assessment was performed by CT scan every 8 weeks. Safety assessment was performed
every 14 days for the first 8 weeks, then every 28 days. The primary end-point was the
proportion of pts progression-free at 2 mos (at least 8/19, 42%). Secondary end-points
included safety, progression free (PFS) and overall survival (OS).

Results: From January 2015 to January 2016, 20 pts were enrolled. Median number of
prior chemotherapy regimens was 2 (range 1- 3), 16 pts (80%) received >2 lines of
chemotherapy. Median follow-up was 5.3 mos (range 1.1-6.2). Stable disease was
observed in 25% of cases. Pts progression-free at 2 mos were 5 (25%). Median PFS was
1.6 mos (range 0.7-5.9), median OS was 3.0 mos (range 1.1-6.1). Median treatment
duration was 35 days (range 9-98). Reasons for discontinuation were disease
progression (55%), adverse events (AEs) or clinical deterioration (45%). Seven pts
(35%) required dose reductions, and 13 pts (65%) dose delays due to AEs.
Treatment-related AEs were anorexia (60%), hand-foot skin reaction (any grade 45%;
grade ≥3 20%), hepatic toxicity (any grade 45%; grade ≥3 10%), fatigue, anemia,
diarrhea and fever (40%), hypophosphatemia and hypertension (30%).

Conclusion: Although the primary endpoint was not achieved, Regorafenib optained
stabilization of disease in 25% of this cohort of heavely pretreated patients.

B30 Adjuvant chemotherapy in stage II and III resected gastric

cancer: clinical data from a single center experience

M.G. Sauta, M. Squadroni, F. Brena, M. Bonomi, C. Ripa, E. Cerchiaro,
G.L. Ceresoli, P. Salvini, G. Beretta

Humanitas Gavazzeni, Bergamo

Background: surgery is the only potential treatment for gastric cancer, which is mainly
diagnosed in advanced stage. Adjuvant chemotherapy potentially increase survival in
resected gastric cancer.

Aim of the study: we retrospectively reviewed data from 157 patient diagnosed with
gastric cancer from January 2012 to November 2015 and treated at Oncology Unit of
Humanitas Gavazzeni. We observed outcome of 84 patients with stage II and III
resected cancer undergoing adjuvant treatment or follow-up.

Results: we observed 157 patients (M/F: 116/41), median age 69.2 years (range
26.7-88),stage at diagnosis was I/II/III/IV in 19/15/69/54. 84 patients with stage II and
III were potentially candidate to adjuvant chemotherapy (CT); 38/84 (45.2%) received
adjuvant CT (16 ECX, 15 deGramont, 3 PFL, 2 ECF, 1 CX, 1 FOLFOX). Treatment was
excluded in the remnant pts due to age >70yrs, poor performance status,
comorbidities, and postsurgical complications. Median number of cycles was 10 (range
1-12) in deGramont schedule and 6 (range 1-7) in platinum/fluoropirimidine
combinations. Recurrence rate was 57.9% (22/38) in adjuvant therapy and 22% (10/46)
in surgery alone patients. Median DFS was 20.8 (2.4-149) in adjuvant CT and 16.8
months (range 1-208) in surgery alone; median OS was 30 months (range 7-153) in
adjuvant CT and 22.7 months in surgery alone (range 0.7-253). Median DFS was 20.5
(range 4-49) and 24.3 months (range 2.4-149) in 5FU alone and platinum
combinations respectively. Median OS was 26.7 months (range 7-49) in 5FU and 31.5
months (range 5.4-149) in platinum combinations. Progression rate was 6/15 (40%) in
5Fu alone and 16/23 (69%) in patients treated with platinum combination. Treatment
was well tolerated, with no G3-G4 toxicity in deGramont schedule; in platinum
combinations toxicity profile was: 7 (30%) G3-G4 neutropenia, 1 (4.3%) G3
thrombocytopenia and 1 (4.3%) G4 mucositis.

Conclusion: adjuvant chemotherapy is administered in about 50% of patients
undergoing surgery. No significant survival difference was observed between surgery
alone and adjuvant chemotherapy maybe due to selection criteria: adjuvant treatment
was administered in patients with higher stage of disease and in better clinical
conditions. Our data confirm no significant differences among patient treated with FU
alone and platinum combinations chemotherapy in adjuvant setting.

B31 Clinical management of metastatic gastric cancer: a single

center experience

G. Beretta, F. Brena, M. Bonomi, E. Cerchiaro, C. Ripa, P. Salvini, M.G. Sauta,
M. Squadroni

Humanitas Gavazzeni, Bergamo

Background: Gastric cancer is one of the most aggressive tumors, with a dismall
prognosis due to its clinical behavior and frequent chemoresistance which represent a
challenge in clinical management of advanced disease

Aim of the study: we retrospectively reviewed data from 157 patient with gastric cancer
and treated from January 2012 to November2015 at Oncology Unit of Humanitas
Gavazzeni. We observed management and outcome of 84 patients with metastatic
disease.

Results: we observed 84 patients with metastatic gastric cancer, M/F 61/23, median age
was 64.8 yrs (range 26.7-86.9). Performance status ECOG was 0/1/2/3/4 in 28 /31/21
and 4 pts respectively. Hystology type was: 12 (14.3%) signet ring cell, 27 (32.1%)
diffuse, 24 (28.6%) intestinal, 5 (6%) mixed, 16 (19.1%) adenocarcinoma NOS. Site of
metastases was peritoneum/nodes/liver/bones/lung/other sites in 53/34/27/6/3/8 cases
respectively. 70/84 pts received first line chemotherapy ; CT regimen was: a triplet
platinum based regimen (ECX,ECF, EOX) in 12 cases, platinum and 5FU in 47 cases
(15 in association with trastuzumab), other in 11 cases (docetaxel, 5FU, FOLFIRI).
Median number of cycles in first line was 5 (range 1-64). Best response to first line CT
was: RP/SD/PD/not evaluable in 22 (31.5%)/17/27/4, with a disease Control Rate
(DCR) of 55%. Median PFS was 4.6 months (range 0-39-45.3), median OS was 9.6
months (range 0.39-53.7). 55 patients (78%) had progression after first line, and 29/55
(52.7%) received second line treatment. Second line regimen was: weekly docetaxel in
13 pts, paclitaxel in 4 pts, ramucirumab + paclitaxel in 4 pts, FOLFIRI in 5 pts, and PFL
in 3 pts. Patients received a median of 5 cycles in second line (1-14). Best response was
RP/SD/PD/not evaluable in 4(13.7%)/5/16/3 pts, with a 31% DCR. Median PFS to
second line was 3.5 months (range 0,16-21,6) with 7 months OS (range 0.13-41.5).
Second line CT was well tolerated, we observed 2 cases of G3-4 neutropenia, G2
hematological toxicity (7/29) and asthenia (8/29). Among the 16 patients who
experienced PD after second line, 8 (50%) received further treatment (third line
chemotherapy, palliative radiotherapy).

Conclusion: Our data confirm literature data regarding treatment administration and
safety in patients with advanced disease, weekly treatment administration is safe both
in first and second line setting. Data of third line chemotherapy are not available at the
moment due to small number and follow-up duration.

B32 HER-2 in gastric cancer: a single institution experience

F. Brena, M. Squadroni, M.G. Sauta, M. Bonomi, C. Ripa, G. Ceresoli, P. Salvini,
E. Cerchiaro, G. Beretta

Humanitas Gavazzeni, Bergamo

Gastric cancer is the fourth most common cancer disease worldwide and it’s the second
leading cause of cancer-related death. The study of HER-2 expression and the use of
targeted agent trastuzumab have improved the prognosis of many patients. This
abstract aims to show a casuistry of patients with gastric cancer related with their
HER-2 expression. From May 2010 to November 2015 we observed 157 cases of
patients with gastric cancer. Median age was 69,2 years (range 26,7-88 years), 116 were
male and 41 were female. At diagnosis 19 patients had I stage disease, 15 patients II
stage, 69 patients III stage and 54 patients were metastatic (IV stage). Globally we
treated 84 metastatic patients. Among these HER-2 status was not assessable in 34,5%
(n 29) because of Performance Status, comorbidities and age of patients. We tested 55
patients (65,5%): of these 72,7% were negative (n 40), 27,3% were positive (n 15). This
percentage is higher than literature, maybe for the small number of patients of our
casuistry. HER-2 expression was higher in intestinal-type cancer (8 of 23 patients,
34,8%). In relation of gastric site the highest percentage is in cardia (5 of 11 patients,
45,5%), the lowest in antrum (4 of 21, 19%). We treated with chemotherapy 30 of 40
patients HER-2 negative and with chemotherapy and trastuzumab 15 of 15 patients
HER-2 positive. The chemotherapy regimen used for HER-2 positive patient were:
cisplatin + 5-fluorouracil + trastuzumab (6 patients), weekly PFL (cisplatin,
5-fluorouracil, leucovorin) + trastuzumab (4 patients) and
cisplatin + capecitabine + trastuzumab (5 patients). Among all treated patients, the
Progression Free Survival was 3,4 months for HER-2 negative subgroup and 9,11
months for HER-2 positive. The Overall Survival was 7,7 months for HER-2 negative
group and 13,7 months for HER-2 positives ones. It’s interesting to notice that we are
treating a young man 36 years old since 2011 with trastuzumab, without any signs of
progression. This man has cardia carcinoma, intestinal-type, metastatic at adrenal
gland and liver. These data, despite the little sample, confirm how the prognosis of
HER-2 positive patients treated with trastuzumab is globally better than HER-2
negative, in agreement with literature.

B33 Perioperative chemotherapy in gastric cancer:

a monoinstitutional experience

L. la torre1, S. Di Girolamo2, L. Scopece2, B. Poggi2, S. Minzoni2, A. Maestri2
1AUSL IMOLA, ferrara
2AUSL IMOLA, Imola

Background: Gastric cancer is still a very poor prognosis disease. Surgery is the only
potentially curative approach but the relapse risk remains very high and peri-operative
chemotherapy has been widely adopted in order to improve outcome. Our study is a
prospective analysis aimed at evaluating efficacy and feasibility of peri-operative
chemotherapy in a real unselected population.
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Material and methods: From April 2013 to May 2016 we collected data about all
consecutive patients affected by histologically confirmed resectable carcinoma of the
stomach or gastro-esophageal junction that have referred to our Institution. Initial and
pre-surgical staging included endoscopic ultrasound and contrast enhanced CT scan of
the thorax and abdomen.According to our policy treatment plan consisted of 3 cycles
of preoperative chemotherapy with epirubicin-oxaliplatin-capecitabine or
5-fluorouracil ic (EOX/EOF), restaging, surgery and other 3 cycle of postoperative
chemotherapy with the same schedule; than started follow-up.

Results:We observed 24 patients fulfilling these criteria, 19 (79%) male and 5 (21%)
female. The median age was 72 years, ranged between 47 and 81 years.In 5 patients the
treatment is ongoing. Among 19 patients in follow-up, 3 (15%) patient discontinued
preoperative treatment because of hematological and gastrointestinal toxicity and
underwent surgery, 1 (5%) patients doesn’t receive postoperative chemotherapy
because of poor performance status. Among 15 pt have terminated peri-operative CT, 9
(60%) patients achieved partial response, 6 (40%) obtained a stable disease. 7 (47%)
underwent partial gastrectomy and 8 (53%) total gastrectomy; D2 lymphadenectomy
was always performed.2 (13%) patients that have terminated peri-operative
chemotherapy was relapsed:1 relapsed on abdominal lymphnode (time to progression
– TTP- of 21 months) and 1 relapsed on peritoneal cavity (TTP of 10 months).Median
Progression Free Survival (PFS) was 9,63 months, and median Overall Survival (OS)
was 14,26 months. These are only preliminary data because the follow-up period is
very short.

Conclusions: In our experience peri-operative chemotherapy represents an interesting
and feasible option to reduce relapse risk in gastric cancer cancer. The toxicity was
moderate and 15 patients (79%) have completed treatment plan, emphasizing one of
the most important advantages of preoperative therapy that is its superior tolerability
prior to a potentially debilitating surgery.

B34 Weekly cisplatin, leucovorin and 5Fluorouracile (PFL) as first

line chemotherapy in selected patients with advanced gastric

cancer

M. Squadroni, F. Brena, E. Cerchiaro, M. Bonomi, M.G. Sauta, C. Ripa,
G. Ceresoli, P. Salvini, G. Beretta

Humanitas Gavazzeni, Bergamo

Background: gastric cancer is very often diagnosed in advanced stage, in elderly
patients and with a poor performance status due to tumour aggressiveness. In this cases
it is difficult to administer standard first line chemotherapy, and it is necessary a dose
reduction and personalization of chemotherapy.

Aim of the study: we retrospectively reviewed data from 157 patient with gastric cancer
observed from January 2012 to November 2015 and treated at Oncology Unit of
Humanitas Gavazzeni. We observed 23 patients treated with weekly platinum and 5FU
based chemotherapy (PFL) first line CT due to their clinical conditions, age and
comorbidities.

Results: 23/70 patients treated with first line chemotherapy received weekly
platinumm leucovorin and 5FU chemotherapy; 3 of them in combination with
trastuzumab. Median age was 67.5 years (range 37.1-77.5), gender F/M 8/15. ECOG
performance status was 0/1/2 in 8/10/5 cases. The median number cycles of PFL was
8 (range 1-16). Best response to PFL was RP/SD/PD/not evaluable in 7 (30%)/8/7/1,
with an DCR of 65%. Median PFS was 5.25 months (range 0.4-18.5) and median OS
was 7.93 months (range 0.4-40.2). Grade 3-4 hematological toxicity (neutropenia and
thrombocytopenia) was observed in 5 pts (21.7%),grade 2 hematological toxicity was
observed in 11 pts (47.8%), grade 2 asthenia and mucositis in 5 pts (21.7%), mild
nausea and mucositis (G1) was observed in 4 pts (17%). Dose reduction and delay
was necessary (due to observed hematological toxicity) in 7 pts (30%). Seventeen
patients experienced progressive disease, and 6 of them had a second line
chemotherapy (35%).

Conclusion: even with the limits derived from retrospective analysis of a small sample
size (23 pts), weekly PFL demonstrated to be a safe and effective treatment for patients
with advanced gastric cancer whose age, clinical conditions, and comorbidites
contraindicate standard treatment due to high risk of toxicity.

B35 Neo-adjuvant treatment in patients with pancreatic cancer with

nab-paclitaxel and gemcitabine

A. Pomillo, M. Santoro, E. Iuliano, M. Luci, A. Perricelli, F. Iuliano, M.F. Mazzulla

Hospital N. Giannettasio, Rossano

Purpose: Pancreatic adenocarcinoma remains one of the deadliest forms of cancer. In
this study, we analyzed the efficacy, and toxicity of neo-adjuvant chemotherapy in the
treatment of for borderline resectable or unresectable locally advanced pancreatic
cancer.

Methods: Fifteen patients affected by locally advanced pancreatic cancer treated with
nab-paclitaxel and gemcitabine chemotherapy were evaluate. Median age was 55 years
(range 47-69 years). The most frequently ECOG performance status were 1 (65%). The

majority of the patients has a borderline resectable disease .(65%). Acute toxicity was
prospectively recorded weekly using RTOG and NCI common toxicity criteria.(65%).

Results:Within a median follow-up of 16.5 months (range 4-21 months), the majority
of the patients received 6-7 of the 9 scheduled cycles of nab-paclitaxel and
gemcitabine:: dose reduction were necessary in the 70% of patients. One of patients
(15%) achieved a complete response: this patient received also radiotherapy. Partial
response were achieved in 15% of patients and stable disease in 75%.

Conclusions: Despite the brief period of follow-up and the small number of patients,
we conclude that nab-paclitaxel and gemcitabine chemotherapy (+/- radiotherapy) is a
valid option in locally advanced pancreatic cancer.

B36 FOLFIRINOX for locally advanced and metastatic pancreatic

cancer: single institution experience

E.M. Stroppa1, E. Orlandi1, S. Vecchia2, F.C. Bodini3, E. Zaffignani1, A. Riva4,
L. Cavanna1
1Ospedale “Guglielmo da Saliceto” - U.O. Oncologia Medica, Piacenza
2Ospedale “Guglielmo da Saliceto” - Unità Farmaci Antiblastici, Piacenza
3Ospedale “Guglielmo da Saliceto” - U.O. Radiodiagnostica e radiologia
interventistica, Piacenza
4Ospedale “Guglielmo da Saliceto” - Unità Farmaci Antiblastici, Piacenza

Metastatic pancreatic adenocarcinoma has a very poor prognosis. Gemcitabine firstly
showed improvement of overall survival rate and clinical benefit compared to the
standard bolus of 5 – fluorouracil. Although FOLFIRINOX significantly increases
survival in advanced pancreatic cancer compared to gemcitabine, toxicities have
tempered enthusiasm for its use in full doses. A retrospective review was performed of
all patients with locally advanced or metastatic pancreatic cancer treated with
FOLFIRINOX at “Guglielmo da Saliceto” hospital between July 2013 and September
2015. Efficacy and tolerability were evacuated and compared to the data reported by
Conroy et al. Overall survival (OS) and progression-free survival (PFS) were estimated
by Kaplan-Meier method. Thirty-two patients with advanced pancreatic
adenocarcinoma were treated with FOLFIRINOX. Twenty-two patients received dose
attenuation after the first cycle. The overall response rate was 37% (11 patients) and a
further 17% (5 patient) had a stable disease. For the entire cohort of patients the
median PFS was 7 months and the median OS was 11 months; in patients with
metastatic disease, the median PFS and OS were 6 and 10 months, respectively; in
patients with locally advanced disease, the median PFS was 11 months while median
OS have not been reached. The most frequently occurring Grade 3 / 4 toxicities were
neutropenia, fatigue and febrile neutropenia. Our findings validate the efficacy and
tolerability of FOLFIRINOX in advanced pancreatic cancer and suggest that dose
attenuation can improve tolerability without compromising efficacy.

B37 Trastuzumab plus chemotherapy in the treatment of HER-2 –

positive, advanced, gastric or gastro-esophageal junction

cancer: a single center experience

L.R. Martella, I. Toma, L. Belluomini, F. Lancia, F. Daniel, I. Carandina,
A. Frassoldati

Arcispedale S. Anna, Ferrara

Background: Recent genomic studies have identified potentially targetable genomic
alterations in gastric and gastro-esophageal cancer. HER-2, the human epidermal
growth factor receptor type2, amplificated or overexpressed in the 7-34% of advanced
gastric and gastro-esophageal cancer, is actually the only biomarker-driven therapy in
clinical practice.The Toga study assessed the treatment with chemotherapy plus
trastzumab, a monoclan antibody against HER-2,as the new standard of care for
patients with HER2-positive advanced gastric or gastro-esophageal junction cancer.

Patients and methods:We retrospectively assessed pts with histologically confirmed
diagnosis of inoperable locally advanced or metastatic gastric and gastro-esophageal
adenocarcinoma, with high expression of HER2,immunohistochemistry 2+ and SISH
positive or immunoistochemistry 3 + , treated with trastuzumab plus chemotherapy
(5-FU or capecitabine and CDDP) at our Institution, from October 2012 to November
2015.Clinical, radiological and laboratory data were available on electronic medical
records of our Hospital.The OS and the PFS in our experience were analysed using
Kaplan Meier method in the trastuzumab plus chemotherapy group.

Results:We collected data from 13 pts, 3 female and 10 male, median age 65 (range
46-82). The site of primitive tumor was gastro-esophageal junction in 61% of pts and
stomach in 39% of pts. 9 pts with metastatic disease and 4 pts with locally advanced
disease. The median number of cycles of trastuzumab therapy was 7 (range 1-23).
Second line therapy after disease progression was given to 3/13 pts. The most common
adverse event were fatigue, gastro-intestinal and haematological toxicity. Cardiac adverse
event weren’t reported. The OS and PFS were respectively 16 months and 9 months,
better then the 13,8 months OS and 6,7 months PFS reported in the Toga Study.

Conclusions: Despite a short median follow-up period and a small group of pts, in our
experience, the combination of chemotherapy plus trastuzumab for pts with HER2+
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advanced gastric and gastro-esophageal junction cancer showed a clinical improvement
in terms of OS and PFS and confirmed in the real world the expectation generated by
the Toga trial.

B38 Adjuvant treatment in gastric cancer patients with

radiochemotherapy

A. Perricelli, M. Santoro, E. Iuliano, M. Luci, A. Pomillo, F. Iuliano

Hospital N. Giannettasio, Rossano

Purpose: Radical surgery is the cornerstone in the treatment of gastric cancer, but
results in high locoregional recurrence rates and poor survival At moment, the role of
radiotherapy in gastric cancer has been controversial. In this study, we analyzed the
efficacy and toxicity of adjuvant radiochemotherapy in the treatment of locally
advanced gastric cancer.

Methods: Fifteen consecutive patients affected by gastric cancer treated with
Chemotherapy (CT) and Radiotherapy (RT) were evaluate. The fifteen patients were
submitted either to total- or sub-total gastrectomy, after complete resection, with
lymph node and/or serosa involvement were and subsequently essays with 3D-CRT

(three-dimensional conformal therapy) and chemotherapy. The total dose of RT
ranged 4500 cGy to 5040 cGy. Chemotherapy consisted predominantly of
5-fluorouracil/folinic acid and mostly of oxaliplatin/capecitabine (XELOX). Median age
was 51 years (range 41-75 years). Primary end points were overall survival (OS),
disease-free survival (DFS). Overall survival (OS) and Relapse-Free Survival (RFS) were
analyzed with the Kaplan and Meyer methods. Acute toxicity was prospectively
recorded weekly using RTOG and NCI common toxicity criteria.

Results:Within a median follow-up of 19.5 months (range 4-27 months), three
patients developed local relapse and 7 patients developed distant metastases. During
the treatment, five patients have shown a RTOG/EORTC toxicity of Grade 2-3, while
no treatment-related deaths were observed. Despite the limited number of patients, no
statistically significant differences in local recurrences, distant metastases and deaths
were observed between the treatment used.

Conclusions: Despite the brief period of follow-up and the small number of patients,
we conclude that radiotherapy with chemotherapy in resected locally advanced gastric
cancer is a treatment with accettable toxicity treatment. In conclusion we can affirm
that date the high probability of micrometastatic burden remaining in the gastric bed
and lymphatics in this disease, a dose escalation to selected areas of the target volume,
is necessary to the purpose to get a good local control. In consideration of the toxicity
to the surrounding healthy organs the use is necessary that allows the smaller possible
target as the IMRT and the IGRT.
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genitourinary tumours

C01� The detection of AR-V7 in plasma-derived exosomal RNA

strongly predicts resistance to hormonal therapy in metastatic

prostate cancer patients

M. Del Re1, E. Biasco2, S. Crucitta3, L. Derosa2, E. Rofi3, A. Sbrana2, A. Farnesi2,
G. Restante3, L. Galli2, A. Falcone2, G. Jenster4, R. van Schaik5, R. Danesi3
1Azienda Ospedaliero Universitaria Pisana, Pisa
2Medical Oncology Unit, Department of Translational Research and New
Technologies in Medicine, University of Pisa, Pisa
3Clinical Pharmacology and Pharmacogenetics Unit, Department of Clinical and
Experimental Medicine, University of Pisa, Pisa
4Department of Urology, Erasmus Medical Center, Rotterdam
5Department of Clinical Chemistry, Erasmus Medical Center, Rotterdam

Background: The androgen receptor splice variant 7 (AR-V7) is associated with
resistance to hormonal therapy in castration resistant prostate cancer (CRPC). Due to
the limitations of methods available for AR-V7 analysis, the identification of a reliable
detection method may facilitate the use of this biomarker in clinical practice.

Objective: To provide a reliable laboratory approach to AR-V7 assessment, the present
study was conducted to: 1) confirm the role of AR-V7 in prediction of resistance to
hormonal therapy; 2) develop a new methodological approach to reliably and easily
assess AR-V7 by highly sensitive digital droplet PCR in exosomal-derived RNA from
plasma samples and 3) provide new data to address the correlation between
exosomal-derived AR-V7 RNA and resistance, being the translation CTC to exosomes
not obvious.

Materials and methods: Two ml of plasma samples were collected from 36 CRPC
patients before the beginning of second-line hormonal treatment. Exosomes were
isolated and RNA extracted for analysis of AR-V7 by digital droplet PCR.

Results: 39% of patients were found carriers of the AR-V7 transcript. Twenty-six
patients received abiraterone and 10 enzalutamide. The median clinical or radiographic
progression free survival was significantly longer in AR-V7 negative compared to
positive patients (20 vs 3 months; P < 0.001). Overall survival was significantly shorter
in men with detectable AR-V7 at baseline compared to those with undetectable AR-V7
(median 8 months vs. not reached) (P < 0.001). In the AR-V7-positive patients, the
PSA response rates was 7% (1 out of 14 men), while in the AR-V7 negative patients the
PSA response rate was 64% (14 of 22 men). The AR-V7 positive subjects were more
likely to be younger, Gleason Score at least 8, visceral metastases, higher PSA levels, and
prior docetaxel treatment than AR-V7 negative patients.

Conclusions: The present study demonstrates that plasma-derived exosomal RNA is a
reliable source of AR-V7 and its detection predicts resistance to anti-hormonal
therapy. The method is sensitive, fast and represents a convenient alternative to other
potentially more expensive and less sensitive approaches, i.e., circulating tumor cells.

C02� Modified BEP chemotherapy in patients with testicular

germ-cell tumors treated at a Comprehensive Cancer Center

E. Verri1, G. Aurilio1, M. Cossu Rocca1, D. Radice1, D. Cullurà1, O. De Cobelli1,
G. Musi1, B. Jereczec1, R. Iacovelli2, G. Curigliano1, F. Nolè1
1Istituto Europeo di Oncologia, Milano
2Azienda Ospedaliera Universitaria Integrata Verona, Verona

Background: Testicular germ-cell tumors are commonly treated with surgery and
platinum-based chemotherapy (conventional BEP). Since more than 90% of patients
are cured at any stage of disease, treatment-related toxicity becomes a crucial outcome.
The conventional BEP is characterized by a well-known spectrum of toxicity, especially
myelosuppression that can compromise the weekly administration of Bleomycin. We
aim to assess data of efficacy and acute toxicity of a large series of patients with
germ-cell tumors treated with a modified BEP regimen with condensed Bleomycin.

Patients and methods:We retrospectively reviewed 221 patients who received
modified BEP after radical orchidectomy between November 1999 and March 2016, at
the European Institute of Oncology, Milan, Italy. The treatment schedule consisted of
a combination with cisplatin 20 mg/m2 days 1–5 i.v., bleomycin 15 units day 1 i.v.
push, bleomycin 10 units days 1–3 12 hours i.v. continuous infusion and etoposide
100 mg/m2 days 1–5 i.v. Toxicity was assessed according to NCI-CTC for adverse
events v3.0 and tumor response according to RECIST Criteria v1.1 in patients with
stage II/III disease.

Results:Median age at treatment start was 30 years (range 15–64). The histology was
non-seminoma in 167 patients and seminoma in 56 patients. According to TNM
clinical staging, 53 patients were classified as stage I, 90 patients as stage II and 78 as
stage III. Two hundred and twenty-two cycles were administered with a median
number of 3 cycles (range 1–4). A total of 168 patients (stage II/III) were assessed for
clinical response at the end of treatment, 75 of whom had complete response, 69 had
partial response, 7 had stable disease and no patient progressed. As regards to toxicity,
the most common grade I/II side effects were nausea, vomiting and alopecia while, as
expected, grade III/IV was neutropenia in 56% of the patients. One toxic death
occurred. Only 4 out of 221 patients had a dose reduction, 1 patient for bleomycin and
3 patients for cisplatin, respectively. The median follow-up time is 39 months (range
1–166) and 30% of the patients have an actual follow-up time greater than 5 years.

Conclusion: Our modified BEP with condensed bleomycin appeared an active and safe
regimen in patients affected by testicular germ-cell tumors. Further prospective
randomized trials are needed to determine the optimalschedule in order to improve
patient compliance and quality of life.

C03 Brain and pancreatic metastases: a clinico-pathological

comparison of various facets of the tumor heterogeneity in

renal cell carcinoma_The BRAVE project

L. Derosa1, L. Galli2, G. Le Teuff3, B. Chanez4, A. Guida5, F. Ruatta6,
G. Gwenaelle4, L. Albiges3, A. Falcone7, B. Escudier3
1Fellow at Gustave Roussy Cancer Campus, Villejuif, Fr; U.O. Oncologia Medica 2,
Pisa, It
2U.O. Oncologia Medica 1, Pisa, It
3Gustave Roussy Cancer Campus, Villejuif, Fr
4Institute Paoli Calmettes, Marseille, Fr
5Università degli studi di Modena e Reggio Emilia, Modena, It
6Istituto di ricovero e cura a carattere scientifico (IRCCS), Candiolo, It
7U.O. Oncologia Medica 2, Pisa, It

Background: Brain (BM) and pancreatic metastases (PM) from renal cell carcinoma
(RCC) represent two faces of the same coin in term of disease course: BM are
associated with shorter overall survival (OS) compared to PM. The reasons for this
difference have never been investigated. This is the objective of the BRAVE project.

Methods: From a few European centers, only RCC patients (pts) who underwent
surgical resection or biopsy for BM or PM and with available histological tissue
samples (TS) were enrolled. Medical records were retrospectively reviewed to
determine patients’ characteristics, prognostic factors and outcome. To identify factors
which could differentiate BM and PM, we will perform: i) correlation between
clinico-pathological characteristics and metastasis location (BM vs PM) ii)
histopathological features description by TS review and iii) immunohistochemistry
(IHC) and fluorescent in situ hybridization (FISH) analyses in BM, PM and
nephrectomy (Nx) TS.

Results: Out of 113 pts enrolled so far, most pts were male (67%), had clear-cell
histology (98%) and underwent radical Nx (93%). Forty-seven pts (41%) underwent at
least one metastasectomy (Mx) before BM or PM surgery whereas 33 pts (29%) had
synchronous metastases. Sixty-two pts (55%) had BM and 51 (45%) had PM. Between
BM and PM, there was no significant differences in baseline characteristics (sex, age at
diagnosis of RCC, Nx, primary RCC (left vs right), histology, Fuhrmann, Mx) except
for T stage: T3-T4 vs T1-T2 increased the risk of BM compared to PM (odds ratio:
4.17, 95%CI = [1.52-11.39], p < 0.01). Interestingly, time interval between initial
diagnosis (Dx) and BM was shorter than that between Dx and PM (median: 4.1 vs 8.3
years, p < 0.009). The total number of deaths was 52 (46%). Pts with BM had a shorter
OS than pts with PM (median: 2.7 vs 9.5 years, p < .0001). In multivariable analysis,
BM and synchronous metastases were significantly associated with poor OS, whereas
primary RCC in the right kidney was marginally associated with poor OS (p = 0.05).
Analyses of TS are ongoing and will be presented.

Conclusions: BM and PM from RCC have a different natural history. Heterogeneity
between biological markers expression inside PM and BM might explain these
divergent outcomes.

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
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C04 Prognostic impact of pre-treatment neutrophil-to-lymphocyte

ratio in castration-resistant prostate cancer patients treated

with first-line docetaxel

C. Buttigliero1, M. Tucci1, F. Vignani1, C. Pisano1, V. Bertaglia1, D. Pignataro1,
P. Bironzo1, P.F. Guglielmini2, G.V. Scagliotti1, M. Di Maio1
1Department of Oncology, Medical Oncology, University of Turin at San Luigi
Hospital, Orbassano (Turin)
2Medical Oncology, SS Antonio e Biagio e Cesare Arrigo General Hospital,
Alessandria

Background: The neutrophil-to-lymphocyte ratio (NLR), a measure of systemic
inflammatory response, has been associated with poor outcome in several solid tumors,
including prostate cancer. We retrospectively investigated the prognostic role of
pre-treatment NLR in metastatic castration resistant prostate cancer (CRPC) patients
treated with first-line docetaxel.

Material and methods: All CRPC patients treated with first-line docetaxel at San Luigi
Gonzaga Hospital in Orbassano, with available data about baseline neutrophil and
lymphocyte values, were included in this retrospective analysis. Patients were divided in
2 groups according to NLR ratio (low NLR < = 3; high NLR >3). Outcome measures
were progression-free survival (PFS) and overall survival (OS), measured from the start
of docetaxel treatment. Univariate and multivariate analysis (adjusting for baseline
PSA, ALP, LDH, hemoglobin, albumin, performance status, use of opioids and
presence of visceral disease) were performed.

Results: Ninety-three patients, treated between 2006 and 2016, were eligible for the
analysis. Median age was 68 years (range 51-84). Forty-six patients (49%) had low NLR
and 47 (51%) had high NLR. Patients with high NLR had higher ALP (median 147 vs
85, p = 0.001), higher LDH (median 287 vs 242, p = 0.01), lower hemoglobin (median
12.2 vs 13.2, p = 0.002), higher use of opioids (64% vs 34%, p = 0.006) while no
significant differences were found in baseline PSA, albumin, performance status and
presence of visceral disease. After a median follow-up of 42.8 months, disease
progression occurred in 81 patients and death in 58 patients. Median PFS was 9.0
months in patients with low NLR vs. 6.4 months in those with high NLR (Hazard Ratio
1.48, 95%CI 0.95-2.31, p = 0.08). Median OS was 34.7 months in patients with low
NLR vs. 14.0 months in those with high NLR (Hazard Ratio 2.43, 95%CI 1.40-4.21,
p = 0.0016). At multivariate analysis, NLR confirmed an independent impact on OS
(Hazard Ratio 2.40, 95%CI 1.12 – 5.12, p = 0.02).

Conclusions: In this retrospective series, metastatic CRPC who started first-line
docetaxel with a low pre-treatment NLR had a significantly better survival. NLR can be
useful for prognostic evaluation of patients in this setting.

C05 Nivolumab in metastatic renal cell carcinoma (mRCC) patients:

a real world single-center experience

R. Ratta, P. Grassi, E. Verzoni, A. Mennitto, F. de Braud, G. Procopio

Fondazione IRCSS Istituto Nazionale Tumori, Milano

Background: Nivolumab (BMS-936558) is a fully human, IgG4 monoclonal antibody
that binds to the PD-1 receptor and by preventing the interaction with its ligands
PD-L1 and PD-L2, it disrupts negative signaling and restores T-cell antitumor
function. A phase III study (CheckMate 025) has evaluated its efficacy and good safety
profile versus everolimus in patients (pts) with metastatic renal cell carcinoma (mRCC)
treated with one or two previous lines of therapy. No real world data are available.

Methods: 21 pts with mRCC have been treated at Istituto Nazionale Tumori of Milan
with nivolumab at the standard dosage of 3 mg/kg every 2 weeks as of November 2015.
All pts had a ECOG performance≤ 2, an intermediate Heng prognostic risk group and
clear cell histology. Two pts (9,5%) received nivolumab as second line treatment, ten
pts (48%) as third line, six pts (28,5%) as fourth line and three pts (14%) as fifth line,
after standard therapies including sunitinib, axitinib, pazopanib, everolimus and
sorafenib. Radiological assessment was performed at baseline and after 12 weeks by CT
scan and evaluated according to RECIST 1.1 (Response Evaluation Criteria in Solid
Tumors) criteria. Moreover 16 pts (76%) have been evaluated at baseline and after 12
weeks using a FDG-PET/CT scan.

Results: All pts received at least one dose of nivolumab. No dose modifications were
required. Two patients reported a partial response, 8 pts had a radiological disease
progression but clinical benefit and they are receiving treatment beyond progression,
while 11 pts are still waiting for evaluation. The radiological assessment showed
concordant results between CT and FDG-PET/CT scans. Treatment was well tolerated,
no drug related deaths nor unexpected adverse events (AEs) were reported. Common
nivolumab-related AEs reported were grade (G) 1 diarrhea (15%), G2 fatigue (50%),
G2 thyroid alterations (hypotiroidism, 15%) and G1 fever (20%).

Conclusions: In our real-world experience, nivolumab has demonstrated a good safety
profile even in heavily pretreated pts, thus permitting to continue treatment beyond
radiological progression in those pts who achieved clinical benefit. No discordant data
have been highlighted between CT and FDG-PET/CT scans, suggesting a potential role
for FDG-PET/CT scan in the radiological evaluation of treatment response to
nivolumab.

C06 Radium-223 (Ra-223) Re-treatment (Re-tx): First Experience

From an International, Multicenter, Prospective Study in

Patients (Pts) With Castration-Resistant Prostate Cancer and

Bone Metastases (mCRPC)

G. Procopio1, S. Severi2, E. Verzoni1, M. Sansovini2, O. Sartor3, D. Heinrich4,
N. Mariados5, M.J. Méndez Vidal6, D. Keizman7, C. Thellenberg-Karlsson8,
A. Pe’er9, S. J. Frank10, K. Pulkkanen11, J.M. Trigo Perez12, L. T. Nordquist13
1Fondazione Istituto Nazionale dei Tumori, Milano, Italy
2Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori–IRST IRCCS,
Meldola, Italy
3Tulane Cancer Center, New Orleans, LA, USA
4Akershus University Hospital, Lørenskog, Norway
5Associated Medical Professionals of New York, PLLC, Syracuse, NY, USA
6Hospital Universitario Reina Sofía, Cordoba, Spain
7Meir Medical Center, Kefar Sava, Israel
8Cancercentrum Norrlands Universitetssjukhus, Umeå, Sweden
9Rambam Medical Center, Haifa, Israel, Haifa, Israel
10Hadassah Hebrew University Medical Center, Jerusalem, Israel
11Kuopio University Hospital, Kuopio, Finland
12Hospital Universitario Virgen de la Victoria, Málaga, Spain
13GU Research Network, LLC, Omaha, NE, US

Background: Ra-223 tx for up to 6 injections (inj) is indicated for pts with
symptomatic bone metastases. Ra-223 tx beyond 6 inj has not been previously
reported. Herein we report the first safety and efficacy findings of Ra-223 re-tx from an
international prospective trial in mCRPC pts.

Methods: Pts with CRPC with ≥2 bone mets who completed 6 initial Ra-223 inj with
no disease progression in bone and progressed after initial tx were potentially eligible
for Ra-223 re-tx, provided that hematologic (heme) parameters were adequate. No
concomitant cytotoxic agents were allowed; other agents were allowed at investigator
discretion. Primary objective was safety. Exploratory objectives were time to
radiographic bone progression, time to ALP progression, and radiographic
progression-free survival (rPFS) based on MRI/CT and bone scans performed q 3 mo.

Results: 44 pts had Ra-223 re-tx, 29 (66%) completed tx with all 6 inj; median (med)
number inj = 6. Med time from initial Ra-223 tx = 6 mo. Besides prior Ra-223, all pts
had ≥2 hormonal regimens; 45% had ≥1 chemotherapy regimen. 32 (73%) failed novel
hormonal agents, eg, abiraterone and enzalutamide. Baseline characteristics were
comparable to ALSYMPCA (Table). No new safety concerns were noted; incidence of
tx-emergent adverse events (TEAEs) in re-tx pts was comparable to or lower than
ALSYMPCA (Table). Only 2 re-tx pts had grade 3 heme TEAEs. Only 1 pt had
radiographic bone progression; med time to ALP progression was not reached. Med
rPFS = 9.9 mo.

Conclusions: Ra-223 re-tx was well tolerated in this highly selected population, with
minimal heme toxicity, and provided continued control of disease progression in bone.

Table: C06

Re-tx N = 44 ALSYMPCA*
N = 600

Age, med, y 71 71
ECOG PS, %
0 32 27
1 61 61
=2 7 12
Extent of disease, mets, %
<6 41 16†
6-20 34 43†
>20/Superscan 25 41†
Prior docetaxel, % 45 57
Safety, % All Gr Gr 3/4 All Gr Gr 3/4
≥1 TEAE‡ 93 47 96 56
Heme Gr3
Anemia 14 5 31 13
Thrombocytopenia 2 2 12 6
Neutropenia 0 0 5 2
Leukopenia 2 0 4 1
Most common nonheme
Fatigue 27 0 26 4
Nausea 25 2 36 2
Diarrhea 21 0 25 2

*Ra-223 safety
†Ra-223 ITT
‡Recorded during tx and up to 30 d (re-tx) or 12 wk (ALSYMPCA).
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C07 Prognostic role of inflammatory markers in Mestatatic Renal

Cell Carcinoma (mRCC): retrospective single-centre Italian

experience

A. Guida1, S. Noventa1, M. Napolitano1, V. Clo’2, S. Cascinu1, R. Sabbatini2
1Università di Modena e Reggio Emilia, Modena
2AOU Policlinico di Modena, Modena

Background: Several clinical and biochemical factors have been widely investigated for
their prognostic role in patients (pts) with mRCC treated with first-line tyrosine-kinase
inhibitors (TKIs). The aim of the study is to investigate neutrophil-to-lymphocyte ratio
(NLR), platelet-to-lymphocyte ratio (PLR) and lymphocyte-to-monocyte ratio (LMR)
prognostic value.

Methods: Data from mRCC pts treated at Modena Cancer Centre with first-line TKIs
were retrospective analysed. Pts without complete blood count (CBC) data excluded.
Patient characteristics, prognostic factors from International Metastatic Renal Cell
Carcinoma Database Consortium (IMDC), treatment and outcome were collected.
Overall survival (OS) was estimated using Kaplan-Maier method and prognostic
factors have been explored with Cox regression.

Results: Between July 2006 and November 2015 71 pts have been considered eligible
for analysis. Median age is 62 years and 70% of pts are male. At diagnosis one half of
pts (54%) were metastatic and most of them (80%) has Eastern Cooperative Oncology
Group performance status (ECOG) 0-1. Using IMDC as prognostic score, 27% of pts
was in good-risk group, 51% in intermediate and 22% in poor. 65% of pts received
sunitinib as 1L therapy. More than half pts 62% received second-line treatment. With a
median follow-up of 67 months (mos), median OS was 25 mos and progression-free
survival (PFS) was 10 mos. NLR >= 3, PLR >= 200 and LMR < 3 resulted associated
with shorter survival. Median OS by NLR >= 3 vs < 3 was 14 vs 31 mos (HR = 1,9
p = 0,02), by PLR >= 200 vs < 200 was 14 vs 33 mos (HR = 2.01 p = 0,03) and by
LMR < 3 vs >= 3 median OS was 15 vs 35 mos (HR = 1.8 p = 0,04). Complete and
partial response rates (ORR) was 26% and it was significantly lower in relation with
these factors. ORR by NLR >= 3 vs < 3 was 4% vs 22% (p = 0,03), by PLR >= 200
vs < 200 was 2% vs 24% (p = 0,04) and by LMR < 3 vs >= 3 was 4% vs 22% (p = 0,006).
With 0-1 factor ORR was 24%, with = 2 factors was 3% (p = 0.012).

Conclusion: Inflammatory biomarkers NLR >= 3, PLR >= 200 and LMR < 3 have
confirmed to be related with survival and to suggest an identification of response to
TKIs in mRCC pts. Their prognostic and predictive value needs to be explored and
confirmed in immunotherapy-treated pts.

C08 Treament options in advanced castration-resistant,

docetaxel-resistant prostate cancer (acrdrpc). final results of a

network meta-analysis

C. Cherubini1, E. Bianchi2, F. Montanari3, E. Tamburini3, M. Fantini3, C. Ridolfi3,
C. Santelmo3, S.L.V. Nicoletti3, G. Pasini3, L. Stocchi3, D. Tassinari3
1Department of Pharmacy, City Hospital, Rimini
2Department of Oncology, City Hospital, Rimini
3Department of Urology, City Hospital, Rimini

Background: Recently some different options are available for patients with advanced,
castration-resistant prostate cancer that progress after first line chemotherapy with
docetaxel. In our experience we compare the efficacy of abiraterone, enzalutamide,
cabazitaxel and Ra-223 in the treatment of patients with ACRDRPC, to plan the
correct approach in this class of patients.

Methods: An indirect comparison of the efficacy of abiraterone, enzalutamide,
cabazitaxel and Ra-223 was performed. The indirect comparison and the network
meta-analysis were performed on data extracted from abiraterone, enzalutamide and
Ra-223 vs placebo, and cabazitaxel vs mitoxantrone-prednisone comparisons in the
treatment of ACRDRPC. Overall Survival (OS) was the primary end point, Time to
PSA progression (TTP-PSA) the secondary one. The results of indirect comparisons
were reported as Hazard Ratio and 95% Confidence Interval, assuming an alpha error
of 5% as index of statistical significance.

Results: The outcome of 4070 patients were analyzed. 378 were treated with
cabazitaxel, 797 with abiraterone, 800 with enzalutamide, 614 with Ra-223, 377 with
mitoxantrone and 1104 with placebo. No significant differences were observed for OS
in all the indirect comparisons, while a significant improve in favor of enzalutamide
was observed in TTP-PSAwhen compared with abiraterone, cabazitaxel or Ra-223, as
detailed in the table.

Table: C08

Hazard Ratio and 95% Confidence Interval

X

Y OS (Y vs X) Ra-223 (X) Cabazitaxel (X) Enzalutamide (X)
• Abiraterone (Y) 0.886 (0.672-1.167) 0.861 (0.615-1.205) 1.107 (0.827-1.482)
• Enzalutamide (Y) 0.8 (0.61-1.049) 0.778 (0.558-1.084)
• Cabazitaxel (Y) 1.029 (0.748-1.414)
TTP(PSA) Ra-223 (X) Cabazitaxel (X) Enzalutamide (X)
• Abiraterone (Y) 0.906 (0.679-1.209) 0.784 (0.598-1.028) 2.339 (1.73-3.161)*
• Enzalutamide (Y) 0.338 (0.286-0.526)* 0.335 (0.262-0.429)*
• Cabazitaxel (Y) 1.156 (0.918-1.457)

*:p < 0.05.

Conclusions: Abiraterone, enzalutamide, cabazitaxel and Ra-223 can be considered
comparable in terms of OS in ACRDRPC, while enzalutamide seems to be superior in
terms of TTP-PSAwhen compared with all the other comparators. On the basis of
these data, the better safety profile, the patient’s compliance or pharmacoeconomic
considerations should guide clinicians in daily clinical practice.

C09 Clinical outcomes of metastatic castration-resistant prostate

cancer (mCRPC) patients (pts) treated with different new

agents (NAs) sequences in post-docetaxel (DOC) setting. An

updated analysis from amulticenter Italian study

O. Caffo1, E. Biasco2, G. Facchini3, L. Fratino4, D. Gasparro5, C. Mosillo6,
M. Maruzzo7, D. Santini8, M. Tucci9, C. Ortega10, F. Verderame11, S. Scagliarini12,
G. Lo Re13, G. Procopio14, G. Fornarini15, E. Campadelli16, R. Sabbatini17,
F. Maines18, U. De Giorgi19
1Santa Chiara Hospital, Trento
2Ospedale Santa Chiara, Pisa
3Istituto Nazionale Tumori “Fondazione G. Pascale” - IRCCS, Naples
4Centro Riferimento Oncologico, Aviano
5Azienda Ospedaliero Universitaria, Parma
6Università La Sapienza, Rome
7Istituto Oncologico Veneto, Padua
8Università Campus Biomedico, Rome
9Ospedale San Luigi, Orbassano
10IRCCS, Candiolo
11Ospedale Villa Sofia Cervello, Palermo
12Ospedale Cardarelli, Naples
13Ospedale Santa Maria degli Angeli, Pordenone
14Fondazione Istituto Nazionale Tumori, Milan
15Ospedale San Martino, Genova
16Ospedale Generale, Lugo di Romagna
17Azienda Ospedaliero Universitaria, Modena
18Ospedale Santa Chiara, Trento
19IRST, Meldola

Background: Abiraterone acetate (AA), cabazitaxel (CABA), and enzalutamide (ENZ)
may prolong survival in mCRPC pts progressing after DOC, although it is not clear
how to use NAs, to best exploit their efficacy and avoiding their possible cross
resistances. In 2015, we reported the outcomes of a series of 260 mCRPC pts, receiving
at least 2 NAs, after DOC progression in routine clinical practice (Eur Urol.
2015;68:147-53). In the present study we updated the analysis with longer follow-up
and by assessing a larger series of pts.

Patients and methods: Based on a multi-institutional collaboration, we collected data
of pts who received at least 2 NAs after DOC: we assessed biochemical (bRR) and
objective response rates (oRR) and progression free survival (PFS) of each NA by
treatment line; moreover, we evaluated the overall survival (OS) from the second line
start by sequence strategy. For the OS analysis we differentiated three different types of
NAs sequences after DOC: one new hormone agent (AA or ENZ) followed by CABA
(NHA > CABA); CABA followed by AA or ENZ (CABA >NHA); one NHA followed
by the other NHA (NHA >NHA).

Results: A consecutive series of 344 mCRPC pts, median age 71 yrs (43-91), with bone
(86%), nodal (55%) or visceral (16%) mets, was identified. All received NDs as 2nd and
3rd line after DOC. The outcomes by both treatment lines and NAs are detailed in the
table.
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Table: C09

Second line Third line

# pts bRR oRR PFS # pts bRR oRR PFS

AA 190 38.9% 20.0% 7.4 mos 105 27.6% 13.3% 4.6 mos
CABA 113 41.6% 16.8% 6.3 mos 143 27.3% 15.3% 4.4 mos
ENZ 41 41.5% 17.1% 6.2 mos 96 19.8% 8.3% 3.3 mos

We observed a statistically significant difference in terms of OS when compared the
three sequence strategies: the median OS of pts treated with NHA > CABA,
CABA >NHA, and NHA > NHAwas respectively 11.9 mos, 13.4 mos, and 8.3 mos,
respectively (p = 0.01).

Conclusions: At our knowledge this retrospective study reports the highest number of
pts treated post-DOC with at least 2 NAs. Our data confirmed that the activity of NAs
decreased in the 3rdline compared to the 2ndline and suggested a cumulative OS
advantage when CABA is used in the sequence.

C10 First-line PAzopanib in NOn-clear cell Renal cArcinoMA: the

Italian retrospective multicenter PANORAMA study

M. Bersanelli1, F. Maines2, G. Facchini3, F. Gelsomino4, F. Zustovich5, M. Santoni6,
E. Verri7, U. De Giorgi8, C. Masini9, F. Morelli10, M.G. Vitale11, T. Sava12, G. Prati13,
C. Librici14, A.P. Fraccon15, G. Fornarini16, M. Maruzzo17, F. Leonardi1, O. Caffo2,
S. Buti1
1Azienda Ospedaliero-Universitaria di Parma, Parma
2Ospedale Santa Chiara, Trento
3Istituto Nazionale Tumori Fondazione Pascale, Napoli
4Ospedale Sant’Orsola-Malpighi, Bologna
5Ospedale San Martino, Belluno
6Ospedale Universitario di Ancona, Ancona
7Istituto Europeo di Oncologia, Milano
8Istituto scientifico romagnolo per lo studio e la cura dei tumori, Meldola
9Arcispedale Santa Maria Nuova, Reggio Emilia
10Ospedale Casa Sollievo della Sofferenza, San Giovanni Rotondo
11Ospedale Antonio Cardarelli, Napoli
12Ospedale Universitario di Verona, Verona
13Ospedale di Guastalla, Guastalla (RE)
14Ospedali Riuniti Villa Sofia – Cervello, Palermo
15Ospedale Pederzoli, Peschiera
16Ospedale San Martino, Genova
17Istituto Oncologico Veneto, Padova

Background: Pazopanib is a standard first line treatment for metastatic clear cell renal
cell carcinoma (RCC). Very few data on its activity in non-clear cell RCC (nccRCC) are
currently available in the literature. We retrospectively analyzed efficacy and toxicity of
Pazopanib in an Italian multicenter cohort of nccRCC patients.

Patients and methods: Records from nccRCC patients treated with first line Pazopanib
were reviewed and collected. Response rate (RR), progression free survival (PFS), and
overall survival (OS) were evaluated in this cohort. Univariate and multivariate analysis
were conducted to correlate clinic-pathological factors with outcome. Descriptive
analysis of patients and diseases characteristics were also performed.

Results: Between 2010 and 2015, 37 patients with nccRCC were treated with Pazopanib
as first line therapy at 17 Italian centers. 24% had chromophobe histology, 51%
papillary, 22% unclassified and 3% had Xp11 translocation. Motzer and Heng risk were
good in 22% and 24%, intermediate in 68% and 49% and poor in 10% and 22% of
patients respectively. 76% had nephrectomy. 57% had ECOG performance status
(PS) = 0, 27% PS = 1 and 16% PS = 2-3. 22% had a basal neutrophil to lymphocyte ratio
(NLR) >= 3. Dose reductions/interruptions of Pazopanib for toxicity were required in
46% of cases; G3-4 toxicity occurred in 32% of patients, G1-2 in 89%. 81% achieved
disease control (partial response or stable disease), while 16% had disease progression
as best response. Median PFS (38% censored) and OS (46% censored) were 15.9 [95%
CI 5.9–25.8] and 17.3 [95%CI 11.5-23.0] months, respectively. At the univariate
analysis, factors associated with PFS were nephrectomy (p = 0.02), Motzer score
(p < 0.0001), NLR (p = 0.009) and PS (p = 0.001). Factors associated with OS at the
univariate analysis were Motzer score (p < 0.0001), Heng score (p = 0.003), PS
(p < 0.0001), nephrectomy (p = 0.002), histology (p = 0.035), dose reductions/
interruptions (p = 0.039), best response to treatment (p < 0.0001) and NLR
(p = 0.008).

Conclusions: In nccRCC patients, treatment with Pazopanib demonstrated to be
effective and feasible, despite dose reductions often required for toxicity in this
population.

C11 Multicenter retrospective study on new biomarkers predictive

of response to sunitinib in metastatic renal cell carcinoma

G. Pinotti1, E. Bolzacchini1, A. Tuzi1, T. Tartaro1, I. Proserpio1, M. Mare1, I. Vallini1,
C. Verusio2, C. Rossini2, A. Ballerio2, M. Bregni3, S. Barzaghi3, S. Artale4, I. Ricci4,
M. Danova5, L. Galli6, B. Cecila7, N. Mumoli8, F. Dentali9
1U.O. Oncologia Medica, Ospedale di Circolo e Fondazione Macchi, Azienda
Socio Sanitaria dei Sette Laghi, Varese
2U.O. Oncologia Medica, Presidio Ospedaliero di Saronno, Saronno
3U.O. Oncologia Medica, Presidio Ospedaliero di Busto Arsizio, Busto Arsizio
4U.O. Oncologia Medica, Azienda Ospedaliera S.Antonio Abate di Gallarate,
Gallarate
5U.O. di Medicina Interna, Ospedale Civile di Vigevano, Vigevano
6U.O. Oncologia Medica, Azienda Ospedaliero-Universitaria Pisana, Pisa
7U.O. Oncologia Medica, Ospedale di Livorno, Livorno
8U.O. di Medicina Interna, Ospedale di Livorno, Livorno
9U.O. di Medicina Interna, Ospedale di Circolo e Fondazione Macchi, Azienda
Socio Sanitaria dei Sette Laghi, Università degli Studi dell’Insubria, Varese

Background: Preliminary data of 30 patients affected by metastatic renal cell
carcinoma(mRCC)treated by sunitinib as first line therapy in Oncology Department of
Varese showed that the development of drug-related toxicity, in particular
hypertension and hypothyroidism correlated with a better prognosis and were
associated with a longer OS and PFS(presented at AIOM 2015).

Material (patients) and methods:We retrospectively collected and analyzed data from
patients(pts)affected by mRCC treated by Sunitinib as first-line therapy between
January 2006 until December 2015 in a larger number of patients treated in seven
Oncology Unit of Italy(Varese,Saronno, Busto Arsizio, Gallarate,Vigevano, Pisa,
Livorno).We evaluated the following toxicities:hypertension(blood pressure > 140/90
mmHg or blood pressure requiring intensification of a pre-existing anti-hypertensive
medication),hypothyroidism (requiring hormone replacement therapy),
thrombocytopenia(platelet count <100.000),neutropenia (neutrophils <500). Overall
survival (OS) and progression free survival (PFS) were calculated until 24 months of
follow up. OS and PFS in patients who developed and who did not develop a drug-
related toxicity will be compared using T-test and X2 or Fisher exact test.

Results: 133pts (92 males), median age 70year-old were evaluated; 57pts (42%)had
pre-existing controlled hypertension and 10pts (7.5 %) pre-existing hypothyroidism (in
therapy). Complete blood count was normal in all the pts before starting the treatment.
83 pts (62.4%)experienced at least one toxicity: 50 pts (37.5%)developed
hypothyroidism, 36 pts (27%)thrombocytopenia, 31 pts (23.3%)hypertension that
required medical therapy, and 8pts (6%) neutropenia.We found that median OS and
median PFS of pts who developed hypothyroidism was 31.2 vs 20.5 months and 19.3 vs
10.2 months, respectively. Median OS and median PFS of pts who developed
hypertension was 28.3 vs 23.4 months, and 17.9 vs 12.5 months, respectively.No
difference in OS and PFS was observed in pts who developed only thrombocytopenia
or neutropenia.Median OS and median PFS were longer in patients who developed at
least one toxicity vs patients who did not: 27.4 vs 19.6 months and 16.5 vs 9.5 months,
respectively. Statistical analysis and univariate-multivariate correlations to identify
independent predictors are ongoing.

Conclusions: Preliminary data of a single center experience seems to be confirmed in a
larger population of patients. Definitive results will be presented at AIOM 2016.

C12 START (Active Surveillance or Radical Treatment for newly

diagnosed patients with a localized, low risk, prostate cancer):

an epidemiological study of the Oncology Network of Piemonte

and Valle d’Aosta

M. Mistrangelo1, C. Galassi2, M. Ceccarelli2, C. Monagheddu2, E. Pagano2,
R. Rosato2, P. Ivaldi2, E. Bollito3, A. Zitella4, S. De Luca5, M. Camilli6, F. Munoz7,
A.R. Bellissimo1, F. Bongiovanni1, M. Dell’Aquila1, F. Ponti di Sant’Angelo1,
G. Ciccone8, O. Bertetto1On behalf of the START Project working group
1Dipartimento Interaziendale Interregionale Rete Oncologica del Piemonte e della
Valle d’Aosta, AOU Città della Salute e della Scienza di Torino, Torino
2SSCVD Epidemiologia Clinica e Valutativa, AOU Città della Salute e della Scienza
di Torino e CPO Piemonte, Torino
3S.C. Anatomia Patologica AOU S. Luigi Gonzaga, Orbassano (TO)
4SC Urologia, AOU Città della Salute e della Scienza di Torino, Torino
5SC Urologia, AOU San Luigi Gonzaga, Orbassano (TO)
6SC Urologia ASL CN2, Alba-Bra
7SC Radioterapia AUSL Aosta, Aosta
8SSCVD Epidemiologia Clinica e Valutativa, AOU Città della Salute e della Scienza
di Torino e CPO Piemonte, Torino

Background: An Active Surveillance (AS) strategy is recommended as an appropriate
management for men with low risk localized prostate cancer (PC), but its diffusion, at
least in the Oncology Network of Piemonte and Valle d’Aosta, is still very limited. The
primary objective of the START project is to evaluate the acceptability, the safety and
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the cost-effectiveness of a population based program of AS, whose implementation into
routine practice will be encouraged within the setting of a research framework.

Material and methods: Comparative effectiveness research project. All newly
diagnosed PC patients fulfilling the low risk definition, resident in Piemonte or in Valle
D’Aosta, will be invited to participate to this observational prospective study. All
enrolled patients will receive full and clear information about their prognosis together
with a balanced synthesis of the benefits and risks of the available treatments (AS,
surgery or radiotherapy). For all patients, independently from the treatment chosen,
baseline clinical, histological and psychological data, any treatment received and
follow‐up data (including clinical and quality of life outcomes) will be collected.
Specific objectives are:
• to encourage the diffusion of AS at a regional level, in the context of uniform and
settled criteria for patients’ selection and management, using standardized information
about the benefits and risks of the available treatments;
• to estimate the proportion of patients in AS who remain treatment-free at 2 years;
• to compare, at a population level, the clinical outcomes, quality of life and costs
associated to different treatment choices.

Results: The START protocol has been designed by a multidisciplinary panel of
specialists of the Oncology Network and patients’ representatives. All the regional
Hospital units of Urology and Radiotherapy have been involved (36 centers
participate). The project started on May 2015. 104 patients have been already enrolled:
88 chose AS and 16 radical treatments (5 radiotherapy and 11 prostatectomy). A
web-site has been implemented with both a public and a reserved area for data
collection (www.start.epiclin.it).

Conclusions: A population based research framework could represent a powerful and
safe strategy to effectively implement AS in the NHS. The project could have a large
positive impact on the Regional Health Service to improve long term quality of life of
low risk PC patients.

C13 A real-life multicenter, retrospective analysis of Abiraterone

Acetate (AA) in 340 metastatic castration-resistant prostate

cancer (mCRPC) patients after chemotherapy, updated results

M.A. Fabbri1, C.N. Sternberg2, E. Cortesi3, D. Santini4, G. Procopio5, M. Paolo6,
T. Gamucci7, P. Carlini8, M. Roselli9, F. Longo3, G. Schinzari10, M. De Tursi11,
G. Lanzetta12, A. Pellegrino13, A. Milano14, I. Sperduti15, M.L. Mancini16, F. Primi17,
E.M. Ruggeri17
1Medical Oncology Unit, Ospedale Belcolle, viterbo
2Medical Oncology Unit, Azienda Ospedaliera San Camillo Forlanini, Roma
3Medical Oncology Unit, Policlinico Umberto I, Roma
4Medical Oncology Unit,Campus Bio-Medico, Roma
5Medical Oncology Unit, Fondazione IRCSS, Istituto Nazionale Tumori, Milano
6Medical Oncology Unit,Ospedale Sant’ Andrea, Roma
7Medical Oncology Unit,Ospedale F. Spaziani, Frosinone
8Medical Oncology Unit, Ospedale Regina Elena, Roma
9Medical Oncology Unit, Ospedale Tor Vergata, Roma
10Medical Oncology Unit, Policlinico A. Gemelli, Roma
11Medical Oncology Unit, Università G. D’annunzio, Chieti
12Medical Oncology Unit, INI, Grottaferrata
13Medical Oncology Unit, OSpedale San PIetro FBF, Roma
14Medical Oncology Unit, Ospedale Sant’ Andrea, Roma
15Bio-Statistics Unit; Ospedale Regina Elena, Roma
16Medical Oncology Unit; Policlinico Umberto I, Roma
17Medical Oncology Unit; Ospedale Belcolle, Viterbo

Background: Abiraterone acetate (AA) is a selective androgen (CYP17) inhibitor,
which improved overall survival in mCRPC patients progressing after docetaxel. In this
retrospective analysis, we evaluated the efficacy and of AA treated in the clinical
practice in patients affected with mCRPC progressing during or after chemotherapy, in
several Italian Oncologic Centers.

Methods:We reviewed the clinical data of patients who had received AA (1000 mg/d)
plus prednisone (5 mg/twice daily). Pts were considered eligible if they had mCRPC and
received docetaxel. A total of 340 patients was analyzed. Main patient characteristics’
were: median age: 71 years, Gleason score≥ 7: 78%; median PSA: 34 (0.36 – 21000);
duration of prior ADT < 12 vs≥ 12 mos: 33 vs 67%; no. of prior ADT:≤ 2 / > 2: 48/42 %;
n. of metastatic sites: 1/≥ 2: 72/28%; Site: bone alone 48%, bone + visceral disease 11%;
symptomatic vs non-symptomatic: 50 vs 49%; median number of prior docetaxel
courses: 6 (range 1-20); prior second-line chemotherapy: 25%.

Results: At a median follow-up of 11 months (1-51) the median progression-free
survival (PFS) and the median overall survival (OS) were 11 (95% CI: 9-13) and 30
months (95% CI: 22-38) respectively. On Cox-multivariate analysis the 2-yr OS was
statistically significant for the sites of disease (1 vs >1 site): 32 (CI 95% 27-36) vs 18
months (CI 95% 16-20)(p.005) and for the duration of prior ADT 32 (CI 95% 26-51)
vs 17 months (CI 95% 11-24)(p.0001). Moreover, a median decrease in the PSA
level≥ 50% was observed in 49% of patients with 69% of these alive at 2 years. AAwas
well tolerated and toxicity was reported only in 18% of pts with 7% of pts experiencing
dose reduction.

Conclusions: Although retrospective, this multicenter analysis confirms the activity
and safety of AA in the “real life” setting.

C14 Retrospective observational study of Vinflunine (VFL) in

patients (pts) with transitional cell carcinoma of the urothelial

tract (TCCU): final results of a real world population study

(MOVIE-GOIRC01/2014 trial)

R. Passalacqua1, S. Lazzarelli1, R. Montironi2, S. Pignata3, U. De Giorgi4,
A. Bernardo5, G.L. Ceresoli6, G. Delconte7, M. Donini1, E. Iezzi8, E. Maiello9,
F. Nolè10, S. Panni1, B. Perrucci1, E. Rondini11, R. Sabbatini12, M. Sequino8,
G. Tonini13, P. Zucali14, C. Caminiti8
1ASST, Cremona
2Università di Ancona, Ancona
3Istituto Tumori Napoli, Napoli
4IRST Meldola, Forli Cesena
5IRCCS San Matteo, Pavia
6Cliniche Humanitas Gavazzeni, Bergamo
7Cliniche Humanitas Gavazzeni, Ospedale San Raffaele
8Azienda Ospedaliera Universitaria, Parma
9Ospedale Casa Sollievo della Sofferenza, San Giovanni Rotondo Foggia
10IstitutoEuropeo di Oncologia, Milano
11Ospedale Santa Maria Nuova, Reggio Emilia
12Policlinico di Modena, Modena
13Campus Biomedico, Roma
14Humanitas Cancer Center, Rozzano

Background: Following the results deriving from the RCT of VFL, this study aims to
assess the generalizability of data in terms of overall survival in pts with metastatic
TCCU in a large unselected population treated according to routine clinical practice.

Material and methods: This is a retrospective, observational multicenter Italian trial.
28 italian oncology centers that treated with VFL at least 4 pts from February 2011 to
June 2014 have been invited to adhere the trial. Pts were eligible if they have received
VFL as a second or third line therapy following a first line treatment containing
platinum. Primary objective is to test whether the overall survival (OS) obtained in the
registration study are confirmed in the routine clinical practice. Sample size has been
determined considering the OS obtained in the registration study, with one-tail test, α
0.05 and 1-β = 80%, 197 pts have to be enrolled.

Results: Overall 217 pts were registered . Median age was 69 yrs (IQR 62-76); 84% were
males; ECOG was 0,1,2 in 47%, 46%, and 7%; 21% had liver metastasis. 77% received
VFL as second-line and 23% as third-line. The median number of VFL cycles was 4
(IQR 2-6), 29% received an initial dose of 320 mg/m, 35% were treated with 280 mg/m
and 36% with a lower dose. Toxicity was manageable, 21% had a grade 3-4:
neutropenia (9%), asthenia/fatigue (7%), leucopenia (2%), constipation 5%).

Table: C14

No CR (%) PR (%) Median PFS
(95% CI)

Median OS
(95% CI)

Registration study 253 0 (0%) 16 (6%) 3.0 (2.1-4.0) 6.9
(5.7-8.0)

Current study 217 6 (3%) 21 (10%) 3.2 (2.6-3.7) 8.1
(6.3-8.9)

Current study (Only pts
with PS0-1, and VFL
as second line )

157 6(4%) 18(11%) 3.3(2.8-4.2) 8.3(6.3-8.9)

Univariate and multivariate analysis for overall survival (ITT)
No Median OS

(95% CI)
Log rank (p) HR (95% CI) p

ECOG PS 0 101 9.7 (8.1-11.0) 15.3 (<0.001) 0.61 (0.45-0.81) 0.001
N. of organs involved =1 127 9.5 (8.0-10.6) 15.2 (<0.001) 0.66 (0.48-0.89) 0.008
No liver involvement 171 8.6 (6.3-9.7) 11.2 (<0.001) 0.68 (0.47-0.99) 0.045

Conclusions: The efficacy of VFL was confirmed in this large unselected pts treated
according to routine clinical practice. In our multivariate model ECOG PS, liver
involvement, the number of involved organs were the main risk factors affecting OS.
Hemoglobin level was not significant.

C15 Over the years change in prostate cancer management through

the multidisciplinary team at a community hospital

A. Coinu1, F. Petrelli2, M. Cabiddu2, K. Borgonovo2, M. Ghilardi2, I. Vavassori2,
R. Milesi2, D. Taglialatela2, Y. Hussein2, F. Ceresoli2, A. Del Rosso2, R. Lisanti2,
A. De Stefani2, V. Riboldi2, E. Vitali2, L. Bruschieri2, E. Sarti2, S. Barni2
1Ospedale Giovanni Paolo II, Olbia
2ASST Bergamo Ovest, Treviglio

Background: A multidisciplinary approach to the patient affected by prostate cancer is
crucial to optimize the treatment in all stages of the disease, from active surveillance
(AS) candidates to those be offered palliative care only. In fact surgery, radiotherapy
(RT), brachytherapy, endocrine therapy (HT), chemotherapy, radionuclide metabolic
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therapy as well as AS, watchful waiting (WW) and best supportive care are all equally
involved in the management of these patients.

Material and methods: Our aim was to record and analyze data coming from our
institutional experience of multidisciplinary roundtable focused on genitourinary
cancers, held by oncologists, urologists and radiotherapists, to verify how this approach
was able to modify therapeutic choices during the years for prostate cancer in particular.

Results:We compared the results of multidisciplinary discussion regarding patients
affected by prostate cancer, between 2014 and 2015. In 2014, our genitourinary team
discussed 136 cases of prostate cancer patients vs. 172 in 2015. In 2014, 63 patients
were considered fit for surgery, 6 patients were assigned to WWor best supportive care
and 19 to AS. Also 22 patients were managed with RT + HT and 11 patients were
assigned to oncologists because affected by metastatic disease.In 2015, even though we
discussed more cases overall, fewer patients were assigned to surgery (n = 56), while
more patients were managed with WW (n = 12) and AS (n = 32), 33 patients were
treated with RT plus HT, and 22 patients referred to oncology unit. Fifteen and 17
patients referred to another center respectively in 2014 and 2015.

Conclusions:Multidisciplinary discussion is the best modality to share decision about
how to handle patients affected by prostate cancer in each setting of disease and allows
to avoid too many aggressive procedures (as surgery where not clearly indicated)
responsible for significant morbidities and unnecessary costs.

Table: C15

Active
surveillance

BSC o
watchful
waiting/
follow up

Surgery RT Systemic
therapy
alone

Other
hospital

2014 (n = 136) N = 19 N = 6 N = 63 N = 22 N = 11 N = 15
2015 (n = 172) N = 32 N = 12 N = 56 N = 33 N = 22 N = 17

C16 Outcome of patients with multiple glandular metastases from

renal cell carcinoma treated with targeted agents

P. Grassi1, V. Grunwald2, B. Melichar3, L. Galli4, U. De Giorgi5, R. Sabbatini6,
C. Ortega7, M. Santoni8, L. Derosa4, L. Porcu9, R. Ratta1, A. Mennitto1,
E. Verzoni1, F. de Braud1, C. Porta10, B. Escudier11, G. Procopio1
1Fondazione IRCCS Istituto Nazionale Tumori, Milano
2Clinic for Haematology, Hemostasis, Oncology and Stemcelltransplantation,
Medical School, Hannover, Germany
3Palacký University Medical School and Teaching Hospital, Olomouc, Czech Republic
4Medical Oncology 2, A.O.U.P., Istituto Toscano Tumori, Pisa
5Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST) IRCCS,
Meldola
6Dept of Oncology and Haematology and Respiratory Disease, University Hospital,
Modena
7Candiolo Cancer Institute-FPO, IRCCS, Candiolo
8Medical Oncology, AOU Ospedali Riuniti, Università Politecnica delle Marche,
Ancona
9IRCCS - Istituto di Ricerche Farmacologiche Mario Negri, Milano
10IRCCS San Matteo University Hospital Foundation, Pavia
11Institut Gustave Roussy, Villejuif, France

Background: Pancreatic metastases (PM) from renal cell carcinoma (RCC) are rare
and have been associated with long-term survival. The purpose of this study was to
evaluate the outcome of RCC patients (pts) with multiple glandular metastases (GM),
defined as RCC metastasis to pancreas and at least one other gland including thyroid,
parotid, adrenals, breast, ovaries or testes, treated with targeted therapies (TTs).

Patients and methods: GM pts treated between 1993 and 2014 were retrospectively
identified from a database of RCC pts with PM of 11 European centers. Survival of GM
pts was compared with that reported in either PM pts and in a population of 330
mRCC pts with extraglandular metastases treated with TTs at Istituto Nazionale
Tumori between 2006 and 2012 (control group). Overall survival (OS) was defined as
the time from diagnosis of metastatic disease to death. Survival functions were
estimated using the Kaplan–Meier method for left-truncated data and statistically
compared using the log-rank test.

Results: Among 276 PM pts, 64 pts with at least one additional GM were evaluated.
Median age was 61 yrs, sex ratio M/F was 42/22, 59 pts (92%) received prior
nephrectomy. Fifty-six pts (88%) had at least 2 additional GM, 7 pts (11%) had at least
3 GM and 1 pt had 4 GM. GM were the only metastasic site for 4 pts (6%) while
extraglandular metastases were present in the remaining pts. First-line TTs included
sunitinib, sorafenib, pazopanib, interferon + bevacizumab and temsirolimus, 28 pts
(44%) reveived cytokines and 35 (56%) pts received subsequent lines of TTs. After a
median follow-up of 58.8 months (IQR 26.4-106.8 mo) median OS was 56.4 months
(95%CI 25.2-85.5 mo) for GM and 80.4 months (95%CI 64.8-99.6 mo) for PM pts.
After a median follow-up of 51.6 months (IQR 27.6-63.6 mo) median OS in the control
group was 22.8 months (95%CI 19.2-34.8 mo). OS in the control group was statistically
inferior to either RCC pts with GM (p <0.001) and PM pts (p= 0.007).

Conclusions: GM from RCC are associated with remarkable survival. Despite some
limitations, these findings suggest that GMmight be considered as a predictor of
favorable prognosis. Sample collection for translational analysis would be critical to
further characterize this rare metastastic pattern associated with a less aggressive disease.

C17 Prognostic role of body mass index (BMI) in patients with

metastatic castration resistant prostate cancer (mCRPC)

receiving chemotherapy: PRO-BMI study

E.S. Lutrino1, M. Tucci2, O. Caffo3, M. Di Maio2, G. Procopio4, C. Scagliotti2,
F. Mssari5, A. Milano6, F. Atzori7, S. Barni8, A. Gambino9, C. Fontanella10,
C. Scavelli11, S. Cinieri12
1ospedale Antonio Perrino Brindisi, ostuni
2Dipartimento di Oncologia, Università di Torino, torino
3Santa Chiara Hospital, Trento, Italy., trento
4Fondazione IRCCS Istituto Nazionale Tumori, Milan, Italy, milano
5Medical Oncology, Azienda Ospedaliera Universitaria Integrata, University of
Verona, Verona, Italy, verona
6Medical Oncology Unit, Ospedale Sant’Andrea, Roma, roma
7Department of Medical Oncology, University-Hospital, Cagliari, Italy., cagliari
8Oncologia Medica, Azienda Ospedaliera Treviglio-Caravaggio, Treviglio,
Bergamo, Italy., treviglio
9Medical Oncology, Vito Fazzi Hospital, Lecce Italy., lecce
10OSPEDALE SANTA MARIA DELLA MISERICORDIA, udine
11Medical Oncology Unit, ’S Cuore di Gesù’ Hospital, SP Alezio-Gallipoli, I-73014
Gallipoli, LE, Italy., GALLIPOLI
12ospedale Antonio Perrino Brindisi, brindisi

Background: High body weight (measured in terms of body mass index, BMI) has
been linked to several site-specific cancers, but limited data are available regarding the
relationship between BMI and metastatic castration resistant prostate cancer (mCRPC).
The aim of Pro-BMI trial was to evaluate the correlation between BMI and survival
outcomes of patients (pts) with mCRPC treated with first-line chemotherapy.

Material (patients) and methods: In this observational, retrospective, multicenter
study, a total of 245 consecutive mCRPC pts treated with chemotherapy in 11 Italian
Oncology Units were assessed. All patients had received docetaxel 75 mg/m2 every 3
weeks as first-line therapy. Data about baseline characteristics, treatment and outcome
were collected in an anonymized dedicated database. Patients were stratified in 3
groups according to the World Health Organization BMI classification: normal weight
(BMI < 25kg/m2), overweight (25 ≤ BMI < 30kg/m2), and obese (BMI ≥ 30kg/m2).
PFS and OS were measured from the date of start of docetaxel: preplanned analyses
aimed to compare obese vs. normal / overweight pts.

Results: The median age at the time of start of docetaxel was 70 years (range 45-89). At
baseline, 33% of pts were normal weight, 52% were overweight, and 15% were obese. 89%
of obese pts had at least 1 co-morbidity versus 66% of overweight pts and 54% of normal
weight pts (p = 0.001). No significant difference was found in PFS between obese (median
10.4 months) and normal / overweight pts (median 7.6 months, Hazard Ratio 0.97, 95%CI
0.67 – 1.40, p = 0.87). Also, OS was not statistically different between obese (median 27.7
months) and normal / overweight pts (median 26.0 months, Hazard Ratio 0.85, 95%CI
0.53 – 1.36, p = 0.50). Proportion of patients starting with full dose and needing dose
reduction was slightly higher in obese patients (34.3%) vs. normal/ overweight pts (16.9%),
but this difference was not statistically significant (p = 0.02). Incidence of any hematologic
toxicity was significantly higher in obese pts (68% vs 48%, p = 0.025).

Conclusions: In our analysis no significant association between high BMI and survival
outcomes of patients receiving docetaxel for mCRPC was found. However, our results
suggest that obesity could be associated with a lower tolerance to chemotherapy.

C18 Drug-drug interactions between abiraterone (ABI) or

enzalutamide (ENZ) and concomitant medications in patients

with metastatic castration resistant prostate cancer (mCRPC)

E. Fantinel, R. Iacovelli, A. Modena, C. Ciccarese, D. Bimbatti, G. Tortora

Aoui Verona-Uoc Oncologia, Verona

Bakground:mCRPC patients are generally elderly with several comorbidities requiring
concomitant medications. ABI and ENZ are two oral drugs that target androgen
signaling approved for treatment of mCRPC. Since these drugs have comparable results,
the therapeutic choice might be driven by patient’s comorbidities and concomitant
therapies. ABI is metabolized by the enzyme sulfotransferase 2A1 and by CYP3A4. ENZ
is metabolized by enzyme CYP2C8, with minor CYP3A4/5 involvement.

Aim:We want to evaluate the most frequent concomitant medications in mCRPC
patients and the possible interaction with ABI and ENZ.

Methods: Patients with mCRPC treated at our institution were assessed, concomitant
medications were registered and those with hepatic metabolism were examined for
possible interaction with ABI and ENZ. Descriptive statistics will be used.

Results: Forty-five mCRPC patients were included: the median age was 67.8 years. The
most frequent comorbidities were hypertension (55%), hypercholesterolemia (13%),
ischemic heart disease (11%), and diabetes mellitus (9%). The most frequently
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medications taken by patients were: lansoprazole (47%), oxycodone (27%),
paracetamol (22%), statins (13%), codeine (13%), and warfarin(4%). Lansoprazole is
metabolized by CYP2C19 and CYP3A4 that are both moderately inhibited by ABI,
whereas ENZ is a strong CYP3A4 inducer and moderate CYP2C19 inducer. Statins are
metabolized by CYP3A4. Oxycodone, codeine and paracetamol are metabolized by
CYP2D6 that is strongly inhibited by ABI while ENZ is a weakly inducer. Warfarin is
metabolized by CYP2C9 that is induced by ENZ.

Conclusion: ABI and ENZ differently affect the metabolism of some common
concomitant medications in mCRPC patients with possible reduced efficacy or
increased toxicity. The different pharmacokinetic profile should be accounted in the
choice of treatment for mCRPC.

C19 Analysis of overall survival by number of radium-223 injections

received in an international expanded access program (iEAP)

G. Paganelli1, G. Procopio2, M. Cabria3, E. Cortesi4, M. Tucci5, A. Farnesi6,
L. Mango7, S. Baldari8, A. Hamzaj9, O. Caffo10, P. Marchetti11, F. Dalla Pozza12,
P.A. Zucali13, F. Saad14, S. Nilsson15, D. Heinrich16
1IRST-IRCCS Cancer Center, Meldola, Italy
2Fondazione Istituto Nazionale dei Tumori, Milano, Italy
3E.O.Ospedali Galliera, Genova, Italy
4Policlinico Umberto I, Roma, Italy
5San Luigi Hospital, Orbassano (Torino), Italy
6Ospedale S. Chiara, Pisa, Italy
7San Camillo - Forlanini General Hospital, Roma, Italy
8A.O.U. Policlinico G. Martino, Messina, Italy
9Ospedale San Donato, Arezzo, Italy
10Ospedale S. Chiara, Trento, Italy
11Azienda Ospedaliera Sant’ Andrea, Roma, Italy
12Ospedale Santa Maria di Ca’ Foncello, Treviso, Italy
13Humanitas Cancer Center, Humanitas Clinical and Research Center, Rozzano, Italy
14University of Montreal Hospital Center, Montreal, Quebec, Canada
15Karolinska University Hospital, Stockholm, Sweden
16Akershus University Hospital, Lørenskog, Norway

Background: In ALSYMPCA, 6 injections (inj) of radium-223 (Ra-223) at 50 kBq/kg v
placebo, improved overall survival (OS) in patients (pts) with metastatic
castration-resistant prostate cancer (mCRPC). Early identification of pts likely to
receive the planned 6 inj of radium-223 is important. Here are OS analyses by number
of Ra-223 inj from iEAP and ALSYMPCA, including prognostic factors associated with
1-4 v 5-6 inj, respectively.

Materials and methods: The open-label, single-arm, phase 3b iEAP provided Ra-223
to bone-predominant mCRPC pts. OS was analyzed post hoc by number of Ra-223 inj
(1-4 v 5-6) and compared with ALSYMPCA data. Stepwise logistic and stepwise Cox
regression analyses of number of inj and OS, respectively, were done.

Results: Baseline characteristics for iEAP v ALSYMPCA pts are presented (Table). In
iEAP, median (med) OS was 6.3 mo in pts with 1-4 inj and not reached with 5-6 inj. In
ALSYMPCA, med OS was 6.2 mo in pts with 1-4 inj and 17.9 mo with 5-6 inj. In a
logistic regression analysis from iEAP, receipt of 5-6 inj was associated with less pain
(none-mild v moderate-severe; P < .0001), lower ECOG score (0-1 v ≥2; P = .0081),
lower PSA level (med <141 µg/L v ≥141 µg/L; P < .0001), and higher Hgb (≥10 g/dL v
<10 g/dL; P = .0227) at baseline. Stepwise Cox regression analysis showed that 5-6 inj
was associated with longer OS (P < .0001).

Conclusions: These exploratory analyses suggest that pts with less pain, lower ECOG
score, lower PSA level, and higher Hgb level at baseline are more likely to receive 5-6
Ra-223 inj. A prospective randomized trial is needed to confirm a causal relationship
between number of inj and OS.

Table: C19

iEAP N = 696 iEAP N = 696 ALSYMPCA
Ra-223 Arm
N = 599

ALSYMPCA
Ra-223 Arm
N = 599

Baseline
Characteristic

1-4
inj, n (%)
224 (32)

5-6
inj, n (%)
472 (68)

1-4
inj, n (%)
163 (27)

5-6
inj, n (%)
436 (73)

Age, med (range), y 72 (45-91) 72(48-94) 72 (49-88) 71 (49-90)
Baseline

moderate-severe
pain, n (%)

75 (35)* 83 (18)* 96 (59)† 241 (55)†

ECOG ≥2, n (%) 45 (20) 42 (9) 29 (18) 43 (10)
Lab values, med

(range)
Hgb, g/dL
PSA, µg/L
ALP, U/L

11 (8-16)
306
(0-9697)

215
(41-3440)

12 (9-18)
97
(0-12150)

134
(19-4236)

12 (9-15)
200 (8-5790)
291 (32-2819)‡

12 (9-16)
122 (4-6026)
181 (40-6431)

*BPI-SF pain scale; †WHO ladder pain score ≥2; ‡total ALP

C20 Prostate cancer patients with cardiovascular risk factors:

long-term safety of abiraterone acetate

E. Verzoni, P. Grassi, R. Ratta, A. Mennitto, R. Montone, M. Prisciandaro,
F. de Braud, G. Procopio

Fondazione IRCSS Istituto Nazionale Tumori, Milano

Background: The long-term cardiovascular safety of novel hormonal agents used in
metastatic castration resistance prostate cancer (mCRPC) patients (pts) is not well
defined. The aim of our analysis was to evaluate the long-term safety profile of
Abiraterone Acetate (AA) in pts with mCRPC with controlled cardiovascular
comorbidities or risk factors.

Methods:We retrospectively analysed the clinical charts of consecutive mCRPC pts
with cardiac disorders/risk factors treated at Istituto Nazionale Tumori of Milan
between April 2011 and July 2015. Pts received AA 1000 mg/daily plus prednisone 5
mg twice daily in post-chemotherapy setting. Patients underwent electrocardiogram
and cardiac doppler ultrasound at baseline and at the end of treatment. All adverse
events (AEs) were recorded during follow-up. Cardiac events (CEs) were defined,
according to Common Terminology Criteria for Adverse Events version 4.0, as the
appearance of a symptomatic CEs requiring medical intervention. Cardiovascular
comorbidities and risk factors included hypertension, myocardial ischemia, rhythm or
valvular disorders, stroke, thrombosis, peripheral vascular disease, diabetes,
hypercholesterolemia, smoking and obesity, defined according to the European Society
of Cardiology. In a previously published paper, we reported the safety of AA treatment
in this population after a median follow up of 21 months [Procopio et al. 2015]. Here
we report the conclusive safety data after an extended follow up period of 4 yrs.

Results:We evaluated a total of 51 pts (median age 71 yrs). Pre-existing cardiovascular
conditions included hypertension (41%), myocardial ischemia (12%), stroke (9%),
dyslipidemia (18%) and type 2 diabetes mellitus (12%). No CEs were recorded and no
changes in Left Ventricular Ejection Fraction were observed. At a median follow up of
24 months the most frequently reported grade 2 AEs included fluid retention (18%),
hypertension (16%) and asthenia (16%). No pts discontinued AA permanently due to
AEs. No treatment-emergent CEs nor apparent worsening of cardiovascular conditions
from baseline were recorded.

Conclusions: Long-term AA treatment was well tolerated in mCRPC pts with baseline
controlled cardiovascular comorbidities or risk factors. The lack of worsening
symptoms at an extended follow up may suggest that patients with stabilised cardiac
disorders should not be excluded from AA treatment.

C21 First Italian Multicentre Experience in using Ra-223 in patients

with metastatic castration resistant prostate cancer (mCRPC)

A. Farnesi1, S. Mazzarri2, L. Galli1, G. Boni2, C. Cianci1, E. Biasco1, A. Sbrana1,
F. Monari3, V. Dionisi3, T. Graziani4, S. Fanti4, F. Massari5, A. Ardizzoni5,
E. Borsatti6, R. Bortolus7, C. Gobitti7, L. Fratino8, D. Volterrani2, S. Ricci1,
A. Falcone1
1Oncologia Medica, Pisa
2Centro Regionale di Medicina Nucleare, Pisa
3Radioterapia Sant’Orsola, Bologna
4Medicina Nucelare Sant’ Orsola, Bologna
5Oncologia Medica Sant’ Orsola, Bologna
6SOC Medicina Nucleare CRO-IRCCS, Aviano
7Radioterapia, Aviano
8Oncologia, Aviano

Aim: Radium-223 is a novel bone-targeted α-emitter associated with a survival benefit.
We present first Italian multicentre experience in using Ra-223 in mCRPC patients.

Material and methods: Data from mCRPC pts submitted to Ra-223 treatment over 3
years (August 2013-February 2016) were retrospectively collected. Information
included Gleason score, age, prior treatments, bone symptoms, analgesic requirements,
imaging and blood results. Ra-223 (50 kBq/kg) was administered every 4 weeks, up to
the recommended 6 therapy cycles. Endpoints assessed included Overall Survival, pain
score using Visual Analog scale (VAS), side effects, skeletal related events (SREs),
disease biomarkers (PSA & ALP levels) and haematological parameters.

Results: 90 pts received Ra-223 in three Italian Oncology/Radiotherapy/Nuclear
Medicine Departments. Up to April 2016 only Pisa Departments data are available.
Median age was 69 yr (range 52-85 yr). Median follow-up was 8,6 months (range 1-18
months). Mean Gleason score was 7. All patients received 3 previous lines of treatment
on average. All bone scans showed foci of abnormal uptake. CT scans was used to
exclude visceral involvement and the presence of pathologic lymph nodes with a
diameter = 3 cm. 16/32 pts completed the recommended 6 cycles, of whom: 5 had bone
pain reduction, 3 had worsening, 8 had absence of bone pain, remaining stable and not
requiring analgesia. 16 pts stopped treatment : 3 cases of delay due to lack in
radiopharmaceutical supplies, 9 developed extra skeletal disease/skeletal progression, 3
deteriorated clinically, 1 experienced SRE during treatment. About non-haematological
toxicity we observed 3 cases of G3 anorexia, 3 cases of G1 diarrhoea, 2 cases of G2
asthenia. No patients developed SREs during follow-up. Concerning haematological
toxicity, bone marrow failure resulted in 8 cases of G2 anaemia, 6 cases of G3 anaemia,
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2 cases of G2 leucopoenia, 1 case of G2 thrombocytopenia. Regarding biomarkers,
median ALP decline was 50%, median LDH decline was -5%, 32% of pts showed a
reduction in PSA level. OS mean is at the present date about 8 months, and median OS
has not been achieved yet.

Conclusion: Ra-223 has a major impact on serum ALP levels, with negligible effect on
PSA levels. Therefore, ALP appears to be a useful biomarker of therapy response.
Haematological and non-haematological side effects were acceptable. Stability in pain
or palliative effects occurred in the majority of patients.

C22 Effectiveness of Axitinib second-line therapy for metastatic

renal cell carcinoma: preliminary results from real-word “SAX”

observational study

S. Rossetti1, C. D’Aniello2, M.G. Vitale3, A. Farnesi4, L. Calvetti5, M.M. Laterza6,
C. Cavaliere7, C. Della Pepa1, A. Crispo1, M. Di Napoli1, S.C. Cecere1, S. Pisconti7,
F. De Vita6, F. Grillone8, E. Ricevuto9, M. De Tursi10, R. De Vivo5, L. Galli4, U. De
Giorgi11, G. Cartenì3, G. Facchini1
1National Cancer Institute - Fondazione “G.Pascale”, Napoli
2A.O.R.N. Monaldi Hospital, Napoli
3A.O.R.N. Cardarelli Hospital, Napoli
4Pisa University, Pisa
5San Bortolo Hospital, Vicenza
6Second University of Naples, Napoli
7S.G. Moscati Hospital, Taranto
8Institute for Cancer Research and Treatment - “Tommaso Campanella”,
Catanzaro
9L’Aquila University, L’Aquila
10S.S. Annunziata Hospital, Chieti
11I.R.S.T. Meldola, Meldola

Background: Axitinib is a potent oral and selective tyrosine kinase inhibitor of
VEGFR-1, VEGFR-2 and VEGFR-3; it is currently approved for the treatment of
patients with mRCC after failure of prior treatment with sunitinib or cytokine
according to the results of phase III AXIS trial. This Italian multi-institutional
retrospective analysis evaluated the outcomes of Axitinib in second-line treatment of
mRCC.

Patients and methods: The medical records of 62 patients treated with Axitinib, in 9
Italian Oncology Centers, were retrospectively reviewed. The PFS, OS, ORR, DCR, and
safety profile of axitinib and sunitinib-axitinib sequence were the primary endpoint.
The secondary objectives included the potential relationships between patients
characteristics, adverse events and response to treatment.

Results:mPFS was 5.83 months (3.93-7.73 mo). When patients were stratified by Heng
score mPFS was 5.73, 5.83, 10.03 months according to poor, intermediate and
favourable risk group respectively; the same results was achieved when used Motzer
score. mOS was 13.3 months (8.6-17.9 mo); ORR and DCR were 25% and 71%,
respectively. Overall Axitinib at standard schedule of 5 mg bid, was well tolerated, with
no grade 4 toxicity. The most common adverse events of all grades were fatigue
occurring in the 25.6% of the cases, hypertension in the 22.6%, gastro-intestinal
disorders 25.9%, hypothyroidism in the 16.1%. When stratified by subgroups defined
by duration of prior therapy with sunitinib (= vs >median duration), there was a
statistically significant difference in PFS with 8.9 (4.39-13.40 mo) vs 5.46 months
(4.04-6.88 mo) for patients with a median duration of sunitinib >13.2 months. No
differences in terms of PFS according to type of sunitinib-schedule (standard schedule
vs modified schedule). Tumour response (RC + RP + SD) to previous sunitinib
treatment was associated with longer statistically PFS, 9.33 months (5.51-13.15 mo) vs
3.26 months (2.98-3.54 mo). The sequence sunitinib-axitinib was well tollerated
without worsening in side effects, with a mOS of 34.7 months (18.4-51.0 mo).

Conclusion: The preliminary SAX results in the real world population are consistent
with available literature. The study confirms that Axitinib is effective and safe in
routine clinical practice. The study is still ongoing recruiting more Italian Centers.

C23 Vinflunine for patients with urothelial carcinoma resistant to

first-line platinum-containing chemotherapy. A pooled analysis

of efficacy and safety results in the real-world setting

G. Pappagallo1, M. Rizzo2, D. Sartori1, O. Caffo2

1Dipartimento di Oncologia ULSS 13, Mirano
2Oncologia Medica Ospedale S. Chiara, Trento

Introduction: Vinflunine was approved by the European Medicines Agency in 2009 as
a second-line treatment for patients with urothelial carcinoma resistant to first-line
platinum-containing chemotherapy. A number of observational studies have recently
been conducted to investigate vinflunine in the treatment of platinum-resistant,
metastatic bladder cancer. Thus, a pooled analysis of efficacy and safety results of
available trials is presented here.

Materials and methods: End-points of the analysis were objective response rate
(ORR), progression-free survival (PFS), overall survival (OS) and the incidence of

acute, grade 3-4 (according to CTC-AE), neutropenia, anemia and constipation. PFS
was defined as the time from starting treatment until objective tumor progression or
death; time to progression was used whenever it was reported instead of PFS since it
was judged an acceptable estimator of PFS in the analyzed studies. Random-effects
models, using inverse variance weighting, were used to pool trial-level data. For each
study, the standard error (SE) of the median OS or PFS was derived from the respective
95% confidence interval (CI). The statistical analyses were carried out using R software.
All tests and CIs were two-sided.

Results: Nine trials were eligible for the review and 8 (accounting for 615 patients)
were included in the analysis. Time to event, efficacy results are presented in Table I
and incidence rates concerning both activity and safety are presented in Table II.

Discussion: On comparing our results with those from the Vinflunine-registrative,
phase III study (Bellmunt et al., 2009), better activity, efficacy and safety results were
observed. Confounding due to both patient selection according to daily practice and
different accuracy in end-point assessment may account for that diversity. However,
despite the limitations inherent in observational trials, this analysis demonstrates that
the efficacy and safety of vinflunine therapy -as observed in the controlled, randomized
study- is transferable in the daily routine of clinical practice.

Table: C23 I: time to event, efficacy results

outcome median
estimate^

lower
limit§

upper
limit§

I-squared
(P-value)

PFS* 3.836 2.628 5.045 55.637 (0.061)
OS* 8.248 0.488 7.292 14.389 (0.317)

*Kaplan-Meier; ^random effects model; §95%CI.

Table: C23 II: activity and safety results

Outcome point
estimate^

lower
limit§

upper
limit§

I-squared
(P-value)

ORR* 0.220 0.181 0.264 30.087 (0.188)
Neutropenia° 0.159 0.127 0.199 22.519 (0.250)
Anemia° 0.066 0.048 0.090 0.000 (0.462)
Constipation

°
0.087 0.063 0.118 24.946 (0.230)

*RECIST; °CTC-AE; ^random effects model; §95%CI.

C24 Prognostic assessment in Abiraterone Acetate (AA)

post-Docetxel (DOC) mCRPC cohort

C. Cavaliere1, O. Caffo2, C. Ortega3, C. D’Aniello4, S.C. Cecere5, M. Di Napoli6,
C. Della Pepa6, A. Crispo6, F. Maines2, F. Ruatta3, G. Iovane5, M. Montella5,
S. Pisconti1, S. Pignata5, G. Facchini5
1S.G. Moscati Hospital, Taranto
2Santa Chiara Hospital, Trento
3Institute for Cancer Research and Treatment of Candiolo, Torino
4A.O.R.N. Monaldi Hospital, Napoli
5National Cancer Institute - Fondazione “G.Pascale”, Napoli
6National Cancer Institute - Fondazione, Napoli

Background: Although several new agents changed the therapeutic landscape of
mCRPC, it remains a lethal disease. Among the new available agents, AA demonstrated
a survival improvement in pts who have previously received DOC. The aim of this
retrospective analysis is to evaluate the role of prognostic factors in mCRPC treated
with AA in post docetaxel setting.

Patients and methods: We retrospectively evaluated patients with mCRPC treated
with AA in compassionate use in three Italian Hospitals. We retrospectively recorded
the pre-AA history, the AA treatment and outcomes. We identified several variables as
having a potential prognostic value: baseline ECOG performance status score, age,
Gleason score, duration of previous ADT for metastatic disease, number of previous
chemotherapy regimens, extent of disease, previous cumulative docetaxel dose, time
course of PSA response, baseline levels of hemoglobin (Hb), lactate dehydrogenase
(LDH) and alkaline phosphatase (ALP). The Cox proportional hazards model was used
to test the effect of several variables on survival outcomes in multivariate analyses.
Hazard ratios (HRs) and 95% CIs were estimated, adjusting for age and centre. A
p-value of ?0.05 was considered significant. Statistical analysis was performed using
SPSS (version 21; SPSS, Inc., Chicago, IL).

Results: We collected data of a consecutive series of 87 pts treated between Sep 2011
and Sep 2014. The median OS was 17,1 months (8,8-25,2) and 75/87 patients were
evaluable for correlation analysis. Of the eleven variables analyzed, four have shown a
positive correlation with overall survival (OS): early PSA response (≥ 50% from
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baseline at 15 days), HR 0.21 95% CI 0.06-0.72, p = 0.01; LDH level≤ 220 IU/L,
HR = 0.28 95% CI 0.09-0.81; Hb level >10 g/dl, HR = 0.45 95% CI 0.18-1.14; ALP
level≤ 115 UI/L, HR = 0.53 95% CI 0.24-1.10.

Conclusion: From our data early PSA response (≥ 50% at 15 days after start of AA),
lower baseline level of ALP and LDH have a prognostic value.

C25 Vinflunine (VFL) maintenance therapy in metastatic urothelial

carcinoma (UC) after response to 1st line platinum-based

chemotherapy (CT): an observational prospective study

L. Licata, R. Palumbo, C. Teragni, B. Tagliaferri, E. Pozzi, A. Bernardo

Fondazione Maugeri, Pavia

Background: Prognosis of patients (pts) with metastatic UC who relapse after 1st line
platinum-based CT remains poor. In some clinical settings, maintenance CT is used to
slow the growth of disease after initial treatment, showing to be effective in delaying the
time to subsequent progression. We conducted an observational prospective study to
assess activity and safety of VFL -the only approved 2nd line drug in metastatic UC,
given as maintenance therapy after response to 1st line platinum-based CT.

Patients and methods: To be included in the study, metastatic UC pts had to achieve
disease control (complete responses - CR, partial response - PR, or stable disease - SD)
after 3–6 cycles of 1st line platinum-based CT. VFL was given at the dose of 320 mg/m2

every 3 weeks or 280 mg/m2 in patients with ECOG performance status (PS) of 1, CrCl
<60 ml/min and/or prior pelvic radiotherapy. The main objective was progression-free
survival (PFS). Secondary endpoints included clinical benefit rate (CBR), safety and
overall survival (OS). Patients would be treated up to disease progression, intolerable
toxicity or treatment refusal.

Results: Twenty-five consecutive pts were treated. Median age: 62 years (range 44-77,
> 70 years 20%); dominant visceral disease: 76%; ≥3 metastatic sites: 48%. First-line CT
was gemcitabine plus cisplatin/carboplatin in 19/6 pts, respectively. Outcomes from 1st

line CT were 4 CR, 12 PR and 9 SD. A total of 156 cycles of VFL were given (median 6,
range 4-16). At a median follow-up of 25 months (range 11-48), median PFS was 9
months (range 4-16+). Three CR (12%), 8 PR (32%) and 10 SD > 16 weeks (40%) were
observed, for an overall CBR of 84%. Treatment was well tolerated with neutropenia
and constipation as the most common gr.3 adverse events (20% and 16%, respectively).
Due to toxicity, 9 pts required a 25% VFL dose reduction. No significant differences in
toxicities in pts > 70 years were noted. Median OS was 11.5 months (range 6-21+).

Conclusions: Our results suggest a good performance of VFL as maintenance therapy
in metastatic UC, in line with the recently reported data from the MAJA trial. For
clinical practice, such a strategy appears an interesting approach to delay disease
progression in responder pts without additional significant toxicity.

C26 Treament options in advanced castration-resistant, prostate

cancer (acrpc). preliminary results of a network meta-analysis

E. Bianchi1, C. Cherubini2, S.L.V. Nicoletti1, M. Fantini1, F. Drudi1, V. Arcangeli1,
C. Santelmo1, F. Montanari3, A. Venturi4, S.L.V. Nicoletti4, L. Stocchi4,
D. Tassinari1
1Department of Oncology, City Hospital, Rimini
2Department of Pharmacy, City Hospital, Rimini
3Department of Urology, City Hospital, Rimini
4Department of Radiotherapy, City Hospital, Rimini

Background: Recently abiraterone and enzalutamide have been introduced in the
treatment of ACRPC with the main aim of delay the use of chemotherapy with
docetaxel. Likewise, in the recent years a novel role of docetaxel has been defined in the
treatment of patients with advanced, hormone-sensitive prostate cancer, suggesting the
need of revisiting the entire approach to metastatic prostate cancer from the beginning
to the more advanced phases of metastatic disease. In our experience we compare the
efficacy of abiraterone, enzalutamide, every 3 weeks (3W) and weekly (W) docetaxel in
the treatment of ACRPC, to define the correct sequence of treatment of patients with
ACRPC .

Methods: An indirect comparison of the efficacy of abiraterone, enzalutamide, every 3
weeks (3W) and weekly (W) docetaxel was performed. The indirect comparison and
the network meta-analysis were performed on data extracted from abiraterone, and
enzalutamide vs placebo, and 3W and W docetaxel vs mitoxantrone-prednisone
comparisons in the treatment of ACRPC. Overall Survival (OS) was the primary end
point of our indirect comparisons. The results of indirect comparisons were reported as
Hazard Ratio and 95% Confidence Interval, assuming an alpha error of 5% as index of
statistical significance.

Results: The outcome of 3811 patients was analyzed. 546 were treated with abiraterone,
872 with enzalutamide, 335 with 3W docetaxel, 334 with W docetaxel, 337 with
mitoxantrone and 1387 with placebo. No significant differences were observed for OS
in all the indirect comparisons, as detailed in the table.

Table: C26

Hazard Ratio and 95% Confidence Interval

X

Y OS (Y vs X) 3W-Docetaxel (X) W-Docetaxel (X) Abiraterone (X)
• Enzalutamide (Y) 0.934 (0.715-1.221) 0.78 (0.603-1.01) 0.947 (0.723-1.24)
• Abiraterone (Y) 0.987 (0.734-1.327) 0.824 (0.618-1.099)
• W-Docetaxel (Y) 1.197 (0.9-1.594)

Conclusions: Abiraterone, enzalutamide, W-Docetaxel and 3W-Docetaxel can be
considered comparable in terms of OS in ACRPC. On the basis of these data, the better
safety profile, the patient’s compliance or pharmacoeconomic considerations should
guide clinicians in daily clinical practice.

C27 A retrospective multicenter characterization of patients with

metastatic renal cell carcinoma: the Sicilian “real-world”

experience

L. Incorvaia1, G. Badalamenti1, S. Rizzo2, G. Cicero2, G. Rinaldi2, V. Bazan1,
A. Marchese2, C. Ancona2, D. Piazza1, M. Spada3, A. Butera4, R. Valenza5,
L. Blasi6, F. Verderame7, V. Adamo8, L. Di Cristina9, N. Borsellino10, A. Savarino11,
F. Zerilli12, A. Russo1
1Policlinico Universitario “Paolo Giaccone”, Palermo
2Policlinico Universitario, Palermo
3Ospedale S.Raffaele Giglio, Cefalù
4Ospedale S. Giovanni di Dio, Agrigento
5Ospedale Vittorio Emanuele, Gela
6Ospedale Civico, Palermo
7Azienda Ospedaliera Ospedali Riuniti Villa Sofia-Cervello, Palermo
8Ospedale Papardo, Messina
9Ospedale Vittorio Emanuele II, Castelvetrano (TP)
10Ospedale Buccheri La Ferla, Palermo
11Ospedale Barone Lombardo, Canicattì (AG)
12Ospedale Sant’Antonio Abate, Trapani

Background: Over the past 10 years the target of mTOR and VEGF signaling pathways
with new oral agents has revolutionized the treatment of metastatic renal cell
carcinoma (mRCC) with a clinically significant improvements in median overall
survival. In this retrospective study we analyzed the pathological and clinical features,
Heng prognostic group, number and sites of metastasis, targeted therapy sequence,
treatment-related toxicity and dose reductions, therapeutic responses on CT imaging
and the outcome of a Sicilian mRCC patient series treated with new targeted agents.

Material and methods: 122 patients (P) with mRCC diagnosis between January 2012
and April 2016 were collected from 11 Sicilian cancer centers. The objective response
rate (ORR), progression-free survival (PFS), and overall survival (OS) were assessed
using Response Evaluation Criteria in Solid Tumor ver. 1.1 criteria and the
Kaplan-Meier method with log-rank test.

Results: Study population evaluable is composed by 118 P (36 women; 82 man).
Histology: clear cell RCC 90 P (76%), other 28 P (24%). Concomitant relevant diseases
at diagnosis: hypertension 59 P (50%), Type II diabetes 21 P (18%). Disease stage at
diagnosis: stage I 16 P (14%), stage II 21 P (18%), stage III 13 P (11%), stage IV 54 P
(46%). Heng risk group in metastatic P at diagnosis: Favorable 4 P (7%), Intermediate
46 P (86%), Poor 4 (7%). I line treatment was completed in 80 P: Pazopanib 29 P
(36%), Sunitinib 49 P (61%) and Sorafenib in 2 P (3%). II line treatment was
administred in 37 P: Axitinib 4 P (11%), Everolimus 28 P (76%), Sunitinib 3P (8%),
Sorafenib 2 P (5%). III line treatment was administered in 8 P: Everolimus 3 P(38%),
Sorafenib 3 P(38%), Sunitinib 2 P(24%).

Conclusions: Hypertension is confirmed an established risk factor for RCC. The
proportion of metastatic disease at diagnosis is almost 50% and intermediate risk is the
most frequent risk group. Basing on current data the most used sequence of targeted
agents in Sicily for the treatment of mRCC is Sunitinib-Everolimus. Further clinical
data, the correlation between PFS and treatment administered, number and sites of
metastasis, are under investigation.
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C28 Sequencing cabazitaxel and new generation hormonal

treatments in metastatic castration resistant prostate cancer

patients after first line docetaxel: a retrospective analysis

M. Tucci, C. Buttigliero, F. Vignani, D. Iaconis, V. Bertaglia, P. Bironzo,
D. Pignataro, G.V. Scagliotti, M. Di Maio

Department of Oncology, Medical Oncology, University of Turin at San Luigi
Hospital, Orbassano (Turin)

Background: In recent years, several new drugs, such as cabazitaxel (CAB), abiraterone
(AA) and enzalutamide (ENZ), demonstrated a survival improvement in metastatic
castration-resistant prostate cancer (mCRPC). Nevertheless, it is not clear if a specific
therapeutic sequence could be associated to a better outcome. The aim of this analysis
was to describe clinical characteristics and outcome of mCRPC patients treated with
different sequences in a “real-world” clinical setting after docetaxel failure.

Material and methods:We retrospectively reviewed the clinical records of mCRPC
patients treated with CAB and at least one new generation hormonal therapy after
docetaxel failure between 2010 and 2016 at our Institution. Patients were divided in 2
groups according to treatment sequence: AA or ENZ followed at disease progression by
CAB; CAB followed at disease progression by AA or ENZ. For each group, cumulative
overall survival (OS) was calculated from the start of the first treatment after docetaxel
failure. Outcomes of each line of treatment (proportion of PSA response,
progression-free survival [PFS] and OS) were described.

Results: Overall, 37 patients were eligible: 24 received AA or ENZ followed by CAB
and 13 were treated with CAB followed by AA or ENZ. Median age was 68 years (range
55-81): pts starting with CAB were significantly younger than those starting with AA
or ENZ (median 67 vs 71, p = 0.02). Baseline PSA value was significantly higher in pts
starting with CAB (median 373 vs 62, p = 0.006). Proportion of pts with visceral
metastases was higher in pts starting with CAB (23% vs 4%, p = 0.08). In patients
treated with AA or ENZ followed by CAB, median OS was 46.8 months (95%CI 36.1 –
NA). In those who received CAB followed by AA or ENZ, median OS was 21.7 months
(95%CI 14.7 – NA). When used after AA or ENZ failure, CAB produced a PSA
response in 15/24 pts (62.5%), a median PFS of 9.0 months and a median OS of 20.7
months. When used after CAB failure, AA or ENZ produced a PSA response in 6/13
pts (46%) (6/13), a median PFS of 5.0 months and a median OS of 13.2 months.

Conclusions: Both AA or ENZ after CAB and CAB after AA or ENZ are associated
with clinical activity. However, due to differences in clinical characteristics of patients
treated with chemotherapy followed by hormonal treatment vs. the opposite sequence,
retrospective analysis do not allow the identification of the optimal strategy.
Randomized trials are needed to obtain this kind of evidence.

C29 Metronomic oral cyclophosphamide (CTX) in patients (pts) with

heavily pretreated metastatic castration-resistant prostate

cancer (mCRPC)

E. Fea, P. Vanella, E. Miraglio, C. Cauchi, I. Colantonio, N. Denaro, G. Di Costanzo,
O. Garrone, C. Granetto, M. Occelli, V. Ricci, A.M. Vandone, M.C. Merlano

Oncologia Medica A.O. S.Croce & Carle, Cuneo

Background: CTX is a bifunctional alkylating agent long associated with immune
activation. The metronomic schedule of cytotoxic agents increase the antiangiogenic
activity of the drugs and can lead to enhanced immunity against a variety of antigens
possibly by targeting regulatory T cells. We evaluated the efficacy and the safety of
metronomic oral CTX chemotherapy in mCRPC pts.

Material and methods:We analyzed retrospectively 12 pts with mCRPC after at least
one treatment line of standard drug and who received metronomic oral CTX 50 mg
daily until disease progression or toxicity between April 2015 to April 2016. All pts
received continuing LHRH analog. The primary end point was prostate-specific
antigen (PSA) decrease =50%. Secondary analysis included PSA decrease =30%,
clinical benefit and safety. PSAwas determined every 28 days; toxicity was evaluated
according CTC version 4.03.Twelve pts were evaluated. The median age was 76 years
old (64-87), 6 pts (50%) presented PS ECOG 0, 4 pts (33%) PS1, 2 pts (16%) PS2; 9 pts
(75%) presented bone metastasis and 3 pts (25%) also visceral metastasis. All pts has
been exposed to previous standard chemotherapy or hormonal treatment; of those, 3
pts receive treatment in 2th line, 2 pts in 3th line, 4 pts in 4th line, 1 pt in 6th line, 2 pts
in 7th line. Median pretreatment PSAwas 111.5 ng/mL (68-1157 ng/mL).

Results: Using clinical response guidelines set forth by the Prostate Specific Antigen
Working Group PSA response rate was achieved in 2 pts (16%) out of 12 pts.
Additionally, PSA decline of ≥ 30% occurred in other 2 pts (16%). In 3 out of those 4
pts was observed a clinical benefit with reduction of peripheral edema, pain and fatigue
respectively. PSA halving time was 42 days. The treatment was well tolerated, none of
the pts discontinued therapy because of the presence of toxicity. The most common
adverse event were asthenia G1, anemia G1-2 and leukopenia G1, we reported no grade
3-4 toxicities.

Conclusions: Daily CTX showed activity and safety in heavily pre-treated pts with
m-CRPC. Post-treatment decline in PSA of ≥50% and ≥30% were observed
respectively in 16% and 16% of pts, with clinical benefit in 75% of those pts. None of
pts interrupted treatment due to toxicity and there weren’t AE ≥grade 3.
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gastrointestinal (colorectal) cancers

D01� Final Results of the HERACLES trial in HER2 amplified

colorectal cancer

S. Siena1, A. Sartore-Bianchi1, L. Trusolino2, C. Martino2, K. Bencardino1,
S. Lonardi3, V. Zagonel3, F. Leone2, E. Martinelli4, F. Ciardiello4, P. Racca5,
A. Amatu1, L. Palmeri1, E. Valtorta1, A. Cassingena1, A. Vanzulli1, D. Regge2,
S. Veronese6, A. Bardelli2, S. Marsoni2
1Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, MILANO
2Istituto di Candiolo, Fondazione del Piemonte per l’Oncologia - IRCCS, Candiolo
3Istituto Oncologico Veneto - IRCCS, PADOVA
4Seconda Università degli Studi di Napoli, NAPOLI
5Azienda Ospedaliero-Universitaria Città della Salute e della Scienza, TORINO
6Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Candiolo

Background: HER2 amplification is found in 5% of RAS wild type (RASWT)
metastatic colorectal cancer (mCRC). Dual HER2 blockade with trastuzumab (T) and
lapatinib (L), but not treatment with either drug alone, led to remarkable inhibition of
tumour growth in patient-derived tumourgrafts of HER2-amplified mCRC.
CRC-specific criteria for HER2 positivity by immunohistochemistry (IHC) and in situ
hybridization (ISH) were defined retrospectively in 256 CRC paraffin embedded
samples (HERACLES DGX criteria). The ensuing diagnostic algorithm was utilised to
screen 1081 HER2-positive tumours for therapeutic targeting in patients in the
HERACLES phase 2 trial.

Methods: HERACLES was conducted at 4 Italian centres. Eligibility criteria were:
RASWT exon 2, HER2 positivity, refractoriness to standard of care (including
cetuximab or panitumumab), PS-ECOG < 1, and measurable. HER2 positivity was
defined by IHC and ISH according to HERACLES DGX criteria. Patients (PTS)
received T i.v. at 4 mg/kg loading dose followed by 2 mg/kg weekly, and L p.o. at 1000
mg daily, until progression. The primary endpoint was the objective response rate,
assessed by independent central review. Secondary endpoints were progression-free
survival and safety. The study was 85% powdered to detect an objective response rate
of > 30% with a one-sided alpha level of 0.05 (EudraCT, number 2012-002128-33).

Findings: Between August 27, 2012, and March 15, 2016, 59/1081 (5.4%) RASWT PTS
were found HER2-positive. Of these, 33 were enrolled in HERACLES, and 31 are
evaluable for response (2 = too early). At data cut-off (May 15, 2016), with a median
follow-up of 94 weeks (IQR 51-127), 10 (31%, 95% CI 16-49) of 31 heavily refractory
PTS (median 5 prior regimens), achieved an objective response (1 complete and 9 a
partial responses), 13 (42%, 95% CI 26-59) of 31 PTS had stable disease (SD) for a
disease control rate of 61% (95% CI 44-78). Toxicity was mild with six (22%) of 27 PTS
experiencing grade-3 side effects: fatigue (4), skin rash (1) elevated bilirubin (1). No
drug-related SAEs were observed.

Interpretation: HERACLES results prove that targeting HER2 is a successful
therapeutic strategy in treatment-refractory HER2-positive mCRC patients, which can
be easily implemented in clinical practice.

Funding: Associazione Italiana Ricerca Cancro (AIRC), Fondazione Oncologia
Niguarda Onlus and Roche.

D02� Clinical activity of FOLFIRI plus cetuximab in elderly patients

(pts) according to extended gene mutation status by Next

Generation Sequencing (NGS) in the CAPRI- GOIM trial

E. Maiello1, E. Martinelli2, C. Cardone2, T. Troiani2, N. Normanno3, S. Pisconti4,
R. Bordonaro5, F. Giuliani6, M. Biglietto7, C. Barone8, A.M. Rachiglio3,
V. Montesarchio9, G. Tonini10, S. Cinieri11, D. Rizzi12, A. Febbraro13, T. Latiano1,
G. Modoni4, G. Colucci6, F. Ciardiello2
1Oncologia Medica, IRCCS Casa Sollievo della Sofferenza, San Giovanni Rotondo
(FG)
2Seconda Università degli Studi di Napoli, Oncologia Medica, Napoli
3Istituto Nazionale Tumori “Fondazione Giovanni Pascale” IRCCS, Napoli
4Oncologia Medica, Stabilimento SS. Annunziata, Taranto
5Oncologia Medica, Nuovo Ospedale Garibaldi Nesima, Catania
6Oncologia Medica, IRCCS Giovanni Paolo II, Bari
7Oncologia Medica, Azienda Ospedaliera “A. Cardarelli”, Napoli
8Oncologia Medica, Policlinico Universitario “A. Gemelli”, Roma
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11Oncologia Medica, Ospedale “A. Perrino”, Brindisi
12GOIM, Bari
13Oncologia Medica, Ospedale Sacro Cuore di Gesù Fatebenefratelli, Benevento

Background: The CAPRI trial, a phase II randomised trial suggested the potential role
of maintaining Epidermal Growth Factor Receptor inhibition in combination with
FOLFOX after first progression from cetuximab plus FOLFIRI in molecularly selected,
by NGS technique, metastatic colorectal (mCRC) pts. Few data are currently available
on elderly population. This subgroup analysis evaluated the efficacy and safety of
FOLFIRI plus cetuximab in age-defined pts subgroups.

Methods: A post hoc analysis was performed in CAPRI trial pts; outcomes (Progression
Free Survival [PFS], Overall Response Rate [ORR], Safety) were analysed by age groups
and stratified according to molecular characterization. Three age cut-offs were used to
define elderly population (≥65 years; ≥70 years; ≥75 years).

Results: 340 mCRC pts were treated in first line with FOLFIRI plus cetuximab. Among
those, 154 pts were aged more than 65 years, 86 over 70, 35 over 75. NGS was
performed in 182 pts. Among them, 87 pts were aged more than 65 years, 46 over 70,
17 over 75. 104 of 182 pts were WT for KRAS, NRAS, BRAF, PIK3CA genes. In the
quadruple WT group, 51 pts were ≥65 years; 29 were ≥70 years; 9 were ≥75 years.
Median PFS was similar within the age subgroups in the intention to treat population,
NGS cohort and quadruple WT pts, respectively. Likewise, ORR was not significantly
different among age-subgroups in the three populations. Safety profile was acceptable
and similarly reported among all age-groups, with the exception of grade ≥3 diarrhea
(55% vs 25% p 0.04) and neutropenia (75% vs 37% p 0.03) in pts ≥75 years and grade
≥3 fatigue (31% vs 20 % p 0.01) in pts <75 years (Table 1).

Conclusions: Tolerability of cetuximab plus FOLFIRI was acceptable in elderly pts.
Similar ORR and PFS were observed according to age groups. No major differences in
adverse events were reported among the defined subgroups.

Table: D02*

Age subgroups ITT population NGS cohort KRAS, NRAS, BRAF,
PIK3CAwt

ORR PFS (95% CI) Safety ORR PFS (95% CI) ORR PFS (95% CI)

G3-4 diarrhea G3-4 fatigue

<65 57.5% 8.9 (7.2-10.7) 23% 28% 58.3% 9.5 (6.9-12.1) 56.4% 11.2 (8.0-14.4)
≥65 52.5% 9.6 (8.4-10.9) 35% 33% 51.2% 10.5 (8.5-12.5) 57.1% 12.3 (10.1-14.5)
<70 58.3% 9.6 (8.3-11.0) 24% 31% 58.8% 9.5 (7.6-11.4) 57.6% 11.2 (8.2-14.3)
≥70 51.2% 9.5 (6.9-12.0) 43% 26% 52.2% 12.0 (8.8-15.1) 52.9% 12.3 (5.7-18.9)
<75 56.4% 9.4 (8.3-10.5) 25%* 31%* 68.0% 9.7 (8.1-11.3) 63.2% 11.0 (9.1-12.9)
≥75 57.1% 11.9 (10.0-13.9) 55%* 20%* 55.2% 13.1 (10.9-15.3) 77.8% 15.2 (11.7-18.7)

* p value <0.05

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
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D03� Liver resection for colorectal liver metastases: can we cure

our patients?

D. Ribero1, C. Passarello1, N. Russolillo2, R. Lo Tesoriere2, S. Langella2,
M.L. Polizzi1, A. Ferrero2
1Istituto Europeo di Oncologia, Milano
2Ospedale Mauriziano “Umberto I”, Torino

Background: Actual ten-years survival after resection of colorectal liver metastases
(CLM) has been suggested to be the most adequate long-term oncologic outcome since
it may define cure. However, available data are scarce and refer to series of patients
treated early in the 90’s. Since late in the 90’s major changes have occurred in patients’
selection criteria and type of and indication for chemotherapy. Aim of the present
study was to assess the curative intent of resecting CLM in patients treated according to
a modern muldimodal approach.

Material and methods: A prospectively maintained database was reviewed to identify
all patients who underwent resection of CLM at Mauriziano Hospital from 1985 to
2005, and thus with at least 10-years follow-up. Clinicopathologic charateristics and
short- and long-term outcome data were extracted. Disease-specific survival (DSS) was
calculated from the time of hepatectomy using the Kaplan-Meier method, exluding
those patients (3.4% of the entire cohort) who did not complete a two-stage
hepatectomy or had carcinosis at the time of hepatectomy.

Results: There were 411 consecutive patients (242 male and 169 female) who
underwent a R0 resection in 90.5% of the cases. 90-days postoperative mortality was
0.9% (n = 4, all before 2000). 321 patients (78%) had disease recurrence and 84 (26%)
had a second, third or forth liver resection. Median, 5- and 10-years DSS were 45.7
months, 39.8% and 28.8%. To assess changes overtime patients were strafidied base on
the date of resection (before 2000 [n= 161] and since 2000 [n = 250]). Compared to
patients treated befere 2000, those resected since 2000 had more (2.3 vs 1.8) lesions
albeit smaller (3.9 vs 5.14 cm), and more unresectable disease at presentation (16.4% vs
4.3%); a rectal primary was more frequent (23.6% vs 4.3%) as were the associated
resections at the time of hepatectomy (33.2% vs 17.4%); more patients underwent pre
or post or perioperative chemotherapy (85.6% vs 53.4%) (all p < .05). Since 2000
median (55.8 vs 34.8 months) and 10-years DSS (33.5% vs 20.1%) increased
significantly (p < .001) while surgery, albeit more complex, became safer (major
complications 7.6% vs 16.7%; mortality 0% vs 2.4%).

Conclusions:With a modern multimodal approach over one third of patients with
CLMmight be cured. While complex liver resections have become safer, including
hepatectomy and re-resection in the treatment algorithm of CLM might provide the
chance of cure in a significant number of patients.
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Background: Previously, the E-R relationship of RAM in pts with gastric cancer in the
second line setting has been reported. The subject of this report is the E-R relationship
of RAM in pts with advanced colorectal cancer from the RAISE trial.

Material (patients) and Methods: Pts received RAM (8 mg/kg) q2w plus FOLFIRI or
placebo (PL) q2w plus FOLFIRI in RAISE. Nine-hundred and six pts (85% of the ITT
population) were evaluable for E-R analysis. Pharmacokinetic (PK) samples were
collected; a population PK analysis was conducted. A model-predicted minimum
concentration at steady state (Cmin,ss) was used for correlation with efficacy and safety
variables. RAM treated pts were categorized into 4 quartiles according to the Cmin,ss

level. Kaplan-Meier analysis, Cox regression, ordered categorical and logistic regression
analyses were performed to evaluate E-R relationships.

Results: Analyses included 425 RAM + FOLFIRI and 481 PL+ FOLFIRI pts from
RAISE.

Table: D04

RAISEb Median (months) Hazard ratio (95% CI)a

Summary of Efficacy (OS and PFS )

OS
PL + FOLFIRI 12.4
Cmin,ss Q1 11.5 1.311 (1.024, 1.678)

Q2 12.9 0.954 (0.736, 1.238)
Q3 16.4 0.604 (0.459, 0.795)
Q4 16.7 0.657 (0.500, 0.865)

PFS
PL + FOLFIRI 5.2
Cmin,ss Q1 5.4 0.932 (0.739, 1.175)

Q2 4.6 0.957 (0.763, 1.200)
Q3 6.8 0.684 (0.542, 0.864)
Q4 8.5 0.546 (0.434, 0.688)

Adverse Events
Grade ≥3 AE, % Hypertension Neutropenia Fatigue Diarrhea
PL + FOLFIRI 2.92 23.3 7.92 10.0
Cmin,ss Q1 11.3 39.6 6.6 8.49

Q2 16.0 34.9 11.3 12.3
Q3 9.43 41.5 8.49 12.3
Q4 14.0 48.6 15.0 7.48

a Adjusted for significant prognostic factors; relative to PL + FOLFIRI in
RAISE.
b RAM + FOLFIRI pts divided into Cmin,ss quartiles (in µg/mL): Q1: <49.7
(n = 106); Q2: 49.7 – <62.6 (n = 106); Q3: 62.6 – <81.1 (n = 106); Q4: ≥81.1
(n = 107); each compared to PL + FOLFIRI pts (n = 481).

Conclusions: RAM was safe and effective at 8 mg/kg q2w in combination with
FOLFIRI. Exposure-response analyses based on pK data suggest higher RAM
exposures were associated with longer PFS and OS, smaller hazard ratios, and
potentially increased neutropenia. Similar findings have been reported in the gastric
cancer trials with RAM (Tabernero J et al. J Clin Oncol 33, 2015, suppl 3; abstr 121).
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metastatic colorectal cancer (mCRC) patients (pts) with initially
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Background: Surgical resection of colorectal liver metastases is a potentially curative
option for a subgroup of initially unresectable mCRC pts. Active upfront regimens may
increase the percentage of pts converted to resection and positively affect their survival.
The aim of the present study was to assess the activity and efficacy of FOLFOXIRI plus
bev in mCRC pts with LLD.

Patients and Methods: Pts with unresectable LLD treated with FOLFOXIRI plus bev in
FOIB, TRIBE and MOMA studies were selected. Baseline clinical and molecular
characteristics and outcome parameters were collected.

Results: 205 pts with LLD were identified. 184 (90%) pts presented with synchronous
disease, 119 (61%) had = 4 metastases, liver metastases were bilobar in 140 (79%) cases,
and primary tumor was unresected in 74 (36%). 137 (67%) pts responded, and 124
(60%) achieved early response. 91 (44%) pts underwent resection: R0, R1 and R2
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resections were performed in 63 (69%), 11 (12%) and 17 (19%) cases, respectively.
Having less than 6 involved segments (p = 0.014), achieving RECIST response
(p < 0.001), early response (p = 0.002), and deeper response (p = 0.063) were
associated with higher probability to undergo resection in the multivariable model. As
compared to unresected pts, those achieving resection had longer PFS (median PFS:
18.1 vs 10.6 mos, HR: 0.47 [0.34-0.65], p < 0.001) and OS (median OS: 44.3 vs 22.5
mos, HR: 0.29 [0.20-0.44], p < 0.001). At a median follow up of 36.5 mos, the estimated
5ys-PFS and 5ys-OS in resected pts were 10% and 38%, respectively. Neither number
and size of liver metastases, nor their distribution, nor number of involved segments,
nodal status, CEA levels, Fong and Nordlinger score predicted RFS and OS of resected
pts. Notably, BRAFmut pts resected after FOLFOXIRI plus bev achieved survival
results comparable with RAS/BRAF wt and RASmut. Radiological (p = 0.047) and
pathological response (TRG 1-2 vs 3-4, p = 0.088) was associated with longer OS.

Conclusion: FOLFOXIRI plus bev allowed to obtain high resection rate and
remarkable survival results in a population of mCRC pts with extensive LLD, not
selected for a conversion intent. Radiological and pathological response to FOLFOXIRI
plus bev predict survival in resected pts, differently from traditional clinical risk scores
and RAS/BRAF status.
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Background: Different antiangiogenic agents are available as 2nd-line options for
mCRC patients (pts). Up today, no clinical or molecular predictors of benefit have
been identified. In preclinical and clinical studies LDH levels are a marker of
angiogenesis activity. High LDH levels are associated with worse prognosis in never
pretreated mCRC pts and a potential positive predictive impact with regard to the
efficacy of 1st-line bev has been hypothesized in retrospective analyses. The aim of this
analysis was to assess the prognostic and predictive impact of LDH levels measured
before the beginning of the 2nd-line treatment in pts randomized to continue or not
bev after progression to 1st-line CT plus bev in the BEBYP study.

Methods: Baseline LDH levels were reported for 134 out of 170 pts enrolled in the
BEBYP study and were defined as high or low according to a cut-off value of 300 U/L.

Results: Out of 134 pts with available data, 51 (39%) and 83 (61%) had low and high
LDH levels, respectively. A significant interaction between LDH levels and treatment
effect was reported: pts with low LDH levels achieved higher PFS benefit from the
continuation of bev (HR:0.39 [95%CI:0.23-0.65]), as compared to pts with high LDH
levels (HR:1.10 [95%CI:0.74-1.64] (p for interaction= 0.002). Similarly, pts with low
LDH levels achieved greater benefit from bev in terms of OS (HR:0.55 [95%
CI:0.33-0.92]) than pts with high LDH levels (HR:1.01 [95%CI:0.67-1.53] (p for
interaction= 0.075). In the overall population, no significant correlation between LDH
and clinical outcome was evident in PFS (high vs low LDH: HR:1.22 [95%
CI:0.88-1.68], p = 0.232) or OS (HR:1.35 [95%CI:0.96-1.88], p = 0.081).

Conclusion: Low LDH levels at the time of disease progression to 1st-line CT plus bev
predict benefit from the continuation of bev beyond progression. By a biological
perspective, low LDH levels may indicate that angiogenesis inhibition by bev is still
efficacious. Given their potential clinical value these data deserve prospective and
retrospective confirmation in subgroup analyses of other randomized trials of 2nd-line
CT with or without an antiangiogenic.
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Background: The treatment with fluoropyrimidines and concomitant long-course
RTE is the standard care in LARC preoperative chemoradiation. The aim of RaP/
STAR-03 study is to evaluate the activity and safety of mAb anti-EGFR panitumumab
single agent in LARC preoperative treatment.

Materials and methods: RaP/STAR-03 is a phase II study with panitumumab and
concomitant RTE followed by TME surgery and adjuvant chemotherapy (CT) in
LARC pts. The main inclusion criteria are: histological diagnosis of adenocarcinoma of
the mid-low rectum; KRAS wild-type status; clinical stage cT3 N- M0 or cT2-T3 N+
M0; MRI-negative circumferential radial margin. Panitumumab is administered by IV
infusion at a dose of 6 mg/kg once Q2W for 3 cycles concomitant to RTE delivered up
to a dose of 50.4 Gy in daily fractions of 1.8 Gy (day 1-38). Rectal surgery (TME) is
performed 6-8 weeks after the end of pre-operative treatment. Adjuvant CT regimen is
FOLFOX4 (12 cycles). Primary end-point is pathological complete response (pCR)
rate. The sample size is calculated using Simon’s two-stage design. A pCR of 16% is
considered to qualify the experimental treatment for further testing.

Results: From October 2012 to October 2015 98 pts were enrolled in 13 italian centers.
Pts characteristics were: M73(74.5%), F 25(25.5%), median age 66 years (42-84); KPS
100 74(75.5%), 90 7(12.7%), 80 3(5.5%), cT3 89(90.8%), cN+ 59(60.2%). Three
panitumumab infusions were administered in 92(93.4%) pts. The RTE compliance was:
median dose 50.4 Gy; ≥28 fractions in 82(83.7%) pts. Grade 3 toxicities were observed
in 20(20.4%) pts; no grade 4 toxicities were reported. The grade 3 toxicities for pt were:
anemia 1(1.0%), diarrohea 2(2.0%), skin rash 16(16.3%). Surgical treatment was
performed in 92(93.9%) pts (no surgery for pt: 2 progressive disease, 1 refusal, 1 lost to
follow up, 1 other no related). A pCR was observed in 10(10.9%) pts (95% CI,
4.72-17.07) Pathological downstaging occurred in 45(45.9%) pts. No severe
intra-operative complications were observed in 3(3.1%) pts.

Conclusions: In the RaP/STAR-03 Study the pCR primary end-point is not reached.
The analysis showed a good toxicity profile and compliance to concomitant
administration of panitumumab and RTE in preoperative treatment of LARC. The
main toxicity was cutaneous without affecting treatment adherence. The pCR
evaluation in all RAS wild type population is ongoing.

D08 The prognostic role of KRAS and BRAF in patients undergoing
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systematic review and meta-analysis
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Background: Clinical trials investigated the potential role of both KRAS and BRAF
mutations, as prognostic biomarkers, in colorectal cancer (CRC) patients who
underwent surgical treatment of liver metastasis (CLM), showing conflicting results.
This meta-analysis aims to review all the studies reporting survival outcomes
(recurrence free survival (RFS), and/or overall survival (OS)) of patients undergoing
resection of CLM, stratified according to KRAS and/or BRAF mutation status.

Materials and methods: Data from all published studies reporting survival outcomes
(RFS and/or OS) of CRC patients who received resection of CLM, stratified by KRAS
and/or BRAF mutation status were collected by searching in PubMed, Cochrane
Library, American Society of Clinical Oncology and European Society of Medical
Oncology meeting proceedings. Pooled hazard ratios (HRs) and 95% confidence
intervals (95% CIs) were calculated for both the OS and/or RFS.
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Results: Seven eligible trials (1403 patients) were included. Pooled analysis showed that
KRAS mutations predicted a significant worse both RFS (HR: 1.65; 95% CI: 1.23–2.21)
and OS (HR: 1.86; 95% CI: 1.51–2.30) in patients who underwent surgical resection of
CLM. BRAF mutations were also associated with a significant worse OS (HR: 3.90; 95%
CI: 1.96–7.73) in this subgroup of patients.

Conclusion: This meta-analysis suggests both KRAS and BRAF mutations as negative
prognostic biomarkers associated with worse survival outcomes in patients undergoing
hepatic resection of CLM. Such evidences support the introduction of new treatment
decision models, taking into account the tumor molecular profile in order to
individualize both systemic and loco-regional treatment strategies.
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angiogenesis-cENTRAL) pre-planned analysis of the Italian

Research Group for Digestive Tract Cancer (GISCAD) CENTRAL

trial (ColorEctalvastiNTRiAlLdh)
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Background: The CENTRAL was a phase II trial of first-line FOLFIRI and
bevacizumab in patients with advanced colorectal cancer prospectively stratified
according to serum LDH. A pre-planned exploratory analysis (Serum
angiogenesis-cENTRAL) was conducted to identify changes in the concentrations of
circulating pro-angiogenic factors during treatment as a potential predictive factor for
efficacy/resistance.

Methods: Patients treated with first-line line FOLFIRI + bevacizumab were
prospectively assessed for the following circulating pro-angiogenic factors: hepatocyte
growth factor (HGF), stromal derived factor-1 (SDF-1), placental derived growth factor
(PLGF), fibroblast growth factor-2 (FGF-2), monocyte chemotactic protein-3 (MCP-3),
interleukin-8 (IL-8).Assessment was performed before start of treatment and at each
cycle until treatment discontinuation. Evaluation was performed by an ELISA-based
technique.

Results: Among 81 patients included in the CENTRAL trial, 73 (90%) were evaluable
for the SENTRAL analysis. In the SENTRAL population mPFS was 12.8 months and
mOS was 24.5 months, with 50/73 evaluable patients having progressed and 24/73
patients died during follow-up time.Among tested circulating factors, FGF-2 levels
correlated with clinical outcome in this population.In particular we observed
progressive disease in respectively 1/35 (3%) patients showing an increase in FGF-2
levels starting from first cycle to first-radiological evaluation and 8/38 (21%) patients
showing a decrease in FGF-2 levels (p = 0.03).Median PFS for patients showing an
increase in FGF-2 levels, was 16.6 months vs. 8 months for patients showing a decrease
in FGF-2 levels (HR:0.65, 95%CI:0.37-1.13, p = 0.12)Interestingly we observed an
improved overall survival for patients showing an increase in FGF-2 levels, compared
to patients demonstrating a decrease in FGF-2 levels (24.8 vs. 20.7, HR: 0.43, 95%
CI:0.19-0.98, p = 0.04).

Conclusions: This preplanned, prospective analysis suggests that early increase (at 8-10
weeks timepoint) in circulating FGF-2 levels could be used as a marker to identify
patients who are more likely to gain benefit from FOLFIRI + Bevacizumab based
therapy.

D10 Maymutational status influence the metastatic pattern of

colorectal cancer patients?
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Background: Although the mechanisms of cancer spread are not completely
understood, recent data suggest that oncogenes mutations may affect metastatic
behavior of colorectal cancer (CRC). The aim of this study is to verify possible
associations between mutational status and site-specific pattern of metastatic spread.

Patients and methods:We analyzed a retrospective series of 545 consecutive
metastatic CRC patients (pts) diagnosed at University Hospital of Udine from 1998 to
2014. Complete information on mutational status of KRAS, NRAS, BRAF and PIK3CA
were available for 240 pts. RAS, BRAF and PIK3CA status, tested by pyrosequencing at
local laboratory, were evaluated to test their association with site-specific metastatic
spread at the time of diagnosis. Pearson’s Χ2 test was performed with uni- and
multivariate models.

Results: Overall, 65% of pts were younger than 70 years, 66% were male, and 76% had
undergone primary tumor resection (primary tumor was right-sided in 28%, left-sided
in 49%, and rectal in 23%), 15% of pts had a mucinous histology. Pts with mutation of
BRAF exon15 had less frequently liver metastases (odds ratio, OR, 0.097, 95%CI
0.017-0.54, p = 0.007) and increased risk to develop central nervous system (OR 26.4,
95%CI 3.28-211.80, p = 0.002) or nodal secondary lesions (OR 8.2, 95% CI 2.18-30.58,
p = 0.002). As expected, pts with KRAS cod12 mutation had a higher risk to develop
lung mts (OR 2.1, 95% CI 1.15-3.81, p = 0.015) and pts with PIK3CA exon9 mutation
had higher risk to develop peritoneal spread (OR 2.67, 95% CI 1.10-6.47, p = 0.029).

Conclusions: Our preliminary findings suggest that molecular biology may help
defining the metastatic pattern in CRC pts. If prospectively confirmed, these
observations could translate into tailored surveillance protocols and specific follow-up
approaches.

D11 Amulticentre, randomized phase 3 study on the optimization of

the combination of bevacizumab with FOLFOX/OXXEL in the

treatment of patients with metastatic colorectal cancer (mCRC)

A. Antonio1, M.C. Piccirillo1, G. Nasti1, G. Rosati2, C. Chiara3, C. Romano1,
D. Bilancia2, A. De Stefano3, A. Ottaiano1, A. Cassata1, F. Bianco1, P. Delrio1,
F. Izzo1, E. Di Gennaro1, C. Caracò1, R.V. Iaffaioli1, S. Lastoria1, C. Gallo4,
A. Budillon1, F. Perrone1
1Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
2Azienda Ospedaliera S.Carlo, Potenza
3Azienda Ospedaliero Universitaria Policlinico Universitario Federico II, Napoli
4Seconda Università degli Studi di Napoli, Napoli

Background: Bevacizumab is a humanized anti-vascular endothelial growth factor
(VEGF) monoclonal antibody, approved in combination with chemotherapy in the
treatment of mCRC. It is proposed that the schedule of administration might be critical
and that giving bevacizumab before chemotherapy might improve treatment efficacy.

Methods:mCRC patients, ≤ 75 years old, ECOG PS ≤1, with at least one measurable
lesion according to RECIST, having received no more than one line of treatment for
metastatic disease, were randomized (1:1) to receive standard concomitant
administration of bevacizumab (5mg/kg every 2 weeks) with chemotherapy
(mFOLFOX/OXXEL regimen for 12 cycles) vs experimental bevacizumab given 4 days
before chemotherapy (same dose), at each cycle. Patients could receive maintenance
bevacizumab (7.5 mg/kg every 3 weeks) until disease progression or unacceptable
toxicity in both arms. Primary end point was the objective response rate (ORR). With
80% power and 2-tailed alpha 0.05, 230 patients were planned to verify an increase of
response rate of 20% between the standard and the experimental arm. With 163 events,
the study has 80% power to detect a progression-free survival (PFS) improvement with
a hazard ratio (HR) of 0.64. Analyses are based on intention to treat.

Results: From May 2012 to Dec 2015, 230 patients were randomised to experimental
(n = 115) and standard arm (n = 115). Median age was 62 (IQ range 53-68), 79% were
PS 0, 93% were not pretreated, 53% had a single metastatic site. Median numbers of
chemotherapy cycles was 12 in both arms, 73% received the FOLFOX regimen. In the
experimental arm, the median time between bevacizumab and chemotherapy
administration per cycle was 4 (interquartile range 4-4) days. ORR was 57.4% (95% CI
47.8-66.6) in both arms (p = 1.00). With a median follow-up of 21.1 months, 173 PFS
events were reported. Median PFS was 12.0 and 10.4 (HR 0.84, 95% CI: 0.63-1.14; log
rank p = 0.27) months in the experimental and standard arm, respectively. In a
multivariate Cox regression model including PS, previous treatment and number of
metastatic sites as covariates, the difference remained not significant (HR 0.83, 95% CI:
0.62-1.12; p = 0.23).

Conclusion: the OBELICS trial shows that anticipating bevacizumab to chemotherapy
does not improve ORR nor significantly prolongs PFS. Correlative studies on
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biomarkers and FDG-PET are ongoing. The trial was supported by of the Italian
Ministry of Health. ClinicalTrials.gov NCT01718873.

D12 TRUST: phase II trial of induction chemotherapy (CT) with

FOLFOXIRI plus bevacizumab (BV) followed by

chemo-radiotherapy (CRT) plus BV and surgery in locally

advanced rectal carcinoma (LARC)

C. Vivaldi1, P. Buccianti2, G. Musettini1, F. Bergamo3, M.D. Rizzato3, A. Sainato4,
A. Martignetti5, S. Lucchesi6, M. Franceschi2, C. Boso7, F. Pasqualetti4,
L. Ginocchi6, F. Di Clemente5, A. Gonnelli4, L. Urbani2, L. Fornaro1, S. Montrone4,
I. Maretto8, R. Balestro2, A. Falcone1, G. Masi1
1U.O. Oncologia Medica Universitaria, Azienda Ospedaliero Universitaria Pisana,
Pisa
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Istituto Oncologico Veneto IRCCS, Padova
4U.O. Radioterapia, Azienda Ospedaliero Universitaria Pisana, Pisa
5Dipartimento Oncologico Usl Sudest Toscana, Siena
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Chirurgica 1, Università di Padova, Padova

Background: Induction CT followed by CRT is a promising strategy in LARC.
FOLFOXIRI plus BV is an effective treatment in metastatic colorectal cancer.

Materials and methods: This is a phase II multicentric single-stage single-arm trial
(EUDRACT 2011-003340-45). Patients (pts) with LARC at <12 cm from the anal
verge, staged cN+ or cT4 or high risk cT3 (Magnetic Resonance Imaging criteria),
underwent 6 cycles of induction therapy with the GONO FOLFOXIRI plus BV
regimen (BV 5 mg/kg day 1; irinotecan 165 mg/m2 day 1; oxaliplatin 85 mg/m2 day1;
folinate 200 mg/m2 day 1; 5FU 3200 mg/m2 48h continuous infusion starting on day
1), followed by CRT (50.4 Gy + 5FU 225 mg/m2/day or capecitabine 825 mg/m2/bid
continuously) plus BV (5 mg/kg on days 1, 15, 28). Surgery was planned 8 weeks after
CRT. Primary endpoint was 2-year disease-free survival (DFS).

Results:We enrolled 48 pts. Main pts characteristics were: median age, 53 years
(30-74); cT2/T3/T4, 4%/60%/36%; cN0/N + , 4%/96%; distance from anal verge 0-5/
5-10/ > 10 cm, 56%/38%/6%. 46 pts completed induction therapy; 2 pts prematurely
stopped treatment: 1 bowel perforation and sepsis resulting in death and 1 acute kidney
injury recovered without sequelae. Main grade (G) 3/4 toxicities were: neutropenia
(42%), febrile neutropenia (4.2%) and diarrhea (12.5%). After induction therapy 45 pts
started CRT and 1 underwent surgery. After the first 13 pts, the protocol was amended
and the schedule of capecitabine slightly modified (800 mg/m2/bid 5 days/week) due
to an excessive rate of G3 hand-foot syndrome (23%) and proctitis (23%). After
amendment, all pts completed CRT with acceptable toxicity: no G3-4 toxicities were
reported, with the exception of proctitis (6.2%). After CRT 44 pts underwent surgery (1
died due to early progression after CRT): low anterior (89%) or abdomino-perineal
(7%) resection. R0 resection was achieved in 98% resected pts. Early post-surgical
complication rate was 32%, with a rate of 18% of anastomotic dehiscences (all solved).
Pathologic complete response (pCR) rate was 36%. At a median follow up of 25.1
months, 11 pts experienced disease progression (3 local recurrences) and the estimated
2-year DFS is 78.8%.

Conclusions: Induction therapy with FOLFOXIRI plus BV followed by CRT plus BV is
feasible, but a careful patient selection is needed because of the overall safety profile.
Results in terms of pCR and preliminary DFS data are promising.

D13 Global gene expression profile reveals a distinct transcriptomic

profile predictive of clinical outcome in stage III colorectal

cancer patients treated with adjuvant chemotherapy

R. Tassi1, E. Mini2, R. D’Aurizio3, G. Perrone2, A. Magi2, A. Lapucci2, C. Napoli4,
L. Picariello5, M. Brugia5, I. Landini2, T. Mazzei4, F. Tonelli5, S. Nobili4
1Università degli Studi di Firenze Dipartimento di Medicina Sperimentale e Clinica,
Firenze
2Università degli Studi di Firenze, Dipartimento di Medicina Sperimentale e Clinica,
Firenze
3LISM-IIT, National Research Council (CNR), Pisa
4Università degli Studi di Firenze, Dipartimento di Scienze della Salute, Firenze
5Università degli Studi di Firenze, Department of Biomedical Experimental and
Clinical Sciences “Mario Serio”, Firenze

Introduction: 5-year overall survival of stage III colorectal cancer (CRC) patients (pts)
treated with standard adjuvant chemotherapy (CHT) (fluoropyrimidine-FP with/
without oxaliplatin-OHP) is still unsatisfactory and highly variable (42-88%). Although
single molecular biomarkers and molecular signatures predictive of adjuvant CHT
outcome have been identified in CRC, none of them has been validated. We
hypothesized that differences in gene expression may be responsible for the variability

of prognosis of stage III CRC pts. The goal of this study was to identify molecular
biomarkers predictive of response to FP-based adjuvant CHT in stage III CRC pts.

Materials and methods: From a large case series of CRC pts who received standard
adjuvant CHT (5-fluorouracil/capecitabine +/- OHP) we selected two groups with
favorable (no evidence of disease recurrence within 5 yrs from CHT, n = 12) or
unfavorable (evidence of disease recurrence within 3 yrs from CHT, n = 12) prognosis.
We analyzed fresh frozen CRC explants according to an IRB approved protocol. Global
gene expression profile was performed by Ion Proton System. Differentially expressed
genes between groups were identified by statistical analysis.

Results: Bioinformatic analysis identified 108 differentially expressed genes between
the two groups (p value <0.01, False Discovery Rate <0.01): 104 genes were upregulated
and 4 downregulated in the unfavorable compared with favorable prognosis groups.
Magnitude of fold changes was within -2.5 to +3.5. Among these, 42 genes belonging to
the olfactory pathways, were not considered. Among 66 remaining genes, 19 were
pseudogenes, 7 uncharacterized non-coding RNA, 4 were involved in the immune
response (e.g. IFNs) and one was a miRNA (MIR548I1). All these genes were
upregulated. Further 9 genes were cancer-related (6 upregulated (e.g. CETN1 involved
in cell adhesion) and 3 downregulated (e.g. ROR2 involved in Wnt pathway). The
remaining genes (n = 26), most of which involved in key cellular processes (e.g. RNA
processing: UPF3A upregulated; apoptosis: TMEM150B downregulated) have not yet
been associated with cancer and/or cancer prognosis. Differentially expressed genes will
be validated by RT-PCR.

Conclusions: Stage III CRC pts with favorable and unfavorable prognosis following
adjuvant CHT differs at a transcriptomic level. These findings, may have important
implications for FP-based adjuvant CHT. Supported by Istituto Toscano Tumori and
Ente Cassa Risparmio di Firenze.

D14 Safety and efficacy of FOLFOXIRI with or without targeted

agents as first-line treatment of selected elderly metastatic

colorectal cancer patients: a pooled analysis of GONO studies

D. Rossini1, M. Casagrande2, R. Moretto3, F. Loupakis3, C. Cremolini4, G. Masi3,
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A. Zaniboni13, S. Chiara14, C. Carlomagno15, A. Falcone4
1U.O. Oncologia Medica 2, Azienda Ospedaliero-Universitaria Pisana, Istituto
Toscano Tumori, Pisa, Pisa
2Department of Oncology, University Hospital, Udine
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Cancer Research Institute and University, Genova
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Background: Elderly metastatic colorectal cancer (mCRC) patients (pts) are
underrepresented in clinical trials and present heterogeneous physiological and
chronological age, general conditions, and comorbidities. Pts between 71 and 75 years
old, with ECOG PS 0 were eligible for GONO studies investigating the intensified triple
regimen FOLFOXIRI with or without targeted agents as first-line treatment of mCRC.
The aim of this analysis was to assess the safety and efficacy of FOLFOXIRI-based
regimens in this subpopulation.

Methods: Pts between 71 and 75 years old, receiving the triplet with or without
targeted agents in GONO-FOLFOXIRI (NCT01219920), FOIB (NCT01163396), TRIP
(NCT01358812), TRIBE (NCT00719797), MACBETH (NCT02295930) and MOMA
(NCT02271464) studies were identified. Baseline characteristics, safety and efficacy
data were reviewed.

Results: Out of 784 pts treated with FOLFOXIRI-based regimens, 92 (12%) were ≥71
years old, 14 had received FOLFOXIRI, 68 FOLFOXIRI plus bevacizumab and 10
FOLFOXIRI plus cetuximab or panitumumab. Baseline clinical and molecular
characteristics were in line with those of the overall population of each trial, except for
age (median: 73 years) and a predominance of male gender (67%). No unexpected
adverse events or safety issues emerged. Mean relative dose intensities of 5-fluorouracil,
oxaliplatin and irinotecan were 73%, 79% and 74%, respectively. Most frequent (>5%)
grade 3 or 4 adverse events were neutropenia (51%), febrile neutropenia (10%),
diarrhea (21%) and thromboembolism (11%). An ORR of 65%, leading to a radical
(R0/R1) resection rate of 15% (31% in the liver-limited subgroup) was reported.
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Median PFS and OS were 10.6 (95%CI 9.9–12.5) and 23.7 months (95% CI 20.9–28.6),
respectively.

Conclusions: In mCRC pts between 71 and 75 years old with optimal ECOG PS,
FOLFOXIRI-based regimens achieved activity and efficacy results consistent with those
reported in the overall population with an acceptable toxicity profile. Based on these
results, first-line FOLFOXIRI-based regimens represent a potential option for a
subgroup of selected elderly mCRC pts.

D15 Patients with borderline resectable colorectal cancer liver

metastases (CLM): preliminary safety and activity of

perioperative triplet chemotherapy plus bevacizumab (bev)

A. Mennitto, C. Cotsoglou, M. Caporale, M. Scotti, R. Berenato, J. Coppa,
M. Di Bartolomeo, M. Milione, I. Bossi, F. de Braud, V. Mazzaferro, F. Pietrantonio

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Background: FOLFOXIRI and bev achieve high response rate/R0 resections and
encouraging PFS in patients with unresectable CLM. Bev increases pathological
response, a surrogate of survival. Capecitabine, oxaliplatin, irinotecan and bev (COI-B)
is feasible in pts with advanced colorectal cancer. The aim of this phase II study is to
assess the perioperative use of this combination in pts with borderline resectable CLM
(NCT2086656).

Methods: Inclusion criteria: borderline resectability due to biological (> 4 metastases,
CEA > 200, synchronicity) and/or technical reasons (need of 2-stage hepatectomy,
involvement of > 1 hepatic vein or > 4 segments). Limited resectable extraepatic disease
and in situ primary allowed. Primary endpoint: pathological response according to
Rubbia-Brandt et al., with a Simon 2-stage design (first step 22 pts; target 46 pts);
secondary endpoints: objective response rate (ORR); R0 resection; safety;
progression-free and overall survival. Pts received biweekly irinotecan (180 mg/mq)
and bev (5 mg/kg) day 1, oxaliplatin (85 mg/mq) day 2 and capecitabine 1000 mg/mq
day b.i.d.) days 2-6; 5 cycles pre-operatively (the last without bev) and 4
post-operatively.

Results:We show preliminary data on 36 pts (30 resected, 6 still awaiting). M/F: 21/15,
median age 62 years (38-76), synchronous disease in 29 pts (80%), CEA > 200 in 4 pts
(11%), N+ primary tumor 50%, multiple nodules 61% (39%≥ 4 nodules), extrahepatic
disease 2.7%, RASmutation in 53% and no BRAFmutations. Two-stage hepatectomy
3%,≥ 4 segments involved 43%, > 1 hepatic veins 16%. ORR was 88%, with 3 SD and 1
PD. R0 resection in 24 (80%) pts. We observed TRG 1-2 in 9 (30%), while TRG 3 in 12
pts (40%), i.e. pathological response 70%. Grade≥ 3 toxicities: diarrhea 2, neutropenia
2, thrombosis 2, fatigue 2, neuropathy 1. At a median follow up of 12 months, we
observed 8 relapses and 2 deaths.

Conclusions: perioperative chemotherapy with COI-B regimen is feasible for
borderline resectable CLM. This is the first trial to select pathological response as
primary endpoint with encouraging activity.

D16 BRAFmutation and Microsatellite status in stage II and III

colorectal cancers: does the combination have a prognostic

role?

L. Belluomini1, F. Daniel1, I. Carandina1, G. Galli2, F. Lancia1, I. Toma1, L. Martella1,
L. Da Ros1, M. Marzola1, G. Lanza2, A. Frassoldati1
1UO Oncologia Clinica, Azienda Ospedaliero-Universitaria S.Anna, Cona - Ferrara
2UO Anatomia Patologica, Azienda Ospedaliero-Universitaria S.Anna, Cona -
Ferrara

Background: BRAF V600E mutation has been associated with worse survival in
colorectal cancer (CRC) whereas microsatellite instability (MSI) has been associated
with favourable survival in early stage CRC compared to MS stable (MSS) CRC. The
aim of this study is to evaluate the prognostic role of combined MS and BRAF
mutation status.

Material and methods:We retrospectively evaluated a series of 71 patients with
pathologically confirmed stage II and III CRC diagnosed at our Institution from
January 2009 to September 2012. BRAF mutation and MS status was assessed in all
patients. The relationship between BRAF mutation, MS status, disease free survival
(DFS) and overall survival (OS) was analysed using Kaplan-Meier method. Categorical
variables were analysed using Chi-square test.

Results: The median follow-up was 63.5 months (range 2.3-86.6 mo). 39 and 32
patients belonged to stage II and III CRC respectively. BRAF mutation was observed in
29.6% of cases, MSI in 40.8% and MSS in 59.2%. BRAF mutations were significantly
associated with right and transverse colon cancer localization (90.9% of cases,
chi2 = 0.044) and with MSI: 81.8% of BRAF mutated patients were MSI (chi2 < 0.0001).
According to survival analysis, stage II patients have significant longer OS and DFS
(median not reached) vs stage III patients (63.6 mo p = 0.017 and 34.0 mo p = 0.034,
respectively). MSI was associated with longer DFS than MSS (median NR vs 34.1 mo
p = 0.021); conversely there are no differences in terms of OS. BRAF mutation wasn’t
significantly associated either with DFS or OS. The association between MS/BRAF

status combination and prognosis was also assessed. Patients were subdivided into 4
groups: MSI/BRAFwt (n = 11), MSI/BRAFmut (n = 18), MSS/BRAFwt (n = 39), MSS/
BRAFmut (n = 3). The MSS/BRAFmut group showed worse OS than the others; MSI/
BRAFwt showed the best OS (p = NS) and in particular, in stage III CRC it was
associated with statistically significant longer OS than the others: MSI/BRAFwt mOS
NR, MSI/BRAFmut 65.5 mo, MSS/BRAFwt 43.1 mo, MSS/BRAFmut 8.3 mo
respectively (p= 0.009).

Conclusions: The analysed cohort of patients confirms that the clinical assessment of
combined MS and BRAF status has a prognostic role, especially in stage III CRC. On
the other hand, in stage II other possible prognostic factors could not be pointed out,
may be due to the good prognosis associated with this stage. Further studies are needed
to validate the clinical potential of the MS and BRAF status combination for stage II
and III colorectal cancers.

D17 Regorafenib in previously treated metastatic colorectal cancer

(mCRC): Analysis of age subgroups in the open-label phase 3b

CONSIGN trial
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Regorafenib improved survival vs placebo in treatment-refractory mCRC. The large,
single-arm, phase 3b CONSIGN trial (NCT01538680) was designed to provide
continued access to regorafenib for patients with mCRC and to further characterize
regorafenib safety. In CONSIGN, adverse events (AEs) and progression-free survival
(PFS) were consistent with results reported in phase 3 trials. We performed a subgroup
analysis of CONSIGN to assess outcomes by age.

Methods: Patients with mCRC who progressed after standard therapies and had ECOG
PS 0─1 received regorafenib 160 mg daily for the first 3 weeks of each 4-week cycle
until disease progression, death, or unacceptable toxicity. The primary endpoint was
safety. PFS, assessed per investigator, was the only efficacy measure collected.

Results: A total of 2872 patients were assigned to treatment (<65: n = 1720; ≥65:
n = 1152); n = 1713 and n = 1151, respectively, were evaluable for safety. ECOG PS 0/1
were 49%/51% (<65) and 44%/55% (≥65). The median (range) treatment duration was
2.5 months (0.03–30.4) and 2.3 months (0.03–28.5) in patients <65 and ≥65,
respectively; mean (SD) percent of planned dose was 76% (20) and 74% (20),
respectively. Most patients experienced a regorafenib-related AE (<65: 91%; ≥65: 92%;
Table). AEs led to treatment discontinuation in 25% (<65) and 26% (≥65) of patients.
Treatment-emergent NCI-CTCAE v4.0 hepatic grade ≥3 laboratory toxicities (<65;
≥65) included increased bilirubin (14%; 12%), increased AST (8%; 5%), and increased
ALT (7%; 4%). Estimated median PFS (95% CI) in the <65 group was 2.7 months (2.6,
2.8) and in the ≥65 group was 2.6 months (2.5, 2.7).

Conclusions: The safety profile of regorafenib was generally comparable in patients
<65 and ≥65 years of age. PFS was similar across age subgroups.
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Table: D17

Drug-related AEs, n (%) <65 years (n = 1713) ≥65 years (n = 1151)

Grade ≥3* 939 (55) 690 (60)
Hypertension 232 (14) 203 (18)
HFSR 274 (16) 122 (11)
Fatigue 180 (11) 196 (17)
Diarrhea 78 (5) 57 (5)
Hypophosphatemia 89 (5) 60 (5)
Grade 5 8 (0.5) 5 (0.4)
Serious 151 (9) 100 (9)

*Occurring in ≥5% of patients overall; graded by NCI-CTCAE v4.0.

D18 “TRAP1 7-protein signature” predicts clinical outcome in

human metastatic colorectal carcinoma
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Background: TRAP1 is a member of the HSP90 molecular chaperone family,
upregulated in 50-60% of human colorectal carcinomas (CRCs) and a key regulator of
several tumor cellular functions through co-traslational regulation of its client proteins
(i.e., F1ATPase, TBP7, IF2α, EF1G, IF4A, IF4E, EF1A, BRAF, AKT, 18kDa Sorcin,
CDK1/2, MAD2, β-catenin). Indeed, TRAP1 is involved in control of intracellular
signaling, cell cycle, apoptosis, stemness and bioenergetics. Thus, the clinical and
biological significance of TRAP1 and its protein network was analyzed in human
CRCs.

Materials and methods: TRAP1 and its client proteins were quantified by immunoblot
and densitometric analysis in 60 surgical specimens of CRCs at different stages, in
adjacent noncancerous mucosas and, by immunohistochemistry, in 10 colorectal
adenomatous polyps. The association between TRAP1 protein network and clinical
and pathological characteristics were analyzed.

Results: TRAP1 upregulation represents an early event in colorectal carcinogenesis,
being increased in transformed adenomas. Indeed, a direct correlation was observed
between TRAP1 mRNA and gene copy number by analyzing the TCGA database.
Interestingly, Spearman Rank correlation test showed a significant co-expression
between TRAP1 and several client proteins (i.e., TBP7, p-IF2α, IF2α, eF1G, iF4A, IF4E,
eF1A, BRAF, CDK1/2, MAD2 and β-catenin) in our series, independently from tumor
grade and stage. In particular, hierarchical cluster analysis of metastatic CRCs
identified a 7-protein signature (i.e., TRAP1, IF2α, eF1A, TBP7, MAD2, CDK1/2 and
β-catenin) which is associated with an unfavorable overall survival, independently from
major clinical covariates (Kaplan Meier survival analysis, HR 4.5; p= 0.04).

Conclusions:We identified a distinct and prognostically relevant “7-protein TRAP1
signature” in human metastatic CRC.

D19 Pharmacological modulation of protein kinase C for overcoming

drug resistance in colorectal cancer. Preliminary results of in

vitro studies

E. Mini1, I. Landini1, C. Napoli2, S. Nobili2, G. Perrone1, A. Lapucci1
1Università degli Studi di Firenze, Dipartimento di Medicina Sperimentale e Clinica,
Firenze
2Università degli Studi di Firenze, Dipartimento di Scienze della Salute, Firenze

Background: Protein kinase C (PKCs) is a family of protein kinase enzymes that
regulate many important cellular processes. Some PKC isoforms, e.g. PKCbI and II, are
involved in the progression of colorectal cancer (CRC) and confer resistance to
apoptosis induced by anti-cancer drugs. The pharmacological inhibition of
PKCs-mediated signal transduction with specific inhibitors may enhance the effects of
chemotherapy and revert tumor drug resistance. Inhibitors of PKCb isoforms

enzastaurin (E) and midostaurin (M) are able to induce apoptosis and inhibit tumor
angiogenesis.

Materials and methods:Human CRC cell lines sensitive to 5-fluorouracil (5-FU)
(HCT-8, HT29) or SN-38 (HCT-8, H630), with acquired resistance to 5-FU (HCT-8/
FUI/15R, HCT-8/FUB/2R) or SN38 (HCT-8/SN-38/C e HCT-8/SN-38/D) and with
intrinsic resistance to 5-FU and SN-38 (SW620) were used. Cell lines were treated with
E or M in combination with 5-FU or SN-38. Cell growth inhibition was determined by
the SRB assay and synergistic effects of combined drug treatments by the method of
Drewinko. PKCs mRNA expression levels were analyzed by RT-PCR in the above cell
lines and in fresh-frozen human CRC explants.

Results: In cell lines sensitive (HCT-8, HT29) or resistant to 5-FU (HCT-8/FUI/5R,
HCT-8/FUB/2R, SW620) treated with E or M, ICs20 ranged from 1 to 2 mM and from
0.1 to 0.2 mM, respectively. Similar ICs20 were obtained in cell lines sensitive (HCT-8,
H630) or resistant to SN-38 (HCT-8/SN-38/C and HCT-8/SN-38/D, SW620). Overall,
an addictive effect between PKCb inhibitors and 5-FU or SN-38 was observed in cell
lines with intrinsic or acquired resistance to 5-FU or SN-38. This effect occurred at all
concentrations and exposure times tested. In particular, a synergistic effect was
observed in HCT-8/FUI/15R cells exposed to E and 5-FU. mRNA expression levels of
various PKC isoforms (a, bI, bII, g, d, e, q, i, z) showed high variability in all cell lines
and CRC explants. PKC isoforms bI and bII were detectable only in SW620 cells.

Conclusion: The results obtained so far demonstrate additive effects of PKCb
inhibitors combined with 5-FU and SN-38 in cells with both intrinsic or acquired
resistance. The mechanisms underlying the interactions between these drugs are being
studied. The variability of basal expression levels of PKC isoforms in CRC cell lines and
explants represents an initial observation useful for the characterization of PKCs role in
sensitivity/resistance to chemotherapy for CRC.Supported by I.T.T.

D20 Serummetabolomic as biomarkers to differentiate early from

metastatic disease in elderly colorectal cancer (crc) patients

S. Di Donato1, A.R. Mislang2, A. Vignoli3, E. Mori2, S. Vitale2, C. Biagioni2, C. Hart2,
D. Becheri4, F. Del Monte2, C. Luchinat3, A. Di Leo2, G. Mottino4, L. Tenori5,
L. Biganzoli2
1Oncologia Medica Nuovo Ospedale Santo Stefano Prato, Prato
2Medical Oncology Department, Nuovo Ospedale-Santo Stefano Instituto
Toscano Tumori, Prato
3Magnetic Resonance Center (CERM), University of Florence, Sesto Fiorentino
4Geriatric Medicine Department, Nuovo Ospedale-Santo Stefano Instituto
Toscano Tumori, Prato
5Consorzio Interuniversitario Risonanze Magnetiche di Metallo Proteine (CIRMMP),
Sesto Fiorentino

Background: Adjuvant chemotherapy improves survival in stage II and III CRC,
although a significant proportion of patients are cured by surgery alone. Improved risk
stratification is required to reduce the number of patients treated unnecessarily,
particularly in elderly populations at risk for higher toxicity. Serum metabolomic
profiles may act as biomarkers of residual (micrometastatic) disease, a prerequisite for
relapse, and have been prognostic in other tumor types. This study aims to (1) identify
in elderly patients a metabolomic “signature” for metastatic disease (mCRC) that
differentiates it from early disease (eCRC) and (2) create a metabolomic index for
eCRC patients that correlates with clinical outcomes and may be predictive for relapse.

Materials & methods: Serum samples from 103 elderly patients (aged≥ 70 years) with
CRC (48 mCRC and 55 eCRC with ≥ 5 years follow-up) were pooled from 4 previous
clinical trials. Samples were analyzed via Proton Nuclear Magnetic Resonance (NMR)
and the spectra were used to characterize the metabolic profiles of the two cohorts.
Principal component analysis (PCA) and canonical analysis (CA) were applied to
obtain the supervised separation of eCRC and mCRC spectra. The K-nearest neighbors
(k-NN) method was applied to the PCA-CA scores, for classification. Wilcoxon
signed-rank test was then used to compare the levels of 34 quantified metabolites
between eCRC and mCRC patients.

Results: The median age was 78 years (range 70-89) for eCRC and 77 years (range
70-87) for mCRC. There were 4%, 49%, and 47% comprising stage I, II, and III,
respectively. Around 44% (n = 24) received adjuvant chemotherapy and 27% (n = 15)
had relapsed. PCA-CA-kNN classification of NMR spectra was able to discriminate
eCRC and mCRC with an accuracy of 74%. A clear distinction was noted between
eCRC without relapse and mCRC. Four metabolites (2-methylbutyrate,
2-methylsuccinate, histidine and formate) were found to differ significantly (p < 0.05)
between eCRC and mCRC metabolomic profiles.

Conclusion: NMR metabolomic profiles can discriminate early and metastatic CRC in
elderly patients. Next, our team will work on a model to assess the likelihood of relapse,
based on the degree an eCRC serum profile resembles the metastatic profiles and
correlate this with clinical outcomes.
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D21 Tumor-infiltrating lymphocytes (tils) density as prognostic

determinant in stage ii colorectal cancer

V. Ricci, C. Lo Nigro, A. Comino, D. Vivenza, C. Granetto, M. Ferrero, L. Lattanzio,
C. Varamo, M. Merlano

S. Croce & Carle Teaching Hospital, Cuneo

Background: TNM, stage and key biological markers direct the choice of adjuvant
chemotherapy. Stage II colon cancer (CC) is a heterogeneous disease with different
clinical behavior. For this reason there is a high degree of uncertainty in
recommending adjuvant chemotherapy. Pathological features are routinely employed
to distinguish high and low risk stage II disease. Adjuvant chemotherapy is usually
suggested in the high-risk population. Published data suggest that specific
tumor-infiltrating lymphocytes (S-TILs) (CD3 + , CD8 + , CD45RO+) may represent a
valuable prognostic tool to drive the decision-making process.

Patients and methods:We performed an analysis on 49 cases of CC patients
underwent to adjuvant therapy, of which 34 relapsed and 15 did not. We analyzed the
density of CD3 + , CD8+ and CD45RO+ (memory cells) in the surgical samples after
radical surgery by IHC in the center of the tumor (CT) and in its invasive margin (IM).
Measurements were recorded by image analysis as the number of positive cells per
tissue surface unit in square millimeters. For each marker, we identified two grading of
staining, high density (HD) or low density (LD), where the cut-off was the median
value observed. DFS and OS between HD and LD were compared by Log Rank test.
This analysis was conducted to stratify patients in two cohorts: stage II (26 pts) and
stage III (23 pts).

Results:We limit the present report to the cumulative analysis of each cohort. In CT,
HD CD3+ affects OS (p = 0.034) and HD CD45RO+ affects DFS(p = 0.002) in stage II
pts. We did not observed any impact in OS nor in DFS for stage III pts. In IM, no
correlation was found with OS, both in stage II and III pts, while for DFS HD CD3 + ,
CD8+ and CD45RO+ showed significant benefit compared to LD (p = 0.016,
p = 0.0095 and p = 0.0014 respectively) only in stage II pts.

Conclusions: S-TILs (CD3 + , CD8 + , CD45RO+) might represent a valuable
prognostic tool to drive the decision-making process especially for stage II CC disease.
All these observations suggest a more pronounced role of S-TILs in IM compared to
CT. Our results will be verified in ongoing large prospective study.

D22 PACER – Amulticentre, single-arm, two-stage, phase 2 study of

panitumumab in patients with cetuximab-refractory metastatic

colorectal cancer (mCRC)

B. Daniele1, R.V. Iaffaioli2, C. Chiara3, E. Maiello4, G. Rosati5, O. Alabiso6, G. Nasti2,
A. De Stefano3, T.P. Latiano4, D. Bilancia5, E. Barletta1, A. Ottaiano2, C. Romano2,
L. Silvestro2, A. Avallone2, M. Lambiase2, N. Normanno2, G. Daniele2, F. Perrone2,
M.C. Piccirillo2
1Azienda Ospedaliera G.Rummo, Benevento
2Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
3Azienda Ospedaliero Universitaria Policlinico Universitario Federico II, Napoli
4IRCCS Fondazione Ospedale Casa Sollievo Sofferenza, San Giovanni Rotondo
(FG)
5Azienda Ospedaliera S.Carlo, Potenza
6Azienda Ospedaliero Universitaria Maggiore della Carità, Novara

Background: Panitumumab and cetuximab are monoclonal antibodies both directed
against human Epidermal Growth Factor Receptor (EGFR), approved for the treatment
of RAS wild-type mCRC. Some differences regarding IgG type, fully-human structure
and ligand-binding region, justify the investigation of the activity of panitumumab
after failure of a cetuximab-based regimen.

Methods: Patients with progressive RAS wild-type mCRC, pretreated with
fluoropirimidine, oxaliplatin and irinotecan, who had either an objective response after
8 weeks or stable disease after 16 weeks of previous cetuximab, ECOG PS≤ 2, received
panitumumab 6 mg/kg iv biweekly, until disease progression or unacceptable toxicity.
Primary endpoint was the rate of patients alive and not progressing at 2 months.
According to a minimax design, with P0 40% and P1 60%, 10% alpha and beta error, at
least 12/28 patients alive without progression after 2 months at the first stage and 21/41
at the second stage, were needed for a positive study result.

Results: 52 patients were enrolled between Jan 2013 and Feb 2016; 11 patients were
excluded from the primary analysis because all-RAS wild type status was not confirmed
or not verified. Median age was 66 (IQrange 61-71), 68% were male, 63% had PS0, 80%
had received bevacizumab and 71% had responded to cetuximab. Median number of
panitumumab cycles was 4 (IQrange 3-8). First-stage analysis was positive with 12/28
patients alive without progression after 2 months. At second stage, 17/41 patients were
alive without progression after 2 months, including 3 (7%) with partial response and 14
(34%) with stable disease. With a median follow-up of 15 months, 30 progression and
30 deaths were reported: median PFS was 2.1 (95%CI 1.8-3.4) months and median OS
was 6.4 (95%CI 4.6-16.6) months. Out of 52 patients, no toxic death was reported and
58% of the patients experienced no treatment toxicity. Severe toxicity was mostly
dermatologic, with 20% of patients experiencing severe rash.

Conclusion: The study did not met its primary endpoint, therefore the use of
panitumumab in patients with cetuximab-refractory RAS wild-type mCRC is not
worthy of further investigation. An exploratory biomarkers analysis is ongoing.
ClinicalTrials.gov NCT01801904. Partially supported by Amgen and APRIC.

D23 Pharmacogenomic evaluation of single nucleotide

polymorphisms associated with oxaliplatin-induced peripheral

neuropathy: a preliminary study

F. Nichetti1, G. Infante1, R. Miceli1, R. Berenato1, M. Caporale1, F. Morano1, F.
S. Falvella2, M. Niger1, I. Bossi1, G. Fucà1, A. Mennitto1, M. Di Bartolomeo1, F. Prof
de Braud3, F. Pietrantonio4
1IRCSS Istituto Nazionale dei Tumori di Milano, Milano
2Ospedale universitario Luigi Sacco, Milano
3università degli studi di Milano, Direttore dipartimento Oncologia Medica, IRCSS
Istituto Nazionale dei Tumori di Milano, Milano
4IRCSS Istituto Nazionale dei Tumori di Milano, Milano

Background: Oxaliplatin-based chemotherapy is a standard treatment for metastatic
colorectal cancer (mCRC). Chronic peripheral neuropathy often limits its prolonged
use in responding patients. Single nucleotide polymorphisms (SNPs) in genes involved
in drug transport may play a role in this toxicity. In this study, we evaluated the clinical
usefulness of a pharmacogenetic panel testing of 4 SNPs in predicting the likelihood of
adverse events for mCRC patients receiving oxaliplatin.

Materials and methods: Germline DNAwas available from 95 mCRC patients who
received oxaliplatin between 2007 and 2016. SNPs were determined by Real-Time PCR.
We evaluated variants in SLC31A1 (rs10981694 T > G), ABCC224 (rs717620 C > T),
ABCC2 4544 (rs8187710 G > A)) and ABCG2 (rs2231142 G > T) genes to assess their
association with grade 2-3 neurotoxicity and other AEs.

Results: A strong correlation was found between incidence of neurotoxicity and
oxaliplatin cumulative dose (odds ratio (OR) 2.09, 95% CI 1.30,3.33, p = 0.002). For
each SNPs analyzed, the percentage of patients who developed OXPN was higher
among carriers of at least one polymorphic allele and those without, although this
difference was not statistically significant (SLC31A1: 35.7% v 28.3% (p = 0.476),
ABCC224: 37.5% v 26.9% (p = 0.348), ABCC2 4544: 35.2% v 29.4% (p = 0.772) and
ABCG2: 38.8% v 28.5% (p = 0.405)). At the univariate analysis performed using
logistic models, there were no significant associations between SNPs (considered as
dominant model, one or two polymorphic alleles versus none) and incidence of
OXPN, even if the ORs were always >1. At the multivariate analysis using a “random
forest” model, significance was obtained for the ABCC224 (p = 0,010), ABCC2 4544
(p = 0,013) and GSTP1 (p = 0,058) polymorphisms. However, by entering the
cumulative dose variant in the model, all polymorphisms lost significance (p = 0,178,
p = 0,201, p = 0,161, respectively). By using a predictive score, presence of SNPs in ≥2
genes was associated with increased risk of OXPN and maintained significance at
multivariable analysis including oxaliplatin cumulative dose (OR = 2.12; 95%CI,
1.32-3.39; p = 0.002).

Conclusions: Assessment of SNPs of genes involved in oxaliplatin transport is a
promising strategy. To overcome the masking effect of the cumulative dose, we
consider necessary a further validation of our analysis on a larger sample size.

D24 Is the benefit of adjuvant chemotherapy limited to high-risk

stage ii colorectal cancer?

M. Roberto1, A. Romiti1, E. Pilozzi1, G. Balducci1, M. Ferri2, S. Uccini1, R. Falcone1,
G. Campisi1, P. Mercantini1, F. Mazzuca1, F.R. Di Pietro1, C.E. Onesti1,
A. Botticelli1, P. Marchetti1
1Università degli studi di Roma “La Sapienza”, Roma
2Università degli studi di Roma, Roma

Background: The adjuvant treatment of stage II colorectal cancer (CRC) is not
definitely established. Indeed, according to the lasted clinical practice guidelines, stage
II CRC can be managed with either observation or adjuvant fluoropyrymidines. The
5-years disease free survival (DFS) ranges between 70-80% of cases and the absolute
DFS benefit of adjuvant chemotherapy (ACT) does not overcome 5%. At present,
prognostic parameters such as clinical presentation of disease, T, grading, lymph-node
sampling and lymphovascular invasion (LVI) guide the clinical choice. Moreover, the
role of microsatellite instability (MSI) is controversial as result of heterogeneous and
conflicting data coming from the literature. Aim of the study was to evaluate the
outcome of patients with stage II CRC according to prognostic parameters and the
treatment received.

Patients and methods: Clinical records of patients with stage II CRC, consecutively
observed at our Institution from 2009 to 2015, were reviewed. High-risk stage II was
defined according to the presence of one of the following criteria: T4, G3, LVI or <12
lymph nodes retrieved after surgery. Microsatellite instability (MSI) was evaluated by
amplification of target sequences. Disease-free survival (DFS) was calculated from time
of diagnosis until relapse or death for any cause. Kaplan-Meier method and Cox
regression were performed to analyse the effect of variable on DFS.
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Results: A total of 252 patients were included: median age 73 years (range 35-96), 53 %
male and 47 % female, 141 (61%) high-risk and 90 (39%) low-risk. Out of 121 tested
patients: 79% and 21% were MSS and MSI, respectively. Adjuvant chemotherapy was
administered to 93 patients: 78% high-risk and 22% low-risk disease. With a median
follow-up time of 5 years, median DFS was 15.7 months (1-82) in patients treated with
surgery alone and 34.7 months (2-78) in patients receiving ACT. Overall, ACT
significantly reduced the risk of relapse (HR = 0.3, P = 0.005). The benefit of ACT was
in both low-risk (log Rank: 5.87, P = 0.01) and high-risk stage II disease (log Rank:
2.20, P = 0.13). In a multivariate Cox regression model, gender, ACT and T resulted as
independent predictors of DFS (HR= 0.44, 95%CI 0.21-0.96; HR = 0.30, 95%CI
0.13-0.71; HR = 2.86, 95%CI1.24-6.62 respectively).

Conclusions: Adjuvant chemotherapy improved DFS in high-risk as well as low-risk
stage II CRC. Further studies are needed to identify those patients who really need to
undergo adjuvant treatments.

D25 Treatment of patients with metastatic colorectal cancer in a

real-word scenario: probability of being submitted and clinical

benefit of second and further lines of therapy

M.P. Brizzi1, C. Baratelli1, M. Di Maio2, C. Sonetto1, P. Bironzo1, A. La Salvia1,
G.V. Scagliotti1, M. Tampellini1
1Università di Torino - Dipartimento di Oncologia - AOU San Luigi di Orbassano,
Orbassano
2Università di Torino - Dipartimento di Oncologia - AO Mauriziano, Torino

Background: The introduction of new and active agents lead to a progressive
improvement in the treatment of metastatic colorectal cancer (mCRC) patients (pts).
However, the optimal therapeutic strategy is a matter of debate as there are not
prognostic variables indicating how many lines the single patient will be submitted to,
and there is not a sufficient degree of certainty whether the same agent (especially
biologicals) administered in later lines could be as effective as given earlier.

Methods:We retrospectively collected data from 420 mCRC pts consecutively followed
in our institution. Aims of the study were the description of the proportion of pts
submitted to 2nd or later lines of therapy, and the chance for a combination to be
active when the previous line was not beneficial.

Results: After first line (1L) treatment 277/373 progressing pts received a 2L
(Probability of being submitted to a 2L (P-2L) = 74.3%); after 2L 143/226 progressing
pts received a 3L (P-3L = 63.3%); after 3L 56/122 progressing pts were submitted to a
4L (P-4L = 45.9%). Joint probabilities for a patient to receive further lines after 1L were:
2L 74.3%, 3L 47.0%, 4L 21.6%. There was no difference according to year of
administration of 1L, site of primitive, metachronous vs synchronous, number of
metastatic sites, and administration of adjuvant treatment. Younger pts were more
frequently submitted to a 2L or later line. Median number of lines administered was 2
(range 1-7). No difference was demonstrated when pts were stratified according to the
above mentioned variables. Younger pts received more later lines of therapy than older
pts (p = 0.01). Excluding pts with a follow-up shorter than 6 mos, 298/417 pts (71.5%)
had a clinical benefit (PFS longer than 6 mos) with 1L; 134/276 (48.6%) with 2L; 50/
142 (35.2%) with 3L; and 12/48 (25.0%) with 4L. Considering only pts without clinical
benefit at the previous line, a clinical benefit was evident in 26.2% of those submitted to
a 2L, 26.2% of those submitted to a 3L, and 17.4% in those submitted to a 4L. Overall,
nearly one third of the pts who early progressed at 1L had the chance to have a clinical
benefit from a further line.

Conclusion: Our study demonstrated that considering 4 pts submitted to a 1L, 3 will
receive a 2L, 2 a 3L and nearly 1 a 4L. Later lines could be beneficial even though earlier
therapies were not. Predictive indicators could discriminate those patients who may
beneficiate from a more aggressive chemotherapy upfront.

D26 Pertuzumab and trastuzumab-emtansine in HER2 positive

metastatic colorectal cancer: the HERACLES B TRIAL

A. Sartore-Bianchi1, S. Marsoni2, L. Trusolino2, C. Martino2, S. Lonardi3, F. Leone2,
F. Cottino2, V. Vurchio2, E. Valtorta4, C. Lauricella4, V. Zagonel3, P. Racca5,
F. Ciardiello6, A. Ardizzoni7, G. Tonini8, M. Aglietta2, S. Siena4
1Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Candiolo
2Istituto di Candiolo, Fondazione del Piemonte per l’Oncologia - IRCCS, Candiolo
3Istituto Oncologico Veneto - IRCCS, PADOVA
4Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, MILANO
5Azienda Ospedaliero-Universitaria Città della Salute e della Scienza, TORINO
6Seconda Università degli Studi di Napoli, NAPOLI
7Policlinico S.Orsola - Malpighi, BOLOGNA
8Policlinico Universitario Campus Bio-Medico, ROMA

Rationale: The HERACLES A trial showed that a clinically sizeable subset of 3% of
metastatic colorectal cancers (mCRC), identifiable by the amplification of HER2 gene,
can be targeted for effective, durable and safe anti-HER2 treatment with a combination
of lapatinib (L) and trastuzumab (T) [Sartore-Bianchi et al. Lancet Oncology 2016].
The L + T combination, however, was not active in all patients, and even in responders

its efficacy was limited in time by the engagement of growth-promoting cues that
compensated for inhibition of the targeted kinase, eventually leading to disease
progression. In both primary and secondary resistant HERACLES A patients however,
the amplification of the HER2 gene was present in more than 50% of the tumor cells.
We reasoned that this could be exploited by adding to the anti HER2 strategy a
precision chemotherapy component, embodied by the HER2 antibody-drug conjugate
trastuzumab-emtansine (T1). To this end, we conducted a preclinical trial in a
patient-derived xenograft (PDX) of our HER2+ mCRC PDX collection (N = 7)
showing tumor inhibition rather than tumor shrinkage after L + T treatment. Six PDXs
per arm were randomized to either control, pertuzumab (P), T1 or P + T1. Optimal
tumor shrinkage, mirroring clinical complete response, was only observed in the T1
and the P + T1 arms, and persisted after treatment stop only in the latter arm (Bertotti,
unpublished data). Notably, this post treatment response was not observed in
comparable experiments testing the L + T or P + T combinations in more sensitive
HER2+ PDXs (Bertotti et al Cancer discovery 2011; Leto et al Clin Cancer Res 2015).

Methods: In light of these results we designed the HERACLES B trial. HERACLES B is
an independent ph. II trial of P + T1. Response rate is the primary endpoint,
progression free survival the secondary. Sample size was calculated according to the
Fleming & A’Hern one stage design under the assumptions: H0 = RR 10%, H1= RR
30%. With a = 0.05 and β = 85%, we need to accrue 27 patient and observe≥ 6
responses to declare the study positive. The clonal evolution of each patient tumor’s is
monitored via fortnightly liquid biopsies. Eligibility criteria: mCRC patients HER2+
according to HERACLES criteria (Valtorta E. et al, Modern Pathology, 2015) and wild
type for KRAS, NRAS and BRAF; prior treatment with fluoropirimidines, oxaliplatin,
and irinotecan containing regimens, ± anti EGFR or antiangiogenic treatment.
EudraCT: 2012-002128-33; Funded by AIRC Grant # 9970.

D27 Subgroup analysis of patients with metastatic colorectal

cancer (mCRC) treated with regorafenib (REG) in the phase 3b

CONSIGN trial who had progression-free survival (PFS) >4

months (m)

L. Salvatore1, F. Ciardiello2, S. Cascinu3, A. Sobrero4, C. Banzi5, C. Barone6,
F. Gelsomino7, E. Maiello8, S. Siena9, F. Bergamo10, G. Cartenì11, F. Di
Costanzo12, M. Di Bartolomeo13, L. Rimassa14, A. Russo15, M. Moscovici16, E. Van
Cutsem17, A. Grothey18, A. Zaniboni19

1Department of Medical Oncology, University of Pisa,, Pisa
2Department of Experimental and Clinical Medicine and Surgery, Second
University of Naples,, Napoli
3Medical Oncology, Azienda Ospedaliero Universitaria di Modena, Modena
4Medical Oncology and Epidemiology, IRCCS AOU San Martino IST, Genova
5Department of Oncology and Advanced Technologies, Oncology Unit, Azienda
Ospedaliera S.Maria Nuova / IRCCS of Reggio Emilia, Reggio Emilia
6Medical Oncology Unit, Gemelli Hospital, Roma
7Department of Oncology and Hematology, Policlinico of Modena, Modena
8Oncology Unit, IRCCS Casa Sollievo della Sofferenza, San Giovanni Rotondo
9SCOncology Falck and Department of Hematology and Oncology, Niguarda
Cancer Center, Grande Ospedale Metropolitano Niguarda, Milano
10Medical Oncology 1, Istituto Oncologico Veneto, Istituto di Ricovero e Cura a
Carattere Scientifico (IRCCS), Padova
11Department of Medical Oncology, A. Cardarelli Hospital, Napoli
12Medical Oncology Unit, Azienda Ospedaliero-Universitaria Careggi, Firenze
13Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori,
Milano
14Humanitas Cancer Center, Humanitas Clinical and Research Center, Rozzano
15Department of Surgery and Oncology, Section of Medical Oncology, University
of Palermo, Palermo, Palermo
16Bayer SpA, Milano
17Digestive Oncology, University Hospitals Leuven,, Leuven
18Mayo Clinic, Rochester, MN, USA, Rochester
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Background: In the phase 3 randomized CORRECT trial, REG improved survival vs
placebo in treatment-refractory mCRC; 19% of REG-treated patients had PFS >4 m. In
the single-arm phase 3b CONSIGN trial (NCT01538680) of REG, adverse events (AEs)
and PFS were consistent with phase 3 trials in mCRC. We performed a retrospective
analysis of CONSIGN patients with PFS >4 m (long PFS) and ≤4 m (short PFS).

Methods: Patients with treatment-refractory mCRC received REG 160 mg QD for 3
wks on/1 wk off until disease progression, death, or unacceptable toxicity. Treatment
beyond progression was at the investigator’s discretion. PFS (investigator assessed) was
the time from treatment assignment to progression or death. Of 2872 patients assigned
to REG, 674 (23%) had long PFS and 2198 (77%) had short PFS. Baseline
characteristics, safety, and dosing parameters were analyzed descriptively.

Results: The long PFS group had a higher proportion of ECOG 0 patients (Table) and
received a median of 7 cycles (2–29); 75% ≥6 cycles; 34% ≥9 cycles. Short PFS patients
received a median of 2 cycles (1–33). Dose reductions due to AEs (long PFS, short PFS)
were 65%, 40%; actual mean daily doses 136 mg, 149 mg; and mean percent of planned
dose 74%, 75%. The most common drug-related NCI-CTCAE v4 grade ≥3 AEs (long
PFS, short PFS) were hypertension (20%, 14%), hand–foot skin reaction (19%, 12%),
fatigue (13%, 13%), diarrhea (8%, 4%), and hypophosphatemia (8%, 4%).
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Conclusions: This exploratory analysis showed a similar proportion of patients in
CONSIGN with PFS >4 m as in CORRECT. Higher proportions of long PFS patients
had ECOG 0 and ≥18 m since diagnosis of metastatic disease. The higher AE and dose
reduction rates in the long PFS group may be due to longer treatment duration.

Table: D27

Long PFS
(n = 674)

Short PFS
(n = 2198)

All
(N = 2872)

Median age, years
(range)

62 (27–86) 62 (19–89) 62 (19–89)

ECOG PS, %
0 58 44 47
1 41 56 53
Primary site, %
Colon 66 64 64
Rectum 28 28 28
Both 6 8 8
KRAS, %
Mutant 47 52 51
Wild-type 49 43 45
No. of prior regimens on or after diagnosis of metastatic disease, %
0-2 22 28 26
3 28 27 27
≥4 50 45 46
Time since first diagnosis of metastatic disease to treatment assignment, %
<18 m 9 20 18
≥18 m 91 79 82

D28 The FUNNEL: a precision medicine project for metastatic

colorectal cancer

S. Marsoni1, S. Siena2, C. Martino3, I. Depetris3, A. Sartore-Bianchi2, F. Di Fabio4,
A. Ponzetti5, I. Fioroni6, S. Lonardi7, P. Cassoni5, M. Truini2, M. Fiorentino4,
A. Crescenzi6, M. Rugge7, F. Leone3, P. Racca5, V. Zagonel7, F. Ciardiello8,
A. Sapino3, M. Aglietta3
1Istituto di Candiolo, Fondazione del Piemonte per l’Oncologia IRCCS, Candiolo
2Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, MILANO
3Istituto di Candiolo, Fondazione del Piemonte per l’Oncologia - IRCCS, Candiolo
4Policlinico S.Orsola - Malpighi, BOLOGNA
5Azienda Ospedaliero-Universitaria Città della Salute e della Scienza, TORINO
6Policlinico Universitario Campus Bio-Medico, ROMA
7Istituto Oncologico Veneto - IRCCS, PADOVA
8Seconda Università degli Studi di Napoli, NAPOLI

Background: The goal of precision medicine is to match targeted drugs with genetic
lesion predicting for drug sensitivity. In metastatic colorectal cancer (mCRC), the
clinical application of targeted therapies has been confined to the exclusion of 50% of
patients (PTS) with undruggable RAS mutations from therapy with EGFR antagonists.
Recent data from our group have brought new insights on how to overcome therapeutic
primary and secondary resistances to EGFR antagonists by targeting previously
unconsidered actionable genes (Bertotti A. et al, Nature 2015), or preventing the
insurgence of resistant clones in originally sensitive patients (Misale S. et al, 2015,
Siravegna 2015). Two such targets, HER2 and NTRK, have been already successfully
validated in the clinic (Sartore-Bianchi A. et al, Lancet Oncology 2016, JNCI 2015)
confirming the need for an expanded molecular classification of mCRC. To this end we
have designed a translational clinical platform that we have named FUNNEL.

Material & methods: FUNNEL is a flexible research backbone in which patients are
genotyped at diagnosis of metastatic disease, and then biologically monitored until
death. Paraffin samples are centrally handled for tissue micro arrays (TMA)
preparation and DNA extraction, and genotyped with Sequenom® and NanoString®.
Plasma and urine samples for ctDNA determination, coupled with radioimaging, are
collected at therapeutic checkpoints (response/progression) during any line, and
centrally processed for NGS. Whenever indicated, PTS access proof-of-concept trials
(POC-T) of targeted therapy proven positive in the genotype-matching preclinical
model. PTS can hop on and off from the FUNNEL logistic back-bone to the embedded
POC-T at any line of treatment.

Conclusion: Beyond ‘molecular triage’ purposes, FUNNEL will build an integrated
repository of life-time clinical and molecular information, including proteomics from
initial TMA and dynamic data of centralized disease assessments imaging coupled with
longitudinal liquid biopsies collected, until death, whenever a significant clinical event
occurs (baseline, response to therapy and progression of sequential treatment’s lines).
Altogether these data will give a comprehensive insight of mCRC clonal evolution
laying the groundwork to design further innovative trials, and, eventually, inform
patient care. EudraCT 2016-000448-33, Funded by AIRC Grant 9970; Italian Ministry
of Health grant NET-2011-02352137.

D29 Prognostic impact of comorbidity in stage II-III colorectal

cancer (CRC) patients treated with surgery and neoadjuvant/

adjuvant chemotherapy: a single Institution observational study

M. Baretti, L. Giordano, L. Rimassa, M.C. Tronconi, T. Pressiani, S. Bozzarelli,
N. Personeni, A. Santoro

Humanitas Cancer Center, Humanitas Clinical and Research Center, Rozzano

Background: The incidence of CRC increases with age as does the prevalence of
comorbidities. In an aging population, the proportion of elderly cancer patients is
increasing also. The combined influence of age and comorbidities on cancer treatments
is poorly understood. Our aim was to investigate the impact of comorbidities on
survival among CRC patients.

Material and methods: The study population consisted of 230 CRC patients who
underwent surgical resection and neoadjuvant/adjuvant chemotherapy from December
2002 to December 2008 at Humanitas Cancer Center. Data were retrospectively
collected from patients’ clinical records. The key independent variable was the
Charlson Comorbidity Index (CCI) score, a widely accepted index that incorporates 19
different medical categories each weighted according to its impact on mortality. The
differences between groups for categorical data were tested by the Chi-square test.
Actuarial survival curves were generated using the Kaplan–Meier method.

Results: The median follow-up was of 113 months (range 8.2–145). The median age of
patients was 63 (range 37–78). Since all patients had a diagnosis of non-metastatic
cancer, the minimum CCI score was 2. In the univariate analysis CCI score, measured
as a continuous variable, was significantly associated with poorer progression-free
survival (PFS) (HR 1.65, 95%CI 1.52–1.80, p < 0.001), and overall survival (OS) (HR
1.55, 95%CI 1.41-1.71, p<0.001). Patients who had a higher CCI score (>5) had a
significantly poorer PFS and OS rates than did those with a CCI score of 2-5.
Additionally, in the multivariate analysis, factors associated with poorer outcome were
stage (stage III versus stage II, p<0.029) and age (>70 years versus ≤70, p < 0.001).
After adjusting for these factors we still observed a significant negative prognostic effect
of CCI Score (adjusted HR for OS 1.59, 95%CI, 1.43–1.76, p < 0.001).

Conclusions: In this retrospective study, patient’s burden of comorbidities was a strong
negative prognostic factor even after adjusting for other prognostic factors. We found
that a higher CCI score is associated with poorer outcome, and CCI score may predict
long-term survival, providing a reference for clinical decision-making. Because of an
increasing proportion of elderly patients and patients with comorbid conditions
among CRC patients, a better understanding of the impact of comorbid diseases on
clinical outcome may allow improved tailoring of therapies to patients most likely to
benefit.

D30 Angiogenesis evaluation in locally advanced colo-rectal and

gastric cancers by probe-based Confocal Laser

Endomicroscopy (pCLE)

S. Maiero, R. Cannizzaro, M. Fornasarig, R. Magris, P. Spessotto, M. Mongiat,
V. De Re, A. De Paoli, G. Bertola, V. Canzonieri, A. Buonadonna

Centro di Riferimento Oncologico IRCCS Aviano, Aviano (PN)

Backgrounds: Probe-based Confocal Laser Endomicroscopy (pCLE) is an innovative
endoscopic technique that allows taking high resolution images of the mucosa,
facilitating the identification of cellular and subcellular microstructures permitting an
evaluation of the microvasculature during endoscopic examination. Angiogenesis is a
hallmark of cancer development inducing the formation of new vasculature to support
its growth. The aim of our study was to evaluate tumor neoangiogenesis through pCLE
imaging in locally advanced gastric and rectal cancer patients, before and after
neoadjuvant radio-chemotherapy (RT/CT).

Methods: 74 consecutive patients affected by Rectal Cancer (RC, 19F, 55 M mean age:
65 years) and 28 consecutive patients with Gastric Cancer (GC, 7F, 21 M mean age: 64
years) underwent endoscopy with pCLE-GastroFlex UHD probe (Mauna Kea
Technologies) and i.v. fluorescein infusion in order to evaluate intratumoral
vascularization and to evaluate the efficiency of blood flow. After RT/CT treatment, 33
RC (27M, 6F) and 7 GC (2F, 5M) patients were revaluated using pCLE;
neoangiogenesis was evaluated according to Cannizzaro-Spessotto (CS) scale, assigning
one point to each of the following features: tortuous vessels, large vessels, leakage and
defective flux.

Results: 22 out of 35 (62.8%) RC and 4 out of 9 (44,4%) GC patients showed an
improvement of angiogenesis index, while in the remaining 13 RC (39.4%) and 5 GC
(71.4%) there were no changes of the vascular architecture following the treatment.
There was a significant difference (p < 0.05) in neoangiogenesis CS scores between RC
pre- (median CS score: 2.7) and post-RT/CT (median CS score: 1.6), while there’s no
difference (p > 0.05) between GC patients pre- (median CS score: 2.6) and post-therapy
(median CS score: 2.0). Our data show a better reactivation of vessels’ morphology and
functions in RC patients, with an improvement of angiogenesis index. In GC patients
median angiogenesis index remained unmodified, without positive changes in vascular
morphology, probably due to the presence of fibrosis.

Conclusions: The results of our work demonstrate that pCLE technique is suitable to
evaluate the alterations of the intratumoral microvasculature and reveal a functional
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improvement of vasculature in post-therapy RC patients. It may constitute a innovative
approach in order to identify subjects that respond to the therapy, improving the
outcome of the patients.

D31 Outcomes of elderly chemorefractory metastatic colorectal

(mCRC) patients (pts) treated with regorafenib: a single

institution experience

C. Cardone, V. Sforza, A. Nappi, A. Capasso, M.L. Ferrara, G. Martini,
S. Napolitano, P. Vitiello, P. Vitale, N. Zanaletti, M. Diadema, M. Orditura, F. De
Vita, T. Troiani, F. Ciardiello, E. Martinelli

Seconda Università degli Studi di Napoli, Oncologia Medica, Napoli

Background:mCRC is predominantly diagnosed in older adults. In the past few years
(ys) novel agents have been approved in chemorefractory mCRC setting, however
management of mCRC patients (pts) is often the result of treatment decisions based on
chronological age alone. Regorafenib is an oral multikinase inhibitor recently approved
for chemo-refractory mCRC pts after failure of standard treatments. Two randomized
phase III trials (CORRECT and CONCUR) have demonstrated a significant
improvement in overall survival (OS) in regorafenib treated pts vs placebo. Few data are
currently available on elderly population.

Methods: At our institution, a retrospective analysis of mCRC patients treated with
regorafenib after failure of standard therapies was carried out to assess the efficacy (OS,
progression free survival [PFS], disease control rate [DCR]) and safety in both younger
(<70 ys) and elderly population (≥70 ys).

Results: From May 2012 to April 2016, 123 mCRC pts received regorafenib. Among
those, 91 pts were aged <70 ys (74%) and 32 were≥ 70 ys (26%). Median duration of
treatment was 13.9 weeks (2.9–132.3) and 13.7 (0.7–150.3), respectively. Median PFS
was 3.5 months (mo) (IC 95%: 3.2-3.7) in pts < 70 ys vs 3.4 mo (IC 95%: 2.9-3.9)
in≥ 70 ys (p: 0.78). Median OS was 8.0 mo (IC 95%: 6.9-9.2) vs 6.3 mo (IC 95%:
3.8-8.8) ys (p: 0.33), respectively. Similarly, DCR was not significantly different
between younger and elderly pts (43% vs 41% p: 0.99). Likewise, the dose adjustments
rate was comparable in the two age-defined groups (48% vs 62% p: 0.2). Safety profile
was acceptable and similarly reported in both younger and elderly pts. The most
frequent grade≥ 3 adverse events, requiring dose escalation, were respectively:
hyperbilirubinemia (11% vs 19%, p: 0.3), fatigue (13% vs 25% p: 0.1), hand foot
syndrome (13% vs 6% p: 0.4) and skin rash (2% vs 6% p: 0.3).

Conclusions:Within the limitations of a retrospective analysis, our results provided
further evidence of tolerability of regorafenib in elderly pts. Similar DCR, PFS and OS
were observed in both young and elderly pts. No major differences in adverse events
were reported according to age groups.

D32 Left versus right side primary tumor: the correlation with

clinical outcome of patients with resected stage II and III

colorectal cancer

A. Palloni, M.A. Barbera, G. Frega, F. Abbati, G. Biasco, I. Garajova

Sant-Orsola Malpighi, Bologna

Background: Postoperative treatment is universally recommended for patients with
stage III colorectal cancer (CRC). In contrast, the benefit of adjuvant chemotherapy for
patients with stage II disease remain controversial and is generally discussed with
patients who have higher risk of recurrence (pT4 lesions, lymphovascular or perineural
invasion, tumor presentation with perforation or obstruction, poorly differentiated
histology or lymph node sampling less than 12 nodes). It is well known that also the
location of the primary tumor can influence the patients’ prognosis and right-side
located tumors are characterized by worse clinical outcome. The aim of our study was
therefore to investigate whethever the location of the primary tumor influence the
clinical outcome of CRC patients with resected stage II and III disease, all treated with
adjuvant therapy.

Patients and methods: A retrospective review of 220 stage II and 130 patients with
stage III CRC who were treated at the Department of Experimental, Diagnostic and
Specialty Medicine, University of Bologna, Sant’Orsola-Malpighi Hospital, Bologna,
Italy, were enrolled in our study. Disease-free survival (DFS) and overall survival (OS)
of the two groups of patients according the primary tumor location (left vs. right side
tumor) with resected stage II and stage III disease were investigated.

Results: DFS and OS of resected stage II and III CRC patients, all treated with adjuvant
therapy, subdivided according to the location of the primary tumor (left vs. right side)
was investigated. Univariate and multivariate analysis was performed to investigate if
the primary tumor location is correlated with survival outcomes of our patients with
resected CRC stage II and III.

Conclusions: The location of primary tumor might influence the CRC patients’
outcome and might be considered as additional risk factor especially for resected stage
II disease and could help clinicians to decide for adjuvant therapy indication in this
subgroup of patients.

D33 Transarterial Chemoembolization using Polythylene Glycol

drug-eluting beads pre-charged with irinotecan (LIFIRI®) for the

treatment of Metastatic liver cancer: preliminary results

C. Aliberti1, R. Carandina1, D. Sarti2, P. Giordani2, V. Catalano2, L. Mulazzani3,
G. Fiorentini2
1Oncology Radiodiagnostics, Oncology Institute of Veneto, Institute for the
Research and Treatment of Cancer (IRCC), Padova
2Azienda Ospedaliera “Ospedali Riuniti Marche Nord”, San Salvatore Hospital,
U.O.C. Oncologia, Pesaro
3Azienda Ospedaliera “Ospedali Riuniti Marche Nord”, San Salvatore Hospital,
Diagnostics for Images Unit and Interventional Radiology, Pesaro

Background: To investigate tumor response and tolerability of second-line treatment
Polythylene Glycol drug-eluting beads pre-charged with irinotecan (LIFIRI®) for the
treatment of unresectable colorectal liver metastases.

Methods: Patients were included in this study if responded to the following inclusion
criteria: unresectable hepatic metastases from colorectal carcinoma (CRC), KRAS wild
type and mutated, progression after second line chemotherapy (any type of
chemotherapeutic drug and combination was allowed), third line treatment with one
or more cycles of Transarterial Chemoembolization using Polythylene Glycol
drug-eluting beads pre-charged with irinotecan (LIFIRI®) with 100-300 m beads loaded
with Irinotecan at a total dose 200 mg; good performace status (0-2) and liver
functionality (ALT and gamma-GT not exceeding three times the upper limit of
normal, total bilirubin not exceeding 2.5 mg/ml). We collected data retrospectively,
including: previous cancer therapy, number of TACE, tumor size, number of lesions,
KRAS status, tumor response (1, 3 and 6 months), type and intensity of adverse events,
quality of life (QoL).

Results: we included in the study 40 patients with liver metastases from CRC were
enrolled. The overall response rate was >65% in most of the sample with 8 complete
responses (20%) and 18 (45%) partial responses. We observed no complications during
the chemoembolization procedure that was well tolerated by all the patients (median
hospitalization 2 days). No severe general drug-related side effects were observed as a
consequence of chemoembolization. Fever, transaminase rise and pain were the most
reported side effects, their intensity was mostly mild (G1-2). QoL was good already one
months after TACE and improved at 3 and 6 months time points.

Conclusion: Our data suggest that chemoembolization with LifePearl® is efficacious
and safe for the treatment of unresectable liver metastases from CRC progressed after
chemotherapy, as indicated by good tolerability, quality of life and high tumor
response.

D34 Italian adaptation of the “Fantastic Lifestyle Checklist” for the

evaluation of the change of lifestyles in patients with

carcinoma of the colon and rectum in follow-up

E. Ernandez1, S. Clementi2, S. Rivera2, G.P. Barile2, M. Gonella2
1Corso Di Laurea in Infermieristica - Torino To2, Torino
2Corso Di Laurea in Infermieristica Torino - To 2, Torino

Background: Aim of the work is to adapt to the Italian background a tool for the
evaluation of the change in lifestyle of patients with colorectal cancer in the follow up.
The Fantastic Lifestyle Checklist (Dennis 2013) is a questionnaireconsisting of 31 items
dedicated to investigate the change in relation to lifestyle and psychosocial dimensions.
Despite missing, even in its original version, factor analysis for assessment of the
constructs, it has very interesting implications.

Material (patients) and methods: The questionnaire, translated by a native English
speaker, has been subjected to 150 patients referred to the ASL TO2 distributed as
follows: 56% of men and 44% of women, having mostly over 70 years of age (52%).
Among them, the majority has never had a stoma (71.3%), but has undergone surgery
(55.3%). The task was carried out by telephone or at the follow-up visit.After
calculating the mono and multivariate statistics, two exploratory factor analyzes were
conducted (for the variables “lifestyles” and “psychological / social”) and related
reliability analyzes to assess the internal consistency.

Results: Factor analysis conducted on the psychological / social variables showed the
presence of two underlying factors, which have been named Social Support and
Psychological Condition. The variance explained by the solution is equal to 57.66%
and of the α Cronbach value is equal to 0.80 for the Psychological Condition and 0.91
for social support.Factor analysis of variables dedicated to lifestyle, however, has
produced inadequatefactorial saturation and internal consistency value: the results
therefore do not allow to include these items in the instrument.

Conclusions: The “Fantastic Lifestyle Checklist” for the Italian context has revealed the
presence of two psychosocial dimensions that may be useful to investigate the change
of patients in follow up with cancer of the colon and rectum. However, the absence of
satisfactory results for the “lifestyle variables” has shown some limits of the instrument:
for the future integration of new batteries appears necessary, in order to obtain a more
complete tool also for the Italian context.
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D35 A systematic review of the safety profile of bolus, continuous

infusion of 5-fu and capecitabine in combination with

oxaliplatin in the treatment of colorectal cancer patients

B. Chiara1, C. Zichi1, M. Di Maio2, C. Sonetto1, M.P. Brizzi1, G.V. Scagliotti1,
M. Tampellini1
1Osp. San Luigi Gonzaga, Orbassano (TO)
2Osp. Mauriziano, Torino

Background: Combinations of 5-fluorouracil (5-FU) or capecitabine and oxaliplatin
represent the backbone of colorectal cancer (CRC) treatments. Several regimens and
schedules are available, characterized by differences in haematological and
non-haematological toxicity. Aim of this systematic review was to describe the different
safety profile associated with different schedules of 5-FU and capecitabine in
combination with oxaliplatin, in CRC patients.

Materials and methods: In December 2015 we completed a systematic search on
PubMed database using 5 separate keywords: FOLFOX, FUOX, FUFOX, XELOX and
CAPOX. All the eligible studies were classified as: no bolus; 5-FU single bolus; 5-FU
double bolus; capecitabine. We calculated the incidence of “any grade” and “severe”
(grade 3-4) toxicity for haematological (anaemia, neutropenia, febrile neutropenia and
thrombocytopenia) and non-haematological adverse events (nausea, vomiting,
diarrhoea, peripheral neuropathy, skin toxicity and mucositis). Odds ratio of toxicity
was calculated for each group, with no bolus as reference group. To account for
multiplicity, p < 0.001 were considered statistically significant.

Results: Overall, 184 treatment groups (30,193 pts) were eligible: no bolus 1,814 pts;
5-FU single bolus 10,821 pts; 5-FU double bolus 10,783 pts; capecitabine 6,775 pts.
Compared to no bolus, single bolus was associated with a significantly reduced risk of
most toxicities, in particular any grade anaemia (OR 0.15, 95%CI 0.13-0.18;
p < 0.0001), thrombocytopenia (OR 0.36, 95%CI 0.30-0.41; p < 0.0001) and any grade
nausea/vomiting (OR 0.18, 95%CI 0.12-0.27; p < 0.0001); the only significantly
increased risk was severe neutropenia (OR 2.03, 95%CI 1.74-2.38; p < 0.0001). Double
bolus showed similar results, while capecitabine presented the most favourable profile
in terms of febrile neutropenia (OR 0.01, 95%CI 0.0063-0.0196; p < 0.0001).

Discussion: Different combinations of 5-FU or capecitabine with oxaliplatin for CRC
pts are considered of similar efficacy. Despite differences in doses jeopardize the
interpretation of results, this systematic review shows that 5-FU regimens with bolus
and capecitabine are less toxic than the ones without bolus; this difference was
particularly evident for treatments with a single bolus. These results can be considered
when discussing with patients risks and benefits of different therapeutic options.

D36 A prospective, observational trial to further assess safety and

efficacy of regorafenib in patients with metastatic colorectal

cancer (mcrc) in routine clinical practice (correlate)

A. Zaniboni

Poliambulanza di Brescia, Brescia

Background: The oral multikinase inhibitor regorafenib significantly improved overall
survival vs placebo (HR 0.77, p = 0.0052) in patients with mCRC that progressed on
available treatments in the randomized, double-blind, placebo-controlled CORRECT
trial (Grothey, Van Cutsem et al. Lancet 2013). CORRELATE will characterize the
safety and efficacy of regorafenib in real-world clinical practice.

Trial design: This prospective, observational, multicenter trial (ClinicalTrials.gov
identifier NCT02042144) will be conducted in routine clinical practice settings in more
than 25 countries in Europe, Latin America, and the Asia-Pacific region. The trial will
recruit 1,000 patients with mCRC previously treated with other approved therapies and
for whom a decision has been made to treat with regorafenib. Patients will receive oral
regorafenib 160 mg once daily for weeks 1–3 of each 4-week cycle. Dose interruptions
and reductions will be permitted for the management of adverse events. The primary
endpoint is the incidence of treatment-emergent adverse events, assessed using
National Cancer Institute Common Terminology Criteria for Adverse Events.
Secondary endpoints are overall survival, progression-free survival, disease control rate,
health-related quality of life (assessed using the EQ-5D questionnaire), and healthcare
resource use. Data sources will include medical records, routine measurements, and
patient-reported outcome questionnaires. All patients receiving =1 dose of regorafenib
will be included in the overall analysis. Two planned interim assessments will occur
after 1,000 and 2,000 patients have been observed for ≥3 months. The final analysis
will be performed when all patients have been followed for ≥18 months from the time
they discontinue regorafenib (unless they withdrew from the trial early because of
death, consent withdrawal, or patient/investigator decision to stop). Recruitment is
under way, with the first patient enrolled in April 2014; the estimated primary
completion date is July 2017.

D37 Outcomes of long responders chemorefractory metastatic

colorectal cancer (mCRC) patients (pts) treated with

regorafenib: a single institution experience

V. Sforza, A. Capasso, A. Nappi, C. Cardone, G. Martini, M.L. Ferrara,
S. Napolitano, P. Vitiello, P. Vitale, N. Zanaletti, F. De Vita, M. Orditura, T. Troiani,
F. Ciardiello, E. Martinelli

Seconda Università degli Studi di Napoli, Oncologia Medica, Napoli

Background: Regorafenib is an oral multikinase inhibitor that blocks the activity of
several protein kinases involved in tumour angiogenesis, oncogenesis and tumour
microenvironment. CORRECT and CONCUR trials, showed that regorafenib
significantly improves overall survival vs placebo in pts with mCRC after failure of
standard treatments.

Material and methods:We performed a retrospective analysis of mCRC patients
treated at our institution with regorafenib after failure of standard treatments. We
stratified patients in 4 groups according to number of cycles received (<3 cycles, 3-6
cycles, 7-12 cycles and > 12 cycles) and evaluated the median duration of treatment, the
response rate (according to RECIST 1.1) and the safety of pts received > 6 cycles.

Results: From May 2012 to April 2016, 123 mCRC pts were treated with regorafenib.
28 pts (22%) received > 6 cycles. Median duration of treatment was 50.5 weeks
(31-150.3). Among those pts, 20 achieved a stable disease (SD) as a best response and 4
of them presented lung metastasis excavation, at CT scan evaluation. 8 pts achieved a
partial response (PR). 25 out of 28 pts (89%) required a dose adjustment of regorafenib.
Of those pts, 14 required 1 dose level reduction of regorafenib (120 mg) during the first
3 cycles of treatment mainly due to hyperbilirubinemia while HSFR and fatigue were
the most frequent toxicities requiring≥ 1 level of reduction after the first 3 cycles of
treatment in 11 pts. The reason of discontinuation from treatment was a radiological
progression of disease in 19 pts while only 1 pt was discontinued for toxicity
(hyperbilirubinemia).

Conclusions:Within the limitations of a retrospective analysis and the small sample
size, our data showed that a subgroup of pts has a durable benefit from regorafenib
treatment. Mostly of these patients required a dose reduction, even during the first
cycles of treatment, without losing efficacy. Furthermore, the dose adjustment avoided
treatment discontinuation due to toxicity. We are currently performing, in this
subgroup of pts, an extensive genetic analysis on 143 genes, involved in colorectal
cancer, to identify biomarkers of regorafenib efficacy for pts selection.

D38 Prediction of tumor response after neoadjuvant

chemoradiotherapy in rectal cancer using

18fluorine-2-deoxy-d-glucose positron emission

tomography-computed tomography: a prospective study

A. Del Freo1, R. Della Seta1, F. Federici1, M.P. Muttini1, P. Pacetti1, M. Pedata1,
M.C. Pennucci1, C. Valsuani1, S. Venturini1, A. Tagliagambe2, A. Grandinetti2,
M. Rotellini3, A. Ginori3, A. Mambrini1
1Oncologia ASL 01 Massa Carrara, Carrara
2Radioterapia ASL 01 Massa Carrara, Carrara
3Anatomia Patologica ASL 01 Massa Carrara, Carrara

Background: treatment of locally advanced rectal cancer (RC) includes pre-operative
radiation therapy with chemotherapy (CRT) followed by radical surgery. The aim of
this study was evaluate the role of 18fluorine-2-deoxy-D-glucose POSITRON
EMISSION THOMOGRAPHY/COMPUTED TOMOGRAFY ( (18/F-FDG PET/CT)
in the prediction of pathologic complete response (pCR) after CRT for rectal cancer.

Material and methods: thirty-six patients (pts) ( 21 males and 15 females, age 33-84)
with cT2-4 N0-2 rectal adenocarcinoma were included. This patients underwent
integrated 18/F-FDG PET/CT, followed by neoadjuvant chemo-radiotherapy, PET/CT
and surgery. The PET/CT results were compared with histopathological data (
Mandar’s Tumor Regression Grade: TRG1 vs TRG5 as well as ypT0 N0 vs ypT1-4
N0-2. The patients were stratified according to the percentage decrease of standardized
uptake values (SUV) of PET/TC: < 50% decrease, > 50% decrease and no metabolic
activity.

Results: All of 36 patients with PET/TC imaging before and after adjuvant
chemoradiation was available. In 38 % of pts the post -CRT SUV was negative: 6 pts
with pCR and TRG 1; 1 pt refused surgery; 1 pt developed liver metastasis. In 28 % of
pts the post -CRT SUV decrease was > 50%: 2 pts with pCR and TRG 1, 1 pt developed
lung metastasis. In 34 % of pts the post -CRT SUV decrease was < 50%: 2 pts with pCR
and TRG 1, 2 pt developed lung metastasis, 1 pt developed liver metastasis and 1 pt
developed brain metastasis.

Conclusions: In rectal cancer PET/CT is a promising imaging marker to predict pRC
to neoadjuvant theraphy.
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D39 Observational study for MTHFR, TSER and DPYD gene

mutation-associated toxicity and response in patients with

rectal cancer receiving pre-operative chemo-radiotherapy

S. Mancarella1, D. De Giorgi2, O. Poti ’2, M.M. Galante3, M.P. Trisolini3, G. De
Maria4, M.L. Schirinzi4, A. Rizzo5
1U.O. Oncologia Medica P.O S. Caterina Novella, Galatina
2U.O Chirurgia P.O. S. Caterina Novella, Galatina
3U.O Anatomia Patologica P.O. V. Fazzi, LECCE
4U.O Oncologia Medica S. Caterina Novella, Galatina
5U.O Radiologia S. Caterina Novella, Galatina

Background: Radiotherapy and 5 FU based chemotherapy is the most common
pre-operative regimen used for cT3-T4, N1 rectal cancer (RC). Evaluation of predictive
markers of response and toxicity to radio-chemotherapy is a challenging approach for
patients (pts) and drug selection.The present study analyzes the predictive role of the
genetic polymorfisms (MTHFR, TSER and DPYD) on toxicity and response to
pre-operative radio-chemotherapy.

Materials and methods:We enrolled eleven patients with locally advanced RC treated
with pre-operative radiotherapy and fluoropyrimidines base chemotherapy. Genetic
polymorphisms of MTHFR C677T, MTHFRA 1298C, DPYD IVS 14 + 1G > A,
DPYDA 2846T, DPYD T 1679 G, TSER 28 bp VNTR were analyzed by PCR and
pyrosequensing of genomic DNA extracted from peripheral blood samples. Genetics
markers were correlated with toxicity to treatment ( chemotherapy and
radio-chemotherapy ) and clinical response.

Results: Patients characteristics were: male 10 pts, female 1 pt, median age 78 years,
ECOG PS 0-1 all pts. We found DPYD IVS 14 + 1 G > A G/G homozygous wilde type,
DPYD A2846T, T/T homozygous wilde type and DPYD T1679 g, T/T homozygous
wilde type in 100% of pts, homozygous wilde type MTHFR C677T in 10% of pts,
MTHFR C677T homozygous mutated in 50% of pts, heterozygous MTHFR A1298C in
50% of pts and homozygous wilde type MTHFR A 1298C in 50% of pts. G3-G4 advers
events ( diarrhea, neutropenia, asthenia, mucositis) were observed in 60% of pts with
heterozygous MTHFR A 1298C and in 10% of pts with homozygous mutated MTHFR
C 677t. treated with chemo-radiotherapy combination. DPYD homozygous wilde type
was not associated with severe toxicity. Rectal surgery with TME will be performed 8
weeks after the end of pre-operative chemo-radiotherapy. We obtained 4 patological
complete response and three partial patological response.Four patients are ongoing.
Adjuvant chemotherapy was well tolerated without G3-G4 adverse events.

Conclusion: Concomitant assesment of genetic polymorphisms of MTHFR and DPYD
is promising to predict severe toxicity during preoperative chemo-radioterapy approach
for pts with locally advanced rectal cancer. This result does not exclude the need to
consider other non-genetic factors that might influence the individual enzyme
activities.

D40 Transdermal Granisetron for the prevention of

chemotherapy-induced nausea and vomiting in metastatic

colorectal cancer patients with high risk of bowel obstruction

treated with Temozolomide

M.A. Calegari1, S. Monterisi1, A. Orlandi1, A. Inno2, S. Corallo1, R. Barile1, C. Di
Dio1, V. Zurlo1, M. Basso1, A. Cassano1, C. Barone1
1Fondazione Policlinico “A. Gemelli” - UOC Oncologia Medica, Roma
2Ospedale Sacro Cuore Don G. Calabria - Oncologia Medica, Negrar (VR)

Background: Temozolomide (TMZ) showed efficacy in patients with refractory
metastatic colorectal cancer (mCRC) and MGMT promoter methylation. Being
classified among moderately emetogenic chemotherapy, TMZ requires administration
of 5-hydroxytriptamine-3 (5HT3) antagonists for chemotherapy-induced nausea and
vomiting (CINV) prevention. Both TMZ and 5HT3 antagonists could cause
constipation; besides mCRC patients might have a high risk of bowel obstruction due
to disease features (adhesions, local relapses and peritoneal carcinomatosis) and
frequent use of concomitant opioids. In an ongoing phase II trial on patients affected
by mCRC treated with TMZ (EudraCT number: 2012-002766-13) we performed an
exploratory analysis to compare efficacy and safety of two antiemetic regimens with
different risk of constipation.

Patients and methods: Thirty-two patients with refractory MGMT hypermethylated
mCRC receiving TMZ (200 mg/m2/day on days 1-5 every 4 weeks) were assigned with
an allocation ratio of 2:1 to oral metoclopramide (10 mg PO TID on days 1-5) or
transdermal granisetron (Sancuso®) (3.1 mg/24 h on days 1-7). Patient filled in a daily
diary reporting nausea, emetic episodes and constipation. On day 1 of each cycle
adverse events were recorded and scored according to CTCAE version 4.0. A two-sided
Fisher’s exact test was used to evaluate differences in nausea, vomiting, constipation
and bowel obstruction, setting statistically significance for p-value <0.05.

Results: From July 2013 to January 2016, 22 patients received metoclopramide and 10
patients received granisetron. Patients’ characteristics were well balanced between the
two groups both for previous abdominal surgery and opioid therapy, whereas
peritoneal carcinomatosis rate was higher in patients receiving granisetron (60 vs
13.6%). The incidence of CINV was statistically significant lower in the granisetron

group both for nausea (0% vs 95%, p < 0.0005) and vomiting (0% vs 64%, p < 0.001).
Instead no statistically significant difference was detected between granisetron and
metoclopramide group for constipation (30% vs 18%, p 0.648) and bowel occlusion
(10% vs 10%, p 1.0).

Conclusions: Our results showed that transdermal granisetron is more effective in
CINV prevention and as safe as oral metoclopramide in terms of rate of constipation
and bowel obstruction in patients affected by mCRC receiving TMZ. Thus transdermal
granisetron might represent a standard in CINV prevention in this setting.

D41 Preclinical assessment of the bioequivalence of branded and

generic oxaliplatin and incidence of hypersensitivity reactions

in patients with advanced colorectal cancer

M. Tampellini1, A. La Salvia1, C. Baratelli1, F. Di Scipio2, E. Pirro2, M.P. Brizzi1,
C. Sonetto1, M. Di Maio1, G.N. Berta2, G.V. Scagliotti1
1Division of Medical Oncology, S. Luigi Hospital, Regione Gonzole 10, Orbassano
(TO)
2Division of Pharmacology, S. Luigi Hospital, Regione Gonzole 10, Orbassano (TO)

Background: Health care cost represents a leading problem in all countries and the
availability of generic drugs (commonly called “generics”) is an opportunity in terms of
cost savings. However, several patients and physicians are uncomfortable with generics
indicating among several reasons their hypothetical lower efficacy and tolerability. The
aim of this study was to assess in vitro the pharmacological characteristics, and in
colorectal cancer patients the hypersensitivity reaction (HSR) incidence and the
toxicity rates of branded and generic Oxaliplatin.

Material and methods: We in vitro tested concentrations, stability and efficacy against
CACO-2 cells of branded and two generics oxaliplatin formulations. In a second step
we retrospectively collected data of all the CRC patients followed at our institution,
comparing HSR incidence, toxicities and clinical outcomes of patients treated with the
branded drug vs those treated with generics.

Results: In terms of preclinical bio-equivalence and stability, no significant difference
in oxaliplatin concentration between brand and generic oxaliplatin was demonstrated.
HSR incidences were 12.1% (33/273 patients) and 9.8% (15/154) in patients treated
with brand vs generic drug, respectively (p = 0.46). No difference in time to occurrence
of first HSR nor in gastrointestinal and hematological toxicities was evident between
groups. Furthermore, considering only metastatic patients, no difference in response
rate nor in OS between groups was evident: 43.2% vs 43.1% (p = 0.9) and 26.9 vs 24.9
months (log-rank p = 0.14) in brand vs generic groups, respectively. A longer PFS was
demonstrated in the BRAND group (14.4 vs 12.4 months, log rank p < 0.03).

Conclusions: Tested branded and generic oxaliplatin had equivalent concentrations of
the active ingredient, equivalent stability at different temperature conditions, and
equivalent in vitro efficacy. Oxaliplatin-induced HSR incidence was not different
according whether patients received branded or generic oxaliplatin. More relevantly, no
difference in outcomes and toxicity profile was documented between the two groups.
Based on our data it can be concluded that generic oxaliplatin should be considered as
a safe and active alternative to the branded formulation.

D42 Trans-Arterial Chemoembolization with Irinotecan-Loaded

Drug-Eluiting Beads (DEBIRI) in Refractory Liver Colorectal

Cancer Metastases: a phase II study

G. Ranieri1, I. Marech2, C. Altini3, V. Fazio2, L. Caporusso4, G. Vinciarelli4,
M. Porcelli4, F. Macina4, D. de Ceglia4, M. Ammendola5, F. Armenise6, G. Rubini3,
C.D. Gadaleta4
1U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata
Istituto Tumori “Giovanni Paolo II”, Bari, Italy
2U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata
Istituto Tumori “Giovanni Paolo II” Bari, Bari, Italy
3Nuclear Medicine Unit, University of Bari “Aldo Moro”, Bari, Italy
4U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata
Istituto Tumori, Bari, Italy
5Department of Medical and Surgery Science, Clinical Surgery Unit, School of
Medicine University “Magna Graecia” of Catanzaro, Bari, Italy
6Department of Clinical Area and Surgery, National Cancer Research Centre
Istituto Tumori “Giovanni Paolo II”, Bari, Italy

Background: Liver metastases (LM) from colorectal cancer (CRC) represent a
predominant cause of death. Trans-arterial chemoembolization (TACE) has been
investigated in patients (pts) with LM and available data suggest that TACE can achieve
disease stabilization or improvement in heavily pretreated patients.

Methods: Twenty-five pts with LMCRC, who failed second- and/or third-line systemic
chemotherapy, received TACE with drug-eluting beads preloaded with 100 mg or 200
mg of irinotecan (DEBIRI). A total number of 44 DEBIRI treatments were performed.
Primary endpoint was response rate (RR) assessed using modified Response Evaluation
Criteria in Solid Tumor (mRECIST version 1.1). Secondary endpoints were overall
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survival (OS) and toxicity, analyzed using the Kaplan-Meier method and Common
Terminology Criteria for Adverse Events version 3.0, respectively.

Results: RR (complete + partial response) was 35%. Complete and partial responses
were observed in 22% and 13% of pts, respectively. Stable and progressive diseases were
observed in 52% and 13% of pts, respectively. Median OS was 37 months (95%CI:
13.881 to 60.119). Toxicity was reversible following treatment, including mainly grade
1 or 2 adverse events such as hypertransaminasemia (46%), pain (20%) and fever
(16%).

Conclusions: The favorable tumor response and good safety profile make DEBIRI a
potential therapy in pretreated LMCRC pts. Notwithstanding further larger phase III
studies are needed to confirm these data, we can state that DEBIRI is an emerging
attractive treatment in these pts.

D43 Capecitabine and Regorafenib-related increased mean

corpuscular volume of red blood cell may be a predictive

marker of treatment response and survival in patients with

metastatic colorectal cancer

M.A. Barbera, G. Frega, A. Palloni, F. Abbati, G. Biasco, I. Garajova

Sant-Orsola Malpighi, Bologna

Background: Erythrocyte mean corpuscular volume (MCV) increase has been
described in patients treated with capecitabine. Moreover, tyrosine kinase inhibitors
have been shown to induce macrocytosis in patients with renal cancer cell and
gastrointestinal stromal tumors, presumably via the inhibition of erythroid progenitor
cells of the bone marrow. Therefore, the aim of our study was to evaluate the potential
association of the erythrocyte MCV increase with tumor response and survival in
patients with metastatic colorectal cancer (mCRC) treated with capecitabine and
regorafenib.

Patients and methods: A retrospective review of 30 patients with mCRC who were
treated with capecitabine or regorafenib for at least 3 months at the Department of
Experimental, Diagnostic and Specialty Medicine, University of Bologna,
Sant’Orsola-Malpighi Hospital, Bologna, Italy. Complete blood count (CBC) including
red blood cell indices were recorded at baseline and after 4, 8 and 12 weeks from
capecitabine or regorafenib treatment.

Results: Baseline MCV levels and MCV levels after 4, 8 and 12 weeks were registered
for each patient treated with capecitabine or regorafenib. Median ΔMCV
[(post-treatment MCV values after 12 weeks) - (baseline MCV values)] was calculated.
Patients were grouped according to ΔMCV into two groups in order to carry out
survival analysis and correlation with tumor response. Moreover, univariate and
multivariate analysis was performed to investigate if MCV increase was independently
associated with favorable survival outcomes.

Conclusions: Erythrocyte MCV increase may be used as a predictive marker for
treatment response, PFS and OS in patients with mCRC treated with capecitabine or
regorafenib. In the future, response to TAS-102 (trifluridine-tipiracil) and MCV
increase will be also evaluated.

D44 The overall survival of patients affected by metastatic

colorectal cancer before and after “monoclonal antibodies

era”: a monocentric retrospective study

F. Abbati, M.A. Barbera, A. Palloni, G. Frega, G. Biasco, I. Garajova

Sant-Orsola Malpighi, Bologna

Background: For decades, fluorouracil was the sole active agent for metastatic
colorectal cancer (mCRC). This has changed in Italy mostly since the year 2004, with
approval monoclonal antibodies that target vascular endothelial growth factor and later
in 2009 with the approval of monoclonal antibodies that target the epidermal growth
factor receptor. The aim of our study was to investigate the overall survival in
“pre-monoclonal antibodies” and modern era.

Patients and methods: A retrospective review of 395 patients with mCRC who were
treated with or without any monoclonal antibody for at least 3 months at the
Department of Experimental, Diagnostic and Specialty Medicine, University of
Bologna, Sant’Orsola-Malpighi Hospital, Bologna, Italy, were enrolled in our study.
Overall survival of the two groups of patients (treated vs. not-treated with monoclonal
antibodies) was investigated.

Results: Overall survival of the two groups of patients (treated vs. not-treated with
monoclonal antibodies) was investigated. Moreover, univariate and multivariate
analysis was performed to investigate if the treatment regim containing monoclonal
antibody increased survival outcomes of our patients.

Conclusions: In concordance with literature, in the modern era, the average median
survival duration has significantly increased. This increase has been mainly driven by
the availability of new active drugs.

D45 Prevention of regorafenib related skin toxicity in refractory

metastatic colorectal cancer (mCRC) patients (pts): a single

institution experience

T. Troiani, V. Sforza, C. Cardone, A. Nappi, A. Capasso, G. Martini, S. Napolitano,
N. Zanaletti, P. Vitale, P. Vitiello, F. De Vita, M. Orditura, M.L. Ferrara, F. Ciardiello,
E. Martinelli

Seconda Università degli Studi di Napoli, Oncologia Medica, Napoli

Background: Regorafenib is an oral multikinase inhibitor registered for the treatment
of mCRC pts after failure of standard treatments. The most frequent adverse events
(AEs) reported in the registrative Correct trial, requiring dose adjustment or drug
interruption, were hand foot skin reaction (HFSR), blood bilirubin increased and
diarrhoea.

Material and methods:We performed a retrospective analysis of mCRC pts treated at
our institution with regorafenib after failure of standard treatments. We stratified
patients in 4 groups according to number of cycles received (<3 cycles, 3–6 cycles, 7–12
cycles and > 12 cycles) and evaluated the main toxicities responsible for a dose
reduction or interruption. We performed a weekly clinical visit during the first month
with a physical and biochemical assessment. Moreover to prevent the HFSR we
suggested the daily prophylactic use of non-urea based-creams on hands and feet.

Results: From May 2012 to April 2016 we treated 123 mCRC ptswith regorafenib. The
most frequent adverse events requiring a dose modification were fatigue,
hyperbilirubinemia, and HFSR, respectively. 65 pts out of 123 (52,8%) required a dose
modification due to AEs. In particular, 40 out of 65 pts (61%) reduced the dose during
the first 6 cycles of treatment; 60% of them required 1 dose level reduction (120 mg) of
regorafenib, principally due to hyperbilirubinemia and 40% required 2 dose levels
reduction (80 mg) mainly for fatigue. The 28% of patients treated for 7-12 cycles
presented HSFR as well as the 57% who received more than 12 cycles.

Conclusions: In our dataset, hyperbilirubinemia occurred more frequently during the
first 6 cycles whereas HFSR was mainly reported in pts receiving more than 6 cycles
and did not cause treatment discontinuation. Our data support the importance of an
intensive clinical monitoring and the prophylactic use of moisturizing creams in pts
treated with regorafenib in order to obtain the maximum benefit from this drug.

D46 Selection with a molecUlar PanEl foR Panitumumab EfficAcy in

K-ras and n-ras wild type metastatic colorectal cancer (SUPER-

PEAK)

G. Pusole1, M. Puzzoni1, R. Mascia1, L. Demurtas1, A. Dessì1, A. Cubeddu1,
E. Lai1, S. Tolu1, P. Ziranu1, L. Orgiano1, V. Pusceddu1, G. Astara1, C. Madeddu1,
E. Massa1, L. Casula1, G. Palmieri2, M. Scartozzi1
1Medical Oncology, University of Cagliari - Azienda Ospedaliero Universitaria,
Cagliari, Italy., Cagliari
2Institute of Biomolecular Chemistry (ICB), Unit of Cancer Genetics, National
Research Council (CNR), Sassari (IT), Sassari

Background: Currently we are able to exclude from anti-epidermal growth factor
receptor (EGFR) treatment patients with putative refractory colorectal tumours (i.e.
those harboring a RAS mutant status). However on the other hand a nonnegligible
proportion of patients don’t fully benefit from the use of chemotherapy in combination
with anti-EGFR treatment (cetuximab or panitumumab), although in the absence of a
mutation of the RAS genes. Published research data suggested that EGFR gene copy
number, PIK3CA mutations, PTEN mutations or copy number variations and BRAF
mutations may all represent predictive determinants for anti-EGFR therapy. However
these factors were not incorporated into clinical practice particularly because
prospective validation is lacking.

Trial Design: The SUPER-PEAK is an ongoing, multicentre, biologically enriched,
double blinded, prospectively stratified observational study. Patients receiving
oxaliplatin, 5-fluorouracil and leucovorin (FOLFOX) plus panitumumab as per
indication, are divided into 2 prognostic groups on the basis of their molecular profile:
favourable and unfavourable (respectively high and low probability for improved RR).
According to PIK3CA mutational status, BRAF mutational status and EGFR gene copy
number (GCN), patients are prospectively allocated to either the favourable group
(PIK3CA and BRAF wild type and EGFR GCN = 2.6) or the unfavourable group
(PIK3CA mutation or BRAF mutation or EGFR GCN < 2.6). The study objective is to
define a molecular panel able to identify patients more likely to benefit from the use of
first-line panitumumab in combination with FOLFOX in terms of response rate (RR)
as primary endpoint. Secondary endpoints include early tumour shrinkage (ETS),
depth of response (DoR), median progression free-survival (PFS) and median overall
survival (OS). To detect a difference in terms of RR among patients with an
unfavourable profile and patients with a favourable profile assuming a probability alpha
of 0.05 and beta of 0.10, the required sample size is 90 patients.(EudraCTnumber:
2015-001408-72)
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D47 REINVENT (REgorafenIb traNslational eValuation angiogENesis

proTocol)

A. Dessì, L. Demurtas, S. Tolu, M. Puzzoni, A. Cubeddu, E. Lai, G. Pusole,
R. Mascia, P. Ziranu, L. Orgiano, V. Pusceddu, G. Astara, C. Madeddu, E. Massa,
L. Casula, M. Scartozzi

Medical Oncology, University of Cagliari - Azienda Ospedaliero Universitaria,
Cagliari, Italy., Cagliari

Background: The introduction of regorafenib represented a significant step forward for
metastatic colorectal cancer patients. Available data seem to indicate that a not
negligible proportion of patients does not derive any benefit from this treatment and is
thus exposed to unnecessary toxicity.Preliminary findings from our group suggested
that vascular endothelial growth factor-A (VEGF-A) rs2010963 might have an
independent correlation with progression free (PFS) and overall survival (OS). On the
other hand further analyses focused on factors such as neutrophil to lymphocyte ratio,
platelets count and LDH serum levels to define a biological profile of responding/
resistant patients. Unfortunately these factors have been all analyzed separately and,
more importantly, retrospectively. A validation is mandatory prior to incorporate
findings from these studies into clinical practice.

Trial design: The REINVENT is a multicenter, biologically enriched study.Primary
objective is to define a clinical and molecular panel able to identify patients more likely
to benefit from the use of regorafenib in terms of PFS. Secondary objectives are OS and
Response Rate and the evaluation of VEGF PlGF, HGF, VEGF-R, ANG-2, IL-6, IL-8
plasma concentrations as prognostic factors and potential markers of early progression.
Metastatic colorectal cancer patients, progressing after all indicated treatments,
receiving regorafenib as per label are prospectively divided into 2 prognostic groups:
favorable and unfavorable.Patients harboring VEGFA rs2010963, without high platelet
count or low lymphocyte count or high NLR are allocated to favorable group; patients
not harboring VEGFA s2010963 and/or having high platelet count and/or low
lymphocyte count and/or high NLR are allocated to unfavorable group. Group
allocation is blinded to treating physician.Investigators will assess tumor response and
progression every 8 weeks according to the Response Evaluation Criteria in Solid
Tumors (RECIST v 1.1).To detect a difference in terms of PFS at 6 months among
patients with an unfavorable profile and patients with an optimal profile, assuming a
probability alpha of 0.05 and beta of 0.05, required sample size will be 250 patients.
(EudraCT number: 2015-005841-29)

D48 Monoinstitutional retrospective analysis of metronomic

capecitabine (mc) schedule in the treatment of metastatic

colorectal cancer

K.F. Borgonovo1, F. Petrelli2, M. Cabiddu2, M. Ghilardi2, M. Cremonesi2, S. BARNI2

1Asst-Bg Ovest, Treviglio (BG)
2Asst BG-Ovest, Treviglio

Background: Capecitabine, a 5-FU prodrug, is efficacy in the treatment of metastatic
colorectal cancer. Metronomic chemotherapy refers to the administration of low doses
of cytotoxic agents given orally, in most cases, over a prolonged period of time or with
only short drug-free intervals. This schedule has proven more effective in overcoming
acquired tumor resistance to chemotherapy than standard antiblastic regimens and
also in controlling tumor regrowth caused by neoangiogenesis and revascularization,
which may occur between chemotherapy cycles.

Patients and Methods:We examined medical reports of the last 4 years, to evaluate the
outcome of metastatic colorectal cancer patients (pts) treated with MC (continuous
oral capecitabine 1,500 mg daily in three divided doses) from January 2012 to January
2016.

Results: Twenty-four pts (ten males, fourteen females) were included in our analysis.
Median age at onset of treatment was 79 (range 46–90) years. Performance Status (PS)
at the onset of treatment was: 0 in 8/24, 1 in 14/24 and ≥2 in 2/24 pts. Only five pts had
previously undergone chemotherapy for metastatic disease, so in 19/24 (79,2%) pts this
was the first line of treatment.In 3 pts treatment is ongoing (treatment on going by 4,5
and 7 months). Only one of them has not yet performed instrumental evaluation and
so is excluded by response analysis.Five patients (21,7%) achieved a partial response to
chemotherapy, five (21,7%) achieved stable disease, twelve (56,6%) showed progressive
disease has better response to the treatment.The median duration of treatment
(excluded 3 pts with MC ongoing) was 5 months. Median time to progression in 21 pts
considered was 6,3 months.The treatment was very well tolerated (no toxicity reported)
in 17/24 pts (70,8%). The most common side effect reported was diarrhea: G1 in 12,5%
and G3 in 4,2%. Two patients experienced hand-foot syndrome (G1 in 4,2% and G3 in
4,2%). Only one patient (4,2%) reported hematological toxicity (G2).

Conclusions: In our experience, MC was safe and well tolerated. The regimen appeared
to be feasible in elderly patients, as documented by the median age of the population.
Even if PS appeared good, comorbidity and age would exclude these pts by
conventional therapy. Although the response rate was low, we offered to 43,5% of pts a

disease control rate. We suggest this schedule could be considered for the treatment of
aged pts.

D49 Phase ii study of mytomicin-c plus uft/lv in patients with

metastatic colorectal cancer refractory to standard

chemotherapy. subgroup analysis of predictive variables in

discriminating early progressors

C. Sonetto, C. Baratelli, M.P. Brizzi, M. Di Maio, G.V. Scagliotti, M. Tampellini

Università di Torino, Dipartimento di Oncologia, Orbassano

Background: Treatment of patients with metastatic colorectal cancer (mCRC)
refractory to standard therapies is a matter of debate. Moreover, it has not been
identified any predictive variable of early progression that may help clinicians in
choosing the best therapeutic option.

Patients and methods:We conducted a prospective, multicenter, phase II trial
assessing the combination of tegafur/uracil (UFT) and mitomycin C in refractory
mCRC, with disease control rate (DCR) of 35% as primary endpoint. We then
retrospectively evaluated the number of previous lines of chemotherapy, CEA levels,
Progression Free Survival of the last chemotherapy regimen (PPFS), the neutrophil/
lymphocyte ratio (NLR) and the platelet/lymphocyte ratio as potential predictive
markers of early progression.

Results: From January 2008 to September 2011 42 patients with performance status
0-1 were enrolled. Therapy was generally well tolerated, with only 5 patients
experiencing a grade III toxicity. One patient obtained a partial response and ten a
disease stabilization, with a DCR of 26.2%. Median PFS was 3.3 months and median
overall survival (OS) was 6.9 months. Thirteen patients did not complete a minimum
of three cycles and thus were considered as early progressors. Higher baseline CEA
levels (>30 ng/ml), a PPFS shorter than 6 months and a higher NLR (>2.36) were more
frequently recorded in these progressing patients.

Conclusion: Even though the combination regimen was safe and manageable, the trial
did not meet its primary endpoint. Disease control and life expectancy, in fact, were
globally poor with a progression rate of 42.9% and a further one third of the patients
who progressed before completing a minimum of three cycles of therapy. CEA, PPFS,
and NLR seemed to have a role in indicating those patients who will drop out early
from treatment. Validation of these putative markers in prospective trials is highly
needed in order to avoid the administration of inefficacious, potentially harmful, and
often expensive treatments in rapidly progressing patients.

D50 Monocentric survey about the use of Raltitrexed in the daily

clinical practice for patients with metastatic colorectal cancer

A. Ponzetti1, G.M. Zaccaria2, S. Bustreo3, C. Mecca3, R. Spadi3, L. Fanchini3,
G. Ritorto3, M. Zanini3, L. Ciuffreda3, P. Racca3

1Oncologia Medica 1, Città della Salute e della Scienza, Torino
2Dipartimento di Elettronica e Telecomunicazioni, Politecnico, Torino
3Colorectal Cancer Unit, Oncologia Medica 1, Città della Salute e della Scienza,
Torino

Background: The main setting of use of Raltitrexed for patients with colorectal cancer
is when cardiac toxicity is feared or when a deficit of Dihydropyrimidine (DPD)
dehydrogenase has been demonstrated. However, this drug is used as an alternative to
fluororacil in patients with older age or in third of further line of treatment when
exposure to fluoropyrimidines has been huge. However, data from recent clinical trials
about these possible settings are scarce and case series can show the real clinical
relevance of this drug. Here we describe our clinical experience in using raltitrexed in a
tertiary care hospital with a specific Colorectal Cancer Unit.

Patients and methods: data about patients receiving Raltitrexed at our Institution since
January 2015 were retrospectively collected by using electronical charts records.
Patients’ data and data about scheme of administration, response rate and toxicities
were collected. Patients were analyzed according to the clinical setting of
administration:A) 1st line treatment in patients with cardiac comorbidities;B) 1st line
treatment in older patients;C) third or further line treatment after FOLFOX and
FOLFIRI;D) Deficit of DPD

Results: globally since January 2015 thirty-two patients received Raltitrexed at our
hospital, all for metastatic colorectal cancer (mCRC). Patients belonged to clinical
setting A, B or C while none to group D.The followiing Table resumes the main results
of our survey:Globally 11 patients (45,8%) had G0 or G1 toxicities while none
experienced G3 renal failure from Raltitrexed.

Conclusions: the administration of Raltitrexed is a part of daily clinical practice at our
center in patients with mCRC and cardiac comorbidities or older age with relevant
efficacy but frequent severe toxicities. The use in the very advanced setting can bring a
clinical benefit/relief rom symptoms in up to 25% of patients but with severe toxicities
in up to 17%.
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Table: D50

Group N°- median age - %
male

Characteristics Benefits G3 or G4
toxicities*

A) Cardiac
comorbidities

6 pts – 70 years –
100% male

100% 1st line, 50 % ECOG PS 1, 85,7% doublet ORR 50% (2 pts not evaluable), CB 75% 33,3%

B) Older Age 2 pts – 82 years –
100% male

100% 1st line, 100% monotherapy ORR 50%, no SD 100%

C)Further line 24 pts – 64 years –
45,8% male

33,3% 4th--6th line, 54% ECOG PS 1, 50%
doublet (45% TOMOX)

ORR 0% (3 pts not evaluable),CB 9,5% Relief
from symptoms 25%

16,7%

Doublet = TOMOX or TOMIRI. ORR= overall response rate. CB = ORR + stable disease.

gastrointestinal (colorectal) cancers Annals of Oncology

iv | gastrointestinal (colorectal) cancers Volume 27 | Supplement 4 | September 2016



simultaneous care

E01� Effects of simultaneous care on quality of life of advanced

cancer patients. A multicenter controlled randomised clinical

trial

V. Franciosi1, G. Caruso1, C. Degli Esposti2, L. Cavanna3, R. Berte’4, G.
P. Bacchini1, L. Bocchi1, M. Monfredo3, P. Di Cesare3, B. Melotti2, E. Piva5,
V. Scafuri5, G. Maglietta6, M. Sequino6, A. RIMANTI1, C. Binovi1, F. GHISONI7,
C. Caminiti6
1Oncologia Medica, Azienda Ospedaliero-Universitaria, Parma
2Oncologia Medica, Azienda Ospedaliero-Universitaria, Bologna
3Oncologia Medica, Azienda Unita’ Sanitaria Locale, Piacenza
4Cure Palliative, Azienda Unita’ Sanitaria Locale, Piacenza
5Oncologia Medica, Azienda Ospedaliero-Universitaria, Ferrara
6Ricerca E Innovazione, Azienda Ospedaliero-Universitaria, Parma
7Cure Palliative, Azienda Unita’ Sanitaria Locale, Parma

Background: Patients (pts) with metastatic cancer may have a substantial symptom
burden and poor Quality of Life (QoL). We examined the effect of Simultaneous Care
(SC) on QoL among newly diagnosed advanced cancer pts.

Methods: The Cancer Centers of Parma, Fidenza, Piacenza, Bologna and Ferrara
randomized pts to receive Standard Oncologic Care (SOC) alone (control arm) or SOC
integrated with early palliative care (SC) (sperimental arm). Eligible pts had diagnosis
of locally advanced or metastatic NSCLC, gastric, pancreatic and biliary tract cancers
within the previous eight weeks; first line chemotherapy; ECOG PS 0-2; life expectancy
>3 months; age > 18 years; written informed consent. The palliative care visits were
performed by a dedicated physician/nurse team. QoL was assessed at baseline (T0) and
at 12 weeks (T1) with the Functional Assessment of Cancer Therapy-General
(FACT-G), a 27-item divided into four domains: Physical, Social/Family, Emotional,
and Functional Well-Being. Primary endpoint of the study was the change in the QoL
scores from T0 and T1. To detect a significant difference, between the two groups, in
the change of FACT-G score at 12 weeks, of at least 6.5 points, we will use the
two-tailed t-test. Fixed a = 0.05 and 1-ß = 0.8 the sample size required is 243 pts,
including a 30% extra pts lost to follow-up (because survival at 12 weeks was estimated
80%).

Results: Between December 2014 and March 2016 we randomized 281 pts.
Randomization seems to have been successful because no statistically significant
differences were found in baseline characteristics.

Table: E01*

Variable SOC 139 (50%) SC 142 (50%)

AGE (median) 68 68
PRIMARY SITE
NSCLC 81 (59%) 82 (58%)
Pancreatic 29 (20%) 31 (22%)
Gastric 26 (19%) 18 (12%)
Biliary tract 3 (2%) 11 (8%)
SEX
Female 53 (38%) 45 (32%)
ECOG
0 43 (31%) 48 (34%)
1 88 (63%) 86 (61%)
2 8 (6%) 8 (5%)
STAGE
Metastatic 126 (91%) 130 (92%)

The FACT-G evaluable at T0 were 281 (100%), and the pts who have
requested help in filling out were 55 (20%).

Conclusions: The accrual of the patients is finished on scheduled time. The last patient
will complete the FACT-G at T1 in June 2016. At the time of the conference we will
present the final results about the primary end point of the study, namely, the effects of
Simultaneous Care on QoL of patients with advanced NSCLC, gastric, pancreatic and
biliary tract cancer (Funded by “Programma di Ricerca Regione Emilia
Romagna-Università 2013”).

E02 Awareness and consideration of malnutrition among italian

oncologists: insights from an exploratory survey

R. Caccialanza1, P. Pedrazzoli1, E. Cereda1, G. Farina2, P. Cotogni3, C. Pinto4,
C. Gavazzi5, C. Gandini1, M.T. Nardi6, V. Zagonel6
1Fondazione IRCCS Policlinico S. Matteo, Pavia
2Ospedale Fatebenefratelli, Milano
3Università di Torino, Milano
4Arcispedale S. Maria Nuova, Reggio Emilia
5Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
6Istituto Oncologico Veneto IRCCS, Padova

Background: Malnutrition is an overlooked yet frequent problem in cancer patients
that is associated with a higher degree of treatment related toxicity, a reduced response
to treatment, an impaired quality of life, and a worse overall prognosis The attitude
toward malnutrition varies considerably among oncologists and many malnourished
cancer patients receive inadequate nutritional support. An exploratory national survey
has been conducted by the Italian Society of Medical Oncology (AIOM) and the Italian
Society of Artificial Nutrition and Metabolism (SINPE) aimed at evaluating current
attitudes toward malnutrition and management of nutrition among Italian medical
oncologists, before publication of an intersociety consensus document (Caccialanza
et al, J Cancer, 2016).

Methods: Experts from AIOM and SINPE developed a 15-item multiple-choice
questionnaire to investigate the attitude of oncologists toward malnutrition, and the
management of nutritional support. A formal invitation to participate in the survey
was sent via email to the 2375 oncologist AIOM members. Data were anonymously
collected from January to July 2015 through the AIOM-dedicated website.

Results: Only 135 (5.7%) AIOMmembers participated in the survey, with a satisfactory
distribution across all Italian regions. Nutritional assessment and support were routinely
integrated into patient care for 38 (28%) responders. According to 66 (49%) participants,
nutritional assessment was carried out only at the patients’ request (n= 62), or not at all
(n = 4). Availability of clinical nutritionists was reported by 88 (65%) participants. For 131
responders (97%), nutritional status was decisive (n= 63) or often crucial (n = 68) in
assessing whether anticancer treatment was practicable or would be tolerated.

Conclusions: The low response rate may reflect the lack of awareness and
consideration of nutritional issues among Italian oncologists. Although malnutrition
and nutritional support seemed to be perceived by the responders as relevant factors
for the efficacy of oncologic treatments, it seems that nutritional care practices may well
be inappropriate. The lack of collaboration between oncologists and clinical
nutritionists appears to be the first obstacle to overcome. Educational intersociety
initiatives aimed at improving nutritional support management for cancer patients in
Italy appear urgently needed.

E03 Prevalence study on potential drug-drug interaction in piacenza

hospital onco-haematology department

S. Vecchia, C. Confalonieri, E. Damonti, A. Riva, E. Orlandi, L. Cavanna

Ospedale Guglielmo da Saliceto, Piacenza

Cancer patients can be a human model of potential drug-drug interaction (PDIs).
Usually they receive a large number of different medications, including antineoplastic
agents, drugs for comorbid illness and medication for supportive care, however
information about these interactions are fragmented and poor, so we assessed a
prospective study to evaluate the prevalence of drug interaction among patients
hospitalized in the Onco-Haematology department, Hospital of Piacenza.
Data on drugs administered for cancer, comorbidities or supportive care were collected
from different computerized prescription software in use in the department, we
compared them with a database to focus on drugs co-administration. A literature
review was performed to identify major PDI and to classify them by level of severity
(major, moderate, minor) and by strengths of scientific evidence for them (one to five
grade of evidence).
In this study 284 cancer patients were enrolled, patients had taken an average of 7
(standard deviation: 4) drugs on each day of therapy, plus chemotherapy agents, we
identified 67 PDIs. At least 53 (19 %) patients had one PDI. Of all PDIs: 63 (94 %) were
classified as moderate severity and only 4 (6 %) as major. In 55 cases chemotherapeutic
agents were involved in possible interactions with supportive care drugs, meanwhile in
12 cases the PDIs were between supportive care drugs. Coumadin, quinolone,
cyclophosphamide, allopurinol and cisplatin were frequently part of the PDIs.
Interaction that potentially cause medullar depression, major bleeding risk or a
decrease in the drug absorption rate were common.
In our Centre, thanks to a computerized prescription software, integrated with caution
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alarm in case of possible interaction, we had a lower rate of PDIs than the one from
literature. It’s possible to improve the software integrating the alarm with the PDIs
between chemotherapy agents and supportive care drugs.

E04 Frequency and intensity of symptoms and disease awareness in

a large mono-institutional series of Malignant Pleural

Mesothelioma (MPM) patients followed within a simultaneous

care program

G. Gallizzi1, F. Grosso2, A. Kasa3, B. Oneglia3, P. Ballarino3, A. Roveta2,
L. Giaretto3, A. Muzio3, G. Numico2, D. Degiovanni3
1Ao Ss Antonio E Biagio E C. Arrigo, Alessandria
2AO SS. Antonio e Biagio e C. Arrigo, Alessandria
3ASL Santo Spirito, Casale Monferrato

Background:MPM is a lethal cancer with huge symptom burdens, active treatment
has limited impact on prognosis and palliative care is crucial in the clinical
management. In 2012 the Ministry of Health supported a project aimed at assuring
simultaneous care (SimC) to newly diagnosed symptomatic patients (pts) and their
families in the highly asbestos polluted area of Casale Monferrato. Here we report on
the most common symptoms and on their course, the awareness of disease and the
need for urgent hospitalization.

Materials and methods: Edmonton Symptom Assessment System (ESAS) was used to
select patients. If 1 item or the sum of items was =4, SimC were offered. An Integrated
Palliative Care Team followed each patient at home, visits were arranged by the team
according to clinical needs and the patient and family requests. ESAS was repeated 1
month after the initiation of the program. Specific questionnaires were delivered to
assess the awareness of the disease.

Results: From 4/2013 to 10/2015, 79 MPM patients, 39 M (49%) and 40 F (51%),
median age 71 (IQR 65-78; range 53-99) were included in the program. Symptoms
frequency and the corresponding NRS at diagnosis were as follows: pain in 39 (49%)
NRS 4.5; fatigue in 50 (63%) NRS 4.5; depression in 46 (58%) NRS 6.5; anxiety in 17
(22%) NRS 5; loss of appetite in 47 (60%) NRS 3; dyspnea in 58 (73%) NRS 5.5; cough
in 24 (30%) NRS 3.5; edema in 24 (30%) NRS 2. After 1 month of SimC symptoms
were: pain in 36 (46%) NRS 3; fatigue in 51 (65%) NRS 3; depression in 32 (40%) NRS
3; anxiety in 8 (10%) NRS 4; loss of appetite in 32 (40%) NRS 2,5; dyspnea in 24 (30%)
NRS 3; cough in 8 (10%) NRS 2; edema in 16 (20%) NRS 2. Median number of team
home visits was 3/week. Sixty-three pts (79%) were perfectly aware about their disease,
13 (17%) even about their terminal condition. Seventy-four families (94%) were fully
informed about the disease and 71 (90%) about the imminent fatal outcome of their
relative. Only one pt (1.2%) required A&E admission due to pneumonia.

Conclusion: SimC by an integrated team impacted favorably both on frequency and
intensity of symptoms. Pain and fatigue were the most difficult to treat symptoms. The
level of awareness about the disease was high and only one pt in this program required
urgent admission. We are now working on an economical analysis of this model of
care, as opposed to in-hospital care, to measure the true costs and sustainability.

E05 Oncology Network ASL1 Abruzzo: first year activity bridging the

gap between Hospital and Territorial Care

G. Bruera1, A. Cortellini2, L. Napoleoni2, D. Di Giacomo3, S. Candria2, F. Pignatelli4,
A. Giusti4, D. Tacconella5, R. De Santis5, S. La Civita6, L. Giacco4, F. Marinangeli7,
E. Ricevuto1
1Oncology Territorial Care Unit, S. Salvatore Hospital, Oncology Network ASL1
Abruzzo, University of L’Aquila, L’Aquila, Italy; Department of Biotechnological and
Applied Clinical Sciences, University of L’Aquila, L’Aquila, Italy, L’Aquila
2Oncology Territorial Care Unit, S. Salvatore Hospital, University of L’Aquila,
L’Aquila, Italy; Department of Biotechnological and Applied Clinical Sciences,
University of L’Aquila, L’Aquila, Italy, L’Aquila
3Department of Biotechnological and Applied Clinical Sciences, University of
L’Aquila, L’Aquila, Italy, L’Aquila
4Health District L’Aquila, Integrated Home Care (ADI) and Health Residency, ASL1
Abruzzo, L’Aquila, Italy, L’Aquila
5Health District Marsica, Integrated Home Care (ADI) and Health Residency, ASL1
Abruzzo, Avezzano, Italy, Avezzano
6Health District Valle Peligno-Sangrina, Integrated Home Care (ADI), ASL1
Abruzzo, Sulmona, Italy, Sulmona
7Palliative Care Unit, Hospice, ASL1 Abruzzo, Italy, L’Aquila

Background: Optimal, efficient multidisciplinary management of cancer patients (pts)
requires integrated network between oncologic expertise with territorial health care
realm, to gain elevated standard, guarantee optimal homogeneous access to
personalized curative and preventive strategies, humanize care, modulating
hospitalization and resources allocation. In September 2014, ASL1 Abruzzo, Avezzano
Sulmona L’Aquila, approved Innovative Strategic Project “Personalized and Territorial
Integrated Oncology” and Oncology Network, in accordance with re-modulation of
Essential Levels of Assistance of Italian and European Health Program.

Patients and methods:We evaluated Oncology Territorial Care Unit activity,
specifically instituted to guarantee continuum of care between hospital and territory,
integrated with Territorial Care Units of Oncology Network ASL1 Abruzzo.

Results: From October 1st 2014 to December 31st 2015 (15 months), 863 pts were
followed at Oncology Territorial Care Unit: 645 (74%) from ASL1 Abruzzo, specifically
481 (56%) L’Aquila, 115 (13%) Avezzano, 49 (6%) Sulmona; 116 (13%) other Abruzzo
ASL, 16 (2%) other regions. Overall, 580 (67%) required only ambulatorial care, 283
(33%) hospital care and cure, 102 (11.8%) ambulatory visits to monitor safety of
non-infusional therapy. Among 645 ASL1 Abruzzo pts, 436 (51%) ambulatorial and
209 (24%) hospital; 120 (14%) shared with Integrated Home Care, 29 (3%) Hospice, 7
(1%) Health Residency. Overall, 333 (38.5%) pts were affected by gastrointestinal (GI)
cancer (580 ambulatory/283 hospitalized), specifically 216 (25%) colorectal (CRC)
(137/79), 113 (13%) breast (102/11), 80 (9%) gynecologic (62/18), 76 (9%) urological
(62/21), 55 (6%) central nervous system (CNS) (38/17), 35 (4%) head-neck (HN) (18/
17), 29 (3%) lung (9/20), 15 (2%) melanoma (10/5), 70 (8%) multiple (41/29), 31
(3.5%) rare (23/8). Overall, 115 died (13.3%); 295 new pts (34.2%), 112 GI (58 CRC),
15 breast, 24 gynecological, 31 urological, 30 CNS, 17 lung, 17 HN, 8 melanoma, 16
multiple, 10 rare. Prevalent ambulatory activity was follow-up for potentially cured pts:
353 (41%) out of hospital at oncologic ambulatories in ASL1 Abruzzo Districts.

Conclusions: Present data represent a model of global organization of oncologic
activity in ASL1 Oncology Network, driven by innovative Oncology Territorial Care
Unit, integrating skilled specialized and personalized treatment strategies with
humanized Multidisciplinary Territorial Care.

E06 Activation of Palliative Cares by hospital oncologists: first

results of a survey conducted by Rete Oncologica del Piemonte

e della Valle d’Aosta

I. Alabiso1, A. Ballari1, E. Brignardello1, G. Numico1, E. Sperti1, A. Cristofano1,
E. Russi1, C. Oliva1, M. Mistrangelo1, M. Levis1, M. Gallo1, G. Di Costanzo1,
O. Bertetto2
1Gruppo di Studio Terapie di Supporto - Rete Oncologica del Piemonte e della
Valle d’Aosta, TORINO
2Dipartimento funzionale interaziendale interregionale Rete Oncologica del
Piemonte e della Valle d’Aosta, Torino

Integration between oncologist and palliativist is important for global patient care. We
conducted a survey to analyze Piedmont and Valle d’Aosta reality from oncologist point
of view. We collected 101 questionnaires answered by oncologist working mostly in
ambulatories and day hospitals. Palliative care division is inside the hospital in 60% of
cases, otherwise is external but afferent to local health authority; in most cases (58,4%) it
deals with all symptoms of advanced disease. Patients taken over are only oncological
(35%) or also non oncological (37%) out of active therapy, or cancer patients still
receiving chemotherapy (28%). Almost 90% of oncologists believes that palliative cares
provide a high quality service in terms of symptoms control, global and constant
assistance and respect of quality of life and death. In case of simultaneous care,
particularly appreciated are continuity of care and cooperation with oncology. Reduction
of hospitalization and assistance customized to patients needs are other positive aspects.
Reasons for dissatisfaction are incomplete pain control, absence of simultaneous cares,
difficult activation, deficiency compared to the number of patients, refusal to perform
blood transfusions or paracentesis, lack of service during holidays. 54% of oncologists
affirms that they refers to the service very often, 35% often, 8% rarely and 3% never. Half
of oncologists starts the service in different moments of disease, according to expected
survival or presence of symptoms. The other half always activates palliative cares only
after the end of active treatment. Activation modality is not homogeneous within
territory depending on health district, general practitioner involved, patient at home or
hospitalized. Taking charge is considered easy and rapid or having a short waiting time,
with differences due to the presence of multiple palliative care units with different
organization. Patients followed by palliativists normally do not access to emergency
room. If this occurs it is for invasive procedures, caregiver exhaustion, uncontrolled pain
or dyspnea, during night or holydays. The survey showed that in 55% of cases each
hospital has one reference Hospice, more than one in 18%. Admission to Hospice is
perceived as easy, with some waiting time, due to shortage of beds. Finally, only half of
oncologist has constant updates from palliative care, but only 50% of those who have no
more information would like to have more contact with palliative care.

E07 Pre-graduate internship in the medical oncology department:

a good training setting to capture aspects of palliative and

simultaneous care

I. Martellucci, M. Fanelli, S. Cherri, A.G. Multari, G. Pesola, P. Rosellini, A. Ciompi,
G. Francini

AUO Siena UOC Oncologia Medica, Siena

Background: Palliative care, from early stages to end-of-life, represent a growing area
of clinical activity and provide both specialized aspects and others that should be of
relevance of each doctor. Communicative peculiarities, the doctor’s relationship with
patients and their families, the team’s work in the specifications of each health
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professional, the management of the oncological disease path from diagnosis, to
treatment, symptom management, to end-of-life, are skills that every doctor having to
use. However, within the pre-graduate training education in this sense fits in very
different ways, mostly entrusted to the sensitivity of various teachers from oncology or
other related disciplines.

Methods:We proposed to all final year students of the degree course in Medicine and
Surgery at the University of Siena a specific in training in department of Medical
Oncology during which the educational end-point was the palliative approach to care.
The training course was divided into four steps: 1) clinical step, the analysis of the
relationship between the doctor and the patient, care and symptoms management,
assessment of the different roles of each health professional; 2) think out step,
comparative phase driven on the experience, even with respect to training in other
departments; 3) narrative step, the witness on the part of professionals; 4) synthesis
step, explanatory and final comments. After six months, through an oral questionnaire,
take-home concept were checked.

Results: From October to December 2015 140 students were included in training from
the sixth year of medicine and surgery course (92% of subscribers). Graduation within
a year was predicted for 72 (51%) of these. After six months, 68% of the students
recognized the uniqueness of palliative approach, 79% have recognized the importance
in oncology profession, 85% the importance in medical education undergraduate. 40%
considered it useful also palliative and simultaneous care curricular lessons and 20%
considered it necessary.

Conclusions:Medical education is required to find the best ways to transmit to
medical students skills finalized to patient care projected to the end-of-life and
symptoms control in chronic and incurable diseases. A good training setting seems to
be the Medical Oncology Department if the training period in this sense is led by
trained personnel.

E08 A pilot study of simultaneous care in oncologic patients

P. Di Masi, E. Damiani, M.T. Cattaneo, V. Filipazzi, P. Brasca, L. Isabella,
A. Gambaro, L. Somma, G. Tansini, E. Piazza

U.O.C. Oncologia “Luigi Sacco”, Milano

Background: Simultaneous care (SC) can be defined as an organizational model aimed
to provide global assistance to the patient. In our study we have assessed the degree of
integration between medical interventions for symptom control and active treatment
(chemotherapy or target therapy) in patients with a diagnosis of metastatic cancer.

Patients and methods: A review of ambulatory records was made between June -
December 2015, in order to register median time intervals (MTI) regarding
introduction, duration and interruption of simultaneous care. Clinical data, such as
location of primary tumor and metastases, ECOG-PS, pain and fatigue, were also
collected. We also gave out the simple Edmonton Symptom Assessment Scale (ESAS)
questionnaires to the pts.

Results:We enrolled 59 patients (breast 24%, colon-rectum 19%, lung 17% and other
sites 40%). MTI of introduction SC was 2 months after diagnosis, with a duration from
5 to 7 months. During the observational period 17 pts died, they had interrupted
antineoplastic treatment at least 2 months before death. Only 10 of them (59%) had
access to hospice or to home care assistance with length corresponding to 24 days.
Analyzing the data we stratified the patients in two groups, represented by breast
cancer vs other cancers. In the 14 patients affected with breast cancer we found a
smaller prevalence of fatigue (29% vs 67%), pain (50% vs 70%), a better ECOG-PS (PS
0/1 79% vs 56%), and metastases more often confined to the bones (57% vs 13%). The
percentage of patients who were still receiving simultaneous care at the end of the
observational period was greater among the women affected with breast cancer (93% vs
51%). None of the 17 died patients belonged to this specific group. Only 60 % of
patients returned back ESAS q.

Conclusions: The results show a real integration between active treatment and
palliative care with mean duration of 6 months. Accessibility to hospice or home care
assistance needs to be improved. SC seems to be more useful in NON Breast Cancer
pts, they need earlier intervention because of their different prognosis. Poor is the
compliance to ESAS questionnaires. More ambulatory records are currently under
revision in order to improve reliability of the results.

E09 Promoting healthy lifestyles. Additional results of an

experimental study about the benefit of mind-body practice for

cancer survivors

S. Giordani1, S. Giordani1, P. Pandolfi2, A. Ardizzoni3, C. Teneggi4, E. Zunelli4,
S. D’amico4, M. Laudadio4
1AUSL Bologna - Territorial Oncology, Dept. Primary Care, Bologna
2AUSL Bologna - Dept. Hygiene and Health Promotion, Bologna
3AUSL BOLOGNA - Polyclinic Medical Center S.Orsola Malpighi, Bologna
4Associazione Gli Onconauti, Bologna

Background: A diagnosis of cancer, treatment side effects and consecutive follow up
cause negative emotional responses including anxiety, depression, fatigue, fear and

insomnia that affect the healing process. Hence, for a fruitful cancer care, it is logical to
put emphasis on both physical and emotional well-being. Scientific evidence supports
the utilization of integrative mind-body interventions in rehabilitation programs and
encourage the promotion of a whole-person approach to health. Specifically,
meditation and yoga programs have applicability in areas of decreasing anxiety and
mood disorders. Taking account of international and national guidelines, we designed
a program of integrative rehabilitation based on 3 months yoga lessons, nutritional
counselling and acupuncture. The purpose of this study is to prove the efficacy of yoga
training (breathing exercises, gentle yoga poses and relaxation techniques) in the area
of supportive cancer care.

Material: A group of 50 cancer survivors that, in the follow-up phase, suffering from
psycho-physic symptoms not curable by a pharmacological approach. People in the
group had different types of cancer (breast, colon, prostate, ovary, etc). They attended
the yoga class once a week for an hour and a half.

Method: Administration of a specific questionnaire at beginning and at the end of 3
month yoga program in order to evaluate the effects of an integrative rehabilitation on
the patient well being (POMS- Profile of Mood States-McNair et al. 1981).

Results: Participants made favorable comments during every yoga class, showing
appreciation and a better capability of relaxation. The patient satisfaction
questionnaires suggest that several symptoms improved with yoga (enhancement in the
quality of sleep and strength of body, decrease in symptoms of anxiety, ecc). A
repeated-measures analysis of variance was done on POMS scores. The assessment of
mood state and its statistical analyses demonstrates a significant improvement in two
areas: tension-anxiety (p < 0,012) and Fatigue (p < 0,015). Moreover, in 50% of
participants we found pain improvement. Finally, 84% of participants shows an
amelioration of stress menagement.

Conclusions: Our study confirm that yoga can enhance physical and emotional
well-being of cancer survivors. We hope that such type of integrative intervention,
quite inexpensive and with international scientific evidence of efficacy, will soon
became a standard for oncological follow up.

E10 Ginger in the management of chemotherapy induced nausea

and vomiting (CINV), in patients receiving high dose cisplatin: a

multicenter, randomized, double-blind, placebo-controlled

study

C. Bergamini1, C. Bergamini1, D. Cortinovis2, S. Fatigoni3, M. Cossu Rocca4,
A. Fabi5, A. Iannace6, A. Emiliani6, M.A. Pessi1, C.I. Ripamonti1, S. Alfieri1,
R. Granata1, F. Agustoni1, P. Bidoli2, F. Roila3, F. Nolé4, F. Macchi7, L. Michellini8,
F. Montanaro8, P. Bossi1
1IRCCS Istituto Nazionale dei Tumori di Milano, Milano
2Azienda Ospedaliera San Gerardo, Monza
3Azienda Ospedaliera Santa Maria, Terni
4Istituto Europeo di Oncologia, Milano
5Istituto Nazionale Tumori Regina Elena, Roma
6Università Sapienza, Roma
7Helsinn Integrative Care, Lugano
8Latis Contract Research Organization, Genova

Background: The activity of ginger in CINV has been suggested, but design
inadequacies, heterogeneity of the population, poor quality of tested products, and lack
of dose finding studies limit the possibility to offer generalizable results.

Materials and methods: This was a randomized, double-blind, placebo-controlled,
multicenter study in patients planned to receive ≥2 chemotherapy cycles with high
dose (>50 mg/m2 ) cisplatin. Concomitant radiation was allowed. Patients received
ginger (G) 160 mg/day (with standardized dose of bioactive compounds) or placebo
(P) in addition to the standard antiemetic prophylaxis for CINV, starting from the day
after cisplatin administration. CINV was assessed through daily visual-analogue scale
and FLIE questionnaires. The main objective was protection from delayed nausea;
secondary endpoints included intercycle nausea, and nausea anticipatory symptoms.

Results: The trial enrolled 251 patients (125 G, 126 P), mainly with lung (49%) or head
and neck cancer (HNC, 35%); 154 (61%) subjects completed the study treatment. No
differences were reported in terms of safety profile or compliance.The incidence of
delayed nausea did not differ between the 2 arms in the 1st cycle (67%G vs 66%P) and
2nd cycle (72% vs 66%). A benefit of ginger over placebo was observed in FLIE nausea
score differences (day 6-day 1) in females (p = 0.048) and HNC patients (p = 0.038).

Conclusions: In patients treated with high dose cisplatin, the daily addition of ginger,
even if safe, did not result in a significant protective effect on CINV. The favorable
effect observed on nausea in subgroups at particular risk of nausea (females; HNC)
deserves specific investigation.
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E11 The association between infections and the outcome of

chemotherapy programs for colorectal cancer patients

M. Torchio1, A. Olgiati1, C. Cavalli1, S. Zanirato1, P. Previde Massara2,
C.V. Sansalone2, M. Danova1
1U.O.C. Medicina Interna e S.S. Oncologia Medica, Ospedale Civile di Vigevano,
ASST Pavia, Vigevano
2U.O.C. Chirurgia Generale, Ospedale Civile di Vigevano, ASST Pavia, Vigevano

Background: The adherence to scheduled anticancer chemotherapy (CT) programs is
important for the clinical outcome of patients (pts) with different types of solid
tumors. We examined, in a retrospective fashion, the incidence and the causes for
interruption of planned CT courses in colorectal cancer pts.

Patients and methods:We included pts receiving CT (with and without
antiangiogenic agents or EGFR-inhibitors) at our institution for both early and
advanced disease, from 2013 to 2015.Clinical and laboratory baseline characteristics
were compared between pts with and without CT interruptions/delays.

Results: Data from 63 pts (38 M/25F; median age 62, range 37-80 years) were
evaluated: 37.8% of them experienced 78 episodes of CT interruption/delays. The main
documented reasons for CT delays were neutropenia (27.4%), documented infections
(23.9%) and thrombocytopenia (8.5%). Independent risk factors for CT interruption/
delays were: upper respiratory viral infections (OR 1.77), pre-existing lymphopenia,
comorbidities (such as diabetes and kidney failure) and treatment for advanced disease
(irrespectively of the number and/or sites of metastasis, the type of biological agent
utilized in combination with CT or the surgical approach performed) versus adjuvant
treatment. In the adjusted analysis focusing on CT interruption/delays due to infection
alone, upper respiratory tract infections (OR 5.26) and age (<70 versus >70 years) were
significant independent risk factors and, overall, mild respiratory viral infections were
frequently associated with CT delays.

Conclusions: Our results encourage interventions to reduce infective complications
and related CT-delays /interruptions. In particular: a) the prevention and reduction of
the hospitalizations related to infective complications in selected subgroups of
CT-treated CRC pts (i.e. elderly pts or those with multiple comorbidities) and the
improvement of the adherence to guidelines for colony stimulating factor and
antimicrobial prophylaxis during anticancer treatment.

E12 Psychological and physical benefits in metastatic cancer

patients using Tibetan Singing Bowls. A pilot study in an Italian

Oncology Unit

L. Pigaiani1, M. Casini1, L. Bidin2, P. Seghini3, L. Cavanna2
1Associazione Malato Oncologico Piacentino (AMOP), Piacenza
2AUSL Piacenza U.O. Oncologia, Piacenza
3AUSL Piacenza U.O. Epidemiologia, Piacenza

Background: Sound is a physical pervasive phenomenon inducing resonance
influencing cell metabolism; bodily water mediates vibration effects. Tibetan Singing
Bowls induce a measurable state of well-being in patients with cancer.

Materials and methods: This pilot study included 12 metastatic cancer patients
undergoing 6 sessions of Tibetan Bowls. Objective (electrocardiography, skin
conductance and electroencephalography) and subjective measurements (QoL,
Anxiety/Depression, Distress, Fatigue) were performed. End points were feasibility
(recruitment, attendance, compliance to treatment) and benefits: the amelioration in
QoL, anxiety, distress, arousal and mental exhaustion.

Results: All 12 pts were recruited over a two-week period; 83% of them attended the
totality of sessions. 83% of the patients completed basal and final questionnaires, being
evaluable for subjective efficacy. 59 instrumental tests were performed out of 60
sessions completed, (98% compliance with instrumental tests). For subjective
parameters, a statistically significant difference emerged only in Distress Thermometer
(2.4 vs 5.3 p = 0.0005); all other validated questionnaires failed to reveal significant
changes from basal levels. For objective parameters we observed: 1) a statistical
decrease in both tonic skin conductance level (SCL) (pre = 3.03; post = 1.64;
p = 0.0091) and phasic SCL (pre = 0.87; post = 0.53; p = 0.0064); 2) a significant
increase in heart rate variability (HRV) (pre = 19.7; post = 22.2; p = 0.0041); 3) specific
analysis of electroencephalogram (EEG) registration in anterior-frontal areas revealed
changes in beta, alpha and inter-hemispheric coherence, (beta: 46.9 vs 41.7 p = 0.09;
alpha 85.5 vs 75.9 p = 0.046; coherence 28 vs 35 p = 0.084).

Conclusions: This treatment is feasible in cancer patients. The primary end-points
(acceptance, attendance and compliance) were reached; personalized programs should
be offered to patients at risk of rapid worsening conditions and to subjects affected by
bone metastases. A visual tool for subjective distress appears more appropriate than
validated questionnaires. Useful tools for collection of objective data are SCL, HRV,
and anterior-frontal derivations of EEG. Tibetan Bowls appear to decreased anxiety,
state of arousal, involuntary mental activity and induce a better adjustment to stress.
These suggestions need to be confirmed in larger trials to assess the benefits of Tibetan
Singing Bowls in metastatic cancer patients.
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breast cancer

F01� Dose-dense adjuvant chemotherapy, treatment-induced

amenorrhea and overall survival in premenopausal breast

cancer patients: a pooled analysis of the MIG1 and GIM2 phase

3 studies
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F. Montemurro15, F. Puglisi16, C. Bighin1, P. Bruzzi1, L. Del Mastro1
1Irccs Aou San Martino Ist, Genova
2Istituto Regina Elena per lo Studio e la Cura dei Tumori, Roma
3Azienda Ospedaliera Carlo Poma, Mantova
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12ASLTO1, Torino
13Ospedale San Paolo, Savona
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16Azienda Ospedaliera di Udine, Udine

Background: Breast cancer is the most common tumor and the leading cause of
cancer-related deaths in young women. The majority of women in reproductive age
with early-stage breast cancer are candidates to receive an anticancer treatment that
includes the use of chemotherapy. However there is no evidence to recommend a
specific chemotherapy regimen on the basis of efficacy and long-term tolerance. We
performed a pooled analysis of two randomized clinical trials to evaluate, as primary
endpoint, the efficacy of adjuvant dose-dense chemotherapy and the risk of developing
treatment-induced amenorrhea in premenopausal breast cancer patients. A secondary
aim was the impact of treatment-induced amenorrhea on overall survival (OS).

Materials (patients) and methods: In the open-label, phase 3 MIG1 study, node
positive or high-risk node negative women were randomized in a 1:1 ratio to received 6
cycles of fluorouracil, epirubicin, cyclophosphamide (FEC) every 2 (dose-dense) or
every 3 (standard-interval) weeks. In the 2 x 2 factorial, open-label, phase 3 GIM2
study, node positive patients were randomly allocated in a 1:1:1:1 ratio to received 4
cycles of dose-dense or standard-interval EC or FEC followed by 4 cycles of dose-dense
or standard-interval paclitaxel.

Results: A total of 1,549 premenopausal patients were included: 528 from the MIG1
study and 1021 from the GIM2 study. Dose-dense chemotherapy was associated with a
significant improved OS as compared to standard-interval chemotherapy (HR 0.71,
95% CI 0.54-0.95; p = 0.021). The pooled HRs were 0.78 (95% CI 0.54-1.12) and 0.65
(95% CI 0.40-1.06) for patients with hormone receptor-positive and negative tumors,
respectively (interaction p = 0.330). No increased risk of treatment-induced
amenorrhea was observed with dose-dense chemotherapy (OR 1.00, 95% CI 0.80-1.25;
p = 0.989). The development of treatment-induced amenorrhea was not associated
with a significant improvement in OS (HR 0.76, 95% CI 0.55-1.04; p = 0.083). The
pooled HRs were 0.68 (95% CI 0.42-1.10) and 1.07 (95% CI 0.61-1.88) for patients with
hormone receptor-positive and negative tumors, respectively (interaction p = 0.355).

Conclusion: In high-risk premenopausal breast cancer patients, dose-dense adjuvant
chemotherapy is associated with a significant improved OS without increasing the risk
of treatment-induced amenorrhea. Thus, we suggest to treat high-risk premenopausal
breast cancer women with a dose dense chemotherapy regimen.

F02� Ki67, tumor stage (TS) and axillary node metastases (ANMs): a

complex relationship

G. Galli1, G. Bregni2, E. Meneghini3, S. Cavalieri4, F. Di Salvo3, H. Amash3,
B. Paolini5, F. de Braud6, M.C. De Santis7, M. Sant3, S. Di Cosimo4
1Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2Unità di Oncologia Medica 1, IRCCS AOU San Martino-IST, Genova
3Unità di Epidemiologia analitica e Impatto sulla salute, Dipartimento di Medicina
Preventiva e Predittiva, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
4Dipartimento di Oncologia Medica, Fondazione IRCCS Istituto Nazionale dei
Tumori, Milano
5Dipartimento di Patologia, Fondazione IRCCS Istituto Nazionale dei Tumori,
Milano
6Dipartimento di Oncologia Medica, Fondazione IRCCS Istituto Nazionale dei
Tumori - Università degli Studi di Milano, Milano
7Dipartimento di Radioterapia, Fondazione IRCCS Istituto Nazionale dei Tumori,
Milano

Background: The prognostic/predictive role of proliferation index Ki67 is controversial
in breast cancer (BC), as its potential correlation with tumor or patients’ (pts)
characteristics has not been clarified yet. We aimed to investigate the correlation
between Ki67, TS, ANMs, hormone receptor (HR) and human epidermal growth
factor receptor 2 (HER2) status, and patients’ age in a single institution cohort of early
BC pts.

Material and methods:We retrospectively analyzed 1785 pts affected by T1-T2 N0-N1
BC, treated at our Institution from 1/11/11 to 30/9/15. HR, HER2 and Ki67 were
assessed by immunohistochemistry. Spearman’s coefficient ρ was used to estimate
correlation between Ki67 and TS. Association between Ki67, ANMs and HR status was
assessed with logistic regression. Odds ratios (ORs) with 95% confidence intervals
(CIs) were calculated in all cases and separated analyses were performed for groups of
TS (T1a-b, T1c, T2) and pts’ age (<50, ≥50).

Results:Median Ki67 was 19% [interquartile range (IQR) 12-30] in HR positive (+)
HER2 negative (-) BC, 34.5% (IQR 25-50) in HR+ HER2+ BC, 40% (IQR 30-60) in
HR- HER2+ BC, 60% (IQR 40-80) in HR- HER2- BC. TS was associated with Ki67 in
pts ≥50 year-old (ρ 0.343, p < 0.001), irrespectively by HR and HER2. This correlation
was poor in HER2- pts <50 year-old (ρ 0.248, p < 0.001) and absent in HER2+ ones (ρ
0.248, p < 0.001). Ki67 positively correlated with ANMs in pts ≥50 year-old with T1a-b
(OR 2.87, CI 1.39-5.92), while no correlations were seen in younger pts and larger TS.
TS was directly associated with ANMs (OR for each 5 mm increase 1.42, CI 1.33-1.51),
in a stronger way in HR+ cases than in triple negative (TN) ones. TN BC showed lower
ORs for ANMs than HR+ cases in each TS group (OR 1.81, CI 0.87-3.76 versus OR
0.44, CI 0.21-0.91 for T1c; OR 3.36, CI 1.40-8.50 versus OR 0.32, CI 0.16-0.67 for T2).

Conclusions: Ki67 is associated to ANMs in older pts with T1a-b BC, while the
correlation is poor in younger pts and more advanced TS. TS relates with ANMs in HR
+ cases, but not in TN ones. Our data, though retrospective, suggest that pts ≥50
year-old with small BC and low Ki67 may avoid axillary surgery, being spared even by
sentinel node biopsy. On the other hand, the low incidence of ANMs in TN pts may
suggest the possibility to candidate them to a conservative approach as well, even if
stronger data are needed given the absence of clear predictors of nodal status in such a
subgroup.

F03� The impact of reproductive factors and oral contraception on

breast cancer risk in women with brcamutation or family

history of breast cancer

A. Toss1, G. Grandi1, S. Pavesi1, L. Marcheselli1, E. De Matteis2, E. Razzaboni1,
C. Tomasello1, A. Cagnacci1, L. Cortesi3
1University of Modena and Reggio Emilia, Modena
2Vito Fazzi Hospital, Lecce
3University Hospital of Modena, Modena

Background: Reproductive history and combined hormonal contraceptives (CHC)
have been proposed to modify breast cancer (BC) risk in general population. These risk
factors have been also investigated in BRCAmutation carriers and women at increased
familial risk, showing conflicting and limited evidence. With the aim of providing
recommendations for these patients, we evaluated the association between reproductive
factors (including CHC) and incidence of BC among women attending the Modena
Family Cancer Clinic (MFCC).

Material & methods: The characteristics of reproductive life were collected in 2529
women that attended the MFCC between May 2010 and January 2016. Since 1995, the
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MFCC classifies women with a family history of breast and ovarian cancer according to
the Modena criteria and, more recently, by the Tyrer-Cuzick model, and provides
personalized surveillance programs. We evaluated the cumulative BC risk at 60 years
according to pregnancies, age at first live birth, menarche, menopause, breastfeeding,
abortions and CHC.

Results: Among 2529 women (mean age:52), 115 (5%) were BRCAmutation carriers
(65 BRCA1 and 50 BRCA2) (Group1), 1823 (72%) were at High Risk and 591 (23%)
were at Intermediate Risk according to the Modena criteria and the Tyrer-Cuzick
model. Overall, 255 women developed BC. Since cumulative risk at 60 years did not
statistically differ between women at Intermediate and High risk, we’ve considered
these women all together (Group2). BCs in Group1 were more likely to be hormone
receptor negative (p = 0.018), early onset (p = 0.009) and multiple (p = 0.005). Age at
diagnosis was significantly lower in Group1 (43 vs 49 years). In Group1, at least one
live birth (p = 0.005) showed to significantly reduce the risk for BC. In Group 2, age at
first live birth ≤30 (p = 0.005) and late age at menarche (p = 0.005) showed to
significantly reduce the risk for BC. On the other hand, breastfeeding, abortion and
CHC did not show to significantly modify risk in both groups. Overall, BC risk was not
influenced by CHC duration of assumption, dose of estrogens or type of progestin.

Conclusions: These results confirm that pregnancies and the reproductive lifespan play
relevant roles in the definition of BC risk also in women at increased familial and
genetic risk. Moreover, we believe that these results, along with data available in
literature, should encourage the design of chemoprevention trials with CHC for the
prevention of ovarian cancer in BRCA mutation carriers.

F04 An international multicentre hospital-based retrospective

cohort study evaluating the prognostic performance of

Adjuvant! Online and Nottingham Prognostic Index in young

breast cancer patients

M. Lambertini1, A.C. Pinto2, L. Ameye2, L. Jongen3, L. Del Mastro1, F. Puglisi4,
M. Bonotto4, F. Poggio1, G. Floris3, K. van Asten3, H. Wildiers3, P. Neven3, E. de
Azambuja2, M. Paesmans2, H.A. Azim, Jr.2
1IRCCS AOU San Martino-IST, Genova
2Institut Jules Bordet, Brussels
3University Hospitals Leuven, Leuven
4University Hospital of Udine, Udine

Background: Adjuvant! Online (AOL) and Nottingham Prognostic Index (NPI) are
two widely used tools developed to predict an individual’s prognosis and to aid
treatment decision-making. Although performing globally well, their performance is
unclear in populations other than those used in their validation studies and particularly
in specific subgroups such as women younger than 40 years. The present study aimed
to evaluate for the first time the prognostic performance of AOL and NPI (i.e. tools
calibration and discriminatory accuracy) in young early breast cancer patients.

Material and methods: This is a multicentre hospital-based retrospective cohort study
including young (≤ 40 years) and older (55-60 years) breast cancer patients treated
from January 2000 until December 2004 at 4 large Belgian and Italian institutions.
Predicted 10-year overall survival (OS) and disease-free survival (DFS) using AOL and
10-year OS using NPI were calculated for every patient. To assess calibration, the
trimmed mean of the predicted 10-year outcomes was compared to the observed
(Kaplan-Meier estimate at 10 years) 10-year rates by using one-sample t-test.
Discriminatory accuracy was assessed by calculating the area under the
receiver-operator characteristic curve (AUC under the ROC) and the corresponding
95% confidence intervals for 10-year predicted OS and DFS. Vital status was
cross-checked with the national registries in Belgium and Italy.

Results: A total of 1,283 patients were included (376 in the young and 907 in the older
cohorts, respectively). AOL accurately predicted 10-year OS (absolute difference:
0.66%; p = 0.37) in the young cohort, but overestimated 10-year DFS by 7.66%
(p = 0.003). In the older cohort, AOL significantly underestimated both 10-year OS
and DFS, by 7.20% (p < 0.001) and 3.12% (p = 0.04), respectively. NPI significantly
underestimated 10-year OS in both the young (8.46%; p < 0.001) and the older (4.04%;
p < 0.001) cohorts. AOL and NPI had comparable discriminatory accuracy in
predicting both OS and DFS.

Conclusions: In young breast cancer patients, AOL is a reliable tool in predicting OS at
10 years but not DFS, while the calibration performance of NPI is suboptimal. Due to
the relative underestimation of long-term outcomes in patients aged 55-60 years, the
role of AOL and NPI deserves further investigations.

F05 Choices of first-line therapy in her2-ve advanced breast cancer

(abc) patients (pts). prelimary results of the gim-13 - ambra

study

M.E. Cazzaniga1, G. Mustacchi2, M. Giordano3, O. Garrone4, M. Donadio5, L. Del
Mastro6, L. Livi7, C. Natoli8, A. Michelotti9, A. Turletti10, F. Riccardi11, P. Paolo6,
S. De Placido12, M. De Laurentiis13, P. Marchetti14, F. Montemurro15
1ASST Monza - Osp S Gerardo, Monza
2Università di Trieste, Trieste
3ASST Lariana, Como
4A.O. S. Croce e Carle di Cuneo - P.O. Carle, Cuneo
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Background: Despite the advantages of the last decades, median OS for HER2-ve
metastatic pts is still 2 years and the choice of treatments is strongly influenced by the
drugs used in the adjuvant setting. The use of sequential, single agent chemotherapy
(CHT) is strongly recommended by almost all guide lines, even if no data are available
regarding the application in the clinical practice.

Patients and methods: The AMBRA Study is a longitudinal cohort study, aiming at
describing the choice of first and subsequent lines of treatment in HER2-ve ABC pts.
For the purposes of the study, we collected data of 30 consecutive pts per centre at first
disease relapse in the years 2012-2015, treated with CHT. All pts will be followed up
until 12 months after the enrolment of the last patient. Pts metastatic at diagnosis,
HER2 + ve tumours or pts treated in a clinical trial for the first relapse were excluded.
Considering that 12.000 new cases of ABC are diagnosed each year in Italy and TTC is
approximately 8 months, 1200 pts will be representative of the whole population of
ABC and of the clinical practice.

Results: At the moment of the present analysis, 719 out of 1200 pts have been enrolled.
Overall median age at diagnosis of the primary tumour was 62 years (33-90); 55.8% of
them were aged 40-59. 46.2% of the tumours were Luminal B and 14.3% TNBC. 632
out of 719 pts (87.9%) have received adjuvant therapy: CHT (68.9%) and/or HT
(78.2%). The most used regimens were anthracyclines + taxanes (25.3%),
anthracyclines alone (13.8%) or CMF (10.9%). Median Disease Free Interval was 61
months (1-438). First sites of relapse were viscera in 34.4% of the cases, bone (30.4%)
and soft tissue (22.4%). As 1st-line treatment, 402 (54.4%) pts received CHT alone, 169
(22.8%) HT and 138 (18.7%) a combination of CHT and HT. The most frequently used
CHT was Paclitaxel + Bevacizumab (PB) (21.1%), independently of tumour subtype;
Luminal B tumours were treated with PB in 52.2% of the cases. Main reasons for
treatment choice were: tumour biology (80.9%) and guide lines (73.2%). Median
duration of 1st-line CHT was 5 months (1-49), with no substantial differences
according to tumour subtype (Luminal A: 5.0 vs Luminal B: 5.0 vs TNBC: 4.0 months).

Conclusion: The preliminary results of the AMBRA Study show that anthracyclines
and taxanes are the preferred regimens in the adjuvant setting and that CHT still plays
a crucial role in the treatment of ABC HER2-ve pts, even in Luminal B patients.

F06 Integrin a5 is an independent prognosis factor and a potential

therapeutic target for breast cancer bone metastasis

F. Pantano1, M. Croset2, K. Driouch3, M. Iuliani1, M. Fioramonti1, D. Santini1,
G. Tonini1, N. Bednarz-Knoll4, K. Pantel4, P. Clézardin2
1Università Campus Bio-Medico di Roma, Roma, Italia
2INSERM, UMR 1033, Lyon, France; Faculté Médecine RTH Laennec, University
of Lyon, Villeurbanne, France
3Institut Curie, Hôpital René Huguenin, Laboratoire d’oncogénétique, Saint-Cloud,
France
4Institute of Tumor Biology, University Medical Center Hamburg-Eppendorf,
Hamburg, Germany

Background: Using an extensive bioinformatic approach we identified integrin α5
subunit as a novel potential target to treat bone dissemination from breast cancer. Aim
of this study is to confirm the value of this target

Material and methods: Integrin α5 mRNA expression was quantified by qRT-PCR in
427 breast cancer patients. α5 protein levels on primary tumor was correlated with
presence of disseminated tumor cells (DTCs) in bone marrow at the time of surgery in
further 268 breast cancer patients. BALB/c mice were injected with human MDA-MB-231
α5 silenced or scramble. Animals were killed on day 14 after tumor cell inoculation; lung
and bone marrow were flushed from the hind limbs for DTC colony assay. Alternatively
mice were treated with an anti a5 moAb (M200) or vehicle. Treatment was performed 3
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times per week starting the day before intra-arterial inoculation with luciferase expressing
humanMDA-MB-231/B02 breast cancer cells, which selectively metastasize to bone. In an
additional protocol, animals were culled on day 7 after tumor cell inoculation, and the
bone marrow was flushed for DTC colony assay.

Results: An high a5 expression was associated with shorter bone metastasis-free
survival, both in univariate (P = 0.024) and multivariate analysis (P = 0.04). Moreover
we found significant (P = 0.039) positive association between a5 protein expression on
primary cancer and presence of DTCs in bone marrow. Taking advantage of the ability
of the MDA-MB-231 cancer cell to metastatize both in bone and lung, we found that
abrogating a5 gene function dramatically reduced the number of bone micrometastases
(P = 0.015) without affecting lung dissemination. In addition treatment of
MDA-MB-231/B02 injected animals with M200 antibody significantly delayed the
onset of skeletal lesions (P = 0.02) and caused a 50% reduction in the extent of
osteolytic lesions (P = 0.038), compared to vehicle. This difference was accompanied
with a sharp reduction of tumor burden (P = 0.02), as determined by bioluminescence.
Histomorphometric analysis of metastatic legs showed that M200 treatment decreased
skeletal tumor burden (P = 0.027) and increased the bone volume (P = 0.02), compared
to vehicle. Additionally, the number of DTC colonies from M200-treated mice was
dramatically decreased compared with vehicle (P< 0.001).

Conclusions: Our results suggest that α5 integrin expression in breast cancer cells
facilitates bone marrow micrometastasis formation and the subsequent development of
osteolytic lesions.

F07 Italian observational study on T-DM1 in HER2 positive advanced

breast cancer patients: real world effectiveness and safety
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Background: T-DM1 showed remarkable activity in metastatic HER-2 positive breast
cancer (mBC) and it was recently approved for clinical use in patients (pts) who
previously failed Trastuzumab- and Taxanes-based therapies. A comparison between
Clinical Trials results and T-DM1 outcomes in daily clinical practice has been rarely
performed. We investigate effectiveness and safety of T-DM1 in Italian daily practice.

Methods:We included all pts with HER-2 positive mBC treated with T-DM1 between
2013 and 2015 in 19 Italian centers. Pts baseline characteristics and clinical outcome
were retrospectively collected.

Results: 229 pts were included in our analysis. Median age was 51 years (27-78); visceral
metastases were present in 177 (77%) pts and brain metastases in 68 (30%). It is
noteworthy that 58 (25%) pts received T-DM1 as pure second line, 69 (30%) as third line
and 98 (43%) as fourth or further line. Moreover 4 (2%) pts had T-DM1 as first line
because disease recurrence occurred within 6 months after the end of
Trastuzumab-based adjuvant therapy. The overall response rate (ORR) was 37%, global
disease control rate (gDCR) 67%, progression-free survival (PFS) 6.6 months (C.I.95%:
5.4-7.8) and overall survival (OS) at 2 years 66%. Pts with 1, 2 and 3 metastatic site had
OS at 2 years of 83%, 75% and 42%, respectively (p= 0.01). When T-DM1 was given as
second line PFS was 10.7 months, as third line 6.0 and as fourth or subsequent line 3.3.
Interestingly, for 31 (13%) pts who progressed after Pertuzumab-based therapies, ORR
was 37%, Clinical Benefit 67% but PFS was 5.4 months (C.I.95%: 4.6-6.1). Most frequent
grade≥ 3 toxicities were thrombocytopenia (2.6%), alopecia (2.1%),
hypertransaminasemia (2.2%), neutropenia (1.3%), asthenia (1.3%) and diarrhea (0.4%).

Conclusions: To our knowledge, this is the first real life, multicenter retrospective
analysis evaluating efficacy and safety of T-DM1 in pretreated HER-2 positive mBC pts.
We observed remarkable results in terms of PFS and OS, especially when T-DM1 was
given as precocious line of treatment. Significantly, pts pretreated with Pertuzumab
could seem to benefit less from T-DM1. Globally there was no evidence of significant
or unexpected toxicities. Although these findings should be taken with caution due to
the retrospective analysis and the different line of previous treatment considered, we
confirmed the potential therapeutic role of T-DM1 across an heterogeneous population
of HER-2 positive mBC patients.

F08 Dose-dence adjuvant chemotherapy in early breast cancer: the

results of 15 years of follow-up

S. Giraudi1, M.G. Cavazzini2, A. Michelotti3, A. De Censi4, F. Testore5,
M. Benasso6, M.R. Sertoli1, C. Bighin1, S. Pastorino1, A. Levaggi1, A. D’Alonzo1,
M. Lambertini1, F. Poggio1, E. Blondeaux1, B. Conte1, P. Pronzato1, L. Del Mastro1
1IRCCS AOU San Martino-IST Istituto Nazionale per la Ricerca sul Cancro, Genova
2Azianda Ospedaliera “C.Poma”, Mantova
3Azienda Ospedaliera Universitaria Pisana, Pisa
4E.O. Ospedali Galliera, Genova
5Ospedale Cardinal Massaia, Asti
6Ospedale San Paolo, Savona

Background:We reported the updated results of the MIG-1 study comparing outcomes
of early breast cancer patients treated with fluorouracil, epirubicin and cyclophosphamide
regimen administered every 3 weeks (FEC21) or every 2 weeks (FEC14).

Materials and methods: In this Italian, open-label, multicentre phase III randomized
trial, patients were randomised to receive 6 cycles of FEC21 or of FEC14 (including
support with a granulocyte colony-stimulating factor). The study end-points were
overall survival and event-free survival.

Results: From November 1992 to June 1997 a total of 1214 patients were randomly
assigned to receive FEC14 (604 patients) or FEC21 (610 patients). At a median
follow-up of 15.8 years, overall survival was 71% (95%CI 67-75) in the FEC14 group
and 68% (95%CI 64-72) in in the FEC21 group (p = 0.25). Event-free survival rate at 15
years was 47% (95%CI 41-52) in the FEC14 group and 43% (95%CI 37-48) in in the
FEC21 group (p = 0.18). In a pre-planned subgroup analyses, among the patients with
hormonal receptor negative tumors, the event-free survival was 58% (95%CI 48-67) in
the FEC14 regime and 43% (95%CI 33-52) in the FEC21 regime (P = 0.015); overall
survival was 70% (95%CI 63-77) in the FEC14 regime and 65% (95%CI 58-72) in the
FEC21 regime (P = 0.11). No between the two regimes was observed in patients with
hormonal receptor positive tumors. The incidence of second primary cancers was
similar between the two arms, 7.3% in the FEC14 arm and 8.2% in in the FEC21 arm.
Most of this this (4.4%) were ipsilateral or contralateral breast cancer; other second
primary cancers were: gasto-intestinal cancers (1.0%), gynecological cancers (1.0%),
urological cancers (0.4%), thyroid cancers (0.4%), skin cancers (0.2%), lung cancers
(0.2%), head and neck cancers (0.2%), myeloma (0.1%).

Conclusions: The updated results of MIG-1 study confirm the efficacy, in terms of
event-free survival, of dose-dence adjuvant chemotherapy in patients with hormonal
receptor negative breast cancer.

F09 Prognostic Impact of Interval Breast Cancer Detection in

Women with pT1aN0M0 Breast Cancer with HER2-positive

Status: Results from aMulticenter Population-based Cancer

Registry Study

D. Boggiani1, A. Sikokis1, A. Rimanti1, B. Pellegrino1, E.M. Silini2, N. Campanini2,
E. Barbieri3, L. Cortesi4, M. Panebianco5, R. Porzio6, A. Frassoldati7, P. Sgargi1,
F. Falcini8, M. Michiara1, A. Musolino1
1Medical Oncology Unit and Cancer Registry of Parma Province, University
Hospital of Parma, Parma
2Section of Anatomy and Pathology, University Hospital of Parma, Parma
3SSD Oncologia Medica Addarii, Policlinico S.Orsola-Malpighi, Bologna
4Department of Oncology, Hematology and Respiratory Diseases, University
Hospital of Modena, Modena
5Department of Oncology and Advanced Technologies, Oncology Unit, Azienda
Ospedaliera S.Maria Nuova/IRCCS of Reggio Emilia, Reggio Emilia
6Department of Oncology-Hematology, G. da Saliceto Hospital, Piacenza
7Division of Oncology, University Hospital of Ferrara, Ferrara
8Romagna Tumor Registry, Istituto Scientifico Romagnolo per lo Studio e la Cura
dei Tumori, IRCCS, Meldola

Background: Patients (pts) with pT1aN0M0 breast cancers (BCs) have an excellent
outcome across all biologic subtypes. HER2 overexpression occurs in 15-20% of
primary BCs, and is associated with poor prognosis. Women with BCs diagnosed in
the interval between scheduled screening rounds have poorer stage-specific survival
than women with screen-detected (SD) tumors, and an association has been reported
between interval cancers (ICs) and HER2 overexpression. We aimed to determine, in a
general population of pT1aN0M0 BCs with known screening status, if HER2-positive
status maintains its negative prognostic value only in tumors diagnosed as ICs.

Material and methods: All incident pT1aN0M0 BCs (n = 874), systematically collected by
the Cancer Registries of Emilia Romagna Region (northern Italy) and diagnosed in women
aged 50-69 from 2003 to 2009 were evaluated. Pts unexposed to screening, with unknown
HER2 status and/or treated with adjuvant trastuzumab were excluded from analysis.

Results: Twenty percent of BCs were HER2-positive. Fifty-three percent were SD
tumors, while 18% were ICs. BCs with high histologic grade (odds ratio [OR] =2.2; 95%
CI, 1.1–5.7), hormone receptor negative (OR =2.6; 95%CI, 1.4–4.9), or HER2-positive
status (OR =2.4; 95%CI, 1.2–5.5) were more likely to be diagnosed as ICs. With a
median follow-up of 115 months, the 8-year invasive disease-free survival (iDFS) for
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ICs was lower than that for SD tumors: 92% (95%CI, 88% to 94%) vs. 97% (95%CI,
95% to 99%; P = 0.01). Eight-year iDFS rates were 88% (95%CI, 82% to 94%) and 96%
(95%CI, 94% to 98%) in pts with HER2-positive and HER2-negative tumors,
respectively (P = 0.0004). Notably, HER2-positive ICs showed poorer iDFS than
HER2-positive SD tumors (78% vs. 95%, respectively; P = 0.003). An interaction
between IC detection and HER2-positive status was found for poorer iDFS after
adjusting for prognostic variables (P = 0.0074).

Conclusions: In a general population of pT1aN0M0 early BCs with known screening
status, IC detection may identify pts with HER2-positive pT1aN0M0 tumors in whom the
rate of recurrence justifies consideration for conventional, anti-HER2, adjuvant treatment.

F10 Breast cancer with synchronous and metachronous metastatic

spreading. A single institution experience

A.M. Vandone, O. Garrone, P. Vanella, R. Brizio, E. Miraglio, A. Comino,
M.C. Merlano

A.O. S.Croce e Carle, Ospedale di Insegnamento, Cuneo

Background: Despite prevention and therapeutic advances, about 30% of early breast
cancer patients experience distant recurrence and approximately 7% of patients (pts),
have distant metastasis at diagnosis.

Material and methods:We identified 414 metastatic breast cancer pts (MBC),
diagnosed with distant disease at our Institution from 1993 to 2005 and divided in two
groups (g) based on metastatic disease appearance (synchronous or metachronous).
They were classified based on intrinsic subtypes (IS) according to St. Gallen 2013. We
described pathological features, patterns of recurrence and outcome in terms of Overall
Survival (OS), Progression Free Survival (PFS) and Post Progression Free Survival (PPS).

Results: 292 pts (70.6%) had metachronous metastatic disease (MMD) and 122 (29.4%)
synchronous metastatic disease (SMD).In MMD group IS were: Luminal A (LA) 17.8%,
Luminal B (LB) 40.1%, HER2 + 13.7% (of which 8.9% HR+) triple negative (TN) 8.2%.
In SMD g IS were: LA 14.7%, LB 47.5%, HER2+ 19.7% (of which 11.5% HR+) and TN
10.6%.In both g median age at diagnosis of metastasis was 63. 65.2% and 79% were
postmenopausal in MMD and SMD respectively.Main histology type was ductal in both
g. Near 50% of pts in SMD g had poorly differentiated cancer. In MMD, the majority of
pts (39%) had G2 and 27% had poorly differentiated cancer.Metastatic pattern in SMD
and MMDwas: bone in 34.4% and 18.1%, bone and soft tissues in 20.5% and 29.4% and
visceral in 45.1% and 52.4% respectively.4.9% of SMD and 4.5% of MMD pts did not
received treatment due to age, extension of disease and death. At the time of the present
analysis, 32.8% of SMD and 22.9% of MMD pts are still alive.First line treatment was
different between SMD andMMD. In SMD 70.5% of pts received chemotherapy (CT)
and 24.6% hormonotherapy (HT). In MMD 51% of pts received CT and 44.5% HT.
After first line treatment PFS was 13.8 m (1.1-78.1) and 9.0 m (0.2-153.8) in SMD and
MMD respectively, PPS was 15.5 m (0.4-151.3) and 16.9 m (0.2-167.8) in SMD and
MMD respectively.Median OS (MOS) was 25.8 m (1.1-193.1) in SMD and 27.9 m
(0.3-211.3) in MMD.MOS was 70.6 m (2.2- 44.1) and 30.9 m (0.3-164.6) in LA and 9.3
m (1.6-44.2) and 16.3 m (0.9-116.9) in TN, in SMD andMMD respectively.

Conclusions: In our analysis we observed more than expected SMD and CT was widely
used as first line. PFS was longer than in MMD. MOS was similar in the 2 g but with
opposite outcome in LA and TN pts.

F11 Prognostic impact of Ki67 for resected early stage pure Invasive

Lobular breast Cancer (ILC): cut-off analysis and clinical

validation

L. Carbognin1, I. Sperduti2, A. Fabi3, M.V. Dieci4, I. Zampiva1, G. Griguolo4,
S. Pilotto1, V. Guarneri4, M. Brunelli5, R. Nortilli1, E. Manfrin5, E. Fiorio6, V. Parolin6,
E. Filippi6, F. Pellini7, G.P. Pollini7, C. Nisticò3, P. Conte4, G. Tortora1, E. Bria1
1Oncology, University of Verona, A.O.U.I. of Verona, Verona
2Biostatistics Unit, Istituto Regina Elena, Roma
3Medical Oncology, Istituto Regina Elena, Roma
4Department of Surgery, Oncology and Gastroenterology, University of Padova,
Istituto Oncologico Veneto IRCCS, Padova
5Pathology and Diagnostics, University of Verona, A.O.U.I. of Verona, Verona
6Oncology, University of Verona, A.O.U.I. di Verona, Verona
7Breast Unit, University of Verona, A.O.U.I. di Verona, Verona

Background:While the prognostic impact of Ki67 has been extensively investigated in
invasive ductal carcinoma, despite the absence of a standardized cut-off, its role in ILC
has not been fully validated. Thus, the aim of this analysis was to identify the Ki67 with
prognostic potential in a multi-center series of patients (pts) affected by early stage
pure ILC, investigate its impact in long-term outcome, and validate that in an external
pts’ cohort.

Methods: Clinical-pathological data of consecutive pts affected by pure ILC, undergone
surgery at 3 institutions (Verona and Padova as training set [TS] and Roma as
validation set [VS]), were correlated with overall survival and disease-free survival (OS/
DFS) using a Cox model. The maximally selected Log-Rank statistics analysis was
applied to the Ki67 continuous variable to estimate the appropriate cut-off.
Kaplan-Meier curves were compared with Log-Rank analysis.

Results: Overall data from 679 pts (TS: 457, VS: 222) were gathered (median age 61
years [yrs] and 59 yrs) with a median follow-up of 75 (TS) and 71 (VS) months. In the
TS, the 5-/10-yrs OS and DFS were 91.8%/81.7% and 82.5%/71.4%, respectively. The
maximally selected Log-Rank statistics analysis identified 4% as optimal Ki67 cut-off
for OS in the TS. At the multivariate analysis for the TS, Ki67 (HR 2.28, 95%
Confidence Interval [CI] 1.0-5.19, p = 0.05), ECOG Performance Status (PS) (HR 3.27,
95% CI 1.49-7.18, p = 0.003), lymph-node status (HR 2.96, 95% CI 1.53-5.74,
p = 0.001), and tumor-size according to TNM (HR 2.6, 95% CI 1.31-5.13, p = 0.006)
were independent predictors for OS. PS (HR 3.73, 95% CI 1.50-9.30, p = 0.005) and
lymph-node status (HR 3.75, 95% CI 1.70-8.26, p = 0.001) were independent predictors
for DFS. No difference in OS between the TS and VS according to Ki67 were found, as
shown in the table.

Table: F11

OS TS VS Log-Rank

Ki67≤ 4% 5-yrs 100% 96.9% p = 0.38
10-yrs 90.1% 81.8%

Ki67 > 4% 5-yrs 89.9% 83.0% p = 0.31
10-yrs 77.2% 75.6%

Conclusions: Despite the retrospective and exploratory nature of the study, a very low
cutoff of Ki67 (4%) significantly discriminates the prognosis of patients with ILC.

F12 Concurrent versus sequential adjuvant chemo-endocrine

therapy in early stage hormone receptor-positive breast cancer

patients: a systematic review and meta-analysis

F. Poggio1, M. Ceppi2, M. Lambertini2, P. Bruzzi2, D. Ugolini2, C. Bighin2,
A. Levaggi2, S. Giraudi2, A. D’alonzo2, M. Vaglica2, E. Blondeaux2, B. Conte2,
M.R. Sertoli2, P. Pronzato2
1Irccs Aou S.Martino-Ist, acqui terme
2Irccs Aou S.Martino-Ist, Genova

Background: Although in clinical practice adjuvant chemotherapy (CT) and endocrine
therapy (ET) are administered sequentially in patients with hormone receptor-positive
breast cancer, the optimal timing, i.e. concurrent or sequential administration, of these
treatments in the adjuvant setting has been scarcely investigated. To better clarify this
issue we conducted a systematic review and meta-analysis of randomized studies
comparing these two modalities of administrations in terms of disease-free survival
(DFS) and overall survival (OS).

Material and methods: Relevant studies were identified by searching PubMed, Web of
Knowledge and the proceedings of the major conferences with no date restriction up to
March 2015. Eligible studies were those that randomized breast cancer patients to
receive ET concurrently or sequentially to adjuvant CT. The summary risk estimates
(pooled hazard ratio [HR] and 95% confidence intervals [CI]) for DFS and OS were
calculated using random effect models (DerSimonian and Laird method).

Results: A total of three randomized studies were eligible including 2,021 breast cancer
patients. Overall, 755 DFS events were observed, 365 in the sequential arm and 390 in
the concomitant arm, with a pooled HR of 0.95 (95% CI, 0.76 to1.18; P= 0.643). No
association between the two treatment modalities and OS was observed (HR, 0.95; 95%
CI, 0.80 to 1.12; P= 0.529).

Conclusions: Our pooled analysis of randomized studies showed no association
between the timing of administration of adjuvant CT and ET and DFS and OS in breast
cancer patients candidates for both adjuvant treatments. Because of the small number
of published trials, the lack of data on the timing with modern adjuvant treatments, i.e.
taxane-containing CT and aromatase inhibitors, this topic remain still controversial
and requires further studies to be clarified.

F13 Beyond clinical trials: a real life multicenter Italian experience

on Fulvestrant 500mg in postmenopausal women with

hormone-positive (HR+)/HER2-negative (HER2-) metastatic

breast cancer (MBC)

R. Palumbo1, A. Ferzi2, A. Gambaro3, B. Tagliaferri1, F. Sottotetti1, L. Licata1,
C. Teragni1, E. Pozzi1, A. Bernardo1
1IRCCS Fondazione Salvatore Maugeri, Pavia
2Ospedale Civile di Legnano, Legnano
3Azienda Ospedaliera Luigi Sacco, Milano

Background: Fulvestrant 500 mg (F500) is a well-established therapeutic option for
HR + /HER2- MBC postmenopausal patients who had previously progressed on
hormonal therapy. Available data on F500 use in routine clinical practice are lacking.
This retrospective multicenter observational study was conducted to describe the
patterns of treatment and outcome of F500 in the real life setting,
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Patients & methods: Data of postmenopausal HR + /HER2- MBC patients who received
F500 from January 2011 to December 2014 were collected from institutional databases of
4 Italian Centers. The primary study aim was to analyze progression-free survival (PFS)
and Clinical Benefit Rate (CBR: complete response [CR] + partial response [PR] + stable
disease [SD] >24 weeks); secondary endpoints included overall survival (OS) and safety
profile. A subgroup analysis was performed to identify potential prognostic and/or
predictive factors for disease outcome and treatment response.

Results: 490 patients were included in the study, 480 were evaluable for the analysis
endpoints; 306 of them received the drug upon progression of disease (PD) on prior
endocrine treatment, 92 and 68 as maintenance therapy following 1stor 2ndline
chemotherapy, respectively. F500/month was given as 1stup to 7thtreatment line:
1stline in 24% of pts, 2ndline in 35%, >3rdin 41%. Treatment was given in the
outpatient setting up to disease progression or unacceptable toxicity or patient refusal.
Median age: 66 years (range 56-81, >65 years 61%); median ECOG PF <1: 73%; visceral
metastases: 32%; de novometastatic disease: 21%. Median of cycles administered: 14
(range 6-28). At a median follow-up of 18 months (range 6-38) median PFS was 11.6
months (range 8.1-16.2: 12.5 in 1stline, 11.4 in 2ndline, 9.2 in >3 lines), CBR was
68.6% (8.8% CR, 21.6 PR, 38,2 SD > 24 weeks). No differences in CBR (67.8% vs
69.1%) and PFS (11.5 vs 11.6 months) were observed in patients receiving F500 as
maintenance therapy and those treated at PD on prior therapy. Median OS was 44.2
months (range 35-NR). More frequent toxicities did not exceed grade 1 NCI-CTC:
local injection site pain (11.2%), joint disorders (6.2%), hot flushes (4.9%).

Conclusions: Our real life experience confirm that F500 can safely be offered to most
MBC women, with interesting expectations of PFS and CBR and good safety profile,
producing similar outcomes in patients treated upon PD treatment and those receiving
the drug as maintenance therapy.

F14 Last-line treatment of luminal metastatic breast cancer: which

factors influence the therapeutic choice?

M. Cinausero, L. Gerratana, M. Bonotto, D. Iacono, C. Bozza, D. Basile,
G. Pelizzari, M.G. Vitale, C. Fontanella, V. Fanotto, C. Andreetta, A.M. Minisini,
S. Moroso, E. Poletto, S. Russo, M. Mansutti, G. Fasola, F. Puglisi

University Hospital of Udine, Udine

Background: Few data are known about choice of endocrine therapy (ET) instead of
chemotherapy (CT) in the near end of life setting, where clinicians must deal with the
need and opportunity of delivering an active treatment to frail patients. Our aim is to
describe and analyze factors influencing the decision between ET or CT in the last-line
treatment of luminal metastatic breast cancer (LMBC).

Material and methods: The present study analyzed a retrospective series of 592
consecutive patients with LMBC treated at the Department of Oncology of Udine,
between 2004 and 2014. The population was divided according to total number of lines
received before death using the median as threshold. Contingency tables were used to
describe differences in the two subgroups and logistic regression analysis tested the
association between clinical and pathological characteristics and the type of treatment
prescribed at last-line.

Results: The event “death” occurred in 410 patients. Among them 291 were affected by
LMBC. Median number of therapeutic lines was 3. ET was significantly less prescribed
among patients who died beyond the 3rd line (P = 0.0163). On multivariate analysis,
within the group of patients that received 3 lines or less, molecular subtype and age
played a pivotal role in clinical decision making process. Compared to Luminal A
subtype, Luminal B and Luminal HER2 patients had less chances of receiving ET (OR
0.12; P = 0.0046, OR 0.072; P = 0.0088, respectively). On the other hand, patients with
age between 65 and 70 years and higher than 70 years are more likely to receive ET
than patients with age between 35 and 65 years (OR 6.8, P = 0.0318; OR 21.4,
P < 0.0001; respectively). Of note, there was a trend for patients with cardiovascular
comorbidities in receiving ET (P = 0.0524). When analyzing patients who received
more than 3 lines, only ECOG performance status was significantly associated with the
use of ET (ECOG 2/3 vs 0/1: OR 3.46, P = 0.0008).

Conclusions: The present study analyzed factors influencing the decision-making
process for the last-line treatment of LMBC. Before 4th line of therapy, patients tend to
receive ET according to molecular subtype and age. Among heavily pretreated patients
only ECOG performance status represents a predictive factor of ET use.

F15 Treatment strategies in patients with Metastatic Breast Cancer:

real-world practice in the United Kingdom (UK) and Italy

L. Ferrari1, L. Gerratana2, M. Jove3, M. Bonotto2, M. Cinausero2, D. Iacono2,
C. Fontanella2, C. Bozza2, V. Fanotto2, D. Basile2, G. Pelizzari2, M.G. Vitale2,
A. Minisini2, M. Mansutti2, S. Russo2, C. Andreetta2, G. Fasola2, F. Puglisi2,
C. Twelves3
1Department of Oncology, University Hospital of Udine, Udine
2Department of Oncology, University Hospital of Udine, Udine, Italy
3Leeds Institute of Cancer and Pathology, St James’s University Hospital, Leeds, UK

Background: Several treatment options are available for metastatic breast cancer
(MBC), but guidelines may not specify the best sequence of therapies to be used and

clinical decisions may be influenced by personal experience and local culture. The aim
of this study was to compare treatment strategies between two oncology Centers in the
UK and Italy.

Methods:We retrospectively collected disease characteristics, demographic and
treatment data of 228 consecutive patients (pts) diagnosed with MBC at the University
Hospitals of Leeds (UK) and Udine (Italy) between January 2012 and December 2013
who received at least one line of therapy. The cohorts were compared using Chi square
test or Fisher exact test as appropriate. Overall Survival (OS) was analyzed by log-rank
test.

Results:We identified 120 UK and 108 Italian pts; median follow-up from the
diagnosis of MBC was 41 and 38 months, respectively. The UK and Italian pts were
similar with respect to clinical and pathological characteristics. Median age was 64
years; hormone receptor (HR) +ve rates were 88% vs. 80 % for the UK and Italian pts,
while 26% and 24% of pts respectively were classified as HER2 +ve. When diagnosed
with MBC, visceral metastases were present in 54% vs. 47% of the UK and Italian pts.
The number of systemic treatment lines was the same for the two Centers (median 2;
range 1-7). Focusing on first line treatment, a similar proportion of UK and Italian pts
with HR +ve /HER2 -ve disease received endocrine therapy (ET)(55% vs. 49%) and
chemotherapy (CT) (45% vs. 51%); the presence of visceral metastases increased the
likelihood of CT being preferred as first line therapy (64% in UK pts vs. 52% in Italian
pts). At the time of analysis, 63% and 56% of pts from Leeds and Udine, respectively
had died. The median OS was 28 vs 27 months for the UK and Italian pts. No
significant differences were observed in the time between the start of the final line of
systemic therapy and death (7 vs. 8 months in UK and Italian pts, respectively) and in
the time of last administration of CT/ET and death (55 % of UK pts vs. 44% of Italian
pts received treatments in the last 30 days of life).

Conclusions:We have not identified significant differences in the management of
MBC pts between the two Centers or in OS outcomes between English and Italian pts.
More detailed analyses are ongoing.

F16 Preventing chemotherapy-induced alopecia by scalp cooling:

preliminary data from a study on the efficacy and safety of

dignicap® system in breast cancer patients

G.M. Campennì1, E. Munzone2, N. Bianco2, E. Montagna2, P. Antonella2,
G. Cancello2, A. Cardillo2, M. Mazza2, M. Iorfida2, L. Rinaldi2, G. Sortino2,
A. Scindivasci2, C.C. Gornati2, A. Elia2, M. Colleoni2
1Istituto Europeo di Oncologia (IEO), Milano
2Isituto Europeo di Oncologia, Milano

Background: Chemotherapy-induced alopecia is one of the most common and
emotionally distressing side effects of cancer therapy. We sought to assess feasibility
and effectiveness of scalp cooling systemDigniCap® to prevent alopecia primary breast
cancer patients (pts) receiving adjuvant chemotherapy.

Patients and methods: Stage I-III breast cancer pts, treated with anthracycline and/or
taxane-based adjuvant chemotherapy at European Institute Oncology, Milan, were
eligible for the study.Pts’ characteristics are summarized in table 1.

Table: F16

n (%)

TOTAL POPULATION 109 (100)
Age (years)
Median 42
Range 29-66
Pathological stage
Stage I 25 (23)
Stage II 65 (59.5)
Stage III 19 (17.5)
Tumor size
≤2 cm 57 (52.3)
> 2 cm ≤ 5cm 46 (42.3)
> 5 cm 6 (5.4)
Nodal status
Neg or N1mic 50 (46)
Pos 59 (54)
Hormonal and HER2 status
ER and/or PgR positive, HER2negative 85 (79)
ER and/or PgR positive, HER2 positive 12 (11)
ER and/or PgR negative, HER2 positive 4 (3.5)
ER and/or PgR negative, HER2 negative 8 (6.5)
Adjuvant Chemotherapy planned
EC 75 (69)
EC-Taxanes +/- Trastuzumab 33 (30)
TC 1 (1)
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A primary nurse was dedicated to the DigniCap® System for pts enrolled in the trial.
Hair Loss (HL) has been evaluated by pts self-assessment and by the physician
according to theDean’s scale [grade0 (no HL), 1 (< 25% HL), 2 (25–50% HL), 3 (50–
75% HL), and 4 (>75% HL)].Primary end point was the HL =G2 (Dean’s scale) in at
least 55% of pts completing adjuvant chemotherapy.

Results: From October 2014, 109 consecutive breast cancer pts were enrolled. Overall,
21% (23) of pts discontinued DigniCap® System because of unsatisfactory hair
preservation (12 pts),discomfort during the cooling period (4 pts), other reasons (7
pts). Up to May 2016, 12 pts were still ongoing and 74 pts had completed planned
chemotherapy.Of these, 30 pts (40.5%) had HL = G1, 27 pts (36.5%) and 17 pts (23%)
had a HL G2 and G3-4, respectively. The most common side effects were headaches,
discomfort and coldness.No Serious Adverse Events were reported.

Conclusions: DigniCap® System was able to prevent significant hair loss in 77% of
primary breast cancer pts who completed planned adjuvant chemotherapy. Longer
follow-up is needed to assess long-term safety.

F17 The STAR score predicts prognosis in Luminal-like breast

cancer patients independently from dose-dense adjuvant

chemotherapy

C. Fontanella1, L. Del Mastro2, S. De Placido3, M. De Laurentiis4, C. Boni5,
C. Giovanna6, A. Durando7, A. Turletti8, A. Turletti8, C. Nisticò9, E. Valle10,
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5Medical Oncology, IRCCS Arcispedale S Maria Nuova, Reggio Emilia, Italy,
Reggio Emilia
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Torino, Italy, Torino
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Tumori, Roma, Italy, Roma
10Medical Oncology, ASL8-Ospedale Oncologico, A Businco, Cagliari, Italy, Cagliari
11Department of Medical Oncology, Ospedale di Insegnamento S Croce e Carle,
Cuneo, Italy, Cuneo
12Investigative Clinical Oncology, Fondazione del Piemonte per l’Oncologia/
Candiolo Cancer Center (IRCCS), Candiolo, Torino, Italy, Torino
13Medical Oncology, ASST BERGAMO OVEST, Treviglio, Bergamo, Italy, Bergamo
14Medical Oncology, Azienda Ospedaliera Universitaria, Parma, Italy, Parma
15Medical Oncology, ASL Frosinone, Ospedale SS, Trinità, Sora, Frosinone, Italy,
Frosinone
16Medical Oncology, Azienda Ospedaliera S GiuseppeMoscati, Avellino, Italy, Avellino

Background: At the 2016 ASCO meeting we presented the prognostic STAR score,
designed in a dataset of 4,646 pts with Luminal-like (HER2-/estrogen receptor [ER]+)

early breast cancer (BC) combining tumor stage (AJCC Cancer Staging 7th),
progesterone receptor [PR] status, and age at baseline. In this study we explored the
prognostic value of the STAR score in the adjuvant GIM2 trial dataset, according to
chemotherapy dose density.

Methods: We analyzed 1,610 pts with Luminal-like BC from the 2x2 factorial
randomized GIM2 trial (Del Mastro L, Lancet 2015) investigating dose-dense
chemotherapy (ddCT) and the of addition of 5FU to epirubicin-cyclophosphamide
regimen. All patients received adjuvant endocrine treatment and radiotherapy (if
indicated). We used uni/multivariate Cox regression analyses to explore the effect of the
score on disease-free (DFS) and overall survival (OS) according with chemotherapy
dose-intensity.

Results: The univariate analysis demonstrated that the STAR score discriminates 5
groups of Luminal-like BC patients with ifferent prognosis (DFS: standard CT p < 0.001
and ddCT p = <0.001; OS: standard CT p < 0.001 and ddCT p < 0.001). The results of
the multivariate analysis adjusted for tumor grade (grade1 vs. grade2-3), Ki67 (cut off
20%), and body mass index (new BMI cut off 30) are shown in the table.

Conclusion: The STAR score using stage at diagnosis, PR status and age discriminates
Luminal-like BC with worse prognosis, independently from chemotherapy dose
density.

F18 Relationship between HER-2 amplification and tumor

infiltrating lymphocytes in breast cancer patients treated with

neoadjuvant trastuzumab

C. Masini1, G. Bisagni1, M. Ragazzi2, A. Bisagni2, K. Dallaglio3, G. Falco4,
G. Ferrari4, C. Bassano2, G. Gardini2, A. Bologna1, G. Moretti1, C. Boni1, L. Baldi1,
C. Pinto1
1Oncologia Medica, IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia
2Anatomia Patologica, IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia
3Laboratorio di Ricerca Traslazionale, IRCCS-Arcispedale S. Maria Nuova, Reggio
Emilia
4Chirurgia senologica, IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia

Background: Trastuzumab-based neoadjuvant treatment (TNT) has shown clinical
benefit in terms of both overall response and pathologic complete response (pCR). In
particular, TNT is indicated for women with HER2-positive locally advanced breast
cancer and allows for breast-conserving surgery. In addition, some evidences show that
tumor infiltrating lymphocytes (TIL) may play a role in the response to anti-HER2
therapy. This retrospective study aims to investigate the possibility that
HER2-amplification level and high level of TIL are predictive factors of response to
TNT in locally advanced breast cancer.

Material and methods: 75 HER2-positive breast cancer patients (pts) treated in our
institution from 2009 to 2014 with TNT were included. Preoperative biopsies or
cytological samples were collected and analyzed by dual-color fluorescence in situ
hybridization (FISH) to determine HER2-amplification. Tumors were classified by
FISH as follow: low amplification (Gene Copy Number < 6 and Ratio = 2), intermediate
amplification (6 = Gene copy number = 10), high amplification (gene copy
number > 10 or clusters of signals). We used the cut-off recommended by ASCO/CAP
2013. TIL were evaluated in both pre- and post-treatment specimen; TIL score was
assessed on hematossilin-eosin slides based on Salgado et al. recommendations. TIL
evaluation was classified as negative (TIL between 10% and 50%), positive (TIL= 50%)

Table: F17

STANDARD CT ddCT

DFS OS DFS OS

HR 95%CI p HR 95%CI p HR 95%CI p HR 95%CI p

STAR SCORE

E Stage IIIC 1.0 1.0 1.0 1.0
D I-IIA/PR-/age < 40 0.50 0.28-0.89 0.018 0.52 0.24-1.12 0.096 0.45 0.28-0.73 0.001 0.49 0.27-0.90 0.028

IIB/PR-/any age
IIIA-B/PR + /age < 40
IIIA-B/PR-/any age

C I-IIA/PR-/age≥ 40 0.28 0.17-0.48 <0.001 0.34 0.17-0.68 0.004 0.30 0.19-0.47 <0.001 0.26 0.14-0.47 <0.001
I-IIA/PR + /age < 40
IIB/PR + /age < 40
IIIA-B/PR + /age≥ 40

B IIB/PR + /age≥ 40 0.26 0.14-0.51 <0.001 0.25 0.10-0.34 0.002 0.21 0.12-0.39 <0.001 0.22 0.10-0.49 <0.001
A I-IIA/PR + /age≥ 40 0.18 0.09-0.30 <0.001 0.15 0.06-0.35 <0.001 0.07 0.03-0.14 <0.001 0.03 0.01-0.12 <0.001

GRADE 1 vs 2-3 4.12 0.57-29.89 0.161 0.91 0.21-3.83 0.893 2.17 0.68-6.84 0.187 3.76 0.52-27.52 0.191
Ki67 <20% vs ≥20% 1.34 0.91-1.99 0.143 1.46 0.45-2.45 0.168 1.32 0.93-1.86 0.122 1.38 0.86-2.21 0.177
New BMI <30 vs ≥30 1.05 0.65-1.70 0.850 0.81 0.39-1.67 0.568 1.13 0.67-1.67 0.521 1.01 0.64-1.83 0.777
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and absence (TIL< 10%). Clinical-pathological characteristics were recorded. Statistical
analyses were performed using IBM-SPSS (V21.0). A p-value < 0.05 was considered
statistically significant.

Results: Among the 75 cases, HER2-amplification level was low (LA) in 14 cases
(19%), intermediate (IA) in 17 cases (23%) and high (HA) in 44 cases (59%). TNT
achieved pCR in 19 of 75 tumors and correlated with HER2-amplification level (36%
HAvs 6% IA vs 14% LA, p-value = 0.01). TIL levels were evaluated in 58/75 specimens:
only 6 pts were classified as lymphocyte-predominant breast cancer (TIL≥ 50%). The
probability of developing pCR increased with TIL levels, although a statistically
significant correlation was not achieved. No correlation was found between TIL and
HER2-amplification levels. Age, stage, tumor grade and hormone receptor status were
not significantly correlated to pCR.

Conclusions: Our analysis shows that while HER2-amplification level correlates
positively with pCR, high level of TIL is not predictive of better response to
trastuzumab in locally advanced HER2-positive disease.

F19 BRCAmutations and IGF-R1 expression in modulating

sensitivity to Trastuzumab in patients with HER2-positive

breast cancer

M. Pistelli1, A. Santinelli2, M. Santoni1, F. Piva3, F. Bianchi1, T. Biscotti2,
L. Belvederesi1, Z. Ballatore1, G. Occhipinti3, M. De Lisa1, A. Pagliacci1, N. Battelli1,
R. Bracci1, E. Maccaroni1, L. Bastinelli1, L. Cantini1, R. Berardi1, S. Cascinu4
1Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica,
Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY.,
ancona
2Anatomia Patologica, AO Ospedali Riuniti-Ancona, Università Politecnica delle
Marche, Ancona, ITALY., ancona
3Dipartimento di Scienze Cliniche Specialistiche ed Odontostomatologiche,
Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY.,
ancona
4Unità Operativa di Oncologia Medica, Azienda Ospedaliero-Universitaria
Policlinico di Modena, ITALY., ancona

Background: HER2 amplification is uncommon in breast cancer (BC) tumors with
BRCA1/2 mutations. We aimed to assess the relevance of both BRCA mutations and
the expression of insulin-like growth factor receptor-1β (IGF-R1β) in a series of
patients with HER2-positive BC who met clinical criteria for BRCA testing treated with
Trastuzumab for early stages or for metastatic disease. Furthermore, we investigated by
pathway reconstruction analysis the relationship among HER2 overexpression, BRCA
mutations and IGF-1R expression.

Patients and methods:We analyzed data from 35 patients treated with adjuvant/
neoadjuvant Trastuzumab (82.9%) or after development of metastasis (17.1%). We
performed immunochemistry for HER2, ER/PR, Ki67 and IGF-R1ß. Bioinformatic
analysis was carried out to identify a possible correlation among HER2 overexpression,
BRCA mutations and IGF-1Rß expression.

Results:We found that 19 tumors (54%) presented BRCA mutations; of them, 11
(57.9%) were pathogenic mutations. Median IGF-1Rß IHC score was 80 (range, 0 to
285). IGF1Rß IHC score above median was found in 78.6% (10/14) of BRCAmutated
patients and 26.7% (4/15) of BRCA not-mutated patients (p = 0.027). Median PFS was
15.1 months in the overall population and 9.7 months in patients harboring BRCA
mutations. Median DFS was 60.3 months in patients with HER2+ BRCA mutated
tumors, whilst was not reached in HER2+ BRCA not-mutated patients (p = 0.018).
Interestingly, a trend toward a longer DFS was observed in HER2+ BRCA2 vs BRCA1
mutated patients. As for IGF-R1ß score, median DFS was 92.4 months in patients with
IGF-R1β+ tumors treated with adjuvant and/or neoadjuvant Trastuzumab and was not
reached in patients with IGF-R1β- tumors (p = 0.234). Reconstructed pathway showed
that BRCA1 mutations lead to IGF-1R overexpression and to increased
phosphorylation of AKT and, as a consequence, of the transcription factor Y box
binding protein 1 (YB-1). YB-1 translocates into the nucleus where it binds to HER2
promoter, leading to HER2 overexpression, and increases the expression of Epithelial
growth factor receptor (EGFR).

Conclusions: Our results support that sensitivity to Trastuzumab seems to be
associated with BRCAmutational status and to IGF-1R expression in a subset of HER2
positive BC patients.

F20 Metronomic vinorelbine, cyclophosphamide plus capecitabine

(VEX) combination: a phase II study for metastatic breast cancer

patients

E. Montagna, A. Palazzo, G. Cancello, M. Iorfida, A. Sciandivasci, A. Cardillo,
M. Mazza, E. Munzone, G.M. Campennì, N. Bianco, G. Sortino, L. Rinaldi,
A. Esposito, M. Colleoni

Istituto Europeo di Oncologia, Milano

Background: There are activity data of cyclophosphamide, capecitabine and
vinorelbine as single agent with metronomic schedule in metastatic breast cancer.

Material and methods: This is a phase II study to assess the safety and efficacy of
metronomic oral chemotherapy with vinorelbine 40 mg orally thrice a week,
cyclophosphamide 50 mg daily and capecitabine 500 mg thrice daily (VEX regimen) in
metastatic HER2 negative breast cancer patients. Main inclusion criteria were untreated
or pretreated patients, age >18 years with histologically or citologically proven, locally
advanced (inoperable) or metastatic breast carcinoma with hormonal receptor positive
disease. The primary end point was time to progression (TTP). Secondary end points
included assessment of safety and clinical benefit (objective response rate plus rate of
stable disease ≥24 weeks).

Results: 108 patients were included in the study. Among the 101 evaluable patients, 43
were untreated and 58 pretreated for metastatic disease. 62% of patients had visceral
involvement. Efficacy data of the VEX combination are reported in table 1. Median
TTP was 25 (95% CI: 13-37) and 11 (95% CI: 9-13) months for untreated and
pretreated patients, respectively. Grade 2 toxicities included leucopenia and
neutropenia (37% and 23%) in the untreated group and leucopenia and hand and foot
syndrome ( 19% and 12 %) in pretreated group. Non hematological grade 3 toxicities
included hand and foot syndrome (5%) and reversible increase of transaminase (5%).
No patient experienced grade 4 toxicities.

Conclusions: The VEX combination have good tolerability with significant activity
both for untreated and pretreated luminal metastatic breast cancer patients.

Table: F20 Efficacy data of VEX combination

Efficacy data Untreated patients Pretreated patients

N 43 (%) N 58 (%)
Complete response 1 (3) 2 (3)
Partial response 15 (35) 19 (33)
Stable disease 22 (51) 26 (45)
Progression disease 5 (12) 11 (19)
Total 43 58
Median TTP 25 months 11 months

F21 Trastuzumab Emtansine (T-DM1) in Patients (pts) With Human

Epidermal Growth Factor Receptor 2 (HER2)-Positive Metastatic

Breast Cancer (MBC): results From aMulticenter Retrospective

Analysis

L. Pizzuti1, I. Sperduti1, A. Michelotti2, C. Omarini3, T. Gamucci4, C. Natoli5,
L. D’Onofrio6, F. Giotta7, C. Ficorella8, L. Laudadio9, A. Cassano10, P. Marchetti11,
V. Adamo12, M. Mauri13, A.F. Scinto14, G. Zampa15, A. Fabbri16, L. Mentuccia4,
S. Barni17, P. Vici1
1Istituto Nazionale Tumori Regina Elena, Roma
2Azienda Ospedaliera Universitaria Pisana, Pisa
3Azienda Ospedaliera Universitaria di Modena, Modena
4ASL Frosinone, Frosinone
5Università G D’Annunzio, Chieti
6Università Campus Bio-Medico, Roma
7Istituto Tumori Giovanni Paolo II, Bari
8Ospedale S. Salvatore, L’Aquila
9Ospedale Renzetti, Lanciano
10Policlinico Universitario A. Gemelli, Roma
11Ospedale Sant’Andrea, Roma
12Ospedale Papardo, Messina
13Ospedale San Giovanni, Roma
14Ospedale Fatebenefratelli - Isola Tiberina, Roma
15Ospedale Nuovo Regina Margherita, Roma
16Ospedale Belcolle, Viterbo
17Azienda Ospedaliera Treviglio-Caravaggio, Treviglio

Background: T-DM1 improved outcomes in pts with HER2+ MBC, but few data
concerning its use in routine clinical practice are available.

Patients and methods:We retrospectively enrolled 194 HER2+ (IHC 3+ or 2+
amplified) MBC pts treated with T-DM1 in real-world practice in 20 Italian oncologic
centers.

Results: Baseline pts and tumors characteristics are listed in Table 1. Median (m)
follow up was 9.8 months (mo) (range,2-37), m T-DM1 treatment duration was 5 mo
(range, 1-30). Among 183 evaluable pts, 5.4% had a complete response and 35% a
partial response, for an Overall Response Rate of 40% (95%CI, 33-47). A stable disease
(SD) was recorded in 26.8% pts, with a clinical benefit (CB: response or SD lasting ≥ 6
mo) of 55% (95%CI, 47-62). No significant differences in responses have emerged
according to disease sites. M Progression Free Survival (PFS) was 6 mo (95%CI, 5-7),
m Overall Survival (OS) was 35 mo (95%CI, 11-59). Pts who have previously carried
out ≤3 lines for MBC had improved PFS (p = 0.006). At multivariate analysis, factors
related to PFS benefit were lower ECOG performance status (PS) (p < 0.0001) and
HER2+ status at first diagnosis (p = 0.03), while OS benefit was related with lower
ECOG PS (p = 0.01), absence of brain metastases (p = 0.08), other than ductal
histology (p = 0.04) and CB (p < 0.0001). Central nervous system (CNS) progression
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occurred in 10.4% of the pts without CNS metastases, and in 29.1% of the pts with
CNS metastases at baseline. Pts with CNS metastases at baseline have a m PFS similar
to that observed in the general population, whereas m OS was shorter (16 mo, C.I. 95%,
12-21). Toxicity was manageable, with grade ≥3 adverse events reported in 5.6% of pts,
most commonly thrombocytopenia and fatigue. Cardiac dysfunction was reported in 2
pts (1%).

Conclusion: In this real-world setting of heterogeneous HER2+ MBC pts, efficacy of
T-DM1 was comparable with that reported in phase II-III studies. No new safety issues
were observed.

Table: F21 Main baseline characteristics of the study participants

(N= 194)

Characteristics N (%)

Age
Median (range) 56 (34-82)
Hystology
Ductal 173 (89.2)
Lobular 11 (5.7)
Other 10 (5.1)
Grading
G2 55 (28.4)
G3 124 (63.9)
Unknown (Uk) 15 (7.7)
Metastatic at diagnosis
Yes 47 (24.2)
No 147 (75.8)
HER2+ at diagnosis
Yes 157 (80.9)
No 25 (12.9)
Uk 12 (6.2)
ECOG PS
0 97 (50)
1 63 (32.5)
2 9 (4.6)
3 1 (0.5)
Uk 24 (12.4)
Previous regimen for MBC
0 10 (5.2)
1 40 (20.6)
2 47 (24.2)
≥3 97 (50)

F22 Maintenance hormonal therapy (MHT) in metastatic breast

cancer (MBC) patients treated with first-line chemotherapy:

retrospective analysis of the impact on progression-free

survival (PFS) and overall survival (OS) in a “real life” setting

O. Garrone1, M. Di Maio2, A.M. Vandone1, R. Brizio1, P. Vanella1, E. Miraglio1,
A. Comino1, M.C. Merlano1
1A.O. S. Croce e Carle, Ospedale di insegnamento, Cuneo
2A.O. Ordine Mauriziano Presidio Umberto I, Torino

Background:MBC remains an incurable disease, being the 5-year survival rate not
higher than 23-26%. Due to the availability of modern systemic therapies, that have
increased response rates (RR), PFS and OS, the outcome is slowly but constantly
improving, and the life expectancy has increased. In HR +HER2-MBC patients (pts)
candidate to chemotherapy (CT), the prescription of HT at the end of planned CT
program may be useful in terms of outcome. The evidence supporting this strategy is
scanty, limited to one old positive randomized trial and several phase II studies. To
describe the outcome associated with the use of MHT in a “real-life” setting, we
analyzed retrospectively the data of MBC pts treated at our Institution.

Methods:We retrieved medical records of pts diagnosed with MBC from 1993 to 2015.
The analysis was limited to HR +HER2- (or HR +HER2 unknown) pts, that were
divided in 2 groups (g): those who received MHT after CT and those who did not.
Given that pts who failed during the first 6 months (m) had by definition a lower
chance of receiving MHT, in order to reduce the bias in comparing the 2 g, a landmark
analysis was performed, including only pts who were alive and without progression 6
m after the start of first-line CT. Outcome was described in terms of PFS and OS, from
the date of start of first-line CT. For both outcomes, Kaplan Meier analysis was
performed and the 2 g were compared by log rank test.

Results: Out of 413 MBC patients, 141 were HR + HER2-/unknown and were treated
with first- line CT. Of these, 100 pts were alive and progression-free after 6 m, and were
included in the analysis: 80 (80%) received MHT and 20 (20%) did not receive MHT.
Median age was 58, in both groups. After a median follow-up of 95 m, 93 events were
recorded for PFS analysis and 76 for OS analysis. Median PFS was 16.7 m (95%CI
14.3–18.9) in pts receiving MHT and 9.0 m (95%CI 8.1–21.5) in pts who did not

receive MHT (Hazard Ratio 0.39, 95%CI 0.23–0.67, p = 0.0007). Median OS was 37.3
m (95%CI 29.1–53.6) in pts receiving MHT and 25.3 m (95%CI 20.0-n.a.) in pts who
did not receive MHT (Hazard Ratio 0.69, 95%CI 0.39–1.24, p = 0.22).

Conclusions: In our “real-life” population, the use of MHT after first-line CT was
associated with better outcome, with a significant difference in PFS. Albeit the
retrospective analysis precludes definitive conclusions, these data support MHT use in
MBC pts after first-line CT. The MHT strategy warrants further prospective
investigation.

F23 Fulvestrant (FUL) 500 milligrams as endocrine therapy (ET) for

hormone sensitive advanced breast cancer patients (pts). The

Ful500 prospective observational trial

L. Moscetti1, M.A. Fabbri2, P. Vici3, C. Natoli4, T. Gamucci5, I. Sperduti6, L. Pizzuti7,
L. Iezzi4, E. Iattoni1, C.L. Roma8, A. Vaccaro9, G. D’Auria10, M. Mauri9, E.
M. Ruggeri2
1Dipartimento di Oncologia, Azienda Ospedaliero Universitaria Policlinico di
Modena, Modena
2U.O. Oncologia, Ospedale Belcolle, Viterbo
3Divisione Oncologia Medica B, Istituto Regina Elena,, Roma
4Dipartimento di scienze mediche, orali e biotecnologie, Università G. D’Annunzio,
Chieti
5Oncologia medica Ospedale SS Trinità, Sora, Frosinone
6Unità di Biostatistica, Istituto Regina Elena, Roma
7Divisione Oncologia Medica B, Istituto Regina Elena, Roma
8Oncologia ed ematologia, Ospedale S Giovanni Addolorata, Roma
9Oncologia medica Ospedale SS Trinità, Sora, Roma
10U.O. Oncologia, Ospedale Belcolle, Roma

Background: FUL represents a ET option for pts whose endocrine sensitive locally or
advanced breast cancer (LABC) has progressed after an antiestrogen. The 500 mg
monthly represents the actual standard dose showing a disease control rate of 45%-72%
and a progression free survival (PFS) ranging from 6.5 to 23 months (mo) depending
on treatment line. To evaluate the efficacy of FUL in unselected LABC pts we
performed an observational prospective trial.

Methods: Eligible pts were women with LABC suitable ET who received previous
treatment with either an antiestrogen or an aromatase inhibitor (AI) as a first-line
therapy, or relapsing while on or within 1 year from completion of adjuvant ET.
Primary end point was the clinical benefit rate (CBR), defined as complete response
(CR) or partial response (PR) plus stable disease (SD) lasting >24 weeks. Secondary
end points were overall survival (OS), PFS and tolerability.

Results: 163 consecutive eligible pts were enrolled. Pts characteristics: median age 68
ys, PS 0/1 in 95% of pts, adjuvant ET administered in 75%, 55% had received first-line
ET (11 tamoxifen, 78 AIs), 44% had visceral disease, 30% bone disease, 52% had more
than one site of disease. Overall, CBR was reached in 59% of pts (CR + PR + SD, 95%CI
51-66). Median PFS was 7 mo (95%CI 6-8), mOS 35 mo (95%CI 24-46). Analysis of
safety did not show any relevant toxicity, no serious adverse event has been observed.
In the multivariate analysis, visceral involvement showed to be prognostic factor for
PFS (HR 1.60 95%CI 1.13-2.27, p 0.008), whereas previous ET in advanced setting (HR
2.11, 95%CI 1,27-3.29, p 0.004) and >1 site of metastases (HR 2.53 95%CI 1.54-4.22, p
<0.0001) were prognostic factors for OS. Estrogen receptor level expression >50% (OR
3.49 95%CI 1.30-9.38, p 0.01), 1 site of metastases (OR 2.21 95%CI 1.08-4.50, p 0.03)
and no previous ET for advanced disease (OR 2.24 95%CI 1.1-4.58, p 0.03) were
predictive factors for CBR.

Conclusion: In this prospective trial, FUL showed to be a safe and active treatment and
confirm the efficacy of the 500 mg dose. Treatment was very well tolerated. As
expected, pts who had received first-line ET have a worse outcome and a reduced CBR.

F24 Triple-negative breast cancer and BRCAmutation: looking at

the future

Z. Ballatore, M. Pistelli, R. Bracci, F. Bianchi, E. Maccaroni, L. Belvederesi,
C. Brugiati, S. Pagliaretta, M. De Lisa, A. Della Mora, L. Cantini, L. Bastianelli,
A. Pagliacci, N. Battelli, R. Berardi

1. Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica,
Università Politecnica delle Marche, AO Ospedali Riuniti-Ancona, ITALY, Ancona

Background:More than 75% of breast carcinomas that develop in BRCA mutation
carriers (BRCA+) are triple-negative breast cancer (TNBC). Despite higher prevalence,
it is controversial whether BRCA+ have lower survival. The aim of this study was to
compare disease free survival (DFS) and overall survival (OS) in TNBC patients with
and without deleterious BRCA1/2 mutations.

Patients and methods: A total of 116 women affected by TNBC were selected to our
Institution for genetic counseling and underwent BRCA genetic testing between 2002
and 2015; 13 patients with a BRCAvariant of uncertain significance (VUS) were
excluded from the statistical analysis. Associations between clinical features and
outcomes were evaluated using univariate and multivariate Cox analysis.
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Results: Overall, 103 women were included, 55 (47%) were BRCA+ (BRCA1 n = 48,
BRCA2 n = 7) and 48 cases wild-type (BRCA-). Recurrent mutations were: 2 frameshift
mutations in exon 11 in 5 cases with 3901delT and 4 with 962del4 Stop 297
respectively. Six patients presented exon 5 frameshift mutation (300T > G) and 5
women presented large genomic rearrangement (Del 1 and 2). Median age was 42
years in BRCA+ and 48 years in BRCA-. The two patients groups were comparable for
clinical features and prognostic factors. Median follow-up was 6.2 years (range
0.5-22.8), the 5-year RFS rates were 79% and 72% (P = 0.12) in BRCA+ and BRCA-
and 5-year OS rates was 83% in both groups. No significant prognostic difference was
evidenced in DFS (p = 0.54) and OS (p = 0.24). A better DFS was associated to early
stage and absence of lymphovascular invasion; these findings were confirmed to
multivariate analysis (p = 0.01, HR 3.02 CI 1.28-7.11 and p = 0.02, HR 3.01 CI
1.23-7.38). The OS was correlated only to early stage (p = 0.04, HR 0.33 CI 0.09-0.96).

Conclusion: Given the 47% prevalence of deleterious BRCA1 mutations, referral for
genetic testing should be considered in TNBC. The 4 detected deleterious BRCA1
mutations seem recurrent in our Country. TNBC prognosis is similar between BRCA+
and sporadic disease. These findings parallel previous literature data showing limited
clinical impact of BRCA status as a whole in TNBC survival. Study limitation include
small number of events which may have reduced statistical power. Further studies are
required to find prognostic/predictive factors in order to guide therapy in TNBC BRCA
positive and negative.

F25 Impact of hormonal receptor status on prognosis in HER2

positive breast cancer

L. Cantini1, M. Pistelli1, M. Paesani1, Z. Ballatore1, L. Bastianelli1, M.G. De Lisa1,
M. Santoni1, A. Pagliacci1, N. Battelli1, R. Bracci1, E. Maccaroni1, I. Valeri1,
T. Biscotti2, A. Santinelli2, R. Berardi1
1Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica,
Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti, Ancona
2Anatomia Patologica, AO Ospedali Riuniti-Ancona, Università Politecnica delle
Marche, Ancona

Background: Several studies have shown different features in patients with HER-2
positive breast cancer (BC) depending on hormonal receptor (HR) status. HR-/HER2+
tumors have been associated to a worse prognosis than HR + /HER2+ but data are
conflicting and the benefit of hormonal treatment in Luminal B HER2+ is not clear,
yet. Aim of our study was to compare HER2 enriched-like subtype BC features and
prognosis with that of Luminal B HER2+ BC patients.

Patients and methods:We retrospectively evaluated 205 patients with stage I to III
HER-2+ BC who were treated at our Institution between 2000 and 2014. We divided
tumors into HR-/HER2+ (HER2 enriched-like subtype, n = 63, 30.7%) and HR + /
HER2+ (Luminal B HER2+ subtype, n = 142, 69.3%). Subgroups differences were
analyzed using Chi Square Test. The Cox univariate and multivariate proportional
hazard regression model was used to evaluate the prognostic factors on disease free
survival (DFS) and overall survival (OS).

Results:HR-/HER2+ tumors were prevalent in post-menopausal women (69.8% vs.
48.6% of HR + /HER2+ tumors, p = 0.007). According to chi-square test, they also
showed more frequently high histologic grade (87.3% vs. 62.7%, p = 0.0002),
Mib1 > 20% (96.8% vs. 80.3%, p = 0.004) and tumor necrosis (38.1% vs. 21.8 %,
p = 0.029). However, no significant correlation in terms of survival rate (DFS and OS)
was shown. Thirty-three out of the 205 experienced recurrence of disease: 22 (15.5%)
were Luminal and 11 (17.5%) non-Luminal (p = 0.88). Fifteen patients deceased: ten
with Luminal diseases (7%) and 5 with HER2 enriched-like ones (7.9%) (p = 0.95).
Adjuvant endocrine therapy did improve neither DFS (HR= 1.36; 95%CI: 0.67-2.84;
p = 0.37) nor OS (HR = 1.18; 95%CI: 0.41-3.46; p = 0.74). Besides the therapeutic
approach (adjuvant Trastuzumab and chemotherapy), only the nodal status
(HR = 2,76; 95%CI: 1,04-7,31; p = 0,04) and the lymphovascular invasion (HR = 4,08;
95%CI: 1,29-12,96; p = 0,017) showed association with DFS and OS, respectively.

Conclusions: Nowadays, adjuvant treatment with chemotherapy and Trastuzumab is a
mainstay in HER2+ patients, as confirmed by our results. Despite a major biological
aggressiveness shown by HR-/HER2+ tumors, our statistical analysis did not highlight
a significant difference in HER2+ patients’ outcome by HR status. These conflicting
results put the issue of hormonal therapy in Luminal HER2+ patients. New prospective
studies are needed to achieve a better understanding of HR and HER bi-directional
cross talk and its clinical implications.

F26 A case series of sporadic breast and ovarian cancers in

Salentinian families with BRCAmutation-associated Hereditary

Breast and Ovarian Cancer (HBOC) syndrome

E. De Matteis1, M.R. De Giorgio1, P. Tarantino2, G. Ronzino1, M. Ciccarese1,
L. Paolelli1, R. Forcignanò1, V.E. Chiuri1, G. Cairo1, L. Palma3, S. Mauro2,
G. Surico4
1U.O. Oncologia, P.O. Vito Fazzi, Lecce
2Genetica Medica, P.O. Vito Fazzi, Lecce
3Psicologia Ospedaliera, P.O. Vito Fazzi, Lecce
4U.O Oncologia, P.O. Vito Fazzi, Lecce

In families where the hereditary transmission of breast (BC) and/or ovarian cancer (OC)
risk is suspected, BRCA1/2 testing is indicated. However, while not all BRCA carriers
develop cancer, cases of sporadic BC/OC among non-carriers members of BRCA+
families may occur. No clear data are available so far about the expected frequency of
these cases. One 2005 work by Allweis et al. reported a frequency of 0.75% sporadic
cancers in a cohort of Ashkenazi BC patients tested for BRCA1/2. Here we report a case
series of sporadic BC/OC in families with BRCA-associated HBOC syndrome.
Subjects accessing to Hereditary and Familial Tumours Services (HFTS) at Vito Fazzi
Hospital in Lecce were considered. Families were classified based on Modena criteria. We
identified the HBC/HBOC families in which a 1st-degree non-carrier relative of at least
one BC and/or OC affected BRCA carrier also developed cancer. All subjects provided
consent to genetic testing and research data collection. Between January 2014-April 2016,
424 subjects from 314 families accessed to HFTS, for a total of 608 counseling visits. Of
424, 271 (63.9%) were considered to be eligible for BRCA1/2 testing, finding 98 BRCA1/
2 wild type subjects, and 66 BRCA1/2 mutations carriers (plus 5 subjects with VUS). Of
314 families considered, 87 (27,6%) were classified as HBC/HBOC. Four families (4/87,
4.6%) were identified in which one cancer affected member was non-carrier of the
familial BRCA mutation. In particular, these were three BC cases of a paternal aunt, sister
and daughter, respectively, of affected BRCA1 mutation carriers; and one case of
high-grade serous OC developed at age 57 in a non-carrier younger sister of a BRCA1
carrier patient who had developed high-grade serous OC at age 61. As particularly
impressive in the OC case, for the three BC cases we observed similarities in terms of
clinical and pathologic characteristics of cancers between carriers and non carriers.
Relatives of BRCA carriers who result non-carrier are normally counseled that their BC/
OC risk is the same as for the general population, and so are the prevention programs.
However, as we report here, sporadic BC/OC may occur in 4.6% cases, most probably
due to the same environmental factors shared, or other unconventional triggers (stress/
lifestyle-related, or pollution-driven). However, further studies should be conducted to
determine prevalence and risk of sporadic cancer, that may help guide counseling.

F27 Tumor infiltrating lymphocytes in triple negative breast cancer

and correlations with prognosis

L. Da Ros, F. Di Benedetto, I. Carandina, P. Querzoli, A. Frassoldati

Aou Sant’anna Ferrara, Cona (Ferrara)

Background: Following the development of drugs reactivating the immune system, the
need to identify immunological markers that can provide prognostic and predictive
information is rapidly increasing. This is mainly relevant in triple negative breast
cancers, due to their immunogenic potential. Tumor infiltrating lymphocytes (TILs)
have been claimed as possible biomarkers of such immune activation, and we
investigated their correlation with prognosis.

Material and methods:We retrospectively quantified the stromal TILs in 71 triple
negative breast cancer patients (pts) surgically treated. TILs were stained with
hematoxylin and eosin and were analyzed according to recommendations of TILs
Working Group Consensus. TILs were classified as low if≤ 10% (L-TILs), as
intermediate between 10 and 40% (I-TILs) and as high if > 40% (H-TILs). TILs subsets
were correlated with TNM stage, proliferative activity, vascular invasion, adjuvant
treatment and disease outcome (DFS and OS). Finally we analyzed the influence of
TILs on DFS and OS in 43 TN pts with very bad prognostic factors, defined as pT > 5
cm, pN ≥ 2, presence of vascular invasion and proliferative activity ≥ 70%.

Results: Twenty-two pts had L-TILs (31%), 13 pts I-TILs (18.3%) and 36 pts had H-TILs
(50.3%). Seventeen pts (23.9%) had disease recurrence, 8 of which at nervous central
system. Among TILs subgroups, disease progression occurred more frequently in L-TILs
pts (63.6% (mDFS), and in I-TILs (53.8%) than in H-TILs (7.3%). Median DFS was 15.1
mos (95%IC 9.7-20.5) in L-TILs, 56.3 mos (26.5-86.1 mos) in I-TILs and was not
reached in H-TILs. Similarly, mOS was 29.3 mos in L-TILs, 74.1 mos in I-TILs and not
reached in H-TILs (p < 0.0001).Multivariate analysis showed that TILs subsets constitute
an independent prognostic factor for both DFS (HR 0.343, p = 0.006) and OS (HR 0.475,
p = 0.009).Also among the 43 TN pts with bad prognostic factors, 66.7% in L-TILs pts
showed disease progression, 62.5% in I-TILs pts and 0% in H-TILs pts (p < 0.0001).

Conclusions: Our study confirms that stromal TILs subsets, evaluated with
hematoxylin and eosin, are independent prognostic factors in triple negative breast
cancer patients, with H-TILs subset being associated with a favourable outcome.
Moreover, the prognostic value of TILs is maintained even in pts with more
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unfavorable prognosis, based on classical clinico-pathological features. The adjuvant
strategy in TN breast cancer with H-TILs should be re-evaluated.

F28 Microvascular density and mast cell density positive to tryptase

correlate with c-Kit receptor expression in early breast cancer

patients

I. Marech1, M. Ammendola2, C. Leporini3, R. Patruno4, M. Luposella5, R. Sacco6,
G. Sammarco6, V. Zuccalà7, N. Zizzo8, E. Russo3, G. De Sarro3, C.D. Gadaleta9,
G. Ranieri10
1U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata,
Istituto Tumori “Giovanni Paolo II”, Bari, Italy
2Department of Medical and Surgery Science, Clinical Surgery Unit, School of
Medicine University “Magna Graecia”, Catanzaro, Italy
3Chair of Pharmacology, Science of Health Department, School of Medicine
University “Magna Graecia”, Catanzaro, Italy
4Animal Health Unit, Department of Prevention, ASL BAT, Barletta, Italy
5Department of Medical and Surgery Science, Cardiovascular Disease Unit,
School of Medicine University “Magna Graecia”, Catanzaro, Italy
6Chair of Clinical Surgery, School of Medicine University “Magna Graecia”,
Catanzaro, Italy
7Department of Medical and Surgery Science, Pathology Unit, School of Medicine
University “Magna Graecia”, Catanzaro, Italy
8Chair of Pathology, University “Aldo Moro”, Bari, Italy
9U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata
Istituto Tumori “Giovanni Paolo II”, Bari, Italy
10U.O.C. Radiologia Diagnostica, Interventistica ed Oncologia Medica Integrata
Istituto Tumori “Giovanni Paolo II”, Bari, Italy

Background: C-KitR is a transmembrane tyrosine kinase (TK) receptor, which is
expressed both on mast cells (MCs) and stromal and epithelial breast cancer (BC) cells
playing a role in tumor angiogenesis. This study aims to evaluate a correlation between
the immunohistochemical staining of c-KitR expressed both on stromal and epithelial
BC cells, mast cell density positive to tryptase (MCDPT) and microvascular density
(MVD) to each other in 105 female early BC patients.

Material and methods: Tumor sections were immunostained with primary
anti-tryptase, anti-CD-117 and anti-CD34 antibodies by means of
immunohistochemistry. Slides were evaluated by means of an image analysis system at
x 400 and x 1000 magnifications. Adjacent sections were evaluated in terms of
MCDPT, MCD positive to c-KitR, and percentage of malignant cells positive to c-KitR.
In the last evaluation only a pattern of membrane immunostaining was considered to
be positive.

Results: The mean ± s.d. of MCDPT, MVD, c-KitR staining of stromal and epithelial
BC cells was 8.35 ± 2.99, 30.11 ± 8.24, 9.18 ± 3.36, 28.73 ± 15.45, respectively. It has
been found a strong correlation between MVD and c-Kit staining of stromal cells
(r = 0.71, p = 0.0002), MVD and MCDPT (r = 0.77, p = 0.000), and c-Kit staining of
stromal cells and MCDPT (r = 0.84; p = 0.000) by Pearson correlation.

Conclusions: Results demonstrated a strong and significant correlation between MVD,
c-KitR staining of stromal cells and MCDPT. These evidences indicate an involvement
both of MC tryptase and c-KitR in BC tumor angiogenesis. Based on the lack of
correlation between increased MVD and high percentage of c-KitR staining of
epithelial BC cells, we suggest that clones of malignant epithelial BC cells positive to
c-KitR probably don’t stimulate tumor angiogenesis. Therefore, c-KitR expression
could represent a novel surrogate angiogenic marker with prognostic significance in BC
patients. In this patients setting, it’s intriguing to hypothesize that c-KitR TK inhibitors
might be investigated in clinical trials.

F29 5-fluorouracil degradation rate (5-FU-DR) could predict toxicity

in breast cancer patients treated with capecitabine

C.E. Onesti1, A. Botticelli1, F. Mazzuca1, S. Angelini1, A. Petremolo1, R. Falcone1,
M. Roberto1, M. Occhipinti1, A. Romiti1, L. Lionetto2, M. Simmaco3, P. Marchetti1
1Medical Oncology Unit, Sant’Andrea Hospital, “Sapienza” University of Rome,
Roma
2Istituto Dermopatico dell’Immacolata-IRCCS, Roma
3Department of Neurosciences, Mental Health and Sensory Organs (NESMOS),
“Sapienza” University of Rome, Roma

Background: Fluoropyrimidines are commonly used in metastatic breast cancer after
anthracyclines and/or taxanes failure or in frail patients. The identification of a toxicity
predictive biomarker could help to avoid severe toxicities and consequent dose
reduction or treatment discontinuation. We analyzed the predictive role on toxicity of
5-FU-DR and polymorphisms in TSER, DPYD and MTHFR genes.

Materials and methods:We collected blood samples of metastatic breast cancer
patients before starting capecitabine-based treatment. 5-FU-DR was determined by
measuring the decrease of a known dose of 5-FU incubated with peripheral blood
mononuclear cells in a time unit. Patients were classified as: poor metabolizers (PM:

5-FU-DR ≤ 0.85 ng/ml/106cells/min); normal metabolizers (NM: 0.85<
5-FU-DR > 2.2 ng/ml/106cells/min); ultra-rapid metabolizers (UM: 5-FU-DR≥ 2.2 ng/
ml/106cells/min). Gene polymorphisms of MTHFR, DPYD and TSER were detected
using DNA pyrosequensing. Toxicities were classified according to CTCAE v 3.0.
SPSS2 software was used to perform statistical analysis. Gene polymorphisms and the
5-FU-DR were correlated with toxicities through Pearson’s Chi Square test.

Results:We analyzed 40 metastatic breast cancer patients treated with capecitabine
alone or in combination regimens. 3 patients were PM, 35 were NM and 2 were UM.
Grade 3-4 toxicities were observed in 20% of patients: 50% hematopoietic, 50%
gastrointestinal, 12.5% hepatic and 12.5% hand-foot symdrome. PM and UM showed a
higher incidence of G3-4 toxicities (p = 0.05) and PM required dose reduction due to
toxicity more frequently than NM (66.7% vs 20%). No statistically significant
association between gene polymorphisms and toxicities were observed.

Conclusions: 5-FU-DR could be considered a useful toxicity predictive biomarker in
breast cancer patients treated with capecitabine-based regimens, although larger and
perspective studies are required to implement this results.

Table: F29

Patients N
(%)

Dose
reduction (%)

G 3-4
Toxicity (%)

P value

Type of treatment
Capecitabine alone 20 (50) 4 (20) 5 (25)
Capecitabine

combination
regimens

20 (50) 5 (25) 3 (15)

TSER
2R/2R 7 (17.5) 3 (42.9) 2 (28.6)
2R/3R 16 (40) 3 (18.8) 3 (18.8)
3R/3R 14 (35) 3 (21.4) 2 (14.3) NS
DPYD
GG 40 (100) 9 (22.5) 8 (20)
GA - - - NS
MTHFR C677T
CC 13 (32.5) 3 (23.1) 4 (30.8)
CT 20 (50) 3 (15) 4 (20)
TT 6 (15) 1 (16.7) - NS
MTHFR A1298C
AA 18 (45) 2 (11.1) 4 (22.2)
AC 17 (42.5) 5 (29.4) 2 (11.8)
CC 5 (12.5) 2 (40) 2 (40) NS
5-FU-DR
PM 3 (7.5) 2 (66.7) 2 (66.7)
NM 35 (87.5) 7 (20) 5 (14.3)
UM 2 (5) - 1 (50) 0.05

F30 Squalene epoxidase is a potential metabolic oncogene by

amplification with clinical implications in breast carcinoma

G. Zoppoli1, D. Brown2, I. Caffa3, D. Piras3, A. Garuti3, A. Nencioni1, A. Ballestrero1
1IRCCS AOU San Martino - IST, Genova
2Université Livre de Bruxelles, Bruxelles
3Università degli Studi di Genova, Genova

Background: The SQLE gene, located on chromosome 8q24.13 in humans, encodes
squalene epoxidase, a rate-limiting enzyme in the pathway of cholesterol synthesis. In
the past, sporadic reports have suggested that SQLE expression may be under control of
its copy dosage. Nonetheless, SQLE relevance in cancer has never been studied in
detail, possibly due to a conceptual bias given by the physical proximity of SQLE to the
well-known oncogene MYC.

Aims: In the present analysis, we investigated SQLE copy number (CN) – gene
expression (GE) association in large, well annotated multi-cancer datasets, and focused
on the clinical and pathological correlations of SQLE in breast cancer (BC). We also
aimed at assessing which effects, if any, SQLE inhibition would generate in BC in vitro
models.

Patients/methods:We downloaded and analyzed the processed data from the TCGA
repository and from the METABRIC dataset. We assessed by array-CGH and
q-RT-PCR a panel of BC cell lines portraying the diversity of SQLE behavior in that
disease, and performed cytotoxicity assays with terbinafine, a SQLE inhibitor, as well as
SQLE-directed RNA interference experiments and duplication-time tests.

Results: Breast, ovarian, and colorectal cancers exhibited the tightest SQLE CN-GE
correlation among 8,783 cases from 22 cancer types, with BC showing the strictest one.
SQLE promoter hypermethylation and regulation by transcription factors seemingly
played a greater role to control SQLE GE in other cancer types compared with BC.
SQLE was overexpressed in aggressive, locally advanced BC, and its overexpression
subtended a worse prognosis independently of classical clinical and pathological
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variables. In our BC models, we observed that inhibiting SQLE caused cell demise in a
copy-dosage dependent fashion, and increased replication time only in SQLE expresser
cell lines, but not in those without endogenously transcribed SQLE.

Conclusions: Our in silico and in vitro results strongly suggest that SQLE may behave
as a bona fidemetabolic oncogene by amplification with independent prognostic
relevance in BC. Furthermore, SQLE could potentially be a novel treatment target in
BC and other cancer types.

F31 Molecular profile in primary and metastatic breast cancer

treated with Exemestane and Everolimus

M.E. Filieri, S.R. Bettelli, A. Maiorana, C. Caprera, S. Manfredini, F. Caggia,
E. Iattoni, S. Cascinu, C. Omarini, F. Piacentini

Policlinico Universitario di Modena, Modena

Background: The PI3K/Akt/ mTOR pathway plays a significant role in endocrine
resistance breast cancer (BC). Everolimus (EVE) has been approved after BOLERO-2
study, which showed a significant increase of PFS thanks to EVE plus Exemestane
(EXE), as compared to EXE alone. Hortobagyi et al. performed Next Generation
Sequencing on 227 BOLERO-2 samples of primary BC to study the potential
correlation between genetic alterations and EVE efficacy: a greater incidence of
mutations in PI3KCA, PTEN, CCND1 and FGFR1 was detected, but treatment effect
was independent from the genetic status. The aim of this study was to evaluate the
molecular profile of both primary and secondary lesions in 25 metastatic BC patients
treated with EVE + EXE in Modena University Hospital since 2014.

Materials and methods: Thirty-three DNA samples from 25 patients were examined,
13 from primary BC and 20 from metastatic lesions. In 8 patients both primary tumor
and metachronous metastasis were evaluated. Genomic DNA samples from FFPE
tissues was conducted using panel OncoCarta 2.0 on MassArray Sequenom platform
that detect more than 150 single nucleotide variations from 18 genes (AKT1, BRAF,
CTNNB1, FBX4, FBXW7, FGFR2/3, GNAQ, KIT, KRAS, MAP2K1/2, NRAS,
PDGFRa, PIK3CA, PTPN11, SOS1, TP53). Differences between mutational status of
primary and metastatic BC have been evaluated using chi-square and Fisher tests.

Results: The median age was 54 years (range 50-67). 70% of patients had visceral
involvement, 62% received more than 3 previous therapies, and for 8% of them an AI
constituted the last treatment before EVE. Overall, 11 DNA samples were mutated
(33%). 5 mutations were detected in the primary lesion with a frequency of 3%
(PI3KCA, FBX4, KIT, MAP2K1, FBXW7) - 6 mutations in the metastasis (BRAF, KIT,
TP53, FBXW7, CTNNB1, PI3KCA, AKT). Notably, mutations were found exclusively
in primary lesion or in metastatic site, while only in one case both primary and
secondary cancer were mutated, even if in two different genes. No significant
correlation with treatment efficacy was evidenced.

Conclusions: The genes most frequently mutated in metastatic BC were PI3KCA,
AKT1 and FBXW7, even if the percentage of PIK3CA and AKT1 mutations was less
than expected. No correlation between primary and metastatic mutational status was
detected. Involving new patients maybe could be the way for more encouraging results.

F32 Efficacy and safety of everolimus (eve) and exemestane (exe) in

postmenopausal hormone-receptor positive (hr+) advanced

breast cancer (abc) patients (pts) beyond clinical trials:

preliminary results of the observational multicenter eva study

V. Torri1, M.E. Cazzaniga2, F. Galli1, M.R. Valerio3, C. Ficorella4, O. Garrone5,
R. Palumbo6, A. Fumagalli7, G. Moretti8, M. De Laurentiis9, A. Frassoldati10,
S. Artale11, A. Zambelli12, P. Vici13, M. Maur14, D. Sartori15, A. Fabi13
1Ist. Mario Negri, Milano
2ASST Monza - Osp S Gerardo, Monza
3Paolo Giaccone, Palermo
4San Salvatore, Aquila
5Osp. S.Croce, Cuneo
6Fond. Maugeri, Pavia
7Osp. Pelascini, Gravedona
8S. Maria Nuova, Reggio Emilia
9Fond. Pascale, Napoli
10A.O. Ferrara, Ferrara
11AO Gallarate, Gallarate
12AO Papa Giovanni XXIII, Bergamo
13Istituto Regina Elena, IFO, Roma
14Policlinico di Modena, Modena
15UO Oncologia asl 13, Mirano Dolo

Background: In the BOLERO-2 trial, which evaluated EVE + EXE in pre-treated HR+
ABC pts, few of them have been treated with EVE + EXE as 1st-line therapy, or were
exposed to prior Fulvestrant (16%) or chemotherapy (CHT) (26%); Overall Response
Rate (ORR) was 9.5% with a median duration of exposure to EVE of 24 weeks and a
median Dose Intensity of 86%. Median PFS was 6.9 months. Grade 3-4 adverse events
were reported in 53% of the pts. Primary aim of the EVA study is to describe the

efficacy and safety of EVE + EXE in an unselected cohort of ABC pts treated outside a
trial as well as EVE dose-intensity.

Materials and methods: Preliminary data in terms of ORR, toxicity and EVE
dose-intensity are presented. HR+ post-menopausal ABC pts treated with EVE + EXE
according to the label of the drug between July 2013 and December 2014 have been
enrolled; pts treated in the expanded access program (BALLET study) were excluded.
Forty-three Oncology Units distributed across Italy participated to the EVA study. A
sample size of 200 pts has been considered in order to achieve a reliable description of
survival experience and toxicity and to get an adequate goodness of fit of the model
used for prognostic evaluation.

Results: At the moment of the present analysis, 131 pts have been identified from July
2013 to May 2015. Median age was 61 years (range 37-83), 88% of the tumours was
ER + /PgR+ and 27% of the pts had visceral involvement. Median number of previous
treatments in the whole population was 3 (0-9), median number of previous endocrine
treatments was 1 (0-5). 88.3% of the pts have been treated with at least 1 endocrine
therapy for the ABC, 66.7% with at least 1 prior CHT. Median exposure to EVE was 7.4
months (25%-75% 3.3-13.9). ORR was 36.4%. Grade 3-4 toxicities occurred in 31% of
the pts, Grade 4 in 2%. Main toxicities are described in the Table 1.

Conclusion: In the real life setting, the use of EVE often is often reserved to pts
pre-treated with at least 1 CHT; despite this, ORR observed is significantly higher than
the one reported in the BOLER-2 trial (36.4% vs 9.5%), as well as median exposure to
the drug (28 vs 17.4 weeks). Incidence of severe stomatitis and pneumonitis are similar
to those observed in other studies, confirming that prophylaxis measures are strongly
warranted to increase patients’ compliance.

Table: F32

Grade 3 (%) Grade 4 (%) Any Grade (%)

Stomatitis 9.3 0 59.8
Pneumonitis 4.1 0 18.6
Rash 3.1 0 30.9
Anaemia 3.1 0 20.6
Oedema 3.1 1.0 27.8
Thrombocytopenia 2.1 0 6.2
Hyperglicaemia 2.1 0 18.6
Infection 2.1 0 13.4
Fatigue 1.0 1.0 43.3
Neutropenia 0 0 9.3
Hypercolesterolaemia 0 0 17.5
Hypetrigliceridaemia 0 0 11.3
Nausea/vomiting 0 0 6.2
Weight loss 0 0 8.2

F33 Potential role of PLR and NLR in clinical decision making in

locally advanced breast cancer

M. De Lisa, M. Pistelli, Z. Ballatore, B. Lucia, A. Pagliacci, S. Matteo, C. Luca,
H. Tahani, N. Battelli, E. Maccaroni, R. Bracci, A. Santinelli, R. Berardi

Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica, Università
Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY., ancona

Background: Previous studies showed that high levels of neutrophil/lymphocyte ratio
(NLR) were related with advanced stages of breast cancer (BC) and unfavorable
outcome, although they failed in demonstrating any predictive value in patients with
locally advanced breast cancer (LABC). To date, data regarding the prognostic impact
of Platelet-to-lymphocyte ratio (PLR) are still sparse and there is a lack of studies about
its predictive value in BC. The concomitant evaluation of different indexes, in addition
to the ones already in use, could provide further support in the decision making
process of neoadjuvant chemotherapy (NAC).

Patients and methods: Data of consecutive patients undergoing NAC for LABC (stage
II-III) between January 2007 and September 2015 from our Institution were
retrospectively reviewed. Patients’ weight and pre-treatment inflammatory indexes
(PLR and NLR) were documented. Pathological response in surgicalspecimens was
evaluated by TNM system. The median PLR value 175 was established as cut-off point.
PLR was correlated with a number of clinical-pathological features of BCs by
chi-square test; the use of the concomitant use of PLR and NLR scores in predicting
pathologically complete response (pCR) to NACT was evaluated by ROC analyses.
Relapse free survival (RFS) and overall survival (OS) were estimated using
Kaplan-Meier method.

Results: A total of 124 patients were eligible for our analysis: 46% of them showed
higher (≥175) pretreatment PLR. Median age at diagnosis was 52 years (range 28 -78).
Ratio for pCR+ and pCR- groups was 21% and 79%. No association was found with
pathological features (multifocal and/or bilateral location; tumor histotype; ER,PgR,
HER2 status; stage and PR/pCR rate). Menopausal status and overweight/obesity were
significantly related to high PLR (p = 0.04); furthermore PLR was associated with NLR
(p < 0.0001) with high PLR lead to a significant increased risk of high NLR levels
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(HR = 13.5) at diagnosis. At univariate analysis PLR and NLR score showed no
correlation with pCR, relapse-free survival and overall survival.

Conclusion: Data about clinical utility of blood-derived inflammation parameters as
prognostic factors are robust in early BC, on the other hand their use in neoadjuvant
setting warrants investigation. The predictive/prognostic value of inflammatory
indexes, like NLR and PLR, which are frequently increased in menopausal and obese
patients, should be evaluated.

F34 Retrospective observational analysis of bevacizumab (BV) plus

paclitaxel (TXL) as first line treatment in metastatic HER2

negative breast cancer (BC): are BV long responders a different

subgroup?

I. Bertolini, C. De Angelis, L. Diodati, F. Ilaria, M.G. Bianco, A. Fontana,
A. Michelotti, B. Salvadori, E. Landucci, E. Pfanner, P. Ferrari, C. Orlandini,
A. Falcone

A.O.U. Santa Chiara Polo Oncologico, Ospedale S. Chiara, Pisa

Bevacizumab (BV) + paclitaxel (TXL) represents a standard of care in HER2-negative
metastatic breast cancer (mBC). Some patients (pts) particularly benefit from this
treatment, even if no predictive factor of efficacy is known at the moment.
From 2009 we identified 115 MBC pts who received TXL + BV as first line treatment at
our institution (schedule: TXL 90mg/mq on days 1,8,15; BV 10 mg/kg on days 1, 15
q28w). Among them we analyzed data of 26 pts (23%), who reported a PFS longer than
18 months (mos).
We collected patient demographics, tumor characteristics, initial clinical stage, all type
of treatment received. Median age: 48 years (range 34-60). Hystology: ductal carcinoma
23 (89%), lobular carcinoma 2 (7%), mucinous 1 (4%); molecular subtype: luminal A 4
(15%), luminal B 20 (79%, of which 4 cases with progesterone receptor negative), triple
negative 2 (6%). Stage at the first diagnosis: 5 stage I, 4 stage II, 8 stage III, 7 stage IV.
Most of pts received chemotherapy in the neoadjuvant/adjuvant setting (2 and 14 pts
respectively), 10 of them were treated with a taxane-based regimen. Before starting
TXL + BV 19 pts (73%) showed a visceral disease, 7 pts (27%) showed a non-visceral
disease. 25 pts receveid TXL + BV as initial treatment for mBC, only 1 patient was
previously treated with hormonal therapy. Pts received a median number of 7.7 cycles
of TXL + BV (range 6-14). 23 pts (88%) received hormonal therapy in association with
Bevacizumab as maintenance therapy. An objective response rate (ORR) of 84.7% was
reached in the whole population (4 CR, 18 PR). The median follow up was 37.9 mos
(range 19-76); median PFS was 30.3 mos (range 22-42), median OS was 40.0 mos
(range 23.3-79.7); PR as best response was related with an higher mPFS (32.5 mos),
than RC (25.6 mos) or SD (25.3 mos). No difference in mPFS was noticed in pts
previously treated with taxane regimes in neo/adjuvant setting (29.7 mos).
Our real-world study showed that almost a quarter of pts treated with TXL + BV
reached a mPFS longer than expected, with an higher rate of objective responses,
regardless of a previous treatment with taxanes in neo/adjuvant setting. Almost all of
our pts received TXL + BV as a first approach for metastatic disease, suggesting that
this subgroup may particularly benefit from an early antiangiogenic therapy.
Translational researches could help us to identify this population before starting
treatment.

F35 Young women with metastatic breast cancer (mbc): a

restrospective single institution analysis of

clinical-pathological characteristics and outcomes

A. Fontana1, L. Diodati1, I. Bertolini1, C. De Angelis1, I. Ferrarini1, B. Salvadori1,
A. Michelotti1, E. Landucci1, E. Pfanner1, P. Ferrari1, M. Lo Russo2, L. Fustagno2,
E. Rossetti2, M. Ghilli2, M. Roncella2, A. Falcone1
1A.O.U. Santa Chiara Polo Oncologico, Ospedale S. Chiara, Pisa
2U.O. Senologia, Ospedale S.Chiara, Pisa

Background: Breast cancer is the most common female malignancy, regardless of age.
In young women risk factors, clinical outcomes and tumor biology are di?erent from
older one, suggesting that BC in this population could be a distinct clinical entity.

Methods: Between 1982 and 2016 we retrospectively identified 227 patients (pts)
diagnosed at our institution with BC under 45 years of age (median age 38.5 years,
range 25-45). Among them we analyzed data of 54 pts (24%) who developed distant
metastasis.

Results:We obtained clinical and pathological data from 54 BC pts. Histology: ductal
carcinoma 47(87%) pts, mucinous 2 (4%) pts, while in 5pts no data were available
(7%). Molecular subtype: Luminal A 14 (26%); Luminal B HER2 negative 25 (46%);
Luminal B Her2 positive 4 (7%), Her2 positive 1 (2%), Triple Negative 10 (19%). Stage
at first diagnosis: stage I 4 (7%); stage II 23 (43%), stage III 15 (28%), stage IV 12
(22%). Genetic testing was done in 18 pts. We found 7 pts (38%) with genetic
mutations (4 BRCA1, 3 BRCA2). Forty-two pts (78%) received neoadjuvant/adjuvant
treatments (33 anthracycline-based; 5 CMF and 4 docetaxel-cyclophosphamide).
Fifteen (28%) pts received neoadjuvant chemotherapy and among them no pCR was
observed while 8 (53%) pts achieved a partial response. We observed 4 (7%) cases of

local relapse, all these pts were previously treated with neo/adjuvant chemotherapy.
Metastatic disease was diagnosed at a median age of 43 years (range 25-69); most of
women (43; 79%) developed distant metastasis before 45 years of age; 36 (67%) pts
showed visceral disease. Overall, we observed a median DFS of 34.9 months (range
2-192). Fifty-two pts (96%) received a first line chemotherapy (CT), 37 (69%) a second
line CT, and 20 (37%) a third line CT; 15 pts (28%) received more than four line of CT
(range 4-7). Median first line length of treatment was 6. 6 months, with a median PFS
was 10 months (range 2-29.9).

Conclusions:With the limitations of the retrospective nature of the study and the large
time interval of observations we found a more aggressive behavior of young MBC
patients as shown by the absence of pCR, PFS after first line chemotherapy lower than
attended and the slight more incidence of TN phenotype. Interestingly, about 40% of
tested patients showed a BRCA1/2 mutation status.

F36 It’s not the quality but the quantity: tumor mutation spectrum

and response to neoadjuvant therapy in triple negative breast

cancer

S. Di Cosimo1, M. Dugo2, V. Appierto2, S. Cavalieri1, V. Angeloni2, G. Galli1,
G. Bregni3, V. Cappelletti2, B. Paolini4, F. Perrone4, P. Tiberio2, F. de Braud5

1Medicina Oncologica 1, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2Dipartimento di Oncologia Sperimentale e Medicina Molecolare, Fondazione
IRCCS Istituto Nazionale dei Tumori, Milano
3Oncologia Medica, IRCCS A.O.U. S.Martino-IST, Genova
4Dipartimento di Anatomia Patologica, Fondazione IRCCS Istituto Nazionale dei
Tumori, Milano
5Medicina Oncologica 1 - Università degli Studi di Milano, Fondazione IRCCS
Istituto Nazionale dei Tumori, Milano

Introduction:More than 50% of triple-negative breast cancer (TNBC) patients (pts)
do not achieve pathological complete response (pCR) after neoadjuvant chemotherapy
(NAC). The identification of specific alterations that could predict response/resistance
in TNBC is an unmet clinical need. In case of lack of pCR following NAC, mutational
analysis of pre- and post-therapy tumor tissues may provide biological insights on the
development of chemoresistance.

Methods: Next Generation Sequencing was performed to identify somatic tumor
alterations in TNBC pts treated with an anthracycline/taxane-based (AT) NAC and
surgery. Tumor and paired normal tissue samples were collected from responding (R,
n = 4) and non-responding (NR, n = 12) pts; in NRs, both pre- and post- NAC tumor
tissues were analyzed. The mutational profile of 409 cancer associated genes included
in the Ion AmpliSeq Comprehensive Cancer Panel was obtained by Ion PGM
sequencer. Association between mutated genes and pathways was retrieved from Gene
Ontology.

Results: In pre-NAC samples, the tumor mutation spectrum (MS) was broad with few
recurrent mutations, such as TP53, KMTC2 and FGFR3. No specific mutations were
associated to response to AT regimen. However, the median number of somatic
variants in NRs was significantly lower (n = 93) compared to the median number of
mutations in Rs (n = 163) (p = 0.036). Moreover, different genes mutated in specific pts
converged in similar biological pathways significantly associated to NAC response:
oxidative stress response (p = 0.003), epithelial to mesenchymal transition (p = 0.019),
phospholipase C activation (p = 0.027), response to growth factors (p = 0.027). The
same pathway-based approach highlighted that post-NAC samples were more
frequently mutated in genes involved in DNA recombination (p = 0.037) and NFKB
signaling (p = 0.037).

Conclusions: TNBC has a heterogeneous MS, but no somatic mutations significantly
associated to NAC response were found. The higher mutational load of Rs may induce
a higher biological heterogeneity, leading to an increased chemosensitivity. NR pts with
mutations in targetable pathways may potentially benefit from alternative therapies,
such as CDK inhibitors for mutations involved in cell cycle progression and platinum
salts or PARP inhibitors in case of DNA homeostasis gene mutations.

F37 Neoadjuvant therapy with FEC followed by weekly paclitaxel

and concurrent trastuzumab in Her2 positive non operable

breast cancer: a phase II study

A. Levaggi1, F. Poggio2, M. Lambertini2, A. D’Alonzo3, S. Giraudi2, C. Bighin2,
E. Blondeaux2, S. Pastorino2, A. Abate2, G. Iacono2, M. Vaglica1, B. Conte1,
P. Pronzato2, L. Del Mastro1
1S.S. Sviluppo Terapie Innovative, IRCCS San Martino IST, Genova
2Oncologia Medica 2, IRCCS San Martino IST, Genova
3S.S Sviluppo Terapie Innovative, IRCCS San Martino IST, Genova

Background: Trastuzumab improves disease free survival and overall survival in
patients with HER2-overexpressing tumours in both the adjuvant and metastatic
settings. The aim of this trial was to assess the toxicity and activity of the combination
of an anthracycline-based chemotherapy followed by the combination of paclitaxel and
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trastuzumab, given as neoadjuvant treatment to patients with HER2-positive breast
cancer, using pCR as a surrogate for treatment ef?cacy.

Material and methods: From June 2010 to Maj 2015, forty-three patients with stage
II-III, Her2 positive breast cancer, candidated for preoperative chemotherapy, were
enrolled in this phase II study and received four courses of FEC (5-Fluorouracil at 600
mg/m2, epirubicin at 90 mg/m2 and cyclophosphamide at 600 mg/m2, intravenously
on day 1, with 21 days between cycles) followed by 12 courses of Paclitaxel 80 mg/m2
intravenously once a week and concurrent Trastuzumab 2 mg/Kg intravenously over 30
minutes infusion (loading dose 4 mg/kg, 90 minutes infusion). Within 6 weeks after
surgery, all patients resumed adjuvant trastuzumab every 3 weeks, at a dose of 6 mg/kg
intravenously, for 14 consecutive doses. The primary endpoint was pathologic
complete response (pCR) defined as no evidence of residual invasive tumor in the
breast or axillary lymph nodes after surgery.

Results: All patients were evaluated for efficacy and safety on an intention-to-treat
basis. Before surgery twenty-one patients (50%) had clinical complete response and
fifteen patients (41.7%) had imaging complete response. Surgery was performed in 42
patients, with breast-conserving surgery in 18 (42.8%). A pCR was confirmed in 21 (50
%) of 42 patients, including 9 patients (21.4%) with residual carcinoma in situ only. No
cardiac death or congestive heart failure NYHAClass III or IV occurred. A decrease
>10 points in LVEF below baseline and a decrease in LVEF below 50% were observed
in one patients on FEC (0.43%) and in one patients on paclitaxel-trastuzumab
treatment (0.43%), respectively.

Conclusions: Our trial confirms that combining trastuzumab with
anthracycline-weekly paclitaxel based neoadjuvant chemotherapy results in a high pCR
rate without clinically relevant early toxicity.

F38 Assessment of obsessive thoughts and worries in women with

breast cancer

M. Shams, V. Valeriani, C. Torrisi, S. Pardini, C. Novara, L. Rigato, F. Bozza,
E. Capovilla

Veneto Institute of Oncology (IOV-IRCCS) Padova, Department of General
Psychology , University of Padova

Background: Obsessive thoughts represent a part of the cognitive process for stressful
experiences. They are undesirable and recurring, and, generally, they can manifest as
obsessions or worries. They are common both when patients receive a cancer diagnosis,
throughout and at the end of treament. We observed that patients with different
degrees of seriousness of breast cancer show obsessive thoughts even after treatment.
This observational and perspective study examines whether obsessive thoughts and
worries can be present in the diagnosis phase, during treatment and at the end of
neoplastic illness, in women with breast carcinoma. Secondary aims evaluate: the
clinical, socio-demographic and treatment factors associated with presence of intrusive
thoughts; the response to uncertain situations and the presence of post-traumatic
symptoms and their association with anxiety, depression and worry; the association
between intrusive thoughts and worry, anxiety and depression.

Material (patients) and methods: we collect demographical and clinical data and
administer questionnaires to 135 female patients who access the Breast Unit - General
Surgery for the therapeutic approach of the disease, who are between the ages of 18 and
75 years and received a first diagnosis of breast carcinoma. Participants excluded from
the study are women: unable to understand the italian language; with other neoplastic
disease; undergoing treatment; in pharmacological treatment; with head injury,
degenerative or cardiac disease; who had been previously diagnosed with cancer and
had undergone treatment. Participants complete the following questionnaires, after
signing the Informed Consent:

• Obsessive Compulsive Inventory-Revised (OCI-R), to examine peculiar
symptoms of obsessive-compulsive disorder;
• Penn State Worry Questionnaire (PSWQ) andWorry Domains Questionnaire

(WDQ), to reveal the content and the process of worries;
• Beck Anxiety Inventory (BAI), to evaluate anxiety symptoms;
• Beck Depression Inventory-II (BDI-II), to evaluate depressive symptoms;
• Impact of event scale - revised (IES-R), employed to examine the presence of

post-traumatic syndrome;
• Intolerance of Uncertainty Scale-12 (IUS-12), to evaluate the response to

uncertain situations about the future.

Results: the study is still in progress.

Conclusions: the aim of the study is to verify the onset and change of obsessive
thoughts and worries evaluated at post-diagnosis, during the treatment and at follow-
up in women with breast carcinoma.

F39 Safety of Eribulin plus Trastuzumab in pre-treated

HER2-positive advanced breast cancer (ABC) patients: results

from an Italian observational study

L. Orlando1, E.S. Lutrino2, G. Giordano3, C. Zamagni4, C. Caliolo5, A. Febbraro3,
M. Giampaglia6, G. Dima7, D. Rubino8, C. Scavelli9, P. Schiavone5, D. Bilancia6,
G. Filippelli7, A. Quaranta5, P. Fedele5, E. Mazzoni5, C. Fontanella10, S. Cinieri5
1ospedale Antonio Perrino, Brindisi
2ospedale Antonio Perrino Brindisi, ostuni
3Oncologia Medica, Ospedale Sacro Cuore di Gesu’ Fatebenefratelli, benevento
4Policlinico S. Orsola-Malpighi Hospital, BOLOGNA
5ospedale Antonio Perrino Brindisi, brindisi
6Medical Oncology Unit, S. Carlo Hospital, POTENZA
7ospedale civile, PAOLA
8Addarii Medical Oncology Unit, S. Orsola-Malpighi Hospital, BOLOGNA
9Gallipoli S. Cuore Hospital, GALLIPOLI
10OSPEDALE SANTA MARIA DELLA MISERICORDIA, UDINE

Background: Currently, the debate about anti-HER2 combination beyond standard
therapies in the treatment of HER2-positive advanced breast cancer (ABC) is still
unsolved. Data on the combination of eribulin and trastuzumab (E/T) are limited,
although recent analyses demonstrated safety and efficacy of this schedule. The aim of
this observational, retrospective, multicenter study is to evaluate tolerability of E/T in
pretreated HER2-positive ABC patients (pts).

Material (patients) and methods: Twenty four HER2-positive ABC pts in 6 Italian
Oncology Units, received therapy with eribulin mesylate plus trastuzumab (weekly or
3-weeks schedule). All patients were heavily pretreated: the median number of prior
chemotherapy (CT) regimens for ABC was 3 (range 2-9). Demographics data and
comorbidities were captured, along with the toxicity results.

Results:Median age was 57 years (32 to 74); ECOG PS pre-E/T treatment was 0-1 in
75%. Sixteen pts received E/T 3-week schedule (eribulin 1.23 mg/m2 on days 1 and 8 of
a 21-day cycle; trastuzumab 8 mg/kg load, 6 mg/kg q 3 weeks); 8 pts received E/T
weekly schedule (eribulin 1.23 mg/m2 on days 1 and 8 of a 21-day cycle; trastuzumab:
4 mg/kg load, 2 mg/kg q week). The median number of cycles with E/T was 11,5 (range
2-26). Comorbidities at study entry were cardiovascular (including hypertension),
54.2%; diabetes, 8.3%; other diseases, 16.7%. Neutropenia was the most common
clinical grade 3/4 adverse event (25%); one case (4,2%) of febrile neutropenia was
observed. Main grade 3/4 non hematological toxicities were fatigue (4,2%), peripheral
neuropathy (4,2%) and nausea (4,2%). Alopecia was observed in more than half of pts
(66,7%). Dose reduction was applied in 6 pts (25%); three pts (12,5%) interrupted the
treatment prematurely.

Conclusions: Treating HER2-positive ABC pts with E/T combination schedule is
overall safe. Despite the retrospective nature of this study, the results indicated that this
combination therapy appears to be safe and might be considered for future prospective
studies.

F40 TP53 germline mutation testing in early onset breast cancer

B. Conte1, L. Varesco2, G. Iacono2, F. Poggio2, E. Blondeaux2, A. Levaggi2,
A. D’Alonzo2, C. Bighin2, S. Giraudi2, M. Vaglica2, P. Pronzato2, L. Del Mastro2
1IRCCS AOU San Martino - IST, GENOVA
2IRCCS AOU San Martino IST, Genova

Background: Early onset breast cancer is the most common tumor in women with Li
Fraumeni Syndrome, a rare cancer syndrome associated with germline mutations in
TP53 gene. Breast cancers in LFS patients have been reported to be HER2 positive in
more than 70% of cases. No unanimous recommendations are currently available for
TP53 testing in BC patients according with age and HER2 status. In order to evaluate the
clinical relevance of TP53 testing in early onset BC, we assessed the prevalence of
germline TP53 mutations in a cohort of women diagnosed with BC before the age of 36.

Materials and methods: Between January 2011 and January 2015, we recorded 36
women diagnosed with BC before age 36 yr. 21 women with available blood specimens
were screened for BRCA1/2 and later on for TP53 germline mutations. Women
resulting BRCA1/2 mutated did not underwent genetic evaluation for TP53.

Results: Among 21 women with BC age < 36 years, 2 (5%) were found to be BRCA
mutated. Both BRCAmutated patients had triple negative BC. Among the remaining
19 BRCA-negative patients, 10 have been tested for TP53 and 9 have ongoing TP53
mutational anlysis. To date, 1 out of 10 BRCA-negative patients (10%) was found to be
TP53 mutated, and data will be updated following the results for the 9 ongoing TP53
tests. Patient with Li Fraumeni Syndrome developed BC at a significantly younger age
compared with the mean age of our study population (24 yr vs 30 yr); she developed
two bilateral tumors, both HER2-positive, highly aggressive and not responding to
anti-HER2 therapy. She had a rabdomiosarcoma in the age of 3.

Conclusions:We found a germline TP53 mutation associated with early-onset,
highly-aggressive, HER2-positive breast cancer, in accordance with data from literature
reporting strong association between mutant TP53 and HER2 amplification in LFS.
The extremely young age of our patient is consistent with data from TP53 IARC
database showing a sharp increase in LFS prevalence (21%) among BRCA-negative BC
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patients who were < 30 yr at the time of diagnosis. In addition to age and HER2 status,
our Li Fraumeni patient had a history of rabdomiosarcoma, which is highly predictive
for LFS. However, since BC can be the first clinical manifestation in many women with
LFS, we argue that TP53 testing should be taken into account in women with
early-onset HER2+ breast cancer, even in absence of personal history of other tumors
from LFS spectrum.

F41 Prognostic role of pregnancy in breast cancer patients. a single

institution experience

L. Diodati1, B. Salvadori2, E. Molinaro1, I. Ferrarini1, I. Bertolini1, C. De Angelis1,
I. Montagnani1, A. Aontana1, E. Landucci1, E. Pfanner1, A. Michelotti1, P. Ferrari1,
A. Falcone1
1Polo Oncologico AOUP Pisa, pisa
2Polo Oncologico AOUP Pisa, empoli

The prognostic role of pregnancy occurring before or after a breast cancer diagnosis is
still unclear. Data of young women with breast cancer and pregnancy treated from
2002 and 2014 in our institution were retrospectively analyzed and compared with data
of patients with breast cancer not associated with pregnancy. The aim of the study was
to evaluate the role of pregnancy on the prognosis of these patients. The main analysis
was performed using Kaplan Meyer curves for DFS and OS and Log-rank test to
evaluate differences between the two groups. They were matched for the following
prognostic markers: age, histology, grade, hormone receptor status, human epidermal
growth factor 2 status, BRCA1or BRCA 2 mutations, type of chemotherapy and use of
trastuzumab, radiotherapy and hormonal therapy. The first group consisted of 40
patients with breast cancer and pregnancy of whom 6 patients with breast cancer
during pregnancy, 7 patients with cancer during breast feeding and 27 patients with
breast cancer after pregnancy (< 5 years). The non pregnant group consists in 83
women. Median age was 44 years for the pregnant and 37 years for the non pregnant
patients. Median follow up was 37.5 mos. Median DFS of pregnancy group was not
reached, 54,7% of the patients is disease free at 154 months, median DFS of non
pregnancy group was 97 months, CI 95% (82-111), p = 0,27. There were not statistical
differences in DFS for estrogen receptor positive, Her 2 positive and triple negative
subgroups between the two cohorts. No deaths were observed within the two groups. In
conclusion, although our analysis shows some limitations such as a small sample size
and a short follow up, we found similar outcome for patients with primary breast
cancer diagnosed during pregnancy when compared with non pregnant patients with
breast cancer. In line with previous reports we found no evidence that a pregnancy
during or after breast cancer has a negative role for prognosis.

F42 The link between obesity and advanced breast cancer is a

matter of much interest

L. Bastianelli1, M. De Lisa1, M. Pistelli1, Z. Ballatore1, M. Santoni1, L. Cantini1,
A. Pagliacci1, N. Battelli1, E. Maccaroni1, R. Bracci1, A. Santinelli2, H. Tahani3,
R. Berardi1
1Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica,
Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY.,
ancona
2Anatomia Patologica, AO Ospedali Riuniti-Ancona, Università Politecnica delle
Marche, Ancona, ITALY., ancona
3Università Politecnica delle Marche, Ancona, ancona

Background: There is a strong body of evidence regarding the relation between dietary
behaviours, Body Mass Index (BMI), breast cancer (BC) incidence and risk of relapse.
Recent data also suggest that overweight/obesity cause the activation of multiple
inflammatory signaling pathways leading to the development and progression of BC.
The purpose of our analysis was to understand if BMI can influence locally advanced
breast cancer’s development and clinical-pathological features and its relation with
prognosis and response to neoadjuvant chemotherapy.

Patients and methods: Data of consecutive patients undergoing NAC for LABC (stage
II-III) between January 2007 and September 2015 from our Institution were
retrospectively collected. According to BMI at diagnosis, three groups were identified:
(a)≤ 24.9(normal/underweight), (b)25.0 to 29.9(overweight), and (c)≥ 30(obese).
Blood-derived inflammatory indexes were collected. Chi-square test was used to test for
interaction between patients’ BMI and clinical-pathological features and to determine
its value as prognostic and predictive factor. Relapse free survival (RFS) and overall
survival (OS) were estimated using Kaplan-Meier method.

Results: 124 patients with LABC were identified: 47% of them were overweight/obese,
with a significant percentage of them was over 50 years old. No statistically significant
relations were noted between groups b/c and pathological characteristics (bilateral/
multifocal tumor, initial ER/PgR and HER2 status and its variation after
chemotherapy, Ki-67%, lympho-vascular invasion) neither with pCR rate after NAC
(p = 0.6), relapse-free survival and overall survival. Interestingly, overweight and
obesity increased the risk (Odd ratio of 2,6) and were associated to the development of
advanced stages of BC (53,2% vs 46,8%, p = 0.02). Groups b/c were significantly
associated with higher levels of platelet/lymphocyte ratio (p= 0.04).

Conclusion: Lower adherence or more challenges in Mammography Screening could
explain an almost three-times increased risk of developing locally advanced BC, which
is one of the main factors affecting breast cancer patients’ prognosis. Obesity represents
it-self a condition related to systemic inflammation and cancer. Much efforts in
educational programs and closer monitoring programs should be taken in this
subgroup patients, especially after 50 years.

F43 Neoadjuvant Chemotherapy among Breast Cancer subtypes: a

single-institution retrospective study

I. Ferrarini1, A. Fontana1, I. Bertolini1, L. Diodati1, C. De Angelis1, I. Montagnani1,
B. Salvadori1, M. Ghilli2, E. Landucci1, M. Lo Russo2, E. Pfanner1, E. Rossetti2,
P. Ferrari1, L. Fustaino2, A. Michelotti1, M. Roncella2, A. Falcone1
1Oncologia Medica - AziendaOspedaliero Universitaria Pisana (AOUP), Pisa
2Senologia - AziendaOspedaliero Universitaria Pisana (AOUP), Pisa

Background: Neoadjuvant chemotherapy (NCT) represents the standard therapeutic
approach for locally advanced breast cancer. However, it is considered as an acceptable
alternative in earlier stage in order to reduce the impact of surgery and to allow
conservative treatment.

Patients and methods:We reviewed 180 consecutive patients (pts) with breast cancer
(BC) treated with NCT during the period 2009-2015 at our institution. Tumor biology
was: “hormonal receptor positive” (HR+) in 68 pts (37%), “triple negative” (TN) in 30
pts (17%) and “HER-2 positive” (HER-2+) in 83 pts (46%). 53 HER-2+ pts (64%) also
co-expressed hormonal receptors. We described main patient’s characteristics, clinical
presentation, type of NCT administered, pathologic complete response (pCR, defined
as the absence of residual invasive tumor in breast and axilla) and the rate of post-NCT
shift to breast conservative therapy from radical mastectomy.

Results: Overall, median age was 46 years (y) (range 29-70 y); 107 pts (59%) had a
premenopausal status; ECOG PS was 0 in 166 pts (92%) and 1 in 14 pts (8%). Locally
advanced BC was shown in 94 pts (52%) and among them, 12 pts (13%) had an
inflammatory disease. In this group, 45 pts (48%) had stage IIIA, 40 pts (42%)stage
IIIB and 9 stage IIIC (10%). The remaining 86 pts (48%) had an earlier BC: 61 pts
(71%) had stage IIB, 25 pts (29%) stage IIA. A sequential NCT regimen with
anthracyclines and taxanes was used in 174 pts (97%). All HER-2+ pts received CT
plus trastuzumab; among them, 78 pts (94%) had ananthracycline-based regimen (EC
or FEC) followed by concomitant taxane-trastuzumab therapy. In the overall
population, pCR was obtained in 57 pts (32%). However, pCR was respectively: 12% (8
pts) in HR + , 23% (7 pts) in TN and 50% (42 pts) in HER-2+ subgroups. A pCR of
60% (18 pts) was obtained in HER-2 + /HR- subgroup. Only 1 patient had a
progressive disease (PD) during treatment. At the time of diagnosis, 175 pts (97%)
were considered suitable for radical mastectomy and at the end of CT, 130 pts
underwent demolitive surgery with a rate of shift to breast conservative therapy of 27%.

Conclusion: in our “real life” study we observed a pCR rates comparable to the literature
data excepting for TNBC subtype in which NAC produced a slightly smaller effect. In
our series the best pCR was achieved in HER2 + /HR- BC patients. An extended follow
up period will be mandatory to estimate the impact of pCR on DFS and OS.

F44 Subcutaneous Trastuzumab (scT) and metronomic oral

Vinorelbine (mVRL) combination in HER2 + ve advanced breast

cancer (ABC) patients (pts): a pilot evaluation of toxicity.

Preliminary results of the VICTOR-4 study

F. Cicchiello1, F. Riva2, M.E. Cazzaniga2, N. Digiacomo2, D. Pelizzoni2,
R. Longarini2, S. Capici2, P. Bidoli2
1Asst- Monza, Monza
2Asst-Monza, Monza

Background: The combination of Trastuzumab (T) and Vinorelbina (VRL) is wildly
administered in metastatic HER2 + ve breast cancer. This combination is associated to
a high incidence of grade 3-4 neutropenia compared to taxane-based treatment. Recent
data demonstrated that scT is not-inferior to ivT in terms of efficacy, with a similar
pharmacokinetic and safety profile. In a previous study (VICTOR-1), we tested the
metronomic administration (low-dose, continuing schedule) of VRL, demonstrating an
incidence of grade 3-4 toxicities below 5%. The easier schedule of mVRL, together with
the preference for scT by pts, suggest the possibility to combine these two schedules in
HER2+ pts. Here we present the preliminary results of toxicity in an unselected group
of HER2+ pts, as a pivotal experience for a Phase II study.

Materials and methods:HER2+ ABC pts were treated with VRL 40 mg thrice a week
continuously + scT 600 mg fixed dose every 3 weeks, until progression or unacceptable
toxicity. Drug-related toxicity was collected at the beginning of each scT
administration. Tumor radiological assessment has been planned every 3 cycles (1
cycle = 3 weeks), according to the clinical practice.

Results: From August 2014 to March 2016, 10 pts entered this pivotalstudy. At the
moment of the present analysis, a total of 93 cycles are evaluable for toxicity. Median
age of the pts was 69 years; 9 pts have been previously treated with taxanes; 2 patients
received mVRL + scT as 1stline,4 pts as 2nd, 2 pts as 3rd and 2 pts as 4th line of
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treatment. Table 1 summarizes the incidence of side effects. Grade 3 toxicity was
observed in 3.2% of the cycles; no Grade 4 toxicity has been reported. Results regarding
efficacy are too early at the moment to be presented.

Conclusion: In this pilot evaluation, scT and mVRL combination seems to be feasible
with a low incidence of toxicity, in comparison to what observed in the TRAVIOTA
Trial. Further evaluation of a greater number of cycles is needed to confirm these
preliminary results.

Table: F44

G1 G2 G3 G4

Nausea 1 3 1 0
Diarrhoea 2 0 0 0
Vomiting 0 1 0 0
Abdominal pain 1 0 0 0
Myalgia 1 1 0 0
Neuropathy 2 0 0 0
Neutropenia 0 3 1 0
Asthenia 2 0 1 0
Total 9 8 3 0

F45 The power of traditional prognostic factor and

immunohistochemical (IHC) surrogate molecular subtypes of

breast cancer (BC) in predicting neoadjuvant chemotherapy

response: results of a retrospective study

G. Manna, F.S. Di Lisa, I. Speranza, T. Losanno, A. Giuli, A. Emiliani, A. Prete,
A. Prelaj, S. Pecorari, J.R. Giron Berrios, C. Fusto, P. Seminara

Policlinico Umberto I, Roma

Background: Neoadjuvant chemotherapy (NAC) improves surgical outcomes in local
advanced BC when mastectomy is technically impossible and in early cases of operable
BC desiring breast conservative surgery. Many clinical trials established the prognostic
significance of pathological complete response (pCR) after NAC. In this study we
assessed both traditional prognostic factor (histological grade (G), ER/PR status, Ki-67
rate, HER2 overexpression) as well as the surrogate intrinsic subtypes BC
reclassification regarding their power to predict neoadjuvant chemotherapy benefit.

Patients and methods:We reviewed data of 58 patients with BC at Stage II and III that
received in a single oncology unit NAC with Anthracyclines and Taxanes +\-
Trastuzumab according HER2 overexpression between 2010 and 2015. pCR was
defined as no evidence of residual invasive cancer (or very few scattered tumor cells) in
primary tumor and lymph nodes. Interactions between pCR and single HIC prognostic
factors (ER/PR receptors, HER2 status, Ki-67) and each surrogate molecular subtype
(Luminal A-like, Luminal B-like HER2-, Luminal B-like HER2 + , HER2-enriched,
Triple Negative) of BC were analyzed.

Results: In our retrospective study, eighteen (31%) out the 58 patients achieved pCR.
Higher rate of pCR was observed in patients with ER and PR negative BC (p = 0.01 and
p = 0.005, respectively) with high ki-67 proliferation rate (p= 0.01), and HER2+
overexpressed (p = 0.01) BC tumors. The multivariate analysis indicated that HER2
overexpression was the most important predictive factor to pCR (HR 8.239 p = 0.01).
As regard IHC surrogate intrinsic subtypes reclassification, Triple Negative tumors
(33%), Luminal-B HER2+ (27.8%) and HER2 enriched (22%) BCs show much higher
rates of pCR.

Conclusions: Our findings may influence clinical practice. In fact, in patients who
received NAC for locally advanced BC, traditional prognostic factors as ER, PR, Ki-67,
and HER2 overexpression appeared to be also predictive biomarkers of chemotherapy
efficacy. The highest rate of pCR was observed in Triple Negative tumors. Patients who
received NCT combined with Trastuzumab exhibited a higher pCR rate than those who
received other regimens.

F46 Nab-paclitaxel in clinical practice: preliminary results from

MANTEL Study

P. Vanella1, O. Garrone1, C. Saggia2, A.M. Vandone1, G. Vellani3, E. Miraglio1,
F. Castiglione4, M.C. Merlano1
1A.O. S.Croce e Carle, Ospedale di Insegnamento, Cuneo
2A.O. Maggiore della Carità, Novara
3ASL TO 4, Chivasso
4Ospedale S. Lazzaro, Alba

Background:Metastatic breast cancer (MBC) is an incurable disease. The main goals
of treatment are palliation, symptoms control, preserving QoL and prolonging survival.
New drugs have contributed to ameliorate the outcome of MBC patients (pts) by
increasing response rates (RR) progression free survival (PFS) and, in some setting,

overall survival (OS). Taxanes are the most effective drugs in the management of MBC.
Nab-Paclitaxel (Nab-P) is a solvent-free albumin-bound taxane showing linear
pharmacokinetics, high tumor retention, improved antitumor efficacy, and reduced
toxicity.Aim of the present study was to evaluate the activity and safety of Nab-P in
clinical practice.

Methods:MANTEL is a retrospective, multicenter, observational study, designed to
collect biological and clinical data of MBC treated with Nab-P, from its first availability.
Objectives of the study are progression free survival (PFS), correlation between
response and tumor biological characteristics and safety. All centers submitted the
protocol to the local Ethical Committee for the approval.

Results: Up to date 57 cases were collected from 4 centers.Main patients’ characteristics
were: median age 60 years (32-76), median ECOG PS 0 (0-2), ER/PgR positive: 52 pts
(91.2%), Triple Negative: 5 pts (8.8%), most common metastatic sites: bone 44 pts
(77.2%), liver 32 pts (56.2%), soft-tissues 42 pts (73.7%), lung 13 pts (22.8%), CNS 4
(7.1%) median number of organs involved: 3 (1-5), median number of previous
chemotherapy regimens for advanced disease: 2 (0-9). Preliminary activity results were as
follows: CR 2 pts (3.5%), PR 19 pts (33.3%), SD 11 pts (19.3%), PD 23 pts (40.4%), NE 2
pts (3.5%), CB was recorded in 26 pts (45.6%).Median number of cycles administered
was 6 (2-13). Two pts are still on treatment.Median PFS is 4.3+ months (1.5-23.9+).
G3-4 hematological toxicities were: G3 leucopenia 1 pt (1.7%), neutropenia 2 pts (3.5%)
(1 G3, 1 G4), G3 anemia 2 pts (3.5%). Among non-hematological toxicities: G1-2 fatigue
42 pts (73.7%), G3 peripheral neuropathy 4 pts (7%), G2 alopecia 46 pts (80.7%), G1-2
myalgia 15 pts (26.3%). 43 pts (75.4%) received standard every 3-weeks schedule. 10 pts
(17.5%) required dose reduction due to toxicity.

Conclusions: Nab-P treatment is feasible in unselected MBC pts. No concerns about
toxicity in real life population. The study is ongoing.

F47 A single centre pilot study aiming to determine the

recommended dose (RD) of metronomic oral vinorelbine in

combination with oral cyclophosphamide and bevacizumab in

advanced breast cancer (ABC) patients

G. Sanna, A.R. Mislang, M. Pestrin, C. Biagioni, E. Risi, S. Cappadona, E. Moretti,
S. Gabellini, A. Di Leo, L. Biganzoli

Ospedale di Prato, Prato

Background: Low-dose metronomic chemotherapy can effectively induce disease
control in patients with ABC and have better safety profiles than conventional
chemotherapy. Evidence suggests that cytotoxics can be antiangiogenic in preclinical
models and may have a synergistic effect when combined with anti-vascular
endothelial growth factor (VEGF) therapies, enhancing the antitumor efficacy.

Material and methods: Patients pre-treated with ≥1 prior line of therapy for ABC
received oral cyclophosphamide 50mg (C) daily in combination with oral vinorelbine
at escalating doses of 20mg (V20), 30mg (V30), 40mg (V40) three times per week, and
intravenous bevacizumab 15 mg/kg (B) dose every three weeks. HER2 positive patients
were allowed in the study and were given the same regimen plus standard trastuzumab.
Doses were escalated when 3 patients completed 3 treatment cycles of V20 and V30,
without experiencing dose limiting toxicities (DLTs). The RD was then tested in
further 6 patients.

Results: Fifteen consecutive patients were recruited from June 2013 to October 2015.
The median age was 61 years (range 29-72), 80% had estrogen receptor positive and
33% had HER2 positive disease. At least 67% had visceral metastasis and 80% had
received ≥2 lines of prior treatment.No DLTs were observed at the 3 dose-levels,
making V40 as the RD. Overall, no grade 3-4 toxicities were reported; 8 patients (53%)
developed grade 2 adverse events [arthralgia, n = 3(20%); asthenia, n = 2(13%);
diarrhea, n = 2(13%); leukopenia, n = 2(13%)]. Bevacizumab was associated with grade
1 proteinuria n = 1 (7%), grade 1 hypertension, n = 3(20%), and grade 2 hypertension
n = 1(7%). All patients were evaluable for activity. Two patients are still on V40
treatment. Clinical benefit defined as complete response, partial response or disease
stability for ≥24 weeks was reported in n = 11 (73%) patients. The median time to
progression was 6.9 months (range 2-20).

Conclusion:Metronomic vinorelbine dose of 40mg combined with cyclophosphamide
and bevacizumab is a promising and feasible treatment regimen in pre-treated ABC
patients.

F48 Pre and post anti Her-2 therapy era: a mono-institutional

analysis of the outcome in patients with residual disease after

neoadjuvant therapy for Her-2 positive locally advanced breast

cancer

E. Lattoni, C. Omarini, A.V. Tamma, S. Noventa, G. Orsi, F. Piacentini, L. Moscetti,
S. Cascinu

Dipartimento di Oncologia, Ematologia e Malattie dell’Apparato Respiratorio,
Azienda Ospedaliero Universitaria Policlinico Modena, Modena

Background: Anti Her-2+ therapies (aH2Tx) have changed the outcome of women
with Her2 positive (Her2+) breast cancer and its activity showed a considerable impact
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in the neoadjuvant setting in which a higher rate of pathologic complete response
(pCR) was observed. Of interest is the difference in outcome of patients who did not
achieved a pCR and the analysis of the residual disease (RD) represents a relevant issue
to explore to identify the subset of patients (pts) with different outcome.

Methods: 67 consecutive Her-2+ pts with locally advanced breast cancer (LABC)
treated since 1993 to 2015 and who did not reached a pCR were evaluated. A minimum
of three years of follow up was requested for the outcome analysis. Overall survival
(OS) and disease free survival (DFS) has been explored in the two cohorts and the type
of RD after neoadjuvant aH2Tx was also examined. Immunochemistry expression for
estrogen and progesterone receptors (ER/PR) in the primary tumor for the
aH2Tx-not-receiving pts was: 8 pts was ER/PR negative, 10 were ER/PR positive, 6
were ER-/PR + , 1 ER + /PR-. In the aH2Tx-receiving group: 26 were ER/PR + , 6 were
ER + /PR-, 10 were ER/PR negative.

Results: 25 pts did not receive aH2Tx in the neoadjuvant and 19 did not in adjuvant
setting. 42 pts received aH2Tx in the neoadjuvant and 35 also in the adjuvant setting.
Eleven pts in the aH2Tx-non-receiving group had recurrent disease compared with five
recurrences in the aH2Tx-receiving group. The subtypes of RD in the aH2Tx
not-receiving group were as follow: 4 had Luminal A like disease, 2 Luminal B like, 1
was triple negative, 18 were Her2+. For the aH2Tx-receiving group: 4 were Luminal A
like, 5 Luminal B like, 30 were Her2+. The subtype of RD in the aH2Tx-not-receiving
group with recurrent disease it has changed in 2 out of 11 pts if compared to primary
tumor and in 2 out of 5 pts of the aH2Tx-receiving group.

Conclusion: Recurrent disease was observed more often in the non-receiving aH2Tx
pts, the analysis of impact of RD on outcome is still pending and will be presented at
the meeting. Optimizing the selection of aH2Tx by identifying subpopulations of
Her-2+ pts who need more or less therapy could be cost effective and would spare
some patients unnecessary exposure to ineffective treatments.

F49 Pertuzumab, Trastuzumab, Docetaxel: a single istitution clinical

exeperience for Her2 positive metastatic breast cancer (mBC)

C. Martines, G. Lavenia, P. Salice, F. Latteri, O. Commendatore, D. Sambataro,
G. Burrafato, M. Mattina, P. Amadio, R. Bordonaro

ARNAS Garibaldi Nesima, Catania

Background: Pertuzumab is a novel, humanized monoclonal antibody that inhibits the
dimerization of the receptor Her2. Recent clinical studies have shown that the
association of trastuzumab (T) and pertuzumab (P) to docetaxel (D) is very effective in
Her2 positive mBC not previously treated for metastatic disease.

Material and methods: From November 2013 to March 2016 we treated 18
consecutive pazients (pts) with mBC. The schedule used at our institution was:
Pertuzumab 420 mg (840 mg loading dose,) Trastuzumab 6 mg/kg (8 mg loading
dose), Docetaxel 75 p.m.s. (100 p.s.m. if well tolerated), every 21 days. All the pts
continued with P + T maintenance until progression or intollerable toxicity. Median
age was 54 at observation of metastatic disease. 3/18 pts were de novo metastatic, 2/18
have had neoadjuvant chemotherapy, 13/18 adjuvant. All the pts treated in neo/
adiuvant setting had been treated with T. 8/18 were hormone receptor positive and 7/
18 received ormonotherapy in adjuvant setting. Metastatic sites were: 3/18 brain, 6/18
lung, 7/18 liver, 8/18 bone, 13/18 soft/tissue, linphnodes.

Results: 17/18 received the planned schedule for 8-9 cycles and then continued with
maintenance therapy consisting in P + T whereas 1 patient suspended the treatment
after the second cycle due to repeated reaction of intolerance G3 and was no evaluable
for response. Mean cycles delivered were 17,9. 2/17 pts experienced progressive disease
after 8 and 10 cycles respectively, and underwent trastuzumab-emtansine therapy as
subsequently line of therapy. 2/17 pts had complete response (1 pts lung and liver, 1
pts lung, liver and breast), 7/17 had major partial response (visceral metastases), 6/17
stable disease. 15/18 pts are still on treatment with P + T and are still on response. 5/17
pts exceeded 40 cycles of treatment. We observed no episodes of cardiac toxicity or
LFEV reduction. Neutropenia G3-G4 in 5/17 pts (2 G4 supported with (G-CSF),
Diarrhea G2-G3 in 7/17 pts, erithema, mucositis and nail damage 7/17. 7/17 pts
tolerated docetaxel at the full dose of 100 p.s.m.

Conclusion: Our experience confirm that patients with overexpressing Her2-mBC may
derive from the exposure to P and T plus D high rates of responses whit a good toxicity
profile, in fact, the regimen is well tolerated, expecially if D is administered at the dose
of 75 mg p.s.m.

F50 Eribulin vs. Eribulin + Bevacizumab in advanced-line treatment

of Her-2 negative metastatic breast cancer

G. Rossi1, I. Martellucci1, S. Marsili1, R. Petrioli1, V. Nardone2, M. Chirra1, P. Torre1,
L. Messutti1, A.G. Multari1, G. Francini1
1AUO Siena UOCOncologia Medica, Siena
2AUO Siena UOC Radioterapia, Siena

Background: in this phase II study we compared the efficacy and safety of Eribulin
monotherapy (arm A) with the association of Eribulin and Bevacizumab (arm B) in
patients with metastatic breast cancer.

Patients and methods:We included all the patients with metastastic breast cancer,
Her2-negative, hormone receptor-positive, who have already received at least 2 lines of
therapy for metastatic disease. Patients in Arm A received Eribulin 1.23 mg/m2 on days
1 and 8 every 3 weeks as monotherapy, whereas patients in Arm B received the same
regimen associated with Bevacizumab 15 mg/kg day 1 triweekly. Patients in the
protocol underwent hematologycal assessment, with urine analysis and markers dosing
on day 1 of every cycle, a total body CT scan every 4 months (or for any evidence of
progression of disease). The primary endpoint was PFS. Secondary endpoints were the
OS and the toxicity profile.

Results: From February 2013 to April 2016 were enrolled 30 patients; 18 in the arm A,
12 in the arm B. Patients characteristics did not differ between the arms in terms of
grading, age, Ki67, number of metastases. After a median follow up of 11 months a
total of 19 patients developed progression of disease (respectively 14 in arm A and 5 in
arm B) and 10 patients died (respectively 7 in arm A and 3 in arm B). PFS in Arm A
was 5,34 +/- 0,74 months, (95% CI 3,87-6,80) and in Arm B 8,20 +/- 1,04 (95% CI
6,14-10,25), with a p value of 0,034. OS in Arm Awas 24,45 +/- 3,63 months (95% CI
17,32-31,58), while in Arm B 17,81 +/- 3,15 (95% CI 11,61-24,01) with a p value of
0,726, probably due to the insufficient follow up period. The most common adverse
events related to Bevacizumab were hypertension (grade 3-4 in 3 patients), controlled
with antihypertensive therapy, and epistaxis (grade 3-4 in 2 patients). Febrile
neutropenia was not observed. The addition of Bevacizumab has not significantly
worsened the toxicity profile.

Conclusions: The combination chemotherapy seems to improve PFS compared to
Eribulin monotherapy in patients with metastatic breast Her2-negative already heavily
pretreated, although it does not affect OS. Further studies with a greater number of
patients and a long follow up are needed to support these data.

F51 Adjuvant endocrine therapy in elderly patient in early Breast

Cancer, a less toxic therapy, is it really true? A single

institution, “real life” experience

C. De Angelis1, I. Bertolini2, I. Ferrarini2, L. Diodati2, I. Montagnani2, A. Fontana2,
B. Salvadori2, A. Michelotti2, E. Landucci2, F. Paola2, E. Pfanner2, M. Lo Russo2,
M. Roncella2, A. Falcone2
1azienda Ospedaliero Universitaria, Pisa
2Azienda Ospedaliero Universitaria Pisana, Pisa

Background: Approximately 25% of cases of breast cancer (BC) occur in women over
75 years of age. These patients (pts) are poorly represented in studies and often present
comorbidities, that could complicate therapeutic decision.

Patients and methods: Between 2003 to 2016 we retrospectively identified 100 pts at
our Institution with BC over 75 years of age. Among them we analysed clinical and
pathological data of 57 pts with early BC who underwent to endocrine therapy (HT).

Results: Gender: 1 men and 56 women. Median age at first diagnosis 78 years (range
75-87) Performance Status (PS): 46 pts (59%) had PS 0, 30 pts (39%) had PS 1, 2 pts
(2%) had PS 2; Histology: 46 ductal carcinoma, 9 lobular, 1 mucinous, 1 papillary.
Stage at first diagnosis: 28 Stage I, 21 Stage II, 8 Stage III. Molecular subtype: 42
Luminal A, 9 Luminal B (7 Her2 positive, 2 HER2 negative), 6 HER2 positive.
Comorbidities at baseline were evaluated: 25 (43%) had hypertension, 16 (28%) showed
a previous cardiovascular event, 11 (19%) had osteoporosis; 6 (10%) had mood
disorders and anxiety. 18 pts (31%) had at least 3 comorbidities. 15 (26%) were taking
at least 3 concomitant medications. 6 pts received adjuvant chemotherapy; among
them 5 pts received trastuzumab, one patient interrupted anti-HER2 therapy for
reduction of the ejection fraction >20% points. Type of HT: 54 aromatase inhibitors
(AI), 2 tamoxifene (TAM) and 1 switch therapy. 36 (63%) pts experienced side effects:
22 pts developed osteoporosis and 1 pt had a vertebral collapse, 27 had bone and joint
pain: 22 pts of G1 and G2, 5 pts of G3 and G4; 1 pt developed a mood disorder, 1 pt
hypertension, 1 pt developed atrial fibrillation, 1 pt had angina,1 pt had a transient
ischemic attack, 1 pt has dyslipidemia, 1 pt developed cefalea, 1 pt developed
hyperglicemia. 11 pts interrupted treatment for side effects: 1 patient experienced a
TIA, 1 a worsening of ostoporosis, 1 a drug hypersensitivity, 8 pts disabling bone and
joint pain; 4 pts interrupted treatment for progressive disease.

Conclusions: Our preliminary retrospective data suggest that elderly pts develop more
side effects than those reported in studies of adjuvant HT; therapeutic decision should
not be based only on tumor characteristics but also on patient’s characteristics.

F52 Evaluation of quality of life in early breast cancer disease free

survivors. a cross sectional survey

D. Aiello1, S. Patti2, M. Alì2, M.V. Sanò2, S. Virgilio2, E. Taibi2, V.M.G. Di Leo2,
G. Fallica2, M. Caruso2, R.A. Aiello2

1Humanitas CCO, Catania
2Humanitas centro catanese di Oncologia, Catania

Background: The growing number of early breast cancer disease free survivors requires
a better understanding of their quality of life (QoL) to better evaluate chronic or late
effects of the disease and treatment and to adjust treatment strategies to patients’ needs.
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Compared to the recent past chemotherapy agents have changed significantly, limiting
the reliability of the findings available in the literature. Aim of the study was evaluate
QOL. We designed the study because the use of adjuvant (ADJ) and neoadjuvant
(N-ADJ) chemotherapy (CT) compared to the previous past have changed, resulting in
an increase in the use of corticosteroids and G-CSF (see FAC- > Taxanes, AC- > weekly
paclitaxel), that cause alteration of the sleep-wake rhythms, mood alterations and
musculoskeletal pain in patients with breast cancer.

Methods: From October 2014 to July 2015, at 3 years after the end of ADJ or N-ADJ
CT, health-related QOL was measured in a cohort of 50 women with early breast
cancer and disease free by a validated self report survey known as SF-36 Italian Version
1.6. Median age was 55 years (range 27 to 79). Median ECOG was 0 (range 0 to 1).

Results: Fifty SF 36 survey were correctly completed. Three years after the end of
chemotherapy deficits in QOL were still present for bodily pain, general health, role
function-emotional, and mental health.

Conclusions: Deficits in bodily pain, general health, role function-emotional, and
mental health seems to persist over years in disease free survivors women with early
breast cancer. Our findings suggest that past systemic adjuvant treatment was
associated with poorer functioning on several dimensions of QOL so this information
may be useful to patients and physicians who are discussing the risks and benefits of
systemic adjuvant therapy, particularly for women with very small tumours for whom
only minimal gains in absolute DFS or OS are expected. Psychological support should
be used more often.

F53 No significant association between four chromosome 18 gene

variants and breast cancer in an Italian cohort of patients

M.C. Padula1, R. Gruosso1, M. Giampaglia2, R.M. Romano2, D. Bilancia2,
G. Martelli1
1Department of Science, University of Basilicata, Potenza, Viale dell’Ateneo
Lucano, 10, 85100, Italy, Potenza
2Oncology Division, San Carlo Hospital, Potenza, Via Potito Petrone, 1, 85100,
Italy, Potenza

Background: Breast cancer (BC), one of the most common malignancies, may be
caused by the interaction between genetic and environmental factors. About the
genetic contribution, Genome-wide association studies (GWAS) have notified several
genes related to the BC susceptibility, not only BRCA1/2 families. We molecularly
studied 4 loci on chromosome 18 to investigate their role as putative markers of BC
risk.

Patients and methods: A total of 20 BC patients (mean age: 54 years; range: 36-72
years) were recruited from Oncology Division of San Carlo Hospital (Potenza, Italy).
Genomic DNAwas isolated from patient whole blood and spectrophotometrically
quantified. A preliminary in silico analysis of several putative candidate BC-related
Single Nucleotide Polymorphisms (SNPs) on chromosome 18 was carried out to select
deleterious missense mutations. After a step of primer design, the patients have been
screened, by means of PCR and direct sequencing, for 4 tagSNPs in 4 BC-related genes:
DSC2|rs151024019, SLC14A2|rs41301139, DSG2|rs193922639, ALPK2|rs33910491.
Bioinformatics software, BlastN and Mutation Surveyor, were applied for DNA variant
analysis. PolyPhen-2 tool was employed for predicting SNP functional effects.

Results: Genotypes for all SNPs underlined that rs151024019, rs41301139 and
rs193922639 were absent in our cohort of patients. ALPK2 SNP (rs33910491) was
found in 3/20 patients (15%); within this SNP neighbourhood, rs753911638 was also
recognized: this frameshift variant is responsible for asparagine to methionine
aminoacid change (p.Asn1570Metfs). The mutation was found in 8/20 subjects (40%)
and was predicted to be benign. In the same region we identified a de novo
polymorphism too, such a T > C substitution (NM_052947.3:c.4952T > C) that leads to
the p.Tyr1582His change. No pathogenic effect was attributed to our change.

Conclusions: The results of our study showed a poor association between rs33910491
and BC risk in a cohort of Italian patients. The mutations that we studied were
previously analyzed in a Swedish population; a stronger association was demonstrated
in this case by Marikkannu et al (2015). Our finding underlined that SNPs in one
population may not be of significance in another population. So, a better patient
stratification should be based also on patient geographical area. Further studies,
including a larger number of patients, are required to confirm our preliminary data.

F54 Neoadjuvant TAC-chemotherapy (taxotere adriblastina

cyclophosphamide) in locally advanced breast cancer patients:

a monocentric experience at 10 yrs of follow up

E. Traverso, C. Cosentino, F. Tava, D. Solerio, C. Simoni

Ospedale SS Antonio e Margherita, Tortona

Background: no doubt is the role of neoadjuvant CT with a combination of
anthracyclines and taxanes in getting the pathological response as a surrogate endpoint
for DFS and OS as shown by the most authoritative studies. We presented our

experience of clinical practice in patients with diagnosis of locally advanced breast
cancer in 2005 actually at follow up of 10 yrs.

Materials and methods: in 2005 we treated 15 patients with LABC (stage III)
documented histologically by tru-cut, pre-menopausal women (median age 35 yrs)
with carcinomatous mastitis or nodule clinically superior to 5 cm and axillary nodes
clinically positive. 5 patients with carcinomatous mastitis during nursing (pregnancy
in the 12 months prior). All 15 patients were in premenopausal status; 6 Er and PgR
positive; 9 Er and PgR negative and 6 HER2 positive. CT was: Taxotere 75 mg/mq day1
q21; Adriblastina 50 mg/mq day1 q21; Cyclophosphamide 500 mg/mq day1 q21; total
6 cycles were executed and about 3 weeks after the last cycle the patients were
undergone to surgery with lymphadenectomy up to the third level. Also used
prophylaxis with growth factors and antiemetic therapy.

Results: 6 patients have complete clinical response (RcC) and 3 of these group have a
pathological complete response (RpC), while the other 3 patients remained with a
component (<25%) of infiltrating carcinoma, node negative. 8 of 15 patients with
partial clinical response have component of infiltrating carcinoma node negative while
in 3 patients remained component of infiltrating (>25%) e node positive. 1 patients
don’t have response to chemotherapy (ypT3ypN2) and she developped at 18 months of
follow up liver, bone and node metastases; she as undergone to chemotherapy but she
died to 12 months at diagnosis.

Conclusions: at follow up of 10 years 10 pts (33%) are alive and 5 died. A lot of the
studies seem to confirm the role of the Taxanes expecially Docetaxel in increasing the
objective response and pathological complete response. TAC chemotherapy is one of
the possible options of neoadjuvant chemotherapy in the advanced locally breast
cancer setting. From our data despite the low numerosity of cases we confirm the
prediction value of a pathological complete response.

F55 Safety and efficacy of T-DM1 in HER2 positive metastatic breast

cancer patients: a real word experience

C. Omarini, G. Medici, G. Guaitoli, E. Iattoni, L. Moscetti, S. Balduzzi, S. Cascinu,
F. Piacentini

Policlinico Universitario di Modena, Modena

Background: T-DM1 is an antibody–drug conjugate that combines the antitumor
effects of trastuzumab with a cytotoxic antimicrotubule agent that is only released in
HER-positive tumor cells. It has been approved for the treatment of patients with
HER2 positive metastatic breast cancer (MBC) pre-treated with trastuzumab + taxanes
or progressing while on adjuvant trastuzumab, after the pivotal phase III trial EMILIA.
The aim of this study is to audit the real life experience with T-DM1 at the University
Hospital of Modena.

Material and methods: All patients treated with T-DM1 in our Institution between
May 2014 – February 2016 were retroprospectively collected. All patients registered at
the time of analysis were evaluated for safety and efficacy. Treatment toxicities were
graded according to CTCAE version 4.0. Efficacy was assessed as per clinical practice.

Results: Twenty-two patients have been treated with T-DM1. The median age was 58
years (range 38-77), 50% of them with ECOG 1-2. With regards to tumor
characteristics, 72% were hormonal receptor positive BC and 82% of patients had
visceral involvement at the beginning of T-DM1. All patients received previous
trastuzumab and taxane, 50% received anthracycline-based therapy too. 27% of
patients were pre-treated with at least three prior chemotherapy lines for MBC.
Pertuzumab was previously administered to one patient, lapatinib to 8 patients. The
median number of T-DM1 cycles was 9 (range 1-30), with 50% of patients receiving 5
or more courses. All patients were assessed for efficacy: 36% obtained PR and 18% SD
as the best response. The clinical benefit rate (CR + PR + SD > 6months) was 45%. The
median PFS was 9.0 months (CI 2.8–20.8). Six patients (27%) out of 22 died. Mild
grade transaminitis was the most common side effect observed in 50% of patients,
followed by fatigue in 41% of patients, thrombocytopenia in 35% and diarrhea in 28%.
No grade 3 adverse events were observed, although two hypersensitivity reactions were
reported.

Conclusions: T-DM1 administered outside the context of a clinical trial is safe, well
tolerated, and with reproducible efficacy, consistent with those published in the
EMILIA and TH3RESA studies.

F56 Concomitantly epirubicin and trastuzumab (the Buzdar

Regimen) as neo-adjuvant chemotherapy in

HER2-overexpressed early breast cancer: a real-life,

retrospective, mono-institutional experience

G. Lavenia, C. Martines, P. Salice, G. Fisichella, F. Latteri, O. Commendatore,
M.G. Galasso, S. Pettinato, L. Palumbo, G. Maugeri, R. Bordonaro

ARNAS Garibaldi Nesima, Catania

Background: Neoadjuvant chemotherapy has become more widely used for locally
advanced, III, II B and II A stage, invasive breast cancer (BC).Clinically studies have
shown that obtaining of pathological complete response (pCR) impact favoureably on
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outcome paramethers such us disease-free survival (DFS) and overall survival (OS).In
the HER2-positive BC the combination of trastuzumab (T) with chemotherapy results
in approximately a doubling of pCR.In 2005, Buzdar et al, obtained in a randomized
trial, 66% of pCR in the concomitant chemotherapy with T group versus 22% in the
control group.The treatment was based on 4 cycle of paclitaxel three time week (later
amended to 12 weekly administration schedule) followed by 4 cycle of FEC75,
associated or not with concomitant weekly T, followed by surgery and postoperative
weekly T until the completion of a year of comprehensive treatment.

Methods: To evaluate the efficacy and safety of the same schedule in a real-life setting.
From July 2008 to December 2015, 17 HER2 + BC pts, candidate to neoadjuvant
chemotherapy, were treated with Buzdar schedule.

Results: Pts characteristics: median age was 51 years. 14 pts resulted HER2 3+ at
immunoistochemistry evaluation, and 3 pts resulted HER2 amplified at CISH. ER and
PgR were negative in 6 pts (35%); ER + /PgR- 5 pts (30%); ER-/PgR+ 2 pts (12%); ER
and PgR + 4 pts (23%). Ki67 ranges from 10% to 70%. Clinically presentation was: cT2 4
pts (23%); cT3 4 pts (23%) and cT4 9 pts (54%). All pts completed the scheduled
treatment. No grade 4 toxicities were recorded. Grade 3 toxicity were : neutropenia 2 pts,
hand-foot syndrome 1 pts. Grade 2 of toxicity were : neutropenia 4 pts, anemia 2 pts,
asthenia 5 pts, diarrhoea 3 pts, mucositis 3 pts and neuropathy 4 pts. No pts experienced
left ventricular ejection fraction decrease. All pts underwent surgery, lumpectomy in 10
cases, and mastectomy in 7 cases . We achieved pCR in 12 pts (70,5%)accounting
ypT0N0, ypTisN0, ypTmicrofoci N0), 10 pts(58,8% including only ypT0N0, ypTis)
ypT1N0 1 pts (5,8%), ypT1N1 1 pts (5,8%), ypT2N0 2 pts (12%), ypT3N0 1 pts (5,8%).
DFS waS 41 months, OS was 43,6 months. Three pts (17,6%) relapsed, one pts in chest
wall, 2 pts in central nervous system. Currently all pts were still alive.

Conclusions: Despite the small number of pts, our experience demostrates that
antracicline-based concomitant chemotherapy-T combination (such us Buzdar schedule)
is very powerful in term of pCR and safe expecially as it regards the cardiac toxicity.

F57 (R)-a-Lipoic acid for the treatment of peripheral neuropathy in

breast cancer patients (BCP) receiving adjuvant (A) or

neoadjuvant (N) paclitaxel (P)

L. Ginocchi, G. Allegrini, S. Lucchesi, G. Arrighi, L. Marcucci, M. Filidei, C. Finale,
L. Coltelli

UOCOncologia Medica, USL Toscana Nord Ovest, PO F. Lotti Pontedera (PI),
Pontedera

Background: The peripheral neuropathy (PN) is a common side effect that occurs in
patient receiving P, that determines a microtubule destruction with subsequent cellular
death. Grade (G) 3-4 PN incidence in weekly P schedules, ranges from 9-24% .
Furthermore, PN recovery time can be long and not completely solved. To date, a
standard of care for the treatment of the PN is not well defined. Recently, the oral
liquid (R)-α-Lipoic acid (ALA) formulation, Liponax Sol ®, proved efficacy in sensorial
PN, diabetic polyneuropathy and radiculopathy, counteracting oxygen free radicals
damage caused by chemotherapy (CT) on peripheral nerve fibers.

Material (patients) and methods: We retrospectively collected data on 24 breast
cancer women (median age 58 years, range 35-78) who received Liponax Sol® (300 mg
vial once a day) for a PN of any G developed during a treatment with weekly P (80 mg/
mq for 12 weeks), until clinical evidence of PN deterioration or complete resolution.
PN was evaluated according to NCI-CTAE version 4.0.

Results: During P treatment, 16 (66.7%) pts developed G1 PN, 6 (25%) G2 and 2
(8.3%) G3. PN median time onset was 33 days (range 14-84). Pts started to intake ALA
at PN onset. G1/2/3 PN improved in 8 (50%)/3 (50%)/1 (50%), stabilized in 6 (37.5%)/
2 (33%)/1 (50%) and worsened in 2 (12.5%)/1 (17%)/1 (50%) pts, respectively. Overall,
20 (83.3%) out of 24 treated women had a PN under control. Median time to response
was 18 days (range 7-84). Twenty one (87.5%) patients completed P, 1 needed a P dose
reduction and 2 stopped P due to PN side effect. ALA treatment was well tolerated,
excepting 2 pts who experienced heartburn resolved after ALA withdrawal.

Conclusions: Liponax Sol® improved the compliance to P, contributing to complete P
in 87.5% of pts. On the basis of these results, we have planned a multicenter,
randomized, double blinded, placebo controlled phase II study, to evaluate the role of
Liponax Sol ® in the prevention of sensorial PN in BCP undergoing A or N P.

F58 Effectiveness and safety of Everolimus-Exemestane (EVE-EXE)

in unselected patients (pts) with HR + /HER2- Metastatic Breast

Cancer (MBC): Our experience in clinical practice

A. Mafodda1, R. Giannicola2, D. Azzarello2, P. Del Medico2, M. Raffaele2,
C. Giuffrè2, R. Maisano2
1Azienda Ospedaliera Bianchi Melacrino Morelli, Reggio Calabria
2Oncologia Medica - A.O. Bianchi Melacrino Morelli, Reggio Calabria

Effectiveness and safety of Everolimus-Exemestane (EVE-EXE) in unselected patients
(pts) with HR + /HER2− Metastatic Breast Cancer (MBC): Our experience in clinical
practice.

Background: The pivotal phase 3 BOLERO-2 trial demonstrated the efficacy and safety
of the combination of EVE-EXE in postmenopausal women with HR + /HER2− MBC
progressing after non-steroidal aromatase inhibitor (AI) treatment. Clinical trial
population differs in important ways from clinical practice pts. This retrospective
analysis wanted to evaluated the effectiveness and safety of EVE-EXE therapy in
postmenopausal women with HR + /HER2− MBC in clinical practice in our
department.

Material and methods: A retrospective analysis was performed in postmenopausal pts
who had received treatment with EVE-EXE for HR + /HER2− MBC progressing after
failure of a non-steroidal AI. Consecutive unselected pts with MBC were identified
using AIFA database records and expanded access data. Baseline characteristics:
median age 62 years; ECOC 0-1 90%; visceral metastasis 77.%; bone only metastasis:
23%; 12% pts received EVE-EXE as first line treatment; 38% as second line; 28% as
third line and 22% as forth or later line in the advanced setting. Treatment outcomes
and toxicity profiles were collected.

Results: We identified 28 pts. The most common grade 1/2 adverse events (AE) were
stomatitis 30%, metabolic toxicity 18%, fatigue 36%, diarrhea 5% and non infectious
pneumonitis 3.5% (only 1 pts). We recorded a few grade 3/4 AE and these were
generally manageable. Stomatitis grade 3/4 was 30%. A total of 16% of patients
experienced a partial response and 58% of patients reached a stable disease. Median
progression free survival was 7 months (95% CI: range 3-19).

Conclusions: EVE-EXE in unselected populations was well tolerated and the toxicities
was comparable Bolero-2 trial data. Effectiveness treatment outcomes was comparable
to the results reported in clinical trials. The sample of patients will be expanded and
update of the data will be reported.

F59 Docetaxel and stealth liposomal doxorubicin in relapsed breast

cancer as salvage treatment

M.L. Schirinzi1, O. Poti’2, D. De Giorgi2, C. Olla3, S. Mancarella4, G. De Maria4
1P.O. S.Caterina Novella, Galatina
2U.O Chirurgia P.O S. Caterina Novella., Galatina
3U.O Anatomia Patologica P.O. V. Fazzi, Lecce
4U.O Oncologia Medica P.O. S. Caterrina Novella, Galatina

Background: The current standard regimen for advanced breast cancer is
anthracyclines and taxanes. Metastatic breast cancer ( MBC) progressing after first and
second line chemotherapy has poor prognosis. To evaluate the efficacy and toxicity of
combination of Docetaxel and Stealth Liposome Doxorubicin in heavily pretreated
metastatic breast cancer (MBC). Docetaxel is one of the most active drug in MBC, that
improved response rate, overall survival and quality of life in patients with progressive
MBC. Stealth Liposome Doxorubicin is able to modify the pharmacokinetics and
biodistribution of cytotoxic agent doxorubicin, increasing the concentration of the
drug released to neoplastic tissue and reducing the exposure of normal tissue and with
reduced cardiotoxicity. It is active as single agent or in combination with other drugs
for the treatment of progressive metastatic breast cancer patients.

Materials and methods: Eleven eligible females with histological proven advanced
breast cancer, bidimensional measurable disease, PS< 2 and adequate haematological,
hepatic and renal function received docetaxel 60 mg/mq and stealth liposomal
doxorubicin 30 mg/mq every 3 weeks, until disease progression or non-tolerable
toxicity. One patient had advanced breast cancer HER 2 + progressive to trastuzumab,
paclitaxel and Trastuzumab Emtansine. Cardiac function was assessed by ECG and
echocardiography with FEV measurement at the begnning and after six cycles of
therapy. Patients with median age 66 years (range 46-74 ) were treated for a median of
five cycles (range 1-8 cycles). Four patients (pts) had lung, six pts lymph nodes, five pts
liver, nine pts bone and five pts other metastases.

Results: Baseline data, toxicity data and activity data are available in all patients .
Alopecia was the most common adverse event. The haematological toxicity was
moderate. Five pts experienced grade 3-4 neutropenia without fever. Stomatitis grade 3
occurred in nine pts, treated with supportive care, while six pts experienced
palmar-plantar erythrodysestesia with two pts discontinued chemotherapy. No
variations of ECG and FEV percentage has been detected. Out of 11 evaluable pts for
response, we obtained 1 complete response, 6 partial response, 2 stable disease and two
disease progression.

Conclusion: Combined therapy with docetaxel and stealth liposomal doxorubicin has
demonstrated manageable toxicity and good clinical activity in pts with relapsed breast
cancer.
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G01� Hypersensitivity reactions to antineoplastic agents in

BRCA-mutated ovarian cancer patients: a single Centre

experience

E. Maccaroni1, R. Bracci1, R. Giampieri1, F. Bianchi1, L. Belvederesi1, C. Brugiati1,
S. Pagliaretta1, A. Della Mora1, F. Tronconi2, M. Pistelli1, A. Pagliacci1, N. Battelli1,
Z. Ballatore1, M. De Lisa1, R. Berardi1
1Clinica di Oncologia Medica, Azienda Ospedaliero-Universitaria Ospedali Riuniti –
Università Politecnica delle Marche, Ancona
2Università Politecnica delle Marche, Ancona

Background: chemotherapy regimens with a platinum combination (mostly
carboplatin and paclitaxel) have been established as the standard of care following
surgery for ovarian cancer (OC), improving survival both in patients (pts) with newly
diagnosed advanced OC and in pts with recurrent platinum-sensitive disease. About
10-15% of OC patients harbor a germline mutation in susceptibility genes BRCA 1/2.
Patients carrying a BRCA mutation have been associated with a better prognosis and a
better response to platinum-based therapy. However, hypersensitivity reactions (HSRs)
to chemotherapeutic agents are common and can limit their use: HSRs to carboplatin
are a particular concern, and have been reported in approximately 15-20% of women.
The aim of our study was to evaluate the incidence of HRSs to platinum compounds
and other antineoplastic agents (taxanes, lyposomal anthracyclines) in BRCA-mutated
OC pts.

Patients and methods: Patients eligible for analysis were OC pts treated in Our Center
from 2010 to 2015. We retrospectively collected data regarding histopathological type,
treatment, HSRs and genetic testing results. We assessed the correlation between
incidence of HSRs and BRCAmutation status. The analysis was performed by Fisher
exact test or by Chi-square test for categorical variables.

Results: Out of 60 OC eligible pts, BRCAwas evaluated in 32 pts. Among them, 16 had
a pathogenic BRCA mutation (9 pts with a BRCA2 mutation, 6 pts with a BRCA1
mutation and 1 pts with both BRCA1 and BRCA2 mutations), in 16 patients genetic
testing resulted negative.In patients with BRCA-mutated OC, a significant increase in
HSRs to drugs was observed [11/16 (68%) vs 4/16 (25%), p = 0.03]. Looking at the
group of patients who developed HSRs specifically to platinum-based compounds [10
total cases of HSRs in both groups, 9 in BRCA-mutated pts and 1 case in BRCA
wild-type (wt) pts], a significantly higher incidence of HSRs was observed in the group
of BRCA-mutated patients [9/14 (64%) vs 1/13 (8%), p = 0.004].

Conclusions: Our analysis suggests that BRCA mutated OC pts might have an
increased incidence of HSRs compared to BRCAwt pts. This might be due to a
repeated exposure to platinum-based compounds or to an increased immune reactivity
in this group of pts. If confirmed, these data may complicate the use of
PARP-inhibitors in BRCA-mutated pts, actually registered only for relapsed OC
patients in maintenance after rechallenge of platinum-based chemotherapy.

G02 Safety and efficacy of new techniques of radiotherapy in

oligometastatic recurrence ovarian cancer ( ROC) patients with

BRCA 1/2 mutation. A monoistitutional experience

G. Scandurra1, F. Marletta2, S. Nicolini3, G.L. Banna4, A.B. Di Stefano5, S. Cali’4,
G. Acquaviva6, M. Tamburo6, G. Corsaro6, G. Scibilia5, M. Ippolito7, P. Scollo6
1Oncologia Medica Azienda Ospedaliera per le Emergenze Cannizzaro, Catania
2U.O.C. Radioterapia Azienda Ospedaliera per le Emergenze Cannizzaro, Catania
3Universita Magna Graecia Catanzaro, Catanzaro
4Oncologia Medica Azienda Ospedaliera per le Emergenze Cannizzaro, Catania
5Unita Operativa di Ginecologia Oncologica Dipartimento Materno Infantile
Azienda Ospedaliera Cannizzaro, Catania
6Unita Operativa di Radioterapia Azienda Ospedaliera per le Emergenze
Cannizzaro, Catania
7Unita Operativa di Medicina Nucluare Azienda Ospedaliera Cannizzaro, Catania

Background: The role of radiotherapy in the ovarian cancer treatment has to be
clarified. Fractioned Stereotactic Body Radiation Therapy (FSBRT), Intensity Modulate
Radiotherapy (IMRT) and VMAT (Volumetric Modulated Arc Therapy) are improved
of technologies that make irradiation abdominal well tolerated by patients (pts) with
ROC selected by type of recurrence and biological characteristics.

Methods: April 2013 to October 2015 fifteen radiation treatments to 11 pts affect by
limphonodal ROC were performed at our istitution. Median age 48 year (median 39-65
yrs) clinical FIGO stage IIIC 8 pts (72%) and 3, IV 3 pts ( 27%), histological subtype
serus carcinoma G3-G4 11 pts (91%) and endometrioid adenocarcinoma G3 1 pts
(9%). BRCA 1/2 mutation was present in 8 pts ( 72%), 1 pts refuse the test and 2 pts
was wild tipe. All patients underwent surgery and 5 patients had secondary
cytoreductive surgery after desease progression. All patients has chemotherapy based
on carboplatin/paclitaxel regimen before radiation median 2 lines ( range 1-5 lines).
Tumor recurrence was assessed by CA 125 biomarker and by abdominal TC scan and
Abdominal Magnetic Resonance Imaging (MRI) and 18-FDG-PET WB at baseline and
during the follow up. We performed 2 treatment on mediastinal nodes (FSBRT) and 9
treatment on abdominal nodes IMRT Volumetric Modulated Arc Therapy (VMAT)
with simultaneously integrated PET\CT based boost (SIB) and 4 treatment FSBRT on
abdominal nodes. No chemotherapy was admininistred after RT.

Results: All pts had a Complete Response after RT assessend by 18-FDG- PETWB and
TC scan. All pts treated with radiotherapy are alive. At a median follow up (FU) of 24
months (range 3-31 months) 7 pts (67%) have no evidence of disease. 4 pts receved
new lines of chemotherapy post progression. The pts with BRCA1/2 mutation had the
best response and a long FU without evidence of diasese. Treatment toxicity were
Diarrea G2 3 pts (27%) Diarrea G1 in 2 pts (18%), Nausea G1 in 2 pts (18%).

Conclusions: FSBRT, VMAT and IMRT are feasible and effective in nodes ROC,
especially in patient with BRCA 1/2 mutation. More studies with more patients
enrolled are required.

G03 Cervical cancer prevention in Uganda: results from AFRON

cooperation project

M. Strudel1, C. Mazzara2, F. Occhi3, V. Vaccaro4, S. Vari4, G. Corrado4
1Sapienza Università di Roma - Polo Pontino, Latina
2Università Cambus Bio-Medico di Roma, Roma
3ASST Valtellina ed Alto Lario, Sondalo (SO)
4Istituto Nazionale Tumori Regina Elena, Roma

Background: AFRON Oncology for Africa is an italian non-profit organization
working for female cancer prevention and treatment and operating in Sub-Saharian
area, mainly in Uganda. Uganda, with a total population of 37579000 people, is
marked by a low life-expectancy (57 years) and a probability of dying between 15 and
61 years of 38%. Cervical cancer (CC) is the most common cancer here. The WHO
reports that every year 3577 women are diagnosed with CC and 2464 die from the
disease. This is due to the fact that there is no adequate outreach program for screening
and treating the disease in its early stages and few women in rural areas can afford the
cost of treatment and transport to the main hospitals.[1]

Methods: between January 2011 and October 2015 five screening campaigns were held,
in Kampala (Nsambya Hospital) and Kitgum (St Joseph Hospital). Radio talk-shows,
social networks and informative pamphlets were used to disseminate information
about the project. The campaigns were performed by a multidisciplinary team of
gynecologists, pathologists, medical oncologists, radiologists and nurses. Gynecological
inspection and VIA TEST (Visual Inspection with Acetic Acid) were performed. CC
cases were addressed to the referral hospital for treatment.

Results: among a total of 6757 women involved, 6655 were screened for CC (median
age 34.3, range 8-90). Overall, we found 361 abnormal VIA test (5.4 %), further
addressed to PAP test (4.0%) or biopsies (1.4%). Among women with cervical
abnormality, 50 of them presented LSIL (0.5%) / HSIL (0.3%) lesions. 26 pts (0.39%)
diagnosed for CC were addressed to surgery + RT + CT or palliative care. The median
cost of each campaign was about € 14000.

Conclusions: The invasive cancer incidence is 4-fold higher than expected on the basis
of Kampala Cancer Registry. The main limitation is the insufficient accuracy of the VIA
test; it is low sensitive, low specific and operator-dependent. This explains the low level
of intraepithelial lesions detected. New cervical screening approaches such as HPV–
DNA test are now available for developing countries, and their application have to be
encouraged. Anyway, we consider the program to have developed a positive outcome,
both for training involved paramedical personnel and for sensitizing the female
population about this disease; this applies also to their neighbours, relatives and
friends; a CC screening center was permanently established in both Hospitals.
[1] WHO Statistics, 2013.
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G04 Quality of life (QOL) analysis of the MITO8 phase 3 trial, a

collaboration of MITO, Mango, AGO Study Group, BGOG,

ENGOT, and GCIG

S.C. Cecere1, L. Arenare1, S. Signoriello2, A. Bologna3, I. Vergote4, C. Kurzeder5,
G. Scambia6, D. Lorusso7, V. Murgia8, D. Lombardi9, C. Sacco10, E. Breda11,
C. Pisano1, V. Salutari6, F. Raspagliesi7, J. Bryce1, G. Daniele1, M.C. Piccirillo1,
C. Gallo2, F. Perrone1, S. Pignata1
1Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
2Seconda Università degli Studi di Napoli, Napoli
3IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia
4University Hospital Leuven, KULeuven, Leuven Cancer Institute, Leuven
5Kliniken Essen-Mitte (KEM) Evang. Huyssens-Stiftung/Knappschaft GmbH,
Essen
6Fondazione Policlinico Universitario Gemelli Università Cattolica del Sacro Cuore,
Roma
7Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
8Presidio Ospedaliero Santa Chiara, Trento
9Centro di Riferimento Oncologico, Aviano
10Azienda Ospedaliero Universitaria S. Maria della Misericordia, Udine
11Ospedale S.Giovanni Calibita Fatebenefratelli, Roma

Background: The MITO8 trial tested whether prolonging progression-free interval
(PFI) by introducing a non-platinum based chemo (NPBC) might improve sensitivity
to following platinum of patients with partially platinum-sensitive recurrent ovarian
cancer (OC). QOL was a secondary outcome of the trial.

Methods: OC patients, ≤2 previous chemo, recurring/progressing 6-12 months after
previous platinum-based chemo (PBC), ECOG PS ≤2, residual peripheral neuropathy
≤2, were randomized to receive PBC standard chemotherapy (carboplatin/paclitaxel or
carboplatin/gemcitabine if residual neurotoxicity, standard dose and timing) or NPBC
experimental chemotherapy (pegylated liposomal doxorubicin or topotecan or
gemcitabine, standard dose and timing) as first treatment; cross-over was planned in
both arms. QOL was assessed at baseline and after the end of the 3rd and 6th cycle of
the first treatment, with the EORTC C-30 and OV-28 questionnaires (the latter has not
yet been analysed). After description of missing pattern, each QOL item/score was
compared between the two arms in three ways: (1) mean change from baseline after 3
and 6 cycles; (2) best QOL response; (3) time to QOL deterioration with progression/
death as competing risk. Statistical significance was defined as p < 0.05. All analyses
were based on intention-to-treat.

Results: The rate of valid questionnaires at baseline, and after 3rd and 6th cycle was
71%, 57% and 55% in the PBC standard arm (n = 108), and 71%, 45% and 24% in the
NPBC experimental arm (n = 107). Mean change was statistically significantly worse
with NPBC, in at least one time point, for: global QOL, physical functioning, cognitive
functioning, fatigue, nausea/vomiting and dyspnoea. QOL response was statistically
significant worse with NPBC for: physical functioning, role functioning, constipation,
financial problems, nausea/vomiting and dyspnoea. Progression-free survival was
shorter with NPBC: median 5 months (95%CI: 4.1-5.9) vs 9 months (95% CI:
7.6-10.4). There was no statistically significant difference in time to QOL deterioration
with progression/death as competing risk.

Conclusion: Analysis of the EORTC C-30 questionnaire suggests that QOL is not
better but even worse for patients receiving NPBC. Final QOL results, including
EORTC OV-28 data, will be available at the congress. ClinicalTrials.gov NCT00657878.

G05 Post-menopausal ovary cancer is enriched of Ddx4+ primordial

oogones as putative cancer stem cells

E. Silvestris1, P. Cafforio2, S. D’Oronzo2, C. Felici2, G. Loverro1, F. Silvestris2
1DIMO, Section of Obstetrics and Gynecology, University of Bari Aldo Moro, BARI
2DIMO, Section of Internal Medicine and Clinical Oncology, University of Bari Aldo
Moro, Bari

Background: High grade epithelial ovarian cancers (OC) relapse after R0 surgery and
platinum treatment in presence of chemo-resistant OC stem cells (OCSCs)
maintaining both self-renewal and tumor regeneration capabilities. OCSCs, however,
appear heterogeneous in morphology as well as in phenotype properties since small
cells with stemness and primordial ontogenetic markers as OCT4, Nanog, and Ddx4
and Fragilis respectively, have been also described in normal ovaries. These cells are
located within the ovarian cortex and can differentiate to oocytes in vitro. Their role as
OCSC reservoir in relapsing OCs is debated and here we investigated whether or not
this cell population is prevalent in OC with respect to the healthy ovary (HO).

Methods: Ovarian cortex samples were collected after informed consent from 30 pre-
and post-menopausal patients undergoing surgery for gynecological OC-unrelated
conditions, as well as from 19 OC specimens. Oogonial stem cells were isolated by
immunomagnetic separation for their Ddx4 membrane expression and subsequently
characterized by flow cytometry for SSEA-4 and Fragilis, as markers of pluripotent
primordial germ cells, as well as for OCT4. We, thus, performed statistics of their
differential occurrence between both OC and HO groups of patients.

Results: The Ddx4+ populations from both groups showed equivalent OCT4
expression (OC: 78.3% + 11; HO: 72.5% + 12; p > 0.05). Also, when comparing both
SSEA-4 and Fragilis, we found similar expression of both antigens (SSEA-4: OC
61.2% + 10 vs HO 55.4 + 12; Fragilis: OC 61.1% + 8 vs HO 56.6% + 9; p > 0.05 in all
instances). However, since OC samples were all from menopausal patients, we
compared their data to the subgroup of menopausal HO women, namely 21 samples
and found significant differences in their levels. In particular, SSEA-4 expression raised
up to 73.5% + 10 vs 44.8% + 8 while Fragilis was 66.5% + 5 vs 40.2% + 6, in OC and HO
subgroup respectively (p < 0.005 in all instances). Thus, menopausal OCs apparently
correlated with significantly higher content of oogonial stem cells.

Conclusions: Our data suggest that development of OC in menopausal age is
associated with intratumor abundancy of pluripotent primordial germ cells with
respect to the cortex of HO of post-menopausal women. Therefore, these cells are
suspected to play a supportive role in OC development and relapsing after treatments
in relation to their stemness properties as well as to putative pro-tumor endocrine
functions.

G06 Trabectedin in combination with pegylated liposomal

doxorubicin for patients with ovarian cancer

K. Tavella1, A. Villanucci1, L. Vannini2, S. Montelatici2, D. Lavacchi2, L. Boni3,
D. Tomcikova3, G. Amunni2, T. Mazzei2
1Azienda Ospedaliero-Universitaria Careggi Firenze, Firenze
2Università degli Studi di Firenze, Firenze
3Istituto Tumori Toscana, Firenze

Background: In ovarian cancer recurrences the most important prognostic factor is the
free interval of platinum. In the group of patients Partially Platinum Sensitive (PPS:
6-12 months following the last dose of platinum) a recent study1 has shown the
effectiveness of chemotherapy with trabectedin and pegylated liposomal doxorubicin
(PLD). At the Oncology Pharmacology SOD of Careggi Hospital and University of
Florence, we performed a retrospective analysis to assess the effectiveness of this
treatment in 16 patients with recurrent PPS ovarian cancer.

Patients and methods:Histological types of cases of ovarian cancer are as follows: 9
cases of serous papillary carcinoma, 4 cases of endometrioid carcinoma, 2 cases of
undifferentiated carcinoma and 1 case of mucinous carcinoma. As for pathological
stage: 2 cases in stage II, 12 cases in stage III, 2 cases in stage IV. Finally, 11 patients
underwent chemotherapy treatment with trabectedin and PLD in II-line, 4 patients in
III-line and a patient beyond the III-line. The chemotherapy treatment involves the
administration of intravenous trabectedin every three weeks at a dose of 1.1 mg /sq.m.,
followed by administration of PLD dose of 30 mg /sq.m. Statistical analysis was
conducted to assess the objective response rate and progression free survival (PFS).

Results: Six complete responses were observed, three cases of stable disease and seven
cases of disease progression. 56.25% of patients had a response to treatment, in terms
of complete response or stable disease. PFS was 5.6 months (expressed as median,
interquartile range 2.5-11.2). With regard to the toxicity related to treatment, we report
a skin toxicity of grade III-IV occurred in 18.75% of patients, despite the prophylaxis
by daily oral administration of 300 mg of vitamin B6; as regards the gastrointestinal
and haematological toxicity, the chemotherapy regimen was well tolerated. We found a
20% neutropenia of grade III/IV that did not require, however, a delay in administering
drugs.

Conclusions: Overall the results of our study are consistent with those previously
observed in a randomized phase III trial (study OVA 301)1-5 and support the use of
trabectedin/PLD in ovarian cancer recurrence in patients PPS. At present this regimen
could be considered an effective treatment of II-line in patients with ovarian cancer,
who, after making carboplatin-paclitaxel-bevacizumab in the first line, relapse after
6-12 months from the end of prior chemotherapy.

G07 The complex management and treatment of hydatidiformmole:

our experience

S. Marsili, G. Rossi, I. Martellucci, M. Chirra, L. Messutti, P. Torre, R. Petrioli,
G. Francini

AUO Siena UOC Oncologia Medica, Siena

Background: Hydatidiform mole (HM) is a rare disorder of trophoblast. HM
comprises two distinct entities, the partial mole (PM) and complete mole (CM). The
HM usually occurs with vaginal bleeding, increased serum levels of beta-hCG and,
sometimes, uterus larger than typical gestational age. The PM comes up with a more
moderate symptoms.

Patients and methods: From April 2012 to April 2016 were evaluated all patients with
histopathologic diagnosis of HM, partial or complete, and we monitored the progress
of disease through beta-hCG, transvaginal ultrasonographic examination (TVUS) and
abdominal ultrasound and chest x-ray in patients with indication for chemotherapy,
and we have undergone them suction curettage (SC) at the moment of diagnosis. All
patients were given the opportunity to psychological support.
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Results: In the 4 years of study we have been taken over by our center 10 patients, 5
with histopathologic diagnosis of MC and 5 patients with PM. Median age at diagnosis
was 26 years. All patients were submitted in response to a symptomatology
characterized by abdominal pain, bleeding and subsequent finding of miscarriage
between 8 and 12 weeks of gestation. The dosage of beta-hCG serum before surgery
presented values between 38689.0 mU/ml and 223900.0 mU/ml. Of all patients
evaluated, 3, two with CM and one with PM, showed high levels after 8 weeks after SC
and were then subjected to treatment with methotrexate 50mg im on days 1,3,5,7 and
folic acid 7.5mg 2 tablets in the days 2,4,6,8 every 2 weeks until detection of 3 negative
consecutive doses of beta–hCG. In all the patients the treatment was carried out for 6-8
weeks with negative levels of beta-hCG already after the first 2 weeks of treatment. The
treatment was well tolerated and not burdened by side effects (expecially grade 3-4). At
the end of chemotherapy patients have continued follow up with monthly beta-hCG
for 6 months in the case of PM and for 12 months in the case of CM. A gynecological
examination with TVUS was performed every 4 months. To date none of the patients
showed signs of relapse.

Conclusions: Given the young age of patients and the delicate nature of the disease,
HM should be treated in reference institutions where a multidisciplinary team
including oncologist, radiologist, gynecologist and psychologist can manage the
diagnosis and the treatment of this pathology and any sequelae related to it.

G08 Feasibility and Tolerability of Intraperitoneal Chemotherapy in

Ovarian Cancer

G. Tasca, S. Frezzini, A. Baldoni, C. Aliberti, M.O. Nicoletto, P. Conte

Istituto Oncologico Veneto, Padova

Background: Intraperitoneal chemotherapy (IPC) has shown to prolong OS in
optimally debulked stage III ovarian cancer patients. A recent long-term survival
update of GOG 114 and GOG 172 trials showed a median overall survival of 61,8
months with IPC compared with 51,4 months for intravenous (IV) chemotherapy with
a reduction in the risk of death of 23%. Despite these positive results, IPC has not been
widely accepted as standard of care. The hesitancy of clinicians to use IPC is mainly
due to higher toxicity, permanent catheter complications, complex management of
patients and, eventually, poor patients and health care providers’ compliance. Aim of
our study is to evaluate, in a recent real life setting, feasibility and tolerability of IPC
administered with direct peritoneal puncture without permanent devices in ovarian
cancer patients.

Material and Methods: we collected patients (N = 8) treated at the Istituto Oncologico
Veneto between November 2015 and April 2016. Eligibility criteria included stage III
epithelial OC with residual disease < 1 cm after surgery and PS ≤2. Patients received IV
paclitaxel 175 mg/mq and IP carboplatin AUC5 every 21 days. On the day of IPC, a
Veress needle was placed in the peritoneum by an interventional radiologist under
ultrasound scan control; the Veress needle was then removed at the end of each
infusion. The procedure was performed at the bedside of the patient in the out patient
clinic.

Results: A total of 33 IP cycles have been administered: three patients have completed
the planned six cycles; five patients have received 3 cycles and are still on treatment. No

patients experienced G > 2 toxicities; most common adverse events were G2 anemia
and neutropenia; three patients had treatment delays due to G2 afebrile neutropenia
and subsequent cycles were administered at reduced doses; one patient with G2 anemia
received IV iron supplementation. As far as catheter-related toxicity, one patient
experienced a chemical cellulitis (due to a catheter leakage at the first infusion) that
needed hospitalization for anti-inflammatory therapy and antibiotic prophylaxis. All
other courses were administered without any complications.

Conclusions: According to our experience, the direct intraperitoneal drug injection
without permanent device appears to be feasible, safe and possibly advantageous
because of minor toxicities when compared with historical series of IPC administrated
by permanent catheter.

G09 Multidisciplinary management in ovarian cancer

F. Lancia1, M. Marzola2, R. Martinello2, C. Borghi2, G. Bernardi2, I. Toma2,
L. Martella2, L. Belluomini2, F. Daniel2, A. Moretti2, L. Da Ros2, E. Bannò2, C. Nisi2,
A. Frassoldati2
1AOU Sant’Anna, Cona, Ferrara
2AOU Sant’Anna (Cona), Ferrara

Background:Multidisciplinary management is intended as a way of organizing group
work and, especially in oncology, it allows to better address the complexity of
diagnosis, therapy and prognosis, ensuring the optimal path for each patient. Our
gynecological-oncological multidisciplinary activity begun in January 2007, with the
aim of ensuring rapid identification of patients to be subjected to surgical treatment
and/or CT and/or RT.

Patients and methods: In our analysis we retrospectively selected 228 women with
documented histological diagnosis of ovarian cancer between 2003 and 2015. The data
was analyzed by evaluating the effectiveness of the multidisciplinary group (first
treatment performed within 40 days of diagnosis). The analysis of overall survival was
performed using the method of Kaplan-Meier.

Results: As reported in the literature, the majority of patients (42,9%) presented with
stage III disease. As for the remaining patients 26,7% had stage I, 9,2% stage II and
21,05% stage IV respectively. The median age at diagnosis was 64 years. 193 patients
(84,6%) were surgically treated, and 175 (76,7%) received chemotherapy for the initial
management of the disease. 83 of these patient were treated before 2007. 10,5% were
not surgically treated and 15,7% has not done CT because of comorbidity or lack of
indications. Since 2007 (date of multidisciplinary group set up), 91,22% of the patients
with new diagnosis of ovarian cancer were discussed. First treatment was stared within
40 days in 90,48% after 2007, but only in 63% before (OR 0,18). However, no
relationship between the time interval of treatment start and the type of response to
therapy has been observed. On the contrary, a statistically significant difference in
terms of median OS (65 months vs 31 months, p = 0,015), respectively between pts
evaluated or not within the multidisciplinary team has been observed.

Conclusions:Multidisciplinary approach has resulted in a statistically significant
advantage in terms of taking charge the patients and in OS, but not in term of short
term effect of therapies.
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H01� Cross-validation of the care dependency scale in patients with

cancer

M. Piredda1, V. Biagioli2, B. Brun2, L. Ranieri3, C. Anselmi2, G. Facchinetti2,
L. Iacorossi4, C. Barbaranelli5, M.G. De Marinis2
1Research Unit Nursing Science, Campus Bio-Medico di Roma University, Roma
2Research Unit in Nursing Science, Campus Bio-Medico di Roma University,
Rome
3Oncology Unit, Fatebenefratelli Hospital, Rome
4National Cancer Institute Regina Elena, Rome
5Department of Psychology Sapienza University, Rome

Introduction: Socio-demographic shifts and advances in medicine and technology are
changing the landscape of cancer care in Europe. An ageing population, the growing
incidence of cancer, and the reduction of overall mortality for cancer, imply that more
patients with cancer will face some level of dependence. The Care Dependency Scale
(CDS) is a uni-dimensional instrument specifically aimed at measuring patient’
dependence form nursing care. Its psychometric properties have been extensively
tested in different countries, settings and populations, but not in with patients with
cancer. This study aimed at testing the psychometric properties of the CDS in patients
with cancer.

Material and method: A cross-validation study was conducted using Exploratory
Factor Analysis (EFA) and Confirmatory Factor Analysis (CFA) with Mplus MLR
estimator in two sub-samples of 176 and 154 adult inpatients with cancer, respectively.
The study was conducted from June 2015 to February 2016 in the oncology units of
two hospitals in Rome, Italy.

Results and discussion: The EFA revealed a two-factor model having good fit indexes
(n = 176). Since item 5 yielded poor factor loading, the alpha increased if the item was
deleted, and the corrected item-total correlation was low, we decided to eliminate it.
This 14-item solution was cross-validated through CFA (n = 154). According to
modification indexes, we posited two cross-loadings (item 7 and 9) and two
covariances among the residuals (3 with 4 and 10 with 11). In addition, we specified a
second order factor. The model fitted the data well: χ2(72) = 168, p < .001; CFI = .918;
TLI = .897; SRMR = .069; RMSEA = .093. The factor score determinacies were 0.971 for
Factor 1 and 0.947 for Factor 2. The factors were labeled Physical care dependency (item
1-4, 6-9, 13, 14) and Psychosocial care dependency (item 7, 9-12, 15).

Conclusion: This study provides oncology nurses with a valid, reliable, and
multidimensional measure of care dependency. The CDS includes both physical and
psychosocial aspects; therefore nurses can assess patients’ care dependency in a holistic
and comprehensive way.

H02� Efficacy of cryotherapy in paclitaxel-induced nail toxicity:

preliminary results from a Phase II clinical study

C. Mazzega Fabbro1, L. Del Cont2, J. Polesel2, G. Tabaro2
1Centro di Riferimento Oncologico IRCCS-Aviano, Aviano
2Centro di Riferimento Oncologico-Aviano, Aviano

Background: Taxanes are cytotoxic agents that induces toxicity in several or all nails.
Although it may be asymptomatic and limited to cosmetic concern, other severe effects
like pain and discomfort can occur. A successful approach in preventing nail toxicity is
cryotherapy that temporarily causes vasoconstriction. Up to date, few studies describe
cryotherapy and its effects on nails. We report the preliminary result of phase II clinical
study aimed to investigate the effectiveness of cryotherapy in preventing nail toxicity in
breast cancer patients treated paclitaxel.

Materials and methods: This study is conducted in Multidisciplinary Day Hospital at
CRO Aviano, starting from October 2015 for a year. It will enroll 62 patients to estimate
a 15% reduction in nail toxicity (i.e., from 40% to 25%) fixing the a priori probabilities
a = 0.05 and ß = 0.20. Criteria for inclusion are: patients diagnosed for breast cancer,
treated with weekly chemotherapy containing hourly paclitaxel for the first time for 3
cycles with no previously nail disease. Exclusion criteria: Raynoud’s syndrome, poor
collaboration and previous treatment with taxanes. Partecipants will wear frozen gloves
of a temperature from -5°C to 0°C on hands and feet nails during drug infusion for a
total of 70 minutes. Nail condition is assessed every week by trained nurses. Nail
changes, including pain, are evaluated using CTCAE 4.02 grades and through
photographs.

Results: Between October 2015 and May 2016, 24 patients, who received paclitaxel for
12 weeks, were evaluated for nail toxicity. 7 patients (29.2%, 95%CI:11,0%-47.4%)
presented nail toxicity G2 grade. Onycholysis was the most frequent nail toxicity,
observed in 6 patients (25%, 95%CI: 7.7%-42.3%). Median time to onycholysis
occurrence was 56 days. Subungual hematoma was observed in 3 patients (12.5%, 95%
CI: 0%-25.7%). Median time to hematoma occurrence was 49 days. No onicomadesis
was reported. Only 4 patients (16.7%, 95%CI:1.8%-31.6%) reported pain after 12 week of
treatment whereas all patients were satisfied, showing a very good level of compliance.

Conclusion: Although not statistically significant, preliminary results suggest the
cryotherapy reduces the G2-G3 nail toxicity associated with paclitaxel, providing
evidence for new tool in supportive care management. Based on these results, the study
will be continued to reach the required sample size of 62 patients, which will guarantee
sufficient statistical power for final conclusion.

H03� The red thread between Piacenza and the Michigan

Appropriateness guide for intravenous catheters guidelines

F. Oleari, P. Mordenti, S. Bontini, S. Carini, S. Castellani, C. Gozzo, O. Grassi,
M. Muroni, M.R. Cordani, G. Cremona, L. Cavanna

ospedale guglielmo da saliceto dipartimento oncologia-ematologia, piacenza

Background: On January 2013 our Peripherally Inserted Central Catheters
(PICC)-team was born since the care of oncologic patients requires the availability of a
reliable long-medium term venous access, due to the particular complexity of the
chemotherapy regimens, the frequent need for a nutritional or transfusional support
and periodic blood sampling. On June 2013 we launched a learning program for nurses
about the management of central venous access. In 2016 the course was opened also to
physicians.

Material and methods: Starting from the recently published literature, we critically
evaluated our activity. For insertion, ultrasound-guidance and the Seldinger technique
were used. In PICC positioning an electrocardiogram was performed to verify the
correct position of the tip.

Results: From January 2013 to December 2015, we have implanted 3268 devices, 1603
PICC (49%) and 1665 midline in 1230 onco-hematologic (37.6%) and 2038 medical
patients. Applying a rigorous method for evaluation of indication and management of
implanted catheters, our acute and late complications rate is low. Indication for
placement were chemotherapy, in- or outpatients nutritional support and antibiotic
therapy. Placement failed in two cases and in another two patients there was a primary
misplacement. Occlusion occurred in one patient and catheter-related infection in two
cases. Catheter-related thrombosis was the most frequent complication, occurring in 19
cases (0.6%). In medical patients the second most frequent complications were
accidental removal and malfunction, being reported both in 35 cases (1.7%).

Conclusions: The best way to obtain appropriateness is a critical review of own activity,
identification of weakness and their prompt correction. In our opinion significant
advantage is the presence of a dedicate team besides the use of a portable ultrasound. Ease
of PICC placement at a relatively low cost, could lead to unweighted use without careful
evaluation of clinical appropriateness. A dedicated team is a way to screen for both
contraindication to PICC placement and real appropriateness. In turn, the correct selection
of patients will decrease waiting times and likely, hospital stay. Use of ultrasound increases
the success rate; furthermore, it allows the bedside placement so reducing costs associated
with an interventional suite. So a dedicated team together with the application of a
rigorous method of evaluation, is the best way to achieve the appropriateness.

H04� Chemotherapy extravasation: a survey within the Oncology

Network of Piedmont and Valle d’Aosta

P. Giuliano1, M. Beltramo2, M. Bruno Franco3, A. De Luigi1, A. Pertino4,
E. Ponticelli5, F. Savia6, D. Scarlata7, C. Toma8, M. Viale7, O. Bertetto7
1AOU San Luigi, Orbassano (TO)
2ASL Biella, Biella
3IRCC Candiolo, Candiolo
4ASL Alessandria, Alessandria
5Citta della Salute, Torino
6Verbania Cusio Ossola, Verbania
7Città della Salute, Torino
8ASL Asti, Asti

Background: Extravasation refers to accidental infiltration of chemotherapy in the
dermis or subcutaneous tissue surrounding the venous or arterial site of
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administration. According to the literature, it occurs in a percentage between 0.1 and
0.7% and appears to be underestimated, frequently not recognized, neither treated nor
reported. A strategy for prevention, detection, registration and appropriate treatment
must be implemented in oncological facilities. The aim of this study was to measure the
phenomenon of extravasation and its relation with treatment and type of vascular
device across Oncology Centers in Piedmont and Valle d’Aosta.

Material And methods: A survey of prevalence has been conducted in 23 Oncology
Centers in 10 working days. Patients undergoing chemotherapy in any line of
treatment were included. Data related to extravasation occurred during the reporting
period were collected, together with the type of vascular access and the type of
chemotherapy administered.

Results: Data related to 2601 chemotherapy administrations were collected. The
average age of included patients was 62.3 years (SD + 12) with a higher female
representation (54%). The most used device was the Porth-A-Cath (PAC, 36.5%)
followed by Peripheral Inserted Central Catheters (PICC, 24%). 19.7% of patients had a
peripheral venous catheter, whose use was considered not appropriate for the type of
treatment administered in 35% of cases. Only 23% devices were a power garrison.
49.5% of treatments were Ist lines and notably 22.5% were IIIrd lines. 3 episodes of
extravasation were reported (0.11%), all from a peripheral venous catheter during the
infusion of 2 oxaliplatin and 1 gemcitabine.

Conclusions: Though the data on extravasation of this study are consistent with the
literature, clinicians and nurses should be made aware on the appropriateness in the
selection of vascular devices in order to reduce the risk of complications from
chemotherapy extravasation. The guidelines for prevention and management of
extravasation, developed within the Oncology Network of Piedmont and Valle d’Aosta,
will allow the documentation and measurement of this phenomenon with the aim to
implement strategies to increase professional compliance and further reduce the
occurrence of this preventable complication.

H05� Peripherally Inserted Central Catheter: it is really time for

intracavitary electrocardiography

S. Bontini, P. Mordenti, F. Oleari, S. Carini, S. Castellani, C. Gozzo, O. Grassi,
M. Muroni, M.R. Cordani, G. Cremona, L. Cavanna

ospedale guglielmo da saliceto dipartimento oncologia-ematologia, piacenza

Background: The patient care requires frequently the availability of a reliable
long-medium term venous access, due to the particular complexity of the
chemotherapy regimens, the frequent need for a nutritional or transfusional support
and for periodic blood sampling. Peripherally Inserted Central Catheters (PICC) are an
important innovation technology that has substantially changed the approach to the
venous system. The intracavitary electrocardiography represents an alternative
methods to evaluate the accurate position of the tip of PICC.

Material and methods: For insertion a 21 gauge needle was advanced under real-time
ultrasound-guidance, preferably into the basilica vein. The Seldinger technique was
used to place a 4 French catheter which was advanced into the superior vena cava until
insertion into right atrium. The intracavitary electrocardiogram was performed to
verify the correct position of the tip through the evaluation of the P wave. Within two
hours from each procedure, an upright chest X-ray was carried out.

Results: From January 2013 to December 2015, we have implanted 3268 devices, 1603
PICC (49%) and 1665 midline in 1230 onco-hematologic (37.6%) and 2038 medical
patients. The intracavitary electrocardiogram was a feasible and simple method. There
were no complications related to the technique nor there was an increase in the
placement time of the catheter itself. At the subsequent chest X-ray control, 93% of all
tips of PICC have appeared positioned correctly at the superior vena cava-right atrium
junction, 5% at 1-2 cm from the junction but within a correct position and only 2%
were not in the correct position, being more short or long.

Conclusions: PICC represent the best response to the growing need to get in each
patient both in hospital and at home, a stable and safe venous access, achieved and
maintained with the little risk and the best cost-benefit ratio. The intracavitary
electrocardiogram is a valid method to verify the correct position of the tip of PICC for
the great simplicity, safety and low cost. This technique demonstrated a high
applicability rate with a high accuracy that appear even higher when we use a dedicated
monitor. Moreover, it is important an accurate selection of patients because some
cardiologic diseases such as atrial fibrillation, may interfere with the correct evaluation
of the P wave so, it may be more difficult to verify the right position of the tip of PICC.

H06 The role of psychosocial status in the change of lifestyles in

patients with colorectal cancer in follow up

S. Clementi, E. Ernandez, G.P. Barile, S. Rivera, M. Gonella

Corso Di Laurea In Infermieristica - Torino To2, Torino

Background: Colorectal cancer is the most frequent tumor in the Italian population.
Numerous studies suggest that some lifestyles are associated with the incidence,
prognosis and risk of reoffending. Some of these, such as diet, physical activity,

smoking, are modifiable. This study aims to investigate the influence of psychological
condition and social support on change and motivation to changing lifestyles in people
with colorectal cancer at follow-up.

Material (patients) and methods: The sample is formed with 150 patients (84 men
and 66 women) with colorectal cancer in follow up. All were previously operated and
have completed an adjuvant treatment. The 10.7% is less than 60 years old, 37.3% are
between the ages of 60 and 70 years, while 52% have more than 70 years. To them was
given a questionnaire to assess the change in lifestyle. Two linear regressions were
performed for each group of variables that belong to the specified constructs and two
hierarchical linear regressions regarding future changes.

Results: Data analysis showed that only 39.3% of patients had already made some
changes and that the 30.7% were willing to make some in the future. The sample has
presented a low standard deviation in the considered items while indices of asymmetry
and kurtosis basically showed a normal distribution. Only variables with a substantial
statistical significance were analyzed. The linear regressions showed a relationship
between variables: social support, performed changes and the number of changes.
There is no relationship between Psychological Condition and change. Hierarchical
linear regressions showed a relationship between Psychological Condition and
possibility of future changes.

Conclusions: The study shows that patients who have a good social support are more
likely to change their lifestyle and more inclined to make more changes. Patients who
have already made changes in the past, are less inclined to make new ones.

H07 From scientific evidence to clinical practice in cancer patients:

NANDA-I: imbalanced nutrition: less than body requirements

(00002) and care planning

L. Sambo1, P. Tumia2, S. Bradaschia1, P. Pavat1, K. Szymska1
1Azienda Sanitaria Universitaria Integrata, Trieste
2Università degli Studi di Trieste, Trieste

A balanced nutrition in terms of quality and quantity is very important to prevent any
disease. Many diseases, including cancer, may develop if the nutrients intake is
insufficient. 20% of cancer patients (almost 2 millions) die because of the serious
consequences of malnutrition. It cannot be considered as a side effect of cancer. Not
anymore. It is preventable and reversible, only if nutritional intervention is made as
soon as possible, becoming part of cancer care. It is personalized, dynamic and aimed
to prevent and correct weight loss and malnutrition. It reduces radio-chemotherapy
toxicity, makes cancer cells more susceptible to anticancer treatment, makes immune
system stronger, reduces hospitalization frequency and duration and prevents
postoperative complications and depression. All this has a positive impact on life
quality, helping people feel less weak.
Gordon’s Nutritional Metabolic Model evaluates patients’ nutritional and metabolic
status, and allows to formulate, in a proper way, the “imbalanced nutrition: less than
body requirements” (00002) Nursing Diagnosis, the defining characteristics that
support the accuracy of nursing diagnoses and related factors which are aetiologies,
causes, circumstances, facts or influences that have some type of relationship with the
nursing diagnosis.
The initial assessment and diagnosis are crucial for planning results (Nursing
Outcomes Classifications: NOC) and autonomous nursing interventions (Nursing
Intervention Classification: NIC) helping to achieve the patient’s desirable health
results. In the different phases of the nursing process, the patient, who relates with the
nurse, is able to understand his own health problems as well as his potential and can
support him in care, healing and empowerment.
The object of the study consists in preventing the damage caused by “imbalanced
nutrition: less than body requirements” (NANDA-I) and planning nursing
interventions according to NIC and NOC in order to promote better adherence to
treatment, reduce and/or avoid hospitalizations, prevent cancer cachexia and improve
the quality of treatment and life.

H08 Safeguard the patient’s life by working in security

I. Palazzo, T. Tramontano, G. Micallo

Istituto Nazionale Tumori “Fondazione Giovanni Pascale”, Napoli

Background: Antiblastic chemotherapeutic drugs (ACD) are a great of concern
because they can cause serious injury or death. Due to the high number of ACD
generally used, it was necessary a careful review of both pharmacological and
pharmaceutical properties, in order to ensure patient safety.

Purpose: To summarize in one practical handbook all the data about ACD used by our
clinicians; we are also making an Android and iOS app. This information will help the
laboratory technicians to introduce safety strategies in the manipulation and use of
ACD and to apply corrective measures to prevent antineoplastic drug-related errors.

Materials and methods: The information were collected by package leaflets, European
public assessment reports (EPAR), and summary of product characteristics (RCP)
published by the European Medicines Agency (EMA) and Italian Medicines Agency
(AIFA).
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Results:We collected in a table the following data for each of 70 active substances used
until April 2016:

• Pharmaceutical form.
• Solvent for reconstitution.
• Concentrations after reconstitution.
• Incompatibilities.
• Reconstituted diluted solution’s shelf life.
• Special precautions for storage, disposal and other handling.
• Qualitative and quantitative composition.
• List of excipients.
• Medicinal products.
• Excipients of both branded and generic products.

We reveled that 32% of the active substances has an equivalent product (commercially
available), 28% must be protected from light as diluted product, 13% has
incompatibility with glucose 5%.

Conclusions: This analysis highlights the large amount of data on which the
Centralized Unit for Handling Antineoplastic (UMACA) teamwork has to be up to
date. The current chart takes account of all the information evaluated in the review and
reorganizes them in an easy-to-read way. This useful tool is printed and is available to
all the UMACA teamwork. ACD are considered an evolving drug class, therefore
further studies will be necessary to keep updated the handbook and the app at the
cutting edge of technology (and always efficient/effective).

H09 The home self-monitoring of symptoms after chemotherapy in

cancer patients with the use of ESAS scale

G. Cremona1, S. Vescovi2, L. Muroni2, M. Cordani3, M. Muroni3, M. Marenghi3,
F. Trecordi3, M. Marchionni3, A. Lis3, E. Casaroli3, N. Bacchetta3, T. Pochintesta3,
C. Paradiso3, G. Claudia3, E. Forelli3, V. Tramelli3, I. Vasiliu3, M. Proietto3,
C. Biasini3, P. Mordenti3, L. Cavanna3
1Dipartimento di oncoematologia AUSL Piacenza, Piacenza
2Corso di laurea in infermieristica UNI Parma Piacenza, piacenza
3Dipartimento Oncoematologia AUSL Piacenza, Piacenza

Background: It ’been recognized that the symptoms have a major impact on patients’
quality of life during cancer treatments.The Oncology Nursing Society has established
a priority for nursing research,this tematicai.Gli existing studies show that improving
symptom control,improves compliance,therapeutic adherence and quality of life of the
person.

Materials and methods: The sample consisted of patients with cancer,neo adjuvant
stage,adjuvant chemotherapy from Jan. to Feb.2016.After acquiring consent
informatoabbiamo delivered the paper tool to fill at home in the days following
chemotherapy,prior individual explanation of the same and the build-up and return
mode.Consists of 6 parts:presentation of the research,introduction on chemotherapy
and major side effects,descriptions and instructions to fill in the ESAS scale,15 stairs
ESAS to be completed in the days following chemotherapy,field notes for any records,a
questionnaire investigates the validity and usefulness of the proposed instrument,
finally,the collected data were analyzed through an Excel Database.The ESAS,is a
multidimensional,easy to use and allows the evaluation of: pain,tiredness,nausea,
depression,anxiety,drowsiness,loss of appetite,malaise,and dyspnea.In addition there is
an additional space “other” in which the patient can indicate a possible symptom
different from those listed.The tool can be compiled from the same patient,or the care
giver,the compilation takes place once a day reporting symptoms that manifest
indicating the intensity from 0 to10.

Results: Distributed 175 tools,50 returned,they answered 60% women,40% men,from
41 to 79 years,patients with advanced cancer 70%,24% adjuvant,neo adjuvant 6%,to the
following organs:breast 34%,pancreas 12%,lung non micro 12%,olon 10%,prostate 8%,
stomach 8%,rectum 4%,ovary 4%,small cell lung 2%,mesothelioma2%,liver and biliary
tract2%,oral 2%.In Advanced,71% stage is at the forefront,the second 20% and 9% in
the third.The 82% of the sample is performing first to eighth cycle,18% from the ninth
to twenty-one.Such therapies are constituted by chemotherapy regimens for the 40%
with the two drugs,34% by one and 26% by three.

Conclusions: This tool is useful result to patients who have used it,as allowed him to
record the intensity of symptoms appeared in the days following chemotherapy,in the
home environment without the presence of any health.We find it useful one in paper form
tool for those who for whatever reason do not use the most modern digital media systems.

H10 The role of the study nurse in clinical research

C. Tonnini, R. Berardi, S. Ciattaglia, F. Coppari, A. Del Nero, V. Di Censo,
L. Francioso, M. Francoletti, L. Fuligni, M. Olivieri, F. Vitarelli, I. Zoppi

Ospedali Riuniti di Ancona, Ancona

Background: Although clinical research is essential to continue to improve standards of
patient care, especially in oncology, the role of the study nurse is not very widespread in
Italy. Many trials investigate new drugs with the aim to improve efficacy, in other studies
the aim is rather to understand what is the less toxic treatment. There are many different

health professionals involved in developing the protocol and the study nurse is often the
“central hub” because he/she is the landmark for patients and the professional who often
solves the doubts of patients regarding the clinical trial and the oncological diseases. At
the Department of Medical Oncology of our institution, there are managed more than 30
clinical trials, conducted in full compliance with “Good Clinical Practice”, for the
treatment of solid tumors with biological and innovative therapies.

Materials and methods: The patient advocacy is one of the most important
responsabilities of the study nurse who takes care of the patients enrolled within a
clinical trial, making sure they attend all necessary visits, as required by the protocol,
and that all necessary data are collected at each visits. It is essential that data collected
at each time point, are accurate and complete because they will be used to determine
the study outcome.

Results: Study nurse assignments include:

- Lab skills (processing blood samples, sending tumor slides, prepared by the
pathologist, and blood samples to the central laboratories, if required by the
protocol);
- Careful monitoring of the patient during the administration of the investigational
drug, this is crucial to ensure the safety of the patient and the success of the study;
- Detection and recording of vital signs in a specific tool achieved at the Department
of Medical Oncology of our institution;
- Administration of surveys;
- Performing electrocardiograms;
- Collecting and sending radiological images to central radiology;
- Training of the patient and his family about the protocol;
- Attendance in investigator’s meeting, SIV (Site Initiation Visit), monitoring visits
and audit.
Within all the procedures, the study nurse has the responsibility to record all the
collected data in the source documents and to reply to the queries through specific
portals.

Conclusion:Within clinical trials the study nurse has a central role in assuring respect
for ethical principles, participant safety, integrity of protocol, accuracy of data
collection, data recording and follow up.

H11 Nursing experience and practice on Peripherally Inserted

Central Catheters in adult cancer and not-cancer patients: A 7

year population-based analysis

B. Fai, M. Damin, L. Cason, P. Pocchetto Forato, F. Tagliapietra, G.M. Battistel,
D. Pastorelli

Ulss 2, Feltre

Background: an increasing used of Peripherally Inserted Central Catheters (PICC) is
observed in cancer patiente needing chemotherapy or critically ill and internal
medicine hospitalized patients (pts). The aim of the this study is to present the
management and nursing experience of PICC in this population.

Material and methods: since 2009 in our centre a PICC-team composed by 2 oncologist
nurses, who previously received an appropriate training, was established with the aim to
insert PICC lines to cancer and internal medicine pts. The indication of PICC included
administration of chemotherapy, and supportive care such as antibiotics, parenteral
nutrition or intravenous access. An ultrasound and electrocardiographic guidance
technique was used for all PICC lines. A subcutaneous catheter securement system was
used since 2014 to reduce risk of accidental removal of the venous device.

Results: A total number of 958 PICCs were placed from 2009 to 2015, in 412 males
(43%) and 546 females (57%), median age 65 years (range 12-92). The site of insertion
was throug the basilic and brachial veins, respectively in in 74% (709 pts), and 26%
(249 pts) of cases. A single-lumen open ended pulyurethane PICC was placed in all but
6 pts. The median catheter duration was 106 days (range 1-996). We observed 8 cases
(0.83%) of catheter-related infection (central line associate bloodstream infection or
exit site infection), and 12 cases (1.25%) of clinically relevant upper extremity deep
venous thrombosis. Three cases (0.3%) of catheter dislodgment were also observed.

Conclusions: PICC is a save veous device for chemotherapy and supportive care. We
observed a very low rate of complications and PICCs were often removed at the end of
treatment.

H12 A phenomenological study exploring the experiences of

protective isolation in patients undergoing allogeneic

Haematopoietic Stem Cell Transplantation

V. Biagioli1, M. Piredda2, M.R. Mauroni3, R. Alvaro4, M.G. De Marinis2
1Tor Vergata University, Roma
2Research Unit in Nursing Science, Campus Bio-Medico di Roma University,
Rome (IT)
3Fondazione Policlinico Tor Vergata, Rome (IT)
4Tor Vergata University, Rome (IT)

Background: Patients undergoing allogeneic haematopoietic stem cell transplantation
(HSCT) become pancytopenic after myelosuppressive chemotherapy. To lower the
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infection risk, they usually receive hospital care in protective isolation until full
neutrophil recovery. Protective isolation may cause psychological distress, as the level
of depression was found to double after a short time in isolation. Therefore, this study
aimed to explore the lived experiences of protective isolation in adult patients who had
been cared for allogeneic HSCT.

Material and methods: Following the Giorgi’s approach, a descriptive
phenomenological study was conducted during October 2015 in a university hospital
in Rome. After gaining written consent, two nurses interviewed 10 patients (7 female,
age ranging 28–66), who had undergone allogeneic HSCT 30-2190 days previously.
They were diagnosed with leukemia (n = 7) or lymphoma (n = 3). Participants were
asked about their hospital stay in isolation using open-ended and un-structured
questions, such as ‘What did it mean for you being isolated?’.

Results: An overarching theme emerged as being in isolation to achieve
transformation. The inductive content analysis yielded 3 themes and 11 subthemes.
The theme ‘the special place for transformation’ included: (1a) feeling (un)safe in a
limited setting, (1b) waiting time alone, and (1c) living the transformation of the
relationship with loved ones. The theme ‘the experience of embodied transformation’

included: (2a) recognising the sources of problems, (2b) interpreting the signs of
transformation, (2c) losing control on body and mind, and (2d) finding the inner
strength. The theme ‘light and shade from in and out’ included: (3a) receiving gifts
from others, (3b) being informed and motivated, (3c) being grateful for the care, and
(3d) recognising that the darkness may prevail.

Conclusions: Patients may live the experience of being cared for allogeneic HSCT in
protective isolation as a transformation process. This transformation requires a special
place to occur, involves inner changes of body and mind, and is influenced by light and
shade from inside and outside. Since patients in isolation may suffer because of
loneliness, lack of freedom, and total distress, healthcare providers should monitor the
impact of protective measures on the patients’ overall quality of life.

H13 Midline for home palliative care

O. grassi, P. mordenti, F. oleari, S. bontini, S. carini, S. castellani, C. gozzo,
M. muroni, M.R. cordani, G. cremona, L. cavanna

ospedale guglielmo da saliceto dipartimento oncologia-ematologia, piacenza

Background: The palliative care of oncologic patients requires frequently the
availability of a reliable long-medium term venous access, due to the frequent need for
a nutritional or transfusional support, for periodic blood sampling and for infusion
sedation at the end of life. Midline represents a valid choice in managing oncologic
patients at home, in the palliative phase of their disease.

Methods: The insertion of a midline has been programmed in every oncologic patients
managed at home or admitted in a Hospice, in the palliative phase of the disease.

Results: From January 2013 to December 2015, we have implanted 700 midline in
onco-hematologic patients switched toward palliative care. In this way, we were able to
maintain at home the vast majority of our patients, giving them supportive care
without hospitalization. For patients referred to structures like hospice at the end of
life, the midline resulted very useful for the infusion of sedative or antalgic therapy.
This approach to palliative care resulted in two great advantage, the first for patients
and families and the second for our Unit and more general, for our national health
system. The midline gives to the patient the possibility of stay at home in a critical
phase of the disease in which the warmth of the family environment and the
maintenance of own habits are very important; in fact, the preservation of a family life,
gives added peace of mind and allows greater acceptance of the palliative phase of
disease. For our Unit and the health system, this simple and safe approach has resulted
in a reduction of improper and prolonged hospitalizations. This in turn, is translated in
a considerable reduction of cost for hospitalization and a better utilization of economic
resources.

Conclusions: In our experience the routine insertion of a midline in every
onco-hematologic patients switched toward palliative care is a simple, safe and
cost-effective approach. It resulted in a reduction of hospital stay and in a more time
spent with family in a phase of the disease in which the warmth of a known and
pleasant environment can do the difference. Furthermore, reducing improper and long
hospitalizations, this strategy allowed us to contain costs through a better distribution
and management of economic resources.

H14 Sleep disorder in cancer patients undergoing chemotherapy:

cross sectional study

G. Auletta1, C. Rigo2, E. Finale3, C. Gagliardi2, G. Gibello Foglio4
1Università degli Studi del Piemonte Orientale, Novara
2AOU “Maggiore della Carità”, Novara
3Ospedale Castelli, Verbania
4Nuova Assistenza, Novara

Background: Sleep is considered a dimension that contributes to a good quality of life
(QOL). Insomnia is one of the most common and widespread sleep disorder in the

Western population. In Italy it affects 12 million people. Cancer represents a further
risk of developing a sleep disorder due to the stress from the disease itself and also as a
chemotherapy side effect. On the ward the sleep and rest dimension is often
superficially considered, also because there are not efficient tools to investigate an
objective worsening in the quality of life associated to sleep problems. The aim of this
study is to show the prevalence of insomnia and the effect of it on the quality of life of
patients with cancer undergoing chemotherapy.

Materials and methods: It has been carried out a data collection in a sample of 30
patients that satisfied the adequate inclusion criterias at the Oncology department of
the AOU “Maggiore della Carità” in Novara; with the administration of two validated
questionnaires, the EORTC QLQ C-30 and the PSQI (Pittsburgh Sleep Quality Index).

Results: The sample studied was composed of 30 people. There are no statistically
significant differences in our sample in the prevalence of insomnia within both sexes,
and this result is in line with what found in the literature regarding the oncological
population. In PSQI a 5 score is considered as cut-off to determine the presence of a
sleep disturbance. The analysis of the questionnaire showed that 86.7% of patients have
scored higher than this value, and this seems to be in line with what the literature
reported. Concerning the analysis of QOL and then the EORTC QLQ-C30, there is a
minimal imbalance in the “funcionality scale”( p = 0.036), which would seem to be
statistically correlated (although minimally) by the presence of sleep disorders.

Conclusions: Statistically significant correlations are actually detectable between the
PSQI score and the EORTC QLQ-C30, particularly concerning the scale to assess
patient’s functionality. It is necessary to highlight the limitations shown in this study,
concerning the numerical narrowness of the analyzed sample: in order to make the
results more reliable would need to consider a larger amount of subjects. It is also
difficult to state that the sleep disorders reported are actually related to the
oncological disease, and in particular to the chemotherapy treatment in place, since
the presence of such disorder can be related to many other specific and individual
factors.

H15 Central venous catheters in oncology. comparison of materials

for prevention of complications: literature review

G. Falcone1, F. Gallucci2, P. Aprea2, F. Albanese3, M. Migliore4
1Hospital Santa Maria Delle Croci, Ravenna
2National Cancer Institute Pascale, Naples
3Hospital Villa Posillipo,, Naples
4Nephrocare Centre, SALERNO

Background: In the literature there are not significant differences between central
venous catheter (cvc) in polyurethane and silicone ones in terms of infections and
thrombosis. Guidelines BCSH 2007 consider that the polyurethane catheters are
associated with thrombotic incidence greater than the silicone. A consensus of Gavecelt
2007 considers less thrombogenic polyurethane and silicone catheters than
polyethylene or PVC. The objective of the review is to evaluate the complications
related to the use of central venous catheters in relation to the type of material of which
the catheter is made.

Methods: We performed several literature research by the following internet databases:
PubMed and The Cochrane Library. The search was performed linking search headings
“cvc material”, “central venous catheter silicon”, “central venous catheter
polyurethane”. Inclusion criteria: We included full-text and abstract, between January
2005 and January 2016. We included studies with all types of patient with cvc, both
adult and pediatric of each setting, type of catheter and insertion site. Exclusion
criteria: They have been excluded all articles not written in English or Italian language
and descriptive articles. For the fulfilment of this review it has been possible to
formulate the question with Pico model.

Table: H15

PATIENT: Central venous catheter in patients with silicone
INTERVENTION: /
COMPARISON: Central venous catheter in patients with polyurethane
OUTCOME: Reduction of complications cvc related

Results: This review identified 98 articles with inclusion criteria and we selected 9
articles. All selected articles are related to studies performed both on cancer patients
and critical patients. We found only studies that used catheters in silicone,
polyurethane and polyvinyl chloride of various types and diameters.

Conclusions: In literature there are few randomized studies that discuss the differences
between silicone and polyurethane catheters. Although some trials demonstrate the
superiority of polyurethane compared to silicone, more studies should be made with
multiple patient samples and with statistically significant methods. In addition it is
necessary to carry out studies that stratify the material usage depending on the type of
patient and the setting of intervention. Therefore there is not evidence that the choice
between silicone vs polyurethane can affect the risk of infection, rather we must ascribe
this risk to other factors such as the management of the device.
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H16 Head and Neck cancer: body image, social relations and

nutritional status in suffering patients

A. Millo1, G. Auletta2, C. Rigo3, D. Montani2, M. De Medici2, A. Bertozzi2,
A. Bolamperti2, C. Gallione2, C. Gagliardi3, B. Suardi2
1Fleming Research, Novara
2Università degli Studi del Piemonte Orientale, Novara
3AOU “Maggiore della Carità”, Novara

Background: The risk of increasing depression and social isolation in patients affected
by head and neck cancer weigh heavily on the functional aspects. The risk of
nutritional deficiency increases, due both to a premorbid lifestyle with poor eating
habits, smoking abuse, alcohol consumption and side effects of cancer treatment too.
People with head and neck cancer are at risk of developing behavioral processes
revealing the existence of a body image disorder. The aim of this monocentric
observational prospective study is to evaluate the impact of head and neck cancer on
body image, nutritional status and social relations.

Materials and methods: A monocentric observational prospective study has been
conducted on a convenience sample of 30 patients, consecutively recruited from the
Oncology Department of Novara Hospital; the ’EORTC QLQ C30 and EORTC QLQ
H&N-35 were administered in the period included between 03/01 and 08/31/2015. The
tools provide 3 scores in response to the inputs, one for each area analyzed. For each
area were calculated: mean score, standard deviation and 25th, 50th, 75th percentile.
The quantitative continuous variables were converted in categorical ones, assigning an
identification code number (0≤ 25th percentile; 1 if 25th≤ X ≤ 75th; 2≥ 75th
percentile) in order to calculate the distribution.

Results: Sample demographic characteristics are comparable with literature consulted,
indicating that the risk of head and neck cancer is 7 times higher in males than females,
and that the most affected age group is from 50 to 70 years old. From the analysis of the
’EORTC QLQ C30, the results were comparable with those reported in literature; a
substantial difference has been found in the global measure of perceived health status,
which seems to be much poorer in the sample analyzed. Results could be attributed to
the advanced stage of the disease (80% stg III-IV). The analysis of EORTC QLQ H & N
35 shows a negative impact on each analyzed area, in particular on body image. The
literature indicate that a 75% of patients affected by head and neck cancer are
concerned with their body image.

Conclusions: The results of this study indicate that in head and neck cancer patients
alterations in nutritional status, psychosocial implications, including the altered
perception of body image, are problems that should not be underestimated;
nevertheless they should be managed by nurse staff as any other side effect related to
anticancer treatments.

H17 Qualitative analysis about adherence to oral hormonal therapy

in patients with prostate cancer

L. Iacorossi, A. Paterniani, C. De Meo, A. Zucaro, F. Gambalunga

IFO, Roma

Background: Prostate cancer is the most frequently diagnosed cancer in male
population, accounting for about 29% of all diagnosed cancer, with a higher percentage
found in the elderly (>65 years). In patients with prostate cancer castration resistant,
the new drug used is abiraterone (inhibitor of CYP17 enzyme) and enzalutamide
(androgen receptor inhibitor). These drugs are administered orally in prolonged
regimens. Patients can only derive maximum benefit from their medications if they
take them as instructed and adhere to dosing schedules. Despite the importance of
adherence, its trend appears complex, multidimensional, and therefore its knowledge
presents many loopholes and missing information. The rate of non-adherence to
hormonal therapy is about 50% and the potential implications are disease progression,

increase complications and health care costs. The study aimed to explore the
experiences of adherence to hormonal therapy in men with prostate cancer, and their
perceptions of the challenges they face in adhering to their medications as prescribed.

Patients and methods: The study used a qualitative descriptive design with
face-to-face semi-structured interview guided by some questions. The sample was
purposeful and defined by the principle of data saturation. Recruitment took place at
the Regina Elena National Cancer Institute in Rome, between September and
December 2015. Patients were recruited during follow-up visits by having met the
following inclusion criteria: aged 18 years or older, diagnosis of prostate cancer and
oral treatment with hormonal therapy. The interviews were audio-recorded and
transcribed verbatim. The transcripts were analyzed using the Framework Analysis
approach.

Results: The sample included 11 patients, aged between 65 to 83 years, pensioners,
with a diagnosis of prostate cancer and are being treated with hormone therapy mainly
represented by abiraterone for 3 months average. Four themes were identified:
Expression of adherence concept; Favorable Factors; Hindering Factors; Functional
Strategies.

Conclusion: This study shows that adherence is influenced by the type of relationship
established with clinicians and the information received. The results, although positive
overall suggest that adherence of patients with prostate cancer, it’s a problem too little
explored, and that requires a continuous assessment during clinical practice.

H18 Anxiety and depression in oncology patients with chronic pain:

a quantitative study

A. Paterniani, F. Gambalunga, L. Iacorossi

ifo, roma

Background: Despite the progress of oncology and modern methods of treatment, in
its evolution cancer is accompanied by severe pain. In most cases it is possible to obtain
effective control at any stage of the neoplastic disease. Anxiety disorders can be present
in 10-15% of cases, depressive disorders between 6% and 30% depending on the stage
of the disease, the psychosocial context and the specific clinical features of depression.
The concomitant presence of pain facilitates the development of depressive symptoms,
in particular those more stringent, such as major depression. The aim of the study was
to evaluate the incidence and the presence of anxiety and depression in cancer patients
suffering from chronic pain.

Materials and methods: The study used a descriptive observational design. The
recruitment took place in the Regina Elena Institute in Rome, between February-March
2016. The study was performed on patients with cancer pain. Patients were recruited
during the hospitalization with the following inclusion criteria: Age> 18 years; chronic
cancer pain. The socio-demographic data and the welfare evaluation of health workers
on the management of pain were collected using a questionnaire constructed ad hoc;
for pain assessment we used the McGill Pain Questionnair and for anxiety and
depression the Hospital Anxiety Depression Scale (HAD). The data were analyzed by
SPSS Chicago 19. For statistical validity, was instead used the Mann Witney test.

Results: The sample included 71 patients, mainly conjugated women. The most
frequently diseases were breast, colorectal and prostate cancer. Analysis of the data
showed that there is a higher incidence of pain in cancer patients, during the night, and
that the nurse is the first figure called to the need moment. The physician appears to be
the figure who has provided more information during pain management. In addition,
the results showed a decrease of pain in patients at discharge, compared to entry and
that both anxiety and depression appear to be higher in women than men.

Conclusions: The reduction of anxiety and depression assessed at discharge makes us
assume that it was given a good overall patient care. The questionnaire constructed ad
hoc, showed that the nurse is responsive to the patient’s need. In conclusion, these data
confirm that nursing pain management in depressed and anxious patient, to be
represented by a holistic care.
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head & neck tumours

L01 Individual patient data meta-analysis of the impact of treatment

expertise on the outcome of head and neck cancer patients

treated within 6 randomized trials

P. Bossi1, R. Miceli1, M. Benasso2, R. Corvò3, A. Bacigalupo3, G. Sanguineti4,
C. Fallai1, M.C. Merlano5, G. Infante1, C. Dani3, V. Di Giannantonio1, L. Licitra1
1Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2Ospedale San Paolo Savona and Ospedale Santa Corona Pietra Ligure, Savona
3AOU IRCCS San Martino - IST National Cancer Research Institute and University,
Genova
4National Cancer Institute Regina Elena, Roma
5S. Croce & Carle Teaching Hospital, Cuneo

Background: The impact of center expertise on outcome of head and neck cancer
(HNC) patients (pts) receiving chemotherapy (CT) +/- radiotherapy (RT) has been
sparsely evaluated. Pts selection, RT quality, compliance with full dose administration,
kind and extent of supportive care implementation may all explain possible benefits of
being treated in highly experienced centers.

Materials and methods:We performed an individual patient data meta-analysis of 6
randomized trials in HNC conducted in Italy between 1983 and 2001. Different RT
approaches (curative, postoperative), fractionations (conventional, altered) and
combinations with CT (sequential, alternated, concomitant) were administered. The
main aim was the association between overall survival (OS) or progression-free survival
(PFS) and the number of pts recruited by center as a proxy for the centre expertise; the
latter was taken as the absolute number or the mean number per year of recruitment in
multivariable Cox models. Other covariates analysed were: site of disease, performance
status, T and N stage, treatment type.

Results: Globally, the outcome of 903 patients (out of 1022) having received RT was
analyzed. Median follow up was 76 months (48-224). The HR comparing the 3rd and
the 1st quartiles of the main investigating variable distribution showed a significant
advantage in PFS (HR 0.59, range 0.53-0.65, p < 0.0001) and in OS (HR 0.70, range
0.60-0.81, p < 0.0001) for centers with a higher number of patient recruited. A benefit
of the same magnitude was observed in PFS (HR 0.63, range 0.60-0.66) and OS (HR
0.74, range 0.69-0.79) considering the mean number of patients recruited per year.

Conclusions: In this pooled analyses of several Italian trials on advanced HNC, we saw
that PFS and OS were significantly better when the patients were treated in high case
volumes centers, thus in clinical trials on RT and CT, case volume may need to be a
stratifying factor. Our data confirms results of studies conducted in different countries.

L02 Individual ADCC capability predict treatment outcome under

cetuximab-based therapy in head and neck cancer?

L. Lattanzio1, D. Vivenza2, F. Tonissi2, C. Varamo2, M. Ferrero2, G. Strola3,
G. Milano4, C. Lo Nigro2, M. Merlano5
1Laboratory of Cancer Genetics and Translational Oncology, Oncology
Department, S. Croce & Carle Teaching Hospital, Cuneo
2Laboratory of Cancer Genetics and Translational Oncology, Oncology
Department, S. Croce & Carle Teaching Hospital, Cuneo
3Laboratory Department, S. Croce & Carle Teaching Hospital, Cuneo
4Oncopharmacology Department, Centre Antoine Lacassagne, Nice, France
5Medical Oncology, Oncology Department, S. Croce & Carle Teaching Hospital,
Cuneo

Introduction: Cetuximab is a IgG1 monoclonal antibody against epidermal growth
factor receptor (EGFR) used for the treatment of local advanced-head and neck
squamous cell carcinoma (LA-HNSCC). The working mechanism of cetuximab
include the ability to develop antibody-dependent cell-mediated cytotoxicity (ADCC),
triggered by the interaction of the Fc portion of the antibody with the Fc receptor on
the immune cell, mainly on Natural Killer (NK) cells. Invariant NKT (iNKT) cells play
an important role in the activation of immune cell subset, including NK cells, and their
deficiency is related to poor clinical outcome in LA-HNSCC. The aim of this work was
to investigate the predictive role of ADCC and iNKT in LA-HNSCC patients treated
with cetuximab-based therapy.

Patients and methods: Twenty-eight LA-HNSCC patients treated with curative intent
with cetuximab-based radio-chemotherapy were analysed. Peripheral blood samples
were collected at start of therapy. ADCC was evaluated as ex vivo NK-dependent

activity measuring LDH release as previously standardized in our laboratory
(Monteverde et al., 2015). EGFR tumoral expression was analyzed by
immunohistochemistry.

Results: ADCC activity above the median value (high) correlated with a better OS as
compared to ADCC below the median (low) in LA-HNSCC (p = 0.033). We observed a
correlation also between high ADCC and response rate (p = 0.038). By univariate
analysis on OS there were ADCC activity, tumor size and HPV status as significant
prognostic indicators. According to multivariate log-rank analysis only ADCC
remained a significant predictor for OS (p= 0.03). If we stratified the EGFR 3+ patients
into high and low ADCC performers, we found that patients characterized by both
high EGFR expression and high ADCC activity showed 100% OS at 44.2+ months
compared to a median OS of 23.9 months (range 2.1-53.7) for patients with high EGFR
but low ADCC (p = 0.024). iNKT cells number didn’t significantly correlate with OS:
nonetheless, we observed a trend to a longer survival after 10 months in patients with
high iNKT cells (above the median values).

Conclusion: ADCC has a strong predictive value in cetuximab-treated LA-HNSCC
patients. High tumoral EGFR expression and high ADCC confer a particularly long
overall survival and suggest to combine this two biomarkers in order to predict clinical
outcome in cetuximab-treated LA-HNSCC patients.

L03 Role of induction chemotherapy in the multimodal management

of locally advanced epithelial sinonasal cancer: a single center

experience

R. Granata, P. Bossi, C. Bergamini, S. Alfieri, C. Resteghini, D. Galbiati, E. Orlandi,
N.A. Iacovelli, C. Fallai, M. Guzzo, G. Infante, L. Locati, R. Miceli, L. Mariani,
L. Licitra

IRCCS Istituto Tumori Milano, Milano

Background: outcomes of locally advanced epithelial sinonasal cancer remain
unsatisfactory, despite the improvement in surgical approaches and advances in
radiotherapy techniques. The incorporation of induction chemotherapy (IC) in the
multimodal treatment strategy has shown promising results in few studies. Only
limited and heterogeneous data exist on prognostic factors, due to the rarity of this
disease.

Materials and methods: we reviewed data of 63 consecutive patients (pts) with AJCC
stage III-IV epithelial non glandular sinonasal cancer, treated at National Cancer
Institute of Milan with IC followed by locoregional treatment between 1996 and 2013.
Overall survival (OS) and progression free survival (PFS) were calculated with the
Kaplan Meier method. Cox regression analysis was used to determine predictors of OS
and PFS.

Results: the following histotypes were represented: 25 sinonasal undifferentiated
carcinoma (SNUC), 8 pure neuroendocrine cancer (SNEC), 24 keratinizing and not
keratinizing squamous cell carcinoma (KSCC +NKSCC), 6 small cell cancer;
neuroendocrine differentiation was present in 18 patients. Fifty patients had stage IV
and 13 patients stage II-III. After IC, 27 pts were treated with surgery and (chemo)
radiation, while 36 pts received chemoradiation. Overall, 53 patients showed a response
to IC (PR= 45 CR= 8), 8 had stable disease and 2 had progression. Three-year OS and
PFS rates were 73% and 53%, respectively. After stratification according to histological
subtypes, 3-year OS rates were 86% for SNUC, 36% for SNEC, 74% for
KSCC +NKSCC, and 50% for small cell tumors, respectively. When stratified
according to response to IC, patients with a complete response showed a significantly
better PFS compared to pts with partial response or stable disease (log-rank test; p
0.0325). Finally, in Cox regression models, patients with a tumoral neuroendocrine
differentiation showed a significant worse PFS in respect to patients without
neuroendocrine differentiation (HR: 2.8; p = 0.009).

Conclusions: response to IC and neuroendocrine differentiation represent prognostic
factors in locally advanced epithelial sinonasal cancer treated with a multimodality
approach. Efforts are still needed to develop strategies overcoming tumor resistance in
order to increase survival. Two phase II trials are ongoing to investigate the role of IC,
surgery and photon/heavy ion radiation in these tumors (Clinicaltrials.gov identifier:
NCT02099175 and NCT02099188).
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L04 RANK expression in EBV associated nasopharyngeal cancer

metastasis in non-endemic setting: a possible immunologic

pathway to be targeted?

C. Resteghini1, S. Alfieri1, P. Quattrone2, F. Dominoni2, G. Garzone2, E. Orlandi3,
L. Locati1, C. Bergamini1, D. Galbiati1, N.A. Iacovelli3, L. Licitra1, P. Bossi1
1Head and Neck Medical Oncology Dept., Fondazione IRCCS Istituto Nazionale
dei Tumori, Milan, Italy, Milano
2Department of Pathology and Laboratory Medicine, Fondazione IRCCS Istituto
Nazionale Tumori, Milan, Italy, Milano
3Radiation Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy,
Milano

Background: Although the intrinsic chemo–radiosensitivity of nasopharyngeal cancer
(NPC) enables to achieve high regional control rate, reports have shown high rate of
distant relapses, especially bone metastasis. In prostate and breast cancer, RANK is
expressed with high concordance between bone metastasis and corresponding primary
tumor; moreover, RANKL expression is found in tumor-infiltrating Tregs, inhibiting
antitumoral immunity. In NPC, Tregs have been implicated in EBV-associated
carcinogenesis and in contributing to tumour progression. EBNA-1 and LMP2-specific
CD8+ T cell responses could be restored by Tregs depletion to recreate an effective
antitumor immunologic environment.

Material and methods: RANK expression was determined on 17 nodal or metastatic
relapses and corresponding primary tumours. Cases were identified among patients
treated in our Institution for recurrent/metastatic (RM) NPC with available histological
specimens of both primary and relapsed tumor. RANK-expression was assessed by
immunohistochemistry (IHC) in formalin-fixed paraffin embedded tumour tissue
samples. Lymphocytes and macrophages, normally RANK-positive, were used as
internal positive control.

Results: Primary tumour analysed with RANK IHC showed strong background
staining due to the tumour associated lymphoid infiltrate that prevented the differential
evaluation of tumour staining. Metastatic site specimens had the following
distributions: neck or distant node deposits 7/17 (37%); liver 5/17 (26%); lung 3/17
(16%); soft tissue 2/17 (10.5%). Two cases resulted not to be evaluable (tumor tissue
necrosis and staining of lymphocytes of the metastatic node). All evaluable RM
specimens showed high RANK IHC expression in the tumor with no staining in
normal surrounding tissues.

Conclusion:We identified a high RANK expression in NPC metastases. Primary
tumour was not assessable for RANK expression due to lymphoid infiltrate. These
results open the way to the exploration of denosumab (antibody competing with
RANK) activity to enhance the tumour-specific immunity through the blockade of
Tregs regulated by RANKL.

L05 Prognostic value of hpv infection by e1 detection and p16

expression in 78 oropharyngeal squamous cell carcinomas

C. Lo Nigro, D. Vivenza, L. Lattanzio, M. Fortunato, N. Denaro, C. Varamo,
M. Ferrero, E. Russi, M. Merlano

S. Croce & Carle Teaching Hospital, Cuneo

Background: Human papillomavirus (HPV) infection is a strong prognostic marker in
oropharyngeal squamous cell carcinomas (OSCCs). HPV-positive pts are associated with
better survival than HPV-negative ones. The better outcome of HPV-positive pts needs
methods to distinguish between HPV and non-HPV associated OSCCs. Currently, the
expression of p16 is the standard test to identify HPV positive OSCCs in clinical practice.
The combined use of p16 and HPV DNA detection is the recommended standard for
clinical research, at least in USA. In the present study we compare the prognostic value of
a genomic viral fragment, E1, with p16 expression in a series of OSCC pts in terms of
overall survival (OS) and progression free survival (PFS).

Patients and methods: HPV was searched in 78 OSCC pts (63M/15F; median age 61;
range 35-77) treated with chemoradiotherapy between 1997 and 2014. We used a
specific E1 primer pair for HPV type 16 in a DNA-PCR assay on formalin-fixed
paraffin-embedded (FFPE) tissues collected at diagnosis. Those primers were designed
inside the coding region most frequently disrupted during viral integration in host
chromosome, in order to get a fragment of 168 bp. Positivity for p16 was defined
as≥ 70% positive cells by IHC.

Results: Twenty-six pts (33.4%) were HPV positive for E1 fragment, while 27 (34.6%)
showed a pos ≥70% for p16. In terms of prognostic value, positive OSCC pts showed
improved OS (p = 0.01 for E1 and p = 0.04 for p16) and PFS (p = 0.03 for E1 and
p = 0.02 for p16), compared to negative ones. The concordance between p16 and E1
positivity was high (k = 0.74) and HPV power detection was similar to p16. Moreover,
among positive p16 pts (n = 27), the E1 positive ones (n = 22) resulted to have a
significant more favourable OS than the negative pts (n = 5) (p = 0.03). On the
contrary, among positive E1 pts (n = 26), the p16 positive ones (n = 22) did not shown
any difference in OS from the p16 negative pts (n = 4) (p = 0.25).

Conclusions:We observed a good concordance between p16 by IHC and E1 by
DNA-PCR for HPV detection on FFPE tissues, in the present series of OSCCs. E1
might become a strong prognostic marker for OS and PFS in OSCCs and clinically as

relevant as IHC for p16. Moreover the concurrent positivity for both markers
(E1 + p16+) allowed the selection of pts with the best OS. When E1 and p16 resulted
discordant, our data support the more accurate value of E1 in predicting OS.

L06 Analysis of patients’ preferences for post-treatment clinical

follow-up in head and neck cancers

P. Pistillo, F. Favales, C. Villa, S. Alfieri, P. Bossi

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Objectives: There are no commonly accepted standards for monitoring patients treated
with a curative intent for head and neck cancer. The aim of this study was to assess
patients’ preferences for different aspects of follow-up (FU) programs. Incorporate the
perspective of patients in clinical practice could enable the development of customed
FU, which may increase acceptability, satisfaction and participation of patient.
Moreover, in an era of limited economic resources, more targeted programs to needs of
the recipients may prove cost-effective than conventional strategies adopted so far.

Methods: A best-worst survey, that suggested 9 different scenarios of hypothetical
follow-up programs, obtained from a statistical combination of attributes and levels
relating to visits frequency, tumor evaluation frequency, phone contacts to assess the
onset of clinical symptoms, was conducted in a sample of head and neck cancer
patients in clinical follow-up at the National Cancer Institute (Milan, Italy).
Conditional logit regression with choice as the dependent variable was run to analyse
the data. A covariate-adjusted analysis was performed in order to identify
socio-demographic and clinical factors related to the choice of the items.

Results: A total of 143 patients were enrolled in the study; participants were
predominantly male (74%) and had a mean age of 57.6 years. The strongest positive
preference was expressed for a hospital-based program of physical (and endoscopic)
examinations with frequency decreasing over time. Conversely, the lowest valued item
was not performing any positron emission tomography (PET) scan during follow-up.
Patients with high educational levels were more likely to value attending a primary-care
program and undergoing intensive radiological investigations (MRI/CT scans). Other
patient-specific variables significantly associated with the choice of items were the time
from the end of cancer therapies and the number of treatments received.

Conclusions: Overall, patients were more likely to choose an intensive follow-up
scheme broadly consistent with the program currently administered by the hospital.
There is little evidence of preference heterogeneity that might justify customized
programs; however, timing of radiological investigations modulated according to the
follow-up stage might be considered in this cancer setting.

L07 A randomized phase II study for tertiary prevention of

squamocellular cancer of head and neck (SCCHN) with a dietary

intervention

F. Favales, L. Licitra, C. Villa, P. Pistillo, R. Granata, P. Bossi

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Objectives: There is a strong need for effective preventive approaches to reduce
incidence of recurrences, second tumors and treatment related late sequelae. In
epidemiological studies, diet is reported to play a major role as risk factor for head and
neck squamous cell cancer development. Lifestyle and metabolic factors can have an
impact on cancer recurrence.

Methods:We present an open-label randomized phase II multicenter trial in progress.
An estimated 350 patients deemed to be in complete remission at month 3 after
curative treatment are considered for this trial. Two arms of intervention are foreseen:
the experimental arm (arm A) based on dietary intervention in addition to standard
recommendations and a control arm (arm B) including only standard
recommendations. The intervention strategy is based on the AICR/WCRF
recommendations for cancer and recurrences prevention and it is focused on
decreasing inflammation, glycaemia and insulinaemia while promoting nutrient-rich
diet. The reduction in the incidence of tumor recurrence will be analyzed comparing
EFS curves between the two arms with the non-parametric Kaplan-Meier method.
Secondary analyses will describe the time trend in the prevalence of side effects and
quality of life, as assessed by the EORTC QLQ-H&N35 questionnaire. Translational
analysis (cytokine, salivary and plasmatic miRNA) will be performed. The trial is
coordinated by Istituto Nazionale Tumori, Milan and conducted in 6 European
countries; it was opened in 2016. To date a total of 12 patients has been enrolled, 5
patients in arm A and 7 patients in arm B. The trial was awarded a grant in the Joint
Transnational Call (JTC) 2013 context under the theme of “Translational research on
tertiary prevention in cancer patients”.

Conclusions: New scientific evidence has emerged on the relationship between
nutrition, healthy lifestyle, quality of life, comorbidities, cancer recurrence, second
primary cancers development and overall survival. This trial lays the basis for
demonstrating the activity and feasibility of a dietary intervention in head and neck
cancer survivors across different European countries. The opportunity of developing
and disseminating a diet that is feasible and easily accepted by different countries
according to their own traditions and cultures is the added value of the project.
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L08 Pre-operative chemotherapy in locally advanced but technically

resectable oral cavity squamous cell carcinoma: a

meta-analysis

O. Iocca1, G. Gadaleta-Caldarola2, M. Brandi2, G. Filippelli3, S. Infusino3
1Sapienza - Università di Roma, Roma
2Medical Oncology Unit, “Mons. R. Dimiccoli” Hospital, Viale Ippocrate, 15,
76121, Barletta, BAT
3Medical Oncology Unit “S. Francesco di Paola” Hospital, Via Promintesta, 87027,
Paola, CS

Preoperative chemotherapy, in locally advanced but still technically resectable oral
cavity carcinomas, is a treatment strategy that could aid in improving treatment
outcomes, although the results of the few available studies are still controversial
This meta-analysis was aimed at evaluating the effectiveness and safety of preoperative
chemotherapy prior to surgery in locally advanced oral cavity cancer
The systematic review and meta-analysis were conducted on phase III Randomized
Controlled Trials only. The included studies compared preoperative chemotherapy
(test) which can be followed by surgery with or without postoperative radiotherapy
versus up-front surgery without preoperative chemotherapy (control) followed or not by
postoperative radiotherapy.
Primary Outcomes for comparison were the Overall Survival (OS), Diseases Free
Survival (DFS), Locoregional recurrence Free Survival (LRFS).
Subgroup meta-analysis was also executed with the aim to evaluate the clinically N2
patients and the complete pathologic response patients.
The effect size of the intervention for time-to-event outcomes was calculated by the
pooled hazard ratio (HR), with confidence interval of 95%.
Only two studies corresponded to the inclusion criteria. In accordance to the Cochrane
risk table both studies were considered at low risk of bias.
Results of the meta-analysis for Overall Survival did not show a significant benefit in
the pre-operative chemotherapy group (experimental) versus the control group (pooled
HR 0.86, 95%CI 0.25,2.99, p value 0.81). The same results were evident when DFS
outcome was analyzed (pooled HR 0.87, 95%CI 0.32,2.87, p value 0.78). Also the
loco-regional relapse was not significantly different between the two groups (Risk Ratio
0.98, 95%CI 0.74,1.31, p value 0.71).
A subgroup meta-analysis was then performed for the clinically N2 patients (cN2). In
this case a statistically significant difference in favor of the pre-operative chemotherapy
group was evident both for OS (pooled HR 0.42, 95%CI 0.18,0.98, p value 0.04) than for
DFS (pooled HR 0.55, 95%CI 0.33,0.92, p value 0.02).
Finally, a subgroup meta-analysis was performed for the patients with pathologic
complete response. A statistically significant difference was shown favoring the
pre-operative chemotherapy group (pooled HR 0.25, 95%CI 0.22,0.28, p value
<0.000001).
In conclusion benefit of pre-operative chemotherapy can be shown only in patients
with cN2 disease and in patients with a pathologic complete response.

L09 Health and economic outcomes of two different follow up

strategies in effectively cured advanced head and neck cancer

patients

C. Villa1, M. Meregaglia2, C. Rognogni2, P. Pistillo1, E. Orlandi1, A. Iacovelli1,
R. Granata1, S. Alfieri1, C. Bergamini1, C. Resteghini1, L. Locati1, P. Bossi1,
M. Guzzo1, L. Licitra1, F. Favales1
1IRCCS Istituto Tumori Milano, Milano
2Università Commerciale Luigi Bocconi - Milano, Milano

Background: Until now, few studies have tried to assess time and out-of-pocket (OOP)
costs for head and neck cancer (HNC) patients, especially in the post-treatment phase.
There is a need to find out which is the most cost-effective Follow Up (FUP) program
in this population. This report aimed at providing these estimates for the first patients
enrolled in an ongoing multicenter trial. Moreover, the feasibility of the instrument
developed at this purpose was assessed.

Methods:We performed a first economic evaluation within the context of a
randomized, phase II, multicenter trial with 2 different FUP programs (with an
intensive radiological series of exams versus radiological exams only at the appearance
of signs or symptoms). Clinical FUP visits consist of physical and fiberoptic endoscopic
examinations of head and neck district, laboratory tests, quality of life questionnaires
and evaluation of OOP costs and productivity losses; timing of FUP visits is the same
in both arms. Data were collected through a self-reported questionnaire. Time losses
were valued referring to the human capital approach and official statistics for Italy.
OOP cost categories included transports, meals, hotel stays, extra-visits,
over-the-counter medications and formal care. Indirect costs for informal care were
also estimated. The trial is funded by a grant of Swiss Bridge Foundation.

Results: Thirty-two patients filled in the questionnaire with an overall response rate of
92.3%. Cost results referred to an average period of 3 months. The mean productivity
losses across the whole sample were €94.6 and €80.3 for patients and caregivers,
respectively. Most of the patients went to the visit by car, sustaining an average travel
expense of €46.0. The average spending for meals and overnight stays amounted to
€131.0 and €320.0, respectively. About 60% of patients incurred in costs ranging from

€51 for medicines/dressings to €198 for nutritional supplements. Globally, the average
OOP cost per patient amounted to €361.

Conclusions: The self-reported questionnaire turned out to be a useful instrument to
estimate HNC patients’ costs, although some improvements were advisable.
Preliminary results revealed a wide range of patient-borne expenses including private
visits, transportation, wardrobe renewal and nutritional supplements. Anyway, all costs
seemed manageable for most patients during the post-treatment phase.

L10 An added value to Multidisciplinary Team: does a Tutor help to

manage head and neck cancer patients?

P. Cassini, S. Alfieri, P. Bossi, C. Bergamini, R. Granata, C. Resteghini, D. Galbiati,
N.A. Iacovelli, E. Orlandi, F. Favales, C. Villa, P. Pistillo, L. Locati, L. Licitra

Fondazione IRCCS Istituto Nazionale dei tumori, Milano

Background: The multidisciplinary approach is recognized to improve the
management of head and neck cancer (HNC) patients due to the need of a properly
and timely team-working of all involved health-care professionals. The added value of
a connecting figure, such as a Tutor (not a doctor), who may link all members of
Multidisciplinary Team (MDT) and guide patients during all their care process, has not
been investigated yet.

Methods: On December 2015, a Tutor was established (funded by AIOMGRANT) for
all HNC patients referred for a first consultation or a second opinion. The Tutor’s
activities were: 1. To retrieve all clinical documents before the visits allowing a systematic
clinical evaluation of the urgency and the type of needed visit (MDT or single expertise)
2. To manage all activities still lacking after visits (e.g. to book laboratory, cardiac or
imaging exams; to request radiologic or pathologic review) 3. To check if diagnostic and
pre-therapeutic course is developing as planned 4. To collect data about: a) patients’ and
treatment characteristics b) median interval time (MIT) between the first visit and the
definitive treatment planning c) MIT between the first visit and the treatment start.

Results: From December 2015 to March 2016, 260 patients were seen but only 8.4%
(22 patients) were treated at our Institution and then considered for our analysis. The
majority of them were male (82%), with oropharyngeal cancer (36.6%), diagnosed
elsewhere (86%) and referring to the MDT (68%). The median age was 50 years (range:
24-79) and half of them came from outside Lombardy. The majority (77%) was
referred to treatment with curative intent for locally advanced disease. Almost 32% (7/
22) was included in clinical trials.The MIT to definitive treatment planning was 10.2
days (range: 0-59) with 64% (14/22) of patients already receiving its conclusive
therapeutic program at the first visit.The MIT to treatment start was 32 days (range:
1-104) with 45% (10/22) delaying therapy start due to further imaging (62.5%) or
cardiac (12.5%) exams to be performed. In 25% of cases, waiting results of pathologic
review or viral determinants (e.g. HPV/EBV) delayed the treatment.

Conclusions: In our preliminary experience, the Tutor activity revealed valuable to
HNC patients’ navigation and from the MDT perspective. Comparison with historical
data regarding time to definitive treatment planning and treatment start is foreseen
after one year of Tutor activity

L11 Prognostic impact of weight loss variation and nutritional

parameters in patients affected by locally advanced or

metastatic Head Neck Cancer (HNC)

I. Trestini, L. Carbognin, C. Bonaiuto, L. Tondulli, E. Bria, G. Tortora

Oncology, University of Verona, A.O.U.I. of Verona, Verona

Background: In HNC the cancer itself and the treatment side effects have a significant
impact on nutrition and patients’ weight. The aim of this analysis was to assess the state
of nutrition and to analyze the relationship between the weight loss and outcome of
patients (pts) affected by HNC.

Methods: Nutritional parameters of consecutive pts affected by locally advanced or
advanced HNC, undergone chemotherapy and/or radiotherapy at the AOUI of Verona
between April 2010 and September 2014, were correlated with clinical data,
Performance Status (PS) according to ECOG, treatment toxicity, and outcome in terms
of progression-free and overall survival (PFS/OS). Descriptive statistics was adopted,
association between variables was analyzed with Chi-square, Fisher and ANOVA tests.

Results: Data from 71 pts (57 males [80.3%] and 14 females [19.7%]) were gathered
(median age 65 years, range 37-85). Twenty-five pts (37.5%) experienced a weight loss
<5%, 18 pts (29.6%) 5-10% and 24 pts (35.8%) >10% from the baseline weight. The
weight loss significantly correlated with the ECOG PS (p = 0.02), the overall number of
hospital admissions (p = 0.005), and the episodes of infections (p = 0.035). Moreover,
pts undergone chemotherapy with a weight loss >10% experienced significantly more
mucositis (p = 0.0403) and dysphagia (p = 0.0002). No significant correlation was
found between the weight loss and neutropenia (p = 0.2582). Patients experiencing
weight loss >10% were more likely to have a shorter PFS and OS (p = 0.0481).

Conclusions: Despite the retrospective and explorative nature of the study, these data
suggest to investigate the prognostic role of the weight loss variation for pts with locally
advanced or advanced HNC. With these perspectives, a prospective observational study
including quality of life analysis was designed.
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L12 Radiotherapy and cetuximab for elderly patients affected by

loco-regionally advanced head and neck cancer

D. Ferrari, C. Codecà, B. Bocci, F. Crepaldi, C. Careri, M. Blasi, D. Patanè,
G. Viale, M. Violati, V. Bordin, S. Caldiera, A. Luciani, S. Zonato, P. Foa

Ospedale San Paolo, Milano

Background: The prognosis of loco-regionally advanced squamous cell head and neck
cancer (SCHNC) is worse in elderly patients (pts) than younger pts due to the poor
compliance to challenging treatments such as radiotherapy (RT) in combination with
either chemotherapy or anti-EGFR agents. This latter option (RT and the anti-EGFR
cetuximab, approved for use) in previous studies added little toxicity to RT alone and is
considered a good choice for elderly pts. The aim of this study was to evaluate the
clinical outcomes in a population of pts over 70 years treated with RT and cetuximab
for loco-regionally advanced SCHNC.

Methods: Since 2011, 20 consecutive pts older than 70 years, affected by stage III-IV
SCHNC (oropharynx, hypopharynx and oral cavity) not suitable to chemoradiation,
were treated with imaging modulated RT (IMRT) up to 70 Gy plus weekly Cetuximab
(400 mg/2 loading dose followed by standard doses of 250 mg/2) for a total of 8
infusions, starting one week before IMRT.

Results: In this series, the median age was 77 years (70-85). ECOG PS score was 0-2.
All pts had at least one co-morbidity and 50% at least 3 associated relevant
comorbidities. Fifteen pts (75%) completed the concomitant treatment but only in 4
cases there was no delay in IMRT course. Nine pts (45%) achieved a complete response,
4 patients (20%) a partial response and 2 pts had stable disease for a 75% rate of disease
control. Five pts needed to be hospitalized for the occurrence of severe toxicity or rapid
progression leading to death in 2 cases. Three-year progression-free survival and
overall survival were 55% and 65%, respectively. Grade 3/4 adverse events occurred in
14 pts (70%)%, and were mainly oropharyngeal mucositis (12 pts) and skin rash (8
pts). Hypokaliemia and/or hypomagnesemia were observed in twelve pts (60%), but
responded to oral or infusional treatment and had no clinical consequences. No
allergic reactions to cetuximab infusion were registered.

Conclusions: Cetuximab plus definitive radiotherapy can be an effective therapy for
elderly pts with loco-regionally advanced SCHNC. About half of treated pts can be
cured, but complications are so frequent that many of them need to interrupt treatment
or go unto progression in a brief period of time. RT and cetuximab can provide good
local control and, even if toxicity is still a relevant issue, may offer a chance of cure in a
substantial portion of patients otherwise candidate only to palliative care.

L13 Methotrexate chemotherapy in elderly patients with locally

advanced head and neck cancer: preliminary results

G. Rinaldi1, D. Galanti2, A. Stagno2, E. Bronte2, A. Marchese2, G. Badalamenti2,
M. Semprevivo2, L. Terruso2, V. Vanella2, I. Alessi2, F. Fulfaro2, A. Malfitano2,
A. Cordova3, V. Albanese2, C. Volpe2, L. Incorvaia2, A. Russo2
1Policlinico Universitario Paolo Giaccone Palermo Unità Operativa di Oncologia
Medica, Palermo
2Policlinico Paolo Giaccone Unità Operativa Oncologia Medica, Palermo
3Policlinico Paolo Giaccone Unità Operativa Chirurgia Plastica, Palermo

Background: Elderly patients (pts) with locally advanced head and neck carcinoma are
often undertreated receiving only supportive care. However not frail patients may be
candidate for palliative chemotherapy. For comorbidities and aging these pts cannot be
treated with conventional cisplatin based chemotherapy for the occurence of important
toxicity and deterioration of quality of life. Methotrexate has demonstrated activity in
pts with metastatic head and neck cancers. The aim of this study was to evaluate the
efficacy/toxicity ratio of weekly methotrexate in chemotherapy naive elderly patients
with locally advanced inoperable head and neck tumors.

Patients and methods: From january 2015 to february 2016, 14 consecutive patients
with locally advanced head and neck cancer and age >75 ys received weekly ev
methotrexate (dose range 25 mg/m2 to 30 mg/m2) until progression of disease or
unacceptable toxicity. All pts had a PS 0-2 (ECOG), the median age was 80 ys (range
78-84 ys). No patient received previous radiotherapy or chemotherapy.Oropharyngeal
was the predominant site. Patients were seen periodically to assess functional decline
defined as occurence of dependence or worsening of previous dependence according
activity of daily living (ADL) or instrumental ADL (IADL). Toxicity was recorded
according to CTC-NCI 3.0 and response rate according to RECIST criteria. Before
chemotherapy all patients were idratated with 1000 ml of saline solution.

Results: 12 patients were evaluable for toxicity and response. Overall response rate was
58% (3 CR and 4 PR), with 25% (3 pts) of stable disease. Disease control was 83% (10
pts) and one patient is still on RC after 10 months of chemotherapy. Treatment was
well tolerated with only one (8%) G3 neutropenia and two (16%) G2
hypertransaminasemia. There was no toxic death. Two patients experienced pain
reduction and there was no worsening in ADL and IADL parameters. Median duration
of chemotherapy was 6 months (range 3-10 months+) and no dose reduction occurred.
Median PFS and OS were not reached.

Conclusions: Preliminary results of this study seem to demonstrate a good activity and
low toxicity of weekly methotrexate in elderly patients with locally advanced head and

neck carcinoma. The accrual is still ongoing. Further data on a higher number of
patients are warranted to confirm these promising results and to verify the impact of
this schedule on PFS and OS.

L14 Complete remission of bone metastases in androgen receptor -

positive (ar+) salivary duct carcinoma (sdc) of the parotid

treated with radium 223

M. Airoldi1, F. Pedani2, E. Bellini2, V. Contu2, M. Tucci3, T. Angusti4, M. Garzaro5,
L. Raimondo5, G. Pecorari5
1Medical Oncology dep. - Citta’ della Salute E Della Scienza Hospital, Torino
2Medical Oncology Dep - Citta’ della Salute E Della Scienza, Torino
3Medical Oncology - S. Luigi Hospital, Orbassano (TO)
4Nuclear Medicine - S. Luigi Hospital, Orbassano (TO)
5Ent Division, Surgical Sciences Dept. - University of Turin, Torino

Background: SDC is a rare and highly aggressive disease. AR+ metastatic SDC can be
successfully treated with a complete anti-androgen blockade (CAB) approach . In case
of progression a second line with abiraterone or enzalutamide can be proposed. Herein
we a case of a third line therapy with radium 223 after very bulky bone metastases
occurrence.

Patients and methods: A 66 -year-old man was treated with radical parotidectomy
plus post-operative radiotherapy (66 Gy) for a SDC. After 2 yrs he presented parotid
site swelling and cervical lymphadenopathy.A biopsy showed a 85%
immunohistochemestry AR+ recurrent SDC. The patient was treated with CAB:
monthly triptorelin (LHRH analogue) and bicalutamide 150 mg/day. The patient
obtained a partial response of 18 months duration. After progression we started a
treatment with Abiraterone Acetate (1000 mg/d) plus prednisone (10 mg/d) achieving
a minimal response lasting 10 months.Then the patient had a very severe full vertebral
and bilateral femoral pain with a total impairment of walking and standing up. A RMN
showed dorsal-lumbar column and bilateral femoral diffuse osteolytic lesions. The
patient had a superscan on bone scintigraphy. The patient received six injections of
radium 223 (50 Kbq/Kg intravenously) given every 4 weeks. No G3-4 toxicity was
observed. At the end of treatment the patient had a full recovery of his functional
impairments. After three months scintigraphy showed a complete remission. After 6
months the patient is asymptomatic and out of any treatment.

Conclusions: AR+ recurrent SDC can be successfully treated with CAB as first line
therapy; abiraterone acetate can obtain a palliative role. This is the first report of a
Radium 223-induced complete remission of severe bone metastases due to SCD. This
observation need more clinical data.

L15 The lived experience of nutritional impact symptoms during

treatment for head and neck cancer patients: a systematic

review and meta-synthesis

B. Valentina1, S. Stevanin2, A. Bagnasco1, L. Sasso1, F. Timmins3
1Università degli studi di Genova, Genova
2Azienda Ospedaliera di Padova, Padova
3Trinity College Dublin, Dublino

Background: Although head and neck cancer (HNC) therapies and surgical treatments
are primarily aimed at guaranteeing patient survival as much as possible, as well as
local disease control and quality of life, they can also cause serious side effects on
patients’ nutritional status and compromise their oral functions and intake. In the
literature, significant challenges experienced by patients during their treatments are
described, and how nutritional symptoms like dysphagia, xerostomia, mucosal
sensitivity, and dysgeusia impact on the patients’ physical and emotional dimensions.
However there is limited research about the lived experience and the changed meaning
of food, eating, and the eating experience during treatment in patients with HNC. This
review includes – in an integrative fashion – findings from a qualitative research
synthesis about the nutritional experience of HNC patients to develop a better
understanding of the impact of nutritional symptom experiences during cancer
treatments.

Material and methods: Systematic review and meta-synthesis techniques were used to
identify and appraise the relevant literature. Thematic synthesis was used to synthesize
data, and inductive line-by-line coding led to the derivation of descriptive themes.

Results: A systematic search yielded 121 papers, of which 12 met the inclusion criteria.
A thematic account of shared nutritional symptom experiences reported across studies is
highlighted and presented. Four main themes are discussed: the impact of symptoms,
changing social networks and support, nutritional concerns, and physical changes.

Conclusions: Nutritional impact symptoms can negatively affect patients’ quality of life
throughout the period of treatment, with the need to prepare them for experiencing
long-term symptoms. Patients’ nutritional symptom experiences do not occur in isolation,
therefore acknowledging patients eating difficulties and challenges can guarantee
appropriate management and support to best manage symptoms in a timely manner.
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M01 The incidence and relative risk of pulmonary toxicity (PT) in

patients treated with anti-PD-1/PD-L1 targeted therapies for

solid tumors

C. Ciccarese1, R. Iacovelli1, A. Modena1, D. Bimbatti1, E. Fantinel1, M. Brunelli2,
E. Bria1, G. Tortora1
1Medical Oncology, Azienda Ospedaliera Universitaria Integrata, University of
Verona, Verona
2Department of Pathology and Diagnostic, Azienda Ospedaliera Universitaria
Integrata, University of Verona, Verona

Background: Immune-checkpoint inhibitors directed against PD-1/PD-L1 have
recently revolutionized the therapeutic landscape of several cancer types, with
remarkable long-lasting responses, significant overall survival prolongation, and a
peculiar immune-mediated toxicity profile. We aim to assess the incidence and relative
risk (RR) of pulmonary toxicity (PT) in patients treated with anti-PD1/PD-L1
monoclonal antibodies (mAbs) for solid tumors.

Methods: Prospective studies were identified by searching the MEDLINE/PubMed,
Cochrane Library and ASCO Meeting abstracts. Data extraction was conduced
according to the Preferred Reporting Items for Systematic review and Meta-Analysis
(PRISMA) statement. Combined relative risks (RRs) and 95% confidence intervals
(CIs) were calculated using fixed- or random-effects methods based on the
heterogeneity of included studies.

Results: A total of 5353 patients from 9 randomized controlled trials were selected. The
incidence of anti-PD-1-related PT of any- and high-grade was low (2.8% and 0.9%,
respectively). Treatment with anti-PD-1 mAbs was not associated with a significant
increased risk of any grade PT (RR = 2.37; 95% CI, 0.79–7.09; p = 0.12) and high-grade
PT (RR = 1.23; 95% CI, 0.66–2.30; p = 0.50) compared to controls. The RR of developing
any grade PT (but not high-grade) doubled when excluding the Checkmate-025 trial
with everolimus as control therapy (RR = 2.89; 95% CI, 1.69–4.95; p <0.0001). No
significant differences were found between Nivolumab and Pembrolizumab for both the
all-grade (p = 0.83) and high-grade (p = 0.13) PT. Similarly, no significantly differences
were found between melanoma and NSCLC cancer type for developing PT of any-grade
(RR 2.89, p= 0.42) and high-grade (p= 0.40). Finally, no correlation was identified
between treatment duration and incidence of both any-grade (Pearson correlation
-0.637, p= 0.09) and high-grade (Pearson correlation -0.585, p = 0.128) PT.

Conclusions: Compared to standard therapies, anti-PD-1 mAbs do not significantly
increase the RR of both any-grade and high-grade PT. PT is a rare adverse event,
generally of low severity, which may occur independently from type of cancer, type of
therapy, and treatment duration.

M02 CARAMEL study: ClinicAl prognostic biomarkers for

Ipilimumab-Related outcome in metastatic MELanoma patients

L. ORGIANO1, F. Bruder2, C. Madeddu1, R. Marconcini3, E. Gambale4, E. Galizia5,
S. Stucci6, F. Spagnolo7, L. Di Guardo8, C. Loi2, F. Pani1, D. Massa2, E. Massa1,
G. Astara1, M. Del Vecchio8, F. Silvestris6, M. De Tursi4, A. Falcone3, P. Queirolo7,
M. Scartozzi1
1AOU Cagliari, Cagliari
2Ospedale Businco, Cagliari
3Ospedale Santa Chiara, Pisa
4AOU Chieti, Chieti
5Ospedale di Fabriano, Fabriano
6AOU Bari, Bari
7IRCCS-AOU San Martino, Genova
8INT Milano, Milano

Background: Ipilimumab is an inhibitor of CTLA4 receptor of T lymphocytes
approved by the FDA both as first and second line treatment for patients with
metastatic melanoma. Despite the efficacy observed in about 20% of patients, it still
remains a therapy with a considerable outlay, both from an economic and safety point
of view: the aim of our study was to explore prognostic biomarkers among
hematological parameters normally used in clinical practice.

Methods: This is a retrospective multicenter study which enrolled 120 patients with
hystologically confirmed metastatic melanoma treated with Ipilimumab between
January 2013 and January 2016 (mean age 62.2 ± 14.58). Full blood count with
absolute WBC (aWBC), neutrophil count, eosinophil count, neutrophil/lymphocyte

ratio (NLR), platelets/lymphocyte ratio (PLR), neutrophil/eosinophil ratio (NER) and
LDH serum levels were assessed at baseline and every 3 weeks during treatment. We
evaluated the mutational BRAF status and the number of metastatic sites involved
before treatment (more or less than 3 sites). The cut-off values for our parameters were
determined with time-dependent receiver operating characteristic (ROC) analysis. To
identify prognostic and predictive biomarkers the above parameters have been
correlated with Progression Free Survival (PFS) and Overall Survival (OS).

Results: After a median follow up of 21 months, median PFS was 4 months and
median OS was 17 months. Patients with low serum LDH levels at baseline had
significantly longer PFS (p = 0.018) and OS (p < 0.05). Higher NLR (p = 0.043) and
PLR values (p < 0.05) were related to worse PFS. Interestingly, we found that women
had shorter OS (p = 0.002) and PFS (p = 0.003) compared to men. The presence of >3
sites of metastases seems to be correlated to a worse OS (p < 0.04) and PFS (p < 0.03).

Conclusions: Although these findings need to be confirmed and validated and the
multivariate analysis is still in progress, we suggest that the parameters explored in our
study, which are normally assessed in clinical practice, may be useful to assist
disease-management strategies for advanced melanoma patients.

M03 Phosphoinositide-3-kinase single-nucleotide polymorphisms

frequencies betweenmalignant melanoma patients and

healthy volunteers shared by sex

F. Morgese, S. Pagliaretta, S. Rinaldi, M. Torniai, A. Savini, A. Onofri, D. Soldato,
A. Fabbri, R. Berardi

Clinica di Oncologia Medica, Università Politecnica delle Marche, Azienda
Ospedaliero-Universitaria Ospedali Riuniti Umberto I –GM Lancisi –G Salesi, Ancona

Background: Nowadays, the molecular mechanisms, involved in malignant melanoma
development and progression, still remain poorly understood. Female (F) melanoma
patients (pts) typically showed longer survival than males (M). Therefore, we analyzed
the presence of phosphoinositide-3-kinase (PI3K) single-nucleotide polymorphisms
(SNPs) in melanoma patients comparing frequencies, with those found in a control
group of healthy volunteers shared by sex.

Materials and methods: Genomic DNA of 231 subjects was extracted from blood and
Formaldehyde Fixed-Paraffin Embedded samples. We included 51 pts (M/F= 30/21)
with primary melanoma stage I-II at diagnosis with no evidence of disease (NED);
metastatic melanoma patients were 42 (M/F= 28/14). The control group, consisting of
healthy volunteers, counted 137 subjects (M/F= 69/68). We selected polymorphisms of
regulatory and catalytic subunit of PI3K encoded byPI3KR1and PI3KCA genes,
respectively. We examined the following SNPs: rs2699887 C > T of PI3KCA and
rs3730089 G > A of PI3KR1. Gene polymorphisms were determined by Real-Time
PCR using TaqMan assays.

Results: The allele frequency of PI3KCA rs2699887 C was significantly lower in
melanoma male pts (metastatic melanoma pts= 69.64%; melanoma pts in NED=
86.21%) respect to healthy population (89.29%). In the female group, the allele
frequency of PI3KCA rs2699887 C does not reach a statistical significance.
Furthermore, the allele frequency of PI3KR1 rs3730090 G was significantly higher in
melanoma male pts (metastatic melanoma pts= 89.29%; melanoma pts in NED=
96.67%) respect to healthy population studied (75.00%). In females, instead, the allele
frequency of PI3KR1 rs3730090 G was significantly lower in melanoma pts in NED
(73.81%) respect to healthy volunteers analyzed (92.86%).

Conclusions: The dysregulation of the PI3K/PTEN/AKT/mTOR pathway has been
observed in a variety of human cancers, representing a driver for tumorigenesis or a
mechanism of antineoplastic treatment resistance. Our exploratory analysis seems to find
that: a low frequency of PI3KCA rs2699887 C allele, in melanoma male pts, can establish
a progression of disease; an high frequency of PI3KR1 rs3730090 G allele, in male
subjects, can predispose to development of disease; unlike female subjects, in which, is a
low frequency of PI3KR1 rs3730090 G allele to induce the development of disease.

M04 Follow-up schedule based on evidence of melanoma

recurrences in 200 patients, a monoinstitutional experience

D. Mangiola1, S. Brugnara1, A. Ferro1, M. Sicher2, M. Bertolin3, R. Triolo3,
A. Veccia3, M. Dipasquale3, O. Caffo3, E. Galligioni3
1Oncologia Medica Ospedale Santa Chiara, Trento
2Dermatologia Ospedale Santa Chiara, Trento
3Oncologia Ospedale Santa Chiara, Trento

Background: Optimal follow up modalities for patients with melanoma after primary
surgery is not unanimously defined by major scientific societies (AIOM, ASCO,
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NCCN). We have evaluated when and how recurrence was detected among 200 pts
with melanoma followed in our institution.

Material and methods:We have retrospectively reviewed the clinical records of 200
consecutive pts, diagnosed with melanoma stage IA to III C in 2009-2010 and followed
for 5 years with physical examination and ultrasound of the loco-regional lymph nodes
every 4 months. Chest Rx and abdomen ultrasound were done every year for pts with
stage IB to IIC and CT scan was done yearly for stage III. The follow-up was updated
on March 2016.

Results: Pts were 87 males (43.5 %) and 113 females (56.5 %), with a median age of 56
years (15- 95) staged IA (16, 8%), IB (112, 56%), IIA (18, 9%), IIB (13, 6.5%), IIC (8,
4%), III A (9, 4.5%), IIIB (6, 3%), IIIC (4, 2%) and not defined (7, 3.5 %). The latter
were excluded. Among the remaining 193 pts, we observed 32 recurrences (16%) and 3
second primary melanoma, all stage IB. The recurrence rate was 0% in stage IA, 7.1 %
in stage IB, 33.3% in stage IIA, 46% in stage IIB, 37.5 % in stage IIC, 55.5 % in stage
IIIA, 0% in stage IIIB and 100% in stage IIIC. Recurrences were loco-regional only in
21 pts (63.7 %), distant only in 7 (21.2 %) and loco-regional and distant in 5(15.1 %).
Metastatic sites were lung (9 pts), brain (6), bone (3), liver(2), adrenal gland (1) and
paraortic lymph node (1). Overall, median time to recurrence was 25 mos: 33 in stage
IB pts, 28 in IIA, 23 in IIB, 17 in IIC, 27 in IIIA, 9 in III B pts. In 12 cases (37%) the
recurrence was first detected by the patient, in 9 (28 %) by clinical examination and in
11 (35 %) by imaging (2 chest x-ray, 7 node ultrasound, 2 scar ultrasound).

Conclusion: In spite of our intensive follow up, the recurrence was detected between
visits by one third of the pts and at clinical examination in an additional 28%. This may
rise also the problem of instrumental follow up, as the detection of recurrence was
instrumental in 11 pts only, and none with CT scan, while all pts received all these test
for at least 5 years. No correlation is possible yet with time and site of recurrence and
with stage of disease and pts prognosis. We are looking to a larger number and a longer
follow up in our pts series.

M05 Retreatment with Vismodegib is active in progressive advanced

Basal Cell Carcinoma: first report from a single-Institution

experience

S. Alfieri, P. Bossi, R. Granata, C. Bergamini, C. Resteghini, D. Galbiati, L. Locati,
L. Licitra

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Background: Vismodegib is a first-in-class Hedgehog pathway inhibitor regularly
approved, since April 2015 by National Drug Regulatory Agency (AIFA), for the
treatment of recurrent or metastatic advanced basal cell carcinoma (BCC) not suitable
of surgery or radiation. At the ASCOmeeting 2014, Sekulic et al (J Clin Oncol 32:5s,
abstr 9081) reported that a retreatment with Vismodegib in patients previously
discontinuing the drug for reasons other than progressive disease (e.g. toxicities,
patients’ or physicians’ decision) is feasible and quite active.The activity of a
retreatment with Vismodegib in advanced BCC patients discontinuing the drug due to
progressive disease (PD) has not been reported yet.

Methods:We retrospectively evaluated all advanced BCC patients retreated at out
Institution with Vismodegib, 150 mg once a day, after having achievied PD on the first
Vismodegib course. All patients had already received Vismodegib from December
2011 to April 2014, as part of a phase II study (STEVIE trial). The best disease
responses were measured according to RECIST 1.1 by performing a 3-monthly
radiologic (with CT or MRI, based on disease sites) and monthly clinical evaluation
(with photographs of target lesions).

Results: From May 2015, 5 advanced BCC patients started Vismodegib retreatment.
Baseline characteristics were: 4 male, 1 female; median age of 77 years (range: 55-82); 4
patients with locally advanced disease, 1 with distant metastasis.During the first
treatment course with Vismodegib, all 5 patients showed a clinical response to drug
achieving 3 complete and 2 partial responses (PR) for a median treatment duration of
13 months (range: 11-22).During the second treatment course with Vismodegib,
restarted due to further disease progression to all other treatments performed in the
meantime, 80% (4/5) patients achieved disease control (1 stable disease, 2 PR, 1 patient
treated for 2 months showed an early tumor response with pain reduction). The
median interval time elapsed between the first and the second course of Vismodegib
was of 22 months (range: 19-30).On May 2016, only 1 patient with metastatic disease
had rapid progression, stopped Vismodegib and died. All other patients are still alive
and currently on therapy. To date, the median retreatment duration is of 3 months
(range: 2-8+).

Conclusions: A re-challenge of Vismodegib is feasible and active in advanced BCC
patients previously discontinuing the drug due to disease progression

M06 Screening of malignant melanoma (MM) by miRNA: preliminary

data on incidence after initial clinical evaluation

M. Occelli1, C. Cauhi1, G. Sciancalepore2, C. Lo Nigro1, M. Rovera3, C. Varamo1,
D. Vivenza1, Z. Seia4, S. Palazzini4, F. Errico4, D. Basso4, L. Quaranta4, G. Forte2,
F. Lavagna5, S. Violante6, P. Bosio7, L. Lattanzio1, M.C. Merlano1
1Oncologia Medica- Ao Santa Croce E Carle, Cuneo
2Anatomia Patologica - Ao Santa Croce E Carle, Cuneo
3CAS- Ao Santa Croce E Carle, Cuneo
4Lilt Cuneo, Cuneo
5SS Day Surgery- Ao Santa Croce E Carle, Cuneo
6Oncologia Medica -Ao Santa Croce E Carle, Cuneo
7Chirurgia Generale- Ao Santa Croce E Carle, Cuneo

Background: The incidence of MM progressively increases and today 16 cases/100,000
cases per year are expected in Italy. However, there are major differences between
geographical areas. In northern Italy the risk is double of that in the southern regions.
The screening campaigns led to the identification of many early forms of MM,
resulting in increased incidence of the disease, but have not changed mortality. This is
possibly related to the identification of melanomas that would have remained silent. It
should be remembered that the visit and the dermoscopy are operator-dependent
methods and that requires long experience for their optimal use. Even in the most
experienced hands, the sensitivity of these methods does not exceed 85% and 90%,
respectively. It would be need to identify new effective screening methods, able to
eliminate the existing limits. MM is the skin cancer with the worst prognosis, especially
when discovered at advanced stages. Moreover, it would be clinically relevant to
identify in advance the melanoma lesions at risk of recurrence.

Subjects and methods: In 2014 we have activated an ongoing experimental study to
investigate the possible role of miRNA in MM screening tool. All the subjects clinically
screened (including dermatoscopy) by the “Lega Italiana per la Lotta contro i Tumori”
(LILT) are invited to join the study. They undergo a blood sample collection and a
panel of 15 miRNA is analyzed. The primary objective is to compare the level of
miRNA in patients with MM and non-neoplastic skin pigmented lesions, to evaluate
their diagnostic value. The study foresees to enroll 700 subjects, to find at least 100
MM.

Results: From September 2014 to April 15, 2016, we accrued 461 subjects, who had a
suspicious skin lesion. 5 people have not performed excision (patient’s refusal or
dermatological second opinion); 75 (16 %) had a histological diagnosis of MM.
Specifically we found 31 in situ MM, 43 infiltrating, including 13 pT1a, 16 pT1b, 4
pT2a, 3 pT2b, 1 pT3a, 5 pT3b, 1 pT4b. In one patient with diagnosis of MM
pathological staging is under progress.

Conclusions: The study is ongoing and biomolecular data are not yet available.
However, it gives in a prospectic way, preliminary information about the incidence of
MM in a population clinically screened and carrying suspected skin lesions.This
project is supported by CRC Foundation and LILT.

M07 BRAF, NRAS and C-KIT mutations segregate distinct clinical

and histopathological profiles in patients with melanoma

S. Greco1, R. Depenni1, G. Ponti2, D. Cerioli1, E. Iattoni1, F. Gelsomino1, G. Luppi1,
M. Dominici1, G. Pellacani2, S. Cascinu1
1Department of Oncology, University of Modena and Reggio Emilia, Modena
2Department of Surgical, Medical, Dental and Morphological Sciences with
Interest in Transplant, Oncology and Regenerative Medicine, University of Modena
and Reggio Emilia, Modena

Background.: In the last decade, the increasing knowledge about the roles of BRAF,
NRAS and c-KIT genes in the melanoma pathogenesis highlighted the heterogeneity of
this disease, providing the basis for a “molecular classification”. With the aim to
identify a correlation between clinical and histopathological prognostic features and the
presence of BRAF, NRAS and C-KITmutations, we carried on a retrospective
evaluation of patients referring to our Cancer Center at University Hospital of Modena
between 2011 and 2015.

Materials and methods.: Clinical and pathologic data were collected from 63
melanoma patients mutated in either BRAF, NRAS or c-KIT. Analyses were performed
to identify significant associations of mutations with tumor and patient characteristics
and with survival.

Results:

Conclusions: Patients with BRAF-mutant melanoma were more likely to be younger
and diagnosed at stage III and IV. On the other hand, patients with NRAS-mutant
melanoma had higher Breslow thickness, higher mitotic rate in primary tumor and
were more likely to be diagnosed at stage III. Finally, the presence of cKIT mutation
seems to be a negative prognostic feature.
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M08 Monoinstitutional experience of vemurafenib and cobimetinib

for BRAF mutated metastatic melanoma

L. Di Guardo1, S. Cavalieri1, C. Cimminiello1, A. Bono2, E. Tolomio2,
A. Colombetti3, I. Vetrano1, C. Stefanetti1, F. de Braud4, M. Del Vecchio1
1Oncologia Medica 1, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2SSD Day surgery e chirurgia ambulatoriale, Fondazione IRCCS Istituto Nazionale
dei Tumori, Milano
3Laser Terapia, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
4Oncologia Medica 1 - Università degli Studi di Milano, Fondazione IRCCS Istituto
Nazionale dei Tumori, Milano

Background: Combination targeted therapy with BRAF inhibitor vemurafenib and
MEK inhibitor cobimetinib is safer and more effective than single agent treatments.

Methods:We retrospectively analyzed patients (pts) with BRAF V600 mutated
metastatic melanoma treated at our Center (Fondazione Istituto Nazionale dei Tumori,
Milan) from May 2015 to April 2016. Pts were given p.o. at a daily dosage of 1920 mg
for vemurafenib continuously and 60 mg for cobimetinib for 21 days a month. Cut-off
date was April 30, 2016.

Results: 14 pts (10 men and 4 women) with a median age of 52.5 years (range 23-77)
were treated. ECOG performance status (PS) was 0 in 12 pts, PS 1 in 2 cases. No pts
received previous lines of treatment. Baseline disease stage was M1b in 3 pts and M1c
in 11 pts. BRAF mutation was V600E in 11 pts and V600K in 3 cases. Median
follow-up was 23 weeks (range 6-29). Three pts had a complete response (CR), 8 a
partial response (PR), 1 a stable disease (SD) and 2 a disease progression (PD);
objective responses (CR + PR) were observed in 11 cases (78.5%). The median time to
progression was 16.5 weeks (range 7-24); 3 pts bearing PD died due to disease
evolution. Median overall and progression free survivals were not reached. Adverse
events (AEs) were seen in 8 pts (57%), grade 3 AEs in one case; no grade 4 and 5 AEs
were observed. The most frequent AE was G1-G2 skin rash (either maculo-papular or
acneiform)(4 pts); the other AEs were: one G1 AST/ALT increase, one G2 total
bilirubin increase and one G1 diarrhea. One subject experienced G1 hematuria, G3
gamma-glutamil transpeptidase increase and a G2 retinal detachment; all these
symptoms improved after dose reduction (DR) and completely resolved after
cobimetinib discontinuation. Another subject experienced G2 photosensitivity and
arthralgias, which resolved after DR. No discontinuations of combined therapy due to
AEs were observed. All the 11 alive pts are still under treatment (one with only
vemurafenib 1440 mg/day without cobimetinib) and none has received treatment
beyond progression up to now.

Conclusions: Our data are in line with the scientific literature. A longer follow-up and
a larger number of pts are necessary to validate the safety and the effectiveness of
vemurafenib and cobimetinib combination in the real life.

M09 Quantification of circulating cell-free DNA by fluorimetry

(Qubit) and spectrophotometry (NanoDrop) in patients with

malignant melanoma and prostate cancer

G. Ponti1, M. Maccaferri1, R. Depenni2, M. Mandrioli3, G. Pellacani1,
M. Manfredini1, T. Ozben4, C. Ruini5, E. Iattoni2, D. Cerioli2, S. Cascinu2,
A. Tomasi6
1Department of Surgical, Medical, Dental and Morphological Sciences with
Interest in Transplant, Oncology and Regenerative Medicine, University of Modena
and Reggio Emilia, Modena
2Department of Oncology, University of Modena and Reggio Emilia, Modena
3Department of Life Sciences, University of Modena and Reggio Emilia, Modena
4Biochemistry Dept. Akdeniz University, Antalya, Turkey, Antalya Turkey
5Department of Dermatology, Staedtisches Klinikum Muenchen, Munich,
Germany; Department of Dermatology and Allergology, Ludwig Maximilian
University, Munich, Germany, Munich, Germany
6Department of Diagnostic and clinical medicine and public health, University of
Modena and Reggio Emilia, Modena

Background: Circulating cell-free tumor DNA (cfDNA) is of crucial interest in
oncology. Several studies highlighted the role of cfDNA levels in the prognostic
assessment of different malignancies. The quantification of pure cfDNA is a
prerequisite for a reliable genotyping focused on cancer-specific DNA mutations. In
the present study, the quality and quantity of the cfDNAwere assessed by three
different quantification procedures, Qubit with single (ss) and double strand (ds) DNA
assay kit and NanoDrop. The aim of the study was to identify the accuracy and the
potential applications of these techniques in preliminary cfDNA quantification.

Materials and methods:We examined blood samples of 13 patients affected by
melanoma, 10 patients affected by prostate cancer and 5 healthy controls. Blood
samples were collected at the diagnosis of advanced malignant melanoma or prostate
cancer or at the time of enrollment for the healthy controls. Samples were processed
within an hour from plasma collection; cfDNAwas extracted from plasma through
Qiagen kit and Promega automatic extractor. Qubit 2.0, with ss- and dsDNA assay kit,
and NanoDrop 1000 were used to measure the total amount of cfDNA.

Results: The quantification by Nanodrop (mean value 13.57 ng/µl), Qubit ssDNA
(mean value 32.80 ng/µl) and dsDNA (mean value 5.42 ng/µl) assay kits revealed
differences among the three procedures, highlighting that fluorimetric quantification
with ssDNA probe offers a more sensitive and accurate method than spectrophometric
measurements. In particular, Qubit ssDNA probe revealed higher sensitivity in the
quantification of small amounts of pure single and dsDNA. Our data demonstrated a
clear correlation between cfDNA concentrations and tumor stage.

Conclusions: The spectrophotometric NanoDrop approach showed better quality and
purity assessment of extracted cfDNA and could be used for the cfDNA preliminary
qualification of plasma samples. The sequential combination of both methods should be
adopted for a cost-effective preliminary assessment of total cfDNA in melanoma and
prostate cancer patients. In addition, cfDNA constitutes a potential prognostic and
therapeutic marker for different solid tumors and can be used in the diagnostic and
therapeutic management of cancer patients for which nowadays there are no valid
laboratory markers.

Table: M07

BRAF NRAS C-KIT

N° 44 (69,8%) 12 (19%) 7 (11,1%)
Sex 25 M

19 F
9 M
3 F

2 M
5 F

Median age at diagnosis 56 69 66
Localization (%) Unknown primary 8/44

Head and neck 11/36 (30,6%)
Trunk 10/36 (27,8%)
Upper limb 5/36 (13,9%)
Lower limb 10/36 [27,8%, 2 acral (5,6%)]

Trunk 9/12 (75%)
Lower limb 2/12 (16,7%)
Mucosal 1/12 (8,3%)

Unknown primary 1/7
Mucosal 3/6 (50%)
acral 2/6 (33,3%)
Head and neck 1/6 (16,7%)

T (%) NE 2/44
Unknown primary 8/44
T1 5/34 (14,7%)
T2 12/34 (35,3%)
T3 7/34 (20,6%)
T4 10/34 (29,4%)

NE 2/12
Tis 1/10 (10%)
T2 1/10 (10%)
T3 4/10 (40%)
T4 4/10 (40%)

Unknown primary 1/7
T1 2/6 (33,3%)
T3 3/6 (50%)
T4 1/6 (16,7%)

Mitotic rate (%) NE/NS 11/44
> 1/mm2 22/33 (66,7%)
≤ 1/mm2 11/33 (33,3%)

NE/NS 3/12
> 1/mm2 9/9 (100%)

NE/NS 3/7
> 1/mm2 2/4 (50%)
≤ 1/mm2 2/4 (50%)

TIL (%) NE/NS 17/44
Present 18/27 (66,7%)
Absent 9/27 (33,3%)

NE/NS 3/12
Present 5/9 (55,6%)
Absent 4/9 (44,4%)

NE/NS 3/7
Present 3/4 (75%)
Absent 1/4 (25%)

AJCC stage at diagnosis NE 1/44
I 8/43 (18,6%)
II 5/43 (11,6%)
III 22/43 (51,2%)
IV 8/43 (18,6%)

NE 2/12
II 3/10 (30%)
III 7/10 (70%)

I 2/7 (28,6%)
II 1/7 (14,3%)
III 3/7 (42,9%)
IV 1/7 (14,3%)

Median time to metastasis (n) 1,9 years 1,2 years 1,7 years
Median OS 3,5 years 3 years 1,6 years

NE: Not Evaluable; NS: Not Specified; TIL: Tumour infiltrating lymphocytes.
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psychological & psychosocial aspects

N01 The psychological consequences after adjuvant aromatase

inhibitor therapy in breast cancer women

E. Bianchi, M. Bosisio, G. Capri, P. Mariani, R. Miceli, C. Borreani

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Aromatase inhibitors (AIs) are standard hormone therapy for the adjuvant treatment
of postmenopausal endocrine-sensitive early breast cancer. AIs therapy has been
shown to be associated with increased survival, decreased risk of recurrence, and lower
risk of contralateral breast cancer compared to tamoxifen but cross-trial and direct
comparisons have demonstrated that AIs are also associated with several toxicities
(musculoskeletal/menopausal symptoms). While physical side-effects have been
studied, the presences of pain, insomnia, fatigue, cognitive dysfunction, and mood
disorders were not well documented and it is not clear the potential effect of AIs on
psychological aspects. This study aimed at evaluate the QOL and the presence of a
pattern of psychological symptoms in breast cancer patients undergoing AIs therapy.
A longitudinal study was conducted with a group of postmenopausal breast cancer
women. Data were collected with a questionnaire at three time points: T0 when the AIs
therapy was started, T1 after 3 month and T2 after six months. FACT-G, FACT-B and
FACT-ES were used to assess the QOL; psychological symptoms were assessed using
the SCL-90. Women characteristics were collected at T0 and clinical aspect were
measured at each time point. 43 women were enrolled in the study, 37 completed T1
evaluation and 29 T2. A general decrease in FACT-G, FACT-ES and FACT-B scores
resulted from T0 to T1/T2 evaluations; the most relevant and statistically significant
decreases were: FACT-G (T1-T0 = -3.1, p = 0.0456; T2-T0 = -4.8, p = 0.0296); Physical
well-being subscale (T2-T0 = -1.7, p = 0.0128), Emotional well-being subscale
(T2-T0 = -1.5, p = 0.0059), FACT-ES (T1-T0 = -2.4, p = 0.0058; T2-T0 = -3.3,
p = 0.0009), FACT-B (T2-T1 = -1.6, p = 0.0471). The scores of the SCL-90 scale showed
a positive trend for most of the patients from T0 to T1/T2 (mainly between T1/T2).
Using a data clustering with Heatmap Analysis, items 1, 2, 10, 11, 26, 31, 32, 44, 55, 57,
64, 66, 79 were the most associated with trend. Our study showed a general deterioration
in the QOL and an increase in psychological symptoms in women undergoing AIs
therapy. The presence of a specific pattern of symptoms is clinically relevant in a small
subsample, since these symptoms compromised treatment’s compliance. The limited
sample size did not allow a broad generalizability of results, future studies are needed to
better understand the psychological consequences in AIs therapy.

N02 Mindfulness-based Stress Reduction (MBSR) in cancer

patients: prospective single-centre case-control study

(MIND4ME study)

M. Maur1, A. Guida2, M.P. Ricchieri3, F. Caggia2, G. Pontoni2, S. Poletti4,
F. Gavioli2, A. Fontana1, V. Tarantino2, S. Cascinu2, R. Ferrari5
1AOU Policlinico di Modena, Modena
2Università di Modena e Reggio Emilia, Modena
3AUSL Modena, Modena
4Università di Padova, Padova
5Centro Studi Asia, Bologna and Associazione Asia Modena, Modena

Background:MBSR has demonstrated to improve several psychological concerns in
cancer patients (pts). This is the first reported study aimed to explore feasibility and
reproducibility of MBSR program in an Italian Cancer Centre

Methods: This is a pilot prospective case-control study. We recruited pts newly
diagnosed with breast cancer (BC) or colorectal cancer (CRC) receiving adjuvant
chemotherapy (CT). MBSR program consists of 2.5 hours weekly for 8 weeks,
including meditation, yoga and body scan. Material for 45 minutes (mn) home daily
practice was provided. Primary endpoint was to evaluate feasibility. Secondary
endpoints were assessment of effects on quality of life (QoL), psychological and
biochemical outcomes of stress, tested at baseline (W0), W4, W8, W24, W48. PSS
(Perceived Stress Reduction), POMS (Profile of Mood States Scores), FACT-B/ES
(Functional Assessment of Cancer Therapy-Breast/Endocrine Symptoms), EuroQoL
(EQ-5D-3L) were measured.

Results: Ten pts was in MBSR program arm. We present preliminary results, recruiting
in control arm is ongoing. All pts were female with BC, only 1 with CRC. Two pts
(20%) dropped out early. Median age was 56 years. All received adjuvant CT, 5/8
received radiotherapy and hormone therapy. Mean of sessions attending was 6,8 (76%).
Median daily practice was 30 mn. At W8 we observed reduction of median CD3+

(p = 0,04), CD4+ (p = 0,04) and CD8+ (p = 0,17) and PCR (p = 0,34) absolute values.
Not difference in specific cancer symptoms and stress were resulted. EQ-5D item for
depression and anxiety showed decreasing trend in mean score from moderate to light
(p = 0,15) and significant improvement of auto-perceived QoL item was observed
comparing W0 and W8 (p = 0,02). From qualitative data MBSR has emerged as useful
tool of overcoming acute stress condition, such as cancer diagnosis.

Conclusions: This is the first reported Italian experience of MBSR in cancer pts. In a
sensitive setting such as start CT, pts compliance to MBSR program was high.
Variation in QoL and immunological state have been reported, comparison with
control arm is needed. Despite limitations of small sample size, these preliminary
findings are encouraging and furthers studies to promote MBSR practice are warranted.

N03 The impact of Aggressiveness and Depression in Burn-out

among operators in Oncology

M. Romeo1, T. Meletani2, S. Formentini3, M. De Lisa2, M.G. Baleani2, I. Fiordoliva2,
R. Giampieri2, V. Belbusti4, R. Berardi2
1Clinica di Oncologia Medica di Ancona, Università Politecnica delle Marche;
Fondazione Rossetti Fedecostante, Ancona
2Clinica di Oncologia Medica e Centro Regionale di Genetica Oncologica,
Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY.,
ancona
3Università Politecnica delle Marche, Ancona, AO Ospedali Riuniti-Ancona, ITALY.,
ancona
4Oncologia Medica Osp. di Fano; ADAMO Onlus, Fano

Background: Over the last thirty years, Burn-out Syndrome has been mainly matched
to psychological discomfort among the staff in Oncology Departments, therefore it was
considered almost the unique issue, which need to be diagnosed, treated and prevented.
Conversely, there is a lack of studies aimed to evaluate from the clinical point of view
the relation between psychological states and traits with the different Burn-out Scales.

Patients and methods: Three questionnaires have been administered to all the staff
(Medical Oncologists, Fellows of the Postgraduate School of Medical Oncology, Nurses
and Healthcare Assistants) working at our institution from February to April 2016. We
administered the Link Burn-out Questionnaire (LBQ) – depersonalization scale, which
is made of two different scales: Relational deterioration and professional ineffectiveness.
STAXI-2 evaluated the aggression manifestation (internal aggression plus external
aggression plus self and external control). BDI measured depression.

Results: 72 operators have been included in our analysis. M/F ratio was 18/54. Median
age was 37 years (range 20-62). 32 Physicians (17 medical oncologists and 15 fellows),
28 nurses, 12 Healthcare Assistants. Regarding LBQ, 7% showed burn-out (3 subject
according to Relational Deterioration scale and 2 according to Disillusion scale).
Regarding BDI, 11% of the operators showed depression; furthermore, 57% had sleep
problems, 15% low self-exteem issues and 33% excessive self-criticism. Depression was
not related to operators’ age, years of work, professional role and relational decline,
while a statistically significant association between depression and professional
ineffectiveness (p = 0.0007), disillusion (p = 0.001) and psychophysical exhaustion
(p = 0.0007) was observed. According to STAXI 2, 15% of the personnel had a high
expression of aggressiveness, 10% was over-controlled. Aggressiveness was related to
depression (p = 0.001), disillusion (p = 0.01), relational decline (p = 0.04) and
psychophysical exhaustion (p = 0.002).

Conclusions: This study showed that aggressiveness and depression play an essential
role and need to be taken into account together with burn-out when screening the
psychological discomfort among operators in the Oncology field. These data warrant
further investigations.

N04 The effects of Emotional Disclosure interventions through

Writing in Cancer Patients: a Review of Randomized Clinical

Trials

L. Bidin1, G. marafante2
1AUSL Piacenza U.O. Oncologia, Piacenza
2Associazione Malato Oncologico Piacentino (AMOP), Piacenza

Background: The growing number of published RCT’s on Emotional Dislosure (ED)
in oncology warrants an update of the evidences in cancer patients.

Methods:We searched articles published between 01/1999 and 03/2014, in PubMed
using the terms Emotional Disclosure or Expressive Writing, cancer and RCT or CCT.

Results: 17 independent RCT’s out of 44 selected; 2015 enrolled pts: 1015 pts
underwent some kind of ED,1040 controls.78% of the studies showed an advantage in

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.

All rights reserved. For permissions, please email: journals.permissions@oup.com.

p
sy
c
h
o
lo
g
ic
a
l&

p
sy
c
h
o
s
o
c
ia
la
s
p
e
c
ts

Annals of Oncology 27 (Supplement 4): iv92–iv97, 2016

doi:10.1093/annonc/mdw342



physical (22% in subsets only), and 75% of the studies demonstrated a benefit in
psychological outcomes (47% in subgroups only), suggesting that physical benefits are
more generalizable than psychological. EW reduced pain perception and health care
utilization. Positive effects are observed in QoL/Quality of Relationships. Some effects
of the EW depend on the pre-existent relationships of the pts: the low external support,
the greater effect. In patients who really need to disclose their feelings, EW reduces
distress and stabilizes cancer experience. Great value has EW in patients able to
cognitively re-organize their experiences, and in subjects with adaptive resources
sufficient to re-integrate the representation of their new “self” in the environment,
according to new schemas after cancer. Pts at risk for detrimental effects: 1) living with
a metastatic disease for more than 4 years; 2) in which disclosure is negatively oriented;
3) with traits of neurosis and 4) emotionally negative.

Conclusions: Great variability in existing RCT’s; physical benefits are more reproducible
than psychological. Positive effects are mainly observed in relationship quality, QOL,
perception of pain and Health Care Services utilization. Mental Care Services utilization
increases after EW, as patients gain awareness of a need thitherto repressed. EW
ameliorates cancer-related symptoms,mood,distress,intrusive thoughts and avoidant
behaviours only in subsets of patients. EW upon fatigue, sleep quality, anxiety and
depression are uncertain, due the lack of the precise definition, in inclusion criteria, of
the threshold in the specific domains. To avoid detrimental effects after ED, clinicians
should not recommend EW to patients with the traits of neurosis, emotionally negative,
living with a long history of metastases and negatively oriented. As EW is a potentially
effective and low-cost intervention, some critical aspects in planning research on this
subject have to be taken into account to obtain more easily comparable results.

N05 Distress assessment in cancer patients in DH setting

A. Di Liscia1, M. Ardizzi2, M. Schellino3, A. Balbo3, A.M. Bandiera3, S. Cimino3,
A. Di Lonardo3, M. Floccia3, M.L. Mura3, F. Salamone3, T. Embriaco3, R. Ravera4,
L.M. Repetto3
1ASL 1 Imperiese (S.C.Psicologia - S.C. Oncologia), Sanremo
2Dipartimento di Neuroscienze - Università di Parma, Parma
3ASL 1 Imperiese (S.C. Oncologia), Sanremo
4ASL 1 Imperiese (S.C. Psicologia - S.C. Oncologia), Sanremo

According to NCCN vers. 1.2014, distress is an unpleasant psychological experience
which interfere with the ability to cope effectively with cancer, its physical symptoms
and treatment. Distress extends along a continuum, ranging from common normal
feelings of vulnerability, sadness and fears to problems that can become disabling such
as depression, anxiety, panic, social isolation, and existential and spiritual crisis.
Although largely under-recognized, distress is the sixth vital sign, reported in 30-40%
of newly diagnosed cancer patients, and reduce patients’ compliance to treatment.
To assess the level of distress in newly diagnosed cancer pts receiving chemotherapy,
patients were screened, between 1st and 2nd course, by mean of self administered tools
(Hospital Anxiety and Depression Scale (HADS) and Distress Thermometer and
Problem List (DT-PL)) followed by a clinical interview. HADS is a 14 items measure of
anxiety (7 items) and depression (7 items) (non case 0-7, possible case 8-10, probable
11-21). DT is a visual analogue tool evaluating the level of distress in the last week on a
scale from 0 to 10 (normal 0-4, moderate 5-7, severe 8-10). PL is a 36 problems list
grouped into 5 categories. The clinical interview is aimed to express any potential
needs and to plan interventions including home assistance, volunteer support, mental
health and to encourage more structured psychological support.
From Oct. 2014 to Feb. 2016, 222 pts were evaluated (135 females and 87 males), 10 pts
declined. Sign of anxiety and depression were observed in 40.1% and 32% (probable
levels of anxiety and depression in 20.3% and 16.7% and possible levels in 19.8% and
15.3% respectively); normal distress level in 47.7%, moderate in 35.1% and severe in
17.1% of pts. Statistical analysis with Pearson Correlation showed a correlation between
anxiety and both depression and distress. The occurrence of metastases does not
correlate with levels of anxiety, depression or distress. Higher values of anxiety and
distress were observed in female pts vs. male. Conversely no difference were observed
considering depression in female vs. male. No age correlation was observed with level
of anxiety, depression and distress.
Our findings suggest that evaluation of anxiety and depression is feasible and may be
included in routine oncological work up of newly diagnosed pts, health care providers
should be aware and receive training to better address distress complains in cancer pts.

N06 The role of factors affecting worry and risk perception of breast

cancer in a chemoprevention trial of tamoxifen

G. Rondanina1, M. Puntoni2, A. Guerrieri-Gonzaga3, D. Marra4, B. Bonanni3,
A. DeCensi4
1Psychology Center Piccapietra, Genoa
2Clinical Trial Unit, Office of the Scientific Director, E.O. Galliera Hospital, Genoa
3European Institute of Oncology, Milan
4Division of Medical Oncology, E.O. Galliera Hospital, Genoa

Background: In a prevention trial of tamoxifen at low dose in hormone replacement
therapy users, we previously showed that refusal to participate in the trial was
associated with higher worry about breast cancer. Given this counterintuitive finding,
we studied which factors influenced worry and risk perception of breast cancer.

Material (patients) and methods:We assessed the relationships of breast cancer
worry and risk perception with age, age at menopause, Gail risk score, education,
current HRT use, mammographic screening, BMI, smoking, physical activity, alcohol
use, anxiety and depression in 457 postmenopausal women who were eligible to
participate in the trial.

Results:Women with menopause < 48 years were more worried about breast cancer than
women with menopause > 52 years (OR = 5.9, 95% CI, 1.5-23.2). There was a significant
inverse linear trend between age at menopause (as continuous variable) and breast cancer
worry (p-trend = .001). Worry was also associated with high absolute risk perception and
former smoking. Women > 60 years or with moderate or severe depression had a higher
increased perception of breast cancer risk. Women with heightened breast cancer worry
had a higher risk perception (p-trend < .001). Smoke, overweight and no exercise were
associated with a 3-fold absolute risk perception of breast cancer. Use of HRT and parity
were associated with a trend to an increased risk perception.

Conclusions: The inverse association between early menopause and worry about breast
cancer is in contrast with the known protective effect of early menopause on breast cancer
risk and seems to reflect a feeling of aging and disease vulnerability. Our results indicate
that the affective construct of worry about cancer is linked but different from the cognitive
construct of cancer risk perception, which is more adherent to biology. Since affective
factors are engaged in decision making and health promotion changes, increasing breast
cancer risk awareness in subjects high in worry without a plan of emotional coping may be
counterproductive because of avoidant attitudes. A better understanding of the emotional
factors that modulate the decision making process can potentially improve communication
of cancer risk and adherence to breast cancer prevention programs.

N07 The family, essential resource in the care process

L. Bertagnini, P. Pacetti, L. Mansanti, A. Mambrini

Dipartimento Oncologico Asl Nord-Ovest, Massa Carrara

Background: In our experience of Oncological Day Hospital, we often touched the
loneliness and suffering that the families of cancer patients experience during the
illness of their loved one. Cancer becomes indeed a familiar disease, which affects the
lives of all family members like a tornado, in a whirlwind of emotions and experiences.
Family and friends are the first means of the patient’s emotional sustenance. It follows
that the family needs, in turn, is supported to provide adequate support to their loved
one.

Material (patients) and methods: Based on the fact that in the Public Service a global
and constant “take charge” of family is missing during (and after) the entire path of the
disease, within our DH we are experiencing a sustain and support service not only for
cancer patients but also for their family. After an initial joint meeting with psychologist
and oncologist, there are three-four interviews with the psychologist, aimed at the
analysis of the most useful resources to deal with any impasses. During these meetings
the main caregiver/s is given the Caregiver Burden Inventory (CBI, Novak and Guest,
1989), a self-administered questionnaire that allows a multi-dimensional measure of
the “burden” of the caregiver: the burden of time devoted to ill; one related to the
feeling of missing opportunities compared to their peers; physical, social and
emotional burden. So we can get a graphical profile of caregiver burden in the various
domains, to compare different subjects and observe the changes of the burden over
time, very useful parameter when it needs to activate interventions.

Results: Until today 24 families passed through our DH. We can see that the greatest
difficulties encountered seem related to the narrowing of time for themselves the care
of their loved implies (14), the loss of opportunities compared to their peers ( 8), the
care physical burden (4), that inherent conflicts of role related to cancer(1), and their
emotional reactions (1). Only one family has reported no problems.

Conclusions: This data allow us to identify different targets and tailored to each family,
in order to plan specific interventions in areas where they have the greatest difficulty.
The family knows that, at any time during the disease course (including the
post-disease), can take advantage of a shared space in which to feel welcomed and get
help, so that it becomes a real essential resource in the care process of the patient.

N08 Mood and distress in cancer patients after Autogenic Training

(AT): a pilot study in an Italian Oncologic Unit

G. Marafante1, L. Bidin2, P. Seghini3, L. Cavanna2
1AMOP (Associazione Malato Oncologico Piacentino), piacenza
2U.O. Oncologia AUSL Piacenza, piacenza
3U.O. Epidemiologia AUSL Piacenza, piacenza

Background: Autogenic Training (AT) induces a slightly modified state of
consciousness by passive concentration on selected proprioceptive sensations. J.H.
Schultz attributed the therapeutic effect of AT to the self-regulatory capacity of the
organism, through functional modifications in the central nervous system. The aim of
this study was to assess the effect of AT on anxiety, depression, stress and fatigue.

Material and methods: An AT session consisted in a visualization guided by a skilled
psychologist focusing on heaviness, warmth, breath, heartbeat and on proprioceptive
sensations involving the limbs, the head and the abdomen. This practice has
demonstrated to reverse the subjective experience of anxiety and distress to a state of
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psycho-physiological relaxation. From 10/2014 to 12/2015, 25 cancer outpatients were
recruited through announcements posted in the waiting room of the oncological DH;
22 were female; 5 had metastases. Mean age was 57 (30-74). Four courses of 10 weekly
AT sessions were performed in groups of 5-9 pts; on site sessions lasted 90’ and home
daily practice 30’. Hospital Anxiety and Depression Scale (HADS), Distress
Thermometer (DT) and Facit Fatigue Scale were administered before the first and after
the last session. For statistical analysis we used paired t-test and STATA software.

Results: Patients attended 80% of the sessions; 19/25 (76%) completed tests and were
evaluable. At baseline mean values were: anxiety 9 (95% CI: 7.2-10.8); depression 7.7
(95% CI: 5.7-9.8); distress 6.1 (95%CI: 4.9-7.4) and fatigue 16.3 (95% CI: 12.5-20.0). At
the end of the courses, significant advantages were seen in anxiety, depression and
distress but not in fatigue. For anxiety there was a 2.3 score improvement (p = 0.0066);
for depression there was a gain of 2.3 (p = 0.0089); distress was reduced by 2.1 points
(p = 0,0181); fatigue showed a non significant increase of 1 point (p = 0.52). Moreover
patients shared their feelings with the trainer writing some thoughts that reflect an
inner pathway devoted to 1) relieve guilt feelings; 2) accept their body without
judgement; 3) empower themselves.

Conclusions: AT, a well accepted, low cost and recognized method, can enable
psychologists to induce an introspective work to decrease mood disturbances and
distress. These patients had high basal HADS and DT scores but a low level of fatigue.
Such characteristics, together with the small sample size, may prevent of a significant
effect of the study treatment on fatigue.

N09 Empathic communication for reduction of pain perception and

anxiety in patients implanted central venous accesses for

cancer therapy: an experience of 51 cases

N. Piccolo1, S. Barni1, S. Ambroso2, L.C. Crocco3, R. Giustina4, E. Viterbo5,
F. Petrelli1, G. Cavallari1, G. Sgroi1, K. Borgonovo1, A. Varetto6
1ASST Bergamo Ovest, Treviglio
2Ospedale Molinette, Torino
3Ospedale Alessandria, Alessandria
4Ospedale di Vercelli, Vercelli
5ASL Collegno, Collegno (TO)
6Università di Torino, Torino

Background: cancer patients offered to implant a central venous catheter (CVC) for
chemotherapy infusion are often affected by anxiety, perceived pain in CVC site and
post-implant catheter adaptation in several life domains. We designed and
implemented a prospective multicenter study involving onco-hematological patients
who received an indication of CVC placement (either PICC or port-a-cath types). The
aim was to see if an empathic conversation between patient and operators could help to
reduce anxiety during CVC implantation.

Material and methods: patients with an indication of CVC placement, were recruited.
They were randomly assigned to 2 groups. A included 26 patients that undergo 2
questionaries validated in psychology setting (HADS & VAS) and useful for the
measurement of the construct of anxiety, depression, pain and adaptation, coupled
with survey instruments created by ourselves (a semi- structured interview plus a
questionnaire). B included, 25 patients with the same characteristics of the patients in
group A but from whom they differ in that only submitted to HADS e VAS but not to
the interview. The study was divided into 2 phases: the pre-CVC (1) some days before
implantation and the post-CVC (2) after 30 days of implantation.

Results: in 2 months during 2016, 51 patients were enrolled from 5 centres (80% PICC
devices implanted). Pre-procedure anxiety was significantly reduced with an empathic
interview (group A vs. group B: 0 vs. 3 and 1 vs. 3 pathological cases in phases 1 and 2
respectively). At the same time, in group A, there was less post-implant perceived pain
(median post implantation VAS 2 vs. 4 in group A and B respectively; P < 0.05). On the
contrary, empathic communication did not alter post-CVC adaptation in several
domains as social, sexual, scholastic, working life, sportive, and personal hygiene.

Conclusions: our results show a statistically significant anxiety reduction in those
patients who underwent an empathic interview before and after CVC implant, with a
tendency to improve the personal pain perception at the moment of implantation
(p < 0.05 ). Conversely, the adaptation to the device was similar in both groups. The
results, for the low sample size, should be considered hypothesis generating and taken
as a guide for future planning of trials in vascular intervention surgery.

N10 What type of psychological aspects impact on dietary habits

and weight gain, in breast cancer adjuvant therapy?: The role of

the construct of psychological flexibility

S. Poli1, M. Giansante1, C. Anselmi2, M. Turazza3, S. Gori3, G. Deledda1
1Service Clinical Psycology, Sacro Cuore - Don Calabria Hospital, Negrar (VR)
2Department of Medicine Clinical Nutrition and Dietetics, Sacro Cuore - Don
Calabria Hospital, Negrar (VR)
3Department of Oncology, Sacro Cuore - Don Calabria Hospital, Negrar (VR)

Background:Weight gain is a demonstrate side effect in the adjuvant treatment
(chemotherapy, endocrine therapy, radiotherapy after surgery) of breast cancer. Little is

known concerning the impact of psychological variables. Recent evidence emphasized
the role of body image inflexibility: “the lack of the capacity to experience the ongoing
perceptions, sensations, feelings, thoughts, and beliefs associated with one’s body fully
and intentionally while pursuing chosen values”. The aim of the study is to explore the
impact of this construct on eating behavior and weight gain in breast cancer patients
during treatment.

Method: Subjects enrolled in the study completed questionnaire concerning:
psychological flexibility (AAQ-II; BIAAQ) and eating behavior (TFE.Q-51). The whole
sample was divided on the basis of the weight changes (g1: increased; g2: loss / no
change); T-tests and correlation analysis (Spearman’s Rho) were finally performed.

Results: 54 breast cancer patients were enrolled (age: M = 53; SD = 9.39]). T-test
analysis showed significant difference between groups, g1 reported lower scores in
BIAAQ [g1: M = 54.17 [DS = 16.69), g2: M = 65.15 [DS = 13.85], p <.05) and higher
scores in TFEQ total score (g1: M = 60.28 [SD = 5.08], g2: M = 43.08 [SD = 24.70, p <.
05]) and in TFEQ-disinhibition scale (TFEQ-Disinhibition g1: M = 8.62, SD = 2.53, g2:
M = 6.02 [SD = 2.14], p <.05). Significant inverse correlation was found between
BIAAQ score and TFEQ-Total score (rho = -.482 variables, <.01) and BIAAQ mean
score and TFEQ- disinhibition score (rho = -. 480, p <.01).

Discussion: Body image inflexibility seem to affect eating behavior and specifically
disinhibition (the tendency to respond impulsively to the stimulus of hunger).

N11 Evaluation of burnout syndrome and personalized intervention

in the medical oncology unit of second university of naples

(sun)

F. Fiore, L. Gargiulo, C. Cardone, M.M. Laterza, M. Fasano, F. De Vita, F. Ciardiello

Seconda Università degli Studi di Napoli, Oncologia Medica, Napoli

Background: Burnout and stress occur frequently among oncology healthcare workers.
These syndromes affect quality of life with detrimental effect on personal wellness and
patient–physician relationship. The objective of our research was to estimate the levels
of stress and burnout among the healthcare workers of the oncology department of
SUN and to evaluate the possible effects on personal and professional life in order to
organize a useful therapeutic approach.

Methods: Burnout and stress levels were measured among 35 oncology healthcare
workers (9 physicians, 19 residents, 6 nurses) at our institution. Burnout levels were
assessed by using the “Link Burnout Questionnaires” (LBQ), consisting of 24 items,
scored with Likert scale (0 – 6). Stress levels were analysed by using the “Health
Professions Stress and Coping Scale” (HPSCS)”, a self-report questionnaire. We
calculated three severity levels (low, medium and high) for burnout (0-8; 9–24; 25–36)
and stress (<1260; 1260–1540; >1540), according to the score intervals obtained in each
section.

Results: Questionnaires were administered in March 2016. Median age of our
population was 30 years (25 – 65) and 77% were females. Total Burnout level was
scored as medium in the overall population, with no major differences among
physicians, residents and nurses. Total stress level was found medium-high in the
overall population with no difference among the three groups. Stress and burnout levels
were correlated with age, sex, years of service and working hours in the overall
population and among the three professional groups: in LBQ test, IP level (Professional
Ineffectiveness) was more prevalent among residents (p: <0.03); in the same group a
trend toward a significant correlation was found between DR (Relationship
Deterioration) and working hours (p: 0.09).

Conclusions: These results represent a basal evaluation of stress and burnout
prevalence in our institution. No major differences were found among the
subpopulation analyzed. A psychoncologist intervention centered on an individual
rather than a group approach has been adopted. Tests will be repeated after three
months. Further results will be presented at that time.

N12 Interactivewaiting room project

L. Riccardi1, V. Pozzali2, M.T. Simioni1, M. Cagnin2, M. Soraru’2, A. Morabito2,
G. Palazzolo1, R. Cavallo2, M. Mion2, L. Sartor2, M. Beda2, T. Sava2, F. Gaion3
1ONCOLOGIA ULSS15 ALTA PADOVANA, CITTADELLA
2ONCOLOGIA ULSS 15 ALTA PADOVANA, CAMPOSAMPIERO
3Presidente Fondazione Altre Parole-Onlus, CITTADELLA

Background: In order to reduce the patient and care-givers emotional distress during
the waiting time before clinical visit or treatment, we usually propose a variety of
artistic, creative and relaxing activities. During this activities we apply a psychosocial
support, thanks to our health staff, psychologists and nurses. This aspect is useful to
intercept medical, psychological and social needs. Our aim is to reduce anxiety and
depression symptoms that often exacerbate clinical disturbances related to the disease
or treatments, reduce cognitive function or compromise coping and disease resilience.
Looking for a demonstration of a real improvement of the patient and care-givers
distress, but also of the relationship with the health team and the compliance with the
treatment, we tested the thermometer distress.
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Material (patients) and methods: In the waiting room of our Oncology Department,
the distress thermometer was administered to a consecutive series of patients and
care-givers (family or other) before and after interactive activities. Simultaneously we
provide a semistructured survey finalized to monitoring activities and patients and
care-givers daily lives. We analyzed also the effectiveness of the interactive waiting
room, comparing the distress parameter measured in the previous years, in absence of
such activities.

Results: Preliminaries data, on 114 persons were analyzed: 65 patients (71% female),
38 familiars (71% female) and llcarers (64% male). Age was between 50 and 60. A mild
or moderate distress was observed, especially for patient’s wife. A significant reduction
of distress has been demonstrated after the activities for the entire population. Updated
data will be presented.

Table: N12

DISTRESS PATIENTS
(N = 65)

FAMILY
(N = 38)

CARERS
(N = 11)

MEDIA 3,71 5,18 4,64
DS 2,65 2,56 2,73
LEVEL < 4 63% 37% 6/11
SLIGHT DISTRESS 22% 31% 2/11
MODERATDISTRESS 14% 24% 2/11
SEVERE DISTRESS 1,5% 8% 1/11

Table: N12

Perceived Distress N MEDIA DS

BEFORE ACTIVITY 22 3,91 2,860
AFTER ACTIVITY 22 2,23 2,098

N13 Body image and sexuality in women with breast and

gynaecological cancer

L. Bonassi, T. Fiorellino, S. Ruggeri, G. Rodà, G. Nastasi

ASST Bergamo Est - U.O. Oncologia Medica, Seriate

Background: The purpose of the study is to deepen the understanding of the sexuality-
and body image-related experiences of females with breast and gynaecological cancer,
highlighting the differences and specificities of each group.

Material and methods: Impacts on body image and sexuality have been assessed
through a version of the Body Image Interview Questionnaire (Maggioni, 1992)
specifically tailored for the research. The questionnaire has been administered to a
sample of 25 women suffering from a breast cancer, and 25 suffering from
gynaecological ones. The content of narratives has been analysed according to
Grounded Theory principles.

Results: Our results indicate that sex life retains a fundamental role in the lives of
women with breast cancer, despite the difficulties, whereas this is seldom the case for
those with gynaecological tumours. 3 out of 25 women with breast cancers stopped
having sexual intercourses altogether since the diagnosis. Women who retained an
active sex life describe it as ’different’, mediated by a body felt and seen as changed and
transformed in its relational meaning. In some cases this transformation improved the
couple’s sexuality by boosting awareness and intimacy, thus making the woman feel
more satisfied. All women with gynaecological cancer report changes in sexuality,
which in most instances has not resumed but can sometimes be substituted for
stronger affection. Revival of sexual intercourse is reported as conditional to the
recovery of physical well-being through time. Body image appears to be characterized
by difficulties in the acknowledgment and acceptance of one’s body and by a
wearisome approach to sexuality.

Conclusions: Irrespective of their specific pathology, all women report the need to deal
with the psychological and emotional impact of diagnosis and to incorporate the
cancer in their self-meaning in order to relearn to live their bodies as a potential source
of pleasure. This requires time, commitment and help to perceive as much as possible
one’s own vitality in spite of the physical changes. The opportunity to approach the
topic of sexuality with their therapists, and therefore to valorise the body image
modified by the pathology, would ease the heavy burden of integrating the physical and
psychological dimensions.

N14 Screening for distress in everyday oncology practice

M. Monfredo1, P. Mordenti1, C. Di Nunzio1, O. Bettinardi2, L. Cavanna1
1Ospedale Guglielmo Da Saliceto Dipartimento Oncologia-Ematologia, Piacenza
2Ospedale Guglielmo Da Saliceto Dipartimento Salute Mentale E Dipendenze
Patologiche, Piacenza

Background: Routine screening for distress is today recognized as a standard of care in
oncology practice, given the high incidence and the high negative impact on quality of
life. It is demonstrated that a quickly identification of distress may led to prompt
treatment and consequently to a better adherence to the oncologic plan.

Material and methods: Our principal aims were identify factors associated with
distress and propose a simple and acceptable method to measure distress and unmet
needs of oncologic patients, apart from Distress Thermometer. At the first visit, a brief
interview with a psychologist and two questionnaires (Hospital Anxiety and
Depression Scale, Psychological Distress Inventory) were given to all new patients
submitted to our Unit.

Results: From January to June 2013 we screened for distress 100 new oncologic
patients. Symptoms at diagnosis were related to type of cancer and sex, being pain
more frequent in men and asthenia in women; this could be due to an higher incidence
of colon and lung cancer in men and breast cancer in women. Moreover, living alone
resulted to be a risk factor for distress at diagnosis, at the Psychological Distress
Inventory. The preliminary interview and the two questionnaires have allowed us to
identify thirty patients (30%) for a subsequent psychological consultation. Importantly,
seven of these patients (23%) were identified based only on the preliminary interview,
being the scores on both the two questionnaires lower than the established cut-off.

Conclusions: Using a brief interview and two simple self-administered questionnaires,
our psychologists were able to individuate distress very quickly. This allowed us to
perform fast intervention thus improving the quality of life and adherence to the
oncologic treatment. The compliance for the questionnaires was very high since both
the tests are quick and easy to complete, and allow a personal expressive possibility.
Furthermore, the preliminary interview has helped us in obtaining a greater
collaboration as well as for the recognition of frail patients.

N15 Screening of Psychological Distress in cancer patients at

Oncological Reception Centre. Preliminary results

L. Carapezza, S. Cordio, O. Commendatore, C. Martines, G. Lavenia,
G. Burrafato, L. Longhitano, R. Bordonaro

ARNAS Garibaldi, Oncologia Medica, Catania

Background: This study is focused on patients (pts) enrolled at Oncological Reception
Centre that required psychological support for their first time. Inclusion criteria: pts
with suspicious cancer diagnosis; new diagnosed cancer pts in every stage of disease
and follow up cancer pts.

Aim: assessment of distress levels; in fact this screening is highly recommended as a
necessary standard for good cancer care, given its high prevalence and potential
negative consequences on quality of life. This study investigates the main cause of
unrest in daily life, in order to manage it through psychological interventions in the
future. These would be focused on the problems and the particulars of the illness.

Methods: From January 2016 to April 2016, we have enrolled in the study 71 pts.
Demographic characteristics were as follows: male/female: 35/36; median age was 63
years, colon- rectum 34 (47%), lung 12(16%), breast 10 (14%), other 15 (21%). All pts
underwent a psychological interview for to investigate specific areas (cognitive
impairment; living alone; history of psychiatric disorder; communications barriers;
etc.). Psychometric tools used: the Distress Thermometer (DT).

Results: Among the pts, 66 cases (93%) have shown a significant distress (cut-off > 4).
The reason for the counseling has been the emotional management in 50 pts (70%).
Fifteen pts (21%) have declared previous or ongoing psychopathology and asserted
about the use of psychiatric drug. Thirty-nine pts(54%) have referred sleeping sickness
and 29 pts (40%) have feeding problems. Smoking addiction: Current smokers, 23 pts
(32%); former smokers 14 pts (19%); 34 pts (47%) non smokers. In 28 cases (39%)
caregivers have attended the counseling session.

Conclusions: Our preliminary results advocate the implementation of
psychoeducation groups focused on emotional management (Depression and anxiety)
and lifestyle (eating behaviour; sleep hygiene; stop smoking etc.) such a service should
be offered to both pts and caregivers referred to our Oncological Reception Centre in
an attempt to improve illness perception among family members.
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N16 The role of psychological flexibility in cancer patient with pain:

an observational pilot study

G. Deledda1, M. Giansante2, S. Poli2, B. Micheloni3, R. Magarotto3, S. Gori3
1Service Clinical Psycology, Sacro Cuore - Don Calabria Hospital, Negrar (VR)
2Service Clinical Psycology, Sacro Cuore - Don Calabria Hospital, Negrar
3Department of Oncology, Sacro Cuore - Don Calabria Hospital, Negrar

Background: It has been extensively studied chronic pain in patients suffering from
different non-cancer diseases. Aim of this study is to investigate the role of
psychological flexibility in cancer patients with pain.

Methods: Patients with pain were asked to complete questionnaires designed to detect
pain (NAS, BPI), the psychological flexibility (AAQ II), the anxiety-depressive
symptoms (HADS) and distress (TS). The data collected were archived using an
electronic database (for MSO Excel-format) including the demographic characteristics
of the population and the psycho-clinical variables, collected through questionnaires
and interview with the patient. The descriptive statistical analysis will be conducted
considering the point estimates (mean, standard deviation, median, range,
inter-quartile values) of the variables in the study population. The correlation analysis
(using Spearman’s Rho correlation coefficient) will be conducted on the scores given by
the entire sample to each questionnaire. For the statistical analysis it will use the SPSS
statistical software.

Results: Thirty-three patients (18% breast cancer, 15% lung cancer, 9% ovary cancer,
9% prostate cancer, 9% ENT, 40% other cancers), completed questionnaires. Average
age was 62 years (SD 11.28); 52% of patients were female. Greater levels of
psychological flexibility showed a higher correlation with lower levels of anxiety (r = -
0.73, P <0.000), depression (r = - 0.59, P <0.001), distress (r = - 0.45 P <0.019) and
emotional interference (rs = 0.38, P <0:40).

Discussion: These results seem consistent with studies conducted in patients with
non-cancer pain. In the future it could investigate in a multicenter observational
prospective study, the role of psychological flexibility to adapting to pain in cancer
disease.

N17 Customer Satisfaction of CAS (Centro Accoglienza e Servizi)

Dr. ssa Roberta Fornara2, Dr. Elena Castiglioni1, Dr. Alice

Gatti1, CPSI Monica Bacchetta1, Dr. Incoronata Romaniello1 1

SSVD di Oncologia -Ospedale SS Trinità di Borgomanero- ASL

NO 2 Servizio di Psicologia ASL NO

R. Fornara, I. Romaniello, M. Bacchetta, E. Castiglioni, A. Gatti

Presidio Ospedaliero di Borgomanero, ASL NO, Borgomanero

Background: the Service and Reception Centre (Centro Accoglienza e Servizi) is point
of reference for the patients within the Rete Oncologica del Piemonte e della Valle
d’Aosta. In 2013 asked to verify the patients’ opinion as to the activity performed by
every single CAS. In our ASL we have therefore organized a pratical training course to
improve relations and understanding with the patients. This allows us to understand
better what are the most important changes needed by the patients and find the way to
measure the improvements. The staff will try its best to achieve this aim. In order to
verify the patients’ standard of satisfaction, a questionnaire was issued for patients to
fill in.

Material and methods: in 2013 there was a training course in the field which involved
CAS staff and GIC nurses. It was coordinated by the psychologist who has identified
critical and strong points of business CAS, chosen the parameters to be detected as
indicators of customers’/patients’ satisfaction and developped a closed questions
questionnaire, using the Lickert five-point scale to be administered to patients. The
questionnaire included 24 questions that investigated into four broad areas
(environmental conditions, access to Service, reception and staff, organization and
efficiency).

Results: from July to September 2013, 62/103 patients filled in the questionnaire. The
average age of the patients is 64.4. 95% of the patients who filled in the questionnaire,
can rely on the caregiver. Anedoctal evidence has shown: a low value tied to the
physical room (2.5), while they reach a satisfactory value for the other evaluated
parameters (cleaning and hygiene, ambience and comfort of the furniture, lighting,
temperature and protection of privacy). The visibility of signs and the ease of access are
satisfactory. More than satisfactory are the opening times and the telephone contacts.
As far as hospitality and staff are concerned, the average values are all above 4.3. All
values related to organization and efficiency are above 4.1. Overall grade 4.4. Nineteen
patients have reported the need for a larger waiting room and for more space for CAS
activities.

Conclusions: field training has enabled us to produce and validate a way to measure
the Patients’/Customers’ satisfaction of our CAS. This data allowed us to see our
activity from the patient’s point of view, allowing us not only to collect important tips
to confirm many of our activities, but also ideas for improvements.

N18 An Etiquette-Based Medicine Decalogue on the Professional

style in the Multidisciplinary Unit (UVM) of Cosenza Hospital

Oncology Department

A. Piattelli1, R. Biamonte1, S. Turano1, C. Manfredi1, C.M. Mastroianni1, R. De
Simone1, S. Minardi1, M. Bartucci1, L. Marafioti1, S. Conforti2, A. Filice1, V. Liguori1,
M. Loizzo1, A. Rovito1, M.D. Iuvaro1, A. Toretti1, E. Colistra1, S. Palazzo1
1Azienda Ospedaliera di Cosenza, COSENZA
2Azienda Ospedaliera di Cosenza, Marano Marchesato

Background: In the helping profession, the observance of etiquette-based medicine is a
protection against not only embarrassment and confusion, but misapprehension and
dissensions, injurious alike to physicians and patients. Etiquette is derived from the
Greek word for graceful, elegant or manifesting good form or bearing. In the
ambulatory where cancer patients are assessed before starting a cancer treatment, we
wrote and shared a rules Decalogue, about the professional and relationship style, of
the oncologic team in order to better manage the setting.

Material and methods: 20 Helping Professionals (10 Oncologists; 4 Radiation
Therapists, 2 Surgeons, 3 Psycho-oncologists, 1 Social Worker) attended 3
focus-groups, conducted by a Psycho-oncologist. The purpose was to select rules and
effective behaviors to welcome the patient and his/her family-members. The selected
rules were collected and submitted to the attention of the participants. Three steps were
identified: (1) what to do before, (2) during and (3) after the first visit time with patient
and family/caregiver.

Results: The most relevant aspects of etiquette-based rules look at: patient welcome,
exhaustive and patient-family-centered communication, active listening, patient/
family-expectations centrality, take care and drive the patient and his family
throughout the care pathway. Rules were written like a Decalogue with computer
graphics techniques and posted in the first visit-room. Between the helping
professionals, 3/20 did not share what was posted, while 17/20 demonstrated
enthusiasm.

Conclusions: In medical-rooms, well-highlighted posted rules remind everyone “how
to behave”. As such, helping professionals, patients and caregivers/families become an
active part of a continuous improvement process. The Decalogue is a “rising force in
respect of” shared rules for professionals and a chance to “active monitoring” and as far
as by patients professionals. References M.W. Kahn, N ENGL J Med 358;19-MAY 8,
2008.

N19 Psychological Rehabilitation in Oncology

M. Moschetto, P. Vigneri, H. Soto Parra

A.O.U. Policlinico Vittorio Emanuele, Catania

Background: Psychological rehabilitation plays a central role in the management of
cancer patients. A growing body evidence support its positive impact on the welfare
and quality of life (QoL) of oncology patients. Object of this project was to define a
psychological rehabilitation model based on clinical indicators and patient outcomes to
study its impact in patients QoL and in their way of life in the perspective of a
comprehensive care that could improve relationship between all the actors involved
(patients, family members, physicians) in order to increase the quality of care received,
with an immediate implications on compliance.

Methods: The study was performed on a sample of 125 patients attending the Unit of
Medical Oncology of the A.O.U. “Policlinico Vittorio Emanuele” of Catania and for
this regard we employed both qualitative and quantitative methodologies. The
qualitative part of the research, related to the emotional impact of the disease and the
formal and informal support system network of the patient, was prepared by a
specifically designed interview. The quantitative part included the compilation of the
following battery of self-report questionnaires: Illness Behaviour Questionnaire (IBQ
Pilowski and Spece, 1975); Questionnaire for the assessment of the patient’s needs
(NEQ, Tamburini, 2000); Quality of Life Scale (QOL, Flanagan, 1978); Short-form 36
(SF-36).

Results: The study is still ongoing. Preliminary results indicate that oncology patients
need (NEQ, Tamburini) to have more informations about prognosis (70%), tests and
treatments (57%), especially patients with newly diagnosed disease which manifest
emotional distress. The global QoL is medium-high (Q.O.L. 79.5), with significant
differences with regard to the stage of the disease; in fact it is lower in metastatic
patients (Q.O.L. =62.1). The scores of the SF-36 questionnaire were lower than the
average of the Italian population (p > 0.01, t = 8.48), with a significant decrement of the
emotional functionality (p > 0.01, t = 9.98), comparable to the reference data in the
literature in the case of patients with lung cancer (Trippoli et al., 2001).

Conclusions: This preliminary analysis underlines the importance of integrated
psychological rehabilitation of patients. This approach is inspired to the global care of
patients and to the principles that consider patients as a person and not as an “organ”;
it also pays attention to the resources of the person, his resilience, strength and his
potential.
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N20 Psychological assistance and monitoring of oncological

patients’ quality of life

R. Manzo1, F. Vitiello2, M. Gilli2, B. Casale2, M. Hengeller2, A. Tortoriello2,
A. Sabbatino2, G. Angrisani2, A. Bianco3, G. Mazzarella3, F. Piantedosi2
1U.O.S.D. DH Pneumoncologico A.O. Dei Colli-Monaldi - Napoli, Napoli
2U.O.S. D. DH Pneumoncologico A.O. dei Colli- Monaldi., Napoli
3Dipartimento Di Scienze Cardiotoraciche E Respiratorie Sun A.O. Dei, Napoli

Due to its epidemiological, clinical and prognostic charactersistics, lung cancer can be
analysed with a multidisciplinary approach more than any other form of neoplasia.
Studies on lung neoplasia patient reveal a higher effect of depression in comparison to
the patients affected by other neoplasias and it is persistent over time. Depression
implicates a reduction of QoL, amajor sensibility to the ache, reduction of the
compliance and a worsening of the prognosis . It is essential to reveal precociously the
potential psychological problems and the psyco-social dimensions (emotional
inconvenience screening, revealing of the patient’s needs and quality of life) so that it
will be possible to individuate people requiring focused interventions. To identify this

pain quickly, the guidelines Aiom 2013 recommend the regular application of brief or
ultra-brief instruments so that the distress could be revealed as a vital parameter like
body temperature, heart frequence, breath frequence.

Objectives:

• Submitting, verifying and monitoring all the patients and screening for
psychological distress, anxiety, depression and quality of life at an initial sight, with
appropriate intervals and when clinical condition are modified;

• Using emerged data to personalize interventions and resources trying to optimize
patients’ quality of life and to supply the identified needs in a precise and
individualized way.

Material (patients) and methods:

• The sample consists of patients belonging to the Day Hospital of Pneumoncology
of the Azienda Ospedaliera dei Colli.

• Measures and instruments for noticing what is established in the intervention
model: To evaluate anxiety and depression; Hospital Anxiety Depression Scale;

Results end conclusions: In this work are described the ways of the multidisciplinary
intervention and the measures of the project objectives.
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sarcomas

P01 A randomized phase 1b/2 study evaluating the safety and

efficacy of doxorubicin (dox) with or without olaratumab

(IMC-3G3), a human anti–platelet-derived growth factor α

(pdgfrα) monoclonal antibody, in advanced soft tissue

sarcoma (sts)

W. Tap1, R.L. Jones2, B. Chmielowski3, A.D. Elias4, D. Adkins5, B.A. Van Tine5,
M. Agulnik6, M. Cooney7, M.B. Livingston8, G. Pennock9, A. Qin10, A. Shahir11,
R. Ilaria, Jr12, I. Conti12, G. Schwartz13
1Memorial Sloan-Kettering Cancer Center, New York, USA
2Royal Marsden Hospital, London, UK
3UCLA Melanoma Sarcoma Program, Los Angeles, CA, USA
4University of Colorado Cancer Center, Aurora, CO, USA
5Washington University School of Medicine, St. Louis, MO, USA
6Northwestern University, Chicago, IL, USA
7University Hospitals Case Medical Center, Cleveland, OH, USA
8Carolinas HealthCare System, Charlotte, NC, USA
9Baptist MD Anderson Cancer Center, Jacksonville, FL, USA
10Eli Lilly and Company, Bridgewater, NJ, USA
11Eli Lilly and Company, Erl Wood, UK
12Eli Lilly and Company, Indianapolis, IN, USA
13Columbia University School of Medicine, New York, NY, USA

Background: Olaratumab (IMC-3G3), a human monoclonal antibody, selectively
binds PDGFRα, blocks ligand binding and enhances Dox activity.

Material (patients) and Methods: In a phase 1b/2, open-label, randomized study of
Dox ± olaratumab in unresectable/metastatic STS, patients received Dox (75mg/m2

Day 1) with (Arm A) or without (Arm B) olaratumab (15mg/kg Days 1 and 8, every 21
days), for up to 8 cycles. In Arm A, olaratumab monotherapy continued after Dox until
disease progression; in Arm B, patients at progression could receive subsequent
olaratumab. Primary endpoint was progression-free survival (PFS); OS was a secondary
endpoint.

Results: Of 133 patients randomized, 129 (97%) were treated (64 Arm A; 65 Arm B).
Demographics were balanced. Final PFS analysis (103 events) revealed medians of 6.6
months (Arm A) and 4.1 months (Arm B) (stratified HR; 95% CI: 0.672[0.442-1.021];
p = 0.0615). Final OS analysis (91 events) revealed medians of 26.5 months (Arm A)
and 14.7 months (Arm B) (HR = 0.46; p = 0.0003). Objective response rates were 18.2%
(Arm A) and 11.9% (Arm B) (p = 0.34). The following Grade ≥ 3 adverse events
occurred in ≥ 5% of the population: Arm A > Arm B: neutropenia (51.5% vs 33.8%);
anemia (12.5% vs 7.7%); fatigue (9.4% vs 3.1%); thrombocytopenia (9.4% vs 7.7 %);
Arm A < Arm B: febrile neutropenia (12.5% vs 13.8%); infections (6.3% vs 10.8%).

Conclusions: This study of olaratumab in combination with Dox met its primary PFS
endpoint and achieved an improvement of 11.8 months in median OS. Olaratumab is
the first agent added to Dox to improve OS in advanced/metastatic STS in a
randomized trial.

P02 Human equilibrative nucleoside transporter 1 as a predictor of

efficacy to gemcitabine in advanced leiomyosarcoma and

angiosarcoma

B. Vincenzi1, S. Stacchiotti2, P. Collini3, F. Pantano1, C. Rabitti4, G. Perrone4,
M. Iuliani1, A. Baldi5, G. Badalamenti6, R. Sanfilippo2, D. Santini1, A. Onetti Muda7,
A. Gronchi8, P. Casali2, A.P. Dei Tos9, G. Tonini1
1Medical Oncology, Campus Bio-Medico University of Rome, Roma
2Sarcoma Unit Cancer Medicine Department, Fondazione IRCCS Istituto
Nazionale Tumori, Milano
3Department of Diagnostic Pathology and Laboratory Medicine, Fondazione
IRCCS Istituto Nazionale dei Tumori, Milano
4Human Patology, Campus Bio-Medico University of Rome, Roma
5Department of Environmental, Biological and Pharmaceutical Sciences and
Technologies, Second University of Naples, Napoli
6Department of Surgical and Oncological Sciences, University of Palermo,
Palermo
7Human Pathology, Campus Bio-Medico University of Rome, Roma
8Department of Surgery, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
9Department of Pathology and Molecular Genetics, Treviso General Hospital,
Treviso

Background: The expression of human equilibrative nucleoside transporter 1
(hENT1), the known major gemcitabine transporter into cells, has been thoroughly
investigated as a predictive marker of response to gemcitabine in pancreatic cancer and
biliary tract cancers. Since gemcitabine is also widely used in the treatment of
leiomyosarcoma and angiosarcoma, we decided to investigate the correlation between
the expression of hENT1 and gemcitabine efficacy in these sarcoma subtypes.

Material (patients) and methods:We retrospectively identified 71 patients affected by
advanced angiosarcoma (26) or leiomyosarcoma (45) treated within five Italian referral
centers for sarcoma, whose tumor tissue was available; among them, 49 patients (15
angiosarcoma, 34 leiomyosarcoma) were treated with gemcitabine as single agent in
first line chemotherapy. All tumor samples were analyzed for hENT1 expression by
Real Time PCR. Median 2−?Ct value was used as the cut off to dichotomize patients into
“high” expression and “low” expression groups. Kaplan Meier analysis was performed
to estimate Time to Progression (TTP) and Overall Survival (OS). The correlation
between hENT1 expression and TTP/OS was ascertained using the log- rank test.

Results:We found a significant association between high hENT1 expression levels and
favorable outcome in terms of TTP and OS compared to cases with low hENT1
expression in leiomyosarcoma treated with gemcitabine (TTP: 6.8 vs 3.2 months, P=
0.004; OS: 14.9 vs 8.5 months, P= 0.007). Additionally, hENT1 overexpression
correlated with a significant improvement in TTP (9.3 vs 4.5 months; P= 0.02) and OS
(20.6 vs 10.8 months; P= 0.001) in angiosarcoma patients treated with gemcitabine.

Conclusions: Our study suggests that hENT1 expression is a predictive marker of
efficacy both in patients with advanced leiomyosarcoma and angiosarcoma who
received gemcitabine monotherapy. A prospective clinical trial in a larger series of
patients is warranted to confirm these results.

P03 Biological effects of cabozantinib on osteosarcoma-bone

microenvironment model

M. Iuliani1, M. Fioramonti1, V. Fausti2, G. Ribelli1, F. Pantano1, D. Santini1,
G. Tonini1, B. Vincenzi1
1Medical Oncology, Campus Bio-Medico University of Rome, Roma
2IRCCS Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST),
Meldola (FC)

Background: Osteosarcoma (OS) is the most common primary malignant tumour of
bone. Currently, standard treatments include surgical resection and chemotherapy
combinations.Cabozantinib (CBZ) is a novel inhibitor of multiple tyrosine kinase
receptors, including hepatocyte growth factor receptor (MET) and vascular endothelial
growth factor receptor 2 (VEGFR-2) that are overexpressed in OS. The aim of the study
was to analyse the direct effect of CBZ treatment and the effect mediated by bone
microenvironment on an in vitro model of OS (Saos-2).

Methods: Saos-2 cell line was cultured according to manufacturer’s protocol; primary
human osteoblasts (OBLs) were obtained from human mesenchymal stem cells. OBL
differentiation was analysed by ALP and Alizarin Red assays. Proliferation was
evaluated through growth curves and cell cycle analysis. Wound healing assay was
performed to study migration rate. Apoptosis was analysed by flow cytometric analysis
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of DNA fragmentation. Gene expression was performed by Real Time PCR and protein
analysis by Western Blot.

Results: CBZ treatment shows an inhibitory effect on Saos-2 proliferation; in particular
CBZ (5 µM) causes an increase of 27 hours of population doubling time compared to
the control (p = 0.022). We found that this inhibition is due to cell cycle arrest in G1
phase, but not to apoptosis. Furthermore, CBZ treated Saos-2 (5 µM) exhibits a
decrease of the migration rate (- 37%) compared to the control (p = 0.034). MET
phosphorylation is inhibited starting from 30 min after treatment; phospho-MET
return to normal levels after 48 hours. In addition CBZ treatment (5 µM) impacts
directly on mature OBLs decreasing receptor activator of NF-kB ligand and
osteoprotegerin ratio (RANKL/OPG). Saos-2 GFP-positive cells directly co-cultured
with CBZ-treated OBLs show a strong inhibition of proliferation and an altered cellular
spatial organization compared to cells co-cultured with untreated OBLs.

Conclusions: Due to the high heterogeneity of OS and the difficulty to find a unique
therapy for this malignancy, scientists are currently focused on the role of tumor
microenvironment in modulating response to cancer treatments. Our co-culture
system “cell to cell contact” represents a suitable and more physiological model to
investigate the effect of a specific therapy. Intriguingly, we found that CBZ inhibits OS
proliferation not only in a direct way, but also through bone microenvironment,
suggesting a key role of OBL in OS progression.

P04 Systemic therapy in clear cell sarcoma (CCS)

A. Boglione, P. Bergnolo, O. Dal Canton, S. Chiadò Cutin, F. Garetto,
P. Pochettino, D. Ottaviani, V. Prati, A. Comandone

Ospedale Humanitas Gradenigo, Torino

Background: CCS is a rare soft tissue sarcoma subtype associated with the
translocation t (12;22)(q13; q12), differential diagnosis is with amelanocytic cutaneous
melanoma. CCS shows a high resistance to chemotherapy and the prognosis is
negative.

Patients: This study comes from the data base of SC Oncologia of the Ospedale
Humanitas Gradenigo in Torino. Data were collected and patients were followed in a
prospective way from 1998 until now

Results: 18 patients (11 males 7 females) were treated with chemotherapy in advanced
or metastatic setting. All patients underwent surgical or grossly needle biopsy. 14/18
patients received complete surgery, 4/18 were biopsied but not resected since the
disease was metastatic at diagnosis. At the time of this analysis all patients had died. 2
patient received neoadjuvant chemotherapy (epirubicin and ifosfamide) at the time of
diagnosis and palliative chemotherapy at progression. All 18 patients received first line
chemotherapy for advanced or metastatic disease (epirubicin/ifosfamide;
epidoxorubicin/dacarbazine; dacarbarzine alone). 1 (6%) achieved a partial response
and 9 (50%) had a stable disease, 8 patients progressed on therapy. The median PFS
was 12 weeks (2-16). Second line chemotherapy was prescribed in 16/18, all these
progressed within 6 weeks, no clinical response was recorded; third line was
administered in 6 patients, all progressed. The median survival was 37 weeks.

Conclusions: Conventional chemotherapy has minimal activity on CCS and the
prognosis of this disease remains severe.

P05 Local treatment with electrochemotherapy of superficial

angiosarcomas: Efficacy and safety results from a

multi-institutional retrospective study

M. Guida1, L. Campana2, P. Curatolo3, S. Strippoli4, A. Bonadies5, G. Grilz6,
C. Cabula7, R. Rotunno3, S. Bucher8, N. Solari9, A. Santoriello10, S. Valpione11,
C. Rossi11
1IRCCS Istituto Tumori “Giovanni Paolo II”, Oncology Unit, Bari, Italy., Bari
2Veneto Institute of Oncology IOV-IRCCS, Padova, Italy, Padova
3Department of Dermatology and Plastic Surgery, La Sapienza University, Roma,
Italy, Roma
4U.O.C. Oncologia Ospedale Di Miccoli, Barletta, Italia, Barletta
5Plastic Surgery Unit, San Gallicano Dermatologic Institute IRCCS IFO, Roma,
Italy., Roma
6Breast Surgery Unit, Città della salute e della scienza di Torino, Italy., Torino
7Oncologic Surgery, Ospedale Oncologico A. Businco, Cagliari, Italy, Cagliari
8Plastic Surgery Unit, San Gallicano Dermatologic Institute IRCCS IFO, Roma,
Italy, Roma
9Surgical Unit 1, San Martino IST-IRCCS, Genova, Italy, Genova
10Dipartimento di chirurgia generale e specialistica II Università di Napoli, Italy,
Napoli
11Department of Surgery, Oncology and Gastroenterology, University of Padova,
Italy, Padova

Background: Angiosarcoma is an aggressive vascular neoplasm with a high propensity
for local recurrence. Electrochemotherapy is an emerging skin-directed therapy,
exerting prominent cytotoxic activity, and antivascular effects. Its efficacy in
angiosarcoma has not been investigated.

Methods: This multicenter retrospective analysis reviewed patients who underwent
electrochemotherapy from 2007 to 2014 for superficial advanced angiosarcomas.
Bleomycin was administered intravenously and delivered within tumors by means of
percutaneously applied electric pulses, according to the European Standard Operating
Procedures for Electrochemotherapy. Tumor assessment was performed using RECIST
(version 1.1). Toxicity (CTCAE, v4.0) and local progression-free survival (LPFS) were
also evaluated.

Results: Nineteen patients (13 with locally advanced and 6 with metastatic
angiosarcomas) were treated. Tumor sites were: scalp (n = 5), breast (n = 8), other skin
sites (n = 3), and soft tissue (n = 3). Target lesions (n = 54) ranged in size from 1.5 to
2.5 cm (median, 2 cm). Treatment was well tolerated. After 2 months, an objective
response was observed in 12/19 (63%) patients, complete in 8 (42%). One-year LPFS
within treatment field was 68%. Local symptom improvement included palliation of
bleeding (5/19 patients) and pain relief (6/19 patients).

Conclusions: Electrochemotherapy may represent a new locoregional treatment for
selected patients with superficial angiosarcomas.

P06 Multimodal approach of pulmonary artery sarcoma

S. Secondino1, V. Grazioli1, R. Dore1, G.C. Callegari2, M. Paulli1, P. Pedrazzoli1,
A.M. D’Armini1
1Fondazione IRCCS Policlinico S. Matteo, Pavia
2Fondazione Salvatore Maugeri IRCCS, Montescano (PV)

Background: Pulmonary artery sarcoma (PAS) is a rare tumor mimicking acute or
chronic thromboembolic disease often causing delay in diagnosis, and thus surgical
and medical treatment. Therapy is mainly based on surgery, either pneumonectomy or
pulmonary endarterectomy (PEA), whose feasibility depends on the disease extension
and the pts clinical conditions. The prognosis is poor, with survival of 1.5 months
without surgical resection. Limited data suggest a trend towards better survival for pts
who received post-operative CT- and/or RT compared to those who had surgery alone.

Patients and methods: From Oct 2010 to Jan 2016, among pts referred to our hospital
for symptoms of pulmonary thromboembolic disease, 13 had radiological findings of a
tumor mass involving the pulmonary artery by high-resolution CT scan. Twelve
underwent PEA (Morosini M et al. J Thorac Cardiovasc Surg 2012), one was referred
for CT due to the presence of unresectable tumor mass. Among 11 pts (median age 65
yrs; 32-84) who had a confirmed diagnosis of PAS (one resulted to have metastatic
involvement of the pulmonary artery), 9 pts had pulmonary hypertension, two with
severe hemodynamic instability. The median time from onset of symptoms and
surgery was 7 mo (range 2-33). In 9 pts the disease was bilateral, and 2 had also lung
metastases.

Results: Pathology evaluation revealed intimal sarcoma of pulmonary artery,
undifferentiated in 6 cases; 3 patients had pulmonary valve involvement requiring valve
replacement. Following PEA and a short course of cardiopulmonary rehabilitation, 10
pts were able to received conventional CT with doxorubicin and ifosfamide, starting a
median of 30 days (range 22-69) from surgery. Four pts also received IMRT after
completion of the CT program. Four pts have died for disease progression while 7 are
still alive, 5 being disease free at 4-55+ months from surgery.

Conclusions:While early diagnosis is an essential prerequisite to allow for optimal
management of PAS, it is of pivotal importance, as demonstrated in our series, that pts
with suspected diagnosis of PAS are referred to expert centers for PEA, a procedure
that consents a recovery of symptoms and heart function improvement, thus allowing a
rapid multidisciplinary pathway of care. Further clinical research is mandatory for a
better understanding of the role of systemic anticancer therapy and RT.

P07 Recombinant granulocyte colony-stimulating factors (rG-CSFs)

in the management of NEUtropenia induced by anthracyclines

and ifosfamide in patients with soft tissue SARcomas (NEUSAR)

A. Bongiovanni, M. Monti, F. Foca, F. Recine, N. Riva, V. Di Iorio, C. Liverani,
D.V. Alessandro, G. Miserocchi, L. Mercatali, G. Marcantognini, V. Fausti,
S. Calpona, D. Amadori, T. Ibrahim
1Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (I.R.S.T.), IRCCS,
Meldola

Background: Anthracycline and ifosfamide-based chemotherapy represents a widely
used regimen both in early and advanced settings in soft tissue sarcoma (STS).
Prophylaxis with granulocyte colony-stimulating factor (G-CSF) reduces the severity of
chemotherapy-induced neutropenia. Aim of this study is to assess the efficacy and
safety of biosimilar G-CSF in these patients.

Material and methods: Between 2003 and 2013 67 patients with soft tissue tumors
under epirubicin and ifosfamide (EI) treatment receiving biosimilar filgrastim
(Zarzio®), originator filgrastim (Granulokine®, Neupogen®), and lenograstim (only
originator Myelostim®) as primary prophylaxis for a total of 260 cycles of therapy, were
retrospectively analyzed. Baseline patient characteristics were summarized in a
Propensity Score (PS).
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Results: The incidence of febrile neutropenia (FN) was 44.0% in the biosimilar
filgrastim, 40.0% in the originator filgrastim and 45.5% in the lenograstim groups
(P = 0.935). All grade and G4 neutropenia were similar in the three groups with the
same safety profile. The use of biosimilar filgrastim achieved cost savings of €225.25
over originator filgrastim, and €262.00 over lenograstim.

Conclusions: Biosimilar G-CSF is effective in the prevention of incidence of FN and
hospitalization in patients with STS undergoing EI regimen. Biosimilar G-CSF was
considered clinically comparable to its reference product and cost-effectiveness.

P08 Neoadjuvant treatment of a duodenal GIST revealed a new

imatinib-sensitive exon 11 c-KIT-mutation

V. Perfetti1, S. Delfanti2, L. Pugliese3, R. Riboni4, E. Dallera4, M. Lucioni4,
P. Rognoni5, F.S. Latteri6, P. Pedrazzoli2, A. Pietrabissa3
1Medicina Interna, Ospedale Di Varzi, Asst-Pavia, Varzi
2Oncologia IRCCS Policlinico San Matteo, Pavia
3Chirurgia II IRCCS Policlinico San Matteo, Pavia
4Anatomia Patologica IRCCS Policlinico San Matteo, Pavia
5Centro per l’Amiloidosi IRCCS Policlinico San Matteo, Pavia
6Chirugia, Azienda Ospedaliera Cannizzaro, Catania

Background: GISTs are rare mesenchymal tumors of the GI tract. Surgery is of choice
in localized disease, and neoadjuvant treatment with imatinib (a tyrosine kinase
inhibitor, TKI) is increasingly applied. Indeed, 90% of GISTs have a gain-of-function
somatic alteration in the proto oncogene KIT. Exon 11 is the most frequently involved.
Detection of mutations in GIST is critical for targeted therapy since patients respond
differently to TKI, depending on the specific mutations displayed by their tumors. We
report a new imatinib-sensitive mutation in exon 11 in a duodenal GIST who
underwent neoadjuvant treatment.

Case description, c-KIT sequencing: a 35-y old male presented with melena and an
ulcerated GIST (fine needle biopsy, 3.4x2.2x3.1 cm) at the II duodenal tract (medial
aspect of the duodenal wall, immediately distal to the papilla and exteding to nearby
pancreas). The lesion was amenable with pancreaticoduodenectomy and displayed
contact with cava inferior. Neoadjuvant treatment was started with complete metabolic
response (PET-FDG negative at + 30d). Segmental duodenal resection distally to the
papilla was performed 6 months later when NMR showed substantial size reduction
and no blood vessel contacts. Molecular studies revealed a new exon 11 deletion (p.
T574_H580delTQLPYDH) in the functional domain of c-KIT.

Conclusions: Neoadjuvant treatment allowed conservative surgery as well as to
demonstrate imatinib sensitivity of a new exon 11 c-Kit-deletion. This case underlies
the clinical and scientific relevance of this procedure and of the molecular
characterization of GIST.

P09 ReCaTuR -Rare Cancer Network Calabria -“Implementing a

software system based on showing of 3D stereoscopic imaging

data”

S. Turano1, R. Biamonte1, E. Zumpano2, P. Veltri3, G. Confessore4, F. Dattola5,
I. Pellegrino5, P. Iaquinta5, M. Iusi5, R. De Stefano1, F. Romeo1, S. Palazzo1
1Azienda Ospedaliera di Cosenza, COSENZA
2Università della Calabria, COSENZA
3Università di Catanzaro, CATANZARO
4Policlinico Internazionale Scienza e Arte, Roma
5e-way Enterprise Business Solutions, COSENZA

Background: Rare cancers are a particular category of neoplasia that need of a
multimodal and multidisciplinary approach, by trained staff. In this context, and in
collaboration with the national rare cancer network (RTR), born the Calabrese rare
cancer network (ReCaTuR), which aims to collect and share regional cases with RTR.
ReCaTuR is a project adopte the “Hub-Spoke” model for the management,
organization and distribution of information of diagnostic imaging. The
interconnection between different departments, external structures and research
institutes, represents the strength of ReCaTuR in facing rare and complex diseases. In
this context, the software “Evolution 3D Imaging System” (IMES3D), is the tool used
for case studies analysis and it also represents a support for the oncology medical team.

Material and methods: The software comes with a series of modules that allow full
control of the data research facilities by means of artificial intelligence algorithms based
on the review of knowledge (“Dashboard Control & Belief Revision Algorithm”), the
inclusion of new data (“DICOM Data entry”), advanced stereoscopic 3D visualization
(“3D Navision System”) and the use of tele consultation for sharing data with external
structures and departments (“Tele medicine”).

Results: IMES3D allows to view information in 3D stereoscopic (anaglyph and
side-by-side), using an innovative technology called WebGL. This technique allows the
distribution of 3D imaging data on different output devices (web, TV, mobile). It also
provides an enhanced interface system that allows interaction with the RTR. The
advantages of this solution consists in the possibility to query the system through a
search of the various case studies, with objective parameters that are logically
connected to a “neural network of knowledge”.

Conclusions: The aim of development of the system finds its natural application in tele
pathology and tele radiology, two aspects of a larger project called “tele medicine.” The
software is proposed as a valuable technological support to the medical profession. The
computer system receives, stores, processes and transmits biomedical images through
stereoscopic techniques; the high definition of the images allows for remote diagnosis.
The ability to build plug-in modules enables to easily implement new features in
IMES3D, so that ensuring its further development and its sustainability.
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management of cancer pain

R01 Efficacy and safety of oral Morphine versus oral

Prolonged-Release Oxycodone/Naloxone in opioid-naïve

cancer patients: a propensity analysis

M.T. Greco1, A. Roberto2, L. Legramandi2, F. Galli2, O. Corli2
1Unità di Statistica Medica e Biometria “G. A. Maccacaro”, Dipartimento di Scienze
Cliniche e di Comunità, Università degli Studi di Milano, Milano
2Laboratorio di metodologia per la ricerca clinica, Dipartimento di Oncologia,
IRCCS-Istituto di Ricerche Farmacologiche Mario Negri, Milano

Background: The WHO Step III oral opioids Morphine (MOR) and Oxycodone/
Naloxone (OXN) are commonly used to relieve moderate-to-severe pain; however, data
are lacking on their direct comparison in the treatment of cancer pain. The aim of this
analysis was to evaluate the efficacy and safety of MOR compared with OXN in
opioid-naïve cancer patients with moderate-to-severe pain.

Material and methods: We applied the propensity score in a subgroup of patients
(starting the World Health Organization third step therapy during the scheduled
follow-up of 28 days) recruited in a two different prospective 28-day studies
(NCT01809106, NCT02293785) where MOR and OXN were administered. Outcome
measures included analgesic efficacy [average pain intensity (API), worst pain intensity
(WPI) by 0-10 NRS, analgesic response (% of API reduction >30%), daily dosage over
time in morphine-equivalent, opioid escalation index (OEI% > 5%)], switching and
tolerability (constipation, other adverse events (AEs). A multivariable regression model
was applied to estimated the outcome using the propensity score values as a covariate.

Results: 122 MOR and 173 for OXN were included in the comparative analysis (age
68.1 ± 10.8; female 42.4%; average pain intensity at entry 6.1 ± 1.2). The results show a
similar analgesic efficacy, demonstrated by a 28-day API decrease (-55.2% MOR vs.
-52.1% OXN, NS) and WPI decrease (-48.7% MOR vs. -43.4% OXN, NS). Also the
response rates were similar (76.1% MOR vs. 82.6% OXN, NS). Premature switch was
more frequent in MOR group (22% vs. 11%, p = 0.0116). Moderate and severe AEs
rates were different between groups (60.8% MOR vs. 43.8% OXN, p = 0.0044), also
constipation was less frequent after OXN (28.3% vs. 40.2%, p = 0.0365). The starting
daily dosage (45.6 MOR vs. 25.8 mg OXN, p = <.0001) and final daily dosage in
morphine-equivalent (58.3 MOR vs. 43.8 mg OXN, p = 0.0004) were different between
groups. Prevalence of OEI >5% was lower after MOR (10% vs. 19.2% OXN,
p = 0.0323).

Conclusions: In this propensity analysis of patients with moderate-severe cancer pain,
OXN showed similar analgesic efficacy compared to MOR, significant less severe AEs
and constipation, higher increase of dose and reduced rate of switch.

R02 Efficacy and safety of oral Prolonged-Release Oxycodone/

Naloxone in opioid-naïve cancer patients: results from GREAT

study

L. Legramandi, E. Rulli, S.F. Stupia, A. Roberto, O. Corli

Laboratorio di metodologia per la ricerca clinica, Dipartimento di Oncologia,
IRCCS-Istituto di Ricerche Farmacologiche Mario Negri, Milan (Italy)., Milano

Background: It has been demonstrated that Oxycodone-Naloxone (OXN) obtains the
same analgesic response of the other opioids with a better control of constipation. The
variability of the analgesic response to OXN is not explained yet. This study is aimed at
evaluating the analgesic response in cancer patients treated with OXN reporting also
the modifications of treatment schedule and the safety profile over time.

Patients and methods: This is an Italian, multicenter, prospective, observational study
including oncological patients with moderate to severe pain requiring WHO step III
opioids and treated with OXN (NCT02293785). Patients were followed for 28 days and
evaluated every 7. Pain intensity, modifications of therapy and adverse drug reactions
were recorded at each visit. The primary efficacy endpoint was the proportion of
responders, defined as patients with a percentage of average pain intensity difference
(PID) from baseline to last visit with OXN ≥ 30% and a final average pain score > 4,
measured on a 0 to 10 numerical rating scale.

Results: Fourteen centers recruited 206 patients and 175 were analyzable. The mean
age was 68.5 and 29% of patients were under antineoplastic therapy. Average and worst
pain intensity decreased from baseline to last visit from 6.3 ± 1.2 to 3.0 ± 1.9 and from
8.2 ± 1.5 to 4.7 ± 2.5 respectively. Responders were 78.9%. Breakthrough pain presence
decreases from 44.5% to 33.6%. Starting daily dose of OXN was 16.9 ± 8.9 mg

increasing to 29.3 ± 19.8 at last visit. The dose escalation >5%/daily was observed in
19.7%. Eighty-six percent of patients required adjuvant analgesics, while 12% at least
one switch and 13.7% discontinued due to the treatment. OXN was well tolerated with
a low number of severe adverse reactions. In particular 57.7% of patients experienced
any-grade and 2.3% severe grade of constipation over time.

Conclusions: In a population of patients with moderate to severe cancer pain, OXN
showed a strong analgesic effect (about 50% pain reduction), despite low daily dosages
over time. Safety profile is in line with opioids common adverse effects and severe
constipation is very infrequent.

R03 Knowledge, attitudes and associated behaviors of young Italian

medical oncologists in management of cancer pain: Preliminary

data of a National survey

R. Giusti1, L. Verna2, D. Iacono3, C. Ficorella2, G. Porzio2
1Medical Oncology Unit, Rome
2Medical Oncology Unit, San Salvatore Hospital of L’Aquila
3Medical Oncology Unit, Sant’Andrea Hospital of Rome

Background: In the last years, educational programs focused on core competencies in
assessment and management of cancer pain are improving. Moreover, the Italian
legislation protects the right of citizens to access to palliative care and pain
management. Nonetheless, barriers and limitation in pain-related knowledge and
practice in the oncology community still persist. This means that an adequate
treatment of pain for many cancer patients still remains an unmet need.

Material and methods: From January to March 2016, we carried out a web-based cross
sectional national survey among young medical oncologists about knowledge and
attitudes in cancer pain. All the members of the Italian Association of Medical
Oncology (AIOM) under 40 years old received by e-mail a 16-items electronic
questionnaire focused on general characteristics of responders and all the following
aspects of pain management: attention to pain, appropriate use of opiate analgesics and
pain management in the pediatric population. Results were matched with those
obtained with the same questionnaire administered to the same population during the
2003 AIOM National Congress and previously published.

Results: From a total of 732 oncologists, only 106 responded to the electronic
questionnaire (overall response rate, 14.5%). 100 responses were eligible for data
analysis. Responders were geographically evenly distributed among Italian areas and
equally representative for Community hospital (28%), Teaching hospital (35%) and
Comprehensive cancer center (28%). Only nine responders work in Palliative Care
Unit (9%). Overall percentage of correct answers was 82% (range 28-100%) versus the
89% reached in 2003.

Conclusions: Although Italian medical oncologists gave a high rating to their
discipline’s ability to manage pain (median of 7 on a scale of 0 to 10) there are several
concerns regarding their involvement and their attention on supportive care training,
research and educational programs. Data suggest that, among young oncologists,
knowledge and attitudes on treatment of pain can be considered satisfactory but, from
2003 to 2016, we are going backwards.All data will be presented on further
communications.

R04 High dosages of the fixed combination OXYCODONE/

NALOXONE in cancer pain: mid-term efficacy and tolerability

S. Ceniti1, F. Amato1, S. Mameli2, G.M. Pisanu2, R. Vellucci3, V. Palmieri4,
L. Consoletti5, D. Magaldi6, P. Notaro7, S. Conforti8
1Azienda Ospedaliera Cosenza UOC Terapia Dolore e Cure palliative, Cosenza
2Azienda Ospedaliera Cagliari UO terapia Dolore, Cagliari
3Azienda Ospedaliera Careggi UO Terapia Dolore, Firenze
4Azienda Ospedaliera Benevento UO Terapia Dolore, Benevento
5Azienda Ospedaliera Universitaria Ospedali Riuniti di Foggia UO Terapia Dolore,
Foggia
6Azienda Ospedaliera Piave di Sacco UO Terapia Dolore e Cure Palliative, Padova
7Azienda Ospedaliera Niguarda UO Terapia Dolore, Milano
8Azienda Ospedaliera Cosenza UOC Oncologia, Cosenza

Background: Treatment of moderate-to-severe chronic cancer pain with opioids is
often associated with central and gastrointestinal side effects.Oral combination
oxycodone-naloxone strongly attenuates gastrointestinal side effects.Aim of this study
was to evaluate efficacy and tolerability of high doses of OXN-PR on middle-term in
patients with cancer pain.

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.

All rights reserved. For permissions, please email: journals.permissions@oup.com.

m
a
n
a
g
e
m
e
n
t

o
f
c
a
n
c
e
r
p
a
in

Annals of Oncology 27 (Supplement 4): iv101–iv106, 2016

doi:10.1093/annonc/mdw344



Material and Methods:multicenter prospective observation on consecutive cancer pts
with uncontrolled moderate-severe pain or intolerant to analgesics,who were
“switched” to OXN-PR. Pts rotated at entry to OXN-PR = 80mg daily were selected.All
pts were reevaluated after 15,30,45 and 60 days.Primary end point was analgesic
response rate[Responders:pts achieving a decrease of average pain intensity(API,
measured by NRS)= 30% at T30]. Other end-points were:impact of pain on daily
quality of life(BPI-SF 7 items),bowel dysfunction BFI,other side effects.

Results: of 351 pts enrolled,123 were prescribed OXN-PR = 80mg daily at T0(age 63.9
±12,males 61%;metastatic disease in 88.6%).At T0,the majority of pts had severe pain
(NRS = 7 in 80.4%)with neuropathic features(82.1%); 96.7% were rotated from other
strong opioids,30.0%were also taking rapid fentanyl for BTCP episodes.There were 22
(17.9%)pts who discontinued prematurely OXN-PR(exitus n.6; disease progression 2;
side effects7;lack of efficacy 3;lost at f.u. 4);the remaining 101(82.1%)completed the
60-day study.OXN-PR resulted in a significant reduction in pain over time(NRS:from
7.3 ±1.8 at T0 to 3.2 ±2.4 at T60, p <0.001),and the number of daily BTCP declined(1.3
±2 at T0 vs 0.6 ±1 at T60, p <0.001).A response rate was achieved in 96 pts(78.0%).
Daily dosage of OXN-PR increased only slightly during the observation(81.3 ±6 at T0
vs 91.7 ± 32 mg at T60, P <0.001).The impact of pain on QoL abated (BPI-SF from
7.7 ± 1.4 to 2.6 ±1.9 at T60, P <0.0001).OXN-PR did not worsen bowel function,BFI
improved markedly (from 54.6 ± 33 at T0 to 27.9 ± 22 at T60, P <0.001).The number of
patients who complained for other opioid side effects decreased overtime(confusion
24.9% at T0 vs13.8% at T60;nausea/vomiting 33.3%vs7.3%;itching 13%vs5.7%; dry
mouth 32.3%vs18.9%; tremor17.0%vs8.1%; dizziness31.7%vs8.9%; diarrhea4.9%vs2.4%
atT60(overall:p < 0.01).

Conclusions: OXN-PR was highly effective and well tolerated even at high doses in
cancer patients with pain:the agonist-antagonist combination rapidly alleviated pain
and its impact on life style,reducing the number of BTCP and improving opioid side
effects.

R05 Off-label drugs use in home care: a non evidence-based

established practice

L. Velutti1, A. Santoro2, L. Rimassa2, C. Arcanà1, F. Platini2, C. Pavesi3,
D. Lopane4, T. Speciale5, C. Poggio4, S. Mazzieri4
1Oncology and Hematology Unit and Home Care Service, Cancer Center,
Humanitas Research Hospital, Rozzano (Milano)
2Oncology and Hematology Unit, Cancer Center, Humanitas Research Hospital,
Rozzano (Milano)
3Home Care Service, Cancer Center, Humanitas Research Hospital, Rozzano
(Milano)
4Fondazione Humanitas, Rozzano (Milano)
5Cooperativa 9Copp, Morengo (Bergamo)

Background: Advanced cancer patients (pts) experience many different symptoms and
the use of drugs in off-label indications, doses, formulations and administration route
is a common practice in this setting. Drugs mixture (DM) solutions by continuous
administration are frequently utilized. However, evidence-based data on the use of
off-label drugs in this patients subset is scarce.

Patients and methods: A retrospecitive analysis of 484 consecutive assistential
pathways provided by our Home Care Service from July 2010 to April 2016 was
performed. Elastomeric pumps (5 days - 2 ml/h) with drugs diluited in 0.9% NaCl
without protection from light were used. Infusions were administreted subcutaneously
(sc) or by a central venous (iv) access. Analysis was performed on: treated symptoms,
drugs, doses and concentrations, solution transparency, adminitration route, infusion
duration, clinical response, adverse events (AEs), compliance and treatment
acceptability, device proper functioning and treatment interruptions.

Results: 226 pts/484 pathways (47%) treated with DM infusions were identified, M/F
121/105, median age 70 yrs (range 21-92), treated symptoms were pain (50%), nausea/
vomiting (20%), dyspnea/agitation (20%), dysphagia/mucositis (18%). Most of pts had
>1 symptom. Infused drugs included morphine, midazolam, dexamethasone,
ranitidine, metoclopramide, scopolamine, alizapride, haloperidol, furosemide and
ketorolac. The median number of drugs in the DM was 3 (range 1-6). The
administration route was sc in 174 pts (77%), iv in 52 pts (23%). Median/mean
infusion duration was 5/9.6 days (range 0-64). Symptom control was archieved within
72 hours in 69% of pts. No AEs related to the infusion devices were observed.
Compliance was good in 92% of pts, poor/inadequate in 8%. 4 elastomeric pumps
malfunctions were observed: 1 human error, 1 device obstruction due to furosemide
flocculation, 2 unexplained. Also, 2 pts required sc infusion interruption due to fluid
accumulation near the injection site.

Conclusions: This retroscpective analysis showed efficacy and tolerability of DM
administration by elastomeric pumps in the home care setting. Treatment compliance
were high. No AEs were observed, pump malfuncion and therapy discontinuation were
rare. However, there are still many open questions about the off-label use of drugs in
this setting. Prospective trials are strongly suggested.

R06 Depressive symptom and oncological uncontrolled pain:

assessment and evaluation in 562 patients

V. Ieraci, A. Bovero, R. Torta

Città della Salute e della Scienza, Torino

Background: cancer patients may suffer from a plethora of symptoms at all stages of
their disease. Pain is one of the most feared and distressing symptoms experienced by
people with cancer and may be the dominating symptom at time of diagnosis of cancer,
a sign of disease relapse, a symptom of late toxicity and a key symptom in patients with
advanced cancer and it is often associated with depression and impaired quality of life,
consistent with a biopsychosocial model. The main goal of this study is to investigate
the relation among pain and depression in a population of oncological patients and the
secondary objective is to analyse the association between cancer pain and coping styles.

Material and methods: 562 patients were included in the study and assessed using a
0-10 visual analogue scale (VAS) to evaluated pain’s level. Depression and anxiety
symptoms were assessed with the Hospital Anxiety and Depression Scale. Moreover,
pain quality was measured with the “Questionario Italiano del Dolore”.

Results:We divided the sample in two groups (group LP [low pain]: VAS < 5; group
HP [high pain]: VAS = 5) to investigate the difference between patients with high and
low pain as for depression and anxiety. The Independent – Sample t Test showed a
significant difference between the two clusters for anxiety and depression subscales of
HADS. This result was in accordance with correlation analysis that emphasized a
positive correlation between both subscales of HADS and VAS. Finally, we observed a
significant difference for quality of pain. The independence Sample t Test highlighted a
difference in sensorial, affective and mixed subscales. This date were confirmed by
correlation analysis where we found a positive correlation among VAS and sensorial,
affective and mixed QUID subscales.

Conclusions: This study has shown that pain and depression are highly prevalent in
cancer patients. Mood disorders are more prevalent in oncological patients with pain
than those without pain. Our data confirmed the relationship between the presence of
depression and pain.

R07 Clinical governance and appropriateness of opioid-prescribing

practices in cancer pain: a retrospective single center cohort

study in primary care setting

S. Cottini1, C. Vencato2, M. Riolfi3
1UO Oncologia Medica - ULSS 5 Ovest Vicentino, Arzignano (VI)
2UO Servizio Farmaceutico Territoriale - ULSS 5 Ovest Vicentino, Arzignano (VI)
3UO Cure Palliative - ULSS 5 Ovest Vicentino, Arzignano (VI)

Background: Although many educational programs and guidelines had been published
during last decades, only 50% of cancer pts receive adequate pain control. General
Practitioner (GP) has an increasingly recognized role in the care of these pts, especially
in end-of-life care. Thus, we aimed to investigate GPs’ opioids prescribing adherence to
guidelines in terminally ill cancer pts admitted to Integrated Home Care Services
(IHCS). Then, we evaluated the impact of specialist home palliative care team (HPCT)
in the management of cancer pain.

Methods: A retrospective cohort study enrolling all cancer pts listed by the Local
Health Authority No. 5, Veneto Region, as admitted to IHCS in 2013, with at least one
opioids’ prescription. For each patient, demographics (age and gender),
clinico-pathological data, length of stay in home care, access to HPCT and opioids
treatment have been obtained from medical and administrative records. In this
preliminary report, descriptive statistics was used.

Results: A total of 163 pts were included, median age was 69 years (range 12-91),
39,9% were women. Median length of stay in home care was 72 days; 138 pts (84,7%)
died before 31/12/2013. The most common cause of cancer-related death were colon
and lung cancer (21% and 19% respectively). Of the cohort considered, 41 pts had been
taken into care only by GPs whereas 122 pts (74.9%) had been taken into care also by
HPCT. Pts followed by GPs were more likely to receive only weak opioids as analgesic
therapy (24,3% vs 5,7%). Regarding strong opioids management, pts followed only by
GPs were more likely to start with transdermic route (29% vs 20,9%) and with
morphine sulphate (38,7% vs 17,4%), whereas pts followed also by PHCT were more
likely to start with oxycodone/naloxone (43,5% vs 13%). GPs’ prescription of rescue
therapy (immediate release opioids and rapid onset opioids) was less common when
pts were not enrolled for the palliative care program (19,4% vs 73,9%).

Conclusions: Access to palliative care could improve cancer pain management and
GPs’ knowledge about some key issues, such as timely appropriate administration of
strong opioids, oral route as first-choice opioid administration, prescription of
immediate release formulation for pain exacerbation and awareness of new drugs
which could help to prevent and treat opioids induced constipation. A stronger
integration of palliative care to standard oncologic care and primary care could be
useful and improve our clinical practice.
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R08 Occasional sedation in the management of cancer pain

M. Mazzer, A. Orlando

Hospice ’Casa dei Gelsi’, Treviso

Background: Palliative sedation is an intentional reduction of the patient’s awareness
until the lost consciousness. It is used at the end of life to relieve severe and refractory
symptoms in patients with advance stage of disease. Occasional sedation (OS) is not
consider a type of palliative sedation. It reduces the patient’s consciousness for a brief
period and provides the patient awakining by discontinuing sedative medications. It
can be used for invasive nursing actions or to give rest in patient with anxiety or
insomnia. A very few licterature data exist for the use of OS in the management of
cancer pain at the end of life.

Material (patients) and methods: A retrospective analysis of patients with advanced
cancer admitted to hospice from April 2015 to April 2106 was performed. The OS was
proposed to patients with severe pain due to a particular trigger event when the use of
opioids was not sufficient to control pain. Informations about epidemiologic and
clinical characteristics, indications, duration, drugs, and outcomes was collected.

Results: 266 patients entered the Hospice consecutively during the year. OS was offered
to 6 cases with patient’s consent. All of them received high doses of opioids for
background pain. Indications for OS were: pain control during every dressing of large
neoplastic lesions (n= 2) or pressure sores (n = 1), pain control during painful nursing
cares (n = 2), pain and anxiey control every night (n= 1).The OS was carried out in all
cases through intravenous administration of Midazolam (dose range 5 mg - 70 mg )
and Morphine. Duration of OS depended on desiderated time of awaking (range 1
hour -12 hours). In 2 of the 6 cases Flumazenil (0,1 mg i.v.) was used to awaken the
patient with immediate effect.

Conclusions: Pain can have high physical and emotional impact in the patient with
advanced cancer. If opioids are not sufficient to control pain due to trigger events, OS
can be considered. The OS is useful in complex dressings, painful nursing care
practices and to control pain and anxiety overnight. The use of Flumazenil should
always be considered to awaken the patient when the triggering pain is over.

R09 Systematic pain evaluation in hospitalized cancer patients in a

Medical Oncology Unit: feasibility and utility of pain monitoring

by Numeric Rating Scale in cancer pain management

R. Magarotto, B. Micheloni, G. Lunardi, S. Duranti, A. Inno, M. Valerio,
M. Bustaggi, S. Castagna, A. Dalle Vedove, M. Duma, L. Mignolli, L. Oliosi,
M.C. Platano, G. Residori, P. Righetti, A. Ronconi, C. Unguru, S. Zivelonghi,
S. Gori

UOCOncologia Ospedale S.Cuore -Don Calabria, Negrar /Verona

Background: Pain management is a cornerstone of comprehensive cancer care. A
regular evaluation of pain in hospitalized cancer patients is required by Italian Law 38/
2010 on Palliative Care and Pain Therapy. In our Medical Oncology Unit, we activated
a systematic daily pain recording in hospitalized patients. We report descriptive data
concerning pain prevalence, type, frequency of medical interventions for breakthrough
pain, pain re-evaluation after therapy for breakthrough pain, efficacy of interventions
during patient hospitalization.

Patients and methods: Since April 2015 we evaluated pain daily twice in our
in-patients by means of numeric rating scale (NRS).We retrospectively recorded daily
data reported in the medical records about number of: pain detections, detections of
pain NRS > 4, interventions for pain NRS > 4, number of re-evaluations after
intervention for pain NRS > 4, number of missing re-evaluations after intervention for
pain NRS > 4, number of re-evaluation with a NRS value decrease after intervention
lower than 30%.We defined medical intervention as analgesic drug administration
according to breakthrough pain therapy planning.Data were analyzed by STATA
software (v 14.0).

Results:We recorded data from 157 in-patients (83 males, 74 females; median age 69
yrs) for 1981 days of hospitalization overall.At admittance, 70% of patients had pain:
41%, 18%, 8% and 3% had visceral, bone, somatic or neuropathic pain, respectively. A
background analgesic treatment was present in 59% of patients (10% non-opioids, 15%
weak opioids, 34% strong opioids) and a breakthrough analgesic treatment had been
scheduled in 92% of patients (37% non-opioids, 20% weak opioids, 35% strong
opioids).Excluding the first and the last day of hospitalization, pain was evaluated twice
at least in 1530/1659 (92%) days of hospitalization.A NRS value > 4 was recorded in
435/3792 (12%) total pain detections and in 410/435 cases (94%) comported a medical
intervention by pain relief drug administration.Pain after medical intervention was
re-evaluated in 388/410 (95%) cases and a reduction upper than 30% in NRS value was
obtained in 358/388 cases (92%).

Discussion: Daily twice evaluation of pain in hospitalized patients by NRS is feasible.
Systematic pain monitoring in hospitalized patients, according to the law 38/2010,
allow to correctly record pain intensity, to timely treat breakthrough pain and to
quantitatively evaluate response to analgesic drug administered for breakthrough pain.

R10 Painting the pain

P. Mordenti, C. di nunzio, E. orlandi, E. zaffignani, L. cavanna

ospedale guglielmo da saliceto dipartimento oncologia-ematologia, piacenza

Background: Pain is a common symptom in oncologic patients with a prevalence
ranging from 33% to 64% depending on the phase of disease. Nevertheless, nearly half
of the patients have their pain under-treated. Difficulties in assessing both quality and
intensity of pain are two major factors responsible for the under-treatment. New
evidences suggest that pictures could help healthcare providers in assessing pain;
however, only pre-identified images are used for this assessment.

Material and methods: All patient referring pain admitted to our Unit in April, were
requested to paint the quality and intensity of symptom. In the meantime the intensity
was assessed even with the Numerical Scale.

Results: On 93 patients, the 65% reported pain. Colours more used were red, black and
grey, yellow. All image was different from the other apart from three patients that paint
a hearth. Half of the patients represented a dark image interspersed with bright colours
indicative of pain resolution. Chronic pain was most represented by dark colours and
pictures while breakthrough pain frequently appeared as a raindrop, sun behind cloud,
tear or similar images. Interestingly, the bright or dark colour correlated with the
numerical assessment. Using the two instrument, figurative and numerical, we were
able to treat better the pain of our patients; moreover, the pain control with drug
adjustment has been achieved in less time than when we used only the numerical scale.
In turn, the hospital stay was reduced significantly.

Conclusions: Paint the pain liberally could be an interesting strategy for better
understand quality and intensity of pain. It is a simple and cost effective method that
could be a more realistic indicator of pain. A limitation in our strategy however, can be
the personal interpretation that single healthcare providers could give to the picture.
Notwithstanding, in our experience it represents a valid alternative to commonly used
approach since the image really depicts what the patient feel at that moment.

R11 Mucositis pain: treatment pptions for the patient

G. Antonacci, C. Cerati, M. Racis, I. Lo Russo, E. Togliardi, R. Cusmai, G. Saibene

Fondazione IRCCS Istituto Nazionale dei Tumori, Milano

Background: Oral mucositis (OM) is the most frequent complication deriving from
oncology treatment, causing pain of the oral cavity and dysphagia that greatly
compromise the patient’s quality of life.Under-treated pain of OM, can lead to
malnutrition, weight-loss, astenia and emotional stress. Therefore, swift, effective
symptom-management of OM is of vital importance.Analgesic therapy is often
inappropriate or ineffective, whereas opiates such as Morphine are available only to a
limited number of patients. Moreover, the difficulty in executing multicentric studies
on narcotic drugs makes for a very grim scenario indeed. Morphine is still considered
the number one drug of choice for moderate to severe oncological pain, according to
EAPC (European Association for Palliative Care). However, Morphine is not generally
administered for the treatment of OM pain.The objective of this article is to assess the
efficacy of analgesic therapy administered during cancer treatment with specific regard
to OM.

Materials (patients) and methods: Assessment of pain intensity of OM during
oncology treatment in patients of the National Tumor Institute of Milan.

Results: Of the 150 subjects with OM in relation to various regimes of oncology
treatment, 138 referred oral cavity pain of differing intensity. Data analysis revealed
that 58% (88 subjects) referred oral-pharyngeal pain (NRS 5 or more) that was
uncontrolled, and 27% of the same group (41 patients) received no pain mediction. Of
the 52 patients that referred severe pain (NRS 7-10), 42%, (22 subjects) used no pain
medication while only 19%, (10 subjects) received strong, IV opiates.

Conclusions: OM pain receives little consideration, hence inadequate treatment,
negtively influencing the patient’s quality of life. The WHO Assessment Scale most
utilized for confirming OM is not specific for identifying pain intensity of the oral
cavity.Despite the fact that Morphine is considered one of the drugs of choice for
oncological pain, it is not generally administered as treatment for moderate/severe OM.
Proper use of specific assessment tools, identification of the most appropriate
treatment for pain relief for OM as well as reference to common guidelines would
greatly assist in resolving the issue so that patients may continue oncology treatment,
unhindered by complications deriving from OM.
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R12 Survey on prevalence and management of breakthrough cancer

pain: a single center experience

E. Bolzacchini, A. Tuzi, I. Vallini, G. Pinotti

U.O. Oncologia Medica, Ospedale di Circolo e Fondazione Macchi, Azienda Socio
Sanitaria dei Sette Laghi, Varese

Background: Breakthrough cancer pain(BTcP)is a transitory, acute pain that occurs
despite the use of analgesia(treated by strong opiod)to control chronic pain. BTcP may
arise spontaneously or be provoked by certain movements or activities(voluntary or
involuntary).The aim of our survey was to evaluate the prevalence and the
management of BTcP in our patients(pts).

Patients and methods: From September 2014 to September 2015 we consecutively
enrolled 133 pts refereed to ambulatory of pain and palliative care of Medical Oncology
Department of Varese.A detailed questionnaire regarding pain control and BTcP was
administered to those pts.To detect chronic pain and for BTcP assessment we used a
numeric rate scale(NRS).Follow up questionnaire regarding the effectiveness of therapy
was also administered.Mean age was 66 years-old(range:33-84),85 pts were male.
Performance Status(ECOG)was 0-1 in 47%pts,while 2-3 in 63%pts.Primary cancer site
was:lung(28%),urogenital(16%),colorectal(14%),bilio-pancreatic(11%),breast(10%),
head-neck(10%),esophagus-gastric(5%),skin(3%),hematological malignancies
(3%).92% pts had stage IV disease.Metastatic sites were:bone(49%),lung(41%),liver
(39%),regional lymph nodes(48%),peritoneum(8%) and central nervous system(5.5%).

Results:Median chronic pain measured according to NRS scale was less than 4 in
100%of patients Nociceptive and neuropathic pain was both reported by 82% of pts
and neuropathic alone in 18%.96%of pts were treated with opioid(70% strong, 30%
weak),while 4% of pts were treated with non-opioid drugs(NSAIDs).Opioid therapy for
chronic pain was administered with oral(70,5%), transdermal(26.5%)and subcutaneous
(3%)formulation.Adjuvant drugs were associated in 34% of pts. BTcP was reported by
85%of pts.In particular, our patients referred on average 2,5 episodes of BTcP every day
(from 1 up to 7).Mean intensity was 8.2,from 7 up to 10 using NRS scale. BTcP was
treated with ROO (rapid onset opioids)(55%),oral or subcutaneous morphine(30%),
oxycodone(rapid release)(10%) and with non-opioid drugs(5%).Constipation, nausea/
vomiting, drowsiness and xerostomy didn’t get worse by the treatment for BTcP. No
statistical correlation was found between number of BTcP and mean intensity and site
of primary cancer, nor site of metastasis.95% of pts reffered satisfaction of BTcP
therapy.

Conclusions: This study shows a very high prevalence of BTP in our pts.Treatment
administrered for BTcP was effective in our pts without addition of side effects.

R13 Tapentadol PR for patients with advanced cancer pain

A. Quadri1, P. Belloni2, E. Faccendini3, E. Biraghi4, R. Venezia4
1UO Medicina Oncologica – Policlinico San Pietro, Ponte San Pietro (BG)
2Oncologia Medica ed Ematologia – Ospedale di Circolo, Rho (MI)
3Oncologia – Ospedale Civile Fornaroli, Magenta (MI)
4Oncologia Medica – Ospedale di Gorgonzola, ASST Melegnano e Martesana,
Gorgonzola (MI)

Background: Cancer pain evolve and change with disease progression. It has both a
nociceptive and neuropathic component.Among strong analgesics, which still
represent the cornerstone of management in cancer patients with moderate-to-severe
chronic pain, tapentadol is a unique chemical entity. Due to its mechanism, we decided
to evaluate efficacy and tolerability of tapentadol, a dual - opioid and noradrenergic
(MOR-NRI) – central acting analgesic with effectiveness in chronic and mixed pain.
The lower contribution of the opioid component also allows a reduction in adverse
events μ-related. Moreover Tapentadol has a low risk of drug interactions which can be
very useful in patients with complex therapeutic programmes.

Patients and methods: An observational study was conducted in adult patients, of
both sexes, suffering from moderate to severe cancer pain (NRS baseline ≥4). The
initial dose of tapentadol PR was 50 or 100 mg BID, in case of ineffectiveness the
dosage was gradually increased up to 250 mg BID. All other analgesics, BTcP’s drugs or
cancer therapies were gathered. The observation period was 3 months and 5 visits were
performed.Pain intensity at rest and at movement using patients’ self-report on a
11-point NRS from 0 to 10, quality of sleep (4-point scale), DN4 (Douleur
Neuropathique 4) score, Quality of life (SF-12), number and reason of drop-out were
considered for the evaluation of effectiveness. All adverse events were registered and a
global impression of the analgesic treatment was recorded (4-point scale).

Results: 88 patients (54%M/46%F, mean age 70 ± 10 years) suffering from cancer pain
due to advanced disease (Karnofsky between 50 and 90) with mean pain intensity NRS
4,7 ± 1 at rest and 6,3 ± 1,4 at movement were enrolled. The DN4 score was positive in
27% patients. Thanks to tapentadol PR pain intensity significantly decreased from
baseline (NRS -3,6 at rest and -4,8 at movement, p < 0.01). Quality of sleep and more
broadly SF-12 scores improved (p < 0.01) and so did the DN4 (13% patients positive).
These results were obtained with 100 and 400 mg/day: the treatment with tapentadol
PR was judged effective in 56 patients (responders 67%) and the tolerability was good.
The use of other analgesics including BTcP drugs was reduced during the study period.

Conclusions: Tapentadol PR was effective and well tolerated in patients with advanced
cancer pain: the reduction in pain intensity at movement was strong and tolerability,
even gastrointestinal, was good.

R14 Tolerability, efficacy and acceptability of fentanyl pectin nasal

spray for breakthrough cancer pain

A. Massimiliano1, G. Bronte2, F.P. Spataro1, E. Bronte2, V.B. Leonardi1, A. Usset1,
A. Laudani1, C. Arcuri1, M.P. Cusimano1, A. Russo2
1U.O.C. di Oncologia Medica, A.R.N.A.S. Civico, Palermo, Italy, Palermo
2Dipartimento di Discipline Chirurgiche, Oncologiche e Stomatologiche, Università
degli Studi di Palermo, Palermo, Italy, Palermo

Background: Fentanyl pectin nasal spray (FPNS) is being developed to improve
analgesic onset, treatment efficacy, and satisfaction/acceptability in treating
breakthrough cancer pain. Previous studies show that fentanyl pectin nasal spray
(FPNS) rapidly provides clinically meaningful pain relief in the treatment of
breakthrough cancer pain (BTCP). This study assessed the long-term tolerability,
acceptability and consistency of effect of FPNS in patients with BTCP.

Methods:We have evaluated patients with advanced or metastatic cancer. Performance
status (ECOG) was: 0 (14 pts), 1 (30 pts), 2 (8 pts), 3 (3 pts). Sites of pain were bone
(70% = 36 pts), abdominal (22% = 11 pts), head-neck (8% = 6 pts). Cancer patients
with one to four episodes per day of BTCP whilst taking ≥60 mg/day of Morphine (or
equivalent) given orally for cancer pain entered an open-label 18-week safety study.
Safety and tolerability were assessed by adverse events (AEs), adverse drug reactions
(ADRs), withdrawal due to AEs. Acceptability assessments included ratings of overall
satisfaction. Additional rescue medication and dose stability were used to evaluate the
consistency of effect.

Results: Sixty-five patients were included in the safety and intent-to-treat analysis
(2500 episodes), Fifty-five entered the treatment phase and forty patients completed 18
weeks. Overall 24.6% of sixty-five patients reported treatment-related
treatment-emergent AEs that were generally mild/moderate and typical of opioids; no
patients discontinued treatment due to an AE. Nasal assessments revealed no clinically
significant effects; 94% of FPNS-treated episodes required no additional rescue
medication. More than 90% of patients did not have to increase their dose during the
study. Patients reported overall satisfaction with FPNS for 90.1% of episodes. At week
12, 80% patients were satisfied with the ease of use and 97.9% with the convenience of
FPNS.

Conclusions: FPNS was well tolerated and well accepted for the treatment of BTCP,
and doses remained stable over the 4-month study period.

R15 Managing cancer pain with tapentadol PR: our clinical practice

D. Ottaviani1, C. Barone2, E. Bellini3, A. Comandone4, D. Pignataro5, M. Tucci5
1Oncologia Medica, Humanitas-Gradenigo, Torino
2DH Oncologico – Ospedale San Lorenzo, Carmagnola (TO)
3Oncologia Medica 2 – Città della Salute e della Scienza, Torino
4Oncologia Medica – Humanitas Gradenigo, Torino
5SCDU Oncologia Medica- AO San Luigi Gonzaga, Orbassano (TO)

Background: Chronic pain is one of the most common symptoms experienced by
patients with tumors and is associated with a substantial negative impact on patient
quality of life, daily activities, and wellbeing. For the management of moderate to severe
cancer pain, we decided to evaluate efficacy and tolerability of tapentadol PR in our
daily clinical practice. Tapentadol is a centrally acting analgesic with two synergistic
mechanisms of action, μ-opioid receptor agonism and noradrenaline reuptake
inhibition, in a single molecule. Due to a substance-specific pharmacodynamic/
pharmacokinetic profile, it has a low risk of drug interactions and a potential
favourable tolerability profile which can be very useful in cancer patients.

Patients and methods: An observational study was conducted in adult patients, of
both sexes, suffering from moderate to severe cancer pain. The initial dose of
tapentadol PR was 50 or 100 mg BID, in case of ineffectiveness the dosage was
gradually increased up to 250 mg BID. All other analgesics, BTcP’s drugs or cancer
therapies were gathered. The observation period was 2 months and 5 visits were
performed.Mean pain intensity using a 11-point NRS from 0 to 10, quality of sleep
(4-point scale), self-government, physical and psychological wellbeing (3-point scale),
number and reason of drop-out were considered for the evaluation of effectiveness. All
adverse events and any dose changes of the analgesic treatment were recorded.

Results: 54 patients (41%M/59%F, mean age 68 ± 11 years) suffering from cancer pain,
mainly due to breast (37%) and prostate (22%) tumors with Karnofsky between 50 and
100 and metastasis in 45 cases were enrolled. At baseline mean pain intensity was NRS
6.7 ± 1.6. Thanks to tapentadol PR the reduction of pain intensity was clinically (-4.8
points NRS) and statistically significant (p <0.01). 70% patients have recovered a
night’s rest and got welfare: self-government, physical and psychological wellbeing
scores all improved. At the end of the study, the treatment with tapentadol PR was
judged effective in 44 patients and the tolerability was good in all cases. These results
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were obtained with doses of tapentadol PR between 100 and 200 mg/day, stable after
titration.

Conclusions: Tapentadol PR was useful in the management of moderate to severe
cancer pain: the reduction in pain intensity was strong and tolerability, even
gastrointestinal, was good.

R16 Potentiation and tolerance preservation of morphine induced

analgesia in rodents and healthy volunteers

M. Farzad1, A. Falzetta1, C. Casi1, A. Giallombardo1, S. Biancanelli1,
A. Martignetti1, E. Bianchi2
1U.O.S. Studi Clinici Oncologici e Oncologia Medica Ospedale Alta Valdelsa AUSL
Toscana Sud-Est, Poggibonsi (SI)
2Dipartimento Scienze Mediche, Chirurgiche e Neuroscienze, Università di Siena,
Siena

Opioid medications are commonly used to attenuate pain in patient care. Increased use
of these medications has revealed paradoxical side effects as opioid-induced
hyperalgesia (OIH) which is characterized by a state of enhanced pain sensation
accompanied by allodynia. This effect is seen both in the chronic user and in patients
taking opioids intra-operatively. OIH diverges from opioid tolerance in that dose
increases are accompanied by a rise in pain sensitivity. It must be pointed out that
analgesic and hyperalgesic effects of opioids exist at the same time, but the analgesic
effect predominates, masking the hyperalgesia. This was explained by the presence of
two different signaling pathways simultaneously activated by opioids, one inhibitory
(GABA signaling way) and the other excitatory (PLC-DAG-PKC pathway). Our
purpose was to combine the use of morphine with clinically available inhibitors of
protein kinase C (PKC), turning off the hyperalgesic way and finally potentiating
morphine analgesia. St. John’s Wort (SJW), used for centuries as a medicinal plant, can
act as PKC blocker, competitively binding to the regulatory domain of PKC. Thermal
behavioral tests performed in rodents, previously administered with acute or chronic
morphine combined with PKC-blocker SJW or its main component hypericin, induced
a dramatic potentiation of morphine analgesia in thermal pain. The SJW induced
potentiating effect lasted in time and preserved morphine analgesia in tolerant mice.
Pain assessment was measured in healthy volunteers by gradual immersion of the
dominant arm in circulating noxious hot water (46°C) for 2 min. Intensity and
unpleasantness of pain was rated every 30s with a score between 0 (no pain) and 100
(intolerable). In volunteers, perceived pain was decreased by 40% when morphine was
co-administered with SJW at a dose largely below those used to obtain an
antidepressant or analgesic effect. Complement morphine with a natural substance as
SJW could mitigate the fear of the phenomenon of habituation, inducing a better
compliance. It can be concluded that SJW and one of its main components, hypericin,
could potentiate morphine-induced analgesia in clinical practice.

R17 Adherence to opioid treatment in patients with chronic cancer

pain

L. Moraca, C. Sepede

Aou Ospedali Riuniti Foggia, Foggia

Background: On average, 30–75% of patients with early or advanced stages of cancer
experience moderate to severe pain. Despite the availability of guidelines for
health-care professionals, and the fact that as many as 90% of patients with cancer pain
can be treated effectively through pharmacological therapies—even at home—the
undertreatment of cancer pain is a widely recognized, well-documented health-care
problem. Unrelieved pain is a serious and neglected public health problem, causing
unjustified suffering for patients. For most people, adequate pain relief relies on the
appropriate use of opiod drug. Moreover, even when legislation has been modified in
favor of the use of analgesic, cultural barriers and lack of knowledge remain limiting
factor for the appropriate use of opioids .Finally, patients and relatives often hamper
treatment because of similar misconceptions regarding opioids, nonadherence to
treatment regimens, and poor communication of their concerns.

Material and methods: We collected data of 150 patients, opioid naive, with advanced
cancer disease treated for chronic pain with opioid from february 2010 to january 2015.
Neoplasm’s histological findings were : head and neck cancer (30), lung cancer (45),
breast cancer (40), colon-rectal cancer (20), pancreatic cancer ( 15). To ensure greater
adherence to therapy with opioids we tried to involved the patient and caregiver in the
therapeutic decision. During the ambulatory visit we evaluated the presence of pain,
pain has been quantified with numerical rating scale (NRS), we informed the patient
and /or caregiver about therapy for pain and about more frequently adverse events
(nausea, costipation). The patient, in addiction, has been invited to make a phone call
to our 24 hours after visit to assess the efficacy of treatment and adherence to it. Then
every patient has been revalue every week with medical examination until conclusion
of treatment.

Results: During the whole period with opioid drugs a reduction of pain has been found
out in patients in comparison with phone call (65%) o first clinical examination (35%),
mean change of NRS scale from 8 to 2. The adherence to opioid treatment and the

satisfaction level has been 100%.In the 10% of cases the pain control also allowed the
continuation of antiblastic treatment.

Conclusion: The patients have better adherence to therapy if properly informed and
followed up at home in the first phase of therapy.

R18 Osteopathy for Post-Mastectomy Pain Syndrome (PMPS) in

early breast cancer (EBC) patients: a pilot study in an Italian

Oncology Unit

F. Putignano1, L. Bidin2, B. Belfiglio3, F. Bordoni3, P. Seghini4, L. Cavanna5
1Associazione Malato Oncologico Piacentino (AMOP), Piacenza
2AUSL di Piacenza, U.O. Oncologia, Piacenza
3Unique, Piacenza
4AUSL Piacenza, Piacenza
5AUSL Piacenza U.O. Oncologia, Piacenza

Background: Osteopathy consists in manipulations to relieve pain and strengthen the
musculoskeletal framework. PMPS after EBC procedures is a chronic neuropathic pain
due to nerve injury. RT and taxanes exacerbate PMPS. Chronic pain affects daily
activities,sleep,mood,social function,QoL and induce an economic burden.

Materials and methods: 12 EBC pts with PMPS, NED at mean 52,6 mo. (8-156) from
surgery, were recruited in this pilot study. Median age 53 (33-80); 7/12 (58%)
mastectomies;10/12 (83%) axillary lymphadenectomies; 8/12 (67%) RT; 7/12 received
taxanes. 7/12 used drugs for PMPS. Treatment: 6 weekly bilateral manipulations
(T0-T5), followed by 3 monthly reinforcements(T6-T8). Specific cranial, fascial and
articular techniques were used. Pain and QoL were assessed at T0/T5/T8 with VAS and
SF-36; ROM (degree of abduction and extra-rotation) was manually collected with a
goniometer in all sessions. Posture was tested by a computerized stabilometric platform
at T0/T5/T8. End points: feasibility (recruitment, attendance, compliance) and benefits
(pain, QoL, motion and balance). Statistical analysis: paired t-test, linear mixed-effects
model and STATA software.

Results: 12 pts recruited in 2 weeks; 12/12 attended at least 4 sessions, T0 and final
tests; 12/12 evaluable for efficacy; 10/12 (83%) attended the 1st and 2nd reinforcements;
6/12 (50%) completed the 3rd reinforcement. VAS mean values indicated a decrease in
pain from T0 (4.5; 95%CI: 3.1-5.9) to T5 (2.6; 95%CI: 1.5.-3.8) (p = 0.0014) and from
T0 to T8 (2.2; 95%CI: 0.9-3.4) (p = 0.017). QoL score-physical improved from T0 to T5
(p = 0.003) and from T0 to T8 (p = 0.043); QoL-mental mean scores improved from
T0 to T5 (p = 0.032) but not from T0 to T8 (p = 0.7). Due to PMPS affected arm vs
healthy showed a worse ROM at baseline (T0); bilateral ROM were similar at T5. At T5
a clear improvement in the ROM of the affected arm was observed both in abd. (2.83°;
95%CI: 0.72°-4.94°; p = 0.008) and in extra-rot. (5.12°; 95%CI: 2.26°-7.98°; p < 0.0005).
At T6-T8 the amelioration from baseline was still significant in abd. (6.4°; p = 0.09) and
extra-rot. (11.8°; p = 0.019). Smaller changes were observed in the healthy arm in ROM
from T0 to T8. Stabilometric platform values indicated a significantly better balance of
the whole body.

Conclusions: In a pilot study of osteopathy in PMPS pts, a good attendance to
intensive phase and at reinforcement sessions was seen, with benefit in pain, physical
QoL, movement and balance.

R19 Clinical management of breakthrough cancer pain in patients

with malignancies of the District Head - Neck

I. Parascandolo1, S. Santoro2
1Asl Na2 Nord, Napoli
2Asl Na2 Nord, Marano di Napoli

Background: Most of the patients suffering from head and neck cancer has nociceptive
or neuropathic pain and BTcP . They are not in degree to swallow and need adequate
cancer pain therapy . We have formulated a therapy using Fentanyl patches trans-
dermal and Intranasal fentanyl pectin.Breakthrough cancer pain (BTcP) is reported by
about two-thirds of patients treated with opioids for cancer-related pain. Fentanyl is
widely used to treat BTcP because it has a rapid onset, a short duration of action.
Intranasal administration achieves rapid absorption and avoids the unpredictable
variation in first-pass metabolism associated with oral administration.PecFent is
formulated as a pectin-based gel designed to allow rapid absorption but avoiding high
peak serum levels of fentanyl.It is an intranasal spray delivering 100 or 400 µg fentanyl
perspray. We used this formulation for the management of BTcP in adults who were
already receiving maintenance opioid therapy for chronic cancer pain.BTcP is defined
as a transitory exacerbation of pain that occurs ona background of otherwise controlled
persistent pain.

Materials and methods: 37 patients suffering from cancer pain with NRS between 6
and 9, Karnofsky 50/60 were enrolled. These patients with neoplasia of the head and
neck had basic pain 6-9 and 3-4 episodes of BTcP .We performed titration by
intravenous morphine, for having the right dose of fentanyl to be administered. To
manage the basic pain we administered fentanyl patch trans dermal with specific dose
adjustment. To treat BTcP we used fentanyl thickened with pectin in intranasal
formulations.
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Results:We reached Nrs 3-4, through therapy with Fentanyl patch and PecFent spray.

Conclusion: Clinical management of breakthrough cancer pain in patients with
malignancies of the District Head - Neck can be satisfactorily done with Fentanyl patch
and intranasal fentanyl pectin for better compliance in a Patient with many therapies.

R20 Management of breakthrough cancer pain (BTcP) in patients

with bone metastases of solid tumors

G.P. Spinelli1, E. Gozzi2, V. Stati3, E. Miele4, L. Rossi5, A. Papa6, D. Caruso6,
M. Verrico6, E. Zaccarelli6, M. Strudel6, E. Giordani6, G. Magaro6, G. Angius6,
A. Cirillo6, G. Tiberi6, B. Rossi7, S. Tomao8
1ASL Latina, Distretto 1 - Aprilia, Aprilia
2University of Rome, Aprilia
3University of Rome “Sapienza”, Aprilia
4University of Rome “Sapienza”, Rome
5ASL Latina, Latina
6University of Rome “Sapienza”, Latina
7ASL Latina, Distretto 1 - Aprilia, Latina
8ASL Latina, University of Rome “Sapienza”, Latina

Background: Bone metastases are frequent in patients with different type of tumors:
the most common are prostate cancer, lung cancer, and breast cancer.The cause of pain
could be related to direct tissue injury or other processes, such as inflammation [2, 12].

Breakthrough Cancer Pain requires an on-demand opioid in addition to the baseline
opioid therapy and usually occurs in patients with advanced cancer and/or bone
metastases. Recently, buccal or nasal fentanyls have been strongly recommended for
breakthrough cancer pain episodes, especially in patients with bone metastases. In fact,
while the older opioids (e.g., morphine solution) need 30–45 min for pain relief,
rapid-onset fentanyl provides a sufficient analgesia in 10–15 min. [47].

Materials and methods: In our experience, conducted in Oncological Unit in Aprilia
(LT), we retrospectively observed 40 patients with solid tumors and bone metastases
with referred BTcP. All these patients were analyzed for pain management according to
different fentanyl formulation (e.g. buccal tablet, nasal spray or lollipop).

Results: Twenty patients (50%) had bone metastases from breast cancer, 10 patients
(25%) from prostate cancer and 10 patients (25%) with metastatic lung cancer. All
patients were treated for chronic pain with opioid therapy, in particular, 15% with oral
morphine, 30 % with oxycodone and naloxone association and 55% with transdermal
fentanyl. The patients were observed for 6 months consecutively with monthly control
and telephone interview when required. All the BTcP episodes were registered. The
pain relief duration was evaluated according to fentanyl formulation. We observed a
good control in terms of both pain relief onset and duration of the effect, comparable
among all formulations.

Conclusions: Despite the small number of enrolled patients, our observational study
showed an effectiveness of all transmucosal fentanyl used for BTcP relief. In light of
these preliminary results, considering the large number of BTcP patients and the lack
of available head-to-head comparisons for the different fentanyl formulations, we
highlight the need for wider randomized trials to guide the best therapy for this subset
of patients.
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S01 Effectiveness of antiangiogenic drugs (ADs) in glioblastoma

(GBM) patients (PTS): a metanalysis of randomized clinical trials

(RCTs)

G. Lombardi1, L. Bellu2, A. Pambuku2, V. Zagonel2
1Istituto Oncologico Veneto - IOV - IRCCS, Padova
2Oncologia Medica 1 - Istituto Oncologico Veneto - IOV - IRCCS, Padova

Background: GBMs are highly vascularized tumors and various ADs have been
investigated in clinical trials showing unclear results. We performed this metanalysis to
evaluate the effectiveness of ADs, in terms of progression-free survival (PFS) and
overall survival (OS), as first or second-line therapy and their association with
chemotherapy in GBM PTS.

Methods: the authors searched relevant published and unpublished RCTs analyzing
ADs versus chemotherapy in GBM PTS from 2000 to January 2016 in MEDLINE,
WEB of SCIENCE, ASCO, ESMO and SNO databases.

Results: sixteen RCTs (9 with bevacizumab, 2 cilengitide, 1 enzastaurin, 1 dasatinib, 1
vandetanib, 1 temsirolimus, 1 cediranib) were identified including 4566 PTS. All trials
showed no improvement in OS with a pooled HR of 1.02 (95% CI 0.93-1.1; p = 0.7).
The use of bevacizumab (BEV) did not improve OS; indeed, the pooled HR for OS for
BEV studies (9 studies, 2752 PTS) was 0.98 (95% CI 0.89-1.08; p = 0.7); 6 RCTs (2084
PTS) analyzed BEV as first-line and the pooled HR for OS was 1.02 (95% CI 0.88-1.19;
p = 0.8); 3 RCTs studied BEV as second-line therapy and the pooled HR for OS was
0.95 (95% CI 0.77-1.17; p = 0.6). No improvement of OS was shown when BEV was
associated with chemotherapy (2588 PTS) with a pooled HR of 0.99 (95% CI 0.88-1.11;
p = 0.8). Seven RCTs with a different AD demonstrating no improvement of OS versus
standard treatment with a pooled HR of 1.05 (95% CI 0.89-1.23; p = 0.5). 14 RCTs
(4349 PTS) were analyzed for PFS and the use of ADs showed a statistically longer PFS
with a pooled HR of 0.73 (95% CI 0.62-0.86;p < 0.01); However, among ADs, only
bevacizumab (2752 PTS) demonstrated an improvement of PFS; indeed, the pooled HR
for PFS for BEV studies was significant at HR = 0.6 (95% CI 0.5-0.7; p < 0.01), both
alone (HR = 0.6; CI 95% 0.44-0.82; p < 0.01) or in combination to CT (HR = 0.6; 95%
CI 0.4-0.7;p < 0.01), both as first-line treatment (HR = 0.65; 95% CI 0.52-0.83; p < 0.01)
or in recurrent disease (HR = 0.51; 95% CI 0.43-0.61; p < 0.01).

Conclusions: ADs did not improve OS in GBM PTS, both as first or second-line
treatment. Among ADs, only BEV demonstrated a PFS benefit both as single agent or
in combination with chemotherapy, both as first or second-line treatment.

S02 Oral Anticancer Therapy Project: clinical utility of a specific

home care nursing program

M. Cirillo1, L. Carlucci2, E. Baldini3, C. Sacco4, V. Zagonel5, S. Leo6,
F.L. Rojas Llimpe7, G. Tonini8, M. Marialuisa9, T. Alfredo10, D. Farci11, T. Sava12,
M. Zaninelli13, V.M. Valori14, A. Quaranta15, F. Carrozza16, B. Micheloni1,
F. Marchetti1, G. Lunardi1, S. Zamboni1, C. Pinto17, S. Gori1
1Oncology Unit, Ospedale Sacro Cuore-Don Calabria, Negrar
2IRCCS-Mario Negri Institute for Pharmacological Research, Milano
3Campo di Marte Hospital, Lucca
4Division of Medical Oncology, S. Maria della Misericordia Hospital, Udine
5Istituto Oncologico Veneto IRCCS, Padova
6Ospedale Vito Fazzi, Lecce
7Policlinico S. Orsola Malpighi, Bologna
8Campus Biomedico, Roma
9Division of Medical Oncology, S. Maria della Misericordia Hospital, Perugia
10IRCCS Centro di Riferimento Oncologico della Basilicata, Rionero in Vulture
11Ospedale Oncologico Businco, Cagliari
12A.O.U.I., University of Verona, Verona
13ULSS 22 Bussolengo, Bussolengo
14IRCCS-Casa Sollievo della Sofferenza, San Giovanni Rotondo
15Medical Oncology & Breast Unit, A. Perrino Hospital, Brindisi
16Oncology Unit, Cardarelli Hospital, Campobasso
17Medical Oncology Unit, IRCCS-Arcispedale S. Maria Nuova, OECI Clinical
Cancer Center, Reggio Emilia

Backgroud: Patients (pts) receiving anticancer oral therapy need a specific training
since treatment is a home-based therapy. Published data suggest the benefit of an active

monitoring by means of dedicated nurses caring to improve the efficiency and safety of
anticancer oral therapy administration. Aim of this study was to evaluate the
potentiality of home care nursing program (HCNP) in decreasing the improper
accesses into first aid for not severe toxicity or need of information about therapy
administration.

Methods: This is an Italian, multicentre randomized controlled trial including pts
eligible to receive an oral cytotoxic/biological anticancer therapy. Concomitant use of
radiotherapy, intravenous or metronomic therapies or administration of previous oral
drugs were not allowed. Pts were randomly assigned to receive either a HCNP (A) or
standard care (B). In arm A dedicated nurses provided 1) accurate information to the
patient, 2) a daily record on which the patients will take note of taken drug dose and
symptomatology eventually occurred, 3) a telephone monitoring by means 2 phone
interviews during first cycle of therapy and 1 during the second one. Primary outcome
was the reduction of improper hospital accesses for grade 1-2 toxicity according to
CTC-AE (version 4.03) or clarifications about the treatment plan. The study was
registered in the observational studies registry [AIOM_TO-1(ID 637)].

Results: Out of 430 randomized pts, 386 were analysed (188 pts in arm A and 198 in
arm B), since 9 pts were excluded for major violation and 35 for never starting
treatment. At least one access to hospital was observed in 40 pts in arm A and in 42 pts
in arm B (21.3% vs. 21.2%, respectively). No difference was detected in proportion of
improper accesses between arm A and arm B (27.5% vs. 23.8%, respectively).

Conclusion: Our experience failed to support the role of a specific HCNP for pts
taking oral therapy. In recent years implementation of recommendations for oral
treatments, an improved attention to specific educational practice and an increasing
use of prescription writings with accurate information given to all pts receiving oral
therapies can explain these results.

S03 The role of clinical risk in Low Grade Glioma patients in the era

of genomic medicine: a GICNO study

E. Franceschi1, D. De Biase2, R. Poggi1, S. Bartolini1, A. Fioravanti3, A. Bacci4,
M. Zucchelli3, E. Zunarelli5, R. Depenni6, M. Di Battista1, G. Crisi7, S. Pizzolitto8,
G. Pasini9, C. Dazzi10, A. Gamboni11, A. Mura1, A.A. Brandes1
1Medical Oncology, Bellaria - Maggiore Hospitals, Azienda USL - IRCCS Institute
of Neurological Sciences, Bologna
2Department of Biomedical and NeuroMotor Sciences (DiBiNeM), Section of
Pathology, M. Malpighi, Bellaria Hospital, University of Bologna, Bologna
3Neurosurgery, Bellaria - Maggiore Hospitals, Azienda USL - IRCCS Institute of
Neurological Sciences, Bologna
4Neuroradiology, Bellaria - Maggiore Hospitals, Azienda USL - IRCCS Institute of
Neurological Sciences, Bologna
5Neurology Clinic, Department of Neuroscience, University of Modena and Reggio
Emilia, St. Agostino-Estense Hospital, Modena
6Department of Oncology, Hematology and Respiratory Diseases, University
Hospital of Modena, Modena
7Department of Neuroradiology, University Hospital of Parma, Parma
8Department of Pathology, Santa Maria della Misericordia Hospital, Udine
9Department of Medical Oncology, Infermi Hospital, Rimini
10Department of Oncology and Hematology, General Hospital, Ravenna
11Oncology Unit, Degli Infermi Hospital, Faenza, Faenza

Background:Molecular characterization of low grade gliomas (LGG) has improved in
recent years and is essential for diagnosis and treatment of these diseases. Moreover,
clinical factors, such as age and the extent of surgery retain a prognostic role in LGG
that were assessed for IDH1/2, 1p/19q codeletion, and MGMT methylation status.

Methods: we retrospectively evaluated all adult LGG patients (pts) from our data
warehouse who received surgery and had sufficient tissue to assess biomarkers
characterization. IDH1/2 assessment was performed on formalin-fixed
paraffin-embedded samples by PCR, MGMT by methylation specific PCR, 1p/19
codeletion by FISH.

Results: 198 consecutive LGG were included. The median age was 38 (range:18–72).
Median follow up was 74.0 months, 109 pts (55.1%) were <40 years of age; 26 pts
(13.1%) underwent biopsy, 119 pts (60.1%) partial resection, 53 pts (26.8%) complete
resection. Twenty-eight pts (14.1%) were considered low risk (<40 years with complete
resection). IDH1/2 mutation was found in 79.8% of pts. 1p/19q codeletion was found
in 41.4% of pts, MGMT methylation in 57.1% of pts. Median survival in low risk
patients was 211.0 months (95%CI: 190.4–231.6) and was 145.3 months (95%CI:
108.5–182.2) in high risk patients (P = 0.006). Median survival for patients with IDH1/
2 mutation was 159 months (95%CI: 103.3–214.7) and was 87.9 months in patients
IDH1/2 wild type (95%CI: 61.1–114.6, P < 0.001). Multivariate analysis showed that
clinical risk (P = 0.006), IDH1/2 mutation (P < 0.001) and 1p/19q codeletion (P = 0.03)
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were significantly correlated with overall survival. MGMT methylation was not
significant.

Conclusions:Molecular characteristic of LGG define the prognosis of these tumors.
Moreover, clinical risk assessment retains a role even in the era of molecular
characterization.

S04 External Quality Assessment Schemes in the management of

solid tumors: the Italian perspective

F. Fenizia1, F. Castiglione2, G.L. Taddei2, M. Barberis3, A. Marchetti4, G. De Rosa5,
N. Normanno6, C. Pinto7
1Centro di Ricerche Oncologiche di Mercogliano (CROM), Istituto Nazionale
Tumori “Fondazione Giovanni Pascale” IRCCS, Mercogliano
2Department of Human Pathology and Oncology, University of Florence, Florence
3Department of Pathology and Laboratory Medicine, European Institute of
Oncology, Milan
4Center of Predictive Molecular Medicine, Center for Excellence on Ageing and
Translational Medicine, University of Chieti-Pescara, Chieti
5Pathology Section, Department of Advanced Biomedical Sciences, University of
Naples Federico II, Naples
6Cell Biology and Biotherapy Unit, Istituto Nazionale per lo Studio e la Cura dei
Tumori “Fondazione Giovanni Pascale”-IRCCS, Naples
7Medical Oncology, S. Maria Hospital - IRCCS, Reggio Emilia

In the management of solid tumors, testing of treatment-related biomarkers must
produce accurate and reliable results, endorsing the need for external quality
assessment (EQA) schemes.
The Italian Association of Medical Oncology and the Italian Society of Pathology and
Cytology created a permanent joint board to set up quality control (QC) schemes for
the molecular characterization of tumors for therapeutic purposes. This board
organizes EQA programs for the analysis of biomarkers in colorectal carcinoma (CRC),
non-small cell lung carcinoma (NSCLC) and melanoma.
Since the first EQA set-up in 2010, the number of participating laboratories has
increased from 59 to 92 registered in 2015. Among all the programs, the percentage of
successful centers ranges from 80.2 to 96.6% (Tab.1).
Until the start of 2014, each EQA consisted of two rounds, while the successive
programs were organized in one round. In 2011, 29.8% of centers failed the first round
of the EGFR scheme; a similar result was obtained in 2013 (29.1%), whereas in 2015
only 13% of participants failed, despite it consisted of a single round (Tab.1). In the
CRC programs organized in 2010 and 2012, results obtained in the first round were
encouraging (96.6% and 88% respectively), while in 2014 a performance reduction was
observed, with only 63.6% of participants passing the first round (Tab.1). This scheme
was the first to require the analysis of full RAS and BRAF genes.
Also, during the EGFR program in 2011 and the all-RAS/BRAF scheme in 2014,
different efficiencies were noticed between the technologies, since commercial kits
performed better than laboratory-developed methods.
The collected data suggest that in general the molecular analyses are performed with
good quality in Italy and that the constant participation in EQA programs allows to
maintain these quality levels. However, the presence of two rounds could help the
centers improve their outcome. The addition of new biomarkers to the routine
diagnostics, as seen in the all-RAS/BRAF scheme in 2014, and the use of new
techniques challenge the laboratories. Together, these data strongly underline the need
for continuous education and trainings to ensure reliable molecular testing over time.

Table: S04

EQA scheme 1° round (passed %) Final results (passed %)

CRC
KRAS EQA 2010 96,6 96,6
KRAS EQA 2012 88,0 95,2
RAS/BRAF EQA 2014 63,6 89,8
NSCLC
EGFR EQA 2011 70,2 87,2
EGFR EQA 2013 70,9 80,2
EGFR EQA 2015* 87,0 87,0
Melanoma
BRAF EQA 2012 79,3 89,0
BRAF EQA 2014* 81,5 81,5

*one round

S05 Management of hepatitis C positive patients undergoing active

treatment for malignancies: a position paper from the

Associazione Italiana di Oncologia Medica (AIOM) and the

Società Italiana di Malattie Infettive e Tropicali (SIMIT)

P. Pedrazzoli1, V. Zuccaro1, A. Pagani1, M. Puoti2, G.B. Gaeta3, C. Pinto4,
G. Taliani5, F. Baldanti1, S. Cinieri6, R. Bruno1
1Fondazione IRCCS Policlinico S. Matteo, Pavia
2ASST Grande Ospedale Metropolitano Niguarda, Milano
3Università Federico II, Napoli
4Arcispedale S. Maria Nuova, Reggio Emilia
5Università La Sapienza, Roma
6Ospedale Se. Antonio Perrino, Brindisi

Background: The association of HBV reactivation and anti-cancer drugs is
well-known. However, since HCV reactivation is unusual, little information is available
in this setting. Aim of our study was to develop, on behalf of AIOM and SIMIT,
practical recommendations for the management of HCV+ pts undergoing antitumor
treatment.

Methods: Data present in the literature were reviewed, including recommendations
and expert opinions on HCV+ pts undergoing antitumor therapy. Experts of the
Societies provided additional information for clarifying some issues in the absence of
clear-cut information from the literature.

Results: HCV screening rates are low in cancer pts. The risk of hepatitis C reactivation
is higher with immunosuppressive agents. It may be difficult to separate naturally
occurring cancer/therapy-related complications from true reactivation of hepatitis. No
conclusive data are available concerning the appropriate monitoring of liver function
and when an antiviral regimen has to be given.

Conclusions: At present, the following recommendations can be reasonably proposed
for the management of HCV+ pts undergoing anticancer therapy:

• risk-based and birth cohort-based HCV screening, followed by HCV-RNA tests
in positive subjects, has to be performed before initiating active cancer treatment;
• monitoring of ALT every 3-4 weeks is necessary. If ALT level raises 3 times the

normal value, HCV-RNA should be closely monitored for 3 months following
treatment discontinuation;
• the risk of hepatitis C reactivation is higher in pts receiving immunosuppressive

drugs including rituximab, alemtuzumab, steroids and certain chemotherapeutic
agents;
• in pts at high risk of reactivation of hepatitis C, treatment with antiviral agents is

recommended, especially when anticancer therapy is administered with a curative
intent;
• when reactivation is diagnosed, the decision to proceed with active anticancer

therapy and/or initiating antiviral agents should be based on a discussion of prognosis
and therapy options for both conditions. As targeted therapies, including checkpoint
inhibitors, are an emerging area of oncology, clinicians treating HCV+ infected pts
should be mindful of the potential, in the absence of clear cut data, for their
immunosuppressive properties;
• collaboration with a hepatologist or an infectious disease specialist is necessary in

the management of HCV+ cancer pts. Studies are needed to identify optimal strategies
for diagnosis and treatment of this pts.

S06 Efficacy of antibiotic prophylaxis with tetracyclines for EGFR

induced skin rash: a systematic review and pooled-analysis of

13 studies

F. Petrelli, K. Borgonovo, M. Cabiddu, A. Coinu, M. Ghilardi, V. Lonati, S. Barni

ASST Bergamo Ovest, Treviglio

Background: topical and systemic prophylactic measures, which are administered
before the development of epidermal growth factor receptor (EGFR)-related acneiform
rash, are usually implemented to mitigate the incidence and intensity of skin toxicity.
We have performed a systematic review and meta-analysis to evaluate if prophylactic
antibiotics may reduce the occurrence and severity of anti-EGFR drug-related skin
rashes.

Material and methods: A systematic review was performed by searching in MEDLINE,
Scopus, EMBASE, CINAHL, LILACS, Web of Science and the Cochrane Library from
inception until March 2016 for prospective and retrospective studies regarding the
pre-emptive role of antibiotics for EGFR-induced skin rashes. Fixed or random-effects
meta-analyses, according to heterogeneity, were used to summarize odds ratios (ORs)
of skin toxicity with antibiotic use. Heterogeneity was assessed using the χ2 test and I2
statistical tests.

Results: Of the 827 citations found in the search, 13 studies comprising 1073 patients
were included in the analysis. In all studies, patients in the prophylactic antibiotic arms
had a lower risk of developing a skin rash (OR, 0.53; 95% CI, 0.39 to 0.72, P < 0.01)
than patients without antibiotic prophylaxis. In particular, moderate-to-severe
toxicities (G2-4) were reduced by nearly 70% (OR 0.32; 95% CI, 0.19-0.55, P < 0.01) in
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n = 12 studies. Other skin toxicities were not improved except paronychia that was
reduced by about 40% (OR 0.61; 95% CI 0.38-0.97, P= 0.04).

Conclusions: The results of this meta-analysis showed that the risk of skin rash after
treatment with anti-EGFR agents for solid tumors was significantly lower in patients
taking prophylaxis with antibiotics compared to those who were not. Therefore, taking
pre-emptive tetracyclines for at least 4 weeks at the start of anti-EGFR treatment can
significantly reduce the incidence and severity of cutaneous acneiform rash. This is an
important factor to improve the compliance of patients.

S07 Epidemiology and Prognostic factors for NETs in Italy

S. Fanello1, L. mangone2, C. sacchettini2, M. vicentini2, C. Pinto1
1Oncologia, Arcispedale Santa Maria Nuova IRCCS di reggio emilia, reggio emilia
2Inter-Institutional Epidemiology Unit, AUSL Reggio Emilia- IRCCS-Arcispedale
S. Maria-Nuova, reggio emilia

Background: Neuroendocrine tumors (NETs) are considered rare tumors and can
produce a variety of hormones. In this study, we examined the epidemiology and
prognostic factors for NETs, in Italy.

Methods: The Italian Association of Cancer Registries (AIRTUM) were researched to
identify NETs: 38/39 cancer registries participated for the period 1976-2010. Malignant
infiltrating tumors were included with the following morphology codes: 8150-8157,
8240-8246 and 8249.

Results:We identified 9,707 patients with NETs: 55% males; 61% in the age 50-74
years, 17.5% under 50 years and 21.5 % in the 75+. We observed a significant increase
in the reported annual age-adjusted incidence from 1976 (0.7/100,000) to 2010 (5.3/
100,000). The highest rate was recorded in northern Italy (Milan 5.8/100,000), the
lowest in southern Italy (Ragusa 0,81/100,000). The distribution of the tumor site was:
lung 32.8%, small intestine 14.4%, colon 10.7%, stomach 8.8%, rectum 4.7%, breast
1.4%, other sites 20.3% and in 6.9% the primary site was unknown. Overall we found
2033 second tumors: 29 NETs and 2004 other sites: these were divided into before
(1,360, 68%), and after (644, 22%) diagnosis of NETs. Among afterdiagnosis, we
separate the synchronouswithin two months of diagnosis (78 cases, mainly lung 19%
and colon 14%) by metachronousif diagnosed after two months of diagnosis (566
cases, mainly skin 18%, prostate12,5%, colon 8,5%, lung and bladder).

Conclusions:We observed a increased reported incidence of NETs over time,
suggesting that NETs are more prevalent than previously reported. Clinicians need to
be become familiar with the natural history and patterns of disease progression, which
are characteristics of these tumors. The association with second cancers should better
direct the follow- up of patients with NETs.

S08 Cross-cultural adaptation of the US National Cancer Institute’s

PRO-CTCAE instrument into Italian for adult cancer patients

S. Riva1, C. Caminiti2, E. Iannelli3, J. Bryce4, M. Bagnalasta5, F. Arpinelli5,
M. Bassi5, P. Betteto3, L. Del Mastro6, D. De Persis3, A.L. Nicelli5,
R. Passalacqua7, C. Porta8, L. Sparavigna4, F. Diodati2, C. Piparo5, S. Novello9,
K. Castro10, S.A. Mitchell10, F. Perrone4
1Dipartimento di Oncologia e Emato-oncologia Università di Milano, Milano
2SC Ricerca e Innovazione, Azienda Ospedaliera-Universitaria, Parma
3Federazione Italiana delle Associazioni di Volontariato in Oncologia (FAVO), Roma
4Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
5Fondazione Smith Kline, Verona
6U.O. Sviluppo Terapie Innovative, IRCCS AOU San Martino -Istituto Nazionale per
la Ricerca sul Cancro – IST, Genova
7Azienda Ospedaliera Istituti Ospitalieri, Cremona
8Oncologia Medica, IRCCS Fondazione Policlinico San Matteo, Pavia
9Ospedale S.Luigi Gonzaga, Orbassano (TO)
10Outcomes Research Branch; Healthcare Delivery Research Program, Division of
Cancer Control and Population Sciences, National Cancer Institute, Bethesda
(USA)

Introduction: PRO-CTCAE is a patient-reported outcome instrument developed by
the US National Cancer Institute to assess symptomatic toxicity (78 symptom terms for
females, 75 for males) in patients on cancer clinical trials. Our aim was to translate and
cross-culturally validate the PRO-CTCAE instrument into Italian.

Methods: Cross-cultural adaptation was conducted in 5 steps, following international
guidelines. After forward and back translation with reconciliation, the prefinal version
was examined through cognitive debriefing. We planned to enroll 96 adult patients
(pts) at 15 Italian centers, with advanced cancer, having receiving chemo or
radiotherapy in the past 6 months. Purposive sampling was used to achieve a balanced
sample with respect to age, gender, educational attainment and geographic region.
Cognitive debriefing (CD) interviews are conducted to evaluate comprehension, recall,
judgment, response mapping and acceptability.

Results: Translation - Thirty symptom terms exhibited both literal and semantic
equivalence to the original translations, while 76 showed semantic equivalence. For one
symptom term, the meaning between the original and the back translation (“Pain in
the abdomen (belly)” vs “stomach ache”) differed appreciably. The Expert Committee
reviewed all items, and produced the pre-final version of the Italian tool, which was
reviewed and approved by US NCI. Cognitive debriefing – To date, 68 pts (40 females,
28 males) have completed CD interviews. The sample (median age 60, 59% female)
includes pts from north (46%), central (28%) and southern (26%) Italian regions. A
majority had completed only elementary (25%) or secondary (32%) education. With 61
interviews analysed, most pts experienced no difficulties interpreting the items or
response choices, and completed the PRO-CTCAE questions with ease. Symptom
terms posing the greatest difficulty with comprehension were “pain” (9 pts), “flashing
lights before your eyes” (7 pts), “nausea”(6 pts), “bed sores”(5 pts) and “vomiting” (5
pts). Some of these items have undergone revision, and all are being tested in
subsequent interview rounds.

Conclusions: Preliminary results of this study demonstrate high levels of
comprehension and acceptability, and support the conceptual and semantic
equivalence to the original, of the Italian language version of PRO-CTCAE. Final
results will be available in 3 months. Partially supported by an unrestricted grant from
the Fondazione Smith Kline.

S09 Patient-caregiver relationship in cancer movies of the last ten

years: “and thewinner is”…the hope!

V. Franchina, F. Ceravolo, T. Franchina, G.R.R. Ricciardi, V. Adamo

Department of Human Pathology, University of Messina & Medical Oncology Unit,
A.O. Papardo, Messina

Background: In recent years among different issues around cancer, also movies have
tackled the several aspects of patient-caregiver relationship, having the potential for a
fascinating narrative dynamic. The objective of this study is to evaluate the emerging
role of caregivers in the last ten years cancer films, analyze the impact of cancer
evolution in the relationship caregiver-patient and evaluate the psychological and social
implications.

Methods: To perform this descriptive study, we searched the last ten years of cancer
movies in the main movies database (Allmovie, IMDb, Movieplayer, Mymovies,
TMDb) and Google. Each film was viewed by an observer to record patients and
tumours characteristics, management, and evolution of the disease and by a psycologist
in order to better define the type and the role of caregiver-patient relationship and
evaluate the emotional and psycological impact in cancer management.

Results: 99 films produced by 16 countries (years 2005-2015) were analyzed. A median
number of 9 films for year were released, range: 4 (2014) -16 (2010). In the movies
42 characters with cancer were women, 43 men, and 14 children. The most common
cancers were leukemia, breast cancer, CNS tumours and lung cancer (23%; 14%; 13%
and 5% respectively). In 26 films the type of cancer was not mentioned. Death occurred
44 times (44% of all movies). Caregiver is the main character in 9 movies. Family
members (parents, sisters, brothers and grandparents) represent the caregiver in
44 movies (44%). In 49% of movies the role is covered by a boyfriend or girlfriend,
husband or wife, friends, and collegues (16%; 12%, 12% and 6% respectively). Only in
4 movies doctors assume caregiver role. The support of caregiver is not expressed in
9 movies.In 68 movies a significant positive relationship has been recorded and the
hope emerges influencing the ability to cope with stressful situations and develop an
emotional resilience.

Conclusions: The diagnosis of cancer represents a major crisis for patient, involving
also caregivers. Therefore, caregiver-patient relationship in these cancers movies reflect
some real psychological processes and interpersonal dynamics, as cancer is not only
the pathological condition, but also the dinamic transformation of patient in the
personal life and interpersonal interactions. Some of the films evaluated could be an
useful instrument to support communication and emotional exchange in cancer
patient-caregiver relationship.
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S10 Incidence, characteristics and treatment of fatigue in

oncological cancer patients (pts) in italy: a cross-section study

F. Roila1, F. Spina2, C. Ripamonti2, G. Fumi1, A. Antonuzzo3, L. Cavanna4,
S. Gori5, A. Mirabile6, A. Fabi7, N. Marzano8, C. Graiff9, V. De Sanctis10,
S. Serpentini11, C. Bocci12, M.S. Pino13, G. Clienti14, C. Verusio15, S.E. Lutrino16,
S. Fatigoni17, E. Ballatori18
1Azienda Ospedaliera S.Maria S.C. Oncologia, Terni
2Istituto Tumori, Milano
3Oncology Unit 2, University Hospital Of Pisa, Pisa
4Oncologia-Ematologia Ausl Piacenza, Piacenza
5Sacro Cuore Don Calabria Hospital, Negrar
6Azienda Ospedaliera S.Antonio, Gallarate
7Division Of Medical Oncology “Regina Elena” National Cancer Institute, Roma
8Uosd Oncologia Medica Ospedale S. Paolo, Bari
9Ospedale Centrale Di Bolzano, Bolzano
10Azienda Ospedaliera S. Andrea Radioterapia Oncologia, Roma
11Istituto Oncologico Veneto Iov-Irccs, Padova
12Fondazione Salvatore Maugeri I.R.C.C.S., Pavia
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15Ao Busto Arsizio Hospital Of Saronno, Saronno
16Perrino Hospital, Brindisi
17Medical Oncology, Terni
18Medical Statistics University, Spinetoli Ascoli Piceno

Background: Fatigue is one of the most distressing symptoms of cancer pts. Incidence,
characteristics, impact on quality of life and treatment of cancer-related fatigue in
Italian oncological centers is not known.

Methods: A cross-sectional study was carried out on all patients attending for any
reason the 25 participating centers in two different days. Patients with fatigue filled out
the Brief Fatigue Inventory (BFI) questionnaire and reported any pharmacological or
non-pharmacological treatment for fatigue.

Results: From October 2014 to May 2015, 1394 cancer pts, 581 males and 813 females,
mean age 62.2 years, accepted entrance to the study. Pts with locally or locally
advanced (302), metastatic (674) or with no evidence of disease (417) who were in the
center to receive chemotherapy (683), targeted therapies (148), radiotherapy (95),
supportive care (154) or for a follow-up visit (314) were evaluated. Fatigue was referred
by 866 (62.1%) of the pts; its duration was > 4 months in 441 pts (50.9%). In the
investigators opinion, the most important (probable or almost sure) determinants of
fatigue were: reduced physical activity (271 pts), anxiety (149), pain (131), insomnia
(125), anemia (123) and depression (123). Fatigue intensity when filling out the BFI
was moderate (score 4-6) / severe (score 7-10) in 43% / 29.2% of pts, while the usual
fatigue in the last 24 hours was 45% / 33.1%, and the worst fatigue in the last 24 hours
was 33% / 54.8%, respectively. Concerning the impact on quality of life, fatigue
interfered moderately / severely with general activity in 30.8% / 38.6%, with mood in
26.1% / 32.8%, with the ability to work in 27.9% / 35.6%, with normal work in 26.7% /
38.9%, with the relationships with others in 21% / 23.4% and with the ability to amuse
themselves in 22.2% / 33.1%. Only 117/866 pts (13.5%) received a pharmacological
treatment represented by a corticosteroid in 101 pts (86.3%) while 188 pts (21.7%)
received a non-pharmacologial treatment such as physical exercise (120 pts, 63.8%)
and various alimentary supplements (52 pts, 27.6%).

Conclusions: Cancer-related fatigue is frequently reported by oncological pts; its
intensity and impact on quality of life is relevant.

S11 Systematic review of adverse events reporting in clinical trials

leading to approval of targeted therapy and immunotherapy

A. Antonuzzo1, P. Bossi2, L. Botta3, P. Bironzo4, C. Sonetto4, G. Musettini1,
A. Sbrana1, V. Di Giannantonio5, L. Locati2, M. Di Maio4
1Polo Oncologico, Azienda Ospedaliero-Universitaria Pisana, Pisa
2S.C. Oncologia Medica 3 Tumori Testa-Collo, Fondazione IRCCS Istituto
Nazionale dei Tumori, Milano
3S.S.D. Epidemiologia Valutativa, Fondazione IRCCS Istituto Nazionale dei Tumori,
Milano
4U.O. Oncologia Medica, A.O.U. San Luigi Gonzaga, Orbassano (TO)
5S.C. Oncologia Medica 3 Tumori Testa-Collo, Fondazione IRCCS Istituto
Nazionale dei Tumori, Milano

Background: Reporting toxicities of targeted therapies(TTs) and immunotherapy in
oncology requires care in respect to way of measurement, duration of adverse events
(AEs) and impact on treatment dose intensity. New drugs are approved by regulatory
agencies on the basis of the safety and efficacy results deriving frompivotal trials, but
the impact on broader use is often misunderstood.

Methods:We identified the TTs and immunotherapies approved by FDA for solid
malignancies in adult patients from 2000 to Oct 2015. The trials which led to this
indication were retrieved from the FDAwebsite. Publications were reviewed according

to a 24-point score based on the Consolidated Standards of Reporting Trials
(CONSORT) guidance.

Results:We identified 81 trials, mainly performed in colorectal, lung, breast cancer and
melanoma, globally involving more than 45.000 patients. The experimental drug was
studied as single agent in 51% of the cases and associated with chemotherapy in 32%;
setting of trials was mainly thetreatment of advanced disease (95% of the trials). When
specified, the median rate of elderly population (> 65 years) who were treated was 37%.
The items that reported the higher proportion of trials with a low score in AEs
description are the following: reporting recurrent and late toxicities and duration of the
AEs (in more than 90% of the trials); description of time of occurrence (86% of the
trials) and indication of all AEs, instead of only those occurred with a frequency above
a fixed threshold (75% of the trials). Limitations in methods for presenting AEs, in
description of the toxicities leading to therapy withdrawal and in follow up interval
assessment were present in more than 50% of the analysed papers. Dose reductions due
to AEs were not reported in 1 out of 3 trials.

Conclusions: Suboptimal reporting of AEs in trials leading to approval of TTs and
immunotherapy was shown. Improving AEs caption and description should be a
priority in ongoing trials as well as post-marketing safety analysis. This is particularly
true for AEs of new drugs, frequently mild or moderate in severity but potentially
longer in duration and recurrent, with a clear impact on patients’quality of life.

S12 Narrative Medicine: a multidisciplinary study on knowledge and

application in oncology

M.C. Cercato, F. Servoli, V. Scarinci, E. Colella, A. Fabi, I. Bertazzi, I. Sperduti,
F. Cognetti, G. Cognetti

Regina Elena National Cancer Institute, Roma

Background: Narrative-based Medicine (NM) is gradually entering into clinical
practice. NM improves the relationships with the patients (P), enhances patients’
adherence to the treatment and strengthens the alliance among health care
professionals (HP).

Objectives: 1) to promote the NM knowledge in HP; 2) to improve mutual listening
skills (LS) by encouraging HP, patients (P) and caregivers (C) to write their own
experience with the disease and by sharing the stories.

Patients and methods: target population were HP, P and C at the “Regina Elena”
National Cancer Institute, Rome. FromMarch to December 2015 the following were
conducted: a) a survey on MN knowledge and attitude in HP; b) MN training courses
for HP; c) promote writing about experience in HP, P, C (by posters, brochures, mail);
d) collection and analysis of the stories; f ) presenting results and story-sharing
meeting. Text analysis: a mixed qualitative and quantitative method was used. Three
oncologists, 1 nurse, 3 librarians independently analyzed each story by active reading.
Themes (Ts), emotions (Es), metaphors (M), key (meaningful) words (KW) were
extracted based on a standard schedule. All the Ts and Es were compared and grouped
into categories.

Results: Scarce knowledge in NM, but a high interest in improving LS emerged.
Thirty-two participants P (25), C (3), HP (4) (F/M:2.6; median age 56 yrs, range 33-83
yrs) provided 33 stories (tales, poetries, novels, diaries, letters). Phases of disease were:
therapy (35%), diagnosis/symptoms (34%), follow-up (13%). Twenty-five T and 45 E
categories were identified. Disease acceptance and life changes (19%), affections (16%),
communication (9%), future (8%), cure acceptance (7%), cure relationships (5%),
organization and social perspective (4%), were the prevalent Ts. Fear (14%), loneliness
(9%), pain (8%), anger (6%), anxiety (6%), trust (6%), strength (5%), hope (5%),
gratitude (5%), serenity (4%), refusal (3%) were the more common Es. KW/M:
darkness, unknown, fighting, difficult journey, life on hold and uncertainty. Logistical/
organizational flaws also emerged. The active meeting participation, careful listening,
positive reactions showed the power of storytelling in reinforcing alliance.

Conclusions: Storytelling by improving LS and awareness of the difficulties of each
other create community and reinforce therapeutic alliances. NM approach in oncology
deserves to be adequately explored in order to be integrated in the routine clinical
practice.
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S13 The effect of financial difficulties on clinical outcomes in Italian

cancer patients: a pooled analysis of 16 academic prospective

clinical trials

F. Perrone1, C. Jommi2, M. Di Maio3, A. Gimigliano1, C. Gridelli4, S. Pignata1,
F. Ciardiello5, F. Nuzzo1, A. de Matteis1, L. Del Mastro6, J. Bryce1, G. Daniele1,
A. Morabito1, M.C. Piccirillo1, G. Rocco1, L. Guizzaro7, C. Gallo7
1Istituto Nazionale per lo Studio e la Cura dei Tumori Fondazione G.Pascale
IRCCS, Napoli
2Dipartimento di Scienze del Farmaco, Università del Piemonte Orientale, Novara e
Cergas (Centre for Research on Health and Social Care Management), Università
Bocconi, Milano, Milano
3Dipartimento di Oncologia, Università di Torino, Torino, Italy, Torino
4Divisione di Oncologia medica, Ospedale “S.G. Moscati”, Avellino
5Dipartimento medico internistica clinica e Sperimentale “F. Magrassi ed
A. Lanzara”, Seconda Università di Napoli, Napoli
6U.O. Sviluppo Terapie Innovative, IRCCS AOU San Martino -Istituto Nazionale per
la Ricerca sul Cancro – IST, Genova
7Dipartimento di Salute Mentale e Medicina Preventiva, Seconda Università di
Napoli, Napoli

Background: Cancer may cause financial difficulties, particularly when co-payment is
required for antineoplastic treatment. The impact of financial difficulties in countries
with public health systems is unknown. We investigated the prognostic value of
financial difficulties on clinical outcomes of cancer patients enrolled in academic
clinical trials performed within the Italian public health system.

Methods: Data were pooled from 16 prospective multicentre trials in lung, breast or
ovarian cancer, using the EORTC quality of life (QOL) C30 questionnaire. Question 28
scores financial difficulties related to disease or treatment from ’not at all’ to ’very
much’. We defined financial burden (FB) as any financial difficulty reported at baseline
questionnaire, and financial toxicity (FT) as score worsening in a subsequent
questionnaire. We investigated (i) the prognostic role of FB on clinical outcomes
(survival, global QOL response [questions 29/30] and the occurrence of severe
toxicity), and (ii) the effect of FT on survival using a landmark time of 4.5 months.
Multivariable analyses were performed using logistic regression models or the Cox
model adjusting for trial, gender, age, region, period of enrolment, baseline global QOL
and, where appropriate, FB and global QOL response. Results are reported as odds
ratios (OR) or hazard ratios (HR) with 95% confidence intervals (CI).

Results: At baseline, 26% of 3670 study patients reported FB, significantly correlated
with worse baseline global QOL. FB was not associated with risks of death (HR 0.94,
95%CI: 0.85-1.04, p = 0.23) and severe toxicity (OR 0.90, 95%CI: 0.76-1.06, p = 0.19)
but was predictive of a higher chance of worse global QOL response (OR 1.35, 95%CI:
1.08-1.70, p = 0.009). During treatment, 2735 patients filled in subsequent
questionnaires and 616 (22.5%) developed FT that was significantly associated with an
increased risk of death (HR 1.20, 95%CI: 1.05-1.37, p = 0.007). Several sensitivity
analyses confirmed these findings.

Conclusions: Even in a public health system, financial difficulties are associated with
relevant cancer patients outcomes like QOL and survival.

S14 The drug day an effective strategy for the containment of

pharmaceutical costs

T. Tramontano1, M.R. Sarno1, G. Acunzo2, I. Palazzo2, C. Perugino2, P. Maiolino2
1SC Farmacia INT Fondazione G. Pascale, Napoli
2SC Farmacia INT Fondazione G. Pascale, Napoli

Background: The Centralized Unit for Handling Antineoplastic of National Cancer
Institute “G. Pascale” of Naples planned a strategy for the use of high cost cancer drug,
like Yervoy®. In order to reduce the therapy cost we decide to dedicate for Yervoy® a
drug day, i.e. to concentrate preparation of therapeutic protocols in one specific days
per week, to optimize the use of drug vials with reduction of waste and/or optimal use
of the residues. The aim of this work was to report the analysis of two years
(2014-2015) of drug consumption and cost.

Materials and methods: The experimental phase was organized in accord with Yervoy®
prescribed physicians. The number of patients treated, consumption and cost data
relating to years 2014 and 2015 were collected from the hospital database. The number
of therapy cycles and the individual patient’s treatment line were detected by the AIFA
database, since Yervoy® is subject to central monitoring. In primis, it was performed an
assessment of the total consumption and cost per year and then a comparison exercise
was made between the number of drug vials really used and those that should be used
without the drug day and, the comparison between the real cost incurred and the
hypothetical cost out of drug day.

Results: In 2014 and 2015 the pharmacy staff set 466 preparation, for 149 patients, and
606 preparation, for 198 patients, respectively of Yervoy®. It was dedicated one day a
week for treatment as drug day for Yervoy® treatment with a range of 8-12 preparations
per day. Comparing the used drug in drug day to a hypothetical daily preparation, in
2014 we saved 16,850mg (approximately 84 vials of 200mg) with an economy of
€995,295.8. Similarly in 2015 we saved 18,245mg (approximately 91 vials of 200mg)

with an economy of €1,077,695.66. Noteworthy, the overfill of injecting drug vials,
corresponding to about 10-12 mg over the declared amount of drug, as prescribed by F.
U. XII Edition (2.9.17) and, similarly, by FDA guidelines on the filling volume in
excess of vials, allowed us to rescue 5,626mg in 2014 and 7,089mg in 2015, with an
economy of €332,316.57 and €418,733.05 respectively.

Conclusions: Drug day allows to reduce at minimum drug waste residues and,
furthermore, to use overfill of the samples, which should became waste (Yervoy®
stability is 24 h). Programming cancer therapies in drug day resulted a very effective
tool for the containment of pharmaceutical costs.

S15 Towards the definition of a prognostic score based on MGMT

methylation status in patients with glioblastoma: do not lose

the forest looking at the tree

E. De Carlo1, L. Gurrieri2, G. De Maglio3, L. Gerratana1, V. Buoro1, S. Rizzato1,
A. Follador1, M. Giavarra1, M. Isola4, M. Skrap5, G. Fasola1, F. Puglisi1,
S. Pizzolitto3
1Department of Oncology, University Hospital of Udine, Udine
2Department of Oncology, Ospedale dell’Angelo, Mestre
3Department of Pathology, University Hospital of Udine, Udine
4Department of Medical and Biological Sciences, University of Udine, Udine
5Department of Neurosurgery, University Hospital of Udine, Udine

Background: Epigenetic variations in the O6-methylguanine-methyltransferase
(MGMT) gene had been widely associated with a favorable impact on survival in
patients (pts) affected by glioblastoma (GBM). MGMT includes 98 CpG islands
(CpGi) and patterns of methylation are rather heterogeneous. Aim of this study is to
explore a scoring system based on the gene promoter methylation in order to predict
pts’ prognosis.

Materials and methods: We retrospectively analyzed a series of 121 pts with GBM
treated at the University Hospital of Udine between 2008 and 2014. The methylation
level of CpGi from 74 to 83 was determined by pyrosequencing. In accordance to
previous literature, each island was assigned with 1 point if the corresponding
methylation level was higher than 9%. The sum consisted in a score that went from 0
(all CpGi < 9%) to 10 (all CpGi >= 9%). A training set of 75 pts was randomly
generated. A threshold capable to detect a favorable outcome (Overall Survival, OS > 24
months) was identified by ROC analysis. The prognostic impact was explored through
Cox regression. The results were verified on a validation set of 46 pts.

Results: Median OS and follow-up were 14 and 32.6 months respectively. Among the
total population 35% of the pts had a score of 0, while 29% had a score of 10. The
score’s prognostic impact was confirmed also by comparison with the methylation
mean and median through stepwise Cox regression (p = 0.0002). The threshold
identified was 6 (ROC Area = 0.74). On univariate analysis, a score > 6 was associated
with a favorable prognosis both in the training and in the validation set (HR 0.42, 95%
CI 0.23-0.77, p = 0.0046; HR 0.37, 95%CI 0.18-0.77, p = 0.0078; respectively). This
result was confirmed in the whole population by the multivariate analysis (HR 0.34,
95%CI 0.21-0.55, p<0.0001) after adjustment for age (>70 vs≤ 70 years HR 1.56, 95%
CI 0.87-2.78, p = 0.1337), ECOG performance status (0-1 vs 2-3 HR 1.60, 95%CI
0.94-2.73, p = 0.0858) and treatment regimen (RT or CT vs STUPP HR 2.11, 95%CI
1.21-3.67, p = 0.0081). Similar results were observed also in terms of progression free
survival (HR 0.46, 95%CI 0.30-0.72, p = 0.0007).

Conclusions: Our study explored a novel scoring system capable to predict GBM pts’

prognosis independently from age, performance status and treatment. Information by
combining multiple CpGi and data from each site increased the prognostic value of
methylation assessment.

S16 Clinical Trial Units in Italy: the perception of the Clinical

Research Coordinators

C. Cagnazzo1, O. Nanni2, S. Campora3, P. Frati4, R. Camisa5, M. Contu6,
R. Sottile7, G. Canzanella8, L. McMahon9, F. Arizio10, M. Cinefra11
1Fondazione del Piemonte per l’Oncologia - IRCCS Candiolo, Candiolo
2Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (I.R.S.T.),
Meldola
3Covance, Milano
4Istituto Nazionale Tumori, Milano
5Azienda Ospedaliero Universitaria di Parma, Parma
6ASL Sassari, Sassari
7Azienda Ospedaliero-Universitaria di Udine, Udine
8Istituto Nazionale Tumori IRCCS - Fondazione Pascale di Napoli, Napoli
9Istituto Oncologico Veneto IRCCS Padova, Padova
10AUO San Luigi Gonzaga - Orbassano (TO), Orbassano
11P.O. “Antonio Perrino”, Brindisi

Background: The complexity of clinical trials (CTs) over the past decade has so
gradually grown, that the recent legislation (AIFA Determination 809/2015 for phase I
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CTs) specifically refers to the need for “connecting figures” involved in Clinical
Research (CR).

Methods: In mid 2015 the Clinical Research Coordinators (CRCs) AIOMWorking
Group submitted a survey (20 items) to 320 oncology Italian centers, aimed to map the
presence of multidisciplinary research teams engaged in the management of CTs,
known as Clinical Trials Units (CTUs). All data were collect up to September 2015 and
analyzed on October 2015.

Results: Out of 320 centers,115 (35.9%) completed the survey. 47.1% of the
respondents were participating in 20-50 CTs, while 14.7% were involved in more than
50 studies. Moreover, in 63.7% of cases, the center also assumed the duties and
responsibilities of sponsoring independent CTs. For these reasons in 71.6% of
responding centers declare to have a research team made up of: research nurses (at least
one in 67.0%), pharmacists (70.8%), CRCs (94.4%), biologists (61.1%), laboratory
technicians (40.0%) and statisticians (56.9%). In 75.5% of the centers that carried out
CTs at least one CRC was present: most of them (67.5%) have been working there for at
least 6 years and 31% of CRCs have a ten-year-experience in this field. There was a
direct association between number of CTs and number of CRCs (p-value 0.0016).
CRCs were more frequently employed at Institute Research Centers (IRCCS 72.2%
employed 3 or more CRC) while, in public and university hospitals, only 21.4% and
17.2 % respectively hired 3 CRCs or more (p-value 0.0023). About 200 CRCs are active
in 77 of the responder centers involved in CR: of these, only 14.9% had an open-ended
contract and 10.1% had a fixed term contract; the remaining CRCs were involved,
irrespective of seniority, with temporary contracts. 82.4% of the respondents believe
that the presence of the CRC is essential for a proper management of the studies and
many of them (83.3%) believe that the quality of work is absolutely improved after the
introduction of this professional figure in CTU.Conclusion:The continuous and
increasing complexity of CR and the recent implementation of new regulatory acts,
requires the establishment of CTUs and formal institutionalization of this dedicated
and specific CR professionals (CRCs) ever more urgent.

S17 Antiemetic prophylaxis (AP) in our clinical practice: are we

doing it right?

E. Vasile, A. Sbrana, G. Musettini, A. Farnesi, I.M. Brunetti, E. Biasco, L. Galli,
A. Falcone, S. Ricci, A. Antonuzzo

Polo Oncologico, Azienda Ospedaliero-Universitaria Pisana, Pisa

Background: Several national and international guidelines about AP have been drafted
and they suggest a different AP according to chemotherapeutic agents’ emetic potential
(that is, high [HEC], AC/EC regimen, moderate [MEC], low [LEC], or minimal
[mEC]). We decided to perform a survey to assess our adherence to these
recommendations.

Methods:We analysed AP prescribed to our patients (pts) who underwent
chemotherapy (CT), both oral and intravenous, during 5 days in our Day Hospital
Service. We compared it to 2016 MASCC guidelines with the exception of carboplatin,
which was still considered MEC (although the recent “upgrade” to HEC).

Results: During the observation period 322 pts were treated, who were mainly affected
by breast (38.2%), colorectal (18%), ovarian (8.1), and pancreatic (8.1%) cancers.
Considering the emetogenic risk of the administered CT, 11 (3.4%), 11 (3.4%), 99
(30.8%), 126 (39.1%), and 75 (23.3%) pts received HEC, AC/EC, MEC, LEC, and mEC
regimens, respectively. 82 pts (25.5%) received appropriate AP, whereas 240 (74.5%)
had an inconsistent AP. Among HEC regimens, only 9.1% of pts received correct AP,
whereas 91.9% had a wrong AP (70% in both acute and delayed AP). For AC/EC
schemes, 100% pts received inconsistent AP, of which 36.4% in delayed AP, and 63.6%
in both acute and delayed AP. Among MEC schemes, 96% pts received an inconsistent
AP (45.3% in delayed AP, and 53.7% in both). For LEC schemes, 93.6% pts received
inconsistent AP, among which 96.6% in acute AP. In mEC regimens, 8% pts received
inconsistent AP (of which 66.6% in acute AP). The main errors are the abuse of
corticosteroids, mainly in the acute AP (46.3% of all pts), and of anti-5HT3 (35.1%).

Table: S17

Total
(%)

HEC
(%)

AC/EC
(%)

MEC
(%)

LEC
(%)

mEC
(%)

Consistent 25.5 9.1 0 4 6.3 92
Inconsistent, of

which:
74.5 90.9 100 96 93.6 8

- only acute 49.6 0 0 1 96.6 66.6
- only delayed 21.2 30 36.4 45.3 0 16.7
- both acute and

delayed
29.2 70 63.6 53.7 3.4 16.7

Conclusions: Although the existence of specific AP guidelines, there is still a lack of
adherence to them, both in the way of under- and over-prescription. This underlines
the need of implementing education for healthcare professionals and usage of
informatics tools for antiemetic therapies in everyday clinical practice in order to
reduce inconsistencies and to increase adherence to guidelines.

S18 AIFA Determination 809/2015 on Phase I Clinical Trials: a new

challenge for Italian Research

E. Marchesi1, M. Monti2, S. Campora3, G. Gentili2, P. Frati4, S. Pirondi5,
C. Taverniti6, C. Cagnazzo7
1Italian Sarcoma Group, Bologna
2Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (I.R.S.T.),
Meldola
3Covance, Milano
4Istituto Nazionale Tumori, Milano
5Ospedale di Sassuolo, Sassuolo
6AOU Città della Salute e della Scienza - Presidio Molinette, Torino
7Fondazione del Piemonte per l’Oncologia - IRCCS Candiolo, Candiolo

Background: On mid 2015 the Italian Competent Authority (AIFA) released the
Determination 809/2015 indicating the mandatory requirements for the qualification
to conduct phase I Clinical Trials (CT). Since it will come into force on July 2016, we
aimed to evaluate to what extent the major Italian research centers are working to meet
the requirements to obtain the certification.

Methods: Aweb based anonymous survey was conducted among the site’s staff of the
main Italian centers involved in CT. Survey invitation was sent to Investigators and
Research Coordinators on March 2016 and data were collected up to 1 May 2016 and
analyzed on 5 May 2018.

Results: Answers from 42 sites were received: mostly (88.1%) are hemato-oncologies
(13.5% pediatric); 54,8% is involved in the last 5 years, in 1-5 phase I trials and 16.7%
in more than 5. They conduct First In Human (FIH) CT in patients (16.7%), no-FIH
(33.3%) or both (21.4%). Only 35.7% conduct at maximum of 2 no-profit phase I CT,
while 57.1% none. The majority of the respondents (66.7%) are working to achieve all
the requirements requested by AIFA (14.3% are pediatric sites) while 9.5% have already
them. The 57.1% and 31.0% of the sites, respectively, have or are developing the
Standard Operating Procedures and have their internal monitors (31.0% certified,
11.9% not certified) or they will have shortly (21.4%). The required site staff training on
GCP is already achieved by most (76.2%) or is under achievement (21.4%). About the
internal laboratories used in phase I CT, 49.9% states that only minor adjustments are
needed to be compliant to the Determination and 16.7% affirms that they can be easily
met.

Conclusion: The new AIFA Determination for phase I requires a rigorous and certified
organizational model for the sites that want to be on board on early phase research.
Our survey highlighted that the Italian oncologists involved in phase I CT are working
hard and, although extra resources are needed, they are investing to achieve all the
standards required by the Determination. At the time of the results analysis, only for 8
Italian clinical centers are recognized by AIFA list as auto-certified phase I units and 5
of them are oncology units, while 3 are as whole institute. Our results shows that in the
next early future most of the main oncology centers will apply for the qualification to
conduct phase I CT in order to keep Italy as a high qualified and feasible market for
pharma companies that can run phase I CT.

S19 Impact of Hyponatremia in a Tertiary Cancer Center: a

one-year-Survey at National Cancer Institute of Milan

F. Agustoni1, G. Fucà2, G. Corrao2, C. Vernieri2, S. Cavalieri2, A. Raimondi2,
G. Peverelli2, M. Prisciandaro2, P. Indelicato2, G. Lo Russo2, D. Signorelli2,
C. Proto2, M. Vitali2, M. Imbimbo2, N. Zilembo2, M.C. Garassino2, G. Procopio2,
F. de Braud2, D. Morelli2, M. Platania2
1Fondazione IRCCS Istituto Nazionale Tumori di Milano, Milano
2Fondazione IRCCS Istituto Nazionale Tumori, Milano

Background: Hyponatremia (HN), defined as a serum sodium lower than 135 mmol/l,
is the most common electrolyte disorder in hospitalized patients. Etiology is
heterogeneous and a large difference exists in terms of symptoms and treatments. The
aim of this study is to determine the incidence of HN in a Tertiary Cancer Center
evaluating possible influence in terms of prognosis and length of hospitalization.

Material (patients) and methods: This study includes all cancer patients hospitalized
at our Institution from January 2015 to December 2015 for all causes otherwise than
HN. We analyzed retrospectively data regarding HN and correlation to age, sex,
staging, histology. Survival distribution was estimated by Kaplan-Meyer method,
differences in probability of surviving were evaluated by chi-square test.

Results: A total of 1.071 patients were included in the analysis. 243 (22.7%) with at
least one episode of HN; 197 (81.1%) showed mild hyponatriemia (135-130 mmol/l),
44 (18.1%) moderate (130-125 mmol/l), 2 (0.8%) severe (< 125 mmol/l). Patients were
affected by lung cancer in 21.7%, breast cancer in 19.5%, colorectal cancer in 13.0%
(others in 45.8%). Most patients had Stage IV disease (93.4%), male 44.7%, female
54.3%. Median age was 62.9 years. Concomitant diagnosis of inappropriate antidiuretic
hormone syndrome (SIADH) was performed in 4 patients (8.8%). Resolution of HN
after specific treatments was observed in 19 patients (41.3%). Median lenght of
hospitalization was 10.7 days, without significant differences for patients who corrected
HN or not at discharge, except to patients with SIADH treated with tolvaptan (7.25
days). OS was lower in patients with moderate/severe HN versus mild (2.72 vs 6.81
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months). Mortality rate was significantly lower in patients with corrected HN
compared to not (52.6 vs 81.5%; p: 0.08), while no statistically significant difference was
observed in OS (2.89 vs 2.63 months; p: 0.85).

Conclusions: HN represents a frequent occasional finding in hospitalized cancer
patients, although in most cases it’s of mild degree. SIADH represents a small
percentage of cases. In our experience HN is not associated to discharge delays.
Moderate and severe HN are related with advanced stage disease with poor prognosis.
Independently by the underlying disease, moderate and severe HN identify a particular
group of patients with poor prognosis, probably reflecting very advanced disease and
palliative care needs.

S20 Symptoms leading advanced cancer patients to ask the

emergency department for assistance: findings from a Hospital

survey

V. Ferrari1, S. Gritti2, C. Concorreggi3, S. Bianchi2, F. Meriggi4, P. Terragnoli5,
B. Lazzari2, A. Berruti2
1ASST - Spedali Civili U.O. Oncologia, Brescia
2ASST- Spedali Civili U.O. Oncologia, Brescia
3ASST- Spedali Civili U.O. Dipartimento di Emergenza, Brescia
4Fondazioni Poliambulanza U.O. Oncologia, Brescia
5Fondazioni Poliambulanza U.O. Pronto Soccorso, Brescia

Background: Oncologic emergencies are any acute potentially morbid or
life-threatening event directly or indirectly related to a patient’s tumor or its treatment.
Cancer pts (pts) often accede to emergency departments (EDs) asking for immediate
assistance. The management of these pts in ED is often inappropriate. We conducted a
retrospective observational study analyzing the causes of urgent access of cancer pts in
the 2 major EDs in Brescia.

Methods:We examined the charts of all pts older than 15 yr that consecutively acceded
to the ED of Spedali Civili Hospital and Poliambulanza Foundation Hospital in
Brescia, Italy from Jan/2013 to Feb/2014. Primary aims were to evaluate the reasons for
urgent access to ED and identify the frequency of primary tumors. Pts with
haemathological malignancies were excluded . The pts were identified using specific
query runs on the database of both EDs. We collected the way of pt delivery to the ED,
the date of access, sex, age, main symptoms leading the ED access. primary malignancy
disease, triage input and output color code, outcome after ED management and the
admission hospital department.

Results: The study recruited 1655 pts, 59% of access came from Spedali Civili Hospital
(976), and 41% from Poliambulanza Foundation (676). 65 % of the accesses (1084 pts)
were self-presentation of the pt, while in 3.9% (66 pts) the access was a specific request
by a general practitioner or other specialist. Of the 1084 pts, 59% were hospitalized
(644 pts), 2 pts died, while about 37% was discharged (406 pts).Age most frequently
ranged between 65 and 74 years. The highest number of hospital admissions was in the
D of Internal Medicine (39.5%), followed by surgery (16.5%), while admission on
oncology and radiotherapy Ds was less frequent (10.0%).The main symptoms of ED
access were: pain (chest, abdominal and not better localized) 21.3%, dyspnoea, cough,
pleural effusion 13.2%, bleeding 10.2%, different neurological disorders 18,9% Lung
cancer was the most frequent primary malignancy (18%) followed by gastro-intestinal,
genitor-urinary tract tumors(both 16%).

Conclusions: Pain was the main symptom leading cancer patient to ask the EDs for
assistance. The synergy between medical oncology Ds, general practicioners and
palliative care units could improve a better assistance of home pts .

S21 Use of Complementary and Alternative Medicine (CAM) in

cancer patients: an Italian multicenter Survey

M. Berretta1, C. Dellapeppa2, P. Tralongo3, A. Fulvi4, A. Lleshi1, G. Nasti2,
F. Fiorica5, U. Tirelli1
1Centro di Riferimento Oncologico - Istituto Nazionale Tumori, Aviano
2Pascale Institute - National Cancer Institute, Napoli
3RAORS, Siracusa
4Ospedale San Camillo, Roma
5Azienda Ospedaliero-Universitaria, Ferrara

Introduction: Complementary and Alternative Medicine, CAM, include a wide range
of products (herbs, vitamins, minerals, and probiotics) and medical practices, such as
acupuncture or magneto-therapy, which are outside of the mainstream western
medicine. Patients with cancer are more likely to resort to CAM, first or then in their
disease history, due to a wide range of reasons, and the potential side effects as well as
the costs of such practices are largely underestimated.

Patients and method:We conducted a survey in five Italian Institutes involving 486
patients with different malignancies, the survey consisted of a questionnaire including
forty two questions, patients were considered eligible if they were Italian-speaking and
were receiving an anticancer treatment at the time of the survey or had received an
anticancer treatment no more than three years before participating in the survey.

Results: The 48.9% of our patients said to use or have recently used CAM, mainly
supplements and herbals; at the univariate analysis female gender, high education,
receiving treatment in a high specialized institute and anxiety resulted associated with
CAM use; at the multivariate analysis high education (Odds Ratio, OR: 1.96 95%
Confidence Interval, CI, 1.27-3.05) and receiving treatment in a specialized cancer
center (OR: 2.75 95% CI, 1.53-4.94) were confirmed as risk factors for CAM use.

Conclusion: Roughly half of the patients receiving treatment for cancer use CAM,
female gender and high education are confirmed as variables associated with CAM use,
also receiving treatment in a high specialized cancer center, rather than in a peripheral
hospital/clinic, seems to be a risk factor for CAM use.

S22 ERA-Net TRANSCAN JTC 2011: Critical aspects of the startup

procedures of an International Academic Clinical trial (ET-FES),

funded by the European Community (EC) and coordinated by an

Italian Institution.

M. Monti1, D. Corradengo2, O. Nanni1, A. Piccardo2, F. Matteucci1, E. Brain3,
J. Cortes4, N. Harbeck5, R. Wuerstlein5, A. Piris4, D.F. Merlo6, T. Degenhardt5,
A. Cesario2, E. Rivitti2, G.A. Rollandi2, M. Iacozzi2, E. Campazzi7, S. Campora8,
D. Camporese9, A. Gennari10
1IRCCS Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori - I.R.S.T.,
Meldola
2E.O. Ospedali Galliera, Genova
3Institut Curie - Ensemble Hospitalier - Hôpital René Huguenin, Saint-Cloud
4Vall d’Hebron University Hospital, Barcellona
5University of Munich, Grosshadern Hospital, Breast Center, Monaco
6IRCCS Azienda Osp. Univ. San Martino- IST, Genova
7IBSA Institut Biochimique SA, Lugano
8Covance, Milano
9Advanced Accelerator Applications, St Genis Pouilly, France
10E.O. Ospedali Galliera, Genova

Background: The activation of international, non-profit clinical trial funded by the EC
requires specific timelines according to the EU rules. This study describes all the
logistic procedures, difficulties and time spent for the activation of the ET-FES
TRANSCAN funded project in 4 EU countries.

Materials and methods: ET-FES study was funded by ERA-Net Transcan JTC 2011,
sponsored by EO Galliera (Genoa, Italy) and is conducted in Italy, Spain, France and
Germany. The primary objective is to validate the use of a new radiotracer 18F-FES
PET/CT, targeting estrogen receptors, as a tool to predict endocrine responsiveness in
advanced breast cancer. ET-FES was approved for funding from EU on 10/2012.

Results: The official start by the Italian Ministry of Health was set up on 06/2013 (8
mos after the expected/ foreseen date). Time to IRB approval was 1.5 mos in Italy, 2
mos in France and 3 mos in Spain and 13 mos in Germany. Time to Competent
authority (CA) approval (from EC submission): Italy 11 mos, Spain 16 mos, France 5
mos, Germany 14+. Overall, no ethical objection was raised by the different ECs; some
minor clinical and methodological issues were raised from the EC in Germany and
Spain. Issues from the CAs were raised in all countries, except France (12 queries in
Italy, 21 in Spain and 23 in Germany), on quality aspects of 18F-FES IMPD. At the
sponsor level, the time to the final agreement signature with the 18F-FES
manufacturing company required 13 mos. First patient in (Italy): 14 mos after EC
approval and 20 mos after the official start of the ET-FES project, as set up by the
Italian Ministry of Health.

Conclusions: From a regulatory aspect, taking into account that the ET-FES trial
involves an experimental drug (18F-FES), without MA in EU, the approval process was
timely completed at the EC level in Italy, France and Spain. Time to CA approval was
different in the various countries and was timely achieved only in France: this was due
to the different requirements from each local CA, indicating the absence of harmonized
procedures as requested by the 2001/20/EC directive. Finally, at the Italian level, the
critical issue concerns the administrative procedures to activate this type of EU
projects, requiring a suboptimal time span, in order to satisfy all the legal aspects on
contracts by public bodies, according to the Italian law. These timelines need to be
considered when applying for EU calls where the allowed project duration is 3 years.
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S23 Anaplastic Astrocytoma (AA) and Glioblastoma (GBM): a real-life

experience in Padua

L. Bellu1, G. Lombardi1, A. Pambuku1, P. Fiduccia2, A. Della Puppa3,
M.P. Gardiman4, F. Berti5, D. D’Avella6, V. Zagonel1
1Oncologia Medica 1 - Istituto Oncologico Veneto - IOV - IRCCS, Padova
2S.S. Sperimentazioni Cliniche, Biostatistica e Nucleo Ricerca Clinica - Istituto
Oncologico Veneto - IOV - IRCCS, Padova
3Dipartimento di Neurochirurgia - Azienda Ospedaliera di Padova, Padova
4U.O Anatomia Patologica - Azienda Ospedaliera di Padova, Padova
5Unità di Radioterapia - Istituto Oncologico Veneto - IOV- IRCCS, Padova
6Dipartimento di Neurochirurgia - Università Degli Studi Di Padova, Padova

Background: various prospective clinical trials on high-grade gliomas were performed
in the last years but patient (PTS) characteristics and outcome may be different in real
clinical practice. We performed a retrospective analysis to evaluate the real-life
experience in Padua Neuro-Oncology center.

Matherials and Methods: retrospectively, we reviewed the medical records of PTS
admitted to our observation from June 2010 to June 2015 with a diagnosis of AA or
GBM. We analyzed clinical outcome with prognostic factors.

Results: we analyzed 592 PTS with a diagnosis of CNS primary tumor. Among these,
we enrolled 395 PTS: 33 (8.4%) with a histological diagnosis of AA, 293 (74%) with a
histological diagnosis of GBM and 69 (17.4%) with a radiological diagnosis of GBM. At
diagnosis, median age was 63.2 (range 24-88), 61.8% were male; 80% of PTS had an
ECOG PS 0-2. Among PTS who underwent surgery, 48% had a radical surgery; 279
PTS (70.6%) performed RT in association to chemotherapy. 17% of PTS performed a
second surgery at relapse and 45% a second-line treatment. MGMT was analyzed in all
PTS who underwent surgery: it was methylated in 38.7% of PTS, IDH1 was mutated in
6%. GBM PTS with ECOG PS 0-2 and >2 had a median OS of 21.1 and 7.2 ms,
respectively. GBM PTS with met and unmet MGMT had a mOS of 22.7 and 13.7 ms
(p = 0.005). AA PTS with met and unmet MGMT had a mOS of 29.5 and 16.6 ms
(p = 0.03). Considering all high-grade gliomas, PTS with met MGMT +mutIDH1
reported a mOS of 23.1ms, PTS with metMGMT + wtIDH1 had a mOS of 20.9ms and
PTS with unmetMGMT + wtIDH1 showed a mOS of 12.6ms (p < 0.001). On
multivariate analysis, ECOG PS 0-2 (HR = 0.6), radical surgery (HR = 0.7), methylated
MGMT (HR = 0.5) and PTS receiving a second-line chemoterapy (HR = 0.7) were
positive prognostic factors in terms of OS.

Conclusions: in our real-life experience most PTS underwent surgery, performed a
radiation therapy in association to chemotherapy and nearly half of PTS performed a
second-line chemotherapy, although a subset of PTS had a poor performance status.
However, we reported a good clinical outcome demonstrating the importance of
molecular characterization in these PTS. Type of surgery, ECOG PS, MGMT
methylation and lines of chemotherapy were independent prognostic factors.

S24 The follow-up and lifestyle (FUCSAM project). Oncology

Network of Piemonte and Valle d’Aosta (ROPVdA): update 2016

.

F. Sarli1, L. Giordano2, F. Gallo2, I. Romaniello2, F. Pietribiasi2, D. Solerio2, M.
G. Pacquola2, F. Castiglione2, P. Bellingeri2, N. De Piccoli2, A. Fedi2, S. Gattino2,
C. Finocchiaro2, M.P. Mano2, C. Monagheddu2, M. Ceccarelli2, G. Ciccone2,
C. Senore2, M. Mistrangelo2, O. Bertetto2
1ASL TO5-Pinerolo, Torino
2Dipartimento Interaziendale Interegionale Rete Oncologica del Piemonte e della
Valle d’Aosta, Torino

Background and rationale: recent results have strenghtened the evidence that lifestyle
factors can benefit not only the quality of life of cancer survivors, but also overall
survival, and decrease the risk of recurrence from cancer. The FUCSAM project
(osservational study) aims to assess the impact of an intervention designed to change
the lifestyle of patients in follow-up after treatment of colorectal and breast cancer
followed by different Interdisciplinary Groups and Care.

Material and methods: in the patients enrolled we had detected plsona, therapies,
comorbility, stage at diagnosis, anthropometric, clinical and bioumoral parameters
adherence to programs on lifestyle, changes carried out by local Patients Associations.
All patients were handed information brochures and recommended adherence to
specific programs, if any.

Results: Until now 23 local hospitals have joined the FUCSAM project after of the
ethics committee approval. Patients enrolled are 913(206colorectal cancer, 707breast
cancer) and 396are < 70 years old. Among 367 women in the mammography screening
age group (50-69 yrs) 206 (56%) had the diagnosis through the locale screening
program, while among 86 subjects in the colorectal cancer screening age group (58-70
yrs) 29 (34%) subjects were diagnosed through the organized programme. The waist
measurement was > 80 cm in respectively 72 % and 70% of women with previous
breast and colorectal cancer, > 90 cm in 68% of men. BMI > 25 was detected in 52% of
women with breast cancer and 44% of thise with colorectal cancer and in 63% of men.
At second follow up visit, women with breast cancer (345) showed a reduction of
overweith/obese proportion from 52% to 47% (p > 0.001); at third follow up visit (158)

the change was from 56% to 51% (p = 0.04). For all subjects with colorectal cancer (90)
the reduction was from 51% to 43% (p < 0.01) at the secondo follow up visit. Further
analyss of the impact of the adherence to a healthier lifestyle on anthropometric and
clinical parameters is underway.

Conclusions: Although at the beginning, the first study results show that the
introduction of lifestyle recommendations within the follow-up protocols is feasible.
After diagnosis of cancer, people are more inclined to consider the relationship
between their behavior and the effects on health. To encourage the adoption and
maintenance over time of new habits, the ROPVdAwill plan to provide practical
guidance for the realization of the desired changes.

S25 Real-word analysis on the use of somatostatin analogs (SSAs) in

patients with neuroendocrine neoplasms (NENs): results of a

survey conducted by the Italian Society of Medical Oncology

(AIOM)

N. Fazio, F. Spada

Istituto Europeo di Oncologia, Milano

Background: In neuroendocrine neoplasms (NENs) two somatostatin analogs (SSAs),
octreotide and lanreotide, were approved for carcinoid syndrome control in
functioning and for tumor growth control in well differentiated non functioning
advanced NENs. The full labeled schedule is 30 mg every 4 weeks (/4w) for octreotide
long acting repeatable (LAR) and 120 mg/4w for lanreotide depot. We investigated the
real-world use of SSAs in NEN patients among the Italian medical oncological
community about several aspects. Dose and schedule- related results are reported in the
present analysis.

Methods: In September 2014 a 27-item online questionnaire was administered to all
Italian Association of Medical Oncology (AIOM) members.

Results: One hundred and ten members filled out the questionnaire. Almost all were
medical oncologists and around two third of them had seen < 20 NEN patients over the
latest year. A full labeled dose was used upfront by 43% for lanreotide depot and 69% for
octreotide LAR. In functioning NENs while the vast majority of participants had used 30
mg/4w octreotide LAR and 120 mg/4w lanreotide depot as the most dose per
administration, more than 70% had used a shorter interval between administrations, up
to 3 or even 2 weeks. In non functioning NETs again around 90% of participants had
used 30 mg/4w octreotide LAR and 120 mg/4w lanreotide depot as the highest dose per
administration, but 62% had used a shorter interval than /4w for octreotide LAR and
43% for lanreotide depot. While in case of incomplete syndrome control at full labeled
dose, around 40% of responders shortened administrations interval without changing
the total dose per administration both for octreotide and lanreotide, in case of non
functioning NETs progressing on full labeled dose the percentage of responders who had
shortened the interval was 30-40% for both SSA. This percentage was almost equivalent
to that of whom stopped SSA and started other therapies.

Conclusions:We presented the results regarding SSA schedule management in NEN
patients among Italian medical oncological community. Above-label dose of SSAwas
applied in both functioning and non functioning NENs. Particularly shortening
interval between administrations rather than increasing dose of the single
administration was applied. This same survey is currently ongoing among other Italian
scientific societes involved in NETs, such as endocrinological and gastroenterological
ones.

S26 MGMT promoter methylation status in glioblastoma (GBM)

patients: a quantitative pyrosequencing approach and its

prognostic role

A. Pambuku1, G. Lombardi1, R. Bertorelle2, L. Bellu1, P. Fiduccia2, M.
P. Gradiman3, A. Della Puppa4, B. Franco5, D. D’Avella6, V. Zagonel1
1Department of Clinical and Experimental Oncology, Medical Oncology 1, Veneto
Institute of Oncology-IRCCS, Padova
2Department of Clinical and Experimental Oncology, Clinical Trials and Biostatistics
Unit and Molecular Immunology and Oncology Unit, Istituto Oncologico Veneto
IRCCS, Padova
3Department of Pathology, Azienda Ospedaliera Padova, Padova
4Neurosurgery Department, Azienda Ospedaliera Padova, Padova
5Radiotherapy, Veneto Institute of Oncology-IRCCS, Padova
6Neurosurgery Department, University of Padova, Padova

Background:MGMT gene promoter methylation status is acknowledged as a
prognostic factor and predictive marker for temozolomide (TMZ) treatment. Although
MGMT status determined by pyrosequencing was showed to correlate with progression
free survival (PFS) and overall survival (OS), it is still unclear a cut-off value that
discriminates between methylated and unmethylated patient (pts) and its correlation
with the patient clinical outcome.

Materials and methods:We analyzed the tissue samples from 128 PTS diagnosed with
GBM from November 2009 to December 2015. All PTS underwent treatment with
RT + TMZ and had an ECOG-PS 0-2. Methylation percentage for each sample was
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obtained by calculating the average methylation of all 10CpG sites (75-84) of MGMT
promoter by pyrosequencing analysis. PTS with 0-6% of methylation were classified as
unmethylated (UM), PTS with 7-24% as low methylated (LM) and PTS with≥ 25% as
high methylated (HM). 25% was the median value of methylation of our PTS having
>6% of methylation.

Results:Median age was 60 yrs (range 25-84), 60.9% were male, 74.2% had an ECOG
PS 0-1, 50.8% underwent radical surgery, 85 PTS were dead at the time of analysis. 75
PTS (58.6%) were UM, 26 PTS (20,3%) were LM and 27 PTS (21,1%) were HM. On
univariate analysis HM, LM and UM showed a PFS of 15.8, 10 and 9.1 ms, respectively
(p = 0.1). OS was 38.7, 21 and 18.8ms (p= 0.06). On multivariate analysis UM and LM
PTS had a statistically lower PFS vs HM PTS (HR = 2.57; p = 0.001; HR= 2.5; p = 0.007,
respectively) and statistically lower OS (HR = 3.47; p < 0.001; HR = 2.63; p = 0.016;
respectively). No significant difference was showed between UM and LM PTS in terms
of PFS and OS, both on univariate and multivariate analyses.

Conclusions:MGMT promoter methylation status determined by pyrosequencing
analysis may correlate to PFS and OS. We found a cut-off of 25% of methylation which
determined two sub-groups of PTS having different clinical outcome; in particular,
HM PTS had a significant longer PFS and OS.

S27 The patients’ understanding of clinical research

B. Rudnas1, E. Montanari2, M. Dall’Agata2, E. Petracci2, P. Serra2, A. Piancastelli2,
B. Vertogen2, F. Zumaglini2, B. Venturini2, S. Testoni2, V. Gallà2, M. Monti2,
D. Andreis2, F. Pagan2, A. Ragazzini2, F. Fabbri2, G. Gentili2, A. Affatato2, O. Nanni2
1Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST-IRCCS),
Meldola
2IRST IRCCS, Meldola

Background: Conducting clinical trials in oncology is becoming more complicated and
many studies are struggling with patient recruitment. One reason for this is the
difficulty in involving patients in trials. Today patient’s awareness of and active
involvement in clinical research (CR) is frequently discussed, but an estimate of the
patient’s understanding is still not known. Several studies have evaluated the patients
understanding of procedures, but few of them have analyzed their understanding about
research. The aim of this study was to evaluate the level of understanding of CR in
cancer patients.

Patients and methods: This was a cross-sectional, observational survey study. Patients
with a diagnosis of any kind of tumor (oncologic or hematologic) attending a visit in
the Oncohematology department of IRST IRCCS or Oncohematology Unit in AVR of
Rimini, Ravenna, Lugo and Faenza Hospital and able to complete the questionnaire
were included in the survey. Patients accessing for the first time were excluded. A
questionnaire, based on a previous one used by AIFA in 2010, including 10 statements
about CR, some questions about previous participation and the willingness to
participate in a clinical study, one question about the interest to learn more about CR
as well as some demographic questions, was developed. The anonymous questionnaire
was administrated to patients from December 2015 to March 2016. Patients responding
correctly to at least 80% of the ten questions on CR, were considered to have a good
understanding of CR.

Results: The questionnaire was given to 967 patients and completed by 769 (79.5%).
The mean age was 63 ± 13 years, 60% were females and 44% had a high school diploma
or a higher degree. 22% of patients showed to have a good understanding of CR. 13%
had participated in a clinical trial and 53% would be willing to participate in a trial
studying a new drug. The main reason for accepting participation was the patient’s
trust in their physician (53%). The main reason for refusing participation was that not
all risks are known (61%). 75% of the patients would be interested in taking part in
meetings regarding CR.

Conclusions: The patients’ understanding of CR is poor, as it has been shown in other
international studies. The survey revealed to be a useful tool to assess the
understanding of CR in patients accessing our centers thus helping us to prepare and
provide them with adequate informative material to improve understanding and
consciousness about CR.

S28 The impact of the clinical pharmacist (CP) in reporting

suspected adverse drug reactions (ADRs): the experience of the

Medical Oncology Unit at the S.Orsola-Malpighi University

Hospital

D. Grilli1, F. Gelsomino1, F. Massari1, B. Angelelli1, M. Tognetto1, S. Restuccia2,
C. Puggioli2, A. Ardizzoni1
1Oncology Unit, S.Orsola-Malpighi University Hospital, Bologna
2Department of Clinical Pharmacy, S.Orsola-Malpighi University Hospital, Bologna

Background: The spontaneous reporting rate of suspected adverse drug reactions
(ADRs) in oncology is lower than that reported in other specialties. The presence of a
clinical pharmacist (CP) in an Oncology Unit may be helpful to support the physician
in the activities related to Pharmacovigilance. We report our experience, with respect to

anti-cancer drugs used in Expanded Access Program (EAP)/compassionate use (CU),
or to the drugs subject to dedicated AIFA registry and monitoring.

Materials and methods: From May 2015, the CP was introduced in the staff of the
Medical Oncology Unit at the S.Orsola-Malpighi University Hospital of Bologna.
During the first year, a total of 21 compounds among tyrosine kinase inhibitors
(afatinib, dabrafenib, dabrafenib-trametinib, lenvatinib, vemurafenib,
vemurafenib-cobimetinib), monoclonal antibodies (cetuximab, temsirolimus),
chemotherapeutics (carboplatin-pemetrexed, oxaliplatin, paclitaxel),
immuno-oncology agents (ipilimumab, nivolumab, pembrolizumab) and others were
monitored. ADRs were collected by the CP recording the single safety report. The
reports were forwarded for their inclusion in the network. Monitoring type, severity,
actions related to the drug and outcome were described. Finally, we compared the
ADRs reported in the last year to those during the previous one.

Results: From May 2015 to April 2016, a total of 87 ADRs among 53 patients with a
mean age of 63 years have been reported. In 61 cases (70%) the drug was used as EAP/
CU, in 15 cases (17%) the drug was subject to additional monitoring and in 11 cases
(13%) no monitoring. 60 (69%) ADRs were considered non serious, 27 (31%) were
serious. Among the latter, 17 were classified as other clinically relevant conditions, 9
needed hospitalization and 1 led to death. In 49 cases (56%) the drug was not
suspended, in 21 cases (24%) discontinued permanently, in 10 cases (12%) suspended
temporarily and 7 cases (8%) needed a dose reduction. A complete resolution of ADR
was reported in 39 cases (45%), partial in 19 cases (22%); in 28 cases (32%) the reaction
was unchanged and one death reported. Finally, we analysed ADRs reported from May
2014 to April 2015, in the absence of a CP, and found only 5 reports, suggesting a
significant underestimate and underreporting of ADRs in that period.

Conclusions: In our experience, the presence of a CP within a medical oncology team,
has a crucial role in significantly improving ADRs identification and reporting of
anti-cancer drugs.

S29 Clonal evolution and drug resistance in the blood of patients

with metastatic solid tumors responding to targeted therapies -

THE CORNUCOPIA STUDY

A. Bardelli1, F. Montemurro1, G. Siravegna1, B. Mussolin1, A. Milani1, F. Leone1,
D. Marino1, M. Spione1, S. Corso1, F. De Braud2, P. Racca3, F. Pietrantonio2,
A. Ponzetti3, C. Cristiano3, G. Tonini4, V. Zagonel5, A. Ardizzoni6, G. Curigliano7,
S. Siena8, S. Marsoni1
1FPO-IRCCS Istituto per la Ricerca e la Cura del Cancro, Candiolo (TO)
2Fondazione IRCCS Istituto Nazionale Tumori, Milano
3A.O.U. Città della Salute e della Scienza di Torino, Torino
4Policlinico Universitario Campus Biomedico, Roma
5Istituto Oncologico Veneto-IRCCS, Padova
6Policlinico S.Orsola-Malpighi, Bologna
7IEO-Istituto Europeo di Oncologia, Milano
8Grande Ospedale Metropolitano Niguarda, Milano

Background:When metastatic cancers are challenged with targeted drugs a subset of
resistant cells invariably emerges. As a result targeted therapies are only transiently
effective. Strategies to overcome resistance are essential and require a deeper
understanding of the evolutive nature of cancer. There is no currently effective way to
monitor the emergence of resistant clones in solid tumors patients (PTS). Trials often
include exploratory biopsies at progression (PD) to identify the molecular
determinants of resistance. However, single-lesion biopsies vastly underrepresent
molecular heterogeneity and might fail to detect resistant alleles impacting on further
treatment responses. Contrariwise, molecular profiles of circulating tumor DNA
(liquid biopsies, LB) allow for a longitudinal tracking of the tumor dynamics and real
time monitoring of secondary resistance. How serial LBs and lesion-specific
radiographic responses can be integrated to delineate mechanisms of drug resistance
and guide further rounds of therapies is presently unknown. To address this question
we designed CORNUCOPIA.

Materials and methods: CORNUCOPIA is a translational study in PTS with
metastatic colorectal, gastric, and breast cancer, responding to targeted therapy against
known actionable oncogenes. PTS are LB-sampled at baseline, longitudinally and at PD
using a purposely designed next generation sequencing panel for DNA aberrations in
>200 loci associated with sensitivity and resistance to targeted agents. Concomitantly
the original paraffin diagnostic sample, serial CT scans and on therapy bioptic tissue
specimens are collected.

Conclusions: Clonal evolution maps for individual patients will be generated by
integrating molecular profiles from LB with lesion-specific radiographic responses. A
sample size of 250 PTS will allow detecting a representative sample of low prevalence
(< 10%) biomarkers of resistance in each subgroup. So far, 87 PTS ahve been enrolled
in the trial. Based on these findings, a joined clinical-molecular review board will
propose further lines of therapies. Funded by 5 X 1000 2011, Italian Min. of Health &
FPRC-Candiolo. EudraCT 2016-000491-16.
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S30 Can irinotecan dose reduction according to ugt1a1 genotype

avoid severe toxicities?

F. Daniel1, L. Belluomini1, F. Lancia1, L. Martella1, I. Toma1, A. Moretti1, E. Bannò1,
I. Carandina1, M. Marzola1, M. Fabbri2, A. Frassoldati1
1UO Oncologia Clinica, Azienda Ospedaliero-Universitaria S.Anna, Cona - Ferrara
2UOL Medicina Legale e delle Assicurazioni, Università degli Studi di Ferrara,
Ferrara

Background: Uridine diphosphoglucuronosyl transferase 1A1 (UGT1A1) *28
polymorphism reduces UGT1A1 enzymatic activity and is possibly associated with
irinotecan(IRI)-induced neutropenia and diarrhea. The aim of this single-centre
analysis is to assess if IRI dose-reduction according to UGT1A1 status can avoid severe
toxicities.

Patients and methods: Patients (pts) with different solid tumours candidate to
chemotherapy with IRI were consecutively genotyped for UGT1A1*28 polymorphism
at our Institution. DNAwas extracted from peripheral blood cells and UGT1A1
promoter region was amplified with PCR, using primers marked with a fluorochrome;
a specific kit prepared in our laboratories was used. Data about clinico-pathological
features, IRI dose reduction, toxicity, objective response rate and progression free
survival were retrospectively collected.

Results: From January 2015 to March 2016, 122 pts were genotyped for UGT1A1 (M/F
59/63, median age 67): 39% were omozygous wild-type, 48% were heterozygous, 13%
were omozygous mutated. At the time of our analysis IRI was administered to 32 pts
with the following characteristics: M/F 13/19; median age 62.5 (range 38-85); colorectal
cancer/pancreatic cancer/gastroesophageal cancer 23/7/2; UGT1A1 wild-type/
heterozygous/omozygous 10/16/6. The median IRI-starting dose was 180 mg/mq in
wild-type group, 135 mg/mq in heterozygous group and 135 mg/mq in omozygous
group. A correlation between UGT1A1 homozygosis and G3-4 toxicity was observed
(chi2 = 0.042). After the first cycle, grade = 3 neutropenia occurred in 2 pts in the
omozygous group, grade = 3 diarrhea occurred in 1 wild-type and in 1 omozygous
patient. 2 of the omozygous pts who experienced high grade toxicities had received
high-doses of IRI (180 mg/mq). Response to treatment was evaluated in 19 pts: 3
partial responses, 6 stable diseases and 10 progressive diseases were observed. At the
time of analysis 16 pts had progressed with a median progression free survival of 4.2
months, but data are still immature for further survival analysis.

Conclusions: UGT1A1 genotype can be used to individualize IRI-dosage in order to
reduce treatment related high-grade neutropenia and diarrhea in mutated pts. Further
studies and longer follow-up are needed to assess the safer IRI-dosage in both
omozygous and heterozygous mutated pts and to evaluate the efficacy of
dose-reduction in terms of response to treatment and survival.

S31 A prospective analysis of quality of life (QoL), cognitive

functions (CF) and psychological status (PSY) in glioblastoma

(GBM) patients (PTS) treated with RT and Temozolomide (TMZ)

E. Bergo1, E. Bergo2, G. Lombardi2, P. Del Bianco2, F. Berti2, L. Bellu2,
A. Pambuku2, V. Zagonel2
1Istituto Oncologico Veneto IRCCS, Padova
2Istituto Oncologico Veneto - IRCCS, Padova

Background: GBM PTS can show changes in CF during the treatment which can affect
their daily lives. We analyzed QoL, PSY and CF in these PTS treated with RT plus
TMZ.

Materials (patients) and methods: PTS with newly histologically diagnosed GBM
treated with RT and TMZ as first-line therapy and KPS≥ 60 were enrolled. We
assessed QoL using EORTC QLQ-C30 and BN20. CF were evaluated with MMSE, and
PSY with HADS test. Evaluations were performed at each radiological assessment: T0
(before treatment), T1 (1 month after RT + TMZ), T2 (6 ms from T0), T3 (9 ms from
T0) and T4 (12 ms from T0). A repeated-measure linear mixed-model was used to
estimate group differences over time and χ2 test for compare mean values at each time.

Results: we enrolled 112 PTS, median age was 59; 69 PTS were male and 36 PTS aged
≥65. All PTS were treated with TMZ until disease progression. Role functioning (RF)
statistically improved over time in female (p = 0.02) and PTS <65ys (p < 0.05);
emotional functioning improved (p = 0.02) at T4 versus T0 in all PTS; social
functioning improved in PTS with lesions at left side hemisphere (LSH) (p < 0.05).
Global Health Status (GHS) showed a trend for improving during the treatment and
was statistically higher in PTS with LSH (p < 0.01). Motor dysfunction worse over time
in elderly (p < 0.05) and communication deficits was higher in PTS with LSH
(p < 0.01); drowsiness improved in PTS with lesions at right site hemisphere (p < 0,01).
Anxiety worse in elderly PTS over time (p = 0.02) and the average score was higher in
PTS with lesions at LSH. Depression worse only in males (p < 0.01). Average MMSE
score was lower in elderly PTS (p = 0.01) and in PTS with LSH (p = 0.01). PTS with
progression disease reported statistically lower scores in RF (p < 0.01), GHS (p = 0.02),
drowsiness (p < 0.05), anxiety (p < 0.01) and depression (p < 0.01), and MMSE
(p < 0.01) versus PTS without radiological progression.

Conclusions: Some variables related to QoL, PSY and CF may improve during
standard treatment with RT and TMZ in PTS with GBM. Moreover, age, gender and

site of lesion might impact on specific factors. Radiological progression may correlate
with worsening of specific points for QoL, PSY and CF.

S32 English Language in Oncology: a Targeted Training Programme

for the Researchers and Healthcare Professionals of IRST

IRCCS (Romagna Oncology Network, Italy)

V. Zanoni, A. Volpi, G. Tierney, D. Andreis, O. Nanni, D. Amadori

Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST) IRCCS,
Meldola

Background:Management of oncologic diseases relies on the synergy between practice
and research. Since English is the language of research, we believe it is crucial to
investigate targeted teaching approaches to encourage interaction with the scientific
community and foreign patients. Istituto Scientifico Romagnolo per lo Studio e la Cura
dei Tumori (IRST) IRCCS is home to an English Training Programme (ETP) that
promotes continuing education and fosters excellence, innovation, and progress in
oncology.

Materials and methods: In accordance with the action research model, our project
includes 3 steps: English language needs analysis (placement tests, motivational letters
and questionnaires for researchers and healthcare professionals) and SWOT analysis
(interviews to key informants) to identify critical factors for ETP design; identification
of SMART ETP goals, settings and indicators; ETP implementation with short- and
long-term outcome assessment to improve training methods.

Results: Seven key informants were interviewed on the internal and external strengths/
weaknesses and opportunities/threats related to an ETP. Among IRST IRCCS
professionals, 163 (F:M = 125:38, median age 39 years) completed the questionnaire:
76% have learned English in group classes (46% with English native speaker); 4% as
self-taught learners. Most people (59%) have a medical and health sciences educational
background, 64% of whom are engaged in research activity. Professional English is
more frequently used for online searches (67%), scientific paper reading (64%), and
writing (34%); less frequently for working abroad (3%). Spoken language, especially
pronunciation (46%) and fluency (63%), accounts for the weakest perceived skill.
Preliminary data show that the best-suited training programme would be a long-term
course for interprofessional groups of 5-8, with a focus on sociolinguistic and
phonological skills. Additional spotlights on specific language issues and individual
tutoring for scientific writing or oral presentation will be included. As this project is
currently ongoing, updated results will be presented at the congress.

Conclusions: To our knowledge no similar project has ever been carried out in any
other Italian biomedical research centre. The preliminary results strongly suggest that
our ETP could improve language knowledge and communication skills in oncology,
promoting collaboration networks and enhancing the performance of the researchers
and healthcare professionals of IRST IRCCS.

S33 Biological effects of Cabozantinib on bone microenvironment

M. Fioramonti, D. Santini, M. Iuliani, G. Ribelli, N. Papapietro, B. Vincenzi,
F. Spiezia, V. Denaro, G. Tonini, F. Pantano

Università Campus Bio-Medico di Roma, Roma, Italia

Background: Cabozantinib, a receptor tyrosine kinase inhibitor with activity against
MET and VEGFR2, demonstrated to prolong Progression Free Survival and improve
skeletal disease-related endpoints in castration resistant prostate cancer and in
metastatic renal cell carcinoma. Our purpose is to investigate the direct effect of
cabozantinib on bone microenvironment using a totally human model of primary
osteoclasts and osteoblasts.

Material (patients) and methods: Osteoclasts were differentiated from CD14+
monocytes isolated from healthy donors; osteoblasts derived from human
mesenchymal stem cells obtained from bone fragments of orthopedic surgery patients.
Cabozantinib activity was evaluated by Tartrate Resistant Acid Phosphatase staining,
Bone Resorption assays, Alkaline Phosphatase and Alizarin Red staining, gene
expression analysis (Real-Time PCR) and protein secretion quantification (ELISA).

Results: Our results show that non-cytotoxic doses of cabozantinib have a significant
inhibitory effect on osteoclast differentiation (p = 0.0145) and bone resorption activity
(p = 0.0252). Moreover, cabozantinib down-modulates the expression of osteoclast
marker genes, TRAP (p = 0.006), CATHEPSIN K (p = 0.004) and RANK (p = 0.001).
Cabozantinib treatment does not affect osteoblast differentiation or viability, but
increases osteoprotegerin mRNA (p = 0.015) and protein levels (p = 0.004) and
down-modulates RANKL at both mRNA (p < 0.001) and protein levels (p = 0.043).
Direct cell-to-cell contact between cabozantinib pre-treated osteoblasts and untreated
osteoclasts confirmed the indirect anti-resorptive effect of cabozantinib.

Conclusions:We demonstrate a “direct” effect of cabozantinib on osteoclats and
“indirect” osteoblast-mediated through a modulation of RANKL/osteoprotegerin
balance. These data suggest that the activity of cabozantinib on skeletal disease-related
outcomes may be explained not only by a direct anticancer effect but also through a
modulation of osteoclast/osteoblast functions.
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S34 Phase I cancer clinical trials in Italy: state of the art and future

challenges

L. Mcmahon1, C. Cagnazzo2, S. Campora3, P. Frati4 On behalf of the AIOM CRC
WG
1Istituto Oncologico Veneto Irccs, Padova
2Fondazione del Piemonte per l’ Oncologia - Irccs, Candiolo
3Covance, Milano
4Istituto Nazionale Tumori, Milano

Background: Despite Italy is Europe’s third largest pharmaceutical market, it ranks
only ninth in the number of NIH-registered clinical trials (CTs) per capita. The
number of clinical trials undertaken in Italy from 2008 to 2012 has fallen 21%,
consistent with the 25% drop of applications to run CTs in Europe between 2007 and
2011 (The SAT-EU Study TM).

Materials and methods: A positive and encouraging trend has however been observed
since 2012 especially for the conduct of early phase trials in Italy; the 14th National
Report on CTs in Italy confirms the growth of phase I and II trials as a whole, when
compared to phase III trials (46.8% and 43.6% respectively); data seems to uphold the
drift in research towards CTs for developing potentially groundbreaking drugs. A
recent search on Clinicaltrial.gov (April 2016) places Italy in 6th position, accounting
for 15.8% of the 662 ongoing and recruiting oncology phase I CTs in Europe.

Results: Of the 105 interventional phase I trials presently conducted in Italy 61 (58%)
are designed for solid tumours, 42 (40%) for hematologic malignancies or for both
(2%). CTs in adult population account for 94 studies while 11 trials are designed for
paediatric cancer patients. 38% of all phase I cancer trials conducted in Italy are mainly
monocentric, run at only 1 or 2 of the 71 taken into account investigational sites.
Interestingly, unlike other European countries, not for profit sponsorship of phase I
CTs in Italy is highly ranked. Italy stands out in the European ranking of early phase
oncology trials sponsored by NIH, organizations, cooperative groups and universities
with its 23.8%, followed by France (21.5%), Germany (17.1%), UK (13%) and Spain
(9.4%).

Conclusions: The new challenge of the upcoming AIFA 809/2015 determination will
put to the test the capability of Italian investigational sites to conform to the demanded
minimum requisites and assure the indispensable quality standards to secure patients’
safety. Hopefully the committal of Italian researchers to develop early phase trials and
to sponsor independent studies will hold up to the task as since it is renown that early
phase trials have a “driving” effect for the later stages of clinical development and are
cross-sectional to many areas of research.

S35 Innovative approaches to establish and characterize primary

cultures: an ex vivo 3D system and the zebrafish model

C. Liverani1, F. La Manna2, A. Groenewoud3, L. Mercatali1, G. Van Der Pluijm2,
F. Pieri1, D. Cavaliere1, D.V. Alessandro1, C. Spadazzi1, G. Miserocchi1,
A. Bongiovanni1, F. Recine1, N. Riva1, D. Amadori1, E. Tasciotti4,
G. Marcantognini1, V. Fausti1, B.E. Snaar-Jagalska3, T. Ibrahim1

1Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST) IRCCS,
Osteoncology and Rare Tumors Center, Meldola
2Leiden University Medical Center, Department of Urology, Leiden
3Department of Molecular, Cell Biology, Institute of Biology, Leiden
4Department of Regenerative Medicine, Houston Methodist Research Institute,
Houston

Background: Patient-derived specimens are an invaluable resource to study the
heterogeneous biology and behavior of cancer cells, in particular in rare tumors as Soft
Tissue Sarcomas, for which several subtypes exist, not all covered by the matched cell
lines. However in vivo studies on primary cultures are often limited by the low amount
of material available, while conventional in vitro systems might alter the cell features
and behavior. Here we present data on primary dedifferentiated liposarcoma cells
cultured on tridimensional collagen-based scaffolds and injected into the Zebrafish
model as a proof of concept of the usefulness of these models in the study of
patient-derived material.

Methods: Primary dedifferentiated liposarcoma cells, isolated from surgical specimens,
were characterized in vitro for their morphological features, sensitiveness to drugs and
biomarker expression, and in vivo for their engraftment and invasiveness abilities. Cells
were treated with trabectedin and with the standard combination of ifosfamide and
epirubicin. Aggressiveness markers were assayed by qPCR. Cells were injected in the
heart cavity of zebrafish embryos, monitoring the embryos daily.

Results: The 3D culture resulted enriched in cancer cells compared to standard
monolayer culture and best preserved liposarcoma-associated markers. 3D-enriched
cells proved sensitive to drugs with percentages of survival not significantly different
between epirubicin plus ifosfamide and trabectedin alone. Liposarcoma cells injected in
the Zebrafish were capable of surviving in the heart cavity and in later stages were
scattered throughout the implantation area showing local migratory and invasive
abilities, and the successful engraftment of this patient-derived liposarcoma culture in
this animal model.

Conclusions: This work provide the proof of concept of the ability of 3D cultures to
preserve the original phenotypes of ex vivo cells, and of the Zebrafish model to offer a
versatile in vivo system for studies with limited material. The implementation of these
models could foster translational research studies, both in terms of biomolecular
analyses, drug screenings and aggressiveness assays. Finally, we demonstrated in vitro a
similar efficacy of trabectidin respect to the conventional first line therapy epirubicin
plus ifosfamide opening new horizons to better investigate the mechanism of action of
these drugs and the treatment strategy of dedifferentiated liposarcomas.

S36 Exosomes derived by melanoma cells promote the tumor

osteotropism

S. D’Oronzo1, F. Mannavola1, C. Felici1, P. Tanzarella2, M. Tucci1, F. Silvestris1
1Medical Oncology Unit, University of Bari Aldo Moro, Italy, Bari
2Department of Basic Medical Sciences, Neuroscieces and Organs of Sense,
University of Bari Aldo Moro, Italy, Bari

Background:Melanoma-derived exosomes (EXOs) are nanovesicles of 60-100 nm that
regulate the intercellular cross-talk of melanoma cells with components of the tumor
microenvironment thus driving the cancer cell proliferation, migration and
invasiveness. It is noteworthy that EXOs prepare the pre-metastatic niche to house
primary tumor cells, thus regulating the metastatic colonization of specific sites. Here,
we investigated the in vitro ability of EXOs to regulate the melanoma cell chemotaxis
with a particular focus to bone tropism.

Material and methods: EXOs were purified by ultracentrifugation from the culture
medium of non-metastatic (LCP) and metastatic (WM-266, SK-Mel28) melanoma cell
lines as well as from breast cancer cells (MDA-MB231) as control. Basal and
EXO-induced migration as well as invasiveness were assessed by Boyden chambers and
matrigel-coated membranes. We also assessed the melanoma cell capability to migrate
towards human bone fragments and measured this property in non-osteotropic cells
(Skmel28) when treated with EXOs isolated from those with higher bone targeting
potential (LCP, MDA-MB231).

Results: Basal migration and invasiveness of LCP were lower with respect to WM-266
and SK-Mel28 cells, while strongly increased after stimulation by EXOs from both
WM-266 (1.38 ± 0.15 and 1.57 ± 0.2 fold increase, respectively) and SK-Mel28
(1.45 ± 0.16 and 1.69 ± 0.22 fold increase) (p < 0.05 in all instances). By contrast,
LCP-EXOs poorly influenced their ability to migrate and invade (1.11 ± 0.14 and
1.28 ± 0.21 fold increase; p > 0.2). The migration of LCP and MDA-MB231 cells were
highly increased by bone fragments, relatively to unstimulated cells (3.45 ± 0.54 and
2.28 ± 0.23 fold increase, respectively; p < 0.05), whereas SK-Mel28 migration was not
influenced (0.98 ± 0.15 fold increase; p 0.87). Finally, the osteotropism of SK-Mel28
cells was enhanced by EXOs from LCP and MDA-MB231 (2.67 ± 0.23 and 2.33 ± 0.21
fold increase, respectively; p < 0.01), while not by homologus EXOs (1.08 ± 0.14 fold
increase; p 0.73).

Conclusion: Our data suggest that EXOs from metastatic melanoma cells increase the
chemotaxis of low migrating and invading cells. Thus, melanoma derived EXOs might
play a role in tumor progression by strengthening these functions leading ultimately to
promote the melanoma osteotropism.

S37 Saving in clinical trial: a possible challenge for health care

C. Taverniti1, M. Pradotto2, L. Rossi3, G. Ignazzi1, E. Cibrario Rocchietti2,
D. Battista2, D. Polizzano2, A. Linardi2, M. Gianetta2, A. Alemanni2, P. Demartini1,
F. Arizio2, A. Nuzzo4, C. Cagnazzo4, C. Bonfadini1
1AOU Città della Salute e della Scienza - Presidio Molinette, Torino
2University of Turin - San Luigi Hospytal, Orbassano
3AOU Città della Salute e della Scienza - Presidio CTO, Torino
4Fondazione del Piemonte per l’Oncologia - IRCCS Candiolo, Candiolo

Background: The economic crisis that has characterized recent years has required a
careful spending review in Italian Health Care System. This resulted in substantial cuts
in terms of services and drugs prescriptions. For this reason, it becomes very important
to adopt measures aimed to save health care costs, maintaining the highest standard of
health care. The enrollment in clinical trials (CTs) may encourage this goal, making
high-cost drugs available.

Methods:We compared the overall expenses for an oncology patient treated with
standard therapy (reference: public hospital price list) to a similar patient enrolled in a
CT. The cost comparison was made considering a patient affected by Her2 positive
breast cancer in three different settings: neoadjuvant, adjuvant, and advanced/
metastatic disease. We considered three categories of cost: diagnostic procedures; drug
purchase; drug management. All analyses were performed considering a median
treatment period and dose, calculated on a middleweight patient. We take to account
the absolute saving in Euro (€) and the percentage one.

Results: The data show a saving in all treatment lines, referring to the analyzed cost
groups. In neoadjuvant setting we calculated a saving of 92.451,00 € (108%; estimated
standard cost: 92.829,00 €): 1.226,00 € (65%) for diagnostic procedures, 89.205,00 €
(100%) for drug purchase and 2.020,00 € (116%) for drug management. About
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adjuvant setting we observed a saving of 23.332,00 € (51%; estimated standard cost:
25.527,00 € (0%) for diagnostic procedures, 22.392,00 € (98%) for drug purchase and
940,00 € (54%) for drug management. Regarding to advanced/metastatic lines we
calculated a saving of 115.158,00 € (88%; estimated standard cost: 115.571,00 €): 750 €
(64.5%) for diagnostic procedures, 113.508,00 € (100%) for drug purchase and 900,00
€ (100%) for drug management.

Conclusions: CTs are advantageous in order to save money in the overall patient
management, allowing them to have access to expensive innovative drugs. Moreover,
we have to consider the additional fees provided by Sponsor for each enrolled patient.
We are now testing this pilot method also in patients affected by non-small cell lung
cancer, and the earliest results are likewise promising. This basic model of cost analysis
could be used by Institutional Health Care stakeholders for spending review strategies.

S38 Feasibility and outcomes of a nordic walking program for

women following breast or ovarian cancer treatments

P. Ballardini1, A. Frassoldati2
1U.O. di Oncologia Clinica - Azienda Ospedaliero-Universitaria, Ferrara
2Unita’ Operativa Di Oncologia Clinica Azienda Ospedaliero-Universitaria, Ferrara

Background: in the last few years there has been growing evidence of the benefits of
physical exercise as an intervention to control cancer-related side effects such as cancer
fatigue and pain. Nordic Walking (NW) is a physical activity with significant
physiological and psychosocial advantages over more traditional aerobic types of
exercise such as walking or running. NW was further found to provide benefits in
patients with lymphoedema secondary to breast cancer or ovarian cancer. Using a
grant awarded by Susan G. Komen Organization and the technical support of Società
Polisportiva “G. Masi” based in Casalecchio di Reno, Bologna, we organized a NW
teaching program for breast or ovarian cancer operated women, with the aim of
providing them with a tool for coping with anti-cancer treatment side effects and for
the prevention and treatment of lymphoedema.

Patients and methods: we contacted three breast-operated women associations, and
one ovarian cancer operated women association working in the metropolitan area of
the city of Bologna. Subsequently, we organized meetings for the presentation of NW
to women associations by offering their members to participate in a free NW course.
The NW instructors had previously undergone special training to acquire specific skills
to treat cancer patients.

Results: During 2015, 58 cancer operated women joined the courses with an age range
of 49 to 74 years and a mean age of 58.4 years. All women completed the course and
the workout without showing any physical problem. In addition to the patients, other
60 accompanying persons participated in the courses.

Conclusions: NW is a full body physical activity that is relatively easy to learn, and that
does not require a specific previous physical condition. Owing to its low perceived
exertion, NW is accessible to all the population (vulnerable and healthy) and
throughout the whole lifespan. NW courses recorded a high level of participation by
breast or ovarian cancer operated women and this initiative obtained a proper
appreciation as the courses were fully completed by all enrolled participants. Therefore,
this attests that this physical activity can be considered as a valid and safe proposal of
simultaneous care and a rehabilitation practice after anti-cancer treatments.

S39 IL-17A drives the OC-like transdifferentiation of malignant

plasma cells in multiple myeloma

L.S. Stucci1, P. Cafforio2, F. Mannavola3, C. Felici3, F. Silvestris3
1Oncologia Medica, Università degli Studi di Bari, Bari
2Dipartimento di Scienze Biomediche e Oncologia Umana, Università degli Studi di
Bari, Bari
3UO Oncologia Medica, Dipartimento di Scienze Biomediche e Oncologia Umana,
Università degli Studi di Bari, Bari

Background: The bone disease in multiple myeloma (MM) is primarily driven by
osteoclasts (OC) hyperactivated by MM cells, although the malignant plasma cells may
also undergo to OC-like differentiation and worsen the bone derangement. Since
IL-17A is over-produced in MM bone marrow and activates OCs in bone detrimental
diseases as rheumatoid arthritis, we explored its potential in MM cell OC-like
transdifferentiation both in vitro and in vivo in osteopetrotic miceoc/oc with defective
OC function and high marrow levels of IL-17A.

Methods: Primary MM cells from 7 patients with MM and 3 with MGUS in parallel
with MM cell lines were preliminarily investigated for the IL-17A receptor (R) by
flow-cytometry, and then stimulated with IL-17A. Thus, their OC-like
transdifferentiation was assessed in morphology under light microscope, TRAcP
expression by cytochemistry, F-actin condensation by UV-microscope, gene expression
of osteoclastogenic factors by RT-PCR, whereas their bone resorption potential was
tested on calcium phosphate slices. To investigate the molecular activation of IL-17RA
pathway, levels of CEBPß, MAF-B and NF-kB factors were measured by western blot.
Also, to reproduce our hypothesis in vivo, we injected the MM cells in tibiae of
osteopetrotic miceoc/oc and their bone erosions were evaluated by

immunohistochemistry to detect OC markers on MM plasma cells as well as by X-ray
and bioluminescence imaging.

Results: IL-17RAwas over-expressed by primary plasma cells from MM patients and
MM cell lines (M: 80 ± 11%) as compared to MGUS (20 ± 5%). IL-17A was found to
drive their OC-like trans-differentiation as TRAcP+ multinucleated cells with
up-regulated levels of OC factors and defined property to produce pits of erosion (M:
54 ± 13/cm) on the bone substrate. Also, transcription factors along the IL-17R
pathway as both CEBPß and NFkB, were highly phosphorylated in OC-like plasma
cells, whereas MafB as OC-inhibitor, was apparently suppressed. Finally, preliminary
experiments supported the potential of IL-17A stimulated MM cells to generate bone
erosion in OC-deficient mice.

Conclusions: Our data suggest that IL-17A concur to OC-like transdifferentiation of
MM cells thus contributing to reinforce hyperactive osteoclastogenesis and bone
disease in MM. Therefore, the disruption of the IL-17RA pathway in MM cells, as
provided by Secukinumab in multiple sclerosis, may restrain the MM bone disease.

S40 How to enhance nonprofit clinical research in a General

Hospital

S. Violante1, M.C. Merlano1, L. Lattanzio2, F. Giurlanda1, P. Curcio1
1A. O. S. Croce E Carle Di Cuneo, Cuneo
2Fondazione Arco Onlus Cuneo, Cuneo

Background: Reference Italian Legislation: DPGR n. 15/R del16/11/2001; DLgs n. 211
del24/06/2003; DM del17/12/2004; DM del14/07/2009. Profit research yields a
substantial and essential income. A minimum percentage (30%) of this profit is
arbitrarily established for new nonprofit researches and it is distributed as follows: a)
about 70% for the department that conducted profit trials for the management of new
nonprofit trials (drugs, insurance, equipment costs), including also fellowships funding
and researchers training; b) about 30% for the General Hospitalto finance Study
Coordinator services, bio-statistical studies, monitoring activity and
pharmacovigilance.

Methods: Creation of an evaluation model of local sustainability of additional services
required from profit clinical trials related to Pharmacy, Laboratory, Radiology,
Pathology, Nuclear Medicine, Managerial Information System. Creation of an
assessement questionnaire of cost management by the Research Committee of Health
Director and Heads of Department. Expected results: 1. Aproduction increase of
nonprofit research between 20% and 40%, in a year. 2. Nonprofit research promotion
in medical and surgical disciplines, even in departments with low expertise
level. 3. Increase of profit research.

Conclusions: This evaluation model will incentive nonprofit research, that is an
essential part of health care. Thus benefits provided by profit research will be a valuable
resource for non profit research investment.

S41 G1-G2 Neuroendocrine Tumors (WD NET) in treatment with

Capecitabine (Cp) plus somatostatin analog (SSA)

S. Ricci1, R. Marconcini2, L. Galli2, A. Antonuzzo1, E. Vasile2, A. Falcone2
1U.O. Oncologia Medica 1 Universitaria S. Chiara, Pisa
2U.O. Oncologia Medica 2 Universitaria S. Chiara, Pisa

Background: Recently, Cp and Temozolamide (Tz) treatment has been investigated in
NET in several studies, with heterogeneous populations and outcomes. Cp plus Tz
reported a median PFS of about 13 months and it seems more efficient in pancreatic
NET. Results from phase II and non-randomized trials with fluoropyrimidine (without
Tz) in combination with SSA in well-differentiated (WD) NET are limited, and
considered investigational. We review our experience in metastatic WDNET patients
(pt) treated with Cp and SSA, in order to identify eventual subgroups that may benefit
from this treatment in terms of efficacy and tolerability, delying the Tz administration.

Material and methods: From October 2005, 40 WDNET pt with progressive disease
after failure of SSA and/or Everolimus, PRRT, other Chemotherapy, were treated with
Cp and SSA. The primary tumors site was pancreas (P) in 17 pt, intestine (I) in 13 pt,
lung (L) in 6 pt, and unknown (U) in 4 pt. Pt received Cp 1000 mg/mq/bidie days 1-14
and SSA (octreotide LAR 30mg 1 fl im q28 or lanreotide LAR 120mg 1 fl im q28).
Treatment efficacy was evaluated by response rate according to RECIST criteria and in
terms of Progression Free Survival (PFS). Safety and tolerability were evaluated
following CTCAE v4 criteria.

Results: Seven pt (17,5%%) had a Partial Response, 17 pt (42,5%) showed Stable
Disease, 16 (40%) pt showed Progrssive Disease; median PFS was 6,1 (1-72,2+)
months, 3 pt are still on treatment. In I-NET median PFS was 25,3 (2,2-70,8+)months:
in particular G1 I-NET and G2 I-NET mPFS was 46,2 (13,5-70,8+) months and 4,3
(2,2-5,5+) months respectively. In P-NET median PFS was 7,3 (2,0-72,2+)months: in
particular G1 P-NET and G2 P-NET mPFS was 7,5 (2,0-72,2+) months and 6,1
(2,5-34,0) months respectively. In L NET median PFS was 5,4 (1,4-6,6) months, in U
NET it was 2,3 (1,0-11,6) months. At a median follow-up of 40 months, median OS
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was 48,7 (2,43-85,7+) months. Reported G1-G2 toxicities were diarrhea, nausea,
asthenia; G3-G4 toxicities were not reported.

Conclusions: Cp plus SSA showed interesting activity and efficacy in pretreated pt with
progressive WDNET with acceptable toxicity. In particular, I-NET showed particular
prolonged mPFS and in this group Cp plus SSA seems a valid therapeutic option.

S42 Complete response to avelumab in Merkel Cell Carcinoma, and

potential correlation with toxicity: a case report

D. Femia1, N. Prinzi1, S. Pusceddu1, L. Concas1, G. Lo Russo1, V. Claudio1,
M. Milione2, G. Dinoi3, A. Raimondi4, P. Michele4, D.B. Filippo5, R. Buzzoni4
1Oncology Department Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
2Pathology Department Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
3Pharmacist, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
4Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
5Oncology Department - University of Milan, Fondazione IRCCS Istituto Nazionale
dei Tumori, Milano

Background:Merkel Cell Carcinoma (MCC) is a rare and aggressive primary
cutaneous neuroendocrine cancer linked (in the vast majority of cases) to exposure to
the Merkel Polyomavirus (MCPyV). This tumor has high recurrence and mortality
rates. Chemotherapy with cisplatin and etoposide may be an effective treatment for
metastatic MCC, but responses are often transient, and no trials have established
platinum-based therapy as a standard of care. The blockade of the programmed death 1
(PD-1) immune inhibitory pathway by avelumab, an anti-PD-L1 checkpoint inhibitor,
is being investigated in a number of solid neoplasms. This strategy can also be of
interest in MCC because these tumors often express PD-L1.

Methods: A 60-year-old man was referred to our center in August 2015 for advanced
MCC with nodes and skin metastases (stage IV), after progression following first line
platinum-based chemotherapy. A phase II, open-label, multicenter trial to investigate
the clinical activity and safety of avelumab (MSB0010718C, an anti PD-L1 monoclonal
antibody) in patients with metastatic MCC was open for enrolment at our institution.
The patient was eligible for treatment and entered the study in August 2015.

Results: The patient received avelumab 10mg/kg IV every 2 weeks. The first CT scan
after 6 weeks of treatment showed a 2-fold increase of the size of the lesion, judged as a
pseudoprogression. The patient continued avelumab and the following CT scan (12
weeks) showed complete response by RECIST criteria. During treatment, laboratory
test showed an increase of TSH (180 ng/mL) and CPK (1890 ng/mL), which responded
to therapy with levothyroxine . The patient remains in the avelumab trial, and he
maintains complete response 5 months later.

Conclusions: PD-L1 blocking antibodies could be promising therapies in patients with
metastatic MCC. While the results of the ongoing clinical trial are awaited in 2016, this
case report documents, for the first time to our knowledge, a complete response to
avelumab in an MCC patient. This case report also suggests the potential correlation
between development of toxicities and response to avelumab; further analysis on this
issue may be warranted.

S43 ZeOxaNMulti trial: a randomized, double-blinded,

placebo-controlled trial of oral zeolite “Multizeo Med” (based

on PMA-zeolite – a double activated zeolite clinoptilolite called

also Panalite) to prevent chemotherapy-induced side effects, in

particular peripheral neuropathy

M.G. Vitale1, C. Barbato1, F. Habetswallner1, B.M. De Martino1, F. Sirico1,
A. Crispo2, G. Cartenì1
1AORN A. Cardarelli, Napoli
2INT Pascale, Napoli

Background: Zeolite is a volcanic rock which has proven to be a practical bioregulator
for many medical purposes. Multizeo Med works as adjuvant in chemotherapy and
radiation treatment and as a roborant in cases of severe illness.On the basis of these
data, the current trial is developed to determine whether zeolite (Multizeo Med) would
prevent chemotherapy-induced side effects, especially peripheral neuropathy for
patients receiving oxaliplatin-containing chemotherapy.

Materials and methods: Endopoints: The primary endopoint of our study is to
establish whether treatment with zeolite (Multizeo Med) is able to reduce the incidence
of peripheral neuropathy in patients receiving Oxaliplatin-based chemotherapy.
Secondary endopoints were the reduction of chemotherapy-induces side effects
(hematological and liver toxicity).Adult cancer patients are randomized to receive
either 6 gr of Zeolite or placebo (3 gr of powder two times a day).

First goal: Assuming an incidence of acute neurotoxicity of 85% among patients
treated with oxaliplatin-based chemotherapy our study will have power of 86% to show
that the acute neurotoxicity incidence rate in Zeolite group is 75%. Assuming that the
difference of 10,0 points or less between the two groups and its 95% confidence interval
and that alpha (2 tailed) is set at 0,05, the sample size will be in the two groups 60 and

60 patients. Formally, the likelihood is 86,5% that the 95% confidence interval for the
difference in event rates will exclude a 10% point difference in favor of placebo group.

Second goal: To estimate the reduction of chemotherapy-indices side effects
(hematological and liver toxicity). Based on these same parameters and assumptions
the study will enable us to report the difference in proportions with a precision (95%
confidence level) of approximately plus/minus 0,15 points.

Results: From October 2015 to April 2016, 40 of 120 planned patients with colorectal
cancer have been enrolled.

Conclusions: Actually the study is ongoing.

S44 Transdermal granisetron plus dexamethasone for the

prevention of chemotherapy-induced nausea and vomiting

(cinv) in patients with locally advanced head-neck squamous

cell cancer (hnscc) treated with radiotherapy plus concomitant

administration of cisplatin

A. Rozzi1, M. Corona2, P.T. Falbo2, C. Spoto2, A. Iannace2, L. De Filippis3,
G. Lanzetta2

1Medical Oncology Unit Istituto Neurotraumatologico Italiano (I.N.I.) Grottaferrata,
Roma, Rome
2Medical Oncology Unit Istituto Neurotraumatologico Italiano (I.N.I.) Grottaferrata,
Roma, Grottaferrata
3Experimental Medicine Department, University of Rome “Sapienza”, ROMA

Background: Head and neck cancer patients frequently experience dysphagia and,
consequently, their adherence to oral medications could be difficult. CINV still
represents a relevant issue in patients treated with cisplatin (> 50 mg/mq) and an
unsatisfactory emetic control could negatively influence the patients’ compliance with
potential detrimental effects in terms of treatment’s efficacy. Granisetron transdermal
delivery system (GTDS) was developed to deliver granisetron continuously over 7 days.
In this study we have evaluated the efficacy of transdermal granisetron (one GTDS
patch, 7 days, 3,1 mg/24h) plus dexamethasone (8 mg IV day 1 plus 8 mg OS dd.2-3)
in patients with locally-advanced HNSCC treated with radiotherapy plus concomitant
administration of cisplatin 100 mg/m2 every 21 days.

Patients and methods: From September 2014 to January 2016 we consecutively
recruited 21 pts with locally advanced HNSCC. Main characteristics of pts were as
follows: M:F 14:7, median age 64,6 yrs (range 52-71 yrs), median ECOG PS 1 (range
0-1). Primary end points were: Complete Response (CR: no vomiting and no rescue
therapy) and Complete Control (CC: CR and no more than mild nausea). These
endpoints were evaluated during the acute (0-24 h), the delayed (24-120 h) and overall
(0-120 h) phases. A safety assessment of this antiemetic protocol was also planned.

Results: All enrolled patients were evaluated for efficacy and safety. During the acute
phase, CR and CC were reported in 86% (18/21 pts) and 76% (16/21 pts) of patients,
respectively; 81% (17/21 pts) and 76% (16/21 pts) of patients achieved CR and CC,
during the delayed phase; in the overall phase, 81% and 76% of patients experienced
CR and CC, respectively. This antiemetic regimen was well tolerated: 5 pts (24%)
experienced G1-2 constipation easily managed by the administration of common
laxatives; in 2 pts (9%) was reported G1 headache.

Conclusions: In this study the combination of transdermal granisetron (GTDS) and
dexamethasone demonstrated to be effective and safe to prevent CINV in patients with
locally-advanced HNSCC treated with radiotherapy plus concomitant cisplatin 100
mg/m2 administered every three weeks. This antiemetic regimen could represent an
appropriate option for prevention of CINV in head and neck cancer patients at high
risk of dysphagia treated with chemotherapy.

S45 Retrospective analysis of patients affected by diffuse large B

cell lymphomas AIDS-related

M.M. Latocca1, D. Dalu1, C. Fasola1, V. Filipazzi1, S. Ferrario1, N. Tosca1,
F. Brioschi2, A. Bandera3, L. Verga2, D. De Francesco4, E. Piazza1

1U.O.C. Oncologia Ospedale Luigi Sacco - Polo universitario, Milano
2U.O.C. Ematologia Ospedale San Gerardo - Polo universitario, Monza
3U.O.C. Malattie Infettive Ospedale San Gerardo - Polo universitario, Monza
4UCL - Research Department of Infection and Population Health, London UK

Background: HIV-positive individuals have a 30-fold increased risk of NHL compared
with the general population. NHL account for 10-23% of the malignancies seen in
patients with HIV infection and approximately 90% are aggressive histologic subtypes
(DLBCL). The introduction of HAART led to a marked decrease in the incidence and
the mortality of this neoplasm.

Material and methods: A retrospective review of 48 HIV-positive patients with
DLBCL of a multicentric study group compared with 73 HIV-negative patients was
performed. We analyzed clinical and histopathological features (WHO 2008),
prognostic index (aaIPI), therapy, drug toxicity (CTCAEv.3) and response to therapy
(Cheson 2007).
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Results: In the DLBCL/HIV+ group there was higher frequency of aggressive
histological subtypes: intermediate between DLBCL and BL (17% vs 7%, p = 0.003),
PCNSL (8.3% vs 0%, p = 0.003) e T-cell/histiocyte rich (2% vs 0%, p = 0.003). No
significant difference was observed in the prognostic stratification. In the DLBCL/HIV
+ group there was an increased frequency of CNS involvement (63.6% vs 12.3%,
p < 0.001) and CNS relapse (6% vs 0%, p<0.001). All the HIV-positive patients received
R-CHOP-like regimens, except for patients with Burkitt-like lymphomas (or with
Ki67 > 90%) (R-DA-EPOCH) and for those with CNS involvement (HD-MTX
cointaining regimens). The DLBCL/HIV+ group in the first-line treatment had a
greater proportion of grade 3 or 4 toxicity compared to HIV-negative (66.7% vs 8.2%,
p < 0.001): neutropenia (54%) and infections (35%). The response rate was similar
between the two groups (ORR 79.2% vs 76.7%, p = 0.925). We observed significant
differences in the survival analysis stratified by prognostic group: in the intermediate
risk group (aaIPI 2) DBCL/HIV+ patients showed lower PFS at 12 months (54.5% vs
100%, p = 0.006) and 36 months (37.5% vs 100%, p = 0.026); in high risk group (aaIPI
3), DLBCL/HIV+ patients at 12 months had shorter OS (36.4% vs 85.7%, p = 0.017)
and PFS (37.5% vs 100%, p = 0.005).

Conclusions: Our data confirm the increased aggressiveness of DLBCL in
HIV-infected individuals: DLBCL/HIV+ group shows a decreased PFS and OS and a
higher frequency of severe drug toxicity. HIV+ patients should receive supportive care,
antibiotic prophylaxis and adequate antiretroviral therapy during chemotherapy. In the
future in HIV-positive patients the genetic profile could have a key role in therapeutic
indication.

S46 Toxicity of targeted therapy in elderly patients

L. Stocchi1, M. Famtini2, G. Drudi2, E. Barzotti2, C. Ridolfi2, S. Nicoletti2,
V. Arcangeli2, F. Drudi2, M. Nicolini2, A. Polselli2, C. Santelmo2, E. Tamburini2,
L. Gianni2, D. Tassinari2
1U. O. Oncologia Rimini, Rimini
2U.O. Oncologia Rimini, Rimini

Background: The elderly have been under-represented in clinical trials for cancer
therapy, even in the era of targeted therapy. It is widely believed that targeted therapy,
which interferes with specific pathways required for tumor development and growth, is
more effective and less toxic than cytotoxic chemotherapy.

Patients and methods: This retropsective-observational study analyzed 53 pts who
were 70 years old or older and were diagnosed with NSCLC, RCC and HCC candidate
to receive targeted therapy at our Oncology Unit from January 2012 to December 2015.
3 pts (5.7%) received pazopanib, 12 pts (22.6%) received sorafenib, 9 pts (17%) received
sunitinib, 9 pts (17%) received gefitinib and 20 pts (37.7%) received erlotinib. 39 pts
(73.6%) received targeted therapy as first line and 14 pts (26.4%) as second line. All
grade of hematological and non hematological toxicities were examined. Median
Overall Survival and time to progression and for specific cancer were calculated using
the Kapler-Meiermethod. Relevant clinical variables (Age, CIRS-G co-morbidity
index, many drugs, dose reduction, hematological and non hematological toxicities,
and line treatment) have been collected.

Results: Toxicities were generally mild. 35 pts (66%) had no hematological toxicities; 6
pts presented hematological toxicity G1 (11.3%); 11 pts G2 (20,8%), 1 pt G3 (1,9%).
Considering non hematological toxicity: 6 pts didn’t present it (11.3%), 13 pts (24,5%)
presented G1, 23 pts G2 (43,4%), 11 pts G3 toxicity (20.8%). 30 pts (56,6%) received a
reduced dose. Median OS was 475 days (95%CI, 242-707) and Median TTP was 210
(95%CI, 152- 267). OS and TTP were calculated for specific cancer. OS was 1391 days
for RCC (95%CI, 775-2006), 309 days for HCC (95%CI, 0-638), 437 days for NSCLC
(95%CI, 111-762). The TTP was 352 days for RCC (95%CI, 25-678), 111 for HCC
(95%CI, 57-164), 217 days for NSCLC (95%CI, 152-281). CIRS-G co-morbidities index
comorbidities (p = .008,), non-hematologica toxicity (p = .002) and dose reduction
(p = .001) were independent prognostic factors using the Cox regression model.

Conclusions: Based on this study targeted therapy (sorafenib, sunitinib, pazopanib,
erlotinib and gefitinib) should be administered to the elderly. These targeted therapies
have demonstrated to be safe and effective. Dose modification should be made when
necessary. Comorbidities should be considered in any case especially in this group of
pts.

S47 A retrospective analysis to evaluted the off-label use

Bevacizumab in recurrent malignant gliomas

A. Prelaj1, S.E. Rebuzzi2, M. Salvati3, C. Pozzi1, C. Ferrara4, S. Tomao5, V. Bianco1
1Policlinico Umberto I, Roma
2IRCCS San Martino IST, Genova
3IRCCS Neuromed, Pozzilli
4Dipartimento Della Salute E Malattie Infettive, Roma
5Icot, Latina

Background: No consensus therapy is recommended for recurrent malignant gliomas
(MGs). In 2009, Bevacizumab (BEV), was approved by the FDA as a single-agent for
the treatment of recurrent glioblastoma (GBM). Prospective and retrospective studies

evaluated its efficacy as singel-agent or in combination with chemotherapy, both in
recurrent GMB and anaplastic gliomas (AGs). Few data are available on the
combination of BEV with fotemustine (FTM). The aim of this retrospective study was
to evaluate the efficacy and the safety of BEV alone or in combination with FTM in the
treatment of recurrent MGs patients.

Methods and patients: From August 2011 through May 2016 we analyzed 17 recurrent
MGs patients, 12 (70.6%) GBM and 5 (29.4%) AGs. All patients underwent first-line
therapy with STUPP regimen. BEV was administered (off-label use) in 13 patients in
third line therapy after a second-line therapy with FTM and in 4 patients as a
second-line therapy in association with FTM (3 patients) and dendritic vaccine (1
patients). BEV was administered at a dose of 10 mg/kg every 14 days. The
Kaplan-Meier test was used to evaluate the PFS and OS.

Results: The median age 50 years (26-66), the median Karnofsky Performance Status
80 (60-100), the median number of cycles was 8 (2-40).One complete response (5.9%),
7 partial responses (41.2%), 3 stable diseases (17.6%) with a disease-control of 64.7%
and 6 progression diseases (35.3%) were assessed using RANO criteria. Median PFS
was 5 months (95% CI 2-7.9) with a PFS at 6 months of 41.2%. The meOS was 8.3
months (95% CI 3.9-12.6).The assessment of the O6-methylguanine methyltransferase
(MGMT) gene promoter was conducted in 12 patients (70,6%). The methylated
patients showed longer mPFS and mOS than unmethylated patients, without statistical
signi?cance. Five patients experienced long response with a high number of
administered cycles (range 18-40) and PFS (range 12-42 months). BEV was
well-tolerated with proteinuria G1/G2 in 41.2% and 11.8% patients respectively. Only
one patient developed proteinuria G3 after 30 cycles. Hypertension G1/G2 was
observed in 35.3% and 11,8% of patients respectively. One patient developed
pulmunary embolism.

Conclusion: This retrospective study confirms the safty and the benefit of BEV in
patients with recurrent MGs, alone or in associations with FTM. In consideration of
long-term responders observed we suppose there is a subgroup of selected patients who
can benefit from BEV treatment. More study needed.

S48 The value of a tailored evaluation before cancer therapy: is

there a way to predict the aftermath of radiotherapy in breast

cancer patients? Preliminary data of an observational study

G. Gallucci1, A.M.L. Capobianco2, A. Venetucci3, M. Aieta2, L. Lapadula4,
R. Gallicchio3, G. Storto3
1Cardiology Unit, IRCCS - Centro di Riferimento Oncologico della Basilicata,
Rionero in Vulture (Pz)
2Oncology Unit, IRCCS - Centro di Riferimento Oncologico della Basilicata,
Rionero in Vulture (Pz)
3Nuclear Medicine Unit, IRCCS - Centro di Riferimento Oncologico della Basilicata,
Rionero in Vulture (Pz)
4Radiotherapy Unit, IRCCS - Centro di Riferimento Oncologico della Basilicata,
Rionero in Vulture (Pz)

Background: Radiotherapy (RT) for early-stage breast cancer (ESBC) reduces the rates
of recurrence and of death from breast cancer. Incidental exposure of the heart to
ionizing radiation during RT can damage all structures of the heart and increases the
subsequent rate of ischemic heart disease (IHD).

Purpose: To test the prognostic value of a stress test performed before RT to predict
RT-induced IHD.

Material and methods: ESBC patients with indication to RT were enrolled and
underwent a cardiovascular examination with a stress/rest myocardial perfusion
imaging (MPI) before RT; a control MPI after RT was planned.

Results: 70 patients had pre-RT MPI: 59 (84%) were normal, 11(16%) showed
abnormalities of MPI. We have follow up data of 38 patients (54%) after a mean time of
4 years. 21 patients (30%) had a post RT MPI: 11 patients (52%) had a normal scan, 10
patients (48%) exhibited abnormalities of MPI; 3 patients with a baseline abnormal
MPI had a control scan after RT, in 2 cases an increased area of reduced perfusion was
seen. Among patients with pre-RT or post-RT abnormal MPI, 6 patients had coronary
imaging, in all cases coronary imaging (MSTC or angiography) was normal or showed
non critical stenosis.

Conclusions: In our preliminary data abnormalities of left ventricular perfusion was
seen at baseline in patients with risk factors and/or with a high likelihood of
cardiovascular events (e.g. patients with a history of preeclampsia and long lasting
hypertension). In one case “unexpected” abnormalities observed after RT in a patient
without risk factors for CAD raised the issue of genetic predisposition to RT-induced
cardiotoxicity. In patients with risk factors the perfusion abnormalities without
significant coronary stenosis may represent an early marker of microvascular
endothelial dysfunction. In conclusion, a baseline careful cardiac evaluation is
mandatory for cancer patients and must include gynecological history. In selected high
risk patients a stress test can better stratify cardiovascular risk and can allow early
aggressive treatment of all risk factors. After left thoracic RT, a long and careful
cardiologic follow up is undoubtedly needed for the late occurrence of cardiovascular
events and to assess the additional effects of oncoming risk factors. The search for early
markers of vascular damage and definition of genetic predisposition should be strongly
encouraged.
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S49 Primary hepatic lymphoma: a monoinstitutional experience

F. Crepaldi, B. Bocci, M. Blasi, C. Careri, D. Patanè, G. Viale, M. Violati, V. Bordin,
C. Codecà, A. Moro, P. Foa, R. Santambrogio, D. Ferrari

Ospedale San Paolo, Milano

Background: Primary hepatic lymphoma (PHL) is a lymphoproliferative disease
confined to the liver without evidence of spleen, lymph nodes or bone marrow
involvement. It is a rare entity accounting for 0.4% of cases of extranodal NHL, and
only about 0.016% of all cases of NHL. A correlation between PHL and hepatitis C
virus (HCV) has been recently demonstrated, while the role of hepatitis B virus is less
clear.

Patients and methods:We present a series of four patients (pts) who underwent
surgery (left lobectomy) for the occurrence of hepatic lesions highly suspected to be
hepatocellular carcinoma (HCC). They all presented with hepatomegaly as the only
sign of liver disease and 3 of them were in follow-up for HCV related hepatitis.

Results: According to radiological and ultrasonography (US) criteria the presumptive
diagnosis was HCC but, after resection, the final diagnosis was B-cell lymphoma of
mucosa-associated lymphoid tissue (MALT) in 2 cases and diffuse large B cell
lymphoma (DLBCL) in the other 2 cases. Systemic staging was negative in all pts.

Conclusions: PHL is a rare entity often difficult to differentiate from benign and
neoplastic lesions involving the liver. PHL may appear at CT scan as homogeneous low
attenuation masses with a central area of low intensity, indicating necrosis. A thin rim
of enhancement after contrast can be observed in 20% of patients, but about 50% of
PHL lesions do not enhance. Diffuse infiltrative disease can present as hepatomegaly
with modest alterations in liver density. US may show the presence of hypoechoic
homogeneous masses. Magnetic resonance (MR) usually demonstrates hypo- or
iso-intense lesions on T1-weighted images, with no enhancement after contrast,
hyper-intense on T2-weighted images. MR is much more sensitive for diffuse
infiltration of the liver than CT or US; however no MR characteristics are specific for
hepatic lymphoma. According to recent guidelines a needle biopsy is not indicated for
cirrhotic patients when imaging is diagnostic for HCC lesions > 1-2 cm.The clinical
diagnosis of PHL is challenging since no specific sign or symptoms are usually
observed. Particular attention is required for patients with known chronic liver disease
since multiple confounding factors such as hepatitis C are present and liver biopsy is
not mandatory. The combination of US, CT, and MR may be useful, but liver biopsy
remains the most valuable tool for the diagnosis, in order to avoid unnecessary surgery.

S50 Observational study about the adherence to the Mediterranean

diet and lifestyle analysis in geriatric cancer patients in Salento

S. Leo1, S. Palma2, S. Leone2, C. Leo2, C. Accettura1, A. Caione2, V. Saracino1,
G. Surico1
1Ospedale Vito Fazzi, Lecce
2La Chiave D’Argento, Lecce

Background:Mediterranean diet is a preventive factor against many chronic
degenerative diseases including cancer. Adherence to the Mediterranean diet was
associated with a significantly lower risk of incidence and mortality for several types of
the cancer. The purpose of this study was to evaluate in geriatrics cancer patients (pts)
(age≥ 70 years) with solid tumor diagnosis, recruited from the Geriatric Oncology
Unit of Lecce, the adherence to the Mediterranean diet, and the presence of
environmental factors, such as smoking habits, use of plant protection products and
work .

Materials and methods: The study included pts of both sexes who had an age ≥ 70
years reached in the Geriatric Oncology Unit for clinical visit. Questionnaire
PREDIMED (PREVENCIÓN with Mediterranean Diet, composed by 14 questions)
was used to evaluate the adherence to Mediterranean diet. It allows to calculate a score
associated with a low (0-5), medium (6-9) or maximum (≥10) score for Mediterranean
diet adherence. For each pt were evaluated also work, the use of plant protection
products and smoking status.

Results: From April to December 2015, 229 pts (120 males, median age 79 years,
median BMI 27; 109 females, median age 78 years, median BMI 27.5) were included.
The most frequent histological type was carcinoma compared to adenocarcinoma.
Tumor site were: 42% gastrointestinal, 21 % lung, 10% breast, 7% female genital tract,
5% prostate, 3% pancreas, 2% urinary tract, 2% liver and 8% other cancer sites. Male
pts questionnaire analysis had demonstrated: 10% had a rating of poor adherence, 62%
showed an average adherence, 28% showed the highest score; instead of female pts
questionnaires demonstrated: 10% score≤ 5, 72% score 6-9, only 20% score≥ 10. In
general, approximately 49% of pts were smokers and 23% of pts have used plant
protection products.

Conclusions: Geriatric pts undergo to a series of physiological changes that cause
lifestyle changes, also in food. In the elderly nutritional deficiencies are frequent also
related to other conditions, such as economic problems or cook difficulties. Probably
the median adherence to Mediterranean diet and use of plant protection products and
smoke habits are cancer development factors. This study is still ongoing and has
recently been extended to pts with no cancer diagnosis, in order to evaluate differences
and to perform a better analysis.

S51 Oncogeriatric Unit: our experience

F. Todi1, S. Rotunno2, M.V. Zoffoli2, F. Satta2, E. Burattini2, G. Coiro2,
A. Pellegrino2, L. Marchetti2, M. Di Palma2
1ospedale S Pietro, roma
2ospedale san pietro, roma

In developed countries, more than half of all tumor’s cases occurs in patients aged 65
or more, for this reason a (multidisciplinary approach)combinated work between
oncologist and geriatric is becoming more and more usefull in pratical oncology.
At the same time, however, the oncological treatment results in elderly are far from
satisfactory; treatment varies from therapeutic obstinacy to therapeutic abandonment.
The understanding of elderly pantient condition and his needs become very important
to allow healt, political and social strategies.

Aim of the study: 150 patients were submitted to oncogeriatric evaluation, from
February 2015 to March 2016. All were evaluatde for:
-recognize patients fit for standard oncological treatments and patients in whome
the risk of toxicity overcome potential benefits.
-organize all medical, psycological and social support to improve treatment
tolerance.

Material and methods: all patients ( aged 65 or more) were screened with G8
(evaluation tool for geriatric patient); G8 allows to divide patients in 2 groups; those
below the cut off score of 14 were sended oncogeriatric unit. Those with score 14 or
more were sended directly to the oncology unit.We used CGA as instrument of
geriatric evalutation.

Results: 150 patients with a score <14 were sended for oncogeriatric evalutation; we
identified 106 patients aged >65 that would have required chemoterapy (adiuvant and
metastatic setting)81/106 patients started chemioterapy with an adequate dose
reduction (mono- or polychemotherapy)25 resulted unfit for chemotherapy and were
sended to palliative care unit.52 well tollerated chemotherapy with adequate supportive
therapy (myeloid stimulating factors, antiemetic therapy)toxicity was mild (1multifocal
pneumonia an 1 anafilactic reaction)27 patients dead after progression disease.no
patient stopped treatment for toxicity, nor was hospitalized

Conclusions: oncogeriatric evaluation is important to select patients fit for
chemotherapy, getting better the clinical outcome, the management, the assistance and
the therapeutical iter so reducing the frequency hospitalization.

S52 FUCSAM: the experience of Borgomanero Hospital

I. Romaniello1, E. Rigon2, E. Castiglioni2, A. Gatti2, M. Bacchetta2, F. Milan2,
D. Lucchi2, M. Albini2, F. Gallo3, L. Giordano3, A. Fontana2
1Presidio Ospedaliero di Borgomanero, Borgomanero
2Presidio Ospedaliero di Borgomanero, ASL NO, Borgomanero
3Dipartimento Interaziendale Interegionale Rete Oncologica del Piemonte e della
Valle d’Aosta, Torino

Background: The FUCSAM Protocol (follow up and life style) of the Rete Oncologica
in Piedmont and Aosta Valley has been put into practice to give our patients a solid
support in order to change their life style beyond scientific information.

Material and methods: The Protocol involves oncologists to supply information to
change the patients’ life style, but anyway changing is not so easy. A slow but gradual
changing is necessary to increase one’s awareness on the importance of food and
physical activity for a healthy life. To support the changing it is necessary that the
patients follow an educational path which gives them a lasting help. Therefore we
searched for all the resources to improve our project. We created a multidisciplinary
team to to organize the patients’ path, to train doctors and nurses, to put into action
cooking courses, conferences, fit-walking courses by integrating our activity with the
voluntary work.

Results: Fron January to May 2014 the multidisciplinary team improved the Protocol:
oncologists enrolled patients during their first follow up visit and gave them all the
information needed to change their life style. Afterwards patients have their first
examination with the dietician who sets up diet and subsequent examination every six
months. If patients show a metabolic syndrome at their first examination, the dietician
will set up a personal diet and subsequent control every fortnight. In this way the
patients have a regulat medical and dietetic follow up. We offer cooking courses,
conferences, fit-walking courses to all our patients. Psycological support is also
available by all our patients. From March 2014 to February 2016 we enrolled 74
patients, with monthly enrollment of 3.3 patients. All patients have received
information materials and the possibility to participate to our courses. The follow up
data are complete.

Conclusions:multidisciplinary approach and integration with our voluntary
association allowed a good enrollment rate and a high adhesion to the Protocol
enabling us to improve the Regional Project in our Hospital.
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S53 Osteotropism of NETs: role of the CXCR4/CXCL12 axis in

regulating the EMT process

M. Cives1, V. Simone2, F.M. Rizzo2, D. Quaresmini2, S. D’Oronzo2, C. Felici2,
D. Lovero2, F. Silvestris2
1Univeristà degli Studi di Bari - Policlinico, Bari
2Università degli Studi di Bari - Policlinico, Bari

Background: Neuroendocrine tumors (NETs) metastasize to the bone in up to 20% of
patients with well/moderately differentiated disease. We have previously demonstrated
that activation of the epithelial-to-mesenchymal transition (EMT) regulates NET
osteotropism. In particular, CXCR4 overexpression was related to increased risk of
bone colonization. Here we investigated the involvement of the CXCR4/CXCL12 axis
as critical driver of this process.

Material and methods: The expression of CXCR4 and CXCL12 was assessed by flow
cytometry and ELISA respectively in NET cell lines representative of pancreatic
(BON1, CM, QGP1), intestinal (CNDT 2.5), and lung origin (H727). The proliferative
effects of exogenous CXCL12 were evaluated by MTS test. Transwell assays were used
to determine the migratory and invasive potential of NET cell lines before and after
incubation with CXCL12. The EMT-related transcriptome (CXCR4, SNAIL, TGF-β1,
CTGF, EpCAM, E-Cadherin, N-Cadherin, IL-11, RANK, PTHrP, MMP9, MMP13) of
NET cells was screened by RT-PCR at baseline, and after 2h treatment with CXCL12.
The subcellular distribution of CXCR4 was investigated by confocal microscopy.
Western blot after biochemical fractionation of nuclear and non-nuclear aliquots
served to confirm the nuclear localization of CXCR4. Loss-of-function analysis was
carried out following silencing of the receptor via siRNA.

Results: BON1, CM and QGP1 were categorized as CXCR4high/CXCL12low NET cells,
while CNDT 2.5 and H727 were defined as CXCR4low/CXCL12high cell lines. CXCL12
was inert on NET cell proliferation, but significantly increased the in vitro
osteotropism of CXCR4high/CXCL12lowNET cells. EMT-related genes were inducible
in CXCR4high/CXCL12low cell lines (p < 0.0001), but not in CNDT 2.5 and H727 cells.
In response to CXCL12, BON1, CM and QGP1 cells acquired a mesenchymal shape.
Upon agonist stimulation, CXCR4 migrated to the nuclei of CXCR4high/CXCL12low

NET cells, where its nuclear levels increased up to 240%. The CXCR4 silencing
disabled the EMT function in NET cells by both downregulation of their migratory/
invasive capabilities and inhibition of transcriptional and phenotypic changes
suggestive of mesenchymal trait acquisition.

Conclusion: CXCL12 conveys EMT-promoting signals that are critically sensed by
CXCR4, which subsequently regulates transcriptional, morphologic and functional
modifications resulting in enhanced osteotropism of NET cells. Interestingly, the
nuclear migration of CXCR4 may play a role in this process.

S54 Transdermal granisetron is effective in prevention of

acute-delayed emesis in patients with glioblastomamultiforme

(gbm) treated with temozolomide (tmz): results from a

monocentric experience

G. Lanzetta1, M. Corona1, P.T. Falbo1, C. Spoto1, A. Iannace1, L. De Filippis2,
A. Rozzi3
1Medical Oncology Unit Istituto Neurotraumatologico Italiano (I.N.I.) Grottaferrata,
Roma, Grottaferrata
2Experimental Medicine Department, University of Rome “Sapienza”, Roma
3Medical Oncology Unit Istituto Neurotraumatologico Italiano (I.N.I.) Grottaferrata,
Roma, Roma

Background: Nausea and vomiting (N/V) are relatively common toxic effects related to
administration of temozolomide. Due to its oral route of administration, N/V could
represent a relevant issue for patient adherence to treatment and absorption of TMZ.
We evaluated efficacy of granisetron transdermal delivery system (GTDS) in preventing
CINV in pts with GBM treated with single-agent temozolomide after completion of
oncomitant radiochemotherapy (CRC).

Patients and methods: From September 2014 to January 2016 we consecutively
recruited 16 pts with GBM treated with CRC. Mean characteristics of pts were as
follows: median age 56 yrs (range: 41-69 yrs), M:F = 11:5, median ECOG PS 1 (range:
0-2). All enrolled pts had responding or stable disease after CRC.After completion of
CRC, in case of responding or stable disease, patients were treated with single-agent
temozolomide 150-200 mg/mq/die dd.1-5 q28d up to 12 cycles.For each patient, 24
hours before chemotherapy initiation (day 1), was applied a patch of GTDS (one patch,
7 days, 3,1 mg/24h). All pts were receiving steady doses of dexamethasone (4-12 mg/
die) as supportive care. The primary end point was the Complete Response (CR)
defined as no vomiting and no rescue therapy during overall phase (0-168 hours).
Secondary endpoints included CR during the 0-120 h and 121-168 h phases and
complete control (CC: CR and no more than mild nausea) during the 0-120 h,
120-168h and 0-168h phases.

Results: All enrolled patients were evaluated for efficacy and safety after the first cycle
of adjuvant temozolomide. CR in the 0-168h phase was 87% (14/16 pts). CR in 0-120h
phase and 121-168 phase were 87% (14/16 pts) and 100%(16/16 pts), respectively. CC
during 0-120h phase, 120-168h phase and 0-168h phase were reported in 87%,100%

and 94% of pts, respectively. GTDS was well tolerated: 3 pts (19%) experienced G1-2
constipation easily managed by the administration of common laxatives; in 2 pts (12%)
was reported G1 headache.No cases of nausea >G2 were reported. Vomiting and/or
nausea never altered the administration of TMZ.

Conclusions: Despite the small number of pts involved in this experience, GTDS
applied 24 hours before chemotherapy initiation seems to be really effective in
preventing N/V in patients with GBM treated with adjuvant single-agent
temozolomide and could represent an interesting antiemetic option in this setting.

S55 Onset of fatigue in breast cancer patients: correlation with

serum cytokine levels, and blood cell counts

M. Santoro, E. Iuliano, M. Luci, A. Perricelli, A. Pomillo, F. Iuliano, M.F. Mazzulla

Hospital N. Giannettasio, Rossano

Purpose: Cancer-related fatigue is one of most prevalent symptom among women
submitted to chemotherapy (CT) and radiotherapy (RT) for breast cancer (BC). To
purpose of this study was to determine the level of fatigue in a group of BC patients its
relation to anxiety, depression, serum cytokines, cortisol and blood count levels.

Methods: Thirty-eight patients who received adjuvant chemoradiotherapy (CT-RT )
after breast conserving surgery were studied. The patients’ subjective feeling of fatigue
intensity was measured according to with two standardized self-assessment
instruments the Fatigue Assessment Questionnaire (FAQ) and a visual analog scale
(VAS) on fatigue intensity before the start and weekly during RT, as well as 14 days and
3-6 and 12 months after RT. In addition, a differential blood cell count and the serum
levels of the cytokines- IL1-b,, IL-6, and TNF-a, were determined in parallel to the
fatigue assessments.

Results: 55% of patients reported non presence of fatigue before the start of RT Fatigue
intensity as assessed with the VAS increased gradually during radiotherapy, 14 days
after the end of radiotherapy, the fatigue intensity was still higher than before
treatment, but 3 months later, fatigue was lower than at the pre-treatment level.
Peripheral blood cell levels declined significantly during therapy and were still low 3
months after treatment. Until treatment week 5, lymphocytes were reduced to almost
50% of their initial values. Patients that introduce fatigue had significantly lower serum
levels of cortisol than the nonfatigued patients as well as differences in two lymphocyte
populations, at 3-6 and 12 months after the end of radiotherapy.

Conclusions: Fatigue is common in patients receiving adiuvant chemotherapy and
breast irradiation and is precipitated during radiotherapy in some patients but not
other. In the patients that show an increase of the fatigue during adjuvant RT, fatigue
returned to pre-treatment levels 3 months after treatment. In our study, no evidence
was found that anxiety, depression, serum levels of IL1-b, IL6, TNF-a and hemoglobin
levels were correlate with treatment induced fatigue. The results of our observation
suggest the existence of a mechanism among activation of the immune system and
alteration in cortisol and lymphocyte subsets.

S56 Eltrombopag low doses as prophilaxisof

Chemotherapy-induced thrombocytopenia (CIT) in cancer

patients treated with platinum based chemotherapy

F. Iuliano1, M. Santoro2, E. Iuliano2, M. Luci2, A. Pomillo2, A. Perricelli2
1Hospital N. Giannettasio, Rossano
2Hospital N.Giannettasio, Rossano

Chemotherapy-induced thrombocytopenia (CIT) can cause delay or reduction in
subsequent courses of chemotherapy. As reported in literature thrombocytopenia
occurred in 82% of those receiving only carboplatin, and in 58%, 64%, and 59% of
those receiving combination therapies with carboplatin, gemcitabine, or paclitaxel,
respectively. Eltrombopag is an oral, non-peptide thrombopoietin receptor agonist that
has been shown efficacy and safety in chronic immune thrombocytopenia (ITP)
patients not responding to previous therapy by raising the platelets count in both
continued long-term administration and in a repeated short-term administration.
Eltrombopag bound the thrombopoietin receptor in the transmembrane region, an
area different from where thrombopoietin or romiplostim bound, and activated the
thrombopoietin receptor in a different fashion. Here, we report on a series of 18
patients at high risk of CIT because of platinum chemotherapy schedules t who
received low doses eltrombopag as prophilaxis

Patients and methods: A total of 18 consecutive adult patients, female (60 %), median
age 47 years (range 28 - 65) were enrolled in the study.The reason of chemotherapy has
been ovary cancer in 4 patients, colon cancer in 6 patients relapsed DLBC lymphoma
in 4 pts, TNBC in 2 patients, pancreatic cancer in 2 pts. All patients received
eltrombopag25 mg by mouth twice a weekly as soon as the platelet count falls below
80000 mmc, and continued on treatment until completion of cycles of chemotherapy.

Results and Conclusion: The mean platelet count nadir was 60000 mmc; the number
of days with platelet count < 80000/µL was 4 days; The maximum value reached was
270,000 mmc. No treatment-related toxicity was observe. The principal endpoints of
the study : avoid nadir platelet counts < 50,000/µL,,platelettransfusions,bleeding events,
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chemotherapy dose reductions chemotherapy delays. were achieved in all patients. In
our opinion low dose eltrombopagprophilaxis can be an effective and safe strategy for
preventing the CIT.

S57 Agnostos precision medicine project: a multicenter clinical and

translational initiative in patients (PTS) with cancer of unknown

primary (CUP)

E. Geuna1, S. Benvenuti2, F. Verginelli2, D. Galizia2, G. Cerea3, G.M. Stella4,
A. Ardizzoni5, L. Ciuffreda6, G. Curigliano7, F.G. De Braud7, A. Gennari8, G. Tonini9,
A. Brunello10, P. Cassoni6, R. Senetta2, A. Sapino2, S. Marsoni2, C. Boccaccio2, P.
M. Comoglio2, F. Montemurro2
1IRCCS Candiolo (TO), Candiolo
2IRCCS Candiolo, Candiolo
3Ospedale Niguarda Ca Grande, Milano
4Policlinico San Matteo, Pavia
5Policlinico Sant’Orsola Malpighi, Bologna
6Citta della Salute e della Scienza, Torino
7Istituto Europeo di Oncologia, Milano
8Istituto Galliera, Genova
9Policlinico Universitario Campus Biomedico, Roma
10IOV, Padova

Background: CUP identifies a heterogeneous clinical and pathological syndrome
characterized by absence of an identifiable site-specific tumor of origin, early metastatic
dissemination and undifferentiated phenotype. Representing 3-5% of all cancers, CUPs
are still an unsolved clinical problem, with elusive biology and paucity of effective
therapies. No validated actionable targets and no preferred regimen have emerged so
far. With 25-30% response rate (RR) and overall survival (OS) from 6 to 16 months,
the current approach is largely suboptimal. The AGNOSTOS project represents a
unique clinical and translational initiative aiming to improve the outlook of CUP pts
through evaluation of novel chemotherapeutic regimens (AGNOSTOS TRIAL_1) and
a better understanding of the complex CUP biology (AGNOSTOS TRASLATIONAL
COMPANION STUDY_2). Trial design: AGNOSTOS_1 is a multicenter (10 Italian
Istitutions involved) randomized phase II trial with a ‘Pick the Winner’ design that will
assess efficacy of NabPaclitaxel (NabP) in combination with either Carboplatin (C) or
Gemcitabine (G) in treatment-naive CUP pts (EudraCT 2014-005018-47). We plan to
enroll 132 pts based on a Simon’s two-stage design. Inclusion criteria include
measurable disease and adequate archived biopsy tissue for immunohistochemical and
molecular profiles. Patients will receive NabP 125 mg/m2 plus G 1000 mg/m2 or C
AUC 2 on day 1 and 8 by, every 21 days. Tumor response will be assessed every 9
weeks. Primary endpoint is RR while secondary endpoints are time to progression and
OS. Furthermore, AGNOSTOS_2 will perform a molecular characterization of the
enrolled CUPs with ONCOCARTA panel that explores more than 230 somatic
mutations across 19 oncogenes frequently mutated in human cancers. Furthermore,
vital tissues and liquid biopsies will be collected to derive patient-derived xenografts
(PDX) and circulating cancer stem cells, respectively. The comprehensive genetic
analysis (by next generation sequencing) of these samples aims to pinpoint common
denominators of the hypermetastatic phenotype and its molecular link with cancer
stemness. Currently we have enrolled 6 pts in AGNOSTOS_1 and 32 in AGNOSTOS_2
(with 8 PDX attempted).

S58 State of the art of the Veneto Oncology Network (ROV)

A two-year experience

A. Bortolami, L. Mcmahon, F. Marchese, V. Pozza, P. Conte

Istituto Oncologico Veneto Irccs, Padova

Background:With its 30.00 newly diagnosed patients per year, cancer affects about 5%
of Veneto inhabitants. To facilitate and coordinate services across health providers at
all levels in 2014 the Rete Oncologica Veneta (ROV) was established. Applying the
hub-and-spoke model, the network set the aims of ensuring:

• uniform and even access to the best health care
• high quality, patient centred services
• timely pathway of care and assistance continuity
• prescriptive and dispensing pertinence
• innovation and research
• communal IT network for patients’medical records sharing

Results: ROV dedicated websiteo information on clinical trials recruiting at the
regional investigational siteso listing of the ROV Multidisciplinary Working Groups (
Biobanking – Molecular Diagnostics- Innovative Drugs – PDTA i.e. diagnostic,
therapeutic and care management process) Congresses Presentation of 8 PDTAs to the
regional professionals and stakeholderso ROV Education –30+ meetings and training
programmes Regional electronic health record web framework for the creation of
electronic medical records Recommendations on high price innovative cancer drugs
Multidisciplinary working group Define a new methodology for regional prescription
19 drugs evaluated and 41 recommendations issuedMolecular Diagnostics Listing of
essential tests required to determine possible molecular alterations Determine standard

cost of each test and regional volume activity Clinical Research Interaction with
pharmaceutical representatives for the coordination of oncology clinical trials Sponsor
real-life no profit clinical trials Educational fostering of the inter-university Master
Degree in “ Clinical Trials in Oncology: clinical, management and operative
aspects”Diagnostic, therapeutic and care management (PDTA)o 15
multidisciplinary teams of regional experts and eminent healthcare professionals (over
150 professionals involved in more than 120 meetings)o PDTAs drafted for breast,
colorectal, lung, prostate, sarcoma and GIST, melanoma, kidney and esophagus cancer.

Conclusions: The two-year experience of the Veneto Cancer Network (ROV) has
catalysed commitments, efforts and pursuance of its actors (clinicians, managers,
governing bodies, patients).The strategies taken to enhance the expected benefits of
network cooperation will help stimulate knowledge and data to guide decision-making
and to manage more effectively the challenges of fighting cancer in Veneto.

S59 Prospective observational pilot study on the BTcP evaluation in

cancer patients.

A. Nappi1, C. Romano2, L. Silvestro2, R. Casaretti2, A. Cassata2, A. Ottaiano2,
G. Nasti3, S. Tafuto2, A. Avallone3, R.V. Iaffaioli3
1Int Irccs “Fondazione Pascale”, Napoli
2Irccs G. Pascale, Napoli
3Irccs G. Pascale And Asmo E Dieta Mediterranea, Napoli

BTcP is a severe form of abrupt, intense and transient pain. Only recently this
condition has been clearly described. The present trial is based on the need to
investigate this issue, with the aim to: 1) define the epidemiological and clinical
characteristics of BTcP; 2) identify the degree of variation of severity of BTcP according
to the therapeutic response of the neoplastic disease. Moreover, we aim of to collect
exhaustive and detailed information on the analgesic status of cancer patients, given the
fact that cancer pain affect about 80-90% of patients and has a deep influence on
patients’ quality of life. The incidence of BTcP will be analyzed at the beginning of
treatment and during follow-up visits and at the time of performing SCAN TC in order
to correlate the presence of BTcP and its severity with the therapeutic response.
Approximately 100 patients in 12 months will be recruited in the study by a team of
doctors and nurses. The primary endpoint of study is the severity of pain measured
with the NRS Scale. Secondary endpoints are: 1) the pain intensity difference (PID),
defined as the pain intensity difference at the end of treatment compared to baseline
evaluation; 2) patients’ quality of life documented even by a questionnaire of
satisfaction of pain response.

S60 Libro Blu: a tool to coordinate Oncology practice and to

rationalise resource employment

I.G. Rapposelli1, O. Fusco1, P. Deligiannis1, A. Pastorini1, M.S. Fiumanò2,
E. Menatti1, V. Viaggi1, F. Stiglich3, R. Palazzolo4, A.M. Soccodato4, M. Volpi5,
F. Antoniazzi6, C. Pedrotti7, F. Malugani8, F. De Filippi8, E. Libera9, C. Songini3,
E. Tavasci10, K. Dell’Agostino1, T. Bazza11, A. Bertolini1
1S.C. Oncologia - ASST Valtellina e Alto Lario, Sondrio
2S.C. Oncologia - ASST Valtellina e Alto Lario, Sondalo
3S.C. Radioterapia Oncologica e Medicina Nucleare - ASST Valtellina e Alto Lario,
Sondrio
4S.C. Medicina Generale - ASST Valtellina e Alto Lario, Sondrio
5S.C. Medicina - ASST Valtellina e Alto Lario, Menaggio
6S.S. Cure Palliative - ASST Valtellina e Alto Lario, Morbegno
7S.S. Cure Palliative - ASST Valtellina e Alto Lario, Sondalo
8S.C. Geriatria - ASST Valtellina e Alto Lario, Sondrio
9S.S.D. Diabetologia - ASST Valtellina e Alto Lario, Sondrio
10S.C. Cardiologia e Unità Coronarica - ASST Valtellina e Alto Lario, Sondrio
11S.C. Oncologia - ASST Valtellina e Alto Lario, Chiavenna

Background: AOVV was born in 2003, covering a huge area with 4 hospitals, each
working autonomously until then. The reform of Lombardy public health in 2015
changed the AOVV in ASST-VAL, including one more hospital. Such a broad area,
with the conglomeration of different experiences, brought a need for harmonization of
therapeutic choices to ensure all patients the same standard of care. Moreover, the
increasing appearance of high cost drugs and the simultaneous restrictions in public
health budget resulted in a need for a more rational allocation of expense. In this
context, we took inspiration, and used its name, from “Libro Blu”, a tool previously
adopted by IOSI.

Material and methods: Our effort to coordinate Oncology practice resulted in the first
edition of our “Libro Blu” in 2012. After periodic updates, in 2015 a major revision
took place. Besides the updates in care of specific cancers, carried out by Oncology,
Hematology and Radiation Therapy specialists, much attention has been paid to
supportive care, involving consultants from Internal Medicine, Geriatrics,
Endocrinology, Cardiology, Palliative Care and Psycho-Oncology. Recommendations
in “Libro Blu” derive from Italian and international guidelines; after a thorough
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discussion in multidisciplinary meetings, they have been adapted to the specific needs
of our local reality and approved after a final revision.

Results: The implementation of “Libro Blu” resulted in a more consistent application
of treatment protocols in our institution, ensuring all residents the same standard of
care; notably, the facilitation of multidisciplinary discussions during this process
allowed to raise the level of our cancer care, focusing both on treatment of the disease
and on patients’ needs in supportive care. Furthermore, establishing institutional
guidelines for a rational use of high cost drugs allowed to reduce costs by about 400000
€/year.

Conclusions: “Libro Blu” has allowed to establish a homogeneous standard of care in a
broad area in which health professionals were previously working autonomously. The
cost reduction deriving from our guidelines is particularly relevant in this moment,
with Oncology facing the appearance of many high cost drugs in the context of a
spending review that also involves the Italian health system. We think that “Libro Blu”,
with the implementation of guidelines adapted to the specific needs of a local
institution, could be reproduced in fields other than Oncology and in other local
realities.

S61 NAB-PACLITAXEL (NAB-P): nanoparticle albumin-bound

paclitaxel: efficacy and toxicity evaluation: our experience in

advanced pancreatic and breast cancer

E. Burattini, F. Satta, A. Pellegrino, F. Todi, M.V. Zoffoli, G. Coiro, L. Marchetti,
M. Di Palma

S. Pietro Fatebenefratelli Hospital-Rome-Oncology Department, Roma

Introduction: Nanoparticle Albumin-bound Paclitaxel linked to albumin
nanoparticles,wich it makes soluble,allowing drug delivery inside tumor tissue.
Moreover,with Nab-P, the usual steroid premedication required for solvent-based
paclitaxel (Cremophor) can be avoided.

Methods: Between Genuary 2014 to April 2016, 30 patients (pts):18Metastatic Breast
Cancer (MBC) and 12 metastatic Pancreatic Cancer (mPC) were treated with Nab-P: as
monotherapy in MBC and in combination with Gemcitabine in mPC. All pts had PS:
0-2 (ECOG). Median age was 56 years (range: 39–78) in MBC and 60 years (range 50–
74) in mPC. MBC 6 pts received Nab-P as first Line; 5 pts as second Line; 3 pts as third
Line, 3 pts as fourth Line and 1 pts as fifth Line. 10/18 patients had HR positive disease
HER2 positive status was find in 1/18 patients (Fish Test) HR positive and HER2
positive pts received one or more hormonal therapies and Trastuzumab and Lapatinib
based regimen, respectively. Nab-P was administered at 260mg/mq i.v. day 1 every 21
days. Not corticosteroid premedication. mPC Pts mPC received in first Line Nab-P
125mg/mq days 1-8-15 every 28 days plus Gemcitabine 1000mg/mq. days 1-8-15 every
28 days.Not corticosteroid premedication.

Toxicity -Results: The main observed toxicities were neurosensory toxicity (G2-3):
56% of pts (17/30); neutropenia(G2-3):40% (12/30); thrombocytopenia (G1-2): 20%
(6/30); anemia (G1-2): 30% (9/30); mucositis: 33%(10/30); fatigue (G2): 16% (5/30);
nausea (G2): 20% (6/30); diarrhoea (G1): 13% (4/30); alopecia (G3-4): 73% (22/30);
emesis(G1): 23% (7/30); arthromyalgie(G2): 36% (11/30). Not febrile neutropenia was
observed. 2 pts with neurosensory toxicity (G3) delayed the treatment for 20 days. 2 pts
(MBC) presented an Herpes Zoster infection that required treatment suspension for 18
days. To maintain dose-intensity, leukopenia and anemia were managed with G-CSF
and Eritropoietin respectively. At a median follow-up of 27 months, median PFS was:
MBC: Time to Progression (TTP): 30 weeks (range 12-51); ORR was 88% (16/18);
Partial Remission (PR): 10 pts (55%); Stable Disease (SD): 4 pts (22%); Progression
Disease (PD): 2 pts.(11%); Complete Remission (CR): 2 pts.(11%) mPC:TTP: 20 weeks
(range 3–40); ORR was 75% (9/12); PR: 7 pts (58%); SD: 3 pts (25%); PD: 2 pts (16%).

Conclusion: Our experience confirm the discrete tolerability and the efficacy of Nab-P
in MBC and in mPC. The avoidance of premedication with corticosteroid required for
solvent-based taxanes makes the novel Nab-P an important advance in the treatment of
these tumours.

S62 The role of second and further therapy lines in clinical practice.

A monoinstitutional survey

O. Dal Canton, P. Pochettino, D. Ottaviani, P. Bergnolo, A. Boglione, S. Chiado’
Cutin, F. Garetto, V. Prati, A. Comandone

Humanitas Gradenigo Hospital, Turin

Background: In the last decade the coming of new drugs, reiterated surgery, more
active cooperation between Medical Oncologists and Radiotherapists, and active
intervention with supportive care has improbe the prognosis of many cancaer patients.
In this scenario second and further lines of treatment are becoming common in many
tumours.The real impact on Survival and Quality of Life of this protracted therapy is
not well defined.

Patients and methods:We evaluate during 2015 in a perspective way our experience
on these topics regarding the most commonly treated tumours in our Institution.

Table: S62

COLON LINE PTS TTP /MO BREAST LINE PTS TTP/MO

II 31 4 II 19 5
III 12 3,5 III 12 4
IV 5 3 IV 6 3
V 2 4 V 3 2
VI 1 3 VI 1 3

Table: S62

SARCOMAS LINE PTS TTP/MO PROSTATE LINE PTS TTP/MO

II 15 4 II 6 6
III 9 4 III 7 4
IV 4 3,5 IV 3 4
V 2 4,5 V 1 4
VI 2 3

Table: S62

PANCREAS LINE PTS TTP/MO

II 7 4,2

All the reported pts but one stopped theray at least one month berfore death.

Conclusions: Nowadays second and third line treatment seems to be justified since the
positive influence on TTP for each of the considered tumours excepted pancreatic
carcinoma.The role of further lines of therapy (fourth and more) is debatable in terms
of TTP and the decision requests a multidisciplinary approach and a strict cooperation
between Patient, Family, Oncologists and Palliative care expert in order to avoid
unuseful treatment and wasting of economic resources.

S63 Treatment of Kaposi’s Sarcoma (KS) with nab-paclitaxel

S. Fortino, M. Santoro, E. Iuliano, M. Luci, A. Perricelli, A. Pomillo

Hospital N.Giannettasio, Rossano

Background: Kaposi’s sarcoma (KS) is a potentially life-threatening multifocal
neoplasm that may represent a difficult therapeutic challenge in disseminated stages.
Liposomal anthracyclines, or combination chemotherapy are widely used to treat this
kind of patients. The efficacy of taxanes (paclitaxel and docetaxel), as agents with
antiangiogenic properties, has been described previously in the treatment of KS
patients butthe length of the infusion, the need for pre-medication with steroids and
toxicity caused by solvents - Cremophor EL (CrEL) and polysorbate 80 (Tween80) -
can limit their utilization, especially in elderly patients.Nab-paclitaxel has efficacy
comparable with solvent-based taxanes without need for steroid premedication which
can make it easier to tolerate .At the moment there are no studies on its efficacy and
safety in older KS patients.

Methods: After written informed consent was obtained a phase II trial was conducted
with nab-paclitaxel in 6 patients with advanced-stage KS to assess its safety and
antitumor activity. The mean age of patients was 74,8 years( range 71-83).
Nab-paclitaxel was administered at a fixed dose of 100 mg intravenously over 30
minutes administered weekly on days 1, 8, and 15 of each 4-week cycle for 4 cycles. No
premedication to prevent hypersensitivity reactions was required before
administration. Thereafter, if the patient experienced stable disease or better response,
treatment doses were given every two weeks until complete disease remission, disease
progression, or unacceptable toxicity occurred.

Results: All patients improved dramatically after chemotherapy. Partial desinfiltration
(n = 2) or complete desinfiltration (n = 4) of all papulonodular skin lesions was
observed with marked improvement of lymphedema in 1 patient. Grade 3 neutropenia
and thrombocytopenia were observed in three of six and one of six patients,
respectively. It was not observed any grade 4 toxicity

Conclusions: Classic KS predominantly affects elderly people over 60 years, many of
whom do not tolerate aggressive chemotherapy regimens well due to frequent
comorbidity and diminished cardiovascular and bone marrow reserves. Nab-paclitaxel
has a good and rapid efficacy in our experience which involved a setting of patients
difficult to manage.
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S64 Complementary therapies in cancer care an overview of the

early italian experiences

S. Prisco1, L. McMahon2
1Clinical Research Technology, Salerno
2Istituto Oncologico Veneto IRCCS, Padova

Assumption: Cultivate the art and creativity has been recognized as a way to help
people cope with different types of diseases. Advantages reported range from the
distraction art may induce over pain and anxiety, to the expression of hidden feeling,
from stress reduction to the promotion of a sense of freedom and self-confidence.

Background: Having cancer may result in extensive emotional, physical and social
suffering involving patients and their relatives in a totalitarian way. Recently it is
investigating whether the additional activities related to the arts, cancer patients can
also help to cope with high stress, anxiety, depression and social distress often linked to
cancer pathology. The major cancer centers in the US are for many years in promoting
and encouraging complementary activities and, despite the studies and scientific
evidence is currently relatively few, the National Institute of Health states that these
activities help people with cancer face therapies with a better attitude.

National Overview: Art therapy in Italy is developing recently. Popular activities, as a
means to alleviate the symptoms and effects of cancer treatment, are: music, dance,
drawing and painting as a supplementary programs to therapy. Even the narrative
medicine (NBM) is an activity in strong growth and is based on the idea that
storytelling is an essential tool to capture, understand and integrate the different points
of view of those involved in the disease and in the care process. The NBM integrates
with the Evidence-Based Medicine (EBM) and makes the most comprehensive clinical
care decisions, personalized, effective and appropriate. These activities can lead to
lower levels of anxiety and stress, better pain control, better compliance to anticancer
treatments and can provide psychological support to both patients and their families.

Conclusions: A recent Cochrane review did not find enough support to assert
scientifically that there are effects of art therapy on depression, stress, anxiety of cancer
patients. However, the results of individual studies suggest that art therapy can have
beneficial effects on quality of life. The limited number of studies prevents therefore to
draw any firm conclusion about the physical and psychological outcomes in patients
with cancer, but conditions are encouraging and it is expected an increase of research
in this direction.

S65 Hospice palliative sedation in non-cancer patient: what

symptoms to palliate?

G. Rampello, R. Grisetti, M. Zaiat, P. Leonardi, V. Siddi

Hospice Sacra Famiglia, Inzago

Introduction: during the course of palliative treatment there are deal to achieve: the
control of symptom, physical pain and emotional suffering of the patient. However,
there are situations that do not allow for adequate control of symptoms that appear to
be refractory to treatment in places to be and that require a sedative action to alleviate
the suffering of the sick, whether physical, psychological or social. The decision of the
physician team physician to carry out a sedation have to be shared with the patient, if
possible, or with his family

Aim of the study: to evaluate how many patients admitted to hospice with a terminal
illness situation for non oncological disease have received sedation in the days
preceding the death, what was the underlying disorder that led the patient to a state of
terminal illness, and what was It was the refractory symptom to treat.

Materials and methods: In a retrospective study, we valued patients admitted to our
hospice over a period of one year and it is valued, among patients who presented as the
input diagnoses a disease not cancer, what was the disease that has led to a state of
terminal illness and who had been refractory symptoms that they did choose Equipe
care provider to make a sedation. As noted it was then subjected to analysis.

Results: during the observation period of one year were hospitalized 157 patients (81
males and 76 females, of which 135 were suffering from cancer and 22 had a terminal
illness to avoid oncological disease (11 males and 11 females).The underlying diseases
that led to a hospitalization in hospice were: parkinson’s disease (3 patients), heart
disease (5 patients), dementia (3 patients), SLA (2 patients), stroke (3 patients),
pulmonary fibrosis (1 patient), Alzheimer’s disease (4 patients), liver cirrhosis (1
patient). In 3 of the 22 patients admitted to hospice care for a disease not cancer type
(1 heart disease, one SLA and one pulmonary fibrosis) has a sedation in the days before
the death was necessary and in all three cases the refractory symptom was dyspnea
associated with agitation.
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