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12th National Congress of Medical Oncology
November 6-8, 2010: Rome, Italy
Guest Editor
Carmelo Iacono
Director, Department of Oncology, ASP 7 Ragusa
President, Italian Association of Medical Oncology (AIOM)

In the last 10 years, medical oncologists have learned to improve their skills given the in-
creasing complexity of the management of cancer patients. Oncology has become a multi-
disciplinary network, ranging from the new advances in biomolecular medicine to the new
imaging techniques, all of which require expertise in conducting teamwork at the highest
level. These changes involve all aspects of overall patient care, with the medical oncologist
being responsible for handling any complications that may come up during the course of
the disease. This has led us to look at the patient from different standpoints, giving due im-
portance to a multidimensional view which takes into account all the physical, functional,
psychological, social and spiritual needs of patients and their families. From a professional
standpoint, this aspect complicates the task of the medical oncologist, because appropriate
training in communication is obviously required.
The new medical oncologist needs to establish a sincere and true relationship with pa-

tients and their families, given that patients will be followed for the rest of their lives in a
complicate cycle, with the doctor being the managing reference for all issues that will come
up. The increasing value given to support and patients’ overall daily needs is just a part of
the complex role of health care in general, and is one of the main aspects of modern medi-
cine and the fascinating advances deriving from biomolecular medicine. Medical human-
ization requires modern skills in cultural and scientific growth as well as in health care in
general, including profound knowledge of palliative care and management. A professional
capability to address all patient requirements in the most appropriate, safe and efficient way
is warranted.
This model of simultaneous care has been addressed by the ItalianAssociation of Medical

Oncology (AIOM) ever since its foundation in 1973, together with encouragement in im-
proving the cultural imprinting and professional skills of medical oncologists. The process
has required a close and positive relationship with other scientific societies such as the Eu-
ropean Society for Medical Oncology (ESMO), in order to generate common educational
tools and a common approach to matters not strictly related to cancer, such as social and
ethical issues. These topics will all be discussed during the 12th AIOM National Congress,
providing a broader view of medical oncology, not restricted to anticancer treatment but
open to interactions with different areas including prevention, screening, translational re-
search, palliative care, organizational aspects, ethics, and multidisciplinary approaches. The
proceedings of the congress are published in this special issue of Tumori.
On behalf of all members of the Scientific Board, I declare that the Rome congress will

provide a rich and fruitful opportunity for medical oncologists to widen their expertise and
skills, and will give them a chance to share their ideas on scientific and health-care issues at
the highest level. Delegates will have the added opportunity to exchange knowledge with col-
leagues who, thanks to experience abroad, are able to put the topics of the meeting into a dif-
ferent cultural perspective and discuss different dimensions.
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Plenary session

1* PREVENTION OF CHEMOTHERAPY-INDUCED
MENOPAUSE BYTEMPORARYOVARIAN
SUPPRESSIONWITH TRIPTORELIN IN YOUNG,
EARLY BREAST CANCER PATIENTS. RESULTS OFTHE
PHASE III GIM6-PROMISE STUDY

Del Mastro L., Boni L., Michelotti A., Venturini M.,
Gamucci T., Olmeo N., Giordano M., Garrone O.,
Giraudi S., Bighin C., Levaggi A., De Laurentiis M., Aitini E.,
Nuzzo F., Pronzato P. on behalf of GIM group
Background. To evaluate the role of temporary ovarian sup-

pression with triptorelin (T) in preventing chemotherapy-induced
menopause, a phase III randomized study was carried out in pre-
menopausal breast cancer (BC) patients.

Methods. Main eligibility criteria: stage I-III premenopausal
BC patients candidate for adjuvant or neo-adjuvant chemothera-
py (CT); age 18 to 45; hormone receptor status positive or nega-
tive. Patients were randomized to Arm A (CT alone) or Arm B
(CT + T). T (supplied by Ipsen, Italy) was given every 4 weeks
during all CT cycles. Allowed CT regimens: CEF or EC (cy-
clophosphamide; Epirubicin; Fluorouracil); A (doxorubicin) C;
CEF or EC followed by paclitaxel or docetaxel; A or E followed
by CMF; CMF. Pts with HR+ tumor received tamoxifen after CT.
Primary endpoint: incidence of early menopause (defined by
postmenopausal levels of both FSH and estradiol (E2) and no
menstrual activity) 1 yr after the end of CT. Study design: multi-
center, open-label, randomized, phase III trial. Assuming an inci-
dence of permanent menopause of 60%, for alpha = 0.05 (2-
sided) and beta =0.1 (90% power), 140 pts per arm were needed
to detect a 20% absolute reduction in CT+T arm.

Results. From Oct 2003 to Jan 2008, 281 pts were random-
ized: 133 in arm A and 148 in arm B. In both arms median age
was 39 and median number of CT cycles was 6. Median cumula-
tive dose of C was 3840 mg (0-6930) in arm A and 3940 (0-
7200) in arm B. One year after CT, early menopause was ob-
served in 43 pts (32.3%; 95% CI 25-41) in arm A and in 20 pts
(13.5%; 95% CI 80-91) in arm B (p = .0002), with a 19% ab-
solute reduction (95% CI 8-29) in early menopause development.
Resumption of menstrual activity and/or premenopausal E2 lev-
els was observed in 77 pts (58%; 95% CI 49-66) in arm A and in
114 pts (77%; 95% CI 69-83) in arm B (p = .006). Logistic re-
gression analysis confirmed that treatment with T was indepen-
dently associate with a higher probability of ovarian function
preservation (p = .001).

Conclusions. Temporary ovarian suppression with T during
CT is associated with a significant increase in ovarian function
preservation in BC pts.

2* TRIPLETS VERSUS DOUBLETSWITH ORWITHOUT
CISPLATIN IN THE FIRST-LINE TREATMENT OF
STAGE IIIB-IV NON-SMALLCELLLUNG CANCER
(NSCLC) PATIENTS: FINALCLINICALAND
BIOMARKER RESULTS OFTHE “FAST”
MULTICENTER RANDOMIZED GOIRC STUDY

Ardizzoni A.1, Tiseo M.1, Baldini E.3, Boni L.4, Recchia F.5,
Bordi P.1, Rindi G.6, Barone C.7, Grossi F.8, Manzione L.9,
Matano E.10, Marini G.11, Labianca R.12, Di Costanzo F.13,
Zanelli F.2, Prochilo T.14, Boni C.2 on behalf of GOIRC
investigators

1Oncologia Medica, Azienda Ospedaliera Universitaria di Par-
ma; 2Oncologia Medica, Azienda Ospedaliera S. Maria Nuova,
Reggio Emilia; 3Oncologia, Azienda Ospedaliera di Lucca; 4Cen-
tro per il Coordinamento delle Sperimentazioni Cliniche, Istituto
Toscano Tumori; 5Oncologia, Azienda Ospedaliera Avezzano;
6Anatomia Patologica, Università Cattolica Sacro Cuore, Roma;
7Oncologia, Policlinico Universitario A. Gemelli, Roma; 8Oncolo-
gia Medica A, Istituto Nazionale per la Ricerca sul Cancro, Geno-
va; 9Oncologia, Azienda Ospedaliera S.Carlo, Potenza; 10Oncolo-
gia, Azienda Ospedaliera Universitaria Policlinico Federico II,
Napoli; 11Oncologia, Ospedali Riuniti, Brescia; 12Oncologia,
Ospedali Riuniti, Bergamo; 13Oncologia, Azienda Ospedaliera
Careggi, Firenze; 14Azienda Ospedaliera S. Chiara, Pisa

Background. The FAST study is a 2x2 factorial trial in first-
line treatment of advanced NSCLC addressing two questions: (1)
the role of replacing cisplatin (P) with a non-platinum agent, vi-
norelbine (N), (2) the role of adding a third agent, ifosfamide (I),
in a chemotherapy doublet based on gemcitabine (G). Primary
endpoint was overall survival (OS). We have also examined the
interaction between ERCC1/BRCA1 expression and treatment in
a subgroup of patients with available archive tumor material.

Methods. Stage IIIB-IV NSCLC patients were randomized to
one of four arms: GP, GN, GIP or GIN. Two comparisons were
performed: (1) N-containing vs P-containing regimens and (2) I-
triplets vs non-I doublets. We used immunohistochemistry (IHC)
to determine ERCC1 (clone 8F1) and BRCA1 (clone MS110) ex-
pression in histological specimens.

Results. 433 patients were randomized. As to comparison (1),
RR was 24% vs 31% (OR: 0.72; 95% CI: 0.47-1.10; p = 0.124),
PFS 4.6 vs 6.4 months (HR: 1.26; 95% CI: 1.04-1.53; p = 0.020)
and OS 10.3 vs 10.3 months (HR: 1.23; 95% CI: 1.01-1.49; p =
0.044) for N-containing vs P-containing regimens, respectively.
As to comparison (2), no clinically and statistically significant
differences were observed. Grade 3-4 anaemia, leucopenia and
thrombocytopenia were significantly more frequent in P-contain-
ing regimens; only grade 3-4 leucopenia was more common in I-
containing triplets. Concerning non-haematological toxicity,
grade 3-4 nausea-vomiting, alopecia and neurological toxicity
were significantly increased in P-containing regimens. Tumor
samples were collected from 111 patients. Overall, ERCC1-nega-
tive patients showed better RR (OR: 0.25, p = 0.017), PFS (HR:
1.58, p = 0.021) and OS (HR: 1.66, p = 0.012) compared to ER-
CC1-positive patients, with significant interaction with P vs N
type of treatment only in terms of response rate (p = 0.076) but
not of PFS or OS. Overall, BRCA1 positive patients showed bet-
ter, although not statistically significant, outcomes without any
interaction with P vs N type of treatment.

Conclusions. The FAST trial is the first single prospective
randomized trial confirming a slight superiority of P-containing
regimens in PFS and OS over P-free chemotherapy. This trial fur-
ther confirms that the addiction of a third chemotherapy agent (I)
to a standard doublet does not improve treatment outcome. Final-
ly, the biomarker sub-study demonstrates the prognostic role of
ERCC1 and BRCA1 expression in advanced NSCLC patients
treated with chemotherapy; however, both markers do not appear
to affect the added clinical benefit derived from cisplatin use.

3* RANDOMIZED PHASE III STUDYOF FIRST-LINE
ERLOTINIB FOLLOWED BY SECOND-LINE CISPLATIN
+ GEMCITABINE VERSUS REVERSE SEQUENCE IN
ADVANCED NON-SMALLCELLLUNG CANCER: THE
TORCH TRIAL



Gridelli C.1, Ciardiello F.2, Feld R.3, Butts C.4, Gebbia V.5,
Genestreti G.6, Favaretto A.7, Wierzbicki R.8, Nacci A.9,
Alam Y.10, Siena S.11, Tortora G.12, Felletti R.13, Gallo C.2,
Perrone F.14 on behalf of the TORCH Investigators
1S.G. Moscati Hospital, Avellino, Italy; 2Second University,
Napoli, Italy; 3Princess Margaret Hospital, Toronto, Canada;
4Cross Cancer Institute, Edmonton, Canada; 5La Maddalena
Clinic, Palermo, Italy; 6Istituto Scientifico Romagnolo per lo Stu-
dio e la Cura dei Tumori, Forlì, Italy; 7Istituto Oncologico Vene-
to, Padova, Italy; 8Durham Regional Cancer Centre, Oshawa,
Canada; 9A. Perrino Hospital, Brindisi, Italy,; 10Windsor Region-
al Cancer Centre, Windsor, Canada; 11Niguarda Ca’ Granda
Hospital, Milano, Italy; 12University Federico II, Napoli, Italy;
13San Martino Hospital, Genova, Italy; 14National Cancer Insti-
tute, Napoli, Italy

Background. In a placebo-controlled trial, erlotinib prolonged
survival of unselected advanced non-small cell lung cancer
(NSCLC) patients not eligible for further chemotherapy. Two
phase 2 studies suggested that first-line treatment with erlotinib
might be a valid alternative to chemotherapy.

Methods. An independent phase 3 trial was designed to test
whether overall survival in the experimental arm, first-line er-
lotinib (150 mg/d po) followed at progression by cisplatin + gem-
citabine (cisplatin 80 mg/m² d1 + gemcitabine 1200 mg/m²
dd1&8, q3w), was not inferior than in the standard sequence
(first-line cisplatin + gemcitabine, second-line erlotinib). Stage
IV/IIIb (with supraclavicular nodes or pleural effusion) NSCLC
patients, PS 0-1, were eligible. With a 1.25 upper limit of 95% CI
of hazard ratio (HR) of death, 80% power, 0.025 1-sided alpha, a
sample size of 900 patients was calculated. Secondary endpoints:
progression-free survival, response, toxicity, quality of life, cost-
efficacy analysis, correlative studies on tumor and blood sam-
ples.

Results. From December 2006 to November 2009, 760 pa-
tients were randomized, 380 in each arm, 612 in Italy, 148 in
Canada. Baseline characteristics were balanced between arms.
Median age (range) was 62 (27-81); females were 256 (33.7%);
422 (55.5%) patients had adenocarcinoma; 157 (20.6%) were
never smokers; 24 (3.2%) were East-Asian. At the planned inter-
im analysis done after 340 deaths (half of the events required for
final analysis), HR of death in the experimental arm was 1.40
(95% CI 1.13-1.73), p = 0.002; the boundary of study interrup-
tion for inferiority was crossed. Median survival was 10.8
months in the standard vs 7.7 in the experimental arm. There was
no heterogeneity across gender, smoking habit, and histotype
subgroups. The IDMC recommended early study termination and
cross-over to cisplatin + gemcitabine was offered to patients re-
ceiving first-line erlotinib.

Conclusions. In unselected patients with advanced NSCLC,
first-line erlotinib followed at progression by cisplatin + gemc-
itabine was significantly inferior in terms of overall survival than
the standard reverse sequence. Partially supported by Roche. Eu-
dract #2005-005968-90; NCT00349219.

4* PROGNOSTIC VALUE OF NUCLEAR MATRIX
PROTEINS EXPRESSION IN LOCALIZED PROSTATE
CANCER (PCA)

Ricci F.1, Rubagotti A.1,2, Tomasello L.2, Carmignani G.3,
Barboro P.4, Balbi C.4, Boccardo F.1,2
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1Department of Oncology Biology and Genetics, 3Department of
Urology, University of Genoa; 2Department of Medical Oncology
B and Biostatistic Unit, 4Translational Urologic Research Unit,
National Cancer Research Institute, Genoa, Italy

Background. After the discovery that nuclear matrix (NM) di-
rects the spatial organization of DNA transcription and replica-
tion, there has been an increasing interest in studying NM
changes associated with malignant transformation. We have pre-
viously shown (Prostate, 55: 259-264, 2003) that significant
changes in NM proteins (NMP) expression correlate with Glea-
son score and the risk of biochemical relapse in PCa patients.
Methods. High-resolution two-dimensional gel electrophore-

sis was used to analyze the NMP of PCa specimens obtained
from 103 patients undergoing retropubic prostatectomy. The cor-
relation between the expression of identified proteins with the
risk of biochemical relapse and death was investigated on a retro-
spective basis.
Results. 3 proteins with different MW and isoelectric point

were confirmed to correlate with increasing tumor stage and ded-
ifferentiation. After MS characterization, NMP6 was found to
correspond to heterogeneous nuclear ribonucleoprotein K (hn-
RNP K), an ubiquitous protein which is over expressed in many
human tumors, while NMPs 7 and 8 were found to correspond to
distinct CK10 fragments. After a median f-up time of 132 mos
(95% CI: 122.0-143.0), 51 biochemical progressions (PSA> 0.4
ng/ml) and 20 deaths were recorded. As it is shown below, lack
of expression of these proteins was associated with the best out-
come, while the expression of all of them or of proteins NM6 and
8 correlated with the poorest results.



Conclusions. This study confirms that PCa progression is re-
lated to profound changes in NMP expression patterns, which are
associated with poor prognostic features and with a significantly
increased risk of biochemical failure and death. The co-expres-
sion of NMP6 and 8 appears to be required to trigger the amplifi-
cation of onco-genes or the silencing of tumor-suppressor genes
involved in PCa progression. The potential usefulness of this mi-
ni signature either as prognostic indicators or as novel therapeutic
target represents an interesting field of research.

5* ITACA-S (INTERGROUPTRIALOFADJUVANT
CHEMOTHERAPY INADENOCARCINOMAOFTHE
STOMACH) TRIAL: COMPARISON OFA SEQUENTIAL
TREATMENT VERSUSA 5-FU/LV REGIMEN FOR
RADICALLY RESECTED GASTRIC CANCER.
TOLERABILITYAND FEASIBILITYOFA
RAMDOMIZED STUDY

Bajetta E., Floriani I., Di Bartolomeo M., Pressiani T.,
Labianca R., Sandomenico C., Rondini E., Pinotti G.,
Bidoli P., Falcone A., Rosati G., Oliverio G., Mambrini A.,
Di Fabio F., Ciarlo A., Cordio S., Ricci S., Calpona S.,
Di Costanzo F. on behalf of ITACA-S Study Group
Fondazione IRCCS Istituto Nazionale Tumori, Milan; Istituto di
Ricerche Farmacologiche “Mario Negri”, Milan; Fondazione
IRCCS Istituto Nazionale Tumori, Milan; Istituto Clinico Hu-
manitas, Rozzano; Ospedali Riuniti, Bergamo; Istituto Nazionale
per lo Studio e la Cura dei Tumori, Napoli; Santa Maria Nuova,
Reggio Emilia; Azienda Ospedaliero-Universitaria Ospedale di
Circolo, Varese; Azienda Ospedaliera “San Gerardo”, Monza;
Presidio Ospedaliero di Livorno, Livorno; Azienda Ospedaliera
“San Carlo”, Potenza; Ospedali Infermi, Rimini; Ospedale Civi-
co di Carrara, Carrara; Policlinico Sant’Orsola Malpighi,
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Bologna; Ospedale Misericordia Dolce, Prato; Ospedaliero
Garibaldi in Nesima, Catania; Università di Pisa, Pisa;
Ospedale “G.B. Morgagni - L. Pierantoni”, Forlì; Azienda
Ospedaliero-Universitaria Careggi, Firenze

The results of adjuvant chemotherapy (CHT) in previous stud-
ies using a variety of CHT regimens are controversial; however,
several meta-analyses demonstrated a clinically small, but signif-
icant benefit with CHT. ITACA-S trial is a no-profit, open-label,
randomized, multicenter phase III study aimed at comparing two
adjuvant CHT treatments incorporate newer generations agents.
Patients (pts) radically resected for gastric cancer, with ≥D1-lym-
phadenectomy, node involvement (pN+) or pN0 with pT2b-3-4;
within 3-8 weeks after surgery were eligible. Treatment consisted
in CPT-11 180 mg/m2 on d1, LV 100 mg/m2 on d1-2, 5-FU 400-
600 mg/m2 on d1-2, q 14; for 4 cycles (FOLFIRI regimen) fol-
lowed by docetaxel 75 mg/m2 on d1, cisplatin 75 mg/m2 on d1, q
21; for 3 cycles (arm A) versus LV 100 mg/m2 on d1-2, 5-FU
400-600 mg/m2 on d1-2, q 14 for 9 administrations (arm B). Pri-
mary endpoint was disease free survival. The superiority hypoth-
esis required 636 events to detect a hazard ratio of 0.80, with 2-
sided 5% significance level and a power of 80%. Between Febru-
ary 2005 and August 2009, 1106 pts were enrolled by 123 Italian
centers. Major violations were documented for 6 pts, therefore
1100 pts (537 arm A/563 arm B) were analyzed. By December
2009 with a median follow-up of 20 months, 367 events, 58% of
the number required, occurred. Data on tolerability and compli-
ance are available for 96% of pts. Post-operative treatment was
completed in 74% pts (arm A) and 84% pts (arm B). The main
grade 3/4 toxicity recorded were neutropenia 45% and 9%,
leukopenia 17% and 1%, diarrhea 11% and 3%, asthenia 13%
and 3% for arm A and B, respectively. Sequential regimen was
associated with a worse tolerability, but showed to be feasible in
adjuvant setting. Pts are still being followed-up to assess efficacy.
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Session A • Colorectal cancer

A1* EFFICACYOFTHREE DIFFERENT
BEVACIZUMAB-CONTAINING FIRST-LINE REGIMENS
FOR METASTATIC COLORECTALCANCER (MCRC).
A RANDOMIZED PHASE II STUDY BY ITALIAN TRIALS
IN MEDICALONCOLOGY (ITMO) GROUP

Di Bartolomeo M.1, Bajetta E.1, Buzzoni R.1, Dotti K.F.1,
Mariani L.1, Filippelli G.2, Aitini E.3, Ciarlo A.4, Barone C.5,
Cirillo M.6, Verusio C.7, Bonetti A.8, Buscarino C.9,
Artioli F.10, Ricci S.11, Morosini P.12, Fossile E.1 on behalf of
ITMO Study Group
1Fondazione IRCCS Istituto Nazionale Tumori, Milan, Italy;
2Ospedale San Francesco di Paola, Paola (CS); 3Azienda
Ospedaliera Carlo Poma, Mantova; 4Ospedale Misericordia e
Dolce, Prato; 5Policlinico Universitario A. Gemelli, Roma;
6Ospedale Sacro Cuore Don Calabria, Negrar; 7Ospedale di
Saronno; 8ASL 21 Ospedale Mater Salutis, Legnago; 9Azienda
Ospedaliera Vittorio Emanuele II, Catania; 10Ospedale Ramazzi-
ni, Carpi; 11Ospedale S. Chiara, Pisa, 12Roche S.p.A., Monza

Capecitabine, irinotecan and bevacizumab (BEV) are active
agents in the treatment of mCRC. Conventional chemotherapy
(CT) has shown an anti-angiogenic effect when administered con-
tinuously by low doses with no interruptions so adding anti VEGF
agent increases this effect. Here we describe open label, multicen-
ter, phase II study randomizing pts to receive: capecitabine 1000
mg/m2 bid days 2→15 + irinotecan 240 mg/m2 day 1+ BEV 7.5
mg/kg day 1 q3w (arm A), or capecitabine 1250 mg/m2 bid days
1→14 + BEV 7.5 mg/kg day 1 q3w (arm B) or capecitabine 650
mg/m2 bid continuously + BEV 7.5 mg/kg day 1 q3w (arm C). Pts
in arm A or B received up to 6 cycles, and in case of OR or SD
were treated with BEV alone until PD. Pts in arm C received both
drugs until PD. The primary objective was to demonstrate non-in-
feriority between the three regimens in terms of progression free
survival (PFS). Secondary objectives were to evaluate the safety
profile, response rate, response duration, time to treatment failure,
and overall survival. From 6/2005 to 6/2007, a total of 306 pts were
randomized by 45 Italian Centers, arm A:101, arm B: 102 and arm
C:103 (median age: 62, 61 and 61 yrs respectively, of whom 77, 75
and 78% were <70 yrs). PS 0-1 was recorded in the 84, 93 and
83% of pts. Fifty-four, 53 and 66% of pts resulted metastatic or lo-
cally advanced at the diagnosis. Only liver or pulmonary disease
was recorded in 42, 38 and 39% of pts. After a median follow-up of
about 20 months, PFS was 8.5, 7.8 and 7.1 months resp ectively.
ORR was 46%, 30% and 31%. Most common grade 3/4 side ef-
fects were neutropenia (A: 51% - B: 2%); diarrhoea (A: 45% - B:
8% - C: 13%) and HFS (A: 4% - B: 42% - C: 57%).

Conclusions. The overall data show the efficacy of
capecitabine + BEV regimens mainly when irinotecan is included.

(Data management by Italian Trials in Medical Oncology (IT-
MO) scientific service.

A2* FINALRESULTS OF PHASE II STUDYWITH
PANITUMUMAB, OXALIPLATIN, 5-FLUOROURACIL
AND CONCURRENT RADIOTHERAPY IN HIGH-RISK
LOCALLYADVANCED RECTALCANCER PATIENTS
(STARPAN/STAR-02 STUDY)

Pinto C.1, Di Fabio F.1, Maiello E.2, Pini S.1, Latiano T.2,
Aschele C.3, Garufi C.4, Bochicchio A.5, Rosati G.6,

Aprile G.7, Pinotti G.8, Gennari A.9, Pucci F.10,
Giaquinta S.1, Monteforte M.11, Martoni A.A.1
1Medical Oncology, S. Orsola-Malpighi Hospital, Bologna, Italy;
2Medical Oncology, IRCCS Casa Sollievo della Sofferenza, San
Giovanni Rotondo (FG), Italy; 3Medical Oncology, Tumor Na-
tional Institute, Genoa, Italy; 4Medical Oncology, Regina Elena
Institute, Rome, Italy; 5Medical Oncology, CROB, Rio Nero in
Vulture (PZ), Italy; 6Medical Oncology, S. Carlo Hospital, Poten-
za, Italy; 7Medical Oncology, Misericordia Hospital, Udine,
Italy; 8Medical Oncology, Macchi Hospital, Varese, Italy; 9Med-
ical Oncology, Galliera Hospital, Genoa, Italy; 10Medical Oncol-
ogy, Maggiore Hospital, Parma, Italy; 11Oncology Department,
Mario Negri Institute, Milan, Italy

Background. The aim of this phase II study was to assess the
activity of preoperative external radiotherapy combined with
panitumumab, oxaliplatin and 5-fluorouracil in locally advanced
rectal cancer patients (pts).

Materials and methods. Pts entering the study had histologi-
cally-proven rectal adenocarcinoma, cT3N+ or cT4N-/+ stage,
with location <12 cm from the anal margin. Panitumumab was
administered at a dose of 6 mg/kg IV, 2 weeks before the start of
chemoradiotherapy, and then in combination with chemoradio-
therapy, 3 times every 2 weeks. 5-fluorouracil and oxaliplatin
were administered according to the established STAR-01 Study
schedule (oxaliplatin 60 mg/m2 IV weekly, six times, 1 h after the
panitumumab infusion, and 5-fluorouracil 225 mg/m2/day contin-
uous infusion IV days 1-38). Radiotherapy was delivered at a
dose of 50.4 Gy in daily fractions of 1.8 Gy. Rectal surgery was
performed 7-8 weeks after the end of neoadjuvant treatment.
Eight courses of adjuvant chemotherapy with FOLFOX4 plus
panitumumab at the dose of 6 mg/kg, every 2 weeks, were given
post-surgery. The primary endpoint was a complete pathological
response rate (ypT0N0) (Fleming’s single-stage design rejected
the null hypothesis ypT0N0 ≤ 24%).

Results. Sixty eligible pts were enrolled from February 2007
to October 2009. Pt characteristics were males 40 (66.7%), fe-
males 20 (33.3%); median age 59 (37-73); clinical stage: T3
71.7%, T4 20.8%, Tx 7.5%, N- 15.7%, N+ 76.5%, Nx 7.8%. Five
pts did not undergo surgery: 2 pts for disease progression during
the neoadjuvant treatment, 1 pt died for toxicity (diarrhea) corre-
lated to treatment, and 2 pts for refusal. Fifty-five (91.7%) pts
underwent surgery and were evaluable for pathological response.
Pathological complete response (ypT0N0) was 21.1% (95% CI,
10.4 to 31.6%) observed in 12/57 pts (55 resected + 2 progres-
sion disease pts). Pathological downstaging occurred in 33/57 pts
(57.9%). Grade 3-4 toxicity during neoadjuvant treatment was di-
arrhea 40.0%, cutaneous toxicity 23.7%, nausea 5.1%, asthenia
3.4%, anorexia 3.4%, neutropenia 1.7%, vomiting 1.7%.

Conclusions. The primary endpoint is not reached in the
Starpan Study. However, in this study the addition of panitu-
mumab to 5-fluorouracil/oxaliplatin chemoradiotherapy showed
a higher pathological complete response rate in comparison to the
results of other previous neoadjuvant rectal cancer clinical trials
based on anti-EGFR monoclonal antibodies. This panitumumab
combination treatment is associated with high incidence of grade
3-4 diarrhea.

A3* EFFICACYOFOXALIPLATIN-BASED
CHEMOTHERAPY IN METASTATIC COLORECTAL
CANCERACCORDING TO KRAS MUTATIONAL
STATUS
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Strippoli A.*, Basso M.*, Orlandi A.*, Martini M.§,
Galiano A.*, Quaranta A.*, Di Lascio S.*, Signorelli D.*,
Cassano A.*, Barone C.*
*Medical Oncology, §Institute of Pathological Anatomy, Catholic
University of the Sacred Heart, Rome, Italy

Background. Activating mutations of KRAS oncogene are an
established predictive biomarker of resistance to anti-EGFR ther-
apies in advanced colorectal cancer. Other authors demonstrated
that overall survival of oxaliplatin/5FU and irinotecan/5FU-treat-
ed patients was not affected by KRAS mutational status. Howev-
er, it is well known that the combination of an anti-EGFR therapy
with oxaliplatin (and not with irinotecan) causes a significant
worse outcome in mutated KRAS patients. We are supposing that
KRAS mutational status could also affect response to oxaliplatin.

Patients and methods. We performed a retrospective analysis
of 76 patients with metastatic colorectal cancer, in which KRAS
mutational status (codon 12, 13, 14, 21 and 23) was determined
in the view of an anti-EGFR therapy. All patients received an ox-
aliplatin/5FU regimen (FOLFOX-6 schedule) and an irinote-
can/5FU regimen (FOLFIRI schedule) ± bevacizumab, in first or
second line therapy. We retrospective analyzed the efficacy of the
FOLFOX-6 schedule in terms of response rate and progression
free survival; then, we compared these parameters of effective-
ness according to KRAS status. Person chi-square and log-rank
test were respectively used to determine statistical sygnificance.

Results. All patients were in excellent conditions. Perfor-
mance Status (ECOG) was 0 in all patients. Among 76 patients,
34 (45%) were KRAS wild-type (wtKRAS) and 42 (55%) were
KRAS mutated (mKRAS). Median age was 64 years for
wtKRAS and 62 years for mKRAS. Most patients were male,
both in wtKRAS population 22 (65%) and in the mutated one 24
(69%). Considering wtKRAS population, 16 patients received
FOLFOX as first-line therapy and 18 patients as second-line
treatment. In the mKRAS patients, 25 received FOLFOX as
front-line and 17 as second-line. One Complete Response (CR), 6
Partial Response (PR), 16 Stable Disease (SD) and 11 Progres-
sion Disease (PD) were observed in the wtKRAS group. One
Complete Response (CR), 26 Partial Response (PR), 8 Stable
Disease (SD) and 7 Progression Disease (PD) were observed in
the mKRAS group. CR+PR were 7 in wtKRAS (21%) and 27 in
mKRAS (64%), with a statistical significant difference in favour
of mutated KRAS patients (p 0.003). CR+PR were 4 in wtKRAS
(25%) and 19 in mKRAS (76%), in first-line with FOLFOX-6
schedule, with a statistical significant difference in favour of mu-
tated KRAS patients (p = 0.006). CR+PR were 3 in wtKRAS and
8 in mKRAS, in second-line with FOLFOX-6 schedule, without
a statistical significant difference. Median progression free sur-
vival (PFS) was 8 mts in wtKRAS and 10 mts in mKRAS (p =
0.024), comprehensive of front-line and second-line treated pa-
tients. PFS was 6.8 mts in wtKRAS and 10.7 mts in mKRAS (p
0.013), in first-line. PFS was 8 mts in wtKRAS and 7.9 mts in
mKRAS, in second-line without a statistical significant differ-
ence.

Discussion. Our data, if confirmed in larger series and in a
prospective setting, suggest that activating mutation of KRAS
oncogene could be a predictive biomarker of response to oxali-
platin. Evaluation of molecular pathways, involved in oxaliplatin
metabolism and potentially interfering with KRAS, is ongoing.

A4* STATIN USEAND RISK OF COLON CANCER:
A POPULATION STUDY

Capitani M.1, Fanizza C.2, Di Ienno S.1, Scurti V.2,
DʼEttorre A.3, Castorino N.1, Belfiglio M.1

Dipartimento di Farmacologia Clinica ed Epidemiologia, 1Labo-
ratorio di Epidemiologia Clinica dei Tumori, 2Laboratorio di
Farmacoepidemiologia, 3Unità dei Sistemi Informatici, Con-
sorzio Mario Negri Sud, Santa Maria Imbaro, Chieti

Background. Statins are lipid-lowering drugs widely exploit-
ed in prevention and treatment of cardiovascular events. A large
body of evidence showed pleiotropic effects of statins, indepen-
dently of cholesterol reduction, resulting either in protective or
neutral effects in the incidence of several tumours. With regard to
recent data supporting a protective effect of statins on colorectal
cancer, we studied whether statin medications are associated with
a reduced risk of colon cancer using record-linkage of health care
administrative databases.

Methods. We conducted a population-based study by record-
linkage of different health databases (2002-2008), including hospi-
tal discharges (SDO), pharmaceutical prescriptions (PF) and ana-
graphic archives. Patients aged 45 or more were included in this
study. Statin medication users, identified from PF (ATC7 code
C10AA), were defined as patients with at least 3 annual prescrip-
tions and with a chronic use during the observation time. For each
case, the date of first diagnosis of colon cancer was identified from
SDO (ICD9-CM code 153) and only incident cases were consid-
ered. Logistic regression analyses, adjusted for age, sex and Charl-
son comorbidity index, were performed to estimate the association
between statin medications and the incidence of colon cancer.

Results. A total of 1,722,676 patients, including 1-2 years
statin users (7.5%), 3 or more years statin users (10.1%) and non-
users (82.4%) were selected. The population was composed of
45.3% males and 54.7% females with the following age groups:
45-64 (57%), 65-84 (37.3%) and 85 or more years old (5.7%).
Compared to non-users, the odds ratio for colon cancer adjusted
for age, sex and comorbidities (Charlson index) was 0.86 (95%
CI, 0.81-0.91) in 1-2 years statin-users and 0.56 (95% CI, 0.53-
0.60) in 3 or more years statin-users.

Conclusions. Our findings suggest that statin use might be as-
sociated with a reduced risk of colon cancer. Colon cancer
chemoprevention was further enhanced with increasing time of
statin exposure.

A5* THE ROLE OFHER-3 EXPRESSION IN THE
PREDICTION OF CLINICALOUTCOME FOR
ADVANCED COLORECTALCANCER PATIENTS
RECEIVING IRINOTECAN-CETUXIMAB

Scartozzi M.1, Mandolesi A.2, Giampieri R.3, Bittoni A.3,
Pierantoni C.1, Zaniboni A.4, Galizia E.5, Giustini L.6,
Silva R.R.5, Bisonni R.6, Berardi R.1, Biscotti T.2,
Biagetti S.2, Bearzi I.2, Cascinu S.1
1Clinica di Oncologia Medica, AO Ospedali Riuniti-Università Po-
litecnica delle Marche, Ancona, Italy; 2Anatomia Patologica,
3Scuola di Specializzazione in oncologia, Università Politecnica
delle Marche, Ancona, Italy; 4Oncologia Medica, Fondazione Po-
liambulanza, Brescia, Italy; 5Oncologia Medica, Ospedale Profili,
Fabriano, Italy; 6Oncologia Medica, Ospedale di Fermo, Italy

Pre-clinical data suggested that in presence of HER-3 altered
activation colorectal cancer may escape anti-EGFR mediated cell
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death. HER-3 over-expression may then represent a key factor
for resistance to anti-EGFR antibodies in colorectal cancer. Aim
of our analysis was to investigate the correlation between HER-3
and clinical outcome in K-RAS wild type advanced colorectal
cancer receiving cetuximab and irinotecan.

We retrospectively analyzed immunoreactivity for HER-3 in
K-RAS wild type advanced colorectal cancer patients receiving
irinotecan-cetuximab.

Eighty-four patients were available for HER-3 analysis. Forty
patients showed HER-3 negative colorectal tumor, whereas the
remaining 44 cases were deemed HER-3 positive. In HER-3 neg-
ative and HER-3 positive tumors we observed a partial response
in 17 (42%) and 8 (18%) patients respectively (p = 0.04). Pro-
gressive disease was obtained in 11 (35%) and 26 (53%) patients
with respectively HER-3 negative and positive tumor (p =
0.007). No differences were observed for stable disease. Median
PFS was 6.3 months in patients showing HER-3 negative tumors
and 2.8 months for those who had HER-3 over-expressing tu-
mors (p <0.0001). Median overall survival was 13.6 months in
patients showing HER-3 negative tumors and 10.5 months for
those who had HER-3 expressing tumors (p = 0.01) (Table 1).

HER-3 proved to be a predictive factor for clinical outcome in
K-RAS wild type colorectal cancer receiving cetuximab. Com-
bined HER-3 and K-RAS analysis may represent an effective
strategy for a better selection of responding colorectal tumors
Table 1- Patients characteristics and HER-3 results

Whole HER-3 HER-3 p value
group negative positive

(n = 84) (n = 40, 48%) (n = 44, 52%)

Age (range) 64 (36-80) 65 (38-78) 64 (36-80)
Previous lines
of treatment
1 9 (11%) 4 (10%) 5 (11%)
2-3 75 (89%) 36 (90%) 39 (89%)

Response rate
PR 25 (30%) 17 (42%) 8 (18%) 0.04
SD 22 (26%) 9 (22%) 13 (29%)
PD 37 (44%) 11 (35%) 26 (53%) 0.007

Median PFS (months) 3.2 6.3 2.8 <0.0001
Median OS (months) 11.3 13.6 10.5 0.01

A6* EARLYMAGNESIUMMODIFICATIONSASA
SURROGATE MARKERS OF EFFICACYOF
CETUXIMAB BASEDANTICANCER TREATMENT IN
ADVANCED COLORECTALCANCER PATIENTS

Vincenzi B.1, Galluzzo S.1, Santini D.1, Rocci L.1,
Loupakis F.3, Correale P.4, Addeo R.5, Zoccoli A.1,
Graziano F.6, Ruzzo A.7, Del Prete S.5, Falcone A.3,
Francini G.4, Dicuonzo G.2, Tonini G.1
1Oncologia Medica, 2Laboratorio di Medicina, Università Cam-
pus Bio-Medico, Roma, Italia; 3U.O. Oncologia Medica, Istituto
Toscano Tumori di Livorno; 4Oncologia Medica, Università di
Siena, Siena, Italia; 5Oncologia Medica, Ospedale S. Giovanni di
Dio, Napoli, Italia; 6Oncologia Medica, Ospedale di Pesaro, Pe-
saro, Italia; 7Biochimica e Biologia Molecolare “G. Fornaini”,
Università di Urbino, Urbino, Italia

Background. KRAS wild-type mutational status is necessary
but not sufficient to get benefit from EGFR inhibition. Predictive
markers are currently being evaluated including other EGFR
downstream pathways and EGFR ligands. In the present study
we investigated early hypomagnesemia as a predictor of efficacy
and outcome in terms of TTP and OS in a selected cohort of pa-

tients affected by advanced colorectal adenocarcinoma KRAS
wild-type cetuximab-treated.

Methods. 143 patients affected by stage IV and histologically
confirmed colorectal adenocarcinoma KRAS wild-type receiving
cetuximab + irinotecan as third-line anticancer treatment and re-
sistant to oxaliplatin- and irinotecan-based chemotherapy were
included. Magnesium plasma levels were measured before and
the 1st, 7, 14, 21, 28 days after cetuximab + irinotecan infusion.

Results. The median magnesium basal value showed a statisti-
cally significant decrease after the start of cetuximab plus irinote-
can anticancer treatment (at 28 days, p <0.0001). Patients with an
early decrease of magnesium levels >50% compared to the basal
level had a higher tumor response rate (55.8% vs 16.7%, p
<0.0001), a longer TTP (6.3 vs 3.6, p <0.0001) and a longer me-
dian OS (11.0 vs 8.1, p = 0.002).

Conclusions. We have shown that early hypomagnesemia
could be a predictor of efficacy and outcome in those patients
harboring a wild type KRAS status treated with cetuximab +
irinotecan. Magnesium circulating level is an easy and economi-
cally inexpensive biomarker to routinely and serially be detected
in patients cetuximab-treated.

A7 CIRCULATINGAMPHIREGULIN (AR) PLASMA
LEVELSAS SURROGATE PHARMACODYNAMIC
MARKERS OF EGFR INHIBITIONWITH CETUXIMAB
IN METASTATIC COLORECTALCANCER (MCRC)
PATIENTS

Loupakis F.1,2, Cremolini C.1, Fioravanti A.3, Lupi C.4,
Ferrarini I.1, Orlandi P.3, Sensi E.4, Canu B.3, Salvatore L.1,
Schirripa M.1, Fornaro L.1, Di Desidero T.3, Baldi G.1,
Giannini R.4, Masi G.1,2, Basolo F.4, Fontanini G.4,
Danesi R.3, Bocci G.3, Falcone A.1,2

1U.O. Oncologia Medica 2 Universitaria, Azienda Ospedaliero-
Universitaria Pisana, Pisa, Italy; 2Divisione di Oncologia Medi-
ca, Dipartimento di Oncologia, dei Trapianti e delle Nuove Tec-
nologie in Medicina, Università di Pisa, Italy; 3Divisione di Far-
macologia e Chemioterapia, Dipartimento di Medicina Interna,
Università di Pisa, Italy; 4Divisione di Anatomia Patologica, Di-
partimento di Chirurgia, Università di Pisa, Italy

Background. In vitro and in vivo studies have demonstrated a
significant modulation of EGFR endogenous ligand levels by ce-
tuximab administration. It has been suggested that such modifica-
tions might be related with clinical benefit from anti-EGFRs in
mCRC patients.

Method. Plasma concentrations of AR were assessed by
ELISA in a cohort of 45 chemorefractory mCRC patients, treated
with biweekly cetuximab plus irinotecan. Plasma levels were
measured before (day1) and one hour after the first administra-
tion of cetuximab (day1-1hr).

Results. Seven out of 34 (21%) KRAS wild-type patients re-
sponded. Among KRAS wild-type patients, AR levels rapidly in-
creased after the first administration of cetuximab (day1-1hr vs
day1: p <0.01). A significantly higher increase in AR levels was
observed among unresponsive patients (2.3% vs 53.4%; t-test: p
= 0.025). Increasing AR day1-1hr levels were related to shorter
PFS (HR:1.006 [95% CI: 1.000 -1.012]; p = 0.058) and OS
(HR:1.010 [95% CI: 1.003-1.018]; p = 0.0063). Similarly, among
KRAS and BRAF wild-type patients (N = 27), a higher increase
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was observed among unresponsive patients (0% vs 44.6%; t-test:
p = 0.066) and increasing AR day1-1hr levels were related to
shorter PFS (HR:1.025 [95% CI: 1.002-1.048]; p = 0.035) and
OS (HR: 1.029 [95% CI: 1.004-1.053]; p = 0.020). To di-
chotomize AR day1-1hr variable, we identified, by means of
ROC curve, a cut-off value of 42 pg/ml (sensitivity: 84%, speci-
ficity: 64%). Among KRAS wild-type patients, “1hr-AR high”
patients were less likely to respond (RR: 6% vs 36%; p = 0.067)
and had shorter PFS (HR:2.25 [95% CI: 1.04-4.87], p = 0.040)
and OS (HR:2.28 [95% CI: 1.02-4.83], p = 0.045). Similarly,
among KRAS and BRAF wild-type patients, “1hr-AR high” pa-
tients were less likely to respond (RR: 0% vs 42%, p = 0.015)
and had shorter PFS (HR:2.45 [95% CI: 1.26-8.02], p = 0.014)
and OS (HR:2.52 [95% CI: 1.24-8.37], p = 0.017).

Conclusions. The administration of cetuximab rapidly modi-
fies circulating levels of AR. This variation might represent an
early biomarker of tumour resistance to EGFR blockade. Such
findings may better elucidate the pharmacodynamic effects of
EGFR inhibition by monoclonal antibodies in mCRC patients
and lay the foundations for innovative therapeutic approaches, to
overcome mechanisms of intrinsic and acquired resistance.

A8 BEVACIZUMAB (BV) IN COMBINATIONWITH
FOLFOXIRI COMPARED TO BV PLUS FOLFIRI AS
FIRST-LINE TREATMENT OFMETASTATIC
COLORECTALCANCER (MCRC): PRELIMINARY
SAFETY RESULTS OFTHE TRIBE STUDY BYTHE
GRUPPO ONCOLOGICO NORD-OVEST (GONO)

Masi G.1, Loupakis F.1, Frustaci S.2, Tuzi A.3, Tomasello
G.4, Ricasoli M.5, Banzi M.6, Ricci V.7, Sonaglio C.8, Racca
P.9, Zaniboni A.10, Cupini S.11, Vitello S.12, Tonini G.13,
Dargenio F.14, Allegrini G.15, Andreuccetti M.16, Boni L.16,
Falcone A.1
1Azienda Ospedaliero-Universitaria, Pisa; 2Centro Riferimento
Oncologico, Aviano; 3Policlinico Umberto I, Roma; 4Istituti
Ospedalieri, Cremona; 5Ospedale della Versilia; 6Ospedale S.
Maria Nuova, Reggio Emilia; 7Istituto San Raffaele, Milano;
8Istituto Nazionale Tumori, Genova; 9Azienda Sanitaria Le Moli-
nette, Torino; 10Casa di Cura Poliambulanza, Brescia; 11Ospeda-
le Civile, Livorno; 12Ospedale S. Elia, Caltanissetta; 13Campus
Biomedico, Roma; 14Ospedale di Piombino, 15Ospedale Lotti,
Pontedera; 16CCSC Istituto Toscano Tumori

Background. The triple drug combination FOLFOXIRI
demonstrated increased activity and efficacy over FOLFIRI in a
randomized trial (Falcone, JCO’07). The combination of FOL-
FOXIRI plus BV demonstrated promising results in phase II trials.

Methods. TRIBE is a multicenter, randomized, Italian trial. CRC
patients (pts) with metastatic disease deemed unresectable were
randomized to receive in first-line BV in combination with
FOLFIRI (arm A) or with FOLFOXIRI (arm B) for a maximum of
6 months (induction treatment). In both arms a maintenance treat-
ment with BV and fluoropyrimidines were scheduled. Primary end-
point is progression free survival and the planned accrual is 450 pts.

Results. The trial is ongoing. We present the safety analysis of
the first 150 randomized pts. Patients characteristics are (arm A/arm
B): number 74/76, male gender 51%/59%, median age 59/58 years,
ECOG PS = 0 89%/87%, primary rectal 31%/28%, primary on site
26%/22%, multiple sites of metastases 77%/66%. Administered cy-
cles were: arm A 714 (median 12), arm B 724 (median 11). Main
grade 3-4 observed toxicities are reported in the Table. For arm A

and arm B respectively Serious Adverse Events occurred in 15%
and 20% of pts and, based on investigator judgment, possibly treat-
ment-related deaths occurred in 3 pts (4%) [2 pulmonary embolism,
1 stroke] and 2 pts (3%) [1 GI bleeding, 1 sepsis].

Conclusions. These preliminary results demonstrate that both
treatment arms are safe and feasible, side-effects occur with the
expected incidence and there were not unexpected toxicities.

Arm A Arm B
(FOLFIRI + BV) (FOLFOXIRI + BV)

NCI-CTC 3.0 grade 3-4 N % N %

Vomiting 0 0% 4 5%
Diarrhea 6 8% 15 20%
Stomatitis 4 5% 7 9%
Neutropenia 10 14% 36 47%
Febrile neutropenia 3 4% 5 7%
Neurotoxicity (grade 2-3) NA NA 17 22%
Asthenia 6 8% 5 7%
Hypertension 1 1% 1 1%
Bleeding 0 0% 2 3%
Venous thrombosis 6 8% 7 9%
Arterial thrombosis 1 1% 2 3%
GI perforation 0 0% 1 1%

A9 EFFECT OFKRAS- RARE MUTATIONS ON THE
TREATMENT OF COLORECTALCANCER IN
ADVANCED STAGEWITH CETUXIMAB

Milani G.*, Ferrario S.#, Fasola C.#, Cattaneo M.T.#,
Piazza E.#, De Troia B.#, Colia V.#, Maucieri A.#,
Clementi E.*, Tonello C.*
*U.O. Farmacologia Clinica, #U.O. Oncologia Medica, Azienda
Ospedaliera-Polo Universitario L. Sacco, Milano

KRAS codon 12 and 13 activating mutations are widely recog-
nised as predictors of resistance to the treatment with anti-EGFR
monoclonal antibodies (Cetuximab) in metastatic colorectal can-
cer (mCRC) patients (Karapetis et al, 2008; Amado et al, 2008).

However, a significant percentage of KRAS wild-type patients
doesn’t respond to therapy and shows a progression of the dis-
ease. Based on retrospectively studies, the European Medicine
Agency has restricted the Cetuximab use to the KRAS 12 and 13
wild-type patients.

A recent study has also found a correlation between BRAF
V600E mutation and Cetuximab resistance (Di Nicolantonio et
al, 2008).

Moreover additional KRAS-activating mutations, involving
codons 61 and 146, are further responsible for the pharmacologi-
cal resistance to Cetuximab.

We evaluated 39 mCRC patients for KRAS codons 12 and 13
mutations with Pyrosequencing: 28 of them were wild-type. They
were categorised in two groups: 20 people were responders or
showed a stable disease (71%, 1st group); 5 people were non-re-
sponders (18%, 2nd group) and 1 person unfortunately died. Then
we screened patients for codons 61 and 146 mutations: in the 1st
group none of the patient carried any mutation and progression-
free survival (PFS) was 5.4 months. Instead, there were 1 KRAS
61- mutated patient and 1 KRAS 146- mutated patient in the 2nd
group; PFS was 2.2 months.

In conclusion, codon 61 and 146 KRAS mutation testing
should be part of routine standard to select patients for therapy
with Cetuximab; this selection tool should reduce unnecessary
toxicities and costs.
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A10 ONCOSUPPRESSOR METHYLATION: A POSSIBLE
KEYROLE IN COLONMETASTATIC PROGRESSION

Silvestris N., Pinto R., Petriella D., Danza K., Zito F.A.,
Pilato B., Lacalamita R., Galetta D., Colucci G.,
Paradiso A., Tommasi S.
National Cancer Centre, Bari, Italy

Liver metastasis is a common event and the major cause of
death in colorectal carcinoma (CRC) patients. We investigated
events occurring in the process of metastasis analyzing tumor
suppressor methylation and K-RAS/BRAF status in primary
CRC and in the corresponding liver metastasis.

Primary tumor and liver metastatic tissues of 75 patients af-
fected by mCRC have been characterized for promoter methyla-
tion of p16, RASSF1A and RAR beta suppressor genes by Quan-
titative Methylation Specific PCR (QMSP). Moreover, all cases
were analyzed for K-RAS (codons 12 and 13) and BRAF (codon
600) mutations.

RAR beta, RASSF1A and p16 genes resulted methylated in
82%, 34.7% and 25.3% of primary tumors respectively. Interest-
ingly, RASSF1A and p16 resulted significantly more frequently
methylated in liver metastasis than in primary site (p = 0.015 and
p <0.01, respectively). On the contrary, RAR beta methylation
percentage was significantly lower in metastasis with respect to
primary site (p = 1.2x10-6).

As regards methylation content, RASSF1A methylation status
is significantly higher in liver metastasis with respect to primary
tumor (Wilcoxcon p = 0.000) underlying the role of this gene in
liver metastatic progression.

In our series K-RAS resulted mutated in 39% and BRAF in
2% of cases. An identical K-RAS/BRAF mutational status was
found both in primary and in metastatic sites. The 2 genes alter-
ations also resulted mutually exclusive. Both methylation fre-
quency and level seem to be unrelated to gene mutation, apart for
RASSF1A (20% of RASSF1A methylated cases are also K-RAS
mutated, p = 0.05). Accordingly to what reported in the previous
literature, RASSF1A promoter hypermethylation occurs domi-
nantly in tumors with K-RAS wild type, even if the quantity of
methylation is lower. On the contrary, K-RAS mutations, particu-
larly G12D and G13D, were associated to high methylation level
of RASSF1A gene stressing the function of this gene in strength-
ening the apoptotic role of K-RAS in primary site.

These evidences underlie epigenetic differences between pri-
mary tumors and metastasis, supporting the role of oncosuppres-
sor methylation in facilitating metastatic progression.

A11 RADIOFREQUENCYABLATION OF LIVER
METASTASES FROM COLON-RECTALCANCER:
A SINGLE INSTITUTE EXPERIENCE

Buonadonna A., Tommasi L.G., Torrisi E., Talamini R.,
Frustaci S.
Centro Riferimento Oncologico, Aviano (PN)

Purpose. This is a retrospective study that examines the effi-
cacy and utility of local radiofrequency ablation (RFA) in man-
agement of hepatic metastases from colon-rectal cancer (CRC).

Materials and methods. From 3/05 to 6/09, 34 patients (pts),
17 men, 17 women, with a total of 70 liver metastases of CRC
were treated with echografic-guided RFA. The median age of pts

was 67 years (range 40-81). 30 of 34 pts had 1-, 3-, and 6- month
follow-up and 26/34 had a 12-month follow-up. The 1-month FU
demonstrated total necrosis (referred as the absence of lesion vas-
cularity in contrast enhanced CT scan and cyst-like appearance of
the lesion) in 43/70 lesions (60%) and partial necrosis (referred
as residual enhancing viable tumor in contrast enhanced CT scan)
in 11/70 (16%). The 6-month FU revealed new liver mts in 15/34
pts (44%) and extra-hepatic disease in other 4/34 cases (12%).
The remaining 16/34 (47%) pts were “free” of disease.

Results. The overall median survival (from the time of initial
diagnosis of all 34 pts was 58.5 months. Patients survival time
(from the time of the first RFA session) ranged from 2 to 54
months, with estimated median survival of 24 months. The over-
all survival rate at 1-2-3 years was respectively of 75.8%, 54.5%,
and 29.1%. In a total of 45 RFA sessions, none of our pts devel-
oped major complications; 10 pts had grade 2, 3 pts grade 3
(overall 29%) asymptomatic hepatic toxicity. Five (8%) pts com-
plained of mild pain at the ablation site requiring analgesic treat-
ment, and 3 (10%) had fever (up to 38°C) for one day. No extra-
hepatic seeding occurred due to RFA treatment.

Conclusion. Our study revealed that RFA appears to be an ef-
fective, safe and relatively simple alternative procedure and may
join successfully a multitreatment protocol for this type of malig-
nancy. There is a need for more research to determine efficacy
and utility of RFA to increase local-recurrence-free, progression-
free as well as overall survival for pts with CRC.

A12 EXPLORATORYANALYSIS OF CIRCULATING
PRO- ANDANTI-ANGIOGENIC FACTORS IN
METASTATIC COLORECTALCANCER (MCRC)
PATIENTS, TREATEDWITH GONO-FOLFOXIRI PLUS
BEVACIZUMAB (BV)

Cremolini C.1,4, Loupakis F.1,2,4, Salvatore L.1,4,
Fioravanti A.3, Schirripa M.1,4, Orlandi P.3, Masi G.1,2,4,
Di Desidero T.3, Fornaro L.1,4, Canu B.3, Baldi G.1,4,
Stasi I.1,4, Ferrarini I.1,4, Ricco G.1,4, Danesi R.3,
Falcone A.1,2,4, Bocci G.3, 4

1U.O. Oncologia Medica 2 Universitaria, Azienda Ospedaliero-Uni-
versitaria Pisana, Pisa, Italy; 2Dipartimento di Oncologia, dei
Trapianti e delle Nuove Tecnologie in Medicina, 3Divisione di Far-
macologia e Chemioterapia, Dipartimento di Medicina Interna, Uni-
versità di Pisa, Pisa, Italy; 4Istituto Toscano Tumori (ITT), Pisa, Italy

Background. The combination of the anti-VEGF BV with cy-
totoxic drugs is an efficacious strategy in mCRC. It has been hy-
pothesized that the trend over time of circulating levels of pro-
and anti-angiogenic factors might help to predict treatment effi-
cacy and to disclose mechanisms of acquired resistance.

Methods. Plasma levels of VEGF, Placental Growth Factor
(PlGF), soluble VEGF Receptor 2 (sVEGFR2) and Throm-
bospondin-1 (TSP-1) were assessed by ELISA assay, in a cohort
of 25 patients enrolled in a phase II trial of first-line GONO-
FOLFOXIRI plus BV. Plasma samples were collected at baseline
(d1), immediately before the second (d15), the fifth (d57) and the
twelfth (d155) cycle of therapy and/or at the time of radiographic
progression (PD). VEGF levels were measured after immunode-
pletion. Comparisons were made by the two-sided, nonparamet-
ric Wilcoxon paired test.

Results. Treatment with GONO-FOLFOXIRI plus BV pro-
duced a reduction in plasma VEGF (d15 vs d1: p = 0.016).
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VEGF variation was independent of baseline levels (correlation
coefficient: 0.105; p = 0.617). VEGF levels remained lower than
at baseline also at d57 (d57 vs d1; p = 0.002), at d155 (d155 vs
d1; p = 0.001) and at the time of PD (PD vs day1: p <0.0001).
PlGF levels increased at d57 (d57 vs d1: p <0.001) and at d155
(d155 vs d1: p = 0.019), compared to baseline; a decrease was
observed at the time of PD (PD vs d155: p = 0.049). sVEGFR2
increased at the time of PD, compared to baseline, with a trend
towards significance (PD vs day1: p = 0.083). TSP-1 significant-
ly increased at the time of PD, compared to d155 (PD vs d155: p
= 0.049).

Conclusions. The treatment with the triplet plus BV modu-
lates circulating angiogenic markers, with a relevant effect on
VEGF and PlGF levels. The characterization of the angiogenic
profile of each patient might be a new starting point to better in-
dividualize antiangiogenic treatment and to focus on innovative
therapeutic targets. The small sample size does not allow correla-
tions with clinical outcome. Wider analyses are currently ongo-
ing.

A13 KRASAND BRAFMUTATIONAL STATUSAND
CMET, IGF1RAND PTEN EXPRESSIONAS
PREDICTIVE MARKERS OF RESPONSE TO
CETUXIMAB PLUS CHEMOTHERAPY IN METASTATIC
COLORECTALCANCER (MCRC)

Di Salvatore M.*, Astone A.*, Inno A.*, Orlandi A.*,
Martini M.§, Nazzicone G.*, Ferraro D.*, Cassano A.*,
Larocca L.M.§, Barone C.*
*Medical Oncology, §Institute of Pathological Anatomy, Catholic
University of Sacred Heart, Rome, Italy

Background. KRAS and BRAF mutations are associated with
resistance to cetuximab in mCRC. Reduced PTEN expression or
cMET and IGF1R overexpression could represent further mecha-
nisms of resistance to EGFR-blockade.

Methods. We retrospectively correlated KRAS and BRAF
mutational status and PTEN, cMET and IGF1R expression with
the outcome of 74 patients (pts) treated with cetuximab based-
regimen in first or in further line therapy.

Results. 26/74 (35.1%) pts were KRAS mutated; 46 of 48
KRAS wild-type pts were evaluated for BRAF and 2 mutations
(2.7%) were found. Reduced PTEN expression was found in 10
(13.5%) while an overexpression of cMET and IGF1R was found
in 51 (68.9%) and in 42 (56.8%) pts. Response rate (RR), pro-
gression-free survival (PFS) and overall survival (OS) in KRAS
or BRAF mutated and KRAS/BRAF wild-type pts were respec-
tively 3.6% and 32.6% (p = 0.003), 3 and 5.5 months (p = 0.027),
9 and 14 months (p = 0.023). Pts with low/normal cMET expres-
sion achieved a higher RR (29.4% vs14%, p = 0.164) with signif-
icantly longer PFS (5 vs. 3 months; p = 0.024) and OS (11 vs. 10
months; p = 0.05) than pts with a cMET overexpression. IGF1R
did not correlate with RR or PFS; interestingly, OS was signifi-
cantly longer in pts with IGF1R overexpression respect to those
with normal/low expression (17 vs 8 months; p = 0.011). No sig-
nificant difference was observed in terms of RR, PFS and OS ac-
cording to PTEN status.

Conclusions. KRAS/BRAF mutations are the strongest pre-
dictive marker of resistance to cetuximab in mCRC. PTEN ex-
pression was not associated with response to cetuximab. IGF1R
overexpression does not predict resistance to cetuximab but

seems to represent a favorable prognostic factor in mCRC. Inter-
stingly, cMET overexpression could represent a predictive mark-
er of resistance to cetuximab and a prognostic factor.

A14 EVALUATIONAT TWOYEARS OFAPHASE III
CLINICAL STUDYCOMPARING TRANS-ARTERIAL
CHEMOEMBOLIZATION (TACE) ADOPTING
POLYVINILALCOHOLMICROSPHERES (PAM) LOADED
WITH IRINOTECAN COMPARED TO FOLFIRI (CT) IN
METASTATIC LIVER FROM COLORECTAL
CARCINOMA (MCRC)

Fiorentini G.1, Aliberti C.2, Montagnani F.1, Tilli M.2,
Mambrini A.3, Benea G.2
1Oncology Unit, Nuovo Ospedale S.Giuseppe, Empoli, Istituto
Toscano Tumori, Italy; 2Department of Radiology, Delta Hospi-
tal, Ferrara, Italy; 3Department of Oncology, General City Hos-
pital, Carrara, Italy

Introduction. MCRC is one of the leading causes of cancer-
related death worldwide. In the majority of cases the systemic
widespread of this disease occur to the liver. Patients with liver
metastases (LM) have a severe prognosis with the 5-year survival
of 25% after radical resection, for not operable metastases the
survival is less than 5%. Surgery is feasible in a minority of pa-
tients and most of them received palliative chemotherapy. The
PAM are new embolic materials and shown to actively sequester
IRI from solution in a time dependent. DEBIRI (D) is a TACE
with selective PAM IRI preloaded embolization of the LM feed-
ing arteries. It is a feasible procedure (ASCO GI abs 356, Jan
2007; IN VIVO. 21, 6, 2007; ASCO GI abs 480, Jan 2008).
FOLFIRI is active for the treatment of MCRC. We planned this
phase III study to assess survival as primary endpoint with the
goal to increase median survival (MS) by 40% at 2-y (HR
=0.72). QoL, responses, progression free survival (PFS) and safe-
ty were secondary endpoints. MS results were adjusted for this
24 months analysis.

Methods. Between December 2006 and December 2008, 74
pts were randomized, 36 patients to D (DC Beads loaded with
IRI 200 mg total dose) and 39 to CT (IRI 180 mg/m2 on day 1
with LV 100 mg/m2 administered as a 2-hour infusion before FU
400 mg/m2 administered as an intravenous bolus injection, and
FU 600 mg/m2 as a 22-hour infusion on days 1 and 2). Four CT
patients refused, and one D patient had early progression. 72 cy-
cles of D were administered in 35 pts, with a relative dose inten-
sity of 99%, and 292 CT cycles were delivered to 35 pts with a
relative dose intensity of 90%.

Results. At a median follow-up of 24 months (18-36) we re-
ported: med survival = 38% (D) vs 18% (CT), response rate =
70% (D) vs 20% (CT), acute toxicity = 70% (D) vs 20% (CT),
late toxicity 20% (D) vs 80% (CT), QoL improvement = 65% (D)
vs 25% (CT), costs for each pt: 4,500 (D) vs 10,250 euro (CT).

Conclusions. D increased the 24-months med surv difference
of 20% compared to CT. D improved responses, performance sta-
tus and reduced costs. D reported higher immediate toxicity,
mainly fever, abdominal pain than CT. Late toxicity, mainly
leukopenia, anemia, diarrhoea, asthenia and alopecia, was more
common in CT. We conclude that D even if does not reach the
goal to increase MS by 40% at 2-y compared to CT is effective
and feasible. Long term results need to be adequately evaluated
comparing with palliative results of CT.
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A15 BIWEEKLYCOI (CAPECITABINE PLUS
OXALIPLATINAND IRINOTECAN) REGIMENAS
FIRST-LINE CHEMOTHERAPY INADVANCED
GASTRIC CANCER (AGC)

Fossile E., Celio L., Ferrario E., Pietrantonio F., Colonna V.,
Valente M., Vitali M., Bajetta E.
Medical Oncology Unit 2, Fondazione IRCCS “Istituto Naziona-
le dei Tumori”, Milan, Italy

We have previously reported that the COI regimen is an effec-
tive and well tolerated upfront treatment for colorectal cancer
(Ann Oncol 2007; 18:1810-16). Because this three-drug regimen
contains some newer cytotoxic agents commonly used in the
management of AGC, we decided to assess the activity and safety
of this regimen against gastric cancer.

Methods. COI (capecitabine 1000 mg/m2 twice daily on days
2 to 6; oxaliplatin 85 mg/m2 on day 2; and irinotecan 180 mg/m2

on day 1 of a biweekly schedule) was administered to patients
who had advanced disease, aged ≤75 years, and an ECOG perfor-
mance status of 0-1 either until they had evidence of progressive
disease or for a maximum of 8 cycles. Objective responses (RE-
CIST criteria) were assessed every 4 cycles.

Results. Forty-one patients (26 males and 15 females) who had
a median age of 60 years (range, 41-74 years) were eligible to re-
ceive COI. Six patients (14%) had locally advanced disease, and
16 patients (39%) retained primary gastric cancer. Main disease
sites included lymph nodes (43%), peritoneum (34%), and liver
(24%). Thirty-six patients were assessable for response and toxici-
ty. Five patients are still receiving chemotherapy before follow-up
response assessment. A complete response was observed in 5 pa-
tients, and a partial response in 9 patients (ORR 38.9%; 95% CI
23.1-56.5%). Stable disease occurred in 13 patients (36%). At pre-
sent, analysis of both median time to progression and survival is
pending. A total of 200 cycles were administered (median six cy-
cles; range, one to 8 cycles) in 36 assessable patients. The most
common severe toxicities were grade 3 diarrhea and nausea that
occurred in 32% and 25% of patients, respectively.

Conclusions. These preliminary data show that COI is an ac-
tive regimen with a manageable toxicity profile in fit patients
with AGC. A multi-institutional phase II study of COI-based bio-
chemotherapy has been planned in this setting.

A16 SHORT-TERM EFFECTS OF BEVACIZUMAB (BEV)
ON CIRCULATINGANGIOGENIC FACTORS IN
METASTATIC COLORECTALCANCER PTS (mCRC)

Martinetti A.1, Di Bartolomeo M.1, Dotti K.F.1,
Campiglio M.2, Sottotetti E.3, Gevorgian A.1, Fossile E.1,
Celio L.1, Buzzoni R.1, Bajetta E.1
1S.C. Medicina Oncologica 2, 2S.S. Bersagli Molecolari, 3S.C.
Chirurgia Generale Indirizzo Oncologico 1, Fondazione IRCCS
Istituto Nazionale dei Tumori, Milano, Italy

To test the efficacy in terms of progression free survival (PFS)
of three different BEV-containing first-line regimen on mCRC
pts, a multicenter randomized trial was conducted. This report
was planned to evaluate, in pts recruited in single institution, the
modulation of angiogenesis related molecules and to verify the

association with PFS. The treatment consisted of capecitabine
and irinotecan plus BEV (arm A); capecitabine plus BEV (arm
B); metronomic capecitabine plus BEV (arm C). Fifty pts, (M:29;
F:21), with median age 65 yrs (range 31-80) were randomized:
15 pts (arm A); 21 pts (arm B); 14 pts (arm C). Serum samples
for biomarker analysis were obtained at baseline, before first
three cycles and subsequently every 9 weeks until disease pro-
gression. Circulating levels of vascular endothelial growth factor
(VEGF), platelet derived growth factor isoforms AA and AB-BB
(PDGF-AA and PDGF-AB-BB) and stromal cell-derived growth
factor-1 (SDF-1) were analysed using the multiplex assay Bio-
Plex 2200 (Bio-Rad Laboratories). There is no relevant differ-
ence in PFS between all three treatment arms. Baseline VEGF
median values were 117.5 (arm A), 121.1 (arm B) and 188.1 (arm
C) pg/mL. Cycle 2 VEGF median values were 56.8 (arm A), 78.1
(arm B) and 93.1 (arm C) pg/mL. Baseline SDF-1 median values
were 87.7 (arm A), 87.5 (arm B) and 86.6 (arm C) pg/mL. Cycle
2 SDF-1 median values were 45.7 (arm A), 51.0 (arm B) and
46.9 (arm C) pg/mL. There is no significant modulation for
PDGF-AA and PDGF-AB-BB levels. Considering all pts, the
better PFS (8.9 months) was identified in pts (n = 35) with stable
or decreasing VEGF, whereas PFS of 6.3 months was identified
in pts (n = 15) with increasing VEGF levels. Biomarker modula-
tion is related to BEV activity independently of chemotherapy
regimen. BEV-induced changes in VEGF appeared to be different
in pts showing a better clinical benefit in terms of PFS.
Data management by Italian Trials in Medical Oncology (IT-

MO) scientific service.

A17 ACCURACYOF IMAGING PROCEDURES BEFORE
LIVER SURGERY IN PATIENTSWITH UPFRONT
COLORECTALLIVER METASTASES ORAFTER
CHEMOTHERAPY (ITALIAN PROMETEO STUDY)

Rojas Llimpe F.L.1, Di Fabio F.1, Ercolani G.2,
Giampalma E.3, Serra C.4, Castellucci P.5, Pini S.1,
Mutri V.1, Golfieri R.1, Martoni A.A.1, Pinto C.1
1Medical Oncology Unit, 2General and Liver Surgery Unit, 3Ra-
diology Unit, 4Medicine Unit, 5Nuclear Medicine Unit, S. Orsola-
Malpighi Hospital, Bologna, Italy

Background. The aim of the study was to define the specific
diagnostic accuracy of different imaging techniques in patients
with potentially resectable colorectal cancer liver metastasis
(CLMs) upfront or after neoadjuvant chemotherapy.

Methods. Consecutive CLMs patients referred to the Multi-
disciplinary Team of Bologna S. Orsola Malpighi Hospital per-
formed, in the 3-4 weeks prior to liver surgery, computed tomog-
raphy scan (CT), magnetic resonance (MR), 18F-FDG positron
emission tomography (PET) and liver contrast-enhanced ultra-
sonography (CEUS1). Liver contrast-enhanced ultrasonography
was also performed intra-operatively (CEUS2). All the imaging
tests were performed according to the standard operative proce-
dures. Every pathological lesion in surgical specimen was com-
pared with imaging data.

Results. From December 2007 to December 2009, forty-nine
out of 70 patients enrolled in the study underwent liver resection.
The patient characteristics were: 28M/29F; 30 (61%) synchro-
nous metastasis, 19 (39%) metachronous metastasis. Twenty-five
(51%) patients were submitted to surgery upfront (Group A) and
24 (49%) after neoadjuvant chemotherapy (Group B). Fifty-eight
liver lesions were resected in Group A (median number per pa-
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tient 1, range 1-7) and 94 in group B (median number per patient
2.5, range 1-15). Two lesions at pathological examination were
not CLMs (1 giant-cell reaction, 1 cholangiocarcinoma) in Group
A and 7 (1 hamartoma, 1 steatosis, 3 necrosis, 2 fibrosis) in
Group B.

CT % MR % PET % CEUS1 % CEUS2 %

Sensitivity
Group A 50/56 89 45/49 92 47/56 84 47/54 87 50/51 98
Group B 67/87 77 75/84 89 32/78 41 68/85 80 83/87 95
Positive predictive value
Group A 50/52 96 45/47 96 47/48 98 47/49 96 50/53 94
Group B 67/73 92 75/80 94 32/35 91 68/73 93 83/89 93
Specificity
Group A 0/2 0 0/2 0 1/2 50 0/2 0 0/3 0
Group B 1/7 14 2/7 29 3/6 50 1/6 17 1/7 14
Negative predictive value
Group A 0/6 0 0/4 0 1/10 10 0/7 0 0/1 0
Group B 1/21 5 2/11 18 3/49 6 1/18 5.5 1/5 20
Accuracy
Group A 50/58 86 45/51 88 48/58 83 47/56 84 50/54 93
Group B 68/94 72 77/91 85 35/84 42 69/91 76 84/94 89

Conclusion. As compared with pathological evaluation, the
diagnostic accuracy of all 5 imaging procedures was high in
group A, but decreased in group B. This was particularly evident
with FDG-PET (p <0.001). CEUS2 presented the higher predic-
tive value.

A18 HOWOFTEN IS ADJUVANT XELOX
DISCONTINUED FOR TOXICITYAMONG COLON
CANCER PATIENTS IN THEADJUVANT SETTING?

Romano G.1, Gnoni A.1, Leo S.1, Musca F.2, Ciccarese M.1,
Cairo G.1, Forcignanò R.1, Lorusso V.1
1Oncologia Medica, P.O. Vito Fazzi, Lecce, Italy; 2Oncologia
Medica, P.O. San Pio, Campi S.na (Le), Italy

Background. Adjuvant chemotherapy is a standard care for
stage III and high risk stage II colon cancer. Clinical experience
with capecitabine has shown that this agent is a valuable substi-
tute for infusional 5-FU and that XELOX regimen is not inferior
to FOLFOX-4 when administered as second-line in patients with
metastatic colorectal cancer. In adjuvant setting, XELOX is supe-
rior to FUFA in PFS with an acceptable toxicity. Retrospective
data of patients treated with FOLFOX or XELOX were collected
to identify how frequently chemotherapy is prematurely discon-
tinued for toxicity in routine clinical practice.

Method. Patients treated with adjuvant FOLFOX or XELOX
in our center between 01/08 and 10/09 were identified. We as-
sessed the completion of the prescribed adjuvant chemotherapy
and dose reduction due to toxicity.

Results. Thirty-five pts began Adj XELOX and 53 Adj FOL-
FOX, respectively. Median age (XELOX vs FOLFOX): 68
[range 35-79] vs 65 [range 39-80]; ECOG performance status 0-
1: 71% vs 75%. Toxicity: (XELOX vs FOLFOX): grade 3/4 neu-
tropenia (22% vs 14%); grade 3/4 thrombocytopenia (25% vs
10%); grade 3/4 neuropathy (25% vs 15%); diarrhoea 2/3 (25%
vs 10%), nausea/vomiting 2/3 (35% vs 10%); grade 3/4 asthenia
(42% vs 15%); hand-foot syndrome (36% vs 0%). A 25% dose

reduction in 64% of XELOX treated pts was applied as compared
to 20% in FOLFOX arm. Moreover, a reduction of 50% of
planned dosage was done in 25% vs 10% of XELOX vs FOL-
FOX. In addition, a discontinuation of chemotherapy was needed
in 25% vs 10% of cases, respectively. In conclusion the planned
dose of oxaliplatin was administered in 11% pts of XELOX pts
vs 80% of FOLFOX (p <.05)

Conclusions. Given the convenient oral administration of
capecitabine compared with more-cumbersome infusional thera-
py, XELOX regimen is often used in adjuvant setting. However,
toxicity may preclude completion of treatment. Our analysis sug-
gests a notably high rate of discontinuation and dose reduction of
XELOX respect to FOLFOX in a non-clinical trial population
due to toxicity. Doctors prescribing XELOX to their patients as
adjuvant treatment should be aware of this important drawback.

A19 PRE-OPERATIVE CHEMO-RADIOTHERAPY IN
LOCALLYADVANCED RECTALCANCER (LARC):
A SINGLE INSTITUTION 12 YEARS EXPERIENCE

Bertolini F.1, Scarabelli L.1, Del Giovane C.1, Zironi S.1,
De Marco G.2, Fontana A.1, Depenni R.1, Bertoni F.2,
Luppi G.1, Conte P.F.1
1Oncology, 2Radiotherapy, University Hospital, Modena

Aim. Main objective of the report is to review retrospectively
a 12 years experience of pre-operative chemo-radiotherapy
(CRT) in patients (pts) with LARC at the University Hospital of
Modena and to correlate clinical variables with outcome.

Patients and methods. Between 1998 and 2010, 263 consecu-
tive pts with stage II, III and IV (oligometastatic in lung or liver)
LARC who underwent neo-adjuvant CTR were identified from a
single institution. All pts received fluoropyrimidine-based
chemotherapy (alone or in combination) and RT (50-50.4 Gy).

Results. On 263 pts, 161 were males (61%) and 102 females
(39%); median age: 65.8 years (range: 26-84). Rectal primary
site (on 248 pts): 107 low (43%), 86 medium (35%) and 55 high
(22%). Stage at diagnosis (on 236): 2 cT2N0 (0.8%), 8 cT2N+
(3.3%), 65 cT3N0 (27.5%), 122 cT3N1 (51.8%), 11 cT4N0
(4.7%), 21 cT4N1 (8.9%) and 7 anyT/NM1 (3%). Pre-operative
treatment (on 258 pts): 163 pts (63%) received 5fluorouracil
(5FU) in continuous infusion, 31 (12%) capecitabine, 37 (14%)
5FU+oxaliplatin and 27 (10.4%) 5FU + cetuximab (clinical trial).
On evaluable 169 pts, only 23 (13.6%) developed G3 toxicity
and subsequent treatment interruption. No grade 4 toxicity was
recorded. 245 pts underwent surgery (13 pts are still ongoing; 5
did not receive surgery for multiple distant metastases at pre-op-
erative staging): 184 anterior resection (75.1%), 57 abdominal-
perineal amputation (23.3%) and 4 endoscopic resection (1.6%).
On 228 pts, 143 obtained a T and/or N downstaging (62.7%).
Dworak tumor regression grade (TRG) was (on 203 pts): TRG4
(pathological complete response) 36 (17.7%), TRG3 35 (17.2%),
TRG2 65 (32%), TRG1 63 (31%) and TRG0 4 (1.9%). 5 y-dis-
ease free survival (DFS) and overall survival (OS) are 75% and
73%, respectively. Downstaging, TRG 3-4 and histological fea-
tures like the positivity for radial margins and vascular invasion
correlate with both DFS and OS.

Conclusions. Pre-operative CRT is well tolerated; downstag-
ing, TRG and histological features such as radial margins and
vascular invasion are the strongest predictors of survival.
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A20 PREDICTIVEAND PROGNOSTIC IMPLICATIONS
OFKRAS GENOTYPE IN METASTATIC COLORECTAL
CANCER (MCRC) PATIENTS TREATEDWITH “POKER”
(FIR-B/FOX) ASSOCIATION

Bruera G.1, Cannita K.1, Di Giacomo D.2, Lanfiuti Baldi P.1,
Troncone G.3, Marchetti A.4, Lamy A.5, Sarno I.1,
Antonucci A.6, Coletti G.7, Sabourin J.C.5, Tosi M.8,
Ficorella C.1, Ricevuto E.1
1Medical Oncology, S. Salvatore Hospital, University of
L’Aquila, L’Aquila, Italy; 2Department of Experimental Medi-
cine, University of L’Aquila, L’Aquila, Italy; 3Department of Bio-
morfologic and functional sciences, University Federico II,
Napoli, Italy; 4Pathology, Civil Hospital, University G. D’Annun-
zio, Chieti, Italy; 5Department of Pathology, Rouen University
Hospital, Rouen, France; 6General Surgery, 7Pathology, S. Sal-
vatore Hospital, L’Aquila, Italy; 8INSERM U614, University of
Rouen, Rouen, France

Background.“Poker” association, consisting of triplet
chemotherapy (FIr/FOx) and Bevacizumab, in first line treatment
of MCRC, show high activity and efficacy: objective response
rate (ORR) 82%, median progression-free survival (PFS) 13
months, median overall survival (OS) 28 months (Bruera G et al,
submitted 2010). Present analysis focuses clinical data according
to KRAS genotype.

Methods. Treatment schedule: weekly alternating Bevacizum-
ab (5 mg/kg days 1,15)/Irinotecan (160 mg/m2) or Oxaliplatin
(80 mg/m2) associated to weekly 5-Fluorouracil (12h-timed-flat-
infusion, 900 mg/m2/d 1-2, 8-9, 15-16, 22-23); every 4 weeks.
KRAS genotype analyzed by direct sequencing or SNaPshot (Di
Fiore et al, BJC’07) for KRAS codon 12 and 13 mutations.

Results. Forty-two (84%) out of 50 patients (pts) were evalu-
ated: ORR 86% (C.I. ± 11), median PFS 13 months (3-46+), me-
dian OS 28 months (8-47). Twenty-five pts (59.5%) were KRAS
wild-type (wt), 17 pts (40.5%) KRAS mutated (m), respectively.
Clinical features were balanced. Among the 25 KRAS wt pts:
ORR 88% (C.I. ± 14); median PFS 14 months (3-46+), 20 events
(80%) occurred and 5 pts progression-free; median OS 31
months (8-47), 13 events (52%) occurred and 12 pts alive. Liver
metastasectomies (LM) were performed in 9 pts (36%) of the
KRAS wt pts: 56% of the 16 pts with liver metastases; 82% of
the 11 pts with liver-only metastases. Among the 17 KRAS m
pts: ORR 82% (C.I. ± 19); median PFS 12 months (4-37+), 13
events (76%) occurred and 4 pts progression-free; median OS 19
months (8-44), 10 events (59%) occurred and 7 pts alive. LM
were performed in 3 pts (18%) of the KRAS m pts: 30% of the
10 pts with liver metastases; 37.5% of the 8 pts with liver-only
metastases.

Conclusions. KRAS genotype doesn’t seem to predict differ-
ent activity (ORR) and efficacy (PFS) in MCRC pts treated with
triplet chemotherapy plus Bevacizumab; prognosis (OS) seems to
be different between KRAS wt and m pts.

A21 TREATMENT OFADVANCED COLORECTAL
CANCER (ACRC) IN VERY ELDERLY PEOPLE:
A SCHEDULE OFMETRONOMIC THERAPY
WITH IRINOTECAN (IRI), CAPECITABINE (CAP)
AND BEVACIZUMAB (BEV)

Carreca I.U., Bellomo F., Pernice G., Piazza D., Balducci L.*

Department of Oncology, Oncogeriatric Unit, University of
Palermo, Italy; *H. Lee Moffitt Cancer Center and Research In-
stitute, University of South Florida, Tampa, FL, USA

Background. ACRC is one of most common neoplastic dis-
eases in very old pts. The administration of oral fluoropyrimidine
(capecitabine-CAP) in a standard schedule of 1,200 mg/sqm
twice a day for 14 d shows similar effects to 5-FU continuous in-
fusion (C.I.). Furthermore, CAP- IRI showed super-additive anti-
tumor activity. Recently many studies show the safety and effica-
cy of a “flat dose” administration of CAP, particularly in the
treatment of elderly people with cancer. Also, the efficacy of
BEV is well demonstrated in CRC pts. Aim of the study is to
evaluate the impact of bevacizumab (BEV) in combination with
IRI and XEL in ACRC very old patients.

Methods. 62 (30f-32 m) elderly patients with advanced col-
orectal cancer (median age: 77; range: 73-91) were enrolled.
Comprehensive Geriatric Assessment (CGA) was performed to
assess eligibility for chemotherapy. All patients were included in-
to group I, according to Balducci’s classification of frailty. Pri-
mary endpoint: clinical response rates (RR) according to RE-
CIST criteria and toxicity profile using NCI-CTC v2.0. Sec-
ondary endpoints: PFS, OS and QoL score measured through
EORTC QLQ-C30 questionnaires. All patients were evaluated
for common treatment-related adverse events with regard to
haematological and liver toxicity, nausea and vomiting, stomati-
tis, diarrhea, hand/foot syndrome and sensory neuropathy, ac-
cording to the ECOG Common Toxicity Criteria.

Results. Patients were treated with IRI (180 mg/mq) + BEV
(7.5 mg/kg) on day 1q21, and XEL (fixed dose of 1,000 mg bid)
assumed orally continuously for a maximum of 12 cycles. Medi-
um value of cycles delivered was 9.7. Tumor response rates ob-
served were 37.1% (CR + PR). Clinical benefit, including stable
disease, was 77.8%. No grade 4 toxicity was experienced. QoL
score improvement was noted in all pts after treatment. Median
PFS was 12.3 months with a 6 months PFS rate of 82%. Median
OS was 22 months with a 12 months survival probability of
77.8%.

Conclusions. In elderly ACRC BEV plus IRI every 3 weeks
with CAP continuously show a good toxicity and effectiveness
profile and seem to be a valid terapeutical opportunity also for
ACRC very old patients.

A22 INDIVIDUALGENOTYPE IN COLORECTAL
CANCER: PREDICTIVE VALUE IN CPT-11 TOXICITY

Colia V., Cattaneo M.T., Filipazzi V., Fasola C., Somma L.,
Ferrario S., Gambaro A., Tosca N., Isabella L., Damiani E.,
De Troia B., Ceresoli E., Pellegrino P., Radice S.°,
Tonello C.°, Piazza E.
Oncology Department, °Pharmacology Department, “Luigi Sac-
co” Hospital, Milan

Introduction. The aim of this study was to investigate how
the individual genetic background can determine and influence
the response in chemotherapy with CPT11 in metastatic colorec-
tal cancer, to define predictive genetic markers in order to reduce
toxicity.

Methods. Genotypes from blood samples in 40 patients who
received 1st line irinotecan-based chemotherapy (XELIRI,
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FOLFIRI, IFL) for metastatic colorectal cancer were retrospec-
tively evaluated by Pyrosequencig (PSQ) and RealTime PCR.
The following polymorphisms were studied: UGT1A1*28,
CYP3A4*1B, CYP3A5*3X, ABCB1C1236T; haematological
and non haematological toxicity, recorded by WHO criteria, were
dealt with separately.

Results. Homozygous genotype UGT1A1*28 (TA/TA) and
heterozygous genotype CYP3A5*3X (A/G) were significantly
associated with haematological toxicity (p <0.01): 4/4 patients
with UGT1A1*28 polymorphism and 2/2 patients with
CYP3A5*3X polymorphism presented 3-4 grade of toxicity.
Trends for associations of homozygous genotype ABCB1C1236T
(T/T) with toxicity during irinotecan regimens were noticed: 5/7
patients with polymorphism presented haematological and non
haematological toxicity. Finally there was no evidence of associ-
ation of heterozygous genotype (A/G) CYP3A4*1B with CPT11
toxicity.

Conclusions. This analysis demonstrates the significant influ-
ence of UGT1A1*28, CYP3A5*3X, ABCB1C1236T gene poly-
morphisms in predisposing toxicity in colorectal cancer patients
receiving irinotecan based chemotherapy. Pharmacogenetic
analysis can potentially allow the creation of patient-tailored
therapy.

A23 TUMOR INFILTRATION BYCENTRALMEMORY
AND REGULATORYT LYMPHOCYTES IS STRONGLY
PREDICTIVE OF FAVOURABLE OUTCOME IN
PATIENTSWITHADVANCED COLORECTAL
CARCINOMA

Correale P.1, Tagliaferri P.2, Rotundo M.S.2,4, Migali C.1,
Licchetta A.1, Conca R.1, Botta C.1, Del Vecchio M.T.3,
Ginanneschi C.3, Tassone P.4, Francini G.1
1Section of Medical Oncology, Department “Giorgio Segre” of
Pharmacology, 3Pathology Section, Human Pathology and On-
cology, Siena University School of Medicine, Italy; 2Medical On-
cology Unit, 4Referral Center for Innovative Treatments, “Cam-
pus Salvatore Venuta”, “Magna Graecia” University and “Tom-
maso Campanella” Cancer Center, Catanzaro, Italy

Background. Regulatory T cell (Treg) tumor infiltration has
been shown as a favorable prognostic marker in advanced colon
cancer patients, a finding which was mostly unexpected consider-
ing their immune-suppressive role. We have, therefore, hypothe-
sized that Treg tumor infiltration represents a negative feed-back
to a preexisting local immune-response and, therefore, an indirect
marker of a preexisting immuno-response in the tumor tissue. We
have thus investigated in the primary tumor tissue whether Treg
infiltration correlates with infiltration by central memory T cells
(Tcm) which are conversely associated with an efficient immune-
response. We then evaluated whether either Tcm and Tcm/Treg tu-
mor infiltration have a prognostic value for advanced colon can-
cer patients.

Methods. An immuno-histochemistry study was carried out to
quantify the infiltration of FoxP3+- (Treg) and CCR-7+-T lympho-
cytes (Tcm) in the pre-treatment tumor samples of 51 advanced
colon cancer patients enrolled in the GOLFIG-2 phase III trial.

Tcm and/or Treg tumor infiltration scores were respectively cor-
related with patient outcome.

Results. Higher Tcm tumor infiltration scores were associated
with a prolonged overall survival (OS) [high vs low score: 41.3

(95% CI; 30.7-51.9) vs 26.9 (95% CI; 20.6-33.2) months; p =
0.0480], with a trend in a better treatment related OS (rOS) [high
vs low score: 30.4 (95% CI; 21.3-39.6) vs 20.1 (95% CI; 16.0-
24.1) months; p = 0.0929]. No correlation was found between
Tcm and Treg tumor infiltration score; however, the best outcome
was found in those patients who presented a concomitant high
score for both T cell populations [double high vs double low
score: OS = 44 (95% CI; 27.5-60.4) vs 26.1 (95% CI;18.3-34);
HR = 0.4109 (95% CI; 0.1992-0.9323; p = 0.0325)].

Conclusions. The presence of Tcms in the tumor represents a fa-
vorable prognostic factor for advanced colon cancer patients.
Moreover, the best outcome observed in patients with concomitant
high Tcm/Treg tumor infiltration suggests a critical role for local im-
mune-response in the long term survival of colon cancer patients.

A24 EVALUATION OFHYPERTENSIONAND
PROTEINURIAAS MARKERS OF BEVACIZUMAB
EFFICACY IN METASTATIC COLORECTALCANCER
(MCRC): AGOIM RETROSPECTIVE STUDY

De Vita F., Orditura M., Giuliani F.*, Maiello E.°, Fabozzi T.,
Fasano M., Rossetti S., Latiano T.°, Giordano G.,
Scagliarini S., Catalano G., Ciardiello F., Colucci G.*
Oncologia Medica, Seconda Università di Napoli; *UOC On-
cologia Medica e Sperimentale, Istituto Tumori Giovanni Paolo
II, Bari; °UOC Oncologia Medica, Casa Sollievo della Sofferen-
za, San Giovanni Rotondo

Background. Bevacizumab (B), a mAb that targets VEGF,
improves outcome of MCRC pts when combined with CT. At this
time predictive factors for efficacy of B have not been identified.
Arterial hypertension (HTN) has been correlated with the biolog-
ical inhibition of the VEGF-pathway and may represent a possi-
ble clinical marker for treatment efficacy. The aim of this study
was to assess retrospectively if HTN and proteinuria, the most
common side effects of B, correlate with treatment efficacy.

Patients and methods. We conducted a retrospective analysis
of 141 patients (median age: 59; male: 75; colon: 102; PS 0/1:
98; FOLFIRI: 92; previous HTN 47) with MCRC treated as a
first line therapy with B and FOLFIRI or FOLFOX at different
GOIM Cancer Centers from 2006 to 2009. HTN and proteinuria
were graduated according NCI-CTC scale version 2.0 and pts
were divided in two groups according to this scale: G1 vs G2-G3.

Results. The overall RR observed in our study population was
39% with a median PFS of 5.0 mo. Bevacizumab related HTN
occurred in 51 patients (36%): 21 pts (15%) developed grade 1
HTN; 30 pts (21%) developed a grade 2-3 HTN. Proteinuria oc-
curred in 22 patients (15%), with a grade 3 recorded in 6 pts
(3%). The RR among HTN pts was 51%: HTN G1: 40%; HTN
G2-G3: 69% (p <0.002 vs HTN G1;p <0.0001 vs pts without
HTN). The RR for pts with proteinuria was 35% (p = 0.4 vs pts
without proteinuria). Median PFS in HTN pts was 9.8 mo: HTN
G1: 5.3 mo; HTN G2-G3: 12.3 mo (p <0.002 vs HTN G1; p
<0.0001 vs pts without HTN). Median PFS was 5.5 mo in pts
with G1-G2 proteinuria and 5.9 mo in pts with G3 proteinuria (p
= 0.3 vs proteinuria G1; p = 0.06 vs pts without proteinuria).
Conclusions. Data from this retrospective study indicate that on-
set of G2-G3 HTN during treatment with FOLFIRI /FOLFOX
plus B may be associated with improved outcome in mCRC pts,
suggesting additional studies to identify pts susceptible to B in-
duced HTN.
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A25 PROGNOSTIC VALUE OF CEAmRNA-EXPRESSING
CELLSAND sE-SELECTIN LEVELS IN COLORECTAL
CANCER PATIENTS

Guadagni F.1, Mariotti S.2, Spila A.1, DʼAlessandro R.1,
Portarena I.2, Nardecchia A.2, Palmirotta R.1, Buonomo O.3,
Petrella G.3, Ferroni P.1, Roselli M.2
1Department of Laboratory Medicine and Advanced Biotechnolo-
gies IRCCS San Raffaele, Rome, Italy; 2Medical Oncology Divi-
sion, Department of Internal Medicine, 3Department of Surgery,
University of Rome “Tor Vergata”, Tor Vergata Clinical Center,
Rome, Italy

Background. The potential prognostic value of presurgical
serum soluble (s)E-selectin levels and/or carcinoembryonic anti-
gen (CEA) mRNA positivity was analysed in predicting the dis-
ease-free survival of colorectal cancer (CRC) patients.

Methods. Blood samples from 78 patients with primary (n =
62) or recurrent (n =1 6) CRC, 40 patients with benign colorectal
(CR) diseases and 78 controls were analyzed. CEA mRNA (ob-
tained from blood-borne cells by reverse transcriptase-poly-
merase chain reaction [RT-PCR]), tumor necrosis factor-α (TNF-
α), and sE-selectin levels were performed.

Results. CEA mRNA positivity by RT-PCR was significantly
associated with advanced stage (p <.05). Compared with controls
(36 ng/mL) or with benign CR diseases (31 ng/mL, p <.001), me-
dian baseline sE-selectin levels were higher in patients with CRC
(43 ng/mL). These were significantly associated with CEA mR-
NA positivity by RT-PCR (p <.05). Multivariate analysis by for-
ward stepping showed that elevated TNF-α (p = .001) and CEA
mRNA positivity by RT-PCR (p = .0001) were independent pre-
dictors of elevated baseline sE-selectin levels. Compared with
patients with low levels of this molecule (p <.001), positive
presurgical sE-selectin levels were associated with an increased
recurrence rate. A negative prognostic impact, with a 5-year re-
currence-free survival rate of 51% compared with 95% of pa-
tients with negative parameters (p <.05) showed positivity for
both CEA mRNA and sE-selectin.

Conclusion. Useful prognostic information in terms of recur-
rence-free survival, either alone or in combination, might be pro-
vided by detecting presurgical serum sE-selectin levels and CEA
mRNA-positive blood-borne cells in CRC patients. This may
help in the choice of more aggressive and/or more strict follow-
up procedures in high-risk patients.

A26 PYROSEQUENCINGASSAY IN THE CLINICAL
PRACTICE TO TEST COLORECTALCANCER
PATIENTS FOR KRASAND BRAF STATUS

Mazzer M.1, De Maglio G.2, Foltran L.1, De Pauli F.1,
Lutrino S.1, Cernic S.2, Cardellino G.1, Aprile G.1,
Fasola G.1, Pizzolitto S.2
1Department of Oncology, 2Department of Pathology, University
Hospital, Udine, Italy

Background. Different assays are used in the clinical practice
to search for KRAS/BRAF mutations, that may render the use of
EGFR-inhibitors ineffective. However, <10% of laboratories use
the modern pyrosequencing technology, a nucleotide extension

based sequencing technique. Aims of our study were to verify the
concordance of pyrosequencing technique with a CE-marked kit
for clinical use with literature data and to validate the efficiency
of this methodology in a consecutive series of 203 advanced
CRC patients.

Methods. Formalin-fixed, paraffin-embedded samples were
retrieved from the archive of the Pathology Department. One
third of all samples were small biopsies: infiltrates of tumor
<6mm2, liver or endoscopic colonic biopsies. Histological slides
were all reviewed, and tumor microdissection was performed
warranting a minimum of 70% of cancer vs non-tumor cells.
DNA extraction was performed using QIAamp DNA Mini kit
(Qiagen, Germany). Mutation assays were performed using Anti-
EGFR MoAb response® (KRAS status) (Diatech, Italy) and An-
ti-EGFR MoAb response® (BRAF status) (Diatech, Italy), ac-
cordingly to manufacturer’s instructions. DNA was amplified by
PCR reactions on Rotor-GeneTM 6000 (Corbett Research, Aus-
tralia), single-stranded DNA templates were prepared using the
PyroMark Vacuum Prep Workstation (Biotage, Sweden), and py-
rosequencing analysis was performed on PyroMarkTM Q96 ID in-
strument (Biotage, Sweden).

Results. Among 203 tested patients, 116 (57%) harbored
KRAS or BRAF mutations. In particular, 92 reported a mutation
on codons 12 or 13 (G12D: 25, G13D: 20, G12V: 22, G12A: 12,
G12S: 6, G12C: 5, G12R: 1, G12F: 1), 4 on codon 61, and 9 on
codon 146. Among KRAS wild-type cases, we also found 10 pa-
tients with tumors bearing mutated BRAF (exon 15, V600E).

Conclusions. Pyrosequencing is a promising, highly sensitive
method, and the widespread availability of CE-marked kits to test
KRAS/BRAF status would improve their implementation in rou-
tine practice. Data obtained is robust and confirms frequencies
and pattern of mutations reported in the literature. Notably, the
possibility to accurately determine KRAS status even in limited
tissue samples is key in the clinical practice. The slightly higher
reported rate of KRAS mutations may reflect the high sensibility
of the method.

A27 microRNAEXPRESSION PATTERNS
IN COLORECTALCANCER (CRC) PATIENTS:
AGENOTYPE-PHENOTYPE CORRELATION

Piepoli A., Panza A., Copetti M.1, Latiano T.2, Lombardi L.2,
Tavano F.3, Gentile A., Mastrodonato N.3, Pellegrini F.1, Di
Sebastiano P.3, Maiello E.2, Andriulli A.
Department of Gastroenterology, 1Unit of Biostatistics, 2Depart-
ment of Oncology, 3Department of Surgery, IRCCS “Casa Sollie-
vo della Sofferenza”, San Giovanni Rotondo (FG), Italy

Background and aim. MicroRNAs (miRNAs) are short non-
coding RNA molecules playing regulatory roles by repressing
translation or cleaving RNA transcripts. In the last years, microR-
NAs (miRNA) have emerged as new molecular players involved
in carcinogenesis acting as oncogenes or tumor suppressors.
Deregulation of miRNAs expression has been shown in different
human cancer but the molecular mechanism underlying the alter-
ation of miRNA expression is unknown. The aim of this study
was to identify alterated miRNAs in colorectal cancer (CRC) pa-
tients by using an expression profile approach and to correlate
these data with clinico-pathological information.

Method. We evaluated miRNAs expression levels in colorec-
tal tumors and adjacent non-neoplastic tissues from 19 CRC pa-
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tients by using GeneChip miRNA Array (Affymetrix). Normal-
ization of miRNA array datasets were performed by Robust Mul-
ti-array Average (RMA) and a random forest procedure for tissue
classification analysis was followed, using “R” statistical soft-
ware. The variable importance, measured with the mean decrease
accuracy, allowed us to select the best predictive miRNAs with
significant alterated expression pattern in cancer tissue. The vali-
dation miRNAs assay was performed in a different set of 31 CRC
samples analysing colon carcinomas matched to normal tissues
by means of quantitative reverse-transcriptase polymerase chain
reaction analysis (qPCR).

Results. 30 candidate miRNAs showing a significantly altered
expression pattern in cancers were selected. For miRNAs valida-
tion assay, by using qPCR, 3 miRNAs (hsa-miR21, hsa-miR199a
and hsa-miR143) were selected as significantly deregulated in
expression array. Comparing the expression of these three miR-
NAs in the colon cancer tissue, we have observed high level of
hsa-miR-21 (p < .0001) in patients with age >50 and high grade
of disease (Dukes C) with metastasis or lymph node whereas
lower expression of hsa-miR-143 and hsa-miR-199a (p = 0.0451
and 0.2753, respectively) in patients with age <50 years regard-
less of degree disease. In particular, when evaluating the miR-
NAs expression according to the location of tumor (in colon right
versus colon left) we found a significant down-regulation of hsa-
miR-143 in patients with tumor located in colon left (colon de-
scendent, sigma and rectum).

Conclusion. Our results suggest that the high-throughput ap-
proach allowed us to identify several novel changes in the ex-
pression in miRNAs in colorectal cancer and the down-regulation
of has-miR143 expression is closely associated with tumors in
colon left.

A28 EVALUATION OFTHE CIRCULATING LEVELOF
VEGF, E-SELECTIN, TGF-A,, EGF AND 18F-FDG PET
UPTAKE IN LOCALLY ADVANCED RECTAL CANCER
(LARC) PATIENTS TREATED WITH
CHEMORADIATION (CTRT) AND PANITUMUMAB
(STARPAN/STAR-02 PHASE II STUDY)

Pini S.1, Di Fabio F.1, Di Tullio P.1, Bucca E.2, Latiano T.3,
Giaquinta S.1, Fanti S.4, Perrone E.5, Gion M.2, 
Castellucci P.4, Maiello E.3, Fabricio A.S.C.2, Martoni A.A.1,
Pinto C.1
1Medical Oncology, S. Orsola-Malpighi Hospital, Bologna, Italy;
2Centre for the Study of Biological Malignancy Markers-IOV IR-
CCS/ABO, Mestre (VE), Italy; 3Medical Oncology, IRCCS Casa
Sollievo della Sofferenza, S. Giovanni Rotondo - FG, Italy; 4Nu-
clear Medicine Unit, S.Orsola-Malpighi Hospital, Bologna,
Italy; 5Nuclear Medicine Unit, IRCCS Casa Sollievo della Sof-
ferenza, S. Giovanni Rotondo (FG), Italy

Background. The aim of this study was to explore changes in
circulating VEGF, sE-Selectin, TGF-α, EGF and 18F-FDG PET
uptake produced by panitumumab-based CTRT in LARC pts. 

Methods. The pts entering the study had rectal adenocarcino-
ma, cT3N+ or cT4N-/+ stage, with location <12 cm from the anal
margin. Panitumumab was administered at a dose of 6 mg/kg IV,
2 weeks before the start of CTRT, and then in combination with
CTRT, 3 times every 2 weeks. CT consisted of 5FU 225
mg/m2/day CI IV days 1-38 and OXA 60 mg/m2 IV weekly six
times. RT was delivered at a dose of 50.4 Gy. Rectal surgery was
performed 7-8 weeks after the end of CTRT. Serum/plasma

Serum VEGF (sVEGF), plasma VEGF (pVEGF) and serum E-
Selectin, TGF-α, EGF levels were determined on day -14 (base-
line) and on days 1 (after panitumumab), 8 and 22 (during treat-
ment), and 36 (pre-surgery). Biomarkers levels were assessed us-
ing commercial quantitative sandwich enzyme immunoassays
(Quantikine Human VEGF Immunoassay, R&D Systems; Human
sE-selectin ELISA, Bender MedSystems; Quantikine Human
EGF Immunoassay, R&D Systems; Human TGF-α TGF Ray-
Bio). 18F-FDG-PET scan evaluation was performed at baseline,
after the first panitumumab administration (on days -14, 1). 

Results. Sixty-two pts were enrolled from February 2007 to
October 2009 in the StarPan study, twenty-three of these pts, en-
rolled in two Centers, were available for the biomarker evalua-
tion and 28 pts for the PET study. The median basal values of
biomarkers (at day -14) were: sVEGF 465.7 pg/ml, pVEGF 114.2
pg/ml, E-Selectin 35.0 ng/ml, TGF-α 33.4 pg/ml, EGF 534.4
pg/ml. On day 1, after only one panitumumab administration the
sVEGF, E-Selectin and TGF-α median value presented higher
levels as compared with baseline: sVEGF 555.0 pg/ml (p 0.027),
E-Selectin 50.5 ng/ml (p <0.001) and TGF-α 68.1 pg/ml (p
0.006). The median SUV of PET scan decreased from 16.1
(range 6.1-26.9) at baseline to 10.2 (range 1.9-25.2) after panitu-
mumab administration (p 0.019). The EGF level after panitu-
mumab administration was 418.3 pg/ml and significant decrease
at day 36 (pre-surgery time) 339.0 pg/ml (p 0.001). 

Conclusions. Our study showed that a single dose of panitu-
mumab has a significant impact on upregulation of sVEGF, E-
Selectin and TGF-α and decreased the 18F-FDG uptake. The
EGF level showed a decreasing trend from panitumumab admin-
istration that reached significance in the pre-surgical phase. 

A29 MULTIMODAL APPROACH OF PERITONEAL
CARCINOMATOSIS FROM COLONIC CANCER BY
CYTOREDUCTION, PERITONECTOMY AND
HYPERTHERMIC INTRAPERITONEAL
CHEMOTHERAPY (HIPEC) 

De Simone M., Vaira M., Cioppa T., DʼAmico S., 
De Marco G., DʼAlessandro M., Fiorentini G.
Departments of Surgery and Oncology, San Giuseppe General
Hospital, ASL 11 Empoli, Empoli (Florence)

Introduction. Peritoneal carcinomatosis (PC) is one of the
routes of dissemination of abdominal neoplasms and is generally
considered a lethal disease, with a poor prognosis by convention-
al chemotherapeutic treatments. While systemic chemotherapy
has little impact on the treatment of peritoneal disease, some cen-
ters have reported encouraging results with cytoreduction and hy-
perthermic intraperitoneal chemotherapy (HIPEC). This ap-
proach is based on surgical cytoreduction of the primary tumor,
peritonectomy (stripping of implants on the peritoneal surface)
and HIPEC. The rationale of this treatment, after macroscopic
disease removal, is to obtain an elevated and persistent drug con-
centration in the peritoneal cavity, with limited systemic effects.
Many studies have reported encouraging results on overall sur-
vival (OS) and the disease-free interval in patients affected by
PC. 

Patients and methods. From October 1997 to November
2008, 411 operations for PC were performed in our institution; in
232 cases, cytoreduction plus HIPEC was carried out. Out of 72
operations for colonic cancer: 40 cytoreductions plus HIPEC, 12
cytoreductions + EPIC (early postoperative intraperitoneal
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chemotherapy) and 16 debulking or explorative laparo-
scopies/laparotomies were performed. For the present study, the
40 patients who had undergone cytoreduction plus HIPEC for PC
of colorectal cancer (CRC) were considered. 

Results. The complication rate was 55% (22/40) and mortality
rate 2.5% (1/40). The specific features of both groups were con-
sidered for the survival curves and complication rates, with spe-
cial reference to the peritoneal carcinomatosis index (PCI; range
0, absence of disease to 39) and completeness of cytoreduction
score (CCR; 0, no residual tumor, to CCR 3, residual nodules
greater than 25 mm). In Group A, patients operated on prior to
2002, the median survival time was 16.7 months compared to
24.6 months for Group B, those operated on after 2002. The poor
survival of Group A seemed to be related to higher PCI and CCR
scores. 

Conclusion. Correct patient selection based on a maximum
PCI of 16, associated with complete cytoreduction (CCR-0), pro-
duced encouraging results in our experience. To improve this en-
couraging survival outcome, it is very important to unify the sur-
gical experience of expertise centres. Our results also suggest the
need for an integrated approach to this condition to identify the
correct aspect of the surgical domain and results that may be in-
fluencing the prognosis and the evolution of these patients.

A30 CLINICAL PRESENTATIONS OF
NEUROENDOCRINE TUMOURS AND CARCINOID
SYNDROME: OUR EXPERIENCE OVER THREE
DECADES

Ducceschi M., Catena L., Pusceddu S., Valente M.,
Platania M., Franceschelli L.E., Buzzoni R., Bajetta E.
Medical Oncology Unit 2, Fondazione IRCCS, Istituto Nazionale
Tumori, Milan, Italy

Background. Neuroendocrine tumours (NETs) are relatively
uncommon neoplasms with a wide variety of symptoms and clin-
ical manifestation. They can either remain asymptomatic for
years and present with metastases, found accidentally or cause
vague and intermittent symptoms or can occur with signs and
symptoms of mass effect. Carcinoid Syndrome (CS), the most
common symptoms of which are flushing, diarrhea, bron-
chospasm and carcinoid heart disease (CHD) is recognised in on-
ly 10-15% of patient. The aim of this retrospective study was to
assess the prevalence, clinical presentation and survival of NET
patients with CS recovered in our Institute. 

Material and methods. We retrospectively analysed 700 NET
patients who attended our Institute between 1979 and 2009, and
identified a cohort of 110 patients with CS. Symptoms were eval-
uated three times: at baseline, at disease progression and at the
end of the observational period. 

Results. In our experience the prevalence of NET patients
with CS was 15.7%. The most common symptom at diagnosis
was flushing (73.6%), no differences in symptoms were observed
at progression but at the end of the observational period, diarrhea
and cardiac syndrome are predominant (76% and 44%). All pa-
tients had histologically determined low-grade malignancies.
Midgut NETs were predominant. The disease was metastatic in
94 (85.4%) cases and in 39 patients only in the liver. Median
overall survival was 84 months (range 2-274+) with a median
follow-up period of 8.5 years. 

Discussion. The disappearance of flushing and the persistence
of diarrhea at the time of the last follow-up is difficult to explain,
although it may be due to the greater efficacy of anti-flushing
therapy over anti-diarrhea therapy, as well as to factors associat-
ed with disease progression and/or the iatrogenic situation. The
global prevalence of CHD in our series is 13.6%, which is con-
sistent with literature data. Lastly, the 84-month median survival
of our patients and the 5-year survival rates of 58% reflect the
median survival of well-differentiated neuroendocrine carcino-
mas without CS.

A31 BIOMARKERS EVALUATION IN COLORECTAL
CANCER PATIENTS TREATED WITH CETUXIMAB: 
A RETROSPECTIVE, CONFIRMATORY STUDY

Fogazzi G.1, Cottini S.2, Vermi W.2, Amoroso V.1, 
Lorenzi L.2, Valcamonico F.1, Medicina D.2, Grisanti S.1,
Ferrari V.1, Facchetti F.2, Simoncini E.1
1U.O. Oncologia Medica, Azienda Spedali Civili, Beretta Foun-
dation, Brescia, Italy; 2Anatomia Patologica 1, Azienda Spedali
Civili, Università di Brescia, Brescia, Italy

Background. The occurrence of KRAS gene mutations repre-
sents a validated predictive biomarker of resistance to cetuximab
and panitumumab in metastatic colorectal cancer (mCRC). Dif-
ferent studies are investigating additional EGFR downstream sig-
naling molecules to improve patients (pts) selection. Here we
present data exploring the value of BRAF, PTEN and PIK3CA as
predictors of response to anti-EGFR targeted treatment.

Methods. Tumour tissue of 33 chemo-resistant mCRC pts
treated with cetuximab-based regimens was used for DNA ex-
traction and immunohistochemistry (IHC). Direct sequencing of
KRAS, BRAF and PIK3CA was performed on exons containing
hot spot regions for mutations. IHC for PTEN was performed us-
ing anti-PTEN rabbit monoclonal antibody (138G6, Cell Signal-
ing).

Results. From January 2005 to June 2009, 33 mCRC pts re-
ceived cetuximab in combination with irinotecan-based
chemotherapy. The median age was 62 yrs (M/F 58%/42%). The
gene mutation rates were: 45% for KRAS, 15% for PIK3CA and
3% for BRAF. Loss of PTEN was observed in 42% of cases.

No response was reported in 15 pts with KRAS mutant; 8/16
(50%) pts with KRAS wild-type (wt) and measurable disease
achieved a partial response. Notably, all responding pts were in
the group with KRAS, BRAF and PIK3CA in the wt status.
PTEN status was not associated with the response rate. Median
PFS in the KRAS mutant group and in the KRAS wt group was
13 weeks and 32 weeks, respectively (p = 0.0035, log-rank test).
In the group with both KRAS wt and PIK3CA wt, the clinical
outcome was improved when compared with all other pts (medi-
an PFS: 35 weeks vs 13 weeks, p = 0.0002). 

Conclusion. In this retrospective cohort of mCRC pts treated
with cetuximab, the mutational status of both KRAS and
PIK3CA was predictive of response and prolonged PFS. On the
contrary, PTEN status by IHC was not associated with treatment
benefit, and BRAF mutation was a rare event.

A32 CONTINUOUS BIWEEKLY ADMINISTRATION OF
BEVACIZUMAB AND INTERMITTENT FOLFIRI IN THE
PALLIATIVE TREATMENT OF METASTATIC
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COLORECTAL CANCER: SURPRISING RESULTS OF
EFFICACY AND SURVIVAL. A MULTICENTER
EXPERIENCE

Lugini A.1, Rossi R.2, Capparella V.1, Pace R.1, Rauco A.1,
Desantis G.1, Ciorra A.A.2, Sciacca V.2
1Medical Oncology, “San Camillo de Lellis” Hospital, Rieti,
Italy; 2Medical Oncology, “S. Maria Goretti” Hospital, Latina,
Italy

Background. The aim of palliative chemotherapy is to in-
crease survival whilst maintaining maximum quality. The sur-
vival advantage offered by palliative chemotherapy for metastatic
colorectal cancer has increased incrementally with the addition of
each newly licensed therapeutic agent. The optimum integration
of chemotherapy regimens with biological agents targeting criti-
cal signaling pathways, such as bevacizumab (monoclonal anti-
body targeting VEGF-A), cetuximab and panitumumab (mono-
clonal antibodies targeting the EGF receptor), is still under evalu-
ation. With the availability of several treatment options, however,
comes the issue of optimal duration of chemotherapy in order to
achieve the dual goals of clinical efficacy and quality of life.

Patients and methods. The primary endpoint of this study
was progression-free survival (PFS), safety and tolerability of
chemotherapy with FOLFIRI, 5-fluorouracil/leucovorin (5-
FU/LV)/irinotecan, 2 months off/2 months on plus bevacizumab
(5 mg/kg) administered i.v. every 2 weeks continuous. Secondary
objectives were overall survival (OS) and effectiveness. Enrolled
in the study were patients with metastatic colorectal cancer
(mCRC), progressing after first line chemotherapy with oxali-
platin, patients undergoing a second-line chemotherapy with
Folfiri and bevacizumab for 12 cycles; all patients were K-ras
mutated. From 06/2008 to 12/2009 15 patients (pts) with mCRC
received this treatment. Median age was 65 years, and PS was 0-
1, 2 and 3 in 6, 6 and 3 patients respectively.

Results. All patients were evaluable for response and toxicity.
Toxicity was: grade 2 diarrhoea (46%); grade 2 asthenia (46%);
grade 1 hypertension (13%). The median TTP was 16.5 months;
median OS was 15 months. 10/15 patients experienced SD; 2/15
patients experienced RP; 3/15 patients experienced PD.

Conclusions. The results of this study show that intermittent
regimen of chemotherapy and continuous bevacizumab ensures
disease control with low impact on quality of life for patients. It
is also a viable alternative as a maintenance regimen. 

A33 AN INNOVATIVE IMMUNOMAGNETIC
ENRICHMENT SYSTEM FOR DETECTING HUMAN
CIRCULATING COLORECTAL CANCER CELLS

Manzoni M.1, Delfanti S.1, Rovati B.1, Mariucci S.1,
Brugnatelli S.1, Mazzini G.2, Danova M.1
1Unità di Citofluorimetria e Terapie Cellulari, S.C. Oncologia,
Fondazione IRCCS Policlinico S. Matteo, Pavia; 2Istituto di Ge-
netica Molecolare IGM-CNR, Pavia 

Background. Circulating tumor cells (CTCs) have been de-
scribed as an independent prognostic and predictive factor in col-
orectal cancer patients, useful to better stratify the population and
to monitor the drug efficacy. As CTCs are rare events occurring

at rates as low as one cell per 106-107 leukocytes, the technical-
methodological approaches utilized for enrichement and detec-
tion are crucial.

Materials and methods. Here we describe the development
of a simple, low-cost procedure, capable of efficient and selective
separation of CTCs from peripheral whole blood, without requi-
site pre-labelling or processing of samples, developed in our lab-
oratory. As immuno-labelling capture procedure, we focused on
EpCAM isolated intact cells, staining positive for cytokeratins
and negative for CD45. The second labelling step has been per-
formed by means of a Dynal magnetic beeds (Invitrogen) whose
peculiar characteristic is to be directly visible by light mi-
croscopy. SNU-C2B and SW-480 colorectal cancer cell lines
with different levels of EGFR expression were used in spiking
experiments.

Results. The innovative step of the method is the possibility to
perform the entire procedure in a multiwells plate and to directly
observe and count the separated cells at the bottom of the wells.
This is allowed by a dedicated magnetic plate fitting the shape of
the disposable standard 8 multiwells plate. In this way, it is possi-
ble to monitor each labelling step as well as the final CTC recov-
ery by a simple staining with Propidium Iodide. Our approach
successfully identified colorectal cancer cells diluted in the pe-
ripheral blood with a range of 2-5 CTCs per ml and approximate-
ly 50% purity. 

Conclusions. Our CTC immunomagnetic enrichement assay
provides an effective tool for an accurate identification of CTCs,
with an appealing economic aspect.

This simple and time saving technique can be also utilized to
identify the expression of potential therapeutic targets on CTCs
(i.e. EGFR expression) in order to generate clinically important
information for colorectal cancer patients.

A34 MAGNETIC RESONANCE AS EARLY INDICATOR
OF CLINICAL OUTCOME IN PATIENTS WITH
METASTATIC COLORECTAL CARCINOMA TREATED
WITH CETUXIMAB OR PANITUMUMAB

Ricotta R.1, Vanzulli A.2, Moroni M.1, Oriani M.2, 
Colnago B.2, Venturini F.1, Bencardino K.1, Di Bella S.1,
Pozzi F.1, Siena S.1
1S.C. Oncologia Falck, 2S.C. Radiologia, Ospedale Niguarda Ca’
Granda, Milano

Background. Despite selection of patients (pts) with metastat-
ic colorectal cancer (mCRC) by KRAS testing, objective re-
sponses to EGFR-targeted monoclonal antibodies (moAbs) ce-
tuximab or panitumumab remain below 20%. Thus the identifica-
tion of pts who are likely to benefit from EGFR-targeted moAbs
remains crucial for improving therapeutic index, as well as for re-
ducing the financial burden of health care system. Magnetic reso-
nance (MRI) has been recently described as an effective tool to
early detect response to anticancer treatment. Aim of this study is
to verify the correlation between early response evaluated by
MRI and clinical outcome. 

Materials and methods. Since October 2008, 21 pts with
mCRC, resistant to fluoropyrimidines, oxaliplatin and irinotecan,
were treated with panitumumab (n = 4) or cetuximab plus irinote-
can (n = 16) or cetuximab plus lenalidomide (n = 1). Pts were
evaluated by MRI at baseline, at day +14 and at day +56 after the
beginning of the treatment. Early response was defined as a tu-
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mor shrinkage >10% at day +14, while response at day +56 was
defined according to RECIST 1.1 criteria. 

Results. 21 pts were evaluated at day +14, and 17 pts received
a following radiologic assessment, due to clinical worsening.
Early response was observed in 8/21 pts (38.1%) and 7 of these 8
(87.5%) had a subsequent partial response (PR) at day +56. None
of the 13 pts without early response presented a PR or any tumor
shrinkage at day +56 (Fisher’s exact test: p-value = 0.0004). Me-
dian progression-free survival (PFS) was 148 days vs 55 days in
pts with [n = 8 (38.1%)] or without [n = 13 (61.9%)] early radio-
logic response, respectively (Log Rank p = 0.0001). Data on
overall survival (OS) are not yet available and pts enrollment is
ongoing. 

Conclusion. Present data indicate that early detection of tumor
response by MRI on day +14 of therapy correlates with a thera-
peutic benefit to cetuximab or panitumumab for mCRC.

A35 SINGLE NUCLEOTIDE POLYMORPHISMS OF THE
ABCG1 AND ABCC5 TRANSPORTER GENES
CORRELATE TO IRINOTECAN-ASSOCIATED
GASTROINTESTINAL TOXICITY IN COLORECTAL
CANCER PATIENTS AS ASSESSED BY DMET
MICROARRAY PROFILING 

Di Martino M.T.1,4, Arbitrio M.2, Rotundo M.S.1, Guzzi P.H.3,
Veltri P.3, Talarico D.1, Cannataro M.3, Tassone P.4,
Tagliaferri P.1
1Medical Oncology Unit, 4Referral Center for Innovative Treat-
ments in Medical Oncology, “Campus Salvatore Venuta”,
“Magna Graecia” University and “Tommaso Campanella” Can-
cer Center, Catanzaro, Italy; 2Institute of Neurological Science,
National Council of Research, UOS of Pharmacology, Catan-
zaro; 3Department of Experimental and Clinical Medicine and
Magna Graecia University, Catanzaro

Background. Irinotecan (CPT-11), a topoisomerase I in-
hibitor, is a cytotoxic agent used in the treatment of colorectal
cancer. The inactive prodrug is converted to its active metabolite
SN-38. Genetic polymorphisms of the UDP-glucuronosyltrans-
ferase (UGT) 1A1 enzyme, involved in SN-38 glucuronidation,
has been linked to the inter-individual pharmacokinetic variabili-
ty and irinotecan toxicity. On these bases, we performed a phar-
macogenetic DMET microarray profiling to identify new poly-
morphic variants in ADME enzymes correlated to irinotecan as-
sociated gastrointestinal adverse events.

Patients and methods. Twenty-one patients with colorectal
cancer underwent to irinotecan- based chemotherapy and were
enrolled in the study. DNA was extracted from peripheral blood
and 1 �g of dsDNA was genotyped by drug-metabolizing en-
zyme and transporter (DMET) genotyping platform (Affymetrix,
Inc., Santa Clara, CA, USA), which tests for 1936 genetic varia-
tions in 225 drug disposition genes. The genotyping profiles gen-
erated were analyzed by Graphpad Statistic software and geno-
type association was calculated by Fisher’s exact test (two
tailed).

Results. The genotypes frequencies distribution revealed dif-
ferent statistical significant occurrence of two SNPs. The ho-
mozygous genotype G/G in the intronic sequence of the ATP-
binding cassette, sub-family G gene (ABCG1), rs425215 was
found in 6/8 patients with grade ≥3 gastrointestinal toxicity vs
0/13 patients without gastrointestinal toxicity (p = 0.0159). The

homozygous genotype G/G in the 3’UTR sequence of the ATP-
binding cassette, sub-family C gene (ABCC5), rs562, was found
in 7/8 patients with grade ≥3 gastrointestinal toxicity vs 1/13 pa-
tients without gastrointestinal toxicity (p = 0.0352). The alterna-
tive genotypes were G/C or C/C in ABCG1 and A/G or A/A in
ABCC5, respectively.

Conclusions. Our results demonstrate a correlation between
the genetic polymorphism of the ABCG1 and ABCC5 transporter
genes and irinotecan-associated gastrointestinal adverse events.
Therefore, we can hypothesize that alterations in these trans-
porter genes might modify irinotecan pharmacokinetics and lead
to different activity or toxicity. DMET microarray platform is
emerging as useful tool for identification of new pharmacogenet-
ic variants.

A36 TRAP1 AND SORCIN COOPERATE IN INDUCING A
MULTIDRUG RESISTANCE PHENOTYPE IN HUMAN
COLORECTAL CARCINOMA

Landriscina M.1, Maddalena F.1, Laudiero G.2, Piscazzi A.1,
Amoroso M.R.2, Lombardi V.1, Fersini A.3, Esposito F.2
1Clinical Oncology Unit, Department of Medical Sciences, Uni-
versity of Foggia, Italy; 2Department of Biochemistry and Med-
ical Biotechnology, University of Naples Federico II, Italy; 3Gen-
eral Surgery Unit, Department of Surgical Sciences, University
of Foggia 

Background. We have reported that TRAP1, a mitochondrial
chaperone with antiapoptotic functions, is involved in drug-resis-
tance in human colorectal carcinoma (CRC). TRAP1 is a compo-
nent of the HSP90 mitochondrial pathway, selectively activated
in tumor cells, which antagonizes the proapoptotic activity of cy-
clophilin D and is responsible for cell survival. Interestingly,
novel mitochondria-directed anti-HSP90 agents are able to disas-
semble this pathway and are under clinical evaluation. GST-pull-
down experiments and mass spectrometry assays led us to the
identification of several TRAP1 ligands and, among others, Sor-
cin, a Ca2+-binding protein which is involved in the MDR pheno-
type of human tumor cells.

Materials and methods. We evaluated the expression levels
of TRAP1 and Sorcin in 41 human CRCs and we functionally
characterized the interaction and the reciprocal cooperation be-
tween these two proteins in CRC cells.

Results. Real Time PCR and immunoblot analysis showed
that TRAP1 and Sorcin are up-regulated, respectively, in 28/41
and 18/41 colorectal tumors. Interestingly, a statistically signifi-
cant correlation was observed between the expression of TRAP1
and the p22 isoform of Sorcin (Sperman rank test p = 0.003;
Kendal Tau test p = 0.003). The two proteins are also co-upregu-
lated in CRC cells resistant to 5-fluoruracil (FU), irinotecan (IRI)
and oxaliplatin (l-OHP). Using fluorescence microscopy and
western blot analysis of purified mitochondria, we demonstrated
the mitochondrial localization of an isoform of Sorcin that specif-
ically interacts with TRAP1 in human CRC cells. The overex-
pression or down-regulation of Sorcin and/or TRAP1 allowed us
to demonstrate a reciprocal regulation between these two proteins
and to show that their interaction is required for Sorcin mito-
chondrial localization and TRAP1 protein stability. Furthermore,
the upregulation of either TRAP1 and/or Sorcin induced resis-
tance to FU, l-OHP and IRI in CRC cells. Interestingly, the
knock-down of TRAP1 and/or Sorcin expression by siRNAs as
well as the pharmacological inhibition of TRAP1 ATPase by the
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peptidomimetic Shepherdin re-established a phenotype sensitive
to FU, IRI and l-OHP.

Conclusions. Sorcin and TRAP1 are functionally linked in an
antiapoptotic network responsible for resistance to chemotherapy
and deserve to be further evaluated as novel molecular targets to
overcome drug resistance in human CRCs.

A37 MODERATELY HYPOFRACTIONATED
RADIOTHERAPY WITH TOMOTHERAPY
CONCOMITANT TO OXALIPLATIN BASED REGIMEN
OF CHEMOTHERAPY FOR LOCALLY ADVANCED
RECTAL CANCER: FEASIBILITY AND NON-
RANDOMIZED COMPARISON WITH
HYPERFRACTIONATED RADIOTHERAPY

Ronzoni M.1, Ricci V.1, Passoni P.2, Slim N.2, Di Palo S.3,
Tamburini A.M.3, Staudacher C.3, Di Muzio N.2, Villa E.1
1Department of Oncology, 2Department of Radiotherapy, 3De-
partment of Surgery, S. Raffaele Scientific Institute, Milan, Italy

Background. Preoperative chemoradiation (CRT) is widely con-
sidered the standard therapeutic for locally advanced rectal cancer. 

The achievement of good downstaging and high pCR rate
could be very important because strongly associated with good
prognoses. We decided to perform a study to evaluate the feasi-
bility of moderately hypofractionated radiotherapy with Helical
Tomotherapy (HT) concomitant to oxaliplatin based regimen of
chemotherapy (CT) and to compare hypofractionated with hyper-
fractionated radiotherapy (RT).

Material and methods. From 05/07 to 03/09, 22 patients (pts)
with T3/T4-N0 and any/T-N+ rectal cancer patients were en-
rolled. CT consisted of Oxaliplatin 100 mg/m2 on day -14, 0, and
+14, and 5-FU 200 mg/m2/day c.i. from day -14 to the end of RT.

RT started on day 0 and was delivered with HT. The pre-
scribed dose was 41.4 Gy in 18 fractions (2.3 Gy/day). Surgery
was performed 6-8 weeks after CRT. A comparable population of
21 pts, control arm (CA), was treated in the same period with
3DCRT using a bi-fractionated schedule, 45 Gy (2.5 Gy/day),
and with the same concomitant CT regimen. 

Results. Median treatment duration was 26 days. None of pts
in HT arm had RT interruption, 2/22 (9%) pts experienced grade
3 NCI-CTC acute gastrointestinal toxicity against 5/21 (25%) in
the CA (p = 0.14) with 1/6 interrupted RT. All pts in HT and
19/21 pts in CA were operated. Downstaging was obtained in
34/41 pts: pT0-T2 and pCR pts were 16 (73%) and 8 (36%) in
HT against 10 (55%) and 5 (27%) in the CA (p >0.20). At a me-
dian follow up of 19.8 months, no failures were reported in HT
arm against 3/21 liver failures in the CA (p = 0.19).

Conclusion. Preoperative moderately hypofractionated RT
with HT concomitant to CT is feasible and associated with a mild
rate of acute toxicity in locally advanced rectal cancer. The non-
randomized comparison with comparable population of pts treat-
ed with bifractionated regimen suggests an equivalent tolerability
and efficacy of the two treatments. 

A38 HYPOXIC PERFUSION WITH MITOMYCIN-C (MMC)
IN THE TREATMENT OF MULTIFOCAL LIVER
METASTASES AND UNRESECTABLE PRIMARY TUMORS:
A MONO-INSTITUTIONAL SERIES OF 42 PATIENTS

Bagliani A., Toniolo D., Belloni P., Motta F., Caspani B.,
Ierardi A., Campagnoli E., Setola E., Tampini S., 
Mastore M., Crocchiolo R., Bregni M., Belli L.
Unit of Medical Oncology, Radiology, and Gastroenterology,
Ospedale San Giuseppe, Milano; Unité de Transplantation et de
Thérapie Cellulaire, Institut Paoli Calmettes, Marseilles, France

Background. Local-regional (L-R) treatments are utilized in
chemoresistant liver metastases or primary tumors not amenable
to surgery. In patients with multifocal metastases we modified
this approach by inducing a stop-flow of the hepatic artery by an
angiographic balloon-catheter, followed by infusion of MMC and
by embolization of the arterial vascular supply of the tumor with
a gelatine sponge. This hypoxic perfusion with MMC combines
the hypoxia effect, which improves the cytotoxic activity of
MMC, and the ischemic damage induced by the embolization,
with the advantage of targeting the whole liver and to reach also
small, peripheral lesions. 

Methods. Forty-two patients, all refractory to L-R and to sys-
temic treatments, were treated with hypoxic perfusion with MMC
from June 2001 to May 2009 (56 total procedures). Main patient
characteristics are reported in the Table.

Median Age (range) 57 (33-78)
M/F 25/17
Median ECOG score (range) 1 (0-2)
Previous L-R treatments, including surgery 60%
Previous systemic treatments (range) 2 (1-3)
Primary tumors: No. of patients (%)
Colangiocarcinoma 6 (14)

Metastatic tumors:
Colorectal 25 (60)
Pancreas 3 (7)
Neuroendocrine tumors 2 (5)
Uveal melanoma 2 (5)
Gastric 2 (5)
Ovarian 1 (2.3)
Fibrosarcoma 1 (2.3)

Results. Patients remained in-hospital for median 10 days
(range 7-15). Side effects associated with the procedure were:
liver toxicity (median CTCAE grade 2), 1 acute pancreatitis (CT-
CAE grade 4), 1 liver failure (CTCAE grade 5). At a 30-day fol-
low-up CT scan, PR was observed in 29% of patients, SD in
45%, and PD in 26%. Response had a 4 month-median duration
(range 3-6). Median OS from disease relapse for all patients was
20 months, and 30 months for patients with colorectal cancer.

Conclusions. The procedure is feasible, with an acceptable
toxicity and treatment-associated mortality. Better patient selec-
tion can further improve results. 

A39 THE TUMOR MICROENVIRONMENT OF COLO-
RECTAL CANCER; STROMAL TLR-4 EXPRESSION AS A
POTENTIAL PROGNOSTIC MARKER

Cammarota R.1, Bertolini V.2, Pennesi G.1, Bucci E.O.3,
Garlanda C.4, Laghi L.4, Barberis M.C.5, Sessa F.2,6,
Noonan D.M.6, Albini A.1
1Oncology Research Laboratory, Science and Technology Park,
IRCCS MultiMedica, Milan, Italy; 2Department of Pathology,
Science and Technology Park, IRCCS MultiMedica, Milan, Italy;
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3Department of Oncology, IRCCS MultiMedica, Castellanza,
Italy; 4Istituto Clinico Humanitas IRCCS, Rozzano, Italy; 5De-
partment of Pathology, Ospedale Riuniti di Bergamo, Bergamo,
Italy; 6Università degli Studi dell’Insubria, Varese

It is now well known that patients with chronic inflammatory
diseases of the gastrointestinal tract have an increased risk for de-
veloping cancer, specifically colon cancer. Furthermore, inflam-
mation is associated with cancer progression and angiogenesis.
Here we quantified the presence of inflammatory cells and ex-
pression of cytokines involved in the inflammation process by
immunohistochemistry on tissue samples from patients with dif-
ferent stages of colorectal disease, ranging from predisposing ul-
cerative colitis to invasive adenocarcinoma.

Progression of lesions from healthy tissues to ulcerative colitis
was characterized by a massive inflammatory-angiogenic reac-
tion, identified by a significant increase in expression of all in-
flammation markers, paralleled by down-regulation of a potential
modulator molecule, Hepatocyte Growth Factor. We observed a
similar, but even more pronounced, and progressive increase of
CD68-, CD15-, TLR-4-, and IL6-expressing cells in the passage
from adenoma to adenocarcinoma. The role of increased inflam-
mation and the impairment of mechanisms of down-regulation
were confirmed in a Tir8 deficient mouse model, in which Tir8, a
negative regulator of the inflammatory response, has been ablat-
ed. We also determined the disease free survival time of adeno-
carcinoma patients in which the presence of TLR-4- expressing
cells who were above or below the median value. We found that
patients with high TLR-4 positivity in the stromal compartment
had a significanly increased risk of developing a relapse within
40 months. Moreover, in those patients with a diagnosis of pT3
colon cancer, those with levels of TLR-4 in the tumor stroma
higher than average relapsed within 15 months, significantly
shorter than those with lower than average expression. Taken to-
gether, these data suggest that TLR-4 represents a possible mark-
er of disease progression in patients with colon cancer. 

A40 CLINICAL AND BIOLOGICAL LONG TERM
OUTCOMES FOR PATIENTS WITH POTENTIALLY
RESECTABLE COLORECTAL LIVER METASTASES
(CLM): A MONOINSTITUTIONAL EXPERIENCE 

Dettori M.1, Zamboni F.2, Gallerani A.2, Tondolo V.2,
Mantovani G.2, Lanzillo A.M.1, Mascia L.1, Aloi M.B.1, 
Orrù S.3, Artale S.1
1Division of Medical Oncology, Gastrointestinal Cancer Unit,
Ospedale “Businco”, Cagliari; 2Gastrointestinal Surgery and
Liver Transplantation, Ospedale “Brotzu”, Cagliari; 3Division of
Pathology, Ospedale “Businco” Cagliari

Nowadays, surgical resection of the liver is the most effective
therapy for CLM patients. Several large studies demonstrated
survival rates of 35% and 23% after liver resection at 5- and 10-
year, respectively. So far, clinical prognostic factors are common-
ly used to stratify risk for recurrence following liver resection,
while to our knowledge there are no data on biological factors for
long term outcomes. In 52 consecutive patients with CLM who
underwent hepatic surgery from March 2003 to February 2010,
we retrospectively analyzed clinical features and KRAS mutation-
al status. This study, based on a single-institutional experience
with at least 3-year follow-up from the liver metastases resection,
aims to identify associations between clinical, molecular charac-
teristics of CLM patients and the tumour recurrence after resec-
tion of liver metastases. 

Median age of 52 patients (32 males, 20 females) who under-
went liver resection was 60.5 years. All patients had a mean num-
ber of 2.5 metastases (bilobar 38%) with a mean maximum size of
42.4 mm (≥30 mm in 65%), and 56% of them presented synchro-
nous metastases. KRAS mutational screening of 15/52 patients
showed that 10 were wild type (67%) while 5 (33%) were mutated.

Of 52 patients, 30 had at least a 3-year follow-up from the liv-
er metastases resection, and among them, 19 (63%) were consid-
ered long-survivors (one patient had a disease-free interval more
than 7 years). Clinical characteristics of 30 patients with mini-
mum follow-up of 3 years are shown in the Table below.

Clinical characteristics Long-survivors Short-survivors 
(>3 years): (≤3 years): 
19 patients 11 patients

Median age (years) 60 71
Synchronous metastases (%) 47 42
Disease free interval after primary 18.6 9
surgery in metachronous (months)

T 3-4 stage (%) 84 100
N 2-3 stage (%) 11 33
No. of metastases >3 (%) 26 29
Bilobar (%) 37 29
Mean maximum size (mm) 48.7 30
Mean prehepatectomy CEA level 251.3 18.9
(ng/ml)

Major hepatectomies, 53 71
≥threesegmentectomy (%)

Overall survival (months) 52.8 20.3

Present findings represent additional knowledge supporting
the curative intent of a surgical strategy in selected patients with
CLM. Although future studies are needed in order to investigate a
large cohort of CLM patients, our results agree with other stud-
ies, suggesting that some clinical prognostic factors (size, num-
ber of metastases, CEA levels) can be predictors of long term
outcome. Molecular screening of KRAS mutations on the remain-
ing 37 CLM patients is ongoing and the results will be presented
during AIOM meeting.

A41 CLINICAL PRESENTATION AND OUTCOME OF
SQUAMOUS CELL CARCINOMA OF THE ANUS (SCCA)
IN HIV-INFECTED PATIENTS: A GICAT CLINICAL
STUDY

Martellotta F.°, Berretta M.°, Lleshi A.°, Schioppa O.°, 
Izzi I.*, Zanet E.°, Vaccher E.°, Garlassi E.^, Tirelli U.° 
°National Cancer Institute, Aviano Italy; *Clinica Malattie Infet-
tive, Ospedale Gemelli, Roma; ^Clinica di malattie infettive e
tropicali, Università di Modena e Reggio Emilia

The introduction of HAART had a dramatic impact on mor-
bidity and mortality of individuals living with HIV and con-
tributed to the decline of incidence of AIDS-defining malignan-
cies. On the other hand the incidence of non-AIDS defining can-
cers (NADCs) is increasing significantly in the HAART era.
Among NADCs, incidence of anal cancer (SCCA) is increasing
in HIV-positive patients (pts). The impact of HAART on the nat-
ural history of anal cancer is unclear. Objective of this retrospec-
tive study was to describe clinical presentation and outcome of
HIV-positive pts with SCCA within the Italian Cooperative
Group on AIDS and Tumors (GICAT).

Methods and results. From July 2007 to March 2010 we col-
lected retrospectively epidemiological, clinical, staging and sur-
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vival data from 65 pts with SCCA in HIV enrolled in the GICAT.
Table reports clinical characteristics of patients with anal cancer
according to HIV status.

No. (%)

M/F 53/12 (81.1/18.5)
Year of diagnosis: <2000 11 (17)

2001-2005 28 (43)
≥2005 26 (40)

Age (years): <40 21(32)
41-45 20 (31)
≥46 24 (37)

Performance Status (ı): 0 + 1 52 (88)
≥2 7 (12)

HIV- risk factor (ı): Heterosexual 18 (28.6)
Homosexual 26 (41.2)
IVDU 16 (25.4)
Other 3 (4.8)

TMN stage (ı): I - II 26 (41)
III 32 (51)
IV 5 (8)

Years of HIV diagnosis: ≤1996 43 (66)
>1997 22 (34)

HIV stage: A1→A3 39 (62)
B1→B3 11 (17.5)
C1→C3 13 (20.5)

HAART therapy (ı) 61 (96.8)
CD4 (ı): <200 24 (40)

200-400 14 (24)
>400 21 (36)

HIV viral load (ı): <50 24 (46)
>50 28 (54)

(ı) some strata do not add up to the total because missing value. Median
survival was 106 months and probability of survival at 5 years was 56%.

Conclusions. HIV-infected patients with SCCA were signifi-
cantly younger than HIV-negative individuals. Thus in the
HAART era and in presence of similar treatment, HIV-infected
patients with SCCA have comparable survival to HIV-negative
individuals with SCCA, in according to most recent studies.

A42 CIRCULATING REGULATORY T-CELLS IN
METASTATIC COLORECTAL CANCER PATIENTS
TREATED WITH ANTIANGIOGENETIC THERAPY 

Rovati B., Mariucci S., Manzoni M., Delfanti S., Perfetti V.,
Danova M.
Unità di Citofluorimetria e Terapie Cellulari, S.C. Oncologia,
Fondazione IRCCS, Policlinico San Matteo, Pavia

Background. Bevacizumab (BEV) is a key agent in the treat-
ment of advanced colorectal cancer (mCRC) pts and its efficacy
could be related not only to the antiangiogenetic properties but
also to an indirect effect on the host immune system. Several re-
ports have documented the presence of regulatory T-cells (Tregs)
within human tumor tissue, the frequency of which seems to neg-
atively correlate with pts survival. We have now implemented
our study of dendritic cells (DCs) and lymphocyte subsets in
mCRC pts treated with BEV with the circulating Treg determina-
tion, in view of their potential additional role in the antitumor im-
mune response.

Patients and methods. To date we have enrolled 15 mCRC
pts suitable for a 1st-line combination therapy including BEV

and they were evaluated at baseline and at the 6th course of treat-
ment. A multiparametric flow cytometric technique was em-
ployed to study lymphocyte subsets and DCs from whole blood
and Tregs, defined as CD4+ CD25high FoxP3+, from mononuclear
cells. Data of 10 healthy subjects were used as controls.

Results. At baseline, pts showed a significant decrease of T
and B cell compartments, as well as NK cells, in comparison
with controls. The antiangiogenetic treatment ameliorated the
basal impairment of lymphocyte subsets, especially for T cells.
Neither baseline impairment of DCs and their subsets, nor modi-
fication during the BEV-based treatment were found. The per-
centage of CD4+ CD25high FoxP3+ Tregs in pts was significantly
higher than in healthy subjects and this value showed a decreas-
ing trend following the initiation of the combination therapy.

Conclusion. In mCRC pts treated with BEV-based therapy we
confirmed the increment of T cell response, suggesting an ame-
lioration of DC cell-presenting capacity, without a significant
change in their absolute number and we showed a relationship
between circulating Treg levels and tumor response. These find-
ings could help in order to go deeper inside in the concept linking
anti-antiangiogenetic therapy with modulation of the immune
system and anti-tumor efficacy.

A43 MOLECULAR ALTERATIONS OF COLORECTAL
CANCERS IN PATIENTS LONG-TERM SURVIVORS
AFTER METASTASECTOMY

Sartore-Bianchi A.1, Funaioli C.1, Artale S.1, Dettori M.2,
Pinto C.3, Zamboni F.4, Cipani T.1, Sarnataro C.S.1,
Lauricella C.5, Rojas Llimpe F.L.3, Bencardino K.1, Pozzi
F.1, Rusconi F.1, Pugliese R.6, De Carlis L.7, Veronese S.5,
Siena S.1
1S.C. Oncologia Medica Falck, Ospedale Niguarda Ca’ Granda,
Milano; 2S.C. Oncologia, Ospedale Businco, Cagliari; 3Unità
Operativa di Oncologia Medica, Policlinico S. Orsola-Malpighi,
Bologna; 4S.C. Chirurgia Epatobiliare, Ospedale Brotzu, Caglia-
ri; 5S.C Anatomia Patologica, Ospedale Niguarda Ca’ Granda,
Milano; 6S.C Chirurgia Generale 1 e Videolaparoscopia, Ospe-
dale Niguarda Ca’ Granda, Milano; 7S.C. Chirurgia Generale 2
e dei Trapianti, Ospedale Niguarda Ca’ Granda, Milano

The management of colorectal cancer (CRC) has evolved over
the past decade, with an increasing integration of effective sys-
temic therapies with advanced surgical techniques for resection
of isolated liver or lung metastases. Five-year survival rates after
liver metastasectomy have increased from 20% to 60% in recent
series. Several groups have proposed risk scores to improve the
selection of patients for hepatectomy based on clinical character-
istics with conflicting results, while no data are available regard-
ing molecular alterations of the metastatic disease. Among the
commonest molecular abnormalities of CRC, BRAF mutations
are associated with worse prognosis, while conflicting results are
reported for KRAS mutations and little is known for PIK3CA mu-
tations and loss of PTEN. In a cohort of metastatic CRC patients
displaying long-term survival (>3 years) after resection of liver
or lung metastases, we evaluated the mutational status of KRAS,
BRAF, PIK3CA and protein expression of PTEN to determine if a
distinct pattern from general population of CRC could explain
the favourable outcome. Preliminary results from 36 resected tu-
mors showed that gene mutations occurred at a similar rate as
compared to general CRC population for KRAS (27.7% vs 35-
40%), BRAF (2.7% vs 4-15%) and PIK3CA (13.3% vs 10-18%),
while we did not detect any tumor displaying loss of PTEN (0%
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vs 19-42%). Survival analysis showed no significant differences
between patients in the cohort related to the presence of KRAS (p
= 0.20), BRAF (p = 0.47) or PIK3CA (p = 0.95) mutations.
Among clinical variables, a better survival was observed for pri-
mary metastasectomy vs preoperative chemotherapy (p = 0.001)
and for lung vs liver resection (p = 0.05). Present data indicate
that in patients with good prognosis after metastasectomy there is
no difference in dysregulation of the KRAS/BRAF/MAPK path-
way but rather a lower rate of loss of PTEN as compared to the
general population of CRC. Full data from a series of 68 resected
specimens will be presented.

A44 ALKALINE PHOSPHATASE LEVELS AS
PROGNOSTIC FACTOR IN METASTATIC
COLORECTAL CANCER TREATED WITH FOLFOX 4
REGIMEN. MONOISTITUTIONAL RETROSPECTIVE
STUDY

Maisano R., Azzarello D., Del Medico P., Giannicola R.,
Giuffrè C., Panuccio V., Raffaele M., Zavettieri M., 
Falzea A., Nardi M.
U.O. Oncologia Medica, A.O. “Bianchi-Melacrino-Morelli”,
Reggio Calabria

Aims and background. Metastatic colorectal cancer (MCRC)
has a heterogeneous behaviour, a set of patients have minimal re-
sponse and rapid disease progression. To understand this hetero-
geneity studies have evaluated biological and clinical prognostic
factors. Alkaline phosphatase (ALP) seems to be a key prognos-
tic factor, so we have reviewed the outcomes of our patients re-
spect to ALP levels. 

Methods. Between January 2003 and December 2008 we
treated with FOLFOX 4 regimen 113 consecutive patients with
MCRC, 32 patients had ALP >300 U/l. 

Results. Median TTP was 4 months for high ALP level
(HALP) patients and 8 months for low ALP level (LALP) group,
median OS was 8 and 17.5 months respectively. Only 3 patients
in HALP group obtained PR (9%) respect to 3 CR and 24 PR
(41.5%) in LALP patients. Toxicity was substantially different
with more grade 3/4 neutropenia, diarrhoea and oral mucositis in
the HALP group. 

Conclusion. ALP is an uncomplicated and potent prognostic
factor, the patients with HALP had poor prognosis. 

A45 RADIOTHERAPY COMBINED WITH ORAL
CAPECITABINE IN THE PREOPERATIVE TREATMENT
OF ADVANCED RECTAL CANCER

Furina C.*, Citrino A.*, Cicero G.°, Spagnolo F.*, 
Condemi G.°°, Carillio G.*, Aiello C.**, Molinaro P.**, 
Molica S.*, Pingitore D.*, Arena M.G.§, Santoro M.*
*Department of Onco-Hematology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unity of Medical Oncology, Hospital of
Castrovillari; °°Operative Unity of Medical Oncology, Hospital
of Locri; **Operative Unity of Medical Oncology, Hospital of
Lamezia Terme; §Operative Unity of Medical Oncology, Hospital
of Tropea

Purpose. Currently the treatment of advanced rectal cancer
still arouses controversy. In the locally advanced rectal cancer the
preoperative use of radiochemotherapy (RCT) with 5-fluo-
rouracil (5FU), compared with radiotherapy alone has deter-
mined an increase in the downstaging and local control, without
any benefit in the overall survival. Although the 5FU has repre-
sented, for many years, the treatment of choice in the setting of
neoadjuvant treatment, at the moment capecitabine has the poten-
tial to replace the 5-FU regimen.

Materials and methods. This study includes 32 patients with
advanced rectal cancer (T3-T4 and/or N+) admitted to the De-
partment of Onco-Hematology, Hospital Pugliese-Ciaccio,
Catanzaro, between February 2005 and January 2010. All pa-
tients received three-dimensional conformal radiotherapy (3D-
CRT, total dose 4500-5040 cGy) in combination with
capecitabine (800 mg/m2 on each day of radiotherapy, RT).
Surgery was performed 6-8 wks after completing neoadjuvant
treatment. The toxicity was scored using the NCI-CTC v 2.0 cri-
teria. 

Results. All patients received full dose of the RCT planned.
The found side-effects have been diarrhea (Grade 2-3), neuropa-
thy (Grade 3), proctitis (Grade 3), fatigue (Grade 2). Of the
eleven evaluable patients was observed one pathological com-
plete response and four on twenty-one were downstaged.

Conclusions. We conclude that preoperative chemoradiation
with oral capecitabine and RT is well-tolerated and feasible, with
promising results.

A46 IMPACT OF PALLIATIVE RADIOFREQUENCY
ABLATION OF LIVER AND LUNG METASTASES FROM
COLORECTAL CARCINOMA: A RETROSPECTIVE
ANALYSIS OF A MONO-INSTITUTIONAL
INTERDISCIPLINARY TEAM

Oliva C.1, Perron Cabus G.2, De Paolis P.3, Bianco L.1,
Pochettino P.1, Bossotti M.2, Giubellino E.1, Inguì M.1,
Boglione A.1, Bona A.2, Bergnolo P.1, Comandone A.1

Department of 1Medical Oncology, 2Radiology, 3Surgery,
 Ospedale Gradenigo, Torino, Italy

Introduction. Radiofrequency Ablation (RFA) is the most
widely used non-surgical technique for the local therapy of liver
and lung colorectal cancer (CRC) metastases. A recent metanali-
sis concluded that RFA is an useful adjunct to surgery and
chemotherapy in well-selected patients but cannot substitute
surgery or chemotherapy. In our interdisciplinary team RFA is of-
ten used to complete difficult liver resection, and it’s used as a
unique therapy instead of surgery in selected patients. We utilize
liver and/or lung RFA with an explicit palliative intent. The aim
of this retrospective analysis is to evaluate the impact of this
technique on the survival of colorectal cancer stage IV pts.

Methods. From December 2005 until now we treated 21 pa-
tients (pts), 12 M and 9 F, median age 68 yrs (48-86), median
ECOG PS 1 (0-2). 15 pts had a colon cancer and 6 a rectal carci-
noma. 12 pts had only hepatic disease; 3 lung metastases only
and 6 both liver and lung; 4 pts had also lympho-nodal involve-
ment, 2 peritoneal and one had CNS metastases. Treatment was
considered with palliative aim because of the disease extension
or other important contraidications for surgery. RFA was per-
formed in 7 pts after the completion of the planned chemothera-
py; in 6 cases was done after 3 months chemotherapy and fol-
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lowed by further CT and in 8 events it was given independently
from any other treatment.

Results. We performed 45 RFA sessions in total. 12 patients
needed two sessions of RFA because of disease position or exten-
sion; 11 patients received more than one RFA, median RFA was
2; range 1-5. Toxicities were moderated; we recorded only one
case of sub-pleural empyema with subsequent hospitalization.
Median progression free survival was 8.6 months (95% CI 6.3-
11.3) and overall survival was 32.2 months (95% CI 23.4-38.0)

Discussion. RFA plays an important role in the treatment of
metastatic colorectal carcinoma, even in a palliative setting. At
present a perspective study is going on.

A47 INTERLEUKIN-22 SERUM CONCENTRATION IN
COLON-RECTALCANCER PATIENTSAND CLINICAL
CORRELATIONS: OUR EXPERIENCE

Adamo V.1, Saitta S.2, Adamo B.1, Colonese F.1,
Restuccia E.1, Ricciardi G.R.R.1, Caristi N.1, Maisano C.1,
Ferraro M.3, Gangemi S.2,3

1Unit of Integrated Therapies in Oncology, 2School and Unit of
Allergy and Clinical Immunology, Department of Human Pathol-
ogy, University of Messina, Italy; 3Institute of Biomedicine and
Molecular Immunology, National Research Council, Palermo,
Italy

Introduction. Immune reactions as well as direct proliferative
and antiproliferative effects of cytokines or cytokine-related me-
diators participate in the natural course of cancer.
The recently discovered cytokine interleukin-22 (IL-22),

member of the IL-10 family, might play a crucial role during tu-
mor genesis because has been shown to modulate cell cycle and
proliferation mediators such as ERK1/2 and JNK. However the
role of IL-22 in cancer progression has not been defined so far.

Methods. In our study we have investigated the potential as-
sociation between IL-22 serum concentration and enhanced risk
of a relapse or metastasis in colon-rectal cancer (CRC).
From May 2007 to January 2009 we collected serum blood

samples from 26 CRC patients before starting adjuvant treatment
and at the end of chemotherapy, and from 18 controls.
Patients median age was 53.5 (range 29-78). Stage was II

high-risk in 5 patients, stage III in 16 and liver metastatic disease
in 5. All patients have received adjuvant standard therapy.
Serum samples were obtained using a serum separator tube

and allowing samples to clot for 30 minutes before centrifuga-
tion, serum aliquots were stored at -20° C until the assay. IL-22
serum concentrations were measured by a quantitative enzyme
immunoassay technique.

Results. IL-22 levels in all patients with CRC were higher
than those in controls (11.81 vs 5.03 pg/m; p = 0.02). There was
no difference in IL-22 levels between females and males. No cor-
relation between nodal involvement (NO N1 N2) and IL 22 lev-
els was reported. However we found higher IL-22 levels in
metastatic patients, although this difference was not statistically
significant.

Conclusions. No significative modifications were recorded af-
ter adjuvant treatment, but a longer period of follow-up will al-
low an appropriate correlation between IL-22 serum concentra-
tion and risk of relapse. The association between IL-22 serum
concentration and CRC evolution needs to be further investigat-

ed, but these preliminary data suggest its possible implication in
the prognosis of CRC.

A48 MITOMICIN CAND RALTITREXED INADVANCED
CANCER PATIENTS: PRELIMINARYRESULTS

Toniolo D., Belloni P., Cozzi C., Zannier F., Corradini G.,
Candido P., Della Torre S., Bollina R.

Oncology and Hematology Department, Salvini General Hospi-
tal, RHO (MI), Italy

Background.Mitomicin C and raltitrexed have shown clinical
activity in multiple types of cancer and have a favourable toxicity
profile. Progressing pts with an acceptable PS often continue to
require treatment.

Methods. This study was designed to explore the safety and
efficacy of mitomicin C + raltitrexed in pts with malignant can-
cer who previously failed standards therapy.
Regimen: Mitomicin C 6 mg/m2 day 1 every four weeks and

Raltitrexed 1 mg/m2 day 1, 8 and 15 every four weeks (MIRA
schedule).
Eligibility criteria included malignant cancer after failure of

standards chemotherapy, age 18-80 yrs, ECOG-PS 0-3, adequate
organ function, measurable disease, assigned informed consent.
Primary endpoints were toxicity, clinical benefit and response

rate; overall survival as secondary endpoint. Treatment courses
were repeated every 4 weeks until progressive disease, unaccept-
able toxicity or patient refusal occurred.
Since September 2009 13 pts have been enrolled: 8 pts with

metastatic colon cancer, 1 pt wih rectal cancer, 1 pt with
esophageal cancer, 1 pt with renal cancer, 1 pt with ovary cancer
and 1 with pleural mesothelioma.
Median ECOG PS was 1 (range 0-3), median of previous

chemotherapy regiments was 4 (3-6).

Results. Since September 2009, 13 pts are evaluable for re-
sponse according to RECIST criteria. There were 0 complete re-
sponse (CR), 2 (15%) partial response (PR) for an overall re-
sponse rate of 15%
(colon cancer pts) and 3 (23%, 1 pt esophageal cancer, 1 pt

ovary cancer and 1 pt pleural mesothelioma) stable disease (SD).
13 pts are evaluable for toxicity according the NCI criteria. No

grade 3-4 toxicities were observed. Liver toxicity grade 1-2 in 5
pts (40%), diarrhea grade 2 in 2 pts (15%) and thrombocytopenia
grade 1 in 3 pts (20%). No life threatening event occurred.

Conclusions. Preliminary data suggest that MIRA schedule is
well tollerated and may abrogate disease progression in approxi-
mately 15-25% of the pts refractory to standards chemotherapy.
The study is ongoing.

A49 HIGH FREQUENCYOFK-RAS MUTATIONS IN
PATIENTS FROMASELECTED PONTINOAREA

Fattoruso S.I.S.1, Pacetti U.1, Fabbiano C.2, Pacini L.2,
Calogero A.2, Cardillo F. d’A.1

1Department of Clinical Oncology, “A. Fiorini” Hospital, Ter-
racina (LT); 2Department of Molecular Pathology, University of
Rome “La Sapienza”, I Faculty of Medicine, “ICOT”, Latina
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Background. The K-RAS mutations are present in up 40% of
human colorectal cancer. They confer resistance to cetuximab
and panitumumab, two therapeutic antibodies that block the EGF
receptor, supporting an important role for K-RAS as molecular
predictive determinant for the biological therapy of colorectal
cancer. 

We wrote this study with the aim of analyze the frequency of
K-RAS mutations in selected Pontino areas (Southern Lazio).

Patients and methods. We include in the study 26 patients
living in Terracina, Sonnino and Priverno, without hereditary
nonpolyposis colorectal cancer, affected by colon cancer (19 pts)
and rectal cancer (7 pts). Nine patients underwent resection of the
primary tumor and they are, up today, free from the disease while
17 patients developed metastases. The major site of metastases is
liver (7 pts) followed by lung (6 pts), peritoneum (2 pts), lymph
nodes (1pt) and pleura (1pt). Paraffin embedded specimens were
analysed, in accordance to SIAPEC guidelines. The fragment of
330 bp corresponding to exone 2 of K-RAS gene was obtained
by polymerase-chain reaction (PCR) using DNA extracted from 5
20-�m paraffined sections. The amplified products were se-
quenced using a multi-capillary DNA sequencer. 

Results. Twenty-one pts were valuable for the analysis. Six-
teen pts (76%) harbour a mutation at the K-RAS gene. Fourteen
(87%) out of these pts have a mutation at the codon 12. In 6 cases
it was Gly12Asp, in 4 cases it was Gly12Ser and in 2 cases it was
a Gly12Val mutation. The 36% of these 14 pts is affected by lung
metastases and 21% is affected by liver metastases. Just 2 pa-
tients show a mutation at the codon 13. 

Conclusions. The high mutation rate of K-ras gene (76%) sug-
gests the presence of possible environmental and/or genetic im-
plications.

A50 CT-GUIDED RADIOFREQUENCY ABLATION
TREATMENT OF RELAPSE COLORECTAL CANCER 

Mascia L.*, Pusceddu C., Massa D.*, Piga A.*, Podda G.,
Angelucci E.*
Dipartimento di Radio-Oncologia, U.O. Radiologia Diagnostica
ed Interventistica, *Dipartimento di Oncoematologia, Struttura
Complessa di Oncologia, Ospedale Oncologico“A. Businco”,
Cagliari, Italy

Aim. To evaluate retrospectively the technical feasibility, safe-
ty and efficacy of radiofrequency thermal ablation (RFA) in the
treatment of recurrent painful rectal cancer not resectable and no
longer susceptible to radiotherapy and chemotherapy.

Methods. Ten patients, average age 64 years, with pelvic re-
currence of rectal carcinoma were treated with RFA in order to
reduce pain and limit the progression of local disease. The mean
size of the lesions was 4.7 cm (range 3.2-9 cm). RFA was per-
formed with computer tomography-guided percutaneous ap-
proach using local anaesthesia and conscious sedation in all pa-
tients. The therapeutic outcomes were evaluated by contrast en-
hanced TC after 1, 3, 6 and 12 months. The absence of tumor en-
hancement TC image was considered to indicate complete tumor
necrosis.

Results. The complete tumor necrosis was found in 5 patients,
sub-total in the remaining 5. It has obtained the complete pain re-
lief in six patients and a significant reduction of pain in the re-
maining patients (mean VAS score from 7.4 before treatment to

1.5 after treatment). In two patients an abscess in pre-sacral space
and a bladder-rectal fistula after RF treatment was observed. Dur-
ing the mean follow-up, which was 40 months (7-55 months) in
all patients, 6 patients died for local tumor progression or distant.
Four patients are still alive and 2 disease free. 

Conclusions. In selected cases the RFA of unresectable pelvic
recurrent rectal cancer can be considered as a feasible and effec-
tive treatment in the control of pain and in the stabilization of re-
cidivism.

A51 COMBINED RADIOCHEMOTHERAPY FOR ANAL
CANCER IN HIV INFECTED PATIENTS HAART
IMMUNOCHARGED: 36 MONTHS FOLLOW-UP AND
COMPARISON WITH NON HIV INFECTED PATIENTS

Scapati A., Donato V., Alba L.*, Grisetti S.*, Cianciulli M.,
Monaco A., Giammarino D., Caruso C., Mossa S.
Radiotherapy Unit, Azienda Ospedaliera S. Camillo-Forlanini,
Roma; *INMI L. Spallanzani, Roma

Squamous cell anal cancer remains an uncommon entity; how-
ever, the incidence appears to be increasing in at-risk popula-
tions, especially those infected with human papillomavirus
(HPV) and human immunodeficiency virus (HIV). Given the
ability to cure this cancer using synchronous chemoradiotherapy,
management practices of this disease are critical. This article
considers treatment strategies for HIV-positive patients with anal
cancer, including the impact on chemoradiation-induced toxici-
ties and the role of highly active antiretroviral therapy in the
treatment of this patient population. The standard treatment has
been fluorouracil (5-FU) and mitomycin (or cisplatin) as
chemotherapy agents plus radiation. Consideration to modifying
the standard treatment regime is based on the fact that patients
with HIV tend to experience greater toxicity, especially when
CD4 counts are below 200; these patients also require longer
treatment breaks. Additional changes to the chemotherapy dos-
ing, such as giving 5-FU continuously and decreasing mitomycin
dose, are evaluated and considered in relation to radiation field
sizes in an effort to reduce toxicity, maintain local tumor control,
and limit need for colostomy. The opportunity for decreasing the
radiation field size and using intensity-modulated radiation thera-
py (IMRT) is also considered, particularly in light of the fact that
IMRT provides dose-sparing while maximizing target volume
dose to involved areas. The impact of the immune system in pa-
tients with HIV and squamous cell carcinoma of the anus and the
associated response to therapy today is more clear. Recent studies
have increasingly focused on individual HAART use, CD4 T-cell
counts, and the risk of Non Aids Defining Malignancies
(NADMs). Certain NADMs have been shown to have a reduced
risk with HAART use including liver, breast, colorectal, and lung
cancers. NADMs associated with immunosuppression included
Hodgkin’s lymphoma, oral/pharynx and anal cancer. So despite
the potential protective effect of ART on some NADMs, recent
studies evaluating calendar era trends have noted an increased
risk of anal cancer and Hodgkin’s lymphoma and no change in
risk for lung cancer in the HAART era. We present our 36
months follow-up series for patients HIV/HPV infection and anal
cancer treated with combination chemoradiotherapy with IMRT.
We also compare these results with our historical series of anal
cancer non-HIV infected.

A52 NASAL SEPTUM PERFORATION IN A
BEVACIZUMAB-TREATED PATIENT WITH
METASTATIC COLON CANCER
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Facilissimo I., Racca P., Fanchini L., Spadi R., Ferrari L.,
Fora G., Pinta F., Zanini M., Ciuffreda L.
ColoRectal Cancer Unit, Oncologia Medica 1, Ospedale S. Gio-
vanni Battista, Torino

A 78-year-old man with metastatic colon cancer (lung metasta-
tis) developed progression of disease after ten cycles of first line
FOLFOX-4 chemotherapy.

In October 2009 he began second line treatment with
FOLFIRI in combination with bevacizumab: after the sixth cycle,
partial response was confirmed by computerized tomography and
treatment was continued.

After the ninth cycle the patient referred worsening nasal con-
gestion, epistaxis and rhinorrea: anterior rhinoscopy and exami-
nation by the head and neck surgeon revealed a perforation in-
volving anterior portion of the nasal septum with no sign of ac-
tive bleeding.

Bevacizumab was discontinued and patient received treatment
with humidified air, intranasal saline spray and topical antibiotic. 

After one month, symptoms slowly improved and he complet-
ed the planned chemotherapy only with FOLFIRI: he is waiting
for restaging.

Association of nasal septum perforation and bevacizumab is
rare, although it has been described before in breast cancer pa-
tients. 

The nasal septum is a very vulnerable zone as irritation and
mucosal laceration can expose the underlying avascular cartilage.
Blood supply for this cartilage depends on the integrity of the
mucoperichondrium, and this can be disrupted by antiangiogenic
effect of bevacizumab.

There is no clear guideline for the management of this compli-
cation; recommendations are based on hygienic measures, hu-
midified air and use of intranasal saline spray.

A53 XELIRI WITH A BIOLOGICAL AGENT
(BEVACIZUMAB OR CETUXIMAB) IN THE
TREATMENT OF ADVANCED COLORECTAL CANCER:
AN INSTITUTIONAL EXPERIENCE

Galdy S., Rodà G., Cotroneo G., Zenoni D.1, Mauri C.,
Ravenda S., Duluc M., Iaculli A., Nastasi G.
U.O. Oncologia Medica, 1U.O.  Farmacia Ospedaliera, A.O.
Bolognini, Seriate (BG)

Background. 5-fluorouracil and irinotecan are standard com-
ponents of combination chemotherapy in the treatment of ad-
vanced colorectal cancer. The fluorouracil in the FOLFIRI regi-
men is continuously infused through a central venous access ad-
vice and an ambulatory infusion pump. This delivery system is
inconvenient and can be associated with infection and thrombo-
sis. Capecitabine is an oral alternative to fluorouracil in the treat-
ment of early and advanced colorectal cancer, and it has been
safely associated to oxaliplatin without loss of efficacy. Anyway,
the XELIRI arm (irinotecan and capecitabine association) in the
BICC-C and EORTC 40015 trials was closed because of its high
toxicity. Nowadays, the XELIRI regimen is not a standard thera-
py yet.

Aim. Tolerability, toxicity and efficacy of XELIRI regimen in
advanced colorectal cancer.

Patients and methods. From July 2008 to February 2010, in
our institution, 16 consecutive patients affected by advanced col-
orectal cancer were recruited (median age: 63.6 years, range: 33-
73), males 59% and females 41%. PS (ECOG) was 0-2. In 8/16
patients was assessed the K-Ras status: 5/8 (62.5%) wild-type
and 3/8 (37.5%) mutated-type. Patients received XELIRI plus a
monoclonal antibody (bevacizumab or cetuximab). The average
doses were: Irinotecan 202 mg/m2 iv (range: 150-250 mg/m2) on
day 1 q21; oral Capecitabine 891 mg/m2 bid (range: 550-1500
mg/m2 bid) on days 1-14 q21; Bevacizumab 7.5 mg/kg (14 pts)
on day 1 q21 or Cetuximab 400 mg/m2 on day 1, then 250 mg/m2
weekly (2 pts).

Results. The median number of cycles administered was of
3.8 cycles per patient. We observed diarrhoea G3 in 2/16 patients
(12.5%), neutropenia G3 in 3/16 (18.75%), one mucositis G3
(6.25%) and just one G4 toxicity (ischemic stroke). The use of
hematopoietic growth factors was necessary in three patients. No
one toxic death. The percentage of patients undergoing at least
one dose reduction of one of drugs in the regimen was of the
12.5%, while at least one delay of administration was observed in
31.5% of patients. Among patients undergone restaging, 2/11
(18%) had complete remission, 5/11 (45%) partial response, 1/11
(10%) stable disease and 3/11 (27%) progression disease. No dif-
ferences were registered between bevacizumab and cetuximab.

Conclusions. In our experience the compliance and adherence
to the treatment were high, with just one chemotherapy discon-
tinuation. The XELIRI schedule, at the doses of Irinotecan 200
mg/m2 on day 1 and Capecitabine 850-900 mg/m2 bid on days 1-
14 q21 respectively, is a manageable and effective regimen.
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B1* PROPHYLACTIC G-CSFADMINISTRATION
IN PATIENTSWITH SOLID TUMORS:
AN OBSERVATIONAL STUDYOF CURRENT
ITALIAN PRACTICE

Lorusso V., Barni S., Pugliese P., Roselli M., Mencoboni
M., Tonini G., Del Mastro L., Labianca R., Zampa G.,
Danova M., Pappagallo G. on behalf of the OBSERVE
Study Group
Introduction. During a series of expert panels held in 2007, it

emerged that many different schedules for administration of pro-
phylactic granulocyte colony stimulating factor (G-CSF) were
used in patients receiving chemotherapy (CT) for solid tumors in
Italy. An observational, prospective study was therefore designed
to assess current Italian clinical practice with respect to AIOM
guidelines.

Patients and methods. The study focused on the observation
of three consecutive CT cycles, starting from the first G-CSF ad-
ministration in patients with solid tumors. The primary outcome
measures were G-CSF type, number of doses and timing of ad-
ministration for each CT cycle observed. 23 oncology units en-
rolled 518 patients to the study between 10/2007 and 10/2008, of
whom 512 were eligible for analysis.

Results. Of the 512 eligible patients, 63.5% were females. The
median age was 62 (21-88 years). Most patients had breast
(35.9%), lung (18.2%) or colorectal (12.5%) cancer.
In all, 1164 CT cycles were administered with G-CSF support:
58% of daily G-CSFs and 92% of pegfilgrastim were adminis-
tered 24-72 hours post CT. Thus, 42% and 8% respectively of G-
CSF administrations were not per AIOM guidelines.
When daily G-CSFs were used, fewer than 4 daily doses were
given in 45% of CT cycles, 4 to 5 daily doses in 37% of cycles,
and at least 6 daily doses in 18% of cycles. Daily G-CSF doses
were not administered consecutively in 13% of cycles.

Conclusions. These findings suggest poor adherence to AIOM
guidelines for G-CSF prophylaxis, and that current practice is
largely unsupported by an evidence-based rationale. Since ade-
quate G-CSF prophylaxis not only decreases the risk of febrile
neutropenia but also facilitates delivery of chemotherapy1, an ef-
fective educational initiative aimed at understanding the role of
G-CSFs in supporting CT and at spreading knowledge and imple-
mentation of AIOM guidelines is highly desirable.

References
1. Kuderer NM et al: J Clin Oncol, 25: 3158, 2007.

This study was sponsored by Amgen-Dompé.

B2* EARLY IDENTIFICATION OF LEFT VENTRICULAR
DYSFUNCTIONWITH SPECKLE TRACKING
ECHOCARDIOGRAPHY INANTINEOPLASTIC
THERAPY-INDUCED CARDIOTOXICITY

Maurea N.1, Coppola C.1, Tocchetti C.G.1, Ragone G.1,
Di Pietro E.2, Schiattarella G.2, Barbieri A.1, Esposito G.2,
Rapacciuolo A.2, Arra C.1, De Lorenzo C.2, Iaffaioli R.V.1

1National Cancer Institute, G. Pascale Foundation, Naples, Italy;
2Federico II University, Naples, Italy

Background. New anti-ErbB2 therapies have improved the
prognosis of patients with breast cancer, but are associated with
an increased risk of left ventricular (LV) dysfunction.

Trastuzumab (T) can increase by 3-18% the frequency of
asymptomatic decrease in LV ejection fraction (LVEF), and by 2-
4% the risk of heart failure (HF). Opposite to the well known an-
thracyclin-induced cardiotoxicity, these conditions are reversible,
in absence of apparent ultrastructural changes. Indexes of cardiac
function such as fractional shortening (FS) and EF are not very
sensitive in detecting early myocardial damage. Aim of this study
is to evaluate whether myocardial strain by speckle tracking (ST)
is able to identify early LV dysfunction in mice treated with dox-
orubicin (D) and T, alone or in combination (D + T).
Methods. We measured radial myocardial strain (%) with ST,

and FS by M-mode echocardiography in sedated C57BL/6 mice
(8-10 wk old) at day 0, and after 2 and 6 days of daily adminis-
tration of D (2.17 µg/g/day), T (2.25 µg/g/day), D + T (2.17
µg/g/day + 2.25 µg/g/day respectively), and in a control group.
Results. FS was able to identify early (2 days) LV dysfunction

only in group D and D + T: 52 ± 0.2% and 49 ± 2%, respectively,
both p <.001 vs 60 ± 0.4% (sham), while in group T it decreased
only at 6 days (49 ± 1.5% vs 60 ± 0.5%, p = .002). In contrast,
after 2 days, myocardial strain was already reduced not only in D
and D + T, but also in T alone: 43 ± 3%, 49 ± 1%, and 44 ± 7%,
respectively, all p <0.05 vs sham (66 ± 0.6%).
Conclusions. In mice treated with D or T, myocardial strain

identifies LV systolic dysfunction earlier than conventional
echocardiography. We plan to apply this technique to clinical stud-
ies, to evaluate the impact of early identification of T-related car-
diotoxicity in the treatment of women affected by breast cancer,
and to better elucidate the mechanisms of T myocardial effects.

B3* NATURALHISTORYOFMALIGNANT BONE
DISEASE IN COLORECTALCANCER: FINALRESULTS
OFAN ITALIAN “BONE METASTASES” SURVEY

Santini D.1, Barni S.2, Tampellini M.3, Silvestris N.4,
Maiello E.5, Calipari N.6, Ibrahim T.7, Catalano V.8,
Vincenzi B.1, Tonini G.1
1Medical Oncology, University Campus Bio-Medico, Rome;
2Medical Oncology, Azienda Ospedaliera Treviglio-Caravaggio,
Treviglio (BG); 3Medical Oncology, University of Torino at San
Luigi Hospital, Orbassano, Torino; 4Medical and Experimental
Oncology Unit, Oncology Institute Giovanni Paolo II, Bari;
5Medical Oncology Unit, IRCCS Casa Sollievo della Sofferenza,
San Giovanni Rotondo, Foggia; 6Radiotherapy, Ospedali Riuniti,
Reggio Calabria; 7Osteo-oncology Center, Istituto Scientifico Ro-
magnolo per lo Studio e la Cura dei Tumori, Meldola (FC);
8Medical Oncology, A.O. San Salvatore, Pesaro

Introduction. Bone metastases are an emerging clinical prob-
lem in colorectal cancer patients probably related to survival in-
crease. There are no data in literature about the natural history of
bone disease in colorectal cancer. We report the final data of a
large Italian multicenter survey.
Methods. 264 colorectal cancer patients with evidence of

bone metastases have been included in the study. All patients
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were dead due to cancer at the moment of the study inclusion.
Clinico-pathological data, data on survival and Skeletal Related
Events (SRE) data and skeletal related therapies have been col-
lected in a master data base and statistically analyzed.
Results. The median time to bone metastases appearance was

11 mths (4.67-13.06); grading of primary tumor (p = 0.0001) and
the appearance of visceral metastases (p = 0.0001) resulted pre-
dictive of skeletal disease. Mucinous histotype showed a trend of
higher risk of bone metastases appearance (p = 0.069). No site,
neither T or N correlated with bone progression. The median time
to first SRE was 2 mths (1.04-3.45). The osteolytic nature of
bone metastases correlated with time to first SRE (p = 0.0001).
The median survival after skeletal progression was 7 mths (5.75-
8.704). Osteolytic nature of metastases (7 months versus 21
months) (p = 0.008) and multiple sites of bone metastases (p =
0.004) correlated with median survival after skeletal progression.
The median survival after first SRE was 4.5 mths (3.43-6.13).
Conclusions. Complete results of statistical analysis will be

presented during the meeting. The present survey is the first de-
scriptive study concerning the natural history of bone disease in
colorectal cancer patients.

B4* ANTIDEPRESSIVEAGENTS USE IN CANCER
PATIENTS: RESULTS OFADMINISTRATIVE
DATABASESANALYSIS

Scurti V., Di Ienno S., Fanizza C., DʼEttorre A.,
Castorino N., Capitani M., Romero M., Belfiglio M.
Department of Clinical Pharmacology and Epidemiology, Con-
sorzio Mario Negri Sud, S. Maria Imbaro (CH)

Introduction. Supportive care in cancer includes the manage-
ment of various symptoms of which one of most common is de-
pression. Major depressive disorder affects 10-25% of patients
with cancer and from 6 to 32% of patients receiving palliative
care. Through the linkage of administrative databases, a popula-
tion study was performed to produce an epidemiological picture
of cancer patients treated for depression.
Patients and methods. Record linkage analysis of drug-pre-

scription and hospital databases of two Italian regions. An overall
incident cancer population of 23414 persons/in one year(1 Ju-
ly2004-30 June2005) was identified and followed for 3 years. New
antidepressant drugs users (never exposed to antidepressant before
cancer diagnosis) were identified (ATC:N06A); epidemiological
and clinical characteristics were identified (cancer sites, advanced
malignancies), as number of hospitalizations for chemotherapy ad-
ministration, concomitant use of NSAIDs or opioids. A Multivari-
ate-Cox-Non-Proportional-Hazard-Model was performed to identi-
fy independent predictors of antidepressants treatments.
Results. Among 23414 incident cancer patients (of which

55.6% were males and 62.4% over 64 years), 2378 new users of
antidepressants were identified (11.2%). Antidepressant use was
more frequent among females than males (12.3% vs 10.4%), over
40 years (11.4% vs 9.2% of 15-39), patients with more than two
hospitalizations for chemotherapy (14.8% vs 10.1% of those
without chemotherapy) and among patients with breast (13.9%),
lung (12.2%) than other types of cancer; it was also more fre-
quent among patients treated also for pain especially with both
NSAIDs and opioids (22.2% vs 5% of not treated).

Multivariate Cox Analysis showed that patients at highest risk
of receiving antidepressants were those with pain treatment (HR

1.95, IC 95% 1.71-2.22), metastatic disease (HR1.73, IC 95%
1.58-1.90), lung cancer (HR1.55, IC 95% 1.34-1.791).

Conclusions. Administrative databases represent an useful
and real time-available source of information to identify and
monitor a large sample of patients. Our results confirmed pub-
lished data on incidence of depression symptoms among cancer
patients especially in patients experiencing also pain and ad-
vanced disease, documenting how complex is the management of
all symptoms.

B5* THE ITALIAN CROSS-SECTIONAL SURVEYON
THE MANAGEMENT OF BONE HEALTH IN
ONCOLOGY: THE ZETA STUDY

Bertoldo F.1, Santini D.2, Cecchini I.3, Bartolussi P.3,
Fregosi S.3 on behalf of ZETA STUDY Group
1Department of Medicine, University of Verona; 2Oncologia
Medica, University Campus Biomedico; 3GfK Eurisko

Introduction. The bone health related issue represents a
growing problem in cancer patient due to the increase of life ex-
pectancy. In order to obtain an up-to-date picture of the aware-
ness on bone health and the management of skeletal problems in
cancer patients by Italian oncologists, a cross-sectional national
study (ZETA study) was conducted by GfK Eurisko. The survey
was supported by Novartis Oncology.

Methodology. A steering committee draws the survey. The
study was based on on-line interviews, with telephone recruit-
ment, to oncologists. About 100 questions (4 open-ended) were
asked to physicians. The questionnaire was composed by the fol-
lowing section items: typology of treated tumours; treatment of
bone metastases; skeletal related events; bisphosphonates use
(activity, safety and supplementation); bone health in patients
without skeletal metastases; anti-cancer activity of bisphospho-
nates. All questions were asked to all the physicians interviewed.
The study sample (170 centres) was structured starting from the
Italian universe of oncology centres of reference (350 centres).
The sample representativity was guaranteed by the control of the
following stratification parameters: geographical distribution
(29% north-west, 18% north-east; 22% centre; 31% south and
isles), number of hospital beds; gender; years of clinical practice
(median: 16 years). Median age of champion: 46 years. 73% of
interviewed oncologist has never participated to bone clinical tri-
als. In each of the 170 centres of the sample, a mean number of
1.67 oncologists participated in the survey (total number of on-
cologists involved in the study = 283). Collected data were
analysed using the following descriptive statistics: proportion,
mean, standard deviation.

Results. The results are planned to be analyzed and discussed
by a panel of experts (ZETA Study Group) and the final results of
the survey will be presented during the meeting.

Conclusions. This survey represents the first national research
on Italian oncologists’ clinical behaviour regarding bone health
in cancer patients.

B6* “MASTER ONCOLOGY”: AMULTICENTER, CASE-
CONTROL, OBSERVATIONAL STUDYON THE
EPIDEMIOLOGYAND RISK FACTORS FOR
THROMBOEMBOLIC EVENTS IN CANCER PATIENTS
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Quadri A.1, Agnelli G.2, Labianca R.1, Cimminiello C.3,
Crinò L.2, Di Minno G.4, Maiello E.5, Prandoni P.6,
Santoro A.7 for the MASTER ONCOLOGY investigators
1Hospital of Bergamo, Italy; 2University of Perugia, Italy; 3Hos-
pital of Vimercate, Italy; 4University of Naples, Italy; 5IRCCS
Casa Sollievo della Sofferenza, S. Giovanni Rotondo, Italy; 6Uni-
versity of Padua, Italy; 7IRCCS Humanitas, Rozzano, Italy

Venous thromboembolism (VTE) occurs commonly in patients
with cancer, among whom it represents the second cause of
death; moreover, it seems to have a negative influence on the out-
come of these patients. However, the risk factors for VTE in can-
cer patients are only partially known.

MASTER ONCOLOGY is a multicenter, national, observation-
al, non interventional, case-control study aimed to clarify the role
of patient features and risk factors on the occurrence of throm-
boembolic events in patients with solid cancer, locally advanced
or metastatic. Patients in case and control groups have been
matched for the following characteristics: gender, age, cancer site,
cancer histology, enrollment period (± 6 months). Patients with a
surgical intervention <2 months before were excluded from the
study. Information on patient and tumour characteristics, con-
comitant diseases, treatments and risk factors of two groups of
cancer patients with (cases) or without (controls) VTE referring to
participating medical oncology departments were collected.

From November 2008 to December 2009, 611 patients (266
cases and 345 controls) were enrolled in the study by 51 Italian
Centers. Of these, 237 cases and 339 controls were evaluable.
The mean age was 64.7 and 64.5 years in cases and controls
groups; the percentage of males was 43.0% and 41.9%, respec-
tively. The most frequent tumour sites were colon, breast, lung,
pancreas and stomach. The disease status was metastatic in 95%
of patients; 90% of patients in both groups received an anticancer
treatment. In cases group, 74.3% of patients were affected by
deep venous thrombosis (DVT) and 25.7% by pulmonary em-
bolism (PE).

The analysis of risk factors has been performed using an un-
conditional logistic regression model. Preliminary results of this
analysis show that a body mass index ≥26 (Adjusted OR 2.04,
95% CI 1.33-3.14), a more severe ECOG status (Adj OR 2.33,
95% CI 1.64-3.31) and a period from cancer diagnosis ≤12
months (Adj OR 1.88, 95% CI 1.32-2.69) appear to increase the
risk of VTE. The evaluation of the role of other clinical charac-
teristics is still ongoing and the results will be available for the
Congress.

Although preliminary, our observations emphasize the need of
better studying the incidence, the clinical profile and the potential
risk factors for VTE in cancer patients.

B7 FATIGUE DURINGANDAFTER RADIOTHERAPYOF
BREAST CANCER PATIENTS: CORRELATIONWITH
SERUM CYTOKINE LEVELS, AND BLOOD CELL
COUNTS

Pecora E.*, Santoro M.*, Cicero G.°, Condemi G.°°,
Prantera T.°°°, Arena M.G.§, Spagnolo F.*, Greco E.**,
Molica S.*, Pingitore D.*
*Department of Hemato-Oncology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unity of Medical Oncology, Hospital of
Castrovillari; °°Operative Unity of Medical Oncology, Hospital
of Siderno, °°°Operative Unity of Medical Oncology, Hospital of
Crotone; §Operative Unity of Medical Oncology, Hospital of Tro-
pea; **Operative Unity of Medical Oncology, Hospital of
Lamezia Terme

Purpose. Cancer-related fatigue is one of the most prevalent
symptoms among women submitted to radiotherapy (RT) for
breast cancer (BC). Despite its prevalence the mechanism of on-
set is still unknown: one possible mechanism is the activation of
the immune system, through the mediation of proinflammatory
cytokines interleukin (IL), IL1-β, IL-6, and tumor necrosis fac-
tor-α (TNF-α) as host response to tissue damage determined by
the radiant treatment. The purpose of this study was to determine
the level of fatigue in a group of BC patients its relation to anxi-
ety, depression, serum cytokines, cortisol and blood count levels.

Methods. Twenty-eight patients who received adjuvant RT af-
ter breast conserving surgery were studied. The patients’ subjec-
tive feeling of fatigue intensity was measured according to two
standardized self-assessment instruments: the Fatigue Assess-
ment Questionnaire (FAQ) and a visual analog scale (VAS) on fa-
tigue intensity before the start and weekly during RT, as well as
14 days and 3-6 and 12 months after RT. In addition, a differen-
tial blood cell count and the serum levels of the cytokines IL1-β,
IL-6, and TNF-α, were determined in parallel to the fatigue as-
sessments.

Results. 60% of patients reported no presence of fatigue be-
fore 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. Fatigue measured with the FAQ did not increase
significantly during treatment, but the subscores on physical and
cognitive fatigue were elevated during treatment weeks 4 and 5.
IL-1β, IL-6, and TNF-α and hemoglobin levels did not change
during therapy. 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 with fatigue had significantly lower
serum levels of cortisol than the non-fatigued patients as well as
differences in two lymphocyte populations, at 3-6 and 12 months
after the end of radiotherapy.

Conclusions. This study has shown that significant fatigue is
common in patients receiving breast irradiation and precipitated
during radiotherapy in some patients but not in others. In the pa-
tients that show an increase of the fatigue during adjuvant RT, fa-
tigue returned to pre-treatment levels 3 months after treatment. In
our study, no evidence was found that anxiety, depression, serum
levels of IL1-β, IL-6, TNF-α and hemoglobin levels were corre-
late with treatment induced fatigue. The results of our observa-
tion suggest the existence of a mechanism among activation of
the immune system and alteration in cortisol and lymphocyte
subsets.

B8 EVALUATION OF EFFICACYAND COMPLIANCE
WITH TWO DIFFERENT BISPHOSPHONATES IN
HORMONE-SENSITIVE POSTMENOPAUSAL PATIENTS
WITH BREAST CANCER TREATEDWITHADJUVANT
AROMATASE INHIBITORS (AIS): COMPARISON
BETWEENALENDRONATE ORALLYONCEAWEEK VS
ZOLEDRONATE I.V. YEARLY

Forcignanò R.1, Ciccarese M.1, Romano G.1, Chiuri V.E.1,
Cairo G.1, Lo Russo V.1, Cinieri S.2, Quarta E.3,
Grimaldi A.3, Calcagnile F.3, Muratore M.3

U.O. Oncologia, Ospedale V. Fazzi, Lecce; U.O. Oncologia,
Ospedale Perrino, Brindisi; U.O. Reumatologia, Ospedale Gala-
teo, San Cesario di Lecce
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Patients with breast cancer (BC) in adjuvant therapy with AIs
reported increase in bone reabsorption markers, and decrease in
BMD levels.

Endpoint of the study. The evaluation of the difference effi-
cacy and patients’ compliance to the anti absorption therapy with
two different bisphosphonates. The following parameters were
evaluated: time T0 and one year later T1: 1) (BMD) hip and
spine 2) bones of reabsorbing and neo apposition markers (CTX,
PTH alkaline phosphatase), 3) evaluation of satisfaction level and
of the adhesion to the anti absorption therapy through a question-
naire: OPSAT-Q (0-100) (Osteoporosis Patient Treatment Satis-
faction Questionnaire), 4) evaluation of the compliance through a
questionnaire: the MMAS (Morisky Medication-taking Adher-
ence Scale; 0-4); 5) VAS every four months.

Materials and methods. 121 menopausal pts median age 56
yrs, treated with adjuvant AI, were divided into 3 groups accord-
ing to their T-score of the BMD. Group A (19) with T-score ≥1,
group B (47) osteopenic with T-score from -1 to -2 and risk fac-
tors randomized to Alendronate 70 mg orally weekly (24) (B1) vs
Zoledronate 5mg iv once a year (23) (B2), group C (55) with T-
score <-2 randomized to Alendronate 70 mg orally weekly (26)
(C1) vs Zoledronate 5 mg i.v. once a year (29) (C2), all pts were
daily administered 1 gr calcium and 800 I.U. of Vitamin D.

Conclusion. The efficacy of treatment with two bisphospho-
nates was the same both for group B and C with an increase of
BMD of 1.94% for hip and 2.41% for spine. Adherence to Zole-
dronate i.v. was better than Alendronate orally with a 33% of pts
in the latter group stopped treatment early. According to these re-
sults, especially for greater adherence to therapy, it could be use-
ful to administer Zoledronate i.v as first choice in BC pts during
adjuvant treatment with AIs when indicated on the basis of BMD
or risk factors.

The planned assessment of bone reabsorbing markers and VAS
for arthralgias are under evaluation.

B9 NADROPARIN FOR THE PREVENTION OF
THROMBOEMBOLIC EVENTS INAMBULATORY
PATIENTSWITH LUNG CANCER RECEIVING
CHEMOTHERAPY: ATREATMENT-BASED SUB-GROUP
ANALYSIS OF THE PROTECHT STUDY

Labianca R.1, Mandalà M.1, Barni S.2, Cavanna L.3,
Gasparini G.4, Gussoni G.5, Passalacqua R.6, Perrone T.7,
Tonato M.8, Verso M.9, Agnelli G.9 on behalf of the
PROTECHT investigators

1Unità Operativa Oncologia, Ospedali Riuniti Bergamo; 2On-
cologia Medica Treviglio (BG); 3Oncologia Medica, Piacenza;
4Oncologia Medica San Filippo Neri, Roma; 5FADOI; 6Oncolo-
gia Medica Cremona; 7Italfarmaco; 8Dipartimento Oncologia
Regione Umbria; 9Medicina Cardiovascolare, Perugia

The PROTECHT study (NCT 00951574) showed that
nadroparin was associated with a reduction in thrombotic events
(TE) in ambulatory patients with metastatic or locally advanced
cancer who were receiving chemotherapy. About 50% of the
thromboembolic events occurred in lung cancer patients (n =
279, 24.3% of the overall study population). The aim of this ex-
ploratory sub-group analysis was to investigate the effect of
nadroparin on lung cancer patients included in the PROTECHT
study according to the administered chemotherapy regimens.

Methods. Ambulatory patients were randomly assigned in a
double-blind manner to receive subcutaneous injections of
nadroparin (3800 IU anti-Xa once a day) or placebo, in a 2:1 ra-
tio. The primary endpoint was symptomatic TE, as adjudicated
by an independent committee. TE incidence was assessed accord-
ing to the type of chemotherapy regimen (including platinum
compounds or its combination with gemcitabine).
Results. NSCLC and SCLC were 79.9% and 21.6%, respec-

tively. Two of 199 patients in the nadroparin group and no pa-
tients in the placebo group had a major bleeding event (two-sided
p = 0.368). The results of this analysis are shown in the table ac-
cording to the type of chemotherapy.

Nadroparin Placebo RRR NNT p value

Regimens containing Events/pts Events/pts (one tailed)

Platinum compound 2/80 (2.5%) 2/27 (7.4%) 66.0% 20 0.123
without gemcitabine
Platinum compound 2/79 (2.5%) 5/44 (11.4%) 78.1% 11 0.021
plus gemcitabine
All patients (279) 7/199 (3.5%) 7/80 (8.8%) 61.2% 19 0.070

Conclusion. In this exploratory subgroup analysis, nadroparin
significantly reduces the TE risk in lung cancer patients treated
with regimens containing platinum compounds and above all in
patients receiving platinum plus gemcitabine.

B10 PALONOSETRON PLUS THREE-DAYAPREPITANT
AND DEXAMETHASONE TO PREVENT NAUSEAAND
VOMITING IN PATIENTS RECEIVING HIGHLY
EMETOGENIC CHEMOTHERAPY

Longo F.1, Mansueto G.2, De Sanctis R.1, Lapadula V.1,
Quadrini S.1, Grande R.2, Gori B.1, Altavilla A.3, Adua D.1,
Del Signore E.1, Stumbo L.1, De Luca C.1, Cimadon B.3,
Cortesi E.3, Gamucci T.2, Di Seri M.1
1Department of Clinical Oncology A, “Sapienza” University of
Rome, Policlinico Umberto I; 2U.O.C. Clinical Oncology, Ospe-
dale Umberto Primo, Frosinone; 3Department of Clinical Onco-
logy B, “Sapienza” University of Rome, Policlinico Umberto I

Background. The combination of a neurokinin-1 receptor an-
tagonist (NK1RA), dexamethasone and a 5-HT3 receptor antago-
nist (5-HT3RA) is currently the standard antiemetic treatment in
patients receiving cisplatin-based high emetogenic chemotherapy
(HEC). The aim of this study was to evaluate the efficacy of a
combination of palonosetron, a unique second generation 5-
HT3RA, aprepitant, the only approved NK1RA and dexametha-
sone as antiemetic prophylaxis in patients receiving HEC (cis-
platin ≥50 mg/m2).
Methods. Chemotherapy-naïve adult patients, receiving cis-

platin-based HEC, were treated with palonosetron 0.25 mg/i.v., dex-
amethasone 20 mg/i.v. and aprepitant 125 mg/p.o., 1-hour before
chemotherapy. Aprepitant 80 mg/p.o. and dexamethasone 4 mg p.o.
were administered on days 2-3. Primary endpoint was complete re-
sponse (CR- no vomiting and no use of rescue medication), during
the overall study period (0-120 h). Secondary endpoints were com-
plete control (CC: CR and no more than mild nausea), emesis-free
and nausea-free rates during the acute (0-24 h), delayed (24-120 h)
and overall (0-120 h) periods. Safety was also evaluated.
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Results. 222 patients were included in the study. Median age
was 62 years, 76.6% were male, 23.4% female and most com-
mon tumours were lung (66.7%) and head and neck (15.8%).
70.3% of patients achieved CR during the overall study period.
CC, emesis-free and nausea-free rates were 70.3%, 92.8% and
59.9%, respectively, during the overall phase. The most common-
ly reported side effects were constipation (39% of patients) and
headache (5%).

Conclusions. This study shows that palonosetron in combina-
tion with aprepitant and dexamethasone is effective to prevent
CINV in patients treated with cisplatin-based HEC.

B11 RESULTS OFHYPOFRACTIONATED SHORT
COURSE RADIOTHERAPY IN LONG-TERM
SURVIVING SPINALMETASTATIC PATIENTS

Mirri M.A.**, Ciabattoni A.**, Fabretti F.**, Di Marzo A.**,
Ciccone V.**, Siniscalchi A.**, Palloni T.**, Vidiri F.**,
Consorti R.*
**Radiotherapy Department, *Medical Physics Service, San Fi-
lippo Neri Hospital, Rome

Background and aims. Radiotherapy (RT) represents an effi-
cacious treatment in relieving symptoms or preventing complica-
tions due to painful bone metastases. Hypofractionated radiother-
apy is often administered in spinal metastatic patients due to the
necessity of shortening the total treatment time.

The objective of this analysis is to investigate the efficacy and
safety of a short course of radiation treatment in a population of
spinal metastatic patients.

Methods. Since June 2008, at Radiotherapy Unit of San Filip-
po Neri Hospital in Rome, a Quick Palliative Radiotherapy Ser-
vice has been activated. Totally 320 patients underwent short-
course palliative radiotherapy, 123 of them had spinal localiza-
tion. All but 7 presented pain and 12 (9.8%) of them neurological
symptoms. Patients were irradiated with doses between 8 and 20
Gy using 3D-CRT. Pain intensity was assessed using a 0 to 10
VAS score. Response was assessed with the reduction or total
abandonment of analgesics after RT.

Results. Median follow-up was 13.7 months. All the spinal
metastatic patients completed the scheduled RT. The effective-
ness of therapy was evaluated in terms of partial or complete re-
mission of pain (62.5% and 37.5% respectively) and mo-
tor/sphincter function response rate (16% and 25% respectively).
A median time to response of 18 days (range 2 to 56) was ob-
served for pain relief and of 7 days to functional recovery in the 5
observed patients. After 30 days from RT completion all but 6
patients (4.8%) were able to reduce (74.6%) or interrupt (20.6%)
the analgesic therapy. No differences were found in the overall
group of patients treated with 8 Gy, and in that treated with 20
Gy (p <0.2). Median survival was 8.9 months; no major toxicities
were observed, in surviving patients.

Conclusion. Our results show that hypofractionated short-
course radiotherapy is effective and well tolerated in patients with
spine metastases and it should be considered the treatment of
choice in clinical practice for patients with short life expectancy.

B12 EFFICACYOF ZOLEDRONICACID IN PATIENTS
WITH COLORECTALCANCER METASTATIC TO BONE

Tonini G.1, Loupakis F.2, Berardi R.3, Badalamenti G.4,
Addeo L.5, Ortega C.6, Sabbatini R.7, Venditti O.1, Virzì V.1,
Santini D.1
1Medical Oncology, University Campus Bio-Medico, Rome;
2Medical Oncology, Department of Oncology, Transplants and
New Technologies in Medicine, University of Pisa; 3Medical On-
cology, Clinica di Oncologia Medica, AO Ospedali Riuniti, Uni-
versità Politecnica delle Marche, Ancona; 4Department of
Surgery and Oncology, University of Palermo; 5Department of
Oncology, San Giovanni Di Dio Hospital, Frattaminore (NA);
6University Division of Medical Oncology and Haematology, In-
stitute for Cancer Research and Treatment (IRCC), Candiolo
(TO); 7Medical Oncology, Università degli Studi di Modena e
Reggio Emilia

Introduction. Bone metastases are an emerging clinical prob-
lem in colorectal cancer patients probably related to survival in-
crease. There are no data in literature about the role of BPs in the
treatment of bone disease from colorectal cancer. We present the
final data of a large Italian multicenter retrospective analysis.
Methods. 264 colorectal cancer patients with occurrence of

bone metastases have been included in the study. All patients
were dead due to cancer at the moment of the study inclusion.
Patients characteristics, Skeletal Related Events (SRE) data and
median survival after bone metastases appearance have been col-
lected in a master data base and statistically analyzed. The prima-
ry efficacy endpoint was time to first SRE; secondary endpoint
was median survival. 31 patients have been analysed as control
group.
Results. In 107 patients bisphosphonates data were not avail-

able. A total of 157 patients have been included for zoledronic ef-
ficacy analysis. A total of 126 patients received zoledronic acid
(4 mg) via a 15-minute infusion every 4 weeks until performance
status worsening or death. The median time to first SRE in the
whole population was 2 mths (1.04-3.45). The median time to
first SRE in the zoledronic treated patients was 3.168 mths (0.49-
2.19) compared with 1.71 mths (0.41-0.90) in the control group
(p = 0.009). The median survival after skeletal progression was 7
mths (5.75-8.704). The median survival in the zoledronic treated
group was 10 mths (8.08-11.91) compared with 6 mths (4.45-
7.54) (p = 0.161).
Conclusions. Complete results of statistical analysis will be

presented during the meeting. The present analysis represent the
efficacy demonstration of a bisphosphonate in bone metastases
from colorectal cancer patients.

B13 LENOGRASTIM IN PREVENTING
CHEMOTHERAPY-INDUCED FEBRILE NEUTROPENIA
IN PATIENTS TREATED FOR SARCOMA, BREASTAND
LUNG CANCER

Bronte G., Provenzano S., Galvano A., Piazza D.,
Bartolotta S., Maltese G., Albanese V., Catania G.,
Gianfortuna G., Incorvaia L., Badalamenti G.
Dipartimento di Discipline Chirurgiche e Oncologiche, Univer-
sità di Palermo, Italia

Introduction. Neutropenia and its complications represent the
principal DLT in various chemotherapeutic regimens. In the treat-
ment schedules of sarcomas (STS), breast (BC) and lung cancer
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(LC) febrile neutropenia (FN) ranges from 20 to 48% of cases,
compromising dose intensity. Prophylactic G-CSF reduces FN
duration and severity. It is recommended when expected FN inci-
dence is >20%. We studied lenograstim administration on day 5
to 9.
Patients and methods. Patients enlisted were ECOG 0-1 with

normal heart, liver and renal function, suffering from STS, BC,
LC. Metastatic STS patients received Epirubicin 35mg/m2 d1-3
and Ifosfamide 3000mg/m2 d1-3 q21; BC patients Doxorubicin
50 mg/m2 and Docetaxel 75 mg/m2 q21; LC patients received
Platinum-compound/Docetaxel regimens with neoadjuvant pur-
pose. Lenograstim was administered at dosage 263 mcg/vial d5-
9. Cell blood counts were performed to monitor neutrophils
count d1,8,15. The primary endpoint was to decrease the propor-
tion of the patients experiencing FN below the expected inci-
dence. The secondary endpoints were to decrease the proportion
of patients experiencing G3-G4 neutropenia, the proportion of
dose reduction and treatment delays, the proportion of patients
needing antibiotics or hospitalization.
Results. 70 patients (21¢, 49™) were included, median age 55

(range: 29-75); 40 with STS, 20 with BC, 10 with LC. The pa-
tients received 3 cycles at least, total 195 cycles. 65/70 were
evaluable for toxicity and response. FN occurred in 10/195 (5%)
of chemotherapy cycles, G3-G4 neutropenia in 25/195 (13%) of
chemotherapy cycles though in none of these it prompted dose
reductions or treatment delays. In just 5/65 (8%) of patients we
needed to deliver antibiotic therapy but no hospitalization was re-
quired.
Conclusions. A 5-days lenograstim treatment is efficient in re-

ducing FN incidence in patients treated with myelotoxic
chemotherapeutic regimens for STS, BC and LC. The prophylac-
tic administration of lenograstim allows the physician to keep the
dose intensity. A further evaluation of patients’ risk factors is
needed to enhance cost-effectiveness.

B14 GENETYC BASIS AND INTERINDIVIDUAL
VARIABILITY IN CANCER PATIENTS RECEIVING
MORPHINE

Ceresoli E., Cattaneo M.T., Filipazzi V., Fasola C.,
Somma L., Ferrario S., Gambaro A., Tosca N., Isabella L.,
Damiani E., Tansini G., Colia V., De Troia B., Pellegrino P.,
Radice S.°, Tonello C.°, Piazza E.
Oncology Department, °Pharmacology Department, “Luigi Sac-
co” Hospital, Milan

Introduction. Pharmacogenetic analysis confirms a relation-
ship between interindividual variability of morphine response
and possible genetic polymorphism linked with its bioavailabili-
ty. The aim of the study is to correlate the absence of response to
morphine with the genetic background of the cancer patients.
Methods. Twelve cancer patients using high dose morphine

therapy have been selected to participate to the study and four of
these don’t present good control of pain. Five polymorphisms
have been analyzed for each patient. The DNA has been extract-
ed from a peripheral sample blood of each patient. Sequences
linked with the probable SNPs have been amplified by a PCR re-
al time, after designing amplification primers. The genetic poly-
morphisms analyzed are: OPRM1 (SNP A118G), ABCB1 (SNP
C3435T), UGT2B7 (SNPs G211T and A842G) and COMT (SNP
A158G). Every wild type genotype is propitious to the carrier ex-

cept for the ABCB1 one. Finally the polymorphisms have been
analyzed by Pyrosequencing technique.
Results. PCR gives us satisfactory results and Pyrosequencing

highlights the presence of genetic polymorphisms in 100% of the
patients. All 4 patients receiving high dosage opioid without clin-
ical results (100%) present homozygous polymorphisms and the
other eight patients present only heterozygous polymorphisms.
Conclusions. There is a relationship between homozygous

polymorphisms of the morphine bioavailability linked genes and
the drug huge dosage taken by some patients without benefit. We
also understand that patients with heterozygous SNPs preferen-
tially respond only to high dose of morphine. We can assume an
addictive effect of unpropitious genotype polymorphisms espe-
cially if they are homozygous for that genotype. This study un-
derlines the importance of planning the pain management using
the genetic characteristics of the patients.

B15 OPIOID-INDUCED CONSTIPATION PREVALENCE
AND CORRELATIONWITH THE THERAPY: AN
ITALIAN PERSPECTIVE, MULTICENTRICANALYSIS
ON 1210 ONCOLOGIC PATIENTS

Costantini A.1, Rosti G.2, Gatti A.3, Sabato A.3, Zucco F.4
1Pain Therapy and Palliative Care S.S. Annunziata Hospital Chi-
eti; 2Medical Department Ca’ Foncello Hospital, Treviso; 3Uni-
versity of Tor Vergata, Anaesthesiology and Intensive Care Medi-
cine Department, Rome; 4Pain and Palliative Care Unit, G.
Salvini Hospital, Garbagnate (MI)

Background. Recent scientific evidences have already well
proved the safety and tolerability of the pain treatment with opi-
oids. These drugs have a pivotal role in the moderate-severe pain
treatment. Within 5-7 days from the beginning of the treatment a
spontaneous adaptation to the initial adverse events has been ob-
served, with the exception of the constipation that can lead to a
30% efficacy decrease of the pain therapy.
Objectives. The objectives of the study were to evaluate the

prevalence of the constipation and its correlation with the ongo-
ing pain treatment.
Methods. 1210 oncologic patients have been recruited to fill

up a web questionnaire (CIQ-Costipation Italian Questionnaire),
containing the Bowel Function Index (BFI) form as a reliable in-
strument for the assessment of opioid-induced constipation.
Results. In total, 70.9% of patients suffered from constipation

even if 93.6% of them were taking laxatives. Constipation inci-
dence did not correlate with gender (male 70.7%, female 70.75%),
however a positive correlation with the age has been observed:
constipation has been assessed in 78.9% of patients between 66 e
85 y.o., 63.7% between 51 and 65 y.o., 67.3% >85 y.o., 56% be-
tween 20 e 50 y.o. Considering the total patients who suffered
from constipation (79.9% of 1210 patients), in 88.9% (855) of
them has been assessed a correlation with the ongoing analgesic
treatment. No significative difference in the incidence of constipa-
tion between patients treated with oral and transdermal opioids has
been detected (OS 68% vs TD 67%). Within the two groups im-
portant differences between molecules have been observed. Con-
cerning the efficacy of the ongoing analgesic treatment, 63.2% of
the patients stated to suffer from uncontrolled pain. Of these,
41.9% suffered from 0-3 months, 35.4% from 3-6 months, 16.7%
from 6-12 months and 6% from more than one year.
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Conclusions. The results of this study confirm that in onco-
logic patients opioid-induced constipation is an issue that needs
to be suitably approached.

B16 ROLE OFVENOUS THROMBOEMBOLISM IN
DIAGNOSIS AND OUTCOMES OF CANCER PATIENTS:
AN EPIDEMIOLOGICAL STUDYONADMINISTRATIVE
DATABASES

Di Ienno S., Scurti V., Fanizza C., DʼEttorre A.,
Castorino N., Capitani M., Lepore V., Belfiglio M.
Department of Clinical Pharmacology and Epidemiology, Con-
sorzio Mario Negri Sud, S. Maria Imbaro (CH)

Introduction. The relationship between cancer and risk of ve-
nous thromboembolism (VTE) has been recognized. VTE is the
second cause of death in cancer patients, and has a profound im-
pact on patient’s quality of life. The main objective of our study
is to produce an epidemiological picture of VTE occurrence in
cancer patients, before and after diagnosis of cancer, through the
analysis and record-linkage of administrative databases.
Methods. Hospital discharge registries (of two Italian regions)

were analyzed. Incident cases, e.g. patients without another hos-
pitalization for cancer (1 July 2004-30 June 2005) were identified
and followed for 3 years (ICD9CM: 140-208 – excluding 173).

The occurrence of VTE was evaluated before and after first di-
agnosis of cancer, through the hospitalizations (ICD9CM: 415-
434-451-452-453) and for these patients outcomes analysis was
conducted.
Results. Among 4,474,716 inhabitants, 23,414 patients had a

new diagnosis of cancer: 55.6% were males and 62.4% over 64
years-old. Solid cancers were the most frequent (90.3%), mainly
genitourinary tract, breast, colon-rectal, lung; 17.8% presented an
advanced disease at diagnosis.

One-hundred-seventy-nine (0.7%) patients had been hospital-
ized for VTE during the previous year of cancer diagnosis. They
were mostly elderly (n = 147, 82.1%), males (60.3%): VTE was
more frequent in liver (1.7%), CNS (1.6%) and head-neck cancer
(1.5%) than in other solid cancers.

For 209 patients (0.9%) VTE events were diagnosed during
the same hospitalization of cancer diagnosis.

Eight-hundred-eighty-three patients had a diagnosis of VTE
after cancer (3.8%): 490 (55.5%) had not history of VTE, 11.5%
had done an insertion of central venous catheter and 37.9% had
received chemotherapy before VTE episodes.

Among patients with VTE 22% had metastases at diagnosis
and 60.2% died (vs 17.7% and 36.9% of patients without VTE
respectively).
Conclusions. Administrative databases represented an use-

ful tool to identify and monitor cancer patients. Our data con-
firm published data on incidence of VTE in cancer (both be-
fore and after diagnosis) and document that VTE is a relevant
factor with direct effects both on resource utilization and out-
comes.

B17 NEOPLASTIC PERICARDITIS: COMPARATIVE
ANALYSIS OF DIFFERENT TREATMENT STRATEGIES.
AMULTICENTRIC STUDY

Lestuzzi C., Lafaras C.*, Gralec R.°, Imazio M.§,
Cervesato E.^, Viel E., Tartuferi L., Bearz A., Berretta M.,

Bishiniotis T.*, Platogiannis D.N.*, Tumolo S.^, Tomkowski W.°
Centro di Riferimento Oncologico (CRO), IRCCS, Aviano (PN);
*Theagenion Cancer Hospital, Salonicco (GR), °TB and Lung
Disease Research Institute, Varsavia (PL); §Ospedale Maria Vit-
toria, Torino, ^AO S. Maria degli Angeli, ARC, Pordenone

Introduction. Several therapeutic approaches have been
proposed for neoplastic pericarditis (NP): simple or extended
drainage, sclerosing therapy, intrapericardial and/or systemic
chemotherapy (CT). There are no studies comparing sepa-
rately the different therapeutic options as regards the stable
disappearance or reduction of pericardial effusion and metas-
tases.
Patients and methods.We analyzed the clinical and echocar-

diographic data of 194 patients (pts) (112 with lung cancer, 24
breast cancer, 17 other carcinomas, 15 sarcomas, 26 lymphomas),
aged 15 to 86 years (mean 56). In 65 cases systemic CT was used
(SCT), in 28 local CT (LCT) only, in 76 combined (local + sys-
temic) CT (CCT), in 25 no CT but drainage or sclerosis only. To
evaluate the severity of NP we used a score system including ef-
fusion entity (<1 cm mild, 1-2 cm moderate, >2 cm large) and
presence and dimensions of intrapericardial masses. The re-
sponse was classified as complete (CR) when both effusion and
masses disappeared, partial (PR) if they were reduced; the dis-
ease was considered stable (SD) or in progression (PD) if the
score was unchanged or increased. The evaluation was made at
the last available follow-up, or when the pt was shifted to 2nd line
therapy in case of no response.
Results. CR was obtained in 2/25 (8%) in pts who did not re-

ceive any CT, in 20/65 (31%) among those with SCT, in 15/28
(53%) in those with LCT, in 50/76 (66%) in those with CCT.
Overall response (complete or partial) was 20%, 62%, 78% and
88% respectively in the same groups. Time to progression or re-
lapse was significantly longer in patients receiving LCT or CCT,
but this advantage was evident in the solid tumors subgroup only,
not in lymphomas.

All tumors
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Conclusions. In solid tumors local CT allows better chances of
stable control of NP, mostly in association with SCT and in the
subgroup of carcinomas. Pericardiocentesis is indicated in all cas-
es of large pericardial effusion, not only in cardiac tamponade.

B18 IMPROVEMENT OF PHYSICALACTIVITYASAN
ALTERNATIVE OBJECTIVE VARIABLE TO MEASURE
TREATMENT EFFECTS OFANTI CACHEXIATHERAPY
IN CANCER PATIENTS

Madeddu C., Serpe R., Macciò A., Mantovani G.
Department of Medical Oncology, University of Cagliari, Italy

Background and rationale. The aim of the present study was
to characterize the relationship between physical activity, as-
sessed by an arm-worn physical activity meter (SenseWear PRO2
Armband) versus the exquisitely “subjective” QL assessment,
versus the “hard” clinical variables of cancer-related anorexia
cachexia syndrome (CACS) (Lean Body Mass, LBM, resting en-
ergy expenditure, REE, and serum IL-6) in patients with CACS
before and after an anticachectic treatment: for this purpose we
have chosen the treatment arm (antioxidants plus MPA plus EPA-
containing nutritional supplement plus carnitine plus thalido-
mide) which proved to be the most effective in our last clinical
trial1.
Patients and methods. Out of 88 patients randomized and

fullfilling the eligibility criteria, 44 weight-losing cachectic can-
cer patients were fully assessable. Primary efficacy endpoints: in-
crease of LBM, decrease of REE and decrease in fatigue symp-
tom. For the physical activity assessment we selected the specific
armband monitor. The monitor provides an estimate of energy
expenditure in kcal/day or in metabolic equivalents (METs),
based on the time spent sleeping, lying down, sitting, standing
and stepping and was worn for 3 days.
Results. Physical activity increased after treatment as for step

counts, active energy expenditure (AEE kcal/day and min/day) and

METs (statistically significant). The time spent in lying down and
sleeping decreased. The correlation analysis showed that step
count was inversely correlated with fatigue, AEE was inversely
correlated with serum levels of IL-6, METs were directly correlat-
ed with LBM (DEXA), sleeping was directly correlated with REE.
The multiple regression analysis showed that LBM (DEXA) was
predictive of overall physical activity (step count, AEE and METs),
REE was predictive of time spent lying down, fatigue was nega-
tively predictive of AEE. The subjective QL assessments were not
at all predictive of physical activity nor was grip strength.

Conclusions. In conclusion, physical activity monitoring tech-
niques provide additional significant and useful tools for the
evaluation of outcomes of medical interventions in cancer
cachexia.

References
1. Mantovani G et al: The Oncologist, 15: 200-211, 2010.

B19 CLINICAL FEATURESAND SHORT-TERM
MORTALITYOF SEVERE SEPSIS (SSE) AND SEPTIC
SHOCK (SSH) IN CANCER PATIENTS: A
RETROSPECTIVEANALYSIS

Numico G., Mozzicafreddo A., Cristofano A., Trogu A.,
Malossi A., Stella A., Alvaro M.R., Cucchi M., Spinazzé S.,
Grasso F.
SC Oncologia Medica, Ospedale Regionale U. Parini, Azienda
USL della Valle d’Aosta, Aosta, Italy

Background. SSe is defined as sepsis (Systemic Inflammato-
ry Response Syndrome + infection) associated with organ failure
(renal, hematological, central nervous system, respiratory, circu-
latory) and SSh as sepsis and hypotension refractory to fluid
challenge. Given the high mortality of these conditions, treatment
should be aggressive and care is generally provided in Intensive
Care Units (ICUs). SSe and SSh are common in cancer pts and
have a dismal prognosis. For this reason cancer is often an obsta-
cle to access to ICUs and treatment is often conservative.

Methods. Our aim was to describe the clinical features and as-
sess the prognosis of cancer pts with SSe and SSh. We retrospec-
tively collected data on all pts with solid or hematological cancer
with SSe and SSh occurred in our department. All pts were treat-
ed with a beta-lactam plus aminoglycoside. Only in one pt initial
treatment was inadequate (quinolone alone) because of a misdi-
agnosis.

Results. Since 2008, 27 cases occurred. 13 were males, medi-
an age 68 (range 40-81); 19 solid cancer, 8 hematological. All but
one were undergoing chemotherapy and in 10 (37%) infection
occurred during grade 3-4 neutropenia. Disease was responding
to treatment in 11 cases while was progressive in 15 (one was not
evaluable). In 20 the site of infection was evident (12 lung, 5
blood, 3 site of surgery) and in 11 a microbiological diagnosis
was performed. SSe was diagnosed in 19 pts (70%) and SSh in 8
(30%). Fever was present in 17 cases (63%). In 2 cases pts were
transferred to the ICU for treatment. Death due to the complica-
tions of infection occurred in 16 pts (59%): 5/8 (62%) pts with
SSh and 11/19 (58%) pts with SSe.

Conclusions. Sse and SSh are potentially treatable conditions
also in cancer pts. Being potentially reversible, aggressive treat-

Carcinomas
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ment is justified. We suggest that SSe and SSh should be suspect-
ed in patient with unexplained organ failures (even without fever)
and a challenge with timely and appropriate antimicrobial thera-
py should be given.

B20 PERCUTANEOUS OSTEOPLASTYWITH OR
WITHOUT RADIOFREQUENCYTHERMALABLATION
IN THE TREATMENT OFHUMERALAND FEMORAL
METASTASES: PRELIMINARYRESULT

Pusceddu C., Mascia L.*, Massa D.*, Piga A.*, Podda G.*,
Angelucci E.*
Dipartimento di Radio-Oncologia, U.O. Radiologia Diagnostica
e Interventistica, *Dipartimento di Oncoematologia, Struttura
complessa di Oncologia, Ospedale Oncologico “A. Businco”,
Cagliari, Italia

Purpose. To evaluate feasibility, safety and efficacy of percu-
taneous osteoplasty under CT- fluoroscopic guidance with or
without radiofrequency thermal ablation in the treatment of
painful osteolytic metastases and multiple myeloma located in
the humerus and femur in patients with refractory pain and high
risk of fracture.

Method and materials. From November 2006 to October
2009, eighteen consecutive patients, 15 women and three men
(mean age 60 years) affected by metastatic breast carcinoma
(eight cases), metastatic renal carcinoma (two cases), metastatic
melanoma (one case), metastatic NSCLC (one case) and bone
multiple myeloma (four cases) with large osteolytic areas of dia-
physis and head and neck bone at high risk of fracture were treat-
ed with bone-cement injection. All patients were unsuitable can-
didates for surgery according to multidisciplinary consensus. Six-
teen patients discontinued chemotherapy a week before the pro-
cedure while twelve patients received radiotherapy within 1
month after procedure.

Seven patients had been previously performed with radiofre-
quency thermal ablation (RFA) in order to destroy the tumor tis-
sue and get a better outcome. The lesions were accessed using
the 10-gauge bone biopsy needle under CT-fluoroscopic guid-
ance with local anesthesia and conscious sedation. Subsequently,
under fluoroscopic guidance, 8 mL (5-15 mL) of polymethyl-
metacrylate (PMMA) were injected into the lesions. In a patient
with cortical interruption asymptomatic small extravasation of
PMMA occurred.

Results. Technical success was achieved in all patients with a re-
duction or disappearance of pain within one week of therapy (VAS
scores ranged from 7.5 to 1.3). Osteoplasty was facilitated by the
previous RF ablation. Three of 18 patients died as a result of illness
progression. Pain relief in 14 patients during follow-up, 4-29 months
(18 months average) was good and no new fracture occurred.

Conclusion. Percutaneous osteoplasty of the humerus and fe-
mur is feasible and safe, it obtains pain relief and it prevents
pathological fractures with improvement of walking ability. This
procedure can be considered a new therapeutic option for patients
with refractory pain and high risk of fracture.

B21 NEW LAWS OUTCOMES ON OPIOIDS
PRESCRIPTION IN TWO ITALIAN REGIONS
(ABRUZZOAND CALABRIA): A COMPARATIVE STUDY
BETWEEN THE FIRST SEMESTERS 2008 AND 2009

Gattaceca E.*, Scopa G.*, Cornacchia D.*, Belfiore G.**,
Condemi G.***
*Associazione Abruzzese Gigi Ghirotti ONLUS, Chieti; **ASL
Chieti Hospice Cure Palliative; ***U.O. Oncologia Sidereo (RC)

Recent Italian laws concerning opioids prescription did strong-
ly acknowledged the prominence of pain treatments among the
other supportive therapies meant for severely suffering patients.
Such an important goal has been achieved also by means of an
effective simplification of the national standards for conservation
and dispensation of drug products. The analysis is based on sta-
tistical data from two Italian regions showing an undersized con-
sumption in comparison with the national average: Abruzzo and
Calabria. Chosen parameters are the number of packages dis-
pensed by National Health System, the DDD, the net expense for
Health System and the average price per package related to mole-
cules and pharmaceutical formulas within the first semesters
compared at one-year interval (1st semester 2008 and 1st semester
2009). Analysis underscores an increasing trend in opioids pre-
scriptions (+ 10%), particularly for newly commercialized prod-
ucts and formulas. Oral formulations tend to prevail over in-
jectable solutions in case of non-severe pain. Pharmacoeconomi-
cal analysis, despite the increasing number of dispensed doses as
well as of patients, shows a reduction of average costs.

Essential references
Dati Progetto ministeriale SFERA ABRUZZO 2008
Dati Progetto ministeriale SFERA ABRUZZO 2009
Dati Progetto ministeriale SFERA ASL Chieti 2008
Dati Progetto ministeriale SFERA ASL Chieti 2009
Dati Progetto ministeriale SFERA CALABRIA 2008
Dati Progetto ministeriale SFERA CALABRIA 2009
Dati Progetto ministeriale SFERA ITALIA 2008
Dati Progetto ministeriale SFERA ITALIA 2009
Farmindustria INDICATORI FARMACEUTICI 2008 e 2009
Monitoraggio spesa farmaceutica e valutazione appropriatezza prescritti-

va 2007 e 2008
Osservatorio sulla prescrizione farmaceutica in Abruzzo Consorzio Mario

Negri Sud
Osservatorio nazionale sull’impiego dei farmaci: USO DEI FARMACI

IN ITALIA 2008 E 2009

B22 ELDERLY PATIENT’S ADHERENCE TO ORAL
SUPPORTIVE CANCER CARE: PILOT STUDY

Bergnolo P.1, Giubellino E.1, Goffredo F.2, Berno E.M.1,
Oliva C.1, Inguì M.1, Bianco L.1, Monasterolo G.1,
Boglione A.1, Garetto F.1, Dal Canton O.1, Pochettino P.1,
Comandone A.1
1S.C. Oncologia Medica, Presidio Sanitario Gradenigo, Torino;
2Servizio di Farmacia, Istituto per la Ricerca e la Cura del Can-
cro IRCC, Candiolo (TO)

Objective. Adherence to oral therapies has been studied in
various chronic diseases, but data about adherence in supportive
cancer care are rare, expecially in elderly patients (>65 y).

On the basis of these considerations, we developed a pilot
study to evaluate the level of adherence to support therapies for
nausea and pain.

Methods. A structured questionnaire was administered from
14 to 25 February 2009.
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It was composed by 10 questions concerning:
• symptoms (3 questions)
• adherence (5)
• medication taken for comorbidity (2).
Results. 128 elderly patients of the Day Hospital Oncology

answered the questionnaire, median age 71 (M 58%; F 42%), PS
(ECOG) 0 (51%), 1-2 (49%). All were in Stage 4 disease.

The epidemiology was as following: breast, colon, STS etc.
Median number of concomitant therapies: 3 (1-8). Most common
symptoms were: 63% nausea, 36% pain, 28% oral mucositis,
61% vomiting.

50% was adherent to prescription; 11% didn’t take the drugs
for reported: lack of efficacy (23%),

adverse events (69%), and 8% didn’t remember for which
symptom the drug had to be used.

39% took the medication: 16% at different time and 21% at
different doses. 100% declared to receive enough information
from doctors.
Conclusion. Adherence to prescribed medication regimens is

a strategic subject for all patients and particularly challenging for
the elderly. Medication adherence demands an active relationship
between the patient, the caregiver and the prescriber. An open,
honest informed consent on aims, limits and results is strictly re-
quested. A written explained administration schedule should be
available for each patient.

In our experience a fair, clear and collaborative cooperation
between patients and clinicians is essential to get the best results
in theme of adherence.

B23 EFFICACYOF PALONOSETRON FOR
ANTIEMETIC PROPHYLAXIS OF CHEMOTHERAPY-
INDUCED NAUSEAAND VOMITINGAFTER FAILURE
OFOTHER 5-HT3 ANTAGONISTS

Cicero G., De Luca R., Bronte G.
Dipartimento di Discipline Chirurgiche ed Oncologiche, Univer-
sità di Palermo, Italia

Background. The frequency and the magnitude of chemother-
apy-induced nausea and vomiting (CINV) depend on several fac-
tors, including chemotherapy schedules, treatment duration, pa-
tient characteristics (age, gender, comorbidities). Palonosetron is
a 5-HT3 antagonist for the prevention of CINV. It is administered
intravenously, as a single dose of 250 mcg, 30 minutes before
chemotherapy.
Patients and methods. In our institution the patients, affected

by different solid malignancies and treated with various highly
and moderately emetogenic cytotoxic agents, were selected for
CINV prevention with Palonosetron. The anti-emetic prophylaxis
included Palonosetron 250 mcg i.v. bolus d1, Dexamethasone 16
mg d1, 4 mg d2-3, 2 mg d4-5, Metoclopramide for rescue med-
ication. Primary endpoints were the proportion of patients with a
complete response (defined as no nausea nor vomiting episodes
and no rescue medication) during the acute phase (0-24 h post-
chemotherapy) and during the delayed phase (24-120 h post-
chemotherapy). Secondary endpoints included the number of
emetic episodes, time to first emetic episode, proportion of pa-
tients with the different grades of nausea according to the WHO
criteria.
Results. One hundred patients (52 males and 48 females, re-

spectively) were treated with Palonosetron in this study. Median

age was 53. 65% of them were treated with Palonosetron since
the first cycle of chemotherapy. In 35 patients Palonosetron was
included for antiemetic prophylaxis after failure of other 5-HT3
antagonists in the previous cycles. Complete response was
achieved in 87 out of all patients. Among non-naïve patients,
who previously experienced CINV, 28 (80%) did not report any
emetic episodes nor needed rescue medication. 7 patients in this
subgroup experienced just delayed G1-2 nausea, which was effi-
ciently treated with dexamethasone 4 mg twice daily.

Conclusion. Our study highlights the high efficacy of
Palonosetron in the prevention of acute and delayed CINV. We
also found an interesting effect of this new generation 5-HT3 an-
tagonist for anti-emetic control in non-naïve patients. For this
reason our findings confirm the statement of NCCN guidelines
about the superiority of palonosetron over the other 5-HT3 antag-
onists for preventing delayed nausea.

B24 MULTIDISCIPLINARYOSTEONCOLOGYCENTER
FOR THE MANAGEMENT OF PATIENTSWITH BONE
CANCER DISEASE

Fabbri L., Ibrahim T., Mercatali L., Sacanna E., Serra P.,
Ricci R., Falasconi M.C., Casadei R., Oboldi D.,
Sansovini M., Micheletti S., Petrella E., Gaudio M.,
Nunziatini R., Ceccolini M., Maltoni M., Amadori D.
Osteoncology Center, Istituto Scientifico Romagnolo per lo Stu-
dio e la Cura dei Tumori (IRST), Meldola (FC), Italy

Background. Bone metastases (BM) are responsible for high
morbidity in cancer patients. In January 2005 we founded a mul-
tidisciplinary Osteoncology Center comprising 17 dedicated ex-
perts, thus offering much needed multidisciplinary care for pa-
tients with BM.

Methods. The primary objectives of the Center are patient
care, research into BM, and specialist training for healthcare
workers. By April 2010 our team of experts in oncology, pallia-
tive care, orthopedics, radiotherapy, physiatrics, nuclear medicine
and radiology, with backup support from an oncology nurse and
data manager, had seen 857 patients and carried out 555
monodisciplinary and 1516 multidisciplinary visits.

Results. Among patients with cancer, primary sites of disease
were breast (42%), lung (13%), prostate (6%), colorectal (3%),
stomach (2%), bladder (2%), and others (32%). High-risk le-
sions, uncontrolled pain, and first or uncertain diagnosis of BM
were the main reasons for referral to the Center. Sixty-six percent
of patients reported pain, with a median intensity score of 4.04
(BPI questionnaire). As a result, analgesic therapy was modified
in 42% of cases. We prescribed radiotherapy (191 cycles), ra-
diometabolic therapy (28 cycles), radiology interventions (34),
orthopedic surgery (34) and orthopedic aids in 333 patients. An
anonymous questionnaire completed by 750 patients at the end of
their appointment showed that 97.1% were very satisfied with the
service provided, while only 1.0% was dissatisfied.

Conclusions. Although the outcome of patients and the full
economic impact of this new organizational model have yet to be
analyzed, the high level of satisfaction expressed by patients con-
firms the usefulness of this multidisciplinary approach to the
treatment of bone metastases.
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B25 CANCER PAIN MANAGEMENT IN ONCOLOGICAL
SETTINGS: THE ROLE OFOXYCODONE: ANEW
OPTION STARTING STRATEGYTHERAPY?

Lanzetta G.1, Passaro A.2, Mazzoli M.2, Pavese I.3,
Restuccia M.R.1, Di Fonzo C.4, Pacetti U.4, Recine F.5,
Mancuso A.5, Gianni W.6, Spinelli G.P.7, Madaio R.8,
Lembo A.9, Cristina G.10, Martelli O.11

1Unità Funzionale Oncologia INI, Grottaferrata (RM); 2Diparti-
mento di Medicina Sperimentale “Università La Sapienza” Ro-
ma; 3Dipartimento Oncologia, Ospedale S. Pietro FBF, Roma;
4UOSD Oncologia Medica, Terracina (LT); 5Dipartimento On-
cologia Medica Ospedale S. Camillo-Forlanini, Roma; 6Geria-
tria INRCA, Roma; 7UOC Oncologia “La Sapienza”, Latina;
8UOC Geriatria, Sezione di Oncologia, Israelitico, Roma; 9On-
cologia Medica, Casa di Cura Marco Polo, Roma; 10Oncologia
Medica, Ospedale Parodi Delfino, Colleferro (RM); 11Oncologia
Medica, Ospedale S. Giovanni Addolorata, Roma

Introduction. Cancer pain is debilitating and has multidimen-
sional consequences. It can be treated adequately in up to 90% of
patients by following pain management guidelines. Oxycodone
CR offers a fast onset of analgesia, providing clinically meaning-
ful relief of moderate to severe pain and improving quality of life
across a broad spectrum of pain typologies.

Objectives. To survey prescribing patterns in patients referred
to oncology centres in “Regione Lazio”. To test the effects on ef-
ficacy and quality of life (QoL) of controlled release oxycodone
(CR) and observe how long it takes to achieve the dose for pain
control, in 233 patients.

Methods. Patients with chronic cancer pain were evaluated.
Pain intensity rated, health-related quality of life (QoL) were
measured on a numeric rating scale and with the SF-12 question-
naire.

Results. Of 233 patients surveyed (117 men, 116 women, aver-
age age 67.0 ± 11.4 years), 21.6% reported pain for more than 6
months. Only 28% of patients were receiving strong opioids (17%
transdermal, 11% oral); 35% NSAIDs, 23% weak opioids, 9% a
combination of NSAIDs/weak opioids and 6% no treatment. The
average NRS pain score was 6.2 at the baseline. Pain intensity de-
creased to 3.7 after 3 days (p <0.001) and continued to decrease to
2.4 within 21 days (p <0.001), remaining stable till the end of the
observation. The average oxycodone daily dose ranged from 24.3
to 28.5 mg/die. Karnofsky performance status, measured at the
baseline, was 51.2 ± 29.5. The majority of patients reported mixed
pain nature (64%), followed by visceral (15%), somatic (14%),
neuropathic (7%). Pain impact on quality of life decreases com-
pared to baseline, as measured with both NRS and SF-12, show-
ing varying rates of improvement on each attribute.

Conclusion. The manageability and quick response of oxy-
codone permits a sort of “titration” directly with oxycodone in
place of oral morphine. This observation showed how in the clin-
ical practices this happened daily, in almost all of the participant
Centres.

B26 IS IT STILL JUSTIFIED TO DEFINE “RAVAGING”
THE CHEMOTHERAPY?

Vessia G., Rutigliano F., Abate A., Di Bitonto P.,
Calabrese R., De Lena M.*

Umberto I Hospital, Altamura (BA); *Consultant

Some drugs have eliminated dangerous side effects (anemia,
leucopenia, heart damage, etc.) of chemotherapy (CH). Neverthe-
less, the media (newspapers, TV, etc.) continue to define CH
“ravaging” as consequence of the drop of same parameters of life
with harmful psychological effects on patients (pts) and their rel-
atives. To verify the frequency and the strength of the changes in
nausea and vomiting (N + V), taste, food, body weight, sleep,
work and sex activity, in September 2008 we started a study by
means of a detailed questionnaire filled at home from patients af-
ter at least 3 cycles of CH. 250 pts (114 females, median age 55
years, range 24-84 yrs) 84 (37%) not previously treated with CH,
54 (21%) breast cancer, 40 (16%) lung cancer, 130 (52%) G.I., 9
(3%) head and neck, 11 (4%) ovary, 6 (2%) various, were evalu-
ated. The schedules of drugs used in M+ and M- to prevent N +
V were normally reported in literature. The frequency and the
changes in worse of the parameters are illustrated in the Table.

Parameter Total M+ M- Parameter Total M+ M-
(%) (%) (%) (%) (%) (%)

N + V 47 (19) 38 (92) 9 (18) Sleep 7 (28) 61 (87) 9 (13)
Taste 180 (72) 135 (75) 45 (25) Work 56 (22) 53 (95) 3 (5)
Food 100 (40) 78 (78) 22 (22) Sex 32 (29) 27 (84) 5 (16)

(113 pts)
Body weight 109 (44) 89 (80) 22 (20)

Of course, in the table further details examined on analysed
parameters (i.e.age influence on %, N + V before or after CH,
type of change observed in taste and food, in body weight, etc.)
are not integrally reported. Overall, 70% of patients expected a
worse tolerance before to start CH; on the contrary, 85% of pa-
tients judged it well tolerated after at least 3 cycles. Further con-
siderations that can be done on this first group of patients are: 1)
generally, the incidence % of changes observed is not so elevat-
ed; 2) M+ pts have a worse tolerance to CH probably due to dis-
ease progression; 3) it is important that media stop to define “rav-
aging” the chemotherapy considering the deleterious psychologi-
cal effect induced on the pts and their relatives.

B27 PALLIATIVE TREATMENT OF PERITONEAL
CARCINOMATOSIS: THE ROLE OF IPHC
(INTRAPERITONEALHYPERTHERMIC
CHEMOTHERAPY). A SINGLE CENTRE EXPERIENCE

Astara G.*, Orgiano L.*, Tanca F.M.*, Manca A.**,
Mantovani G.*
*Department of Medical Oncology I, **Department of General
Surgery G, Azienda Ospedaliero-Universitaria, Cagliari

Aim. The aim of the study was to evaluate the role of IPHC
(Intraperitoneal Hyperthermic Chemotherapy) in the palliative
treatment of peritoneal carcinomatosis from advanced cancer of
different origin.
Patients and methods. Sixteen patients with intraperitoneal

carcinomatosis were treated with IPHC from May 2006 to March
2010. Three males and thirteen females between 51 and 85 years.
Malignant ascites was from Ovarian Cancer (9), Pancreas (2),
Cervical Cancer (1), Gastric Cancer (1), Colo-rectal Cancer (1),
Mesothelioma (1case) and Unknown Primitive Cancer (1). The
drugs used for IPHC were Mytomicin or Paclitaxel based on the
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different type of primary tumor for 60’ at about 41°C intra-ab-
dominal temperature. Main endpoints: the increase of free inter-
val between 2 drains, the progressive reduction of ascites and the
improvement of quality of life assessed by ECOG-PS and the
questionnaire EORTC QLQC30.
Results. Three patients were “lost” at follow-up, while 13

were completely evaluable. The treatment was well tolerated: 10
patients had nausea of grade I, 3 had vomiting of grade I and 4
had vomiting of grade II, 1 patient had neutropenia of grade III, 7
patients had abdominal pain and 2 had peritonitis from
chemotherapy.

The median free interval between two subsequent ascites col-
lections changed after IPHC from 10.6 days to 30.0 days. The
median volume drained at each ascites collection changed from
8.3 L to 0.8 L. The median abdominal circumference changed
from 101.9 cm to 94.1 cm. ECOG PS improved in 8 patients, did
not change in 2 patients and worsened in 3 patients. An improve-
ment of EORTC QLQC-30 score was observed in all evaluable
patients.
Conclusions. At present, only 4 patients are still alive and en-

joying good PS and QL whilst 12 died for complications of can-
cer.

B28 ESTIMATION OF IRON DEFICIENCYANDANEMIA
PREVALENCE IN CANCER PATIENTS NOT RECEIVING
ANTINEOPLASTIC TREATMENT

Cristina G., Lo Giudice L., Ricciotti M.A., Capomolla E.,
Gareri R., Felicetti V., Cifaldi L.
U.O.C. Oncologia Medica, Azienda USL RM G, Ospedale Parodi
Delfino Colleferro, Rome, Italy

Background. Anemia in cancer patients (CP) may be due to
the malignancy itself, or any of the other causes of anemia that
affect patients without cancer and chemotherapy or radiation
therapy.

Even patients not receiving antineoplastic treatment (ANT)
might also have low hemoglobin levels which could compromise
optimal disease management and patient outcomes.

Iron deficiency anemia (IDA) prevalence during the period
immediately following the diagnosis has not been well studied al-
though CP, in adjuvant and metastatic setting, typically undergo
treatments which potentially further deplete iron storage.
Objective. The primary goal of this study was to estimate the

IDA and the abnormal red blood cell indices among CP in the
postdiagnosis setting.
Patients and methods. 40 consecutive CP (age 66.8 ± 9.4

years; 23 males, 17 females; adjuvant 30, metastatic 10 setting)
enrolled not receiving ANT were evaluated for prevalence of
anemia (Hb <12.0 g/dL). CP showing evidence of hepatic and re-
nal failure were excluded. Hematological assessment was con-
ducted using clinical practice methods. Transferrin saturation
(TSAT) was used to evaluate the functional iron status.
Results. The mean Hb for all patients was 12.4 ± 1.4g/dL with

a mean MCV of 86.5 ± 48.4. Anemia was present in 15 CP
(37.5%), with Hb levels 10.0-11.9 g/dL in 80%, and <10.0 g/dL
in 20%. Twenty CP (50%) were iron deficient based on TSAT
<15%, among them 60% were in adjuvant setting and 40% in
metastatic setting. Serum iron level below 37 ng/dL was present
in 30% of CP.

Conclusions. Over one-third of CP who are not actively re-
ceiving ANT are anemic, we identified also 50% of CP with a
low adequate functional iron status.

To insure optimal management of CP, all of them should be
screened for anemia, TSAT and serum iron. This will ensure
rapid IDA diagnosis and effective treatment in this vulnerable pa-
tient population.

All these parameters should be assayed at baseline in all ane-
mic patients who are being considered for any ANT and especial-
ly for an erythropoietin therapy, when a chemotherapy-related
anemia occurs.

B29 ARTISTICAND CREATIVE SUPPORT EXPERIENCE
FOR ONCO-HAEMATOLOGICAL PATIENTS

Dallanegra L.*, Di Nunzio C., Marchionni M.A.,
Monfredo M.**, Cavanna L.
Dipartimento di Oncologia ed Ematologia, Ospedale di Piacen-
za: U.O.C. di Oncologia, *U.O.C. di Ematologia, **U.O.C. di
Radioterapia

Background. Among the diseases, cancer is recognized as the
most traumatic and anxiety- inducing by which people can com-
pare. Patients find it difficult to communicate their status, they
may develop the feelings of isolation, loneliness, they feel differ-
ent, outside from normal life. Help groups in cancer patients may
help them feeling less isolated, facilitating the communication of
their emotions and sharing the route of disease.

Aims. From September 2009 to April 2010 (and ongoing) at
the DH Oncology, outpatients clinic Hospital of Piacenza we
have organized experiential groups with the aim of facilitating
contact and communication between patients about important is-
sues related to the treatment path.

Methods. Groups of two hours weekly, conducted by psychol-
ogist and psychotherapist, were offered to patients. Groups have
treated two issues. The first, from September to December 2009,
addressed the topic of hair loss, the second, from February to
June 2010, the food.

Both issues have been treated with an expressive creative
method, patients have addressed these issues through the use of
their creative energy. In the first part aim of the group was to cre-
ate caps and hats to use during alopecia. In the second part aim
for the group was to create a book of recipes and art objects
(drawings, sculptures as food representation).

Conclusion. About 20 patients have participated. By analysis
of content, we have uncovered themes regarding the sharing, the
game fun, communication. Patients, commenting on their work,
describe feelings of relax, positivity and satisfaction. Further-
more, patients have expressed pleasure to meet and share their
story with other people. Results confirm that the group may help
to create relations and communication, also the creation of artis-
tic objects reinforces the vital energies and self-esteem.

B30 “PROGETTO PONTE”: BETWEEN ONCOLOGICAL
DAYHOSPITALAND PALLIATIVE CARE UNIT INA
DEPARTMENTALENVIRONMENT

Fioretto L., Cheli S., Katz M.*, Focardi F., Piazza M.,
Morino P., Fallai M., Ribecco A.S.
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Oncology Department Azienda Sanitaria Firenze; *Suono e
Silenzio, Formazione Consapevole, Firenze

Oncology Department of Azienda Sanitaria Firenze includes a
healthcare unit of Medical Oncology organized with an head-
quarter, 4 Oncology Day Hospitals (DH), 4 Palliative Care units
(UCP) with three Hospices, 1 Radiotherapy unit and one Psycho-
Oncology unit.

Clinical practice and scientific literature show that, in the con-
texts of medical oncology and palliative care units, there is fre-
quently the development of different cultural and communication
approaches. These different approaches, even if appear to be effi-
cient in particular contexts, do not favor the construction of a real
integration between the two networks working for effective con-
tinuity of care. Clinical organizational audits conducted with the
DH and the palliative care units have shown some significant dif-
ferences between the two groups concerning definitions, values,
beliefs and priorities. These differences may cause fragmentation
in the organization and the feeling in cancer patients of therapeu-
tical abandonment by the oncologist. To promote integration, not
only procedural but also cultural, a specific intervention called
“Progetto Ponte” has been developed. This project is inspired to
the Simultaneous Care model, aimed at creating a new language
to include and facilitate the convergence of the team working
with the best use of specific powers in respect of the centrality of
the patient. The project, which involved more than 90 nurses and
physicians who work in oncology day hospital and palliative care
units, is divided in three phases: 1) development of assessment
tools (repertory grids, focus groups, semi-structured interviews,
self evaluation questionnaires), built specifically for the collec-
tion of training needs, analysis of organizational climate and de-
tection of critical points of both DH and UCP; 2) Interchange
Stage for a week in small groups between DH and UCP; 3) train-
ing courses focused on experiences made during their internship.
The qualitative and quantitative analysis of the effectiveness of
the intervention showed that some items, results in the assess-
ment of discriminatory basis, compared to the cultural differ-
ences between medical oncology and palliative care unit, showed
significant changes (p <0.5) at the end of the intervention. In par-
ticular it is highlighted a reduction of certain polarity related to
“beliefs and stereotypes”, a better understanding of different cul-
tural approaches, greater procedural and communicative integra-
tion.

B31 RANDOMIZED PHASE II TRIALEVALUATING
ACTIVITYAND TOLERABILITYOF FIXED DOSE OF
OXYCODONEAND INCREASING DOSE OF
PREGABALIN VERSUS INCREASING DOSE OF
OXYCODONEAND FIXED DOSE OF PREGABALIN FOR
THE TREATMENT OFONCOLOGICALNEUROPATHIC
PAIN (NP)

Garassino M.a, Febbraro A.b, Iorno V.c, Carbone A.d,
Spagnoletti I.b, Collovà E.e, Torri V.f, Girelli S.a, Isa L.d,
Fava S.e, Farina G.a
aO.U. Oncology, Fatebenefratelli Hospital, Milan; bO.U. Onco-
logy, Fatebenefratelli Hospital, Benevento; cIRCCS, Ca’ Granda
Hospital, Milan; dO.U. Oncology, Serbelloni Hospital Gorgonzo-
la, Milan; eO.U. Oncology, Civil Hospital of Legnano, Milan;
fOncology Department “Mario Negri” Institute, Milan

Background. Correct management of NP is difficult. Several
evidences suggest that oxycodone may have a better activity
compared to the other opioids and pregabalin has a proven bene-

fit versus the neuropathic component however. Data to support
the rational of their combination are lacking.
Methods. A multicenter randomized phase II trial was con-

ducted to evaluate activity and tolerability of the combinated reg-
imen with two different strategies: a fixed dose of oxycodone and
an increasing dose of pregabalin or fixed dose of pregabalin and
an increasing dose of oxycodone. Main eligibility criteria were:
NRS ≥4, with neuropathic component, ECOG-PS <3, no previ-
ous treatment with pregabalin.

All patients were evaluated at different time from (T)-7 to t14
with NRS, SDN, ESAS scales. Primary endpoint was activity de-
scribed as at least 1/3 pain reduction (NRS) from the baseline;
secondary endpoints were the time to analgesia, side effects
(ESAS), number of Break Through Pain reduction, allodinia. The
best arm has been selected for a phase III trial (alfa 95% beta
15%).
Results. From October 2008 we randomized 64 patients with

the following characteristics (Table):

Characteristic A B

Age years - mean 66.2 66.5
Gender male 57.6 48.4
Site Breast % 15.2 19.4

NSCLC % 24.2 36.5
PS >1% 12.1 6.4
Pain (NRS scale) >6% 51.5 32.3

Treatment was completed in 39.5% group A and in 35.5%
group B patients, achievement of reduction of at least 33% of
basal pain, (primary endpoint, reached in 78.9% and 71.4% of
patients in group A and B respectively).

Side effects were generally less frequent in group A than in
group B (constipation: 52.4% vs 63.6%; nausea: 28.6% vs
54.5%; drowsiness: 42.9% vs 59.1%; confusion: 19.0% vs
40.0%; itching: 14.3% vs 31.8%).
Conclusions. This trial demonstrated the effectiveness of oxy-

codone CR/pregabalin combination for neuropathic pain treat-
ment and suggested the importance of a correct pregabalin titra-
tion.

These data need to be confirmed by a phase III trial.

B32 NTX SERUM LEVELS IN CANCER PATIENTSWITH
BONE METASTASES TREATEDWITH ZOLEDRONIC
ACID

Mercatali L., Ibrahim T., Sacanna E., Ricci R., Scarpi E.,
Fabbri F., Serra P., Tison C., Amadori D.
Osteoncology Center, Istituto Scientifico Romagnolo per lo Stu-
dio e la Cura dei Tumori (IRST), Meldola (FC), Italy

Background. Patients with breast, lung, and prostate cancer
frequently develop bone metastases (BM), which are responsible
for high morbidity and reduced quality of life. Zoledronic acid
(Zometa ®, Zol), routinely used to treat patients with BM, in-
hibits bone resorption and has antitumor properties.
Material and methods. This is a prospective study evaluating

serum levels of cross-linked N-telopeptide of type I collagen
(NTX) in 45 consecutive patients with advanced breast, lung or
prostate cancer. Patients were eligible if they were at first diagno-



XII NATIONAL CONGRESS MEDICAL ONCOLOGY SESSION B S39

sis of bone metastases and if they had not previously undergone
bisphosphonate treatment. All patients received the standard Zol
schedule of a 4 mg infusion every 28 days. Patients were moni-
tored for about 9 months and blood samples were collected be-
fore the first infusion of Zol and every 3 months thereafter.
Results. The baseline NTX median value was 16.0 nm BCE,

interquartile (IQ) 12.9-22.9. The median value at 3 months was
10.2 nm BCE (IQ 7.0-12.7), 10.3 nm BCE (IQ 6.8-13.3) at 6
months and 12.0 nm BCE (IQ 11.1-14.2) at 9 months. Median
levels of serum NTX at 3 and at 6 months were 35% and 39%,
respectively, less than that of the baseline value, reaching statisti-
cal significance (p <0.001). NTX median levels at 9 months
showed a 26% decrease with respect to baseline.
Conclusions. The present work is one of the few prospective

studies about the correlation between NTX and response to bone
metastasis treatment. Our results show that standard monthly
treatment with zoledronic acid induced a rapid and long-lasting
decrease in NTX levels in the majority of patients.

B33 SIMULTANEOUS PALLIATIVE CARE:
OUR EXPERIENCE

Orlandi A.*, Cassano A.*, Schinzari G.*, Basso M.*,
Di Salvatore E.M.*, Amoruso A.*, Cursio E.*, Turriziani A.§,
Astone A.*, Barone C.*
*Medical Oncology, Catholic University of Sacred Heart, Rome,
Italy; §Oncologic Hospice “Villa Speranza” Rome, Italy

Background. Up to a few years ago, the patients need of a
continuous medical and nursing support implied the impossibility
to perform an active cancer treatment. In order to ensure such a
treatment (radiotherapy, chemotherapy IV and oral chemothera-
py) patients requiring supportive care, the active collaboration of
our team of Medical Oncology of the Università Cattolica del
Sacro Cuore-Policlinico A. Gemelli- and the oncologic Hospice
“Villa Speranza” started.
Patients and methods. From 2006 to 2009, 161 patients, be-

tween 62 and 77 years of age, were included in our program of
“Simultaneous Palliative Care”. The percentage of the patients
suffering from solid tumours were: lung (36.7%), colon (14%),
breast (8.7%), stomach (4.6%), pancreas (3.1%) and others
(14.2%). The 15% of the patients had a myelodysplastic syn-
drome and the 3.7% had lymphomas. These patients needed a
continuous nursing and medical support for a poor PS (ECOG)
≥3 (72%), a lack of an adequate family support (21%) or a com-
plete parenteral nutrition (7%). Among these patients, the 70%
underwent a chemotherapy i.v., the 25% a radiation treatment on
the spine or on the brain and the 5% an oral chemotherapy.
Among the patients who underwent chemotherapy, 35% were
treated as a first-line therapy, 45% a second-line and 20% a third-
line. The average duration of the Simultaneous Palliative Care
for the single patient was between 2 and 22 months.
Results. In patients treated with chemotherapy, the disease con-

trol rate was 39%, with an ORR of 25%. Sixty-nine percent of pa-
tients treated with radiotherapy showed a clinical benefit (improve-
ment in pain and/or improvement of neurological symptoms).
Conclusions. Our experience shows that Simultaneous Pallia-

tive Care in selected patients may provide important results in
terms of disease control and clinical benefit. The integration be-
tween oncologists, radiotherapist and equipe of supportive care

guaranteed the access to active treatment to an important rate of
patients who otherways could receive only supportive care. This
cooperation should be promoted by public health service.

B34 HYDRATION REGIMENAND NEPHROTOXICITY
OF CISPLATIN-BASED CHEMOTHERAPY: A
RETROSPECTIVE STUDY

Nastasi G., Galdy S., Ravenda S., Duluc M., Rodà G.,
Bonassi L., Cotroneo G.
Division of Oncology, Hospital of Seriate (BG)

Background. Cisplatin, a standard component of combination
chemotherapy for several tumors, presents important anti-tumor
properties, but also several toxic effects; in particular, the major
dose-limiting effect appears to be renal toxicity. In several coun-
tries, for reducing nephrotoxicity, after cisplatin administration, a 24
hours hydration is recommended. In our institution, cisplatin-based
chemotherapy is a treatment that provides for adequate hydration
with NaCl solution and diuresis monitoring during treatment.

Methods. To assess incidence of cisplatin nephrotoxicity us-
ing a hydration regimen, individual data were pooled retrospec-
tively from patients treated with cisplatin-based chemotherapies
in different type of tumors. The hydration schedule included:
1000 ml/2h of fluids (NaCL 0.9%, Kcl 20 mEq/l, MgSO4 8
mEq/l) and Mannitol 18% 250 ml (90 gr/30’) before administra-
tion of cisplatin with control of diuresis, and a saline solution Na-
Cl 0.9% 250 ml/30’ after administration of cisplatin. If the diure-
sis was less than 150 ml, was practiced furosemide 20 mg intra-
venously. From January 2006 to October 2009, 86 patients treat-
ed with cisplatin were examined, monitoring serum creatinine,
before and after each cycle.

Results. A total of 86 patients were examined (56 males and
30 females) with median age of 64 years (30-79 years) and sever-
al types of tumor (in particular, 25% lung cancer and 16% gastric
cancer, in stage IV). A total of 269 courses were administered,
with a median of 4 chemotherapy cycles (range 1-9) for each pa-
tient. All patients received at least 1 cycle, 66 had 2 cycles, 65
had 3 cycles and 28 had ≥4 cycles. The median creatinine value
for all cycles was 0.8 mg/dl (range 0.3-4.5 mg/dl). Only 5 pa-
tients (6%) interrupted the cisplatin chemotherapy treatment for
renal toxicity; in other cases the creatinine rise was transitory,
isolated and did not lead to treatment discontinuation. The other
reasons for withdrawal were progression of disease and different
toxicities from nephrotoxicity. About 6% of patients presented
creatinine values above normal range (>1.4 mg/dl) after each cy-
cle, only during the first 4 cisplatin administrations.

Conclusions. These observations indicate that cisplatin ad-
ministration is feasible with this hydration regimen without a
higher risk of nephrotoxicity.

B35 EVALUATION OFACTIVATED PROTEIN C
ABNORMALITIES INDEPENDENTLY PREDICTS
CHEMOTHERAPY-ASSOCIATED VENOUS
THROMBOEMBOLISM IN CANCER PATIENTS

Ferroni P.1, Portarena I.2, Martini F.1, Grenga I.2,
Riondino S.1, La Farina F.1, Massimiani G.2, Adamo R.2,
Laudesi A.2, Guadagni F.1, Roselli M.1,2
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1Department of Laboratory Medicine and Advanced Biotechnolo-
gies, IRCCS San Raffaele, Rome; 2Medical Oncology Unit, Tor
Vergata Clinical Center, Rome

Routine prophylaxis is not recommended for primary preven-
tion of venous thromboembolism (VTE) for out-patients receiv-
ing chemotherapy. Nonetheless, identifying cancer-patients who
are at risk for VTE is essential to improve the compliance to
chemotherapy. Thus, the need to identify novel biomarker(s) to
be used as predictors for VTE in cancer out-patients.

A pilot study was conducted to investigate the adequacy of a
global assay (ThromboPath, Instrumentation Laboratory) specifi-
cally designed to evaluate the functionality of the activated pro-
tein C (APC) system to predict VTE in cancer patients undergo-
ing chemotherapy. Citrated plasma samples of 208 consecutive
out-patients were analysed prior to start and before the second
cycle of a new chemotherapy regimen.

Patients were classified as low, intermediate or high-risk ac-
cording to a risk assessment model recently validated by Kho-
rana. Retrospective analysis of samples obtained at baseline did
not show any predictive value, whereas the impairment of the
APC system observed during chemotherapy was predictive of
VTE. Cox proportional hazards survival regression analysis for
event-free survival of patients stratified on the basis of steady vs
impaired APC function demonstrated in the latter a worst cumu-
lative event-free survival (56%) compared to patients with stable
values (90%) with a 0.21 HR. This assay retained its predictive
value even after risk-set stratification of patients according to the
Khorana’s class of risk with a 0.18 HR for steady vs impaired
APC function in the intermediate risk group.

The dynamic use of the ThromboPath assay, either alone or
compared with Khorana’s model, enhances VTE risk stratifica-
tion helping in identifying chemotherapy-patients who might
benefit from thromboprophylaxis.

B36 IMPACT OFTHE MAGNESIUM PIDOLATE IN
PATIENTS TREATEDWITHAROMATASE INHIBITORS
ANDARTHRALGIA SYNDROME

Prestifilippo A., Mafodda A., Mare M., Blanco G., Munaò S.,
Giuffrida D.
Istituto Oncologico del Mediterraneo, Viagrande (CT)

Background.Aromatase inhibitors therapy (AI) is widely used in
adjuvant endocrine treatment in postmenopausal women with early
breast cancer. Arthralgia syndrome (AS) is an adverse effect of AI
and can be a reason for treatment discontinuation. To date the exact
mechanism of arthralgia remains unclear, but may be related to estro-
gen deprivation. Treatment options for AS are currently inadequate.

In clinical practice, higher incidence of hypomagnesaemia was
found in patient treatment with AI. The objective of our study is
to investigate the potential benefit of implementation of magne-
sium in the management of this side effect.
Patients and methods. We administered magnesium pidolate

(MP) to a group of 50 post-menopausal women with early breast
cancer during adjuvant hormonal treatment whit AI and AS. The
posology of MP was 4.5 g die for 10 days every 30 and was re-
peated continuously for 6 months.

The evaluation of articular pain due to the treatment was eval-
uated by a questionnaire.

The treatment was already performed again after 6 months in
patients with symptoms reductions. Calcium concentration and
magnesium amount in the blood and urine were evaluated.

Results. We treated a total of 50 postmenopausal patients be-
tween 52 and 75 years old.

We obtained improvement of the symptoms in 60% of patients
impacting their quality of life.

There wasn’t significant difference in clinical outcome in rela-
tion to serum baseline and urinary calcium and magnesium.
Conclusion. Ongoing studies have evaluated the efficacy of

acupuncture, exercise and herbal supplements to improve the AS.
This study was limited to a small number of patients and lacks a
control group, nevertheless the majority of patients treated with
MP showed benefit from the treatment and continued the adju-
vant hormonal treatment.

Once further data will be available, we suggest to stratify pa-
tients in different groups according to their clinical benefit
achieved and to indentify co-features in each group of patients,
considering also other factors related to AS.

B37 MANAGEMENTAND COMPLICATIONS OF
CENTRALVENOUS CATHETERS (CVC) IN ONCO-
HEMATOLOGYUNIT

Spinelli G.P.1, Battisti P.1,2, Budelli S. 1,2, Arduini M.1,2,
Di Maggio M.C.1,2, Sedda P.1,2, Di Palma N.1,2, Faedo B.1,2,
Poluzzi E.1,2, Sciarretta C.1,2, Lo Russo G.1, Tomao S.1
1OCU of Oncology, University of Rome “Sapienza”, Santa Maria
Goretti Hospital, Latina; 2OCU of Onco-Hematology, Santa
Maria Goretti Hospital, Latina

In an Onco-Hematology unit, the availability of Central Ve-
nous Catheters (CVCs) (Port-a-Cath or Groshong) is mandatory.
The aim of CVC insertion is often justified by the type of
chemotherapy schedules and by the difficulty in obtaining per-
iferical venous access. The implantation of a CVC is a surgical
and radiological procedure usually done with or without radiation
guidance. The insertion and management of these devices are
sometimes associated with complications. Thus, some parameters
have to be considered, such as: the appropriate type of CVC, pa-
tient’s PS, life expectancy, home assistance possibility and cost-
effectiveness of these devices. The purpose of this study is to an-
alyze the management and the long-term complications rate in
the use of these catheters.
Methods. From January 2009 to December 2009, 328 patients

with CVC [293 (89.3%) single-lumen Port-a-Cath and 35
(10.7%) single-lumen Groshong] were enrolled. These CVCs
were inserted by surgical and radiological units using radiation
guidance. Among 293 patients with Port-a-Cath 189 (57.6%)
were admitted in Day Hospital for chemotherapy [82 (25%) had
Port-a-Cath implanted in 2009], while 104 (31.7%) for radiologi-
cal control or heparin treatment. Of the 35 patiens (10.7%) with
Groshong, 29 (8.8%) were admitted in Day Hospital for
chemotherapy and 6 (1.8%) for control; only 4 (1.2%) had
Groshong implanted in 2009.
Results. No perioperative complications occurred in our pa-

tients. Long-term complications appeared in 27 patients (8.2%):
catheter fracture in 1 (0.3%) and systemic infection in 2 patients
(0.6%) were observed with Groshong. With Port-a-Cath 24 com-
plications were observed: catheter dislocation in 4 patients
(1.2%), under skin reservoir outflow in 2 patients (0.6%), throm-
bosis in 1 patient (0.3%), a tunnel inflammation in 4 patients
(1.2%) in treatment with Docetaxel and generic CVCs malfunc-
tions in 13 patients (3.9%). In 10 patients (3%) CVCs were re-
moved prior to completion of the planned therapy: 7 (2.1%) Port-



XII NATIONAL CONGRESS MEDICAL ONCOLOGY SESSION B S41

a-Cath and 3 (0.9%) Groshong. Indications for removal were
catheter infection in 2 patients (0.6%), catheter fracture in 1 pa-
tient (0.3%), under skin reservoir outflow in 2 patients (0.6%),
thrombosis in 1 patient (0.3%), dislocation in 4 patients (1.2%).

Conclusions. Although generally considered safe, sometimes
CVCs can be associated with complications. Our data suggest
that a correct implantation and management considerably reduce
these problems.

B38 SIMULTANEOUS CARE: AN INTEGRATED MODEL
FOR ELDERLYCANCER PATIENT

Cervelli S., Candela P., Selli E., Palleschi Terzoli U.°, Toto A.
UOC Geriatry, ASL RM/B Rome; °UOCP ANTEA, Rome

Palliative care can be defined as the prevention and relief of
suffering. The aim of this experience is to combine palliative care
with anticancer therapy in elderly cancer patients not in the termi-
nal phase of illness with particular social problems. The assump-
tion of individual patients was defined by the assessment team, in-
cluding integrated health and social component, assessing needs
and drawing up an individual care plan (PAI) with a social health
intervention program using a multidimensional assessment. From
November 2008 were recruited 5 elderly patients suffering from
solid tumors in specialist treatment in non-terminal phase in a pro-
gram in which were included the figures for social satisfaction on
need (opportunity management in line 2 patients) and public
health for home care specialists, including oncologists and geri-
atrics also. The verification of the PAI has been continuous over
time of transfer. From November 2008 to March 2010 were fol-
lowed five patients, one of them died of intercurrent problems of
comorbidity. Of the 4 patients, one was discharged after about 8
months with the provision of 10 hours/week of social support and
palliative care (pain management and home care) during treatment
with chemotherapy until the conclusion of the draft in nursing.
One patient was sent after about 14 months to UOCP Palliative
Care for the evolution of disease and its passage in a terminal
phase: this transfer was directly managed without interruption of
assistance, but only with a shift of care. Two patients are currently
charged. All patients received an individual assistance program,
so overall, both types of social health. This experience has al-
lowed us to evaluate that assessment remains an essential instru-
ment for multidimensional approach to the elderly cancer patient.
Although not common to see action plans integrated hospital-ter-
ritory in a non-terminal phase of illness, being also of specific
chemotherapy. In this case the definition of a PAI, periodically re-
evaluated, where the socio-health integration was important be-
cause the social component has permission to continue from on
side to attend the hospital cancer center and the other held a fun-
damental function of liaison with health care, including specialist
at home. In conclusion this experience, although still preliminary,
and which can be extended to a few patients, is showing that pal-
liative care should not be relegated to the terminal phase of ill-
ness, but should be secured, if necessary, by the diagnosis. Such a
model could in fact provide even opportunity to determine a
greater adherence to specific therapy with the management of side
effects and possible pain.

B39 PALONOSETRON PLUS DEXAMETHASONE FOR
PREVENTION OF CHEMOTHERAPY INDUCED
NAUSEAAND VOMITING IN PATIENTS RECEIVING
HIGHLY EMETOGENIC CHEMOTHERAPY

Fabbri M.A., Pavese I., Satta F., Burattini E., Todi F.,
Coiro G., Palombo B., Alimonti A., Capuano G., Di Palma M.
Oncology Department, Ospedale S. Pietro Fatebenefratelli, Roma

Chemotherapy-induced nausea and vomiting (CINV) is asso-
ciated with a worsening in quality of life and still remains a clini-
cal problem. A new agent, Palonosetron, has been approved for
the prevention of acute CINV in patients receiving either moder-
ately or highly emetogenic chemotherapy and for the prevention
of delayed nausea and vomiting (CINV).

This retrospective study has evaluated the efficacy of intra-
venous palonosetron administered with dexamethasone to pre-
vent chemotherapy-induced nausea and vomiting (CINV) in pa-
tients receiving highly emetogenic chemotherapy.

From February 2009 to February 2010 we enrolled 49 patients
(23 men and 26 women), median age 47 years (range 29 to 77
years). All patients received highly emetogenic chemotherapy
and 30 minutes before chemotherapy was administered
palonosetron, 0.25 mg. The median number of chemotherapy cy-
cles was 4.3 (range 1 to 6). Of 49 participants, 35 (71.4%) had a
complete response (no emesis and no rescue medication) during
the acute (0-24 hours) time post-therapy, 21 (42.8%) had a com-
plete response during the delayed (>24-120 hours) post-therapeu-
tic interval, and 13 (26.5%) had a complete response during the
overall (0-120 hours) post-treatment interval. A total of 13 pa-
tients had no emetic episodes, 10 had no nausea, and 3 (94%)
used no rescue medication throughout the overall day interval.

Palonosetron along with a regimen of dexamethasone was
highly effective in control of both nausea and emesis in patients
receiving highly emetogenic chemotherapy.

B40 ASSESSMENT OF CHEMOTHERAPY-INDUCED
NAUSEAAND VOMITING USING MASCCANTIEMESIS
TOOL

Gallotta E., Muroni M., Cordani M.R., Cremona G.,
Gregori C., Bacchetta N., Veneziani D., Arcidiacono M.,
Oleari F., Botner E., Cavanna L.
Medical Oncology Department, Hospital Piacenza, Italy

Chemotherapy induced nausea and vomiting (CINV) affects
many cancer patients and has a great influence on quality of
life, so the need for improving control of emesis remains an im-
portant consideration in both medical oncology and supportive
care. For appropriate antiemetic therapy, the patient must obtain
accurate CINV information, particularly regarding whether it
will be acute or delayed. MASCC first developed and posted
the MASCC Antiemesis Tool (MAT) in 2004. The MAT is an
eight-term scale for the assessment of acute and delayed nausea
and vomiting, and is completed once per chemotherapy course.
Although it is now validated in the US and UK and used world-
wide, few reports have been available in Italy to use assessment
tools including the MAT for acute and delayed CINV. We
prospectively investigated the utility of the MAT. 68 outpatients
with solid tumors were subjected to evaluation, aged 30 to 78
(median 59) years. In the results the MAT allowed us to easily
find patients treated with inappropriate antiemetic therapy. At
the same time, it was easy to determine acute or delayed CINV
resulting in more appropriate and personalized treatment. We
believe that the MAT is useful to assess antiemetic therapy and
it could improve the possibility of completion of the
chemotherapy.
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B41 EFFICACYOFTREATMENT OF BREAKTHROUGH
CANCER PAIN IN PATIENTS IN HOSPICE

Mamatalieva D., Damiani E.°, Cattaneo M.T., Filipazzi V.,
Fasola C., Somma L., Ferrario S., Gambaro A., Tosca N.,
Isabella L., Tansini G.°, Gabris A.°, Galimberti A.°, Colia V.,
De Troia B., Ceresoli E., Pellegrino P., Pagani M.^, Piazza
E.
Oncology Department, °Columbus Hospice, ^University MI,
“Luigi Sacco” Hospital, Milan

Background.Many pts with chronic cancer-related pain expe-
rience intermittent flares of pain that can occur even though they
are taking analgesic medications on a fixed schedule for pain
control. We evaluated the treatment of breakthrough cancer pain
(BTcP) in pts with advanced cancer disease admitted in hospice.

Methods. In the last year in 119 pts admitted in hospice we
recorded how many had opioid around the clock medications, the
frequence of BTcP (daily or more, weekly or more), the BTcP
treatment (by injection i.v./sc, under the tongue, rectally, or trans-
mucosally) and the need to adjuste the fixed schedule of anal-
gesic medication.

Results. 83/119 pts in hospice had opiod therapy around the
clock, their characteristics are: 56M/27F, median age 72 years
(range 37-92), primary site of cancer was gastro-intestinal 48,
lung 21, genito-urinary 21, breast 14 and haematological 5.
Strong opioids (morphine, buprenorphine TD, oxicodone and
fentanyl TD) were used in 65 pts, while 18 pts received weak
opioids (codeine and tramadolo). Over 64/83 pts (77%) experi-
mented BTcP once daily 6%, several episodes a day 24%, once
or more weekly 30% and only weekly 40%. The most important
cause of pain was the cancer of head and neck and genito-urinary
tract while the last cause was haematological tumors. For treat-
ment of BTcP in hospice the physicians are oriented on drugs
i.v./sc for their rapid efficacy. We used morphine i.v./sc in 44 pts,
tramadolo i.v./sc in 10 pts and orally morphine in only 10 pts
with a good control of BTcP. After the control of BTcP we need-
ed to adjuste the treatment around the clock in 34 pts (53%), 29
with strong opioids and 5 with a weak one. In 20 pts we im-
proved the dose of opioid drugs while in 14 pts we made a switch
of opioids. All pts had a good pain management.

Conclusion. The ideal medication for BTcP should be easily
administered and work rapidly. In hospice we are satisfied with
the use of opioid drugs sc/i.v. for BTcP treatment but the therapy
around the clock can be adjusted frequently.

B42 PREVENTION OF CINV IN MODERATELY
EMETOGENIC CHEMOTHERAPY (MEC):
EXPERIENCEWITH PALONOSETRON PLUS
DEXAMETHASONE

Rondinelli R.1, Magnante A.L.2, Del Bianco S.1
1Unità Funzionale di Oncologia, Casa di Cura Madonna Della
Fiducia, Roma; 2Università degli Studi di Roma “Sapienza”,
Policlinico Umberto I

Background. Few side effects of chemotherapy are more
feared by patients than nausea and vomiting. In spite of signifi-
cant progress, effective prevention of CINV is still not complete-

ly achieved. Palonosetron, a novel second generation 5-HT3 re-
ceptor antagonist, has a 30 to 100-fold higher affinity for its re-
ceptor and significantly longer half life (40 hours).
Patients and methods. This study evaluated the efficacy and

safety of palonosetron combined with dexamethasone in a con-
secutive group of patients receiving moderately emetogenic
chemotherapy. Recruited patients received 30 minutes before
chemotherapy a single i.v. dose of palonosetron 0.25 mg on day 1
+ dexamethasone 8 mg i.v. any CT days and 4 mg i.m. for 2 days
more. The primary endpoint was complete response (CR: no
emesis and no rescue medication) in the acute phase. Secondary
endpoints included CR rates for delayed and overall phases and
complete control (CC: no emetic episodes, no rescue medication
and no more than mild nausea).
Results. From April 2008 to April 2009, 34 patients (18

women, 16 men) have been recruited so far, median age 62.9 y
(range 45-78). 11 had received CT previously, 23 were CT-naïve
and 26 had metastatic disease. 14 patients had received CDDP
based chemotherapy, 20 a ³2 moderately emetogenic CT drugs.
Totally, 108 cycles were administered. The combination ob-
taineid 100% CR rates in the acute phase, and: 94.1% of patients
and 98.1% of cycles for delayed and overall phases. Complete
control was 100%. Adverse events not expected for CT were hic-
cup (14.7%), sleepiness (11.8%), constipation (11.8%) and
headache (5.9%).
Conclusion. Palonosetron + dexamethasone, in our schedule,

has been able to impressively prevent nausea and vomiting in-
duced by MEC. Properly designed phase III trials will eventually
confirm routine use of this association in such a patients subset.

B43 LUCCA’S HOSPICE EXPERIENCE

Bertolucci A.*, Bronner L.**, Bertelli M.***, Sensi S.^,
Lenzi A.°, Farnè M.°°, Fava L.°°°, Baldini E.ˆ, Petretti C.+
Division of Anaestesiology, *Palliative Care Service; **Division
of Medical Oncology; ***D. Baroni Volunteer Association; ^Re-
sponsible of Hospice Nurses Service; °Director of COAD;
°°Health and Community Activity; °°°Sanitary Director of Asl 2;
*Director of Division of Medical Oncology; +Director of Territo-
rial Services of USL 2, Lucca

Introduction. Hospice and palliative care help patients to
reach acceptable quality of life in presence of heavily progressive
symptomatic diseases and support patients and their families also
during and after treatments. We can find differences between
hospice service and palliative care about objectives and proce-
dures. Hospice often provides palliative care for terminal patients
having no additional treatment options and a life expectancy of
30 days or less. The selection of patients candidates to Hospice
care follows specific guidelines.
Material and methods. S. Cataldo Hospice, the main structure

of the territorial palliative care service, is active since 2008 and it
works in cooperation with the central hospital and the territorial
care team: the system is coordinated by a central office (COAD).
The structure is directed by a palliative physician, responsible for
the care activities, in collaboration with a consultant dedicated on-
cologist. Provided of 7 beds, the hospice offers three main types
of assistance:1) supportive care for advanced patients unmanage-
able at home (“end of life” patients, patients with advanced neo-
plastic and social problems); 2) intermediate supportive care for
temporary shelters and family relief; 3) specialized interventions
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for advanced pain management and symptom monitoring.
Results. In 2008 we registered 73 hospitalizations, almost all

from Oncology Unit, with 1734 total hospital days, and average
duration of 23.75 days. In 2009 we accepted 112 patients with
1555 total days of hospitalization, an average duration of 17 days.
We can discuss in details the characteristics of these patients.

B44 ULTRASOUND-GUIDED THORACENTESIS
REDUCES IATROGENIC RISK OF PNEUMOTHORAX IN
ONCOLOGIC PATIENTS

Cavanna L., Mordenti P., Rocchi A., Ambroggi M.,
Zaffignani E., Gorgni S., Muroni M., Cordani M.R.,
Cremona G., Bidin L., Palladino M.A., Rodinò C., Bertè R.,
Biasini C., Di Nunzio C., Civardi G.*
Oncology-Hematology Department, *Internal medicine Depart-
ment, AUSL of Piacenza

Thoracentesis is an essential procedure in an attempt to delin-
eate the etiology of the fluid collection or to relieve symptoms in
oncologic patients. One of the most common complications of
thoracentesis is pneumothorax, which has been reported to occur
in 2%-30% of thoracenteses, with 15%-50% of these patients re-
quiring tube thoracostomy. To assess whether thoracenteses per-
formed with ultrasound (US) guidance are associated with a low-
er rates of pneumothorax and tube thoracostomy than those per-
formed without US guidance, we reviewed the medical records
of 445 patients with cancer undergoing thoracentesis from Janu-
ary 2004 to January 2009; in 310 patients (69.60%) thoracentesis
was performed with US guidance and 135 (30.40%) without it.
On post thoracentesis imaging performed in all cases, 15 pneu-
mothoraces (3.40%) were found, 3 of them (0.67%) required tube
thoracostomy. Pneumothorax accured in 4 of 310 procedures
(1.3%) performed with US guidance and 11 of 135 procedures
(8%) performed without it. Tube thoracostomy was performed in
3 patients; it must be emphazised that in all these 3 cases thora-
centesis was performed without US guidance.

The routine use of US during thoracentesis drastically reduces
rate of pneumothorax and tube thoracostomy in oncologic pa-
tients, as demonstrated in our study.

B45 VERTEBROPLASTY IN BONE METASTASES OF
THE SPINE

Ercolino L.1, Andreula C.2, Gentile A.1, Lolli I.1, Troccoli G.1
1Medical Oncology Unit, Azienda Ospedaliero-Universitaria
Policlinico, Bari; 2Neuroradiology, Anthea Hospital, Bari

Introduction. Vertebroplasty (VB) is a minimally invasive
procedure used to treat pain caused by osteoporotic vertebral
compression fractures or tumor lesions; the collapsed vertebra is
stabilized by injecting into his body PMMA (Polymethyl-
methacrylate) under CT guidance and/or fluoroscopy, after local
anesthesia. This technique not only provides immediate relief of
long-lasting pain, prevents further collapse of the vertebra.

Materials and methods. From April ‘08 to March ‘10, 9 pa-
tients (6F/3M), median age 73 (range 53-81) with pain from
spinal metastases (biopsy confirmed pre-injection PMMA), were
subjected to VB. All patients had advanced cancer (in 6 the pri-

mary tumor was breast, 1 kidney, 1 lung and 1 prostate) and re-
ceiving strong opioids 7 and 2 weak; all were treated with zole-
dronic acid 4 mg i.v. every 28 days; all were receiving antineo-
plastics in relation to cancer.
Results. The VB was performed on the vertebrae back injury

(range D5-L4), in the 11 treatments (in 2 patients this procedure
was applied on 2 vertebrae and performed in 2 stages) there was
no complication. The VB patients are now asymptomatic and
analgesic therapy was discontinued, then resumed in 3 patients
for appearance of pain elsewhere. 6 patients after the VB under-
went radiotherapy. All patients (except 1) are alive, have a good
stability of the spine and are asymptomatic in the VB.
Conclusions. The treatment of bone metastases in the spine is

different and controversial, the VB percutaneous is emerging as
one of the most promising interventional procedures to relieve
pain and improve the stability of the spine. In our experience in
over 11 treatments there was no complication, most patients re-
ported a significant or complete pain relief so they can stop wear-
ing the corset, reduce or stop taking painkillers and improve the
quality of life. This method is considered as part of a multidisci-
plinary treatment of pain due to vertebral metastases.

B46 PARENTERALNUTRITION INADVANCED
CANCER: DIGNITYOF LIFEASA PRIORITY FOR
PATIENTSWITH BOWELOBSTRUCTION IN
TERMINAL PHASE, TREATEDWITH CONSERVATIVE
METHODS TOACHIEVEABETTER QUALITYOF LIFE

Galmozzi A., Duluc M., Mauri C., Galdy S., Cotroneo G.,
Rodà G., Bonassi L., Nastasi G.
U.O. Oncologia Medica; A.O. Bolognini, Seriate (BG)

The gold is to guarantee “dignity of life” and assist patients
with advanced gastrointestinal or abdominal cancer in the period
that leads from active therapy against cancer to terminal phase
when bowel obstruction appears.

Bowel obstruction is a common problem, mainly in patients
with advanced gastrointestinal or ovarian cancer, the causes may
be local malignant deposit, relapse or diffuse carcinomatosis; the
symptoms are persistent abdominal colic pain, nausea or vomit-
ing. These patients require alternative management to relieve
symptoms. Usually nasogastric tube is inserted to relieve abdom-
inal pressure, opioids are given to reduce motility and pain; these
treatments usually relieve symptoms but cause psychological dis-
tress with anxiety and depression, reducing the quality of life.

In our institution we treated the acute effect with nasogastric
tube for the first 24-48 to reduce secretions and symptoms, place-
ment of venous central catheter for i.v. fluids and further NPT.
Continuous subcutaneous infusion proves to be the most effec-
tive way for reliable drug administration; we placed an elas-
tomeric pump with a low dose continuous subcutaneous adminis-
tration of opioids, metoclopramide, scopolamine, tiapride hy-
drochloride, and dexamethasone.

After 48 hours, when symptoms are relieved, we incremented
the doses of the elastomeric pump further reducing the intestinal
motility and creating a paralytic ileus. We removed the nasogas-
tric tube and started parenteral nutrition.

Avoiding NG tube the patient takes a discrete autonomy, thus
improving his quality of life; our experience confirms that sup-
porting therapy with NPT, fluids and adequate analgesia avoid
the feeling of abandonment.

We discharge the patient with nursing and medical assistance
able to continue the supportive care at home with our assessment,
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allowing cancer patients to die at home providing adequate con-
tinuing care up to and including the last days of life.

B47 ECOG 4 PS PATIENTS:MEDICALONCOLOGYAND
PALLIATIVECARE PERSPECTIVESATHUMANITASCCO

Alì M.1,3, Todaro A.2, Girlando A.2, Fallica G.1, Aiello R.A.1,
Scandurra G.1, Caruso M.1, Chiarenza M.1, Costa C.3

Departments of 1Medical Oncology, 2Radiation Oncology, 3Pain
Medicine and Palliative Care, Humanitas CCO, Italy

Introduction. Palliative chemotherapy has been shown to im-
prove survival and QOL in some advanced, incurable cancers.
However, overuse of anticancer therapies may result in more tox-
icity than clinical benefit, so, it is important to administer the best
palliative care.

Objectives. This study aimed to evaluate an ECOG 4 PS pop-
ulation to identify the entity of pain relief, of i.v. infusion and
mean of oral drugs and opioid drugs.

Methods. 120 patients, 53 M, 67 F with solid tumors were
evaluated. The mean age of the patients was 69 years (range 40-
79); M/F ratio was 0.79 (53/67). Metastasis sites were linfonodal
50%, peritoneal 35%, bone 35%, liver 25%, pleural 20%, lung
15%, brain 15%, muscular 10%, adrenal 5%. The most represent-
ed histotypes were: NSC lung 30%, ovarian 20%, colon 15%,
rectum 10%, endometrial 10%, bladder 5%, the others: biliar
tract, gastric, UPO, breast, SC, lung, penis amount to 10%. The
50% of pts was in treatment with opioids. Pain types were: mixed
40%, nociceptive somatic 35%, visceral 25%. The NRS median
pain intensity was 6 (range 9-3). At T0 mean OMED was 85 mg
(range 20-240), median OMED was 60 mg. At day 3rd NRS me-
dian pain was 3 + -1.34. The 45% of patients had i.v. infusion
and the median of oral drugs was 6 (range 2 to 10).

Results. The present data demonstrate the high prevalence of
pain in the population study.

Conclusions. The considerable pain relief indicates good
quality of care although the administration of a median of 6 drugs
and 45% of i.v. infusion are debatable in terms of QOL in ECOG
4 PS population.

B48 INTEGRATED HOME CARE IN LUCCA TODAY

Bertelli M.*, Bronner L.**, Bertolucci A.***, Lenzi A.°,
Farnè M.°°, Fava L.°°°, Baldini E.**, Petretti C.ˆ
*D. Baroni Volunteer Association; **Division of Medical Oncol-
ogy; ***Division of Palliative Care; °Director of COAD;
°°Health and Community Activity; °°°Sanitary Director of Asl 2;
**Director of Division of Medical Oncology; ˆDirector of Terri-
torial Services of USL 2, Lucca

Introduction. In Lucca, the simplest forms of home assistance
are performed by the nurses of sanitary districts, operating with
the patient’s own GP; more complex assistance is realized with
the cooperation of nurses and a palliative physician of a volun-
teer association operating in agreement with the patient’s GP.

Materials and methods. The activation of this assistance pro-

gram follows well-codified rules. During hospitalization, the case
is described with essential clinical characteristics, basic care
needs, model of future assistance, under the supervision of the
oncologist, to the central agency which enables the patient’s own
GP who can confirm the activation of the home care group. For
patients at home, the GP can ask the activation of the same group
through central agency.
Results. In 2009, the home care palliative group has given as-

sistance to about 200 patients, with a daily mean of 10 hits
(range: 7-15), with a mean assistance course of 31 days for each
patient, and a mean cost of 600 euros for each course (35 euros
for single daily access). We registered 77 deaths occurred at
home, 14 in hospital and 9 in Hospice. Other 60 outpatients have
been helped in some periods of the year, by the sanitary personal
of districts and this form of support is increasing in the year
2010. From this cohort of patients we have data about location of
disease, age, performance status and symptoms at the moment of
the taking over, the most important therapies effected, patients
level of awareness, family compliance.

B49 REIKI AMONG CANCER PATIENTSAFFERING TO
DAYHOSPITAL: THE EXPERIENCE OF CENTRO
ONCO-EMATOLOGICO SUBALPINO

Birocco N.*, Balestra L.°, Tealdi G.°, Ritorto G.*,
Schena M.*, Orecchia C.°, De Vito G.°, Guillame C.^,
Catino C.^, Gir N.^, Giaretto L.^, Storto S.°, Ciuffreda L.*

*Medical Oncologist, °Nurse, SC Oncologia Medica 1, AOU S.
Giovanni Battista, Torino; ^Cerchio di Luce Association, Torino

Reiki is an ancient and simple technique born in Japan and ad-
ministered by touching lightly different body parts.
Objectives. This study was performed to define the role of

Reiki in the management of anxiety, pain and global wellness
among patients affected by cancer in any stage.
Materials and methods. Treatment was offered by two opera-

tors to patients affering to Medical Oncology Division, Molinette
Hospital, in Day Hospital regimen, from January 2006 to Decem-
ber 2008. Evaluations through Visual Analogue Scale were per-
formed on pain and anxiety, and informed consent was obtained
before treatments.
Results. 118 patients were treated, 67 (56.8%) women and 51

(43.2%) men. Median age was 55 years (range 33-77). 13% of
pts was receiving adjuvant CT, 47% was affording first line treat-
ments. All patients underwent at least one treatment, 48% of
them received two, 30% received three and 17% four treatments.
Total number of treatments performed was 238. We performed a
statistical analisys of data collected about anxiety and pain:

ANXIETY I II n = 61 III n = 37 IV n = 22
treatment n = 118

Pre M 5.20 p <0.000001 M 4.57 p <0.00001 M 5.13 p <0.0001 M 4.77 p = 0.016
DS 3.48 DS 3.53 DS 3.35 DS 3.2

Post M 2.3 M 2.11 M 2.16 M 2.45
DS 2.76 DS 2.83 DS 2.53 DS 2.95

PAIN I n = 118 II n = 61 III n = 37 IV n = 22
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Pre M 4.89 p <0.000001 M 4.03 p <0.0006 M 3.92 p <0.00001 M 4 p = 0.241
DS 3.16 DS 3.37 DS 3.16 DS 2.76

Post M 2.57 M 2.06
DS 2.81 DS 2.79

ANXIETY PAIN
Pre 1st M 6.77 p <0.000001 M 4.44 p <0.0191

DS 2.20 DS 3.22
Post 4th M2.28 M 2.32

DS 2.91 DS 2.38

70% of treatments was considered helpful to obtain well be-
ing, 88% to obtain relaxation and 34% to improve quality of
sleeping.
Conclusions. Our experience on Reiki demonstrates that it

may be a good tool to help cancer patients facing pain, anxiety
and insomnia, offering them good sensations during time spent in
hospitals.

B50 ORGANIZATION OFASSISTANCE FORADVANCED
ONCOLOGIC PATIENTS IN LUCCA. THE ONCOLOGIC
RELIEF CONTINUITY

Bronner L.*, Bertolucci A.**, Bertelli M.***, Lenzi A.°,
Farnè M.°°, Fava L.°°°, Baldini E.*, Petretti C.+
*Division of Medical Oncology, **Division of Anaestesiology,
Palliative Care Service, ***D. Baroni Volunteer Association,
°Director of COAD, °°Health and Community Activity, °°°Sani-
tary Director of Asl 2, *Director of Division of Medical Oncolo-
gy, +Director of Territorial Services of USL 2, Lucca

Introduction. Due to the increased efficacy of antiblastic
treatments and supportive therapies for advanced disease, the
number of patients with terminal cancer has continued to increase
and palliative care is being advocate as an ideal model for their
care. This has forced the organization of new patterns of assis-
tance and the development hospital-connected activities, outside
the hospital, able to provide continuous and integrated support to
terminal patients and their relatives. Here we describe the organi-
zation of territorial supportive care system in Lucca based on two
different levels: specialist palliative care team (ADI) and hospice.
Materials and methods. A central coordinating agency

(PUA) with a responsible doctor receives the indications of all
cancer patients suitable for palliative care only and identifies the
ideal setting for support. Hospice or home care are chosen on the
basis of clinical and social patient’s need. Patients coming from
the hospital are indicated by a responsible doctor, who is special-
ist in Oncology. The specialist palliative care team was estab-
lished since 1995 and initially supplied by a private volunteers
institution (Don Baroni). Recently this care is totally paid by the

territorial assistance but the service is still offered by the same
staff consisting in a responsible doctor and twelve part-time spe-
cialized nurses. The care provided at home is integrated into the
primary care offered by the family doctors. Hospice service start-
ed in 2008: the responsible doctor is a specialist in anaesthesiolo-
gy, he is working with 5 nurses. In 2009 about 400 patients have
been treated by the palliative care team and hospice.

B51 PALONOSETRON, DEXAMETHASONE, DIAZEPAM
TO PREVENT NAUSEAAND VOMITING INAGROUP
OF PATIENTSAFFECTED BY BREASTAND OVARIAN
CANCER TREATEDWITH HIGHLYAND MODERATELY
EMETOGENIC CHEMOTHERAPY SCHEDULES

Valerio M.R., Sanfilippo M.M., Catania G., Lo Giudice M.,
Signorelli C., Galanti D., Provenzano S., Lo Mauro M.
Università degli Studi di Palermo, Policlinico P. Giaccone, U.O.
Oncologia Medica

Introduction. Despite the constant progress obtained in the
control of nausea and vomiting due to the chemotherapy, they are
a socio-medical issue. The combination of a 5-HT 3 antagonist,
dexamethasone and aprepitant is today’s standard treatment for
the control of the acute and delayed chemotherapy-induced nau-
sea and vomiting in patients who received a highly and moder-
ately emetogenic chemotherapy.
Patients and methods. From October 2007 to March 2010 we

treated 103 women patients, median age 56 years, suffering from
breast and ovarian cancer receiving highly and moderately eme-
togenic chemotherapy (FEC, TAC, ET, EC, CBDCA-TAXOL).
All chemo-naïve patients have been treated with the following
prophylaxis schedule: palonosetron 0.25 mg i.v. bolus thirty min-
utes before the antiblastic treatment + dexamethasone 16 mg i.v.
on the same day of the infusion; moreover 35/103 patients
(33.9%) who in their clinical history run a higher emetogen risk
(nausea and vomiting during pregnancy and/or anxious-depres-
sive syndrome) also received diazepam 2 mg per os in the same
day of the chemotherapy. The schedule used for the control of
late nausea and vomiting has been the following: from the 2nd to
the 5th day: dexamethasone 4 mg/die per os and metoclopramide
10 mg tablet or i.m. was given as rescue therapy.
Results. Acute emesis was limitated in 92% of patients and

only 24% underwent acute nausea; 20% experienced at least one
episode of late emesis (vomiting 24 hours after the treatment)
which demended a rescue therapy with metoclopramide; while
30% of the patients was subject to at least one episode of
weak/moderate nausea from 24 to the 120 hours after the an-
tiblastic treatment, without having to turn to any rescue therapy.
Conclusion. Given these preliminary data, it is clear that the
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C1* THE USE OFTHE NEWONCOLOGYDRUGS ON
CLINICAL PRACTICE: THE RESULTS OFA
MULTICENTRE SURVEY INABRUZZO

Sichetti D.A.P.1, Castorino N.1, Corrado D.1, Belfiglio M.1,
Romero M.1, Antenucci M.2, Antonelli D.2, Caliendo G.2,
Cioffi P.2, Corridoni S.2, De Plato F.2, Musa M.P.2, Orsini A.3,
Melena S.3
1Department of Clinical Pharmacology and Epidemiology,
2Pharmaceutical Monitoring Group of Abruzzo Region, Con-
sorzio Mario Negri Sud, Santa Maria Imbaro (Chieti); 3Pharma-
ceutical Care Service, Direction of Health Policy, Abruzzo Re-
gion, Pescara

Background. In December 2005 the Italian Medicines Agency
(AIFA) has regulated the use of new oncology drugs through the
establishment of an intensive monitoring system (Onco-AIFA-
Register), to assure their appropriate employ and to evaluate their
safety profile. However the gap between proper and actual use of
these drugs is well-known. For this reason Abruzzo Region, in
collaboration with Consorzio Mario Negri Sud, has carried out
the PROMOFIA project. Aim of this study is to complement On-
co-AIFA-Register and to assess all uses of these new oncology
drugs in normal clinical practice.

Methods. Longitudinal observational multicentre survey on
all patients receiving a new oncology drug monitored in Onco-
AIFA-Register was conducted. Demographic, clinical, therapeu-
tic data were collected for each patient at inclusion time.

Results. Overall 2159 patients are included in PROMOFIA
study between January 2008 and April 2010 and 937 (43.4%) are
not responder to eligibility criteria of Onco-AIFA-Register.

Among non-eligible patients, the new oncology drugs are em-
ployed for on-label indications in 59.1% (554/937): 41.5% for in-
dications approved but not monitored in Onco-AIFA-Register
and 17.6% according to the 648/96 law. The remaining 40.9%
(383/937) receives these drugs in off-label conditions.

The off-label uses resulted more frequently from: bevacizum-
ab (87.5%; 126/144), utilized in patients with colon-rectal (n =
91), breast (n = 20) or other cancer (n = 15); cetuximab (76.8%;
43/56) mainly in those with colon-rectal (n = 23) and head-neck
malignancy (n = 15); erlotinib (53.3%; 8/15) in patients with
lung (n = 5) or pancreatic tumour (n = 3); oxaliplatin (36.7%;
134/365), in patients with colon-rectal (n = 85), gastric (n = 38),
pancreatic (n = 4) or other cancer (n = 7).

Conclusions. The results of our study, although still in
progress, show that the use of new oncology drugs outside moni-
tored indications is widespread, as well as their off-label employ.
These data confirm the gap between recommendation and clini-
cal practice and suggest that regulation alone isn’t sufficient to
reduce inappropriate drug use. A specific monitoring activity is
necessary to control and to evaluate benefit/risk of all uses of
new oncology drugs.

C2* ACOMPUTERIZED DECISION SUPPORT SYSTEM
(CDSS), EMBEDDING ONCOLOGIC CLINICAL
PRACTICE GUIDELINES (CPGS) INTO CLINICAL
PRACTICE: THE ONCOCURE PROJECT

Galligioni E., Eccher C., Ferro A., Seyfang A., Stankevich S.,
Frisinghelli M., Miksch S., Caldara A., Forti S.
Santa Chiara Hospital, Trento, Italy; Center for Scientific and
Technological Research, Fondazione Bruno Kessler, Trento,
Italy; Danube University Krems, Krems, Austria

Background. CPGs are developed to translate Evidence-
Based Knowledge to patient treatment. CDSS could improve the
clinicians’ adherence to CPGs; the aim of our project was to sup-
port the decision making process through the design of an Asbru-
based CDSS integrated in our Electronic Patient Record (EPR).

Methods. Our EPR has been recently described (Ann Oncol,
20: 349-352, 2009). Asbru is a computer-executable language
that represents CPGs as time-oriented skeletal plans, which can
be composed by subplans. Final non-decomposable plans corre-
spond to definitive clinical recommendations.

Results. We have developed Oncocure, a CDSS based on a set
of Java components (DB management, rule-based abstraction,
Asbru model execution and user interface modules), which gen-
erates patient-specific recommendations on the most appropriate
therapeutic strategy, in the presence of specific disease and pa-
tient conditions. The system firstly retrieves the available patient
data from the EPR (e.g., birthdates, PS, Tumor, Nodal, Hormone
Receptor, HER2 status), and automatically calculates some ab-
stractions applying predefined rules: e.g., age, hormone-respon-
siveness (high, incomplete and absent), HER2 positiveness, risk
level (high, medium and low), contraindications to drugs due to
past or concomitant comorbidities. Then Oncocure executes the
Asbru model, generating specific requests for data not in the EPR
or that cannot be automatically computed or for eligibility to spe-
cific treatments. Finally the system suggests the treatment. The
prototype was tested on a group of 10 early breast cancer pa-
tients, with different clinical-pathological characteristics. The As-
bru and rule models proved correct: in all cases the system rec-
ommended the appropriate therapy.

Conclusions. First experience shows that Oncocure seems
able to effectively support the decision making process for breast
cancer, improving the EPR documentation, the adherence to
CPGs and eventually the quality of care. Moreover, the modeling
and design approach enables Oncocure to be easily extended to
different cancer types and to be integrated with different clinical
information systems.

C3* CHEMOTHERAPY (CT) PRESCRIPTION ERRORS:
WHICH ROLE FOR COMPUTERIZED PHYSICIAN
ORDER ENTRY (CPOE) SYSTEMSAND INFORMATION
TECHNOLOGY?

Aita M.1, De Carlo E.1, De Pauli F.1, Gurrieri L.1,
Deroma L.2,Follador A.1, Mansutti M.1, Menis J.1, Merlo V.1,
Puglisi F.1, Zanier L.3, Fasola G.1
1Department of Oncology, University Hospital of Udine, Italy; 2In-
stitute of Hygiene and Epidemiology, University of Udine, Italy;
3Regional Health Agency of Friuli Venezia Giulia, Udine, Italy

Background. An intra-organizational analysis of the type and
frequency of CT prescription errors occurring in a computerized
environment may uncover latent system failures, promoting indi-
vidual/organizational learning and the development of effective
solutions.
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Materials and methods. The study was conducted at the Can-
cer Unit of the University Hospital of Udine, Italy, as part of a
NHS safety project. The Unit’s CPOE system is fully operative
since the end of 2006. Patients records were eligible if at least
one prescription was made between January 2007 and December
2008, by staff physicians with ≥2 years experience, and outside
of a clinical trial. Maximum 3 random orders per eligible record
were analyzed. Errors were classified as inappropriate, incom-
plete or incorrect prescriptions. Their severity and preventability
were rated on a 4-point scale.
Results. Among 319 eligible records (21% of screened

charts), 214 have been analyzed so far, for a total of 539 prescrip-
tions. The overall error rate was 17%. Excluding a priori errors
in the default CT protocol entry, total error rate fell to 7%. In-
complete prescriptions decreased from 56% to 6%, the inappro-
priateness rate raised from 9% to 24%, whereas incorrect pre-
scriptions (70%) emerged as the most frequent.

Incorrect prescriptions were all due to under/overdosage based
on previous toxicities (66%) or changes in biochemical/BSA pa-
rameters (34%). Inappropriateness was mainly (75%) due to er-
rors in drug dose or treatment selection with respect to patients
age, organ function or tumor type; one patient was re-exposed to
a drug causing a previous adverse reaction; and no growth factor
support was given to a patient at high risk of febrile neutropenia.

Errors were classified as minor, moderate and major in the
69%, 26% and 5%, respectively. No fatal error occurred. All er-
rors were judged preventable (49%) or strongly preventable
(51%).
Conclusion. CT prescription errors may arise even in a fully

computerized framework. Such knowledge may help to identify
operational constraints and design software tools able to support
clinical decision making.

C4* RAPID SCREENING TOOLS TO IDENTIFY
VULNERABLE/FRAIL ELDERLYCANCER PATIENTS
REQUIRING FULLGERIATRIC EVALUATION:
A PROSPECTIVE COMPARISON BETWEEN
VULNERABLE ELDERS SURVEY 13 (VES-13)
AND TRADITIONALCOMPREHENSIVE GERIATRIC
ASSESSMENT (CGA)

Falci C.1, Basso U.2, Brunello A.2, Lonardi S.2, Fiduccia P.2,
Jirillo A.1, Zagonel V.2, Monfardini S.3
1Oncologia Medica 2, 2Oncologia Medica 1, Istituto Oncologico
Veneto (IOV), IRCCS, Padua, Italy; 3Istituto Palazzolo, Fon-
dazione Don Gnocchi, Milan, Italy

Purpose. Applicability of CGA in clinical practice is limited
by the time required for the correct administration. The VES-13
is a 13-item self-report questionnaire originally developed by
Saliba et al. to rapidly identify individuals at increased risk of
death or functional decline in a community-dwelling population.
The main aim of this prospective, double-blind study is to evalu-
ate sensitivity, specificity, positive and negative-predictive values
of VES-13 to uncover vulnerability/frailty compared with full
CGA.
Methods. All consecutive cancer patients aged ≥70 years re-

ferred to our Medical Oncology Units underwent both CGA and
VES-13. Tests were performed in the same day by two different
investigator groups, not interchangeable and reciprocally blinded.
An unfavourable final score ≥3 at VES-13 was considered as pre-
dictive for vulnerability/frailty. By CGA, patients were deemed

as fit, vulnerable and frail according to Balducci (Oncology,
2000). Time required for both tests was measured.
Results. From April 2008 to April 2010, 242 patients entered

the study, median age 77 years (range 70-95). Breast (66%) and
gastrointestinal (17%) were the most frequent site of primitive tu-
mour. Seventy-percent of patients presented with early disease.
Fifty-five-percent of patients completed VES-13 autonomously,
5% required some help while in 40% the questionnaire was com-
pletely administered by research nurse. According to CGA, 47%
of patients were fit, 53% were vulnerable/frail. The median time
required to perform VES-13 was 4 minutes (range 2-12) com-
pared to 20 minutes (range 10-45) spent for CGA.

Sensibility and specificity of VES-13 to uncover vulnerabili-
ty/frailty at full CGA were 69% and 75%, respectively. The posi-
tive and negative predictive values were 76% and 68%, respec-
tively.
Conclusions. The time of geriatric assessment was significant-

ly reduced by VES-13, but nearly half patients were not able to
complete the questionnaire autonomously. As one third of unfit
patients showed favourable VES-13, great caution should be rec-
ommended in using VES-13 to identify patients who do not need
a full CGA.

C5* THE PSYCHO-EMOTIONAL IMPACT OF BRCA-1/2
GENETIC TEST DISCLOSURE

Annunziata M.A.1, Muzzatti B.1, Narciso D.1, Mella S.1,
Viel A.2, Bidoli E.3, Dolcetti R.4, Veronesi A.5
1Unit of Oncological Psychology, 2Experimental Oncology 1,
3Epidemiology and Biostatistics, 4Cancer BioImmunotherapy
Unit, 5Division of Medical Oncology C, Centro di Riferimento
Oncologico, National Cancer Institute, Aviano (PN), Italy

Background and objective. Availability of genetic testing
(GT) for BRCA1/2 gene mutations has stimulated the need to
thoroughly analyze the psychological impact of the genetic infor-
mation in families with hereditary breast and/or ovarian cancers.
In particular, the individual increased risk for these tumors and
the possibility to transmit the predisposing mutation to the off-
spring suggest that disclosure of a BRCA-1/2 genetic test is an
emotionally relevant event that may be associated to different
patterns of coping. In the present research, the main emotional
states and coping patterns of subjects receiving results of BR-
CA1/2 genetic test have been investigated to describe the psycho-
emotional profile of this kind of users and to define the real need
for support in subsequent steps of prevention and/or treatment.
Method. Ninety-one individuals referred to the preventive di-

agnosis/genetic counseling service of a Cancer Institute in north-
east Italy were requested to fill out both a mood state (i.e., the
Profile of Mood States) and a coping (i.e., the Coping Orienta-
tions to Problems Experienced) profile one month after genetic
testing disclosure.
Results. 18.7%, 16.7%, 14.4%, 14.3%, 14.3% and 14.3% of

subjects, respectively, showed scores in Anger-Hostility, Fatigue-
Inertia, Confusion-Bewilderment, Tension-Anxiety, Depression-
Dejection, or Vigor-Activity which overcame normality ranges.
The ensuing coping pattern was quite different from that of the
general Italian population since individuals in the present series
showed emotional features consistent with a more prompt reac-
tivity to a threat. Finally, the proband/non-proband status, the
positive/negative result of testing, and disease phase seem not to
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be associated with distinct emotional states or coping strategies
patterns.
Conclusions. Although further research is warranted, this

study emphasizes the clinical relevance of a psycho-emotional
screening in subjects undertaking GT.

C6* HUMANIZATION OF CANCER CARE (HUCARE):
PRELIMINARYRESULTS OFA STUDYAIMEDAT THE
IMPLEMENTATION OF EVIDENCE-BASED
RECOMMENDATIONS IN THE PSYCHOSOCIALCARE
OFADULT CANCER PATIENTS

Passalacqua R.*, Annunziata M.A.^, Borreani C.1,
Diodati F.°, Donati G.*, Fagnani D.§, Filiberti S.*, Isa L.**,
Maddalena R.§, Ollari M.G.*, Saleri J.*, Zerla P.**,
Caminiti C.°
*Istituti Ospitalieri of Cremona; ^CRO Aviano; 1National Cancer
Institute, Milan; §Oncology Division of Vimercate; **Oncology
Division of Gorgonzola, Milan; °University Hospital, Parma

Background. HUCARE is a research project funded by the
Ministry of Health and Lombardia Region. This project intends
to adopt a multifaceted strategy aiming to transfer evidence-
based-medicine (EBM) activities to oncology wards for the im-
provement of the psychosocial condition of patients and their
families. Such a study can greatly contribute to implementation
research in the field of psychosocial care, as it enables to dis-
criminate the approaches which really work in practice.
Methods. This is a three-step implementation study: a) Context

analysis of each participating centre aimed at highlighting the dif-
ficulties in the implementation; b) Interventions; c) Measuring of
the effect. Interventions were targeted toward the three following
key themes. 1) Communication skills: conducting communication
courses for all doctors and nurses and the use of a question
prompt list (QPL) to help patients to ask questions; 2) Patients in-
formation and education: creation of the Point of Information and
Support (PIS) inside the centre (Passalacqua et al: JCO, 2009)
with a shared informative pathway and identification of a specific
nurse responsible for information and education of each single
new cancer patient; 3) Psychosocial support: measurement of anx-
iety, depression and social needs for all new patients, sent to psy-
chologists or social workers if indicated. For each of the three key
themes, the project foresees the indicators for the measurement of
effectiveness. The primary endpoint is the proportion of patients
who receives appropriate psychosocial care.
Results. The project began in January 2008 in 33 centers in

Italy. At April 2010, 139/188 (74%) medical oncologists and
333/467 (71%) oncology nurses have so far participated in the
communication courses with a significant improvement of their
skills (evaluated with a pre-post course test). The QPL developed
in Australia was translated and subjected to cross-cultural adapta-
tion, yielding the first validated Italian QPL (Caminiti et al: BMC
Health Services Research, 10: 16, 2010). So far 22/33 (67%) of
the centers have implemented the EBM interventions. Three cen-
ters have withdrawn their participation in the project for several
reasons; in 8 centers there have been difficulties related to prob-
lems of context, poor motivation, conflicts, etc.
Conclusions. HUCARE is the first implementation study con-

ducted in Italy in the field of psychosocial care. The problems
encountered in the various centers, the solutions adopted and the
results will be presented at the meeting.

C7 JOB STRESS IN HEALTH CARE PROFESSIONALS.
A PSYCHO-ONCOLOGICALVIEWOFTHE ONCOLOGY
DIVISION

Castellano G.*, Baiettini G.^, Bonetti M.L.*, Moleri C.*,
Tresoldi V.*, Cabiddu M.°, Ghilardi M.°, Petrelli F.°,
Borgonovo K.°, Barni S.°
*Psychoncology Service, Oncology Division, ^Security and Pre-
vention Service, °Oncology Division, Azienda Ospedaliera Tre-
viglio, Treviglio (BG), Italy

Introduction. Job stress in the workplace is the harmful phys-
ical and emotional response that occurs when there is a poor
match between job demand, capabilities, resources or needs of
the workers. It affects 40 millions people in the UE (ECO-Ispels,
2010) and poses a threat to the psycho-physical health of workers
and it can lead to burn-out.

Aim. The aim of our study was to determine the factors influ-
encing stress in health care professionals and the strategies used
to cope with stress. In our Hospital, 115 workers (from Recep-
tion, First Aid, Surgery, Oncology; 26.9% employers, 56.5%
nurses and 16.5% doctors) were asked to undergo an anonymous
psychological test: the Occupational Stress Indicator (OSI; Coop-
er, 1988), a measure of the occupational stress that analyses key
factors: sources of stress, stress effects, locus of control, coping
strategies and it takes care of the individual characteristics that
could influence the perception of stress.

Results. Results show common characteristics between On-
cology and the other departments. The major causes of stress are:
conflicts with co-workers (96%) and difficulties in keeping bal-
ance between job and home (92%). There is not a correlation be-
tween stress causes and different roles. Instead there is a correla-
tion between stress and context. Coping strategies most used are:
affective balance (83%) and orientation to the job (78%). These
resources seem to be connected to stress perception, personal sat-
isfaction and psycho-physical health.

Conclusion. Workers in Oncology use, more than others,
strategies of social support (61%) that could contain stress. This
characteristic could be influenced by the presence of the Psy-
choncology Service in the Division. The psychologist offers set-
tings for staff development, personal support, improvement
groups and an important role of supervision. Programmes direct-
ed towards reducing job stress, enhancing motivation and job sat-
isfaction should be considered in all divisions.

C8 TELEMEDICINE MONITORING OFORAL
CHEMOTHERAPYTREATMENT IN CANCER
PATIENTS

Pavese I., Satta F., Fabbri M.A., Burattini E., Todi F.,
Coiro G., Palombo B., Alimonti A., Mancuso A.,
Capuano G., Di Palma M.
Oncology Department, Ospedale S. Pietro Fatebenefratelli, Roma

Introduction. It’s known that telemedicine has a potential to
improve quality of care. In the last 4 years more than 20 oral
agents have been developed and commonly used in outpatient
fashion. These oral regimens reduce the patients discomfort and
distress as the global health costs.
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This study has been designed to evaluate the impact of an in-
novative tool in the management of oral chemotherapy treatment.
Principal objectives were: nurse management empowerment, pa-
tient treatment compliance, toxicity management and quality of
life evaluation.
Methods. From January 2009 to November 2009 in our de-

partment, 50 advanced cancer patients were enrolled. All were
treated with an oral regimen (22 capecitabine, 10 vinorelbine, 5
erlotinib. 3 sunitinib, 3 lapatinib and 7 temozolomide). Patients
were instructed by nurses about common drug’s side effects and
how to use the telemedicine data transfer. This system works
through telephone and internet: each morning patients through a
free telephone check call report their symptoms of toxicities (8
scored questions: fever, fatigue, diarrhea, nausea, vomiting, pain,
skin rash, hand-foot syndrome). These data are directly transmit-
ted to internet and mailed to oncologist PC with an automatic
alert signal for every toxicity exceeding grade 2. QoL EORTC
C30 was measured at baseline and every 30 days.
Results. A good compliance has been registered: 47/50 pts

kept the phone contact for all the treatment. No chemo discontin-
uation neither hospitalization was due to toxicity.

QoL EORTC score showed no worsening during all treatment.
The procedure of patients involvement by nurses was very effec-
tive. The treatment was well tolerated. The telemedicine way of
monitoring is well accepted by patients. We conclude that this in-
novative approach is a useful and easily manageable tool for pa-
tients’safety.

C9AN ONCOLOGICWARD CUSTOMER SURVEY

Gareri R., Cristina G., Capomolla E., Felicetti V., Cifaldi L.
U.O.C. Oncologia Medica, Azienda USL RM G, Ospedale Parodi
Delfino, Colleferro, Rome, Italy

Introduction. The oncologic patient goes through several ob-
stacles and hardship during his/her diagnostic procedure of the
disease, therapy and follow-up.

Although treatments provided by a hospital department are
technically impeccable, sometimes are not always perceived as
satisfactory by patients. The creation of a medical system that
combines quality and economic policy can be obtained taking in-
to account the health care request and the patients’ expectations.

The idea for this survey was born because patients’ satisfac-
tion is paramount. In order to assess the degree of appreciation of
cancer outpatients for the received treatment and to meet their
needs, a survey was conducted.
Aim. Assessment of the outpatients’ level of satisfaction about

oncologic ward service provided.
Material and methods. From July ’07 to June ’08 we asked

our patients to anonymously fill in a customer care questionnaire
and to post it into an “out-of-sight” specific box when leaving.
The topics covered by the questionnaire (nine questions with four
degrees of satisfaction) were: accommodation, care team profes-
sionality and humanity. Waiting time, hygiene and cleanliness in
the ward were also assessed.

The collection and appraisal of all responses were carried out
by an independent agency.
Results. 584 patients (205 males, 379 females; age 68.08 ± 15

years) voluntarily partook and returned the questionnaire. A large
proportion of cancer patients filled all the items of the question-

naire (only 2.6% answers were missed). The global assessment of
health care received was high: 470 people answered to be “highly
satisfied”; 98 “satisfied”; 15 “mildly satisfied”; 1 “not satisfied”
and no difference was observed on sex and age. The low rating
points were as follows: 1.9% patients were unsatisfied about the
waiting time, 1.1% about the paramedics’ assistance, 0.75%
about patient-physician relationship and 0.5% for the hospitality.

Discussion. The oncologic patients’ emotions and feelings de-
serve more focus from physicians and paramedics staff. This is to
lessen the stress level caused by the illness and its healing
process. The survey helped us to learn more about our patients,
and to define the patients’ expectations. This study outcome will
be used to understand the hardship and the needs of cancer pa-
tients. Considering these results, we will also strive to improve
assistance in terms not only of evidence based medical care, but
also in perceived quality.

C10WHYDON’T PATIENTS TAKE PART IN CLINICAL
TRIALS?

Guarneri P., Petrelli F., Borgonovo K., Cabiddu M.,
Ghilardi M., Lonati V., Olejnik K., Riccardi M.R., Barni S.
UO Oncologia Medica, Azienda Ospedaliera Treviglio-Caravag-
gio, Treviglio (BG)

Background. Literature alleges that the majority of cancer pa-
tients (pts) are not enrolled into clinical trials – and why not? We
were curious to know if this was true in our oncological unit and
if so, what could be the possible causes.

Patients and methods. We created charts to be compiled with
clinical data of each new pt arriving in our unit during 2009. This
enabled us to evaluate each pt for the necessary treatment and in-
clusion in a protocol, if available. Six hundred and two pts were
evaluated, 323 females and 279 males (age 28-96 years). The
majority of pts, 176 cases, had breast cancer (29.2%), followed
by 95 cases of colon-rectal cancer (15.7%) and 86 cases of lung
cancer (14.2%). 397 pts (66%) started some form of treatment
(age 28-96 years). In the remaining 205 cases (34%), treatment
was not recommended, the reasons being divided into the follow-
ing four groups: no indication (52.2%), poor performance status
(31.2%), refusal of treatment (1.9%) and others (14.6%). We
would like to point out that in our oncology unit there are 37 on-
going protocols available, both national and international.

Results. 61 out of the 397 pts undergoing therapy were includ-
ed in clinical trials (15.3%), 38 (62.3%) in national trials and 23
(37.7%) in international ones. The main reason for other pts not
being included (59.7%) was due to the nonexistence of an appro-
priate protocol. Other reasons were due to ineligibility
(22.6%), the contrariness of the oncologist (10%) or pt refusal
(3%). The mean age of randomised and non-randomised pts was
61.1 and 65.7 years (p = 0.0048).

Conclusions. We can confirm that in our unit there is a rela-
tively high percentage of pts (15%) enrolled into clinical trials.
Despite the large number of open trials available, these are not
sufficient to be offered to the entire oncological population. Very
often, especially in the case of breast cancer pts, there is not al-
ways a suitable protocol available and it is only after a careful
study of each pt entering our oncology unit that a decision can be
made. Age appears to be an unfavourable factor. The oncologist’s
preference plays a fundamental role in the final decision.



S50 SESSION C XII NATIONAL CONGRESS MEDICAL ONCOLOGY

C11 NEEDSAND DISCOMFORTS OFONCOLOGYAND
HAEMATO-ONCOLOGY PATIENTS UNDERGOING
CHEMO OR RADIATION TREATMENT

Rosti G., Gava A., Gherlinzoni F., Cason E., Bellè M.
Department of Oncology, Treviso Hospital, Italy

Purpose of the present survey was to assess needs, discom-
forts, and consequent issues related to therapies in a sample of
patients undergoing chemotherapy or radiation therapy at the
Treviso Ca’ Foncello Hospital. In July 2009, 262 questionnaires
were administered to patients referring to Oncology (102), Radia-
tion Therapy (100) and Haematology (60).

A purpose built, three sections, questionnaire was designed to
enquiry into patients’ needs. The first set of items focused on
their social-relational setting, on the health system and care, and
on media information. Economic, organizational and transport
discomforts were enquired in section two, whereas the last sec-
tion dealt with side effects, pain, nausea-vomiting, fatigue, anxi-
ety, depression, sexual and sleeping disorders.

Results show that patients’ needs are primarily oriented to a
good relation with nurses and paramedics (97%), good communi-
cation with medical doctors (95%), and family support (92%).
With regards to discomforts, work organization is a major con-
cern, strongly felt by 36% of patients. At last, in the third section,
relative to treatment, fatigue is the most recorded at 51%, while
sleeping disorders account for 31% of patients.

With regard to comparison with the three units, the results dif-
ferences relative to anxiety, sleeping and sexual disorders seem
interesting. In fact, Oncology and Haematology patients obtained
similar scores, significantly higher than Radiation Therapy pa-
tients (anxiety: Oncology Patients 32.3%, Haematology Patients
34.5%, Radiation Therapy Patients 16.5%; sleeping disorders:
Oncology Patients 31.6%, Haematology Patients 30.6%, Radia-
tion Therapy Patients 17.7%; sexual disorders: Oncology Patients
27.5%, Haematology Patients 26.4%, Radiation Therapy Patients
15.9%).

Through a short questionnaire we were able to investigate into
patients’ needs relative to a numbers of fields (GP, family, ac-
quaintances, religious faith, psychologist, informational material,
medical doctors, voluntary associations, friends, mass media,
nurses, testimonials), and to discomforts and issues related to un-
dergoing treatment. Furthermore, questionnaires were adminis-
tered in the same period in three separate units of the same hospi-
tal.

C12 FOLLOW-UP SHARINGWITH PRIMARYCARE
PHYSICIANS (PCPS): A POSITIVE EXPERIENCE

Tagliabue P.*, Aglione S.*, Penza M.**, Maggioni S.**,
Panzarino C.*, Ferrario A.*, Verga M.*, Portale T.*,
Fagnani D.*
*Oncology Department, Azienda Ospedaliera Desio-Vimercate;
**Azienda Sanitaria Locale 3, Vimercate (MI)

Background. Breast and colon cancer follow-up is a well es-
tablished practice, mainly interesting oncologists. There’s a rais-
ing interest in involving PCPs in this contest. Regional cancer
plan is focused on patients needs by improving all the facilities
and health services related to any step of their disease, in order to
ensure continuity and highest quality of care to both hospital and
outpatient setting. By involving the Vimercate’s district of the

Azienda Sanitaria Locale 3 (ASL3) and the Oncology Depart-
ment of the Vimercate Hospital operating on the same geographi-
cal area, we carried out a project based on the integration of
PCPs in the cancer patients follow-up by using the regional com-
puter network systems (SISS).
Methods. A two years project started on December 2007 and

articulated into different steps: collection of volunteer PCPs be-
longing to ASL3 Vimercate’s district, development and sharing
of follow-up procedures according to international (ASCO), na-
tional (AIOM) and regional (Rete Oncologica Lombarda) guide-
lines for the breast and colon cancer, improvement of communi-
cation tools by using SISS, training to PCPs on the importance of
targeting follow-up in colon and breast cancer and sharing pa-
tients follow-up by alternating visits between PCPs and oncolo-
gists.
Results. 24 PCPs joined the project; 48 patients (18 colon can-

cers and 30 breast cancer) were enrolled and for all of them the
planned one-year follow-up cycle was completed using regional
computer network systems for clinical information transferring.
Conclusions. The shared follow-up between PCPs and oncol-

ogists is feasible, does not lead to any difficulties for the in-
volved physicians and is well-appreciated by patients. This expe-
rience has enhanced the partnership between PCPs and oncolo-
gists. A second phase of the project is starting with the involve-
ment of all the PCPs of the ASL3 Vimercate’s district.

C13 PSYCHIATRIC DISORDERS IN CANCER
PATIENTS: PRELIMINARYRESULTS OFAN
OBSERVATIONAL STUDY

Cicerchia M.*, Locatelli C.*, Scambia G.^, Colloca G.^,
Dʼ Innocenzo A.^, Caprio G.¨, Barberi S.¨, Di Seri M.,
Scagliarini R.G., Langella R.°, Spalletta G.°, Repetto L.*
*UOC Oncologia, INRCA-IRCCS, Roma; ^UOC Patologia Os-
tetrica e Ginecologica, Policlinico Agostino Gemelli Roma;
¨UOC Medicina Territoriale Chirurgica e Prevenzione Oncologi-
ca, Azienda Policlinico Umberto I, Roma; °Laboratorio di Neu-
ropsichiatria, Fondazione S. Lucia, IRCCS, Roma; UOC Oncolo-
gia, Dipartimento Medicina Sperimentale e Patologia, Azienda
Policlinico Umberto I, Roma

Recent literature has placed a growing emphasis on the study of
psychiatric disorders in adult cancer patients. Up to 50% of cancer
patients may present a clinical diagnosis of mental disorder, mood
disorders, being those reported most frequently. The psychiatric
disorders are often difficult to evaluate because a cancer patient is
confronted with repeated threats to life, is receiving cancer treat-
ments, is fatigued, is experiencing pain. These factors often affect
mood. Symptoms occur on a broad spectrum that ranges from sad-
ness to major affective disorder. Psychiatric comorbidity impacts
on quality of life, anticancer treatment compliance, hospital stay
duration, health-care costs, morbidity and possibly mortality.

The aims of the study are to evaluate frequency and time
course of mental disorders in cancer patients at first diagnosis; to
identify the symptoms most valuable in the diagnosis of psychi-
atric patients with cancer and to propose new diagnostic criteria
specific to cancer patients.

Cancer patients underwent structured interviews to collect in-
formation on neuropsychological and psychopathological status
of patients. The neuropsychological battery used includes:
(MMSE); Rey auditory verbal learning; Rey complex figure;
Progressive Raven’s Matrixes, Stroop, WCST, FVF.
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The psychopathological battery used includes: SCIDII;
HDRS; HAMA; SQ; TAS-20; ISS; SSI; QL-INDEX; CIRS.
STAI-Y 1/STAY-Y2; FS.
Results. 61 pts were recruited in 3 Centres. 16 are males, 45

are females. Mean age is 55 (range 21-83). 18 ovarian cancers,
12 colon-rectum, 9 breast, 22 other neoplasms were observed. 39
patients presented advanced disease (stage III-IV). 54 patients
were receiving chemotherapy (adjuv/metast, 11/37), 13 other
therapy. Depressive disorders were observed in 19 pts and gener-
alized anxiety disorders in 10. 6 pts were treated for depression
and 2 for anxiety at the time of interview.
Conclusion. Our series evidences that psychiatric disorders

are frequent in cancer patients and poorly recognized. Informa-
tion programs and specific training are needed to improve the
awareness of the medical staff and the management of mental
disorders in cancer patients.

C14 EXPECTATIONS OF SURVIVORS, CAREGIVERS
AND PHYSICIANS FOR TESTICULAR CANCER
SURVIVORSHIPCARE

De Padova S.1, Rosti G.2, Salvioni R.3, Amadori D.4,
De Giorgi U.4 on behalf of Italian Germ cell cancer Group
(IGG)
1Psycho-Oncology Project “Liberi dal cancro”, 4Medical Oncology
Department, Istituto Scientifico Romagnolo per lo Studio e la Cura
dei Tumori (IRST), Meldola (FC); 2Medical Oncology, City Hospi-
tal, Treviso; 3Urology Unit, National Cancer Institute, Milan, Italy

Background. A better understanding of patient and physician
perceptions of their experiences and roles in the survivorship
process can help to inform future survivorship care planning. We
conducted a meeting on testicular cancer survivors and surveyed
physicians, patients and caregivers to compare survivors’ expec-
tations of care with the roles that physicians perceive for them-
selves and to identify experiences and potential expectations in
which there is disagreement.
Methods. All survivors and caregivers invited for this survey

were selected from the population of testicular cancer survivors
(n = 57) of the Istituto Tumori Romagna-IRST, Meldola. In a
meeting with these survivors, their caregivers and physicians
with interest in testicular cancer, we distributed a structured ques-
tionnaire with 24 questions divided into 3 sections: personal in-
formation, information on quality of life of survivors, informa-
tion on the role of physicians, general practitioners and health-re-
lated internet sources for expectations of survivors.
Results. Before the meeting, questionnaire was given to 32

survivors, 14 caregivers and 60 physicians who attended the
meeting. The overall response rate was 91% (29 of 32) for pa-
tients and 100% (14 of 14) for caregivers, and all questionnaires
were evaluable. Among 60 physicians, 42 (70%) responded with
41 (68%) evaluable. Responses between patients and their care-
givers were generally more concordant than between patients and
their oncologists. Comparing patients and caregivers with physi-
cians, evaluations were highly discrepant for the fear of recur-
rence: quite/much/very much for 17 of 43 (40%) pa-
tients/caregivers and 30 of 36 (83%) physicians. Between pa-
tients/caregivers and physicians, expectations were most incon-
gruent for the role of primary care physicians in testicular cancer
follow-up (important/fundamental for 60% of patients/caregivers
and 88% of physicians).

Conclusions. Patients/caregivers and physicians have different
perceptions on survivors’ experiences and discordant expecta-
tions with respect to the roles of primary care physicians in tes-
ticular cancer survivorship care. Uncertainties around physician
roles and responsibilities can lead to deficiencies in care, sup-
porting the need to make survivorship care planning a standard
component in cancer management.

C15 THEWOMAN IN THE COUPLE. ATHEORETICAL-
EXPERIENTIALCOURSE FORWOMEN TREATED
WITH BREAST SURGERY

de Pangher Manzini V.1, Di Camillo E.1, Rucli M.1,
de Pangher Manzini E.1, Bianchi C.2
1SOC di Oncologia, ASS n. 2 “Isontina”, 2LILT, sezione provin-
ciale di Gorizia, ANDOS, comitati di Monfalcone e di Gorizia

Background. Woman who has been surgically treated for
breast carcinoma has to confront herself with a deep wound both
in her internal world and in the image of her body. A diagnosis of
cancer and its consequences can represent a traumatic event not
only for the person in question but also for her partner and her
family. Moreover, some collateral effects of medical and surgical
therapies can undermine the woman’s self-esteem with regard to
her femininity, with negative drawbacks on the couple’s sexual
life. Further difficulties emerge in the relationship, in the sharing
of one’s emotional experience with one’s partner in each phase of
the illness. In the Hospital of Monfalcone a theoretical-experien-
tial course has been initiated, which is dedicated to women who
have undergone breast surgery and is aimed at allowing the
woman to understand and to explore aspects of a couple’s life, to
debunk platitudes, to get to know relational dynamics and to
comprehend the generational vision that influences them, to ac-
quire some practical tools that may allow her to increase the
awareness of her role and to live a better relationship, to manage
a physical trauma within the relationship with the other-than-one-
self, and finally to give the couple a room for psychological sup-
port.

Materials and methods. The course was developed through
various stages: a twelve-hour theoretical-experiential work-
shop over the course of two days, led by a couple psychothera-
pist and two psycho-oncologists, and which dealt with experi-
ences of introspection, group sharing, use of emotive collage,
and guided discussion on the themes proposed by the supervi-
sors; some individual – or (according to the various exigen-
cies) couple – interviews on the theme, meant for the women
who had already taken part in the workshop; a final meeting
aimed at a re-evaluation, with the group and the psycho-oncol-
ogists present, which took place about three months after the
workshop.

Results and conclusions. Sixteen women diagnosed with
breast cancer (in different phases of treatment) participated to the
workshop, demonstrating a keen interest in the theme and a high
level of participation and confrontation. After this, ten individual
interviews and six couple interviews took place. The meeting be-
tween the psycho-oncologists and the group at a three-month dis-
tance was an important moment of sharing of thoughts and of
processes generated from the experience, and the participants left
a positive feedback with regard to this initiative. Considering the
good results of this first experience, of course a replication of the
initiative is being projected in order to widen the sphere of the
participants.
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C16 HOWTO DISCLOSEANY INNERMOST PERSONAL
FEELINGS INFLUENCING PATIENT QUALITYOF LIFE
AND SOCIAL/FAMILIALRELATIONSHIPS AFTER
BREAST CANCER DIAGNOSIS AND TREATMENT: AN
ORIGINAL PATIENT-CENTREDAPPROACH DURING
FOLLOW-UPVISIT

Di Blasio B., Boggiani D., Bologna I., Musolino A.,
Bella M.A., Michiara M., Bui S., Ardizzoni A.
Unità Operativa Complessa di Oncologia Medica, Azienda
Ospedaliero-Universitaria di Parma

Background. Best practice guidelines recommend follow-up
after treatment for breast cancer. The women require regular clin-
ical and imaging examination, as well as management of physical
and psychological sequelae related to diagnosis and treatment.
However, during follow-up visit, attention of physicians and pa-
tients is mainly focused on detection of signs and symptoms of
disease relapse. It is therefore unlikely that other less flashy but
equally important individual aspects will emerge even if they are
tightly linked with cancer and following treatments. Those as-
pects may condition patient quality of life and social/familial re-
lationships, and their knowledge is, in our opinion, a fundamental
point of follow-up visit.

Material and methods. In order to better characterize person-
al and psychological aspects related to life after cancer diagnosis
and treatment, the Oncology and Psycology Group of the Univer-
sity Hospital of Parma set up a questionnaire to be delivered dur-
ing follow-up of breast cancer patients. Women have been asked
to reply to questions about: 1) short- and long-term treatment-
based sequelae, 2) any existential distress due to either disease or
treatment, 3) any social/familial/financial problems occurred af-
ter breast cancer diagnosis.

The questionnaire has prospectively been administered over a
three-month period to all breast cancer patients periodically re-
ferring to our Medical Oncology Unit for follow-up visit. All pro-
cedures performed were in anonymous form.

Results. Patient accrual is still ongoing and study results will
be presented at the meeting.

Conclusion. It stands to reason that best clinical practice is
based on a multidisciplinary approach consisting of medical spe-
cialist (oncologists, radiologists, radioterapists, gynecologists,
general practitioners, surgeons) and non medical figures (psy-
chologists, physiotherapists, dieticians, social workers). The
awareness of those innermost personal feelings, that women with
a diagnosis of breast cancer face during their own experience,
will improve our patient-centred approach during follow-up visit.

C17 ART THERAPYASATRAINING EXPERIENCE FOR
ANTMEDICALTEAM

Fierro A.A.*, Fierro C., Borri C.*, Casadio M., Pannuti F.
ANT Italia Foundation, *Stella Maris School, Bologna, Italy

The ANT Italia Onlus Foundation has many medical teams to
assist oncological patients at home and the Stella Maris of
Bologna is a school of art therapy. From their collaboration was
realized a project for the ANT medical team about experience
with art therapy. The goal is to provide a deep personal and pro-

fessional experience of painting as therapy. The project was
trained by three art therapists with the constant participation of
six doctors, four nurses, six psychologists over a period of twenty
sessions, each session was focused on a specific subject, i.e.
colour, seasons, nature. The medical team filled out two ques-
tionnaires: one at the beginning about their expectations of the
project; the other at the end about their experience. The goal was
to highlight the changes stimulated by the artistic process. We
highlighted these steps by focusing on the replies given to these
three items: 1) the small number of expectations or skeptical atti-
tude at the beginning of the course and their opinions afterwards,
i.e. self reflection, serenity, sharing, and unexpected emotional
liberation; 2) the discoveries made during the course, i.e. self-
trust, joy, the human and professional enrichment, dedication,
and a sense of peace; 3) their ideas about the role of art therapy,
initially understood as a relaxation technique and a form of emo-
tional development, and subsequently broadened to an education-
al experience of profound listening and self-awareness. The last
item of the questionnaire underlines the importance of following
a successive artistic course of deeper research for all the partici-
pants. This project confirms the importance of the medical team
consciousness regarding the sense of the therapeutic artistic ex-
perience for their self-introspection in order to improve the quali-
ty of clinical assistance for their patients. This first part of the
project plays a fundamental preliminary role in preparing the
ANT medical team for the second phase of the art therapy with
oncological patients and their families.

C18 EMOTIONALDISTRESS IN CANCER PATIENTS

Sanna V.*, Fancellu A.°, Marredda S.*, Contu M.*, Sotgiu
M.*, Masala A.*, Alicicco M.G.*, Cuccu A.S.*, Contu A.*
*Medical Oncology, UOC, ASL N°1, Hospital of Sassari, Italy;
°Department of Surgery, Institute of Clinica Chirurgica, Univer-
sity of Sassari, Italy

Distress in cancer patients ranges from 35% to 45%. The NC-
CN Distress Thermometer (DT) is a rating scale used to measure
distress on a 0-10 scale; however it does not provide any infor-
mation about specific emotions. We propose a self-reported ques-
tionnaire (Emotional Distress Questionnaire, EDQ) that evalu-
ates, on a 0-10 scale, the degree of fear (FE), sadness (SA) and
anger (AN) in cancer patients.

One-hundred and eight patients at 6-8 weeks after cancer diag-
nosis were asked to complete the following questionnaires: 1)
DT; if the level was ≥5, presence of distress was reported; 2)
EDQ; if the level was ≥5 for at least one among FE, SA or AN,
an actived emotional status (AES) was reported. Furthermore,
patients were requested to answer questions concerning factors
associated to feelings of fear and/or sadness.

Ninety-four on 108 patients (87%) completed both question-
naires. The occurrence of distress was 47%. The occurrence of
AES was 57%. FE was obseved in a total of 44/94 patients
(47%): FE as the only AES in 22/94 (23%); FE + SA in 12/94
(13%); FE + AN in 2/94 (2%); FE + SA + AN in 8/94 (9%). SA
was observed in a total of 26/94 patients (28%): SA as the only
AES in 4/94 (4%); SA + AN in 2/94 (2%). AN was oserved in a
total of 16/94 patients (17%): AN as the only AES in 4/94, (4%).
Associated Factors for FE: 1) surgery: 28/94 (30%); 2) diagnosis
communication: 52/94 (55%); 3) chemotherapy: 56/94 (60%); 4)
life after chemotherapy: 16/94 (17%). Associated Factors for SA:
appearance: 8/94 (9%); concerns about life expectancy: 44/94
(47%); physical distress: 38/94 (40%).

EDQ is a short self-reported questionnaire with high patients’
compliance that might help to evaluate levels of fear, sadness,
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and anger after cancer diagnosis. Further studies are needed to
assess the accuracy of EDQ as an additional tool for better evalu-
ating emotional distress in cancer patients.

C19 CANCER DIAGNOSIS: COMMUNICATIONSWITH
CHILDREN

Di Nunzio C., Dallanegra L., Monfredo M., Marchionni
M.A., Corradini M.*, Cavanna L.
Medical Oncology Department, Hospital Piacenza, Italy; *Uni-
versity Cattolica Piacenza, Italy

Background. Patients with cancer tend to not inform their
children about the disease they are suffering. This “protective”
attitude can fuel a growing psychological distress in children and
the negative change in the management capacity of the entire
family than to the disease. The key issue is that the team of on-
cology provides support for parents to encourage their communi-
cation skills.

Aims. The first objective is to help parents to communicate
their health status to their children in a simple way based on the
cognitive resources that the child possesses. The second objective
is to offer support to the doctor when the patient does not know
how to handle this issue and asks “how will I tell my son that I
have cancer.”

Methods. There is a small collection of books, containing
some simple stories to help parents in communicating cancer.
The series of booklets called “The words of the dandelion” is
composed of four leaflets in which are narrated some simple sto-
ries about a character’s father or mother who has a disease. The
books are entirely designed and colourful; the story serves as a
guide for the parent with the child browse and read the book,
concerns the disease accompanied by therapy alone or illness
then end with loss of parent. The books are distinguished not on-
ly by subject, including age group: preschool, school children
and adolescents.

Conclusion. This project has been created in collaboration
with students of Art College in Piacenza, a professor at the
Catholic University of Piacenza and the Department of Oncology
wishes to be more support for parents who fall ill with cancer al-
so is based on the belief that talking disease with their children
can only if you can see in their children not only aspects of
fragility, but also the strength and resources that they possess.

C20 IMPACT OFQUALITY CONTROLPROGRAMS ON
DAILY CLINICAL PRACTICE IN MEDICAL
ONCOLOGYANDAGGRESSIVENESS OF CANCER
CARE. A SINGLE CANCER CENTER EXPERIENCE

Giovanis P.1, Marian A.1, Da Ronchi A.2, Tuccia F.1,
Da Corte D.1, Marcante M.1, Laveder F.1, Giusto M.1,
Zanella R.3
1Operative Unit of Medical Oncology, 2Hospital Administration,
Clinical Quality, 3Medical Direction, City Hospital of Belluno,
Ulss 1, Belluno, Italy

Aims and background. The aggressiveness of cancer care
near the end-of-life is a potential indicator of quality of care in

palliative setting. Since 2008 we introduced the palliative prog-
nostic score (PaP) for patients affected by solid tumors, with a
performance status of at least 2. Furthermore, a retrospective
analysis of dead patients, correlated with the use of chemothera-
py near the end-of-life, is presented to all staff every year.

Methods. We evaluated all cancer patients, who were treated
and died in 2009, and considered those who received any an-
tiblastic therapy within 14 and 30 days of death. We proceeded
with a comparison with the same data regarding 2008.

Results. In 2009, 59 treated cancer patients died of disease.
Comparing to 2008, we report a 0.26% (1 patient) and 2.3% (9
patients) of all treated patients (380) still receiving an antiblastic
treatment within 14 and 30 days of death (in 2008 respectively
5% [19 patients] and 9% [33 patients] of all treated [365] pa-
tients). Furthermore, regarding dead patients, we report a 1.7%
and 15.2% of all dead patients (59) still receiving an active an-
tiblastic treatment within 14 and 30 days from death, versus
29.6% and 51.5% respectively in 2008 (61 dead patients). Medi-
an performance status (PS) of patients was 2. All but one patients
died of progressive disease: one patient affected by non-small
cell lung cancer and treated with second line chemotherapy with
pemetrexed, died of acute myocardial infarction.

Conclusions. Measuring quality is a cornerstone of oncologi-
cal work and its rationale has been defined as “the creation of an
environment of watchful concern that motivates everyone to per-
form better”. Monitoring performance and providing feedback on
performance measures can improve clinical outcomes and quality
of care in both palliative and end-of-life setting. The introduction
of PaP and the annual presentation to all staff of the use of an-
tiblastic treatments near the end-of-life, has coincided with a sig-
nificant reduction of chemotherapy in palliative setting.

C21 ATTITUDES TOWARD INFORMING THE CANCER
PATIENT: A SURVEYOFAIOM CALABRIA

Liguori V.1, Tagliaferri P.2, Cutuli I.3, Di Pinto P.4, Maisano
R.5, Molinaro P.6, Schito I.4, Squillace R.7, Toscano R.8
1Oncology Unit, Mariano Santo, Cosenza; 2Oncology Unit,
Magna Grecia University, Catanzaro; 3Oncology Unit, Siderno;
4Oncology Unit, Castrovillari; 5Oncology Unit, Reggio Calabria;
6Oncology Unit, Lamezia Terme; 7Palliative Medicine Unit,
Catanzaro; 8Oncology Unit, Paola

In 2009, medical Oncologies who adhere to the Calabrian sec-
tion of AIOM (Italian Association for Medical Oncology) were
invited to participate to an online survey on the use of informed
consent (IC) for cancer patients at their institutions.

The questionnaire, designed by the Steering Group AIOM Cal-
abria, included 8 questions and was sent via e-mail to 70 oncolo-
gists from Calabria from13 Medical Oncology Services: 3 hospi-
tal units, 8 local health service units, 1 university unit, 1 private
structure unit.

After 3 e-mail reminders, 32 (45.7%) responses were received:
18 male doctors (56.25%) and 14 female doctors (43.75%). In
detail the results of the survey were:
• 99% said they give great importance to IC;
• 94% use in daily practice a written IC;
• 94% believe that IC can improve doctor-patient relationship;
• in 60% of cases the patient receives information directly from

the doctor who is in charge of him/her;
• in 60% of cases the institutional approach involves patient to
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be asked if she/he wishes to be informed about an unhappy
condition;

• in 75% of cases the patient is directly involved in treatment
decisions.

The relevance attributed to the use of IC as part of its clinical
practice, however, results in actual accession to IC in 78% of cas-
es for the adjuvant treatment, but around 53% for treatment of
advanced stage disease, 40% for elder patients, 31% in end-stage
disease. Also information on prognosis was provided to 31% of
patients only. The inconsistency between the high rate of “con-
ceptual accession” to the practice of IC and the low rate of “actu-
al accession” applied in practice, demonstrate the need for a cul-
tural change, where the relationships between health profession-
als and carriers of disease should be based on the central figure
of the citizen-patient in the clinical practice at the health service
facilities. We believe that the AIOM Calabria can help to deter-
mine this change.

C22 QUALITYMANAGEMENT SYSTEM: THE POINT
OFVIEWOFTHE BONE MARROWTRANSPLANT UNIT
TEAM

Monteleone R., Massara E., Meliambro N., Callea I.,
Princi D., Borrello A., Iacopino P.
Centro Unico Regionale Trapianti Cellule Staminali e Terapie
Cellulari “Alberto Neri”, Azienda Ospedaliera “Bianchi-
Melacrino-Morelli”, Reggio Calabria

Bone Marrow Transplant Centre “Alberto Neri” started to im-
plement the Quality Management System (QMS) in 2006 and in
September 2007 obtained the ISO certification. After 3 years, the
Quality Team (QT) decided to verify the impact of the QMS, an-
alyzing the point of view of all staff. In October 2009 the QT cre-
ated an anonymous survey with 11 multiple choice questions rel-
ative to knowledge of certification achievement; work modifica-
tions; resolution of not compliant activities (NCA); internal audit
utility and quality relevance on one’s work. Of 49 employees,
92% completed the survey. Of it, 84% know the date of ISO cer-
tification and 56% think that QMS improved the work environ-
ment. Related to the positive aspects, 60% choose all answer (im-
provement of work planning, staff organization and safety). Con-
trary, the more relevant negative aspect is the increase of work-
load (38%). The major modification produced by QMS is to rec-
ognize the critical situations (51%). For 36%, to report in proper
forms the NCA is useful to resolve them; 67% think that internal
audits are helpful to check the activities. The last question aimed
to understand the relevance of QMS: 58% agree that QMS is part
of daily activity and only for 2% “there is too much to do”. The
collected data show that the quality culture is, today, part of the
work background and this result is recognized by 70% of lab
staff, 47% of nurses and 62% of physicians. In general, the per-
ception of QMS is good but there are still areas to be improved,
particularly regarding the management and resolution of critical
situations.

It is clear that to study the perception of QMS is an useful tool
to verify his efficacy and continuously improve it, to make clear
the difficulties and resolve them. QT plans to repeat the survey at
least once a year in order to build a complete evaluation system
for work environment quality and staff satisfaction.

C23 CANCER LONG SURVIVORS: ANALYSIS OF
UNMET NEEDS. AWORK-IN-PROGRESS SURVEY

Petruzzelli D.§, Montali L.#, Faricciotti A.*, Vismara A.*,
Belloni P.*, Candido P.*, Corradini G.*, Cozzi C.*,
Della Torre S.*, Toniolo D.*, Zannier F.*, Bollina R.*
§La Lampada di Aladino ONLUS, Brugherio (MI); #Department
of Psychology, Bicocca University, Milan; *Oncology-Hematol-
ogy Unit, A.O. “Salvini”, Rho Hospital (MI)

Background and purpose. This is the first observational
study in Italy to measure the unmet needs of adult cancer long
survivors. Few studies have investigated this matter among can-
cer survivors. In particular, the collection and analysis of needs in
the cancer long survivors could allow the identification of high
risk groups that could benefit from preventive interventions facil-
itating the provision of targeted resources.
Tools and methods. Study participants are people who have

been diagnosed with cancer at least one year before, in complete
remission. The only quantitative tool for analysis of the needs in
long survivors is the questionnaire CaSUN, whose final and vali-
dated Italian version consists of 35 items relating to the needs
and 6 items related to positive changes produced by the experi-
ence of disease. The domains investigated by the questionnaire
include: information needs and requirements of medical care,
quality of life, emotional and relational problems, life expectan-
cy, positive change. The quantitative research starts by the ad-
ministration of the questionnaire CaSUN that includes a number
of other measures for detecting the quality of life and a second
qualitative phase by running 6 of 40 qualitative interviews and
focus groups to deepen the results of the questionnaire.
Results. 180 patients entered the study, of whom 54% with

breast cancer, 31% with hematologic malignancies, 10% with
gastrointestinal cancer and 5% with other solids tumours. Initial
results indicate that 43% of patients with hematologic malignan-
cies, even many years after, shows social and psychological
needs related to the previous disease.
Conclusion. Recent studies have shown that some long sur-

vivors are in physical and psychological good conditions, but
others patients experience persistent physical, psychological and
psychosocial problems.

C24 BURDEN OF CARE: CAREGIVERAND PATIENTS
IN ONCOLOGYDIVISION

Moleri C.*, Bonetti M.L.*, Tresoldi V.*, Cabiddu M.^,
Borgonovo K.^, Petrelli F.^, Ghilardi M.^, Barni S.^
*Psychoncology Service, Oncology Division; ^Oncology Divi-
sion, Azienda Ospedaliera Treviglio, Treviglio (BG)

Cancer is considered a familiar illness that throws patients
(pts) and caregivers (cgs) off balance. It changes familiar and in-
ner settings. Cgs have an active role in assistance and they can be
tired both from a psychological and psysical point of view.

In our Oncology Department, 55 couples made up of a pt un-
dergoing chemotherapy and his cg underwent a psychological in-
terview and WHOQOL Bref test (Murphy B, 2000). We analysed
pt-cg relationship, cg’s needs, feelings, psycho-physical health
and social problems.

Cgs (mean age 50, 51% males, 52% partners, 28% children,
72% live with the pts) show a good quality of life (66.2%) and
low level of stress linked to practical problems (10%), financial
strain (8%) or job. In order to accompany pts to the hospital, 23%
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cgs ask for holidays, 16% for a paid leave, 6% for an unpaid
leave. 6% have economic problems due to illness. Prevailing
feelings linked to illness are: worry (70%), hope (38%), power-
lessness (22%), fear (16%) and anxiety (12%).

38% of cgs change habits in the relationship with pts: 79%
spend more time together. Data analysis shows that cgs are not
worried about the activities they have to do for the pts (>71%).
Cgs suffer more psychological feelings. Cgs show difficulties in
the changes of the relationship (>45%). 57% need to express
emotions and feelings. There is an increasing recognition of the
importance of providing support to cgs with evidence that cgs
can be as distressed as pts. Our Psychoncology Service will plan
a cgs intervention in order to minimize the negative effects of be-
ing stressed. Cgs may benefit from attending support groups in
order to learn how to cope with cancer; groups should develop
cg’s inners strengths and sense of control over life. More atten-
tion to the cgs feelings will ensure better care for the pts.

C25 DRAWING RADIOTHERAPY EXPERIENCE.
A PSYCHO-ONCOLOGICALANALYSIS

Bonetti M.L.*, Cabiddu M.°, Sarti E.^, Moleri C.*,
Ghilardi M.°, Bruscheri L.^, Tresoldi V.*, Borgonovo K.°,
De Stefani A.^, Barni S.°
*Psychoncology Service, Oncology Division, °Oncology Divi-
sion, ^Radiotherapy Division, Azienda Ospedaliera Treviglio,
Treviglio (BG), Italy

Drawing is one of the most important psychological projective
tests. It deeply investigates human personality, gathering its es-
sential aspects. Pictures are the reflection of the internal affective
world (Winnicott, 1971), they express feelings and conflicts
(Quaglia, 2007) without inhibitions.

In our Hospital, 48 patients (pts) in radiotherapy treatments
were asked to undergo a specific psychological interview, the Mi-
ni-MAC scale (Watson, 1994), and to illustrate their experience
of radiotherapy. 90% of them completed test and interview, but
only 59% of pts decided to make the picture. The refusal could
express difficulties in facing the assignment, that could force pts
to cope with inner emotions. Pts could simpler contain feelings
during the tests. Results of the tests show a devaluation of the
negative emotions such as fear and worry (2.5%).

The qualitative psychological analysis of the pictures reveals
the prevalence of these subjects: room of the radiotherapy (45%),
rays of the machine (19.8%), streets (10.4%), clouds (7%) and a
prevalence of the symbol of circle (58%). Sphere is the uncon-
scious and universal symbol of unity and perfection, it is an arche-
type that represents Psyche. Circle is often present in the pictures
and in the dreams of the person that perceives a danger in his exis-
tence and fear for his integrity (Jung, 1964). This evidence is
linked to the emotional difficulties that pts should face during ra-
diotherapy treatments, but they don’t express in the interview.

Prevalent coping styles of the pts that decided to paint are: re-
activity (44.8%) and fatalism (41.3%). Coping styles of the other
pts are distributed in a more homogeneous way: fatalism
(37.5%), reactivity (31%), deny (23%) and anxiety (6%). It’s our
aim to proceed in order to value if the decision to omit the picture
could be linked with the fear to face their inner emotions.

C26 INTERVIEWWITH ONCOLOGY PATIENT:
KNOWING THE DIRECT EXPERIENCEWITH THE
TUMOURAND OPTIMIZING THE QUALITYOF
INTEGRATED MEDICALCARE

Lembo A., Della Rocca F., Oliva A., Passeri V.,
Di Bartolomeo C.
Casa di Cura “Marco Polo”, Roma

Introduction. International scientific literature suggests the
interest for studies focused on obtaining information through
methods of survey defined “bottom-up”, an alternative respect to
other methods of survey defined “top-down”. In accordance with
the method bottom-up, we created a questionnaire to obtain in-
formation about the impact of the oncology disease directly ad-
ministered to the oncology patients subjected to chemotherapy
during hospitalization. The aim of this study consists in obtaining
information directly from the patient to understand psychological
impact of diagnosis, communication, and chemotherapy, and then
defining the best course of action for organization and implemen-
tation of medical, psychological, and nursing care. Moreover an
important area of this study has been dedicated to the evaluation
of social aspects of oncology patients when dealing with rela-
tives, friends and other oncology patients.
Methods. A multiple choice questionnaire composed of 21 items

subdivided in 4 specific areas (diagnosis communication, emotional
response and adaptation to the disease, impact with chemotherapy,
relations with others) has been administered to a sample composed
by 100 subjects (oncology patients, female: 59, male: 41. Ages
ranging between 29 and 79, average age of 61.7) hospitalized in the
Oncology Unit of “Marco Polo” Clinic, in Rome.
Outcome. The analysis of responses obtained through the

questionnaire defined specific ways used by patients to evaluate
and respond to several aspects of the oncology disease. The out-
comes obtained increase our knowledge on specific psychologi-
cal aspects of oncology patients. Some evidence represents a
starting point for further discussions and research. Moreover the
whole set of data obtained through the questionnaire is extremely
useful for an optimal organization of medical care based on spe-
cific needs of patients.

C27 COUPLE TYPESAND COPING STRATEGIES:
ARESEARCHABOUT PATIENT-CAREGIVER’S
CONJOINT DRAWING

Tresoldi V.*, Bonetti M.L.*, Moleri C.*, Ghilardi M.°,
Cabiddu M.°, Borgonovo K.°, Petrelli F.°, Barni S.°
*Psychoncology Service, Oncology Division, °Oncology Division,
Azienda Ospedaliera Treviglio/Caravaggio, Treviglio (BG), Italy

Recent studies (Scott, 2008) show that a supportive relation-
ship between oncological patients (pts) and their caregivers (cgs)
improve pts coping strategies.

59 couples composed of oncological pts (mean age 58.4 [range
34/72]) undergoing chemotherapy treatment and their cgs (53.6%
partners, 19.6% children, 9%friends, 8% brothers 5% parents)
were asked to paint together a picture about their relationship.

We used the Conjoint Drawing Graphic (CDG) and the Projec-
tive Analysis (Bing, 1970) to identify different couples types and to
evaluate the correlation between them and pts’ coping strategies. In
order to investigate the interactive process behind CDG we used
the Observational Scheme (Saita, 2006) that describes Cooperative,
Non-Cooperative and Ambiguous couples. With the aim of the
“Couple Life Space” Scheme (Zavattini, 2007) we classified cou-
ples government space form into: Dynamic Balance, Individual,
Fragmentation, Filling, Measurement and Grouping-Redaction.
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Pts show the following coping styles: Reactivity (57.6%), Fa-
talism (20.3%) and Denial (15.3%). Non-Cooperative couples are
more (50.8%) than Cooperative (37.3%) and Ambiguous
(11.8%). Prevalent couples government spaces are: Individual
(54.9%), Dynamic Balance (15.3%), and Fragmentation (13.6%).

High level of non-cooperation is in contrast with our hypothe-
sis, but the analysis of the drawings show solid and cooperative
relationships. The majority of pts (90%) paint the family, their
house, the couple. Low level of cooperativity is due to the set-
ting: pts and cgs are in the d.h., near other pts and cgs, they often
feel embarrassed when asked to undergo a psychological study
and the painting’s assignment.

Cooperation could be facilitated by a private setting in which
pts and cgs could speak quietly without embarrassment, they
could be more motivated to the assignment if invited by the on-
cologist. From this point of view, our study shows a prevalence
of cooperative couples and results show the positive effects of a
good relationship on the coping strategies.

Our aim is to improve samples to verify our data.

C28 CANCER PATIENTS UNDERGOING
RADIOTHERAPYTREATMENT. A PSYCHOLOGICAL
OBSERVATIONAL STUDYABOUTMACHINE FEAR

Sarti E.^, Bonetti M.L.*, Cabiddu M.°, Moleri C.*,
Ghilardi M.°, Bruscheri L.^, Borgonovo K.°, Petrelli F.°,
De Stefani A.^, Barni S.°
^Radiotherapy Division, *Psychoncology Service, Oncology Di-
vision, °Oncology Division, Azienda Ospedaliera Treviglio, Tre-
viglio (BG), Italy

The aim of our study is to value patients (pts) worries of the
radiotherapy machine and the effects of the treatment on pts
mood.

46 pts in radiotherapy treatments were asked to undergo Pro-
file Of Mood States (Mc Nair, Lorr, 1992) for monitoring fluctu-
ating active mood states, Mini-MAC (Watson, 1994) to value
coping style and a specific psychological interview concerning
the feelings linked to the machine, the treatments and the socio-
economical variables.

Pts [mean age 65.5 (range 46-75), 58% males, 60% married,
80% living with the family, 65.8% has completed primary
school] show a prevalence of reactive coping style in facing ill-
ness (56%).

The majority of pts is not afraid of the machine (91%), the
rays (92%) and the noises (90%), only 7% complains about bad
smells during treatments. 11% is worried about possible damages
of machine and 13% about negative effects of the rays.

Poms analysis shows low levels of the factor depression-de-
jection (98%), anger-hostility (93%), confusion-bewilderment
(91%) and fatigue-inertia (97%): data seem to be excessively
positive; we suppose that a defence mechanism overturns our hy-
pothesis.

Our aim is to go on with the study in order to value if ra-
diotherapy pts show a prevalence of the ‘Type C’ coping style
(Temoshok, 1985). Type C pts are characterized by the fol-
lowing behaviors: they don’t express emotions and are often
unaware of any feeling of anger, they tend not to experience
or express any other negative emotions such as fear, anxiety
or sadness, they are unassertive, cooperative and appeasing
with social and family. Type C could be the behavior pattern
radiotherapy pts use to cope with outer stress and inner dis-
tress.
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Session D • Thoracic & lung cancers, head and
neck cancers

D1* REFRACTORYVS SENSITIVE RELAPSED SCLC:
VALIDATION OF STANDARD DEFINITIONAND
PROPOSAL FORAN IMPROVED CLASSIFICATION

Boni L.1, Tiseo M.2, Marini L.3, Mehmud F.3, Ardizzoni A.2
1Centro Coordinamento Sperimentazione Clinica, Istituto Tumori
Toscano, Azienda Ospedaliero-Universitaria Careggi, Firenze;
2Unità di Oncologia Medica, Azienda Ospedaliero-Universitaria,
Parma; 3GlaxoSmithKline

Background. Relapsed SCLC is currently divided into sensi-
tive and refractory disease according to whether the time elaps-
ing from the end of first-line chemotherapy to the occurrence of
progressive disease is less or more than 60 (criteria 1) or 90 (cri-
teria 2) days. The primary aims were to validate the currently de-
finition of sensitive/refractory disease and to assess other clinical
parameters predictive of response, progression-free survival
(PFS) and overall survival (OS).

Methods. A database, derived from 6 GSK-trials of
topotecan-based second-line therapy in relapsed SCLC patients
(pts), was analyzed. Validation of the definition of sensi-
tive/refractory disease was performed on the entire dataset, while
study of additional clinical parameters and development of pre-
dictive models was conducted by dividing the database into two
groups (derivation and validation sets). K coefficient of concor-
dance and integrated Brier score (IBS) were adopted as accuracy
measures for binary and survival data, respectively.

Results. Overall, the dataset included 631 pts. According to
TTP after first-line therapy, 81% and 72% of pts were classified
as sensitive, with criteria 1 and 2. Overall response rate (RR) to
second-line was 16%. Both criteria 1 and 2 confirmed their pre-
dictive impact on RR (OR 7.7 and 4.8), PFS (HR 0.58 and 0.64)
and OS (HR 0.54 and 0.54). However, the prediction accuracy
was low for both criteria: 35% (K 0.08) and 42% (K 0.10) for
RR, IBSs at 1-yr were both equal to 0.125 (empty model 0.128)
for PFS and IBSs at 1-yr were equal to 0.178 and 0.177 (empty
model 0.184) for OS. The uni- and multi-variate analyses on the
derivation set demonstrated that criteria 1 and 2 remain the only
factors independently affecting the RR to second-line therapy. At
multivariate analysis, in addition to criteria 1 and 2, gender, age
and presence of liver metastases each had an independent effect
on PFS, while presence of liver metastases and PS had an inde-
pendent prognostic impact on OS.

Conclusions. The currently used criteria for outcome predic-
tion appear validated by this analysis, although with limited ac-
curacy. The definition and validation of a prognostic score in the
training set it is presently ongoing.

D2* EML4-ALK FUSION GENEAND CLINICAL
OUTCOME OF LUNGADENOCARCINOMAPATIENTS
TREATEDWITH CISPLATIN PLUS PEMETREXED

Altavilla G., Santarpia M., Arrigo C., Rizzo M., Galletti G.,
Marabello G., Gnani A., Pitini V.
Human Pathology Department, Medical Oncology Unit, Univer-
sity of Messina

Background. EML4-ALK is a novel fusion gene arising as a
result of a small inversion within chromosome 2p, which leads to
expression of a chimeric tyrosine kinase, in which the N-terminal
half of the echinoderm microtubule-associated protein-like 4
(EML4) is fused to the intracellular kinase domain of anaplastic
lymphoma kinase (ALK). This gene arrangement was shown to
be transforming both in vitro and in vivo. In unselected NSCLC
populations, EML4-ALK rearrangement is a relatively rare event
and it is more frequent in adenocarcinoma, in never or light
smokers and seems almost mutually exclusive with EGFR or
KRAS mutations. We examined the presence of EML4-ALK in
adenocarcinoma patients and correlated with clinical characteris-
tics and treatment outcome.

Patients and methods. Ninety-six lung adenocarcinoma pa-
tients (58 male, 38 female, median age 64 years), who received
cisplatin (75 mg/m2) plus pemetrexed (500 mg/m2) or cisplatin
plus gemcitabine (1250 mg/m2) every 21 days were retrospec-
tively analyzed. Cytology or histology samples were reviewed to
reconfirm the diagnosis and FISH was used to identify EML4-
ALK fusion gene and EGFR amplification. The ALK-positive
samples were tested for EGFR and KRAS mutants by direct
DNA sequencing. ALK rearrangements were confirmed by im-
munohistochemistry for ALK expression.

Results. EML4-ALK mutants were identified in 8/96 (8.3%)
screened tumors, which were negative for EGFR and KRAS mu-
tations; all of them were found in non smoking, younger men
(median age 52, range 32-56). All patients with EML4-ALK pos-
itive tumors had received treatment with cisplatin plus peme-
trexed and were evaluable for objective response: two had a PR,
four SD and two PD. In this subgroup of patients, at the time of
this review, TTP was 9 months and median OS 17 months. The
32 EML4-ALK negative cisplatin-pemetrexed treated patients
achieved a median TTP of 6.2 months and a median OS of 11
months.

Conclusions. Based on our results, the presence of EML4-
ALK defines a subset of adenocarcinomas with distinct molecu-
lar, clinical characteristics and with better therapeutic outcome.

D3* OPTIMIZATION OF PATIENT SELECTION FOR
EGFR-TKIS INADVANCED NON-SMALLCELLLUNG
CANCER BYCOMBINEDANALYSIS OFMET, EGFR,
KRASAND PIK3CAMUTATIONS

Ludovini V.1, Bianconi F.2, Pistola L.1, Minotti V.1,
Meacci M.1, Chiari R.1, Tofanetti F.R.1, Siggillino A.1,
Baldelli E.1, Colella R.3, Mameli M.G.3, Crinò L.1
1Medical Oncology Department, S. Maria della Misericordia
Hospital, Perugia; 2Department of Electronic and Information
Engineering, 3Institute of Pathological Anatomy and Histology,
Perugia University, Perugia, Italy

Background. Specific EGFR tyrosine Kinase inhibitors
(TKIs) have been developed and used for the treatment of ad-
vanced NSCLC. Somatic activating mutations of EGFR gene and
some clinical and pathological features have been associated with
tumor response and favourable clinical outcome with these
agents. However, tumors that initially respond to EGFR-TKIs al-
most inevitably become resistant later. We present a comprehen-
sive analysis of MET, EGFR, KRAS and PIK3CA mutations in
advanced NSCLC patients treated with TKIs, with the aim of
clarifying the relative contribution of these molecular alterations
to resistance.
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Methods. Genomic DNA was isolated from paraffin-embed-
ded tumor specimens, amplified for MET (exons 14, 15), EGFR
(exons 18, 19, 20 and 21), PIK3CA (exons 9, 20) KRAS (exons
2, 3) by nested PCR and sequenced in both sense and antisense
directions. Among all the mutations evaluated, only TKIs no-sen-
sitive mutations were used for time to progression (TTP) and
overall survival (OS) analysis.

Results. Median age was 60.2 yrs (range 25.6-84), M/F:
91/75; adeno/bac/other: 102/17/47; never/former/current/-
unknown smokers: 61/47/46/12. One hundred and sixty-six
patients (pts) have been treated with TKIs. MET, sensitive
EGFR (exons 19 and 21), no-sensitive EGFR (exons 18 and
20), KRAS and PIK3CA mutations were detected in 3.8%,
19.4%, 3.0%, 6.8% and in 4.1% of pts, respectively. Patients
with TKIs no-sensitive mutations showed a progression of
disease (96%, p = 0.0018). Median TTP of pts with TKIs no-
sensitive mutations was 2.23 months vs 6.63 months (p
<0.0001) of other group. At univariate analysis of OS TKIs
no-sensitive mutations were associated with worse prognosis
(16.1 months vs 30.2 months, p = 0.02). Cox’s multivariate
analysis including histology and stage showed that TKIs no-
sensitive mutations were independent factors to predict poor
OS (p = 0.02).

Conclusions. When TKIs no-sensitive MET, KRAS, PIK3CA
and EGFR mutations are concomitant, up to 96% of NSCLC pa-
tients unlikely to respond to anti-EGFR therapies, can be identi-
fied. Comprehensive molecular dissection of EGFR signalling
pathways should be considered to select advanced NSCLC pa-
tients for TKIs therapies.

D4* SURVIVALOF PATIENTWITH OROPHARYNGEAL
CANCER BYHPV STATUS, SMOKINGAND TUMOR
PRESENTATION: AN ITALIAN VALIDATION STUDY

Granata R.1, Perrone F.2, Miceli R.4, Franceschini M.3,
Orlandi E.3, Bossi P.1, Locati L.1, Bergamini C.1,
Calderone R.1, Mirabile A.1, Pilotti S.2, Mariani L.4, Olmi P.3,
Ang K.K.5, Licitra L.1
1Head & Neck Cancer Medical Oncology Unit, Department of
Medical Oncology, 2Department of Pathology, 3Department of
Radiotherapy, 4Department of Biostatistics, Fondazione IRCCS
“Istituto Nazionale dei Tumori”, Milan, Italy; 5University of
Texas MD Anderson Cancer Center, Houston, TX, USA

Background. Tumor HPV status strongly affects overall
survival (OS) of oropharyngeal cancer (OPC) patients. Recent-
ly, by recursive partitioning analysis (RPA) in patients treated
with chemoradiation, Ang et al. Identified 3 groups with wide-
ly different outcome based on HPV status, smoking history and
TN category. The aim of the current study was to validate these
findings in patients with OPC consecutively treated at our In-
stitution.

Materials and methods. Patients (n = 116) diagnosed with
OPC at our Istitution between 2003 and 2009, and treated with
concomitant CDDP/RT (n = 99) or with RT (IMRT or conven-
tional) (n = 17), were stratified according to tumor p16 status as
assayed by immunohistochemical analysis (Table). Group-strati-
fied OS curves were estimated with the Kaplan-Meier method
and compared using the log-rank test. As a measure of the be-
tween-curves separation we used the Harrell’s concordance in-
dex, which may vary between 0.5 and 1.0, respectively indicating
lack of or perfect discrimination.

Risk p16 positive p16 negative
(n = 63) (n = 53)

Low (R1) (n = 25) ≤10 smoke packs/year
>10 smoke packs/year if <N2b

Intermediate (R2) >10 smoke packs/year if ≥N2b ≤10 smoke
(n = 43) packs/year and

<T4
High (R3) (n = 48) >10 smoke

packs/year or T4

Results. With a median follow-up of 23 months (interquartile
range: 13-38 months), 20 died: 0/25 in R1, 6/43 in R2 and 14/48
in R3 group. The 2-year OS estimates (95% confidence interval)
were 100% in R1, 84.9% (73.2-98.4%) in R2 and 69.7% (56.2-
86.3%) in R3, respectively (log-rank test: p = 0.0096). The Har-
rell’s concordance-index was 0.70, indicating a fairly good dis-
criminating ability of the RPA classification. Finally, the calibra-
tion plot showed a good concordance between our results and
those observed in the original study.

Conclusions. This study validates the risk grouping identified
previously in OPC patients treated at our Institution. Risk driven
clinical decision making and trial designs will help in better
defining the most appropriate treatment by risk category.

D5* CELLTHERAPYWITH EBV-SPECIFIC
CYTOTOXIC T-LYMPHOCYTES FOR PATIENTSWITH
EBV-RELATED NASOPHARINGEALCARCINOMA

Comoli P.1, Secondino S.2, Licitra L.F.3, Schiavo R.4,
Schiavetto I.4, Zecca M.1, Gurrado A.1, Bossi P.3, Locati L.3,
Pedrazzoli P.2, Locatelli F.1, Siena S.4
1Oncoematologia Pediatrica, Policlinico S. Matteo, Pavia, Italy;
2Dipartimento Oncologico, IRCCS Istituto Clinico Humanitas,
Rozzano (MI), Italy; 3SS Trattamento medico Tumori Testa e col-
lo, Dipartimento di Medicina Oncologica, Istituto Nazionale Tu-
mori, Milano, Italy; 4Oncologia Falck Ospedale Niguarda Ca’
Granda, Milano, Italy

Background. Nasopharyngeal carcinoma (NPC) is an Ep-
stein-Barr virus (EBV)-related malignancy expressing a restrict-
ed set of viral antigens. The outcome of patients with NPC fail-
ing conventional radio-chemotherapy is poor, the median overall
survival of patients receiving second and further lines of treat-
ment being less than two years. Hence, there is a need for alter-
native therapies capable of improving survival and associated
with reduced toxicity.

Methods. Since 2001, we have treated 27 patients NPC failing
>2 lines of radio-chemotherapy in two sequential trials of cell
therapy with autologous EBV-specific cytotoxic T-lymphocytes
(CTL). In detail, EBV CTL (4 escalating doses to a maximum of
8x107 CTL/dose in the first trial, or 2 doses of 3-4x108 CTL in
the second trial) were administered in patients without or with
preceding lymphodepleting chemotherapy and followed by low-
dose interleukin-2. The proportion of patients achieving response
or stable disease lasting at least 3 months (RECIST criteria), as
well as immunologic correlates of effective treatment, were eval-
uated.

Results. Overall, the objective control of disease was 57%,
with 6/27 patients showing complete (n = 1), partial (n = 4) and
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minimal (n = 1) responses, and 10/27 disease stabilization (medi-
an duration 7 months). No severe adverse events were observed
after cell therapy; 4 patients showed an inflammatory reaction at
the tumor site. The use of preparative lymphodepleting
chemotherapy and increased CTL dose did not influence out-
come. Importantly, patients showing response to cell therapy
showed the emergence of EBV LMP2 antigen-specific T-cells in
their peripheral blood.

Conclusions. EBV-specific CTL therapy is safe and associated
with clinical benefit in patients with advanced NPC refractory to
standard therapies. The use of CTL with higher specificity for the
EBV subdominant antigens expressed by the tumor, such as
LMP2, at an earlier stage of disease, could further implement the
strategy and ameliorate the outcome of NPC patients.

D6* PROGNOSTIC FACTORS INFLUENCING
OUTCOME OF PATIENTSWITH RECURRENT
ORMETASTATIC CARCINOMA (R&M) OFTHE HEAD
AND NECK: RESULTS OFAN ITALIAN
MONOINSTITUTIONAL STUDY

Mirabile A.1, Calderone R.1, Miceli R.2, Mattana F.2,
Locati L.1, Bossi P.1, Bergamini C.1, Granata R.1,
Mariani L.2, Licitra L.1
1Head & Neck Cancer Medical Oncology Unit, Department of
Medical Oncology, 2Unit of Medical Statistics, Fondazione IR-
CCS “Istituto Nazionale dei Tumori”, Milan, Italy

Background. Prognostic influence of clinicophatologic fac-
tors in R&M disease has been rarely studied. Argyris et al. (Can-
cer, 2004) studied first line R&M disease within ECOG studies
and identified significant prognostic factors for overall survival
(OS) and progression-free survival (PFS), thereby deriving a
2-group prognostic classification (0-2 vs >2 adverse factors). Our
study wants to test the Argyris prognostic models and classifica-
tion in our Institutional series of consecutive R&M patient.

Materials and methods. Retrospectively 352 pts with epithe-
lial (non adenocarcinoma) R&M of the head and neck, diagnosed
between 1984 and 2009, were analysed. Cox models were used
for testing the association between study endpoints and relevant
clinical characteristics. Moreover, we compared Kaplan-Meier
OS curves according to Argiris prognostic groups.

Results. Primary tumour sites were: laryngeal (24 pts), oral
cavity (151 pts), oropharyngeal (65 pts), hypopharyngeal (29
pts), sinonasal (10 pts), nasopharyngeal (73 pts).

Our results confirm the trends detected by Argiris for all fac-
tors but prior RT in PFS model; however, only weight loss
reached statistical significance.

Median OS was 26 and 21 months in pts with 0-2 and >2 adverse
prognostic factors, respectively; corresponding 2-yr OS were
52.6% (44.9-60.2%) and 43.2% (36.0-50.5%) (log-rank test p =
0.024).

Conclusions. Our results for OS in the two prognostic groups
are in accordance with the Argiris findings, however only a weak
association of clinical parameters and outcome could be demon-
strated. Further analysis including more clinical parameters is on-
going.

D7 PHASE II STUDYOFTHE COMBINATION OF
BEVACIZUMAB PLUS PEMETREXEDAND
CARBOPLATINAS FIRST-LINE THERAPY IN PATIENTS
WITH MALIGNANT PLEURALMESOTHELIOMA
(MPM)

Ceresoli G.L.1,2, Zucali P.A.2, De Vincenzo F.2,
Mencoboni M.3, Botta M.4, Grossi F.5, Bidoli P.6, Bajetta E.7,
Ardizzoni A.8, Favaretto A.9, Simonelli M.2, Lorenzi E.2,
Gianoncelli L.2, Chiti A.2, Santoro A.2
1Oncology Unit, Cliniche Humanitas Gavazzeni, Bergamo, Italy;
2Department of Oncology, Istituto Clinico Humanitas IRCCS,
Rozzano, Italy; 3Department of Oncology, Ospedale Villa Scassi,
Sampierdarena, Genova, Italy; 4Department of Oncology, Ospe-
dale S. Spirito, Casale Monferrato, Italy; 5Department of Onco-
logy, Istituto Nazionale per la Ricerca sul Cancro, Genova, Italy;
6Department of Oncology, Ospedale San Gerardo, Monza, Italy;
7Department of Oncology, Istituto Nazionale per la Ricerca sul
Cancro, Milan, Italy; 8Department of Oncology, Azienda Ospe-
daliero-Universitaria di Parma, Parma, Italy; 9Department of
Oncology, Azienda Ospedaliera di Padova, Padova, Italy

Background. The combination of carboplatin/pemetrexed was
found to be active in MPM patients (pts). Vascular endothelial
growth factor (VEGF) is highly expressed in MPM; in pre-clini-
cal models, anti-VEGF antibodies were shown to decrease MPM
cells growth. Aim of this multicenter phase II trial
(NCT00407459) was to assess the activity of bevacizumab in
combination with carboplatin/pemetrexed (BPC regimen) as
first-line therapy in MPM pts.

Patients and methods. Chemotherapy-naive pts not candi-
dates for curative surgery received pemetrexed 500 mg/m2 and
carboplatin AUC5, followed by bevacizumab 15 mg/kg, adminis-
tered intravenously every 21 days. All patients received vitamin
supplementation. Main endpoint of the study was progression
free survival (PFS).

Results. The study was designed to include up to 77 pts. The ac-
crual was reached on September 2009 and data of 71 pts are avail-
able for a preliminary analysis. Pts characteristics were: M/F 46/25,

Cox model results for OS and PFS
HR of death p value HR of disease progression p value

(95% CI) (95% CI)
Weight loss (>5% vs ≤5%) 1.41 (1.07-1.85) 0.013 — —
ECOG-PS ≥1 (vs 0) 1.10 (0.86-1.41) 0.433 — —
Hypopharyngeal or oral cavity primary tumour vs others 1.24 (0.97-1.60) 0.092 1.19 (0.94-1.51) 0.153
Tumour cell differentiation (poor vs well/moderate) 0.95 (0.73-1.23) 0.680 0.96 (0.75-1.23) 0.747
Prior RT (yes vs no) 1.01 (0.76-1.34) 0.958 0.91 (0.70-1.19) 0.481
HR: hazard ratio; 95% CI: 95% confidence interval.
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median age 68 (range 40-78), EORTC prognostic score good/poor
61/10. Histology was epithelial in 57 pts, sarcomatoid or biphasic in
10, and not specified in 4. A partial response was achieved in 28/67
pts, for a response rate of 39%; 32 pts (45%) had stable disease.
With a median follow-up of 10.6 months, 42 pts had progressed and
33 pts died. PFS and overall survival were 6.9 and 14.3 months, re-
spectively. Haematological toxicity was low, with grade 3/4 neu-
tropenia observed in 5 pts (7%), without febrile neutropenia. Non-
haematological toxicity was generally mild; however, 3 cases of
bowel perforation, possibly related to treatment, were observed.

Conclusion. First-line treatment with BPC regimen in MPM
pts is feasible, with acceptable toxicity, although bevacizumab-
related adverse effects must be strictly monitored. However, ac-
cording to this preliminary analysis, the addition of bevacizumab
to pemetrexed-based chemotherapy did not seem to improve sur-
vival outcomes. Subset analysis is ongoing, and updated results
will be presented at this meeting.

D8 MAGNITUDE OF BENEFIT OFGEFITINIB OVER
FIRST-LINE CHEMOTHERAPY (CT) INADVANCED
NON-SMALLCELLLUNG CANCER (NSCLC) PATIENTS
(PTS) WITH SENSITIZING EPIDERMALGROWTH
FACTOR RECEPTOR MUTATIONS (EGFR-M+): META-
REGRESSIONANALYSIS OF RANDOMIZED TRIALS
(RCTs)

Cuppone F.1, Bria E.1, Milella M.1, Ceribelli A.1, Novello S.2,
Gelibter A.1, Vaccaro V.1, Sperduti I.3, Cognetti F.1,
Giannarelli D.3
1Biostatistics, Regina Elena National Cancer Institute, Roma,
Italy; 2Unità di Oncologia Toracica, AUO San Luigi, Orbassano
(TO), Italy; 3Department of Medical Oncology, Regina Elena Na-
tional Cancer Institute, Roma, Italy

Background. Gefitinib (G) has demonstrated to be signifi-
cantly superior over 1st line CT in advanced EGFR-M+ NSCLC
pts, both in retrospective and prospective studies. In order to
quantify the magnitude of such benefit and to screen for predic-
tive factors for efficacy and activity, a literature-based meta-
analysis with a meta-regression approach was conducted.

Methods. Hazard Ratios (HR) with 95% confidence intervals
(CI) were extracted from papers/presentations for progression
free- and overall- survival (PFS, OS); event-based relative risks
(RR) with 95% CI were determined for response rates (ORR) and
grade 3-4 toxicities. A random-effect model with a heterogeneity
(Het) test was applied. Meta-regression with clinical (female gen-
der, non-smoking status) and molecular (rate of Exon-19 muta-
tions) predictors of outcome and sensitivity analyses according to
trial design (retrospective versus prospective) were performed.
Absolute differences (AD) and the number of patients needed to
treat/harm (NNT/NNH) were calculated.

Results. Two prospective RCTs in EGFR-M+ pts, and 2 retro-
spective analyses of such subgroup (all conducted in asian pts),
were considered eligible for the current analysis, accounting for
651 pts overall. Results are shown in the Table:

Outcome Pts (RCT) HR/RR (95% CI) p value Het (p) AD (%) NNT

PFS 651 (4) 0.45 (0.37-0.54) <0.0001 0.42 26.0 3-4
OS 651 (4) 0.87 (0.65-1.15) 0.33 0.40 - -
ORR 618 (4) 1.95 (1.49-2.62) <0.0001 0.051 22.6 4-5

A significant interaction was found in favor of prospective tri-
als for ORR (p = 0.021), but not for PFS/OS. Rate of Exon-19
Mutation (Z = -2.38, p = 0.017, 3 RCTs), female gender (Z =
-2.34, p = 0.019, 4 RCTs), and non-smoking status (Z = -2.69, p =
0.007, 3 RCTs) remained significant predictors for a better activi-
ty of G in terms of ORR at the meta-regression analysis. The risk
of neutropenia was significantly lower in pts receiving G (RR
0.012, 95% CI 0.002-0.059, p <0.0001, Het[p] = 0.62, 2 prospec-
tive RCTs, 373 pts), with an AD of 36.7%, corresponding to 2-3
NNH.

Conclusions. Even in a highly selected population (EGFR-M+
pts), both clinical (gender, smoking) and bio-molecular (mutation
type) factors seem to play a significant predictive role for G ac-
tivity. This would support the conduction of an individual data
meta-analysis to build a predictive nomogram.

D9 PLATINUM/ETOPOSIDE (PE) VERSUS
PLATINUM/TOPOISOMERASI INHIBITORS (PTI)
REGIMENS IN THE TREATMENT OF EXTENSIVE-
DISEASE SMALLCELLLUNG CANCER (ED-SCLC):
META-ANALYSIS OF PUBLISHED RANDOMIZED
CLINICALTRIALS (RCTS)

Martelli O.1, Cinquini M.2, Rossi A.3, Bramati A.4,
Farina G.4, Torri V.2
1Division of Medical Oncology, “San Giovanni-Addolorata”
Hospital, Rome; 2Laboratory of New Drug Development Strate-
gies, Oncology Department, “Mario Negri” Institute, Milan;
3Division of Medical Oncology, “S.G. Moscati” Hospital, Avelli-
no; 4Oncology Department, “Fatebenefratelli and Oftalmico”
Hospital, Milan, Italy

Background. PE is the standard of care for first-line therapy
of ED-SCLC. Several RCTs compared PE with PTI, i.e. irinote-
can and topotecan regimens. Unfortunately, contrasting results
were reported. Therefore, a meta-analysis based on abstracted da-
ta was performed to compare PE with PTI regimens as first-line
treatment of patients with ED-SCLC.

Methods. PubMed, Medline, Cochrane databases and ab-
stracts presented at the main International meetings were
searched for RCTs addressing this issue. Each identified trial was
evaluated for eligibility and quality, and then the data were ab-
stracted and analyzed (RevMan 5). Endpoints were overall sur-
vival (OS), progression-free survival (PFS), response rate (ORR)
and toxicity. Time-to-event outcomes were analyzed using hazard
ratios (HR), calculated with the information presented in each tri-
al report according to published methods. ORR and toxicity were
analyzed using risk ratio (RR).

Results. Eight RCTs which included 3,430 patients were con-
sidered eligible. Six trials compared PE with platinum/irinotecan,
two compared PE with platinum/topotecan. All the studies, but
two, were published as full-text articles. HR of OS for PE versus
PTI regimens was 0.97 (95% confidence interval [CI] 0.90-1.05;
p = 0.48). HR of PFS, available for only three trials comparing
PE with P/irinotecan, was 0.93 (95% CI 0.82-1.04; p = 0.21).
Proportion of ORR was: 52% with PE and 54% for PTI regimens
(RR 1.04, 95% CI 0.98-1.10; p = 0.25). When comparing PE
with P/irinotecan or P/topotecan, no significant heterogeneity be-
tween subgroups was present for OS and ORR. Neutropenia,
febrile neutropenia and alopecia were statistically worse for PE
arm while anemia and diarrhea were significantly worse in PTI
arm.
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Conclusions. In the general population, no difference in any
efficacy outcomes between PE versus PTI regimens was report-
ed. These treatments resulted different for the safety profile.
Based on these data PE remains, in clinical practice, the standard
of care for first-line therapy of ED-SCLC, and in clinical re-
search, the control arm with which new combinations should be
compared.

D10 DOCETAXEL (D) VERSUS
DOCETAXEL/GEMCITABINE (D&G) IN THE
TREATMENT OFOLDER PATIENTSWITHADVANCED
NON-SMALLCELLLUNG CANCER (NSCLC): ANALPE
ADRIATHORACIC ONCOLOGYMULTIDISCIPLINARY
GROUPRANDOMIZED PHASE II TRIAL (ATOM 017)

Rijavec E.1, Belvedere O.2, Aita M.3, Rossetto C.3,
Follador A.3, Sacco C.3, Ceschia T.3, Genova C.1,
Barletta G.1, Pronzato P.1, Fasola G.3, Grossi F.1
1Istituto Nazionale per la Ricerca sul Cancro, Genova; 2St.
James University Hospital, Leeds, UK; 3Azienda Ospedaliero-
Universitaria S. Maria della Misericordia, Udine

Optimal chemotherapy for older patients with advanced
NSCLC is still undetermined. Both single agent D and the com-
bination of D&G are active and well-tolerated. The aim of this
study was to compare the efficacy of single-agent weekly D with
weekly D&G in elderly patients with advanced NSCLC. This
multicenter, one-stage, randomized phase II trial aimed to identi-
fy the most promising of the two regimens; 49 patients per arm
were planned, with ≥8 objective responses required for the “win-
ner” to warrant further study.

Chemotherapy-naïve patients with stage wet-IIIB/IV NSCLC
aged ≥70 years, with ECOG performance status ≤2 were random-
ized to receive D (35 mg/m2) on days 1, 8, and 15 (arm A) or D (35
mg/m2) plus G (800 mg/m2) on days 1, 8, and 15 (arm B). In both
arms, treatment was repeated every 4 weeks for a maximum of 4 cy-
cles. The primary endpoint was response rate (RECIST); secondary
endpoints were: toxicity, time-to-progression (TTP), survival.

Between July 2002 and November 2009, 75 patients were ran-
domized; 69 were evaluable (intention to treat). Enrollment was
closed early due to slow accrual. Median age was 75 years (range
70-82). There was 1 (3%) CR in arm B, with 5 (14%) and 10
(28%) PRs in arms A and B, respectively. Disease control (CR +
PR + SD) was achieved in 56% and 73% of patients in arms A
and B, respectively. Median survival was 7.2 months in arm A
and 7.9 months in arm B (p = .58; HR = 1.15, 95% CI 069-1.9).
Median TTP was longer in arm B (7.4 months and 3.9 months; p
= .099, HR = 1.57, 95% CI 0.91-2.7). Grade 3-4 neutropenia was
more common with D&G than D (3% and 25%, respectively; p =
.013), as was anemia (3% and 9%, respectively). No case of neu-
tropenic fever was observed. Non-hematological toxicity was
mild with all grades fatigue occurring in 58% and 78% of pa-
tients receiving D and D&G, respectively.

Treatment wit D&G resulted in higher response rate and mod-
est improvement in TTP but not survival when compared with
single-agent D. The combination of D&G has met the statistical
endpoint of ≥8 responses and is worthy of further investigation.
Geriatric assessment results will be available at the meeting.

D11 AGENETIC PERSPECTIVE TO THE PT-BASED
CHEMOTHERAPY RESPONSE INADVANCED NON-
SMALLCELLLUNG CANCER (NSCLC) PATIENTS:
TOWARDACUSTOMIZED CHEMOTHERAPY

Affatato A.A.1,5, Valli M.2, Drudi F.1, Innoceta A.1, Panzini I.1,
Lazzari Agli L.3, Tassinari D.1, Fantini M.1, Gianni L.1, Papi M.1,
Pasquini E.4, Hrelia P.5, Cantelli Forti G.5, Ravaioli A.1
1Department of Oncology and Oncoematology, 2Department of
Pathologic Anatomy, “Infermi” Hospital, Rimini, Italy; 3Depart-
ment of Pneumology, “Ceccarini” Hospital, Riccione, Italy; 4De-
partment of Oncology, “Cervesi” Hospital, Cattolica, Italy;
5Faculty of Pharmacy, University of Bologna, Polo Scientifico
Didattico di Rimini, Italy

Background. Current European standard of treatment for pa-
tients with unresectable metastatic NSCLC is a doublet
chemotherapy regimen of Platinum (Pt)-derivative in combina-
tion with taxanes or gemcitabine. Actually, no predictive bio-
markers of response or survival are used for selecting chemother-
apy although a very promising approach comes from the evalua-
tion of gene expression levels in the tissue of interest. Nucleotide
excision repair (NER) and Base Excision repair (BER) are the
DNA repair mechanisms primarily involved in the response to Pt-
based chemotherapy.

Materials and methods. Genetic material was isolated from
Formalin Fixed Paraffin Embedded (FFPE) biopsy specimens ob-
tained from unresectable stage IIIB-IV NSCLC patients treated
with Pt-based doublets. Levels of expression of DNA repair
genes ERCC1, RRM1, BRCA1 were measured and prognostic
and/or predictive value investigated.

Results. 52 patients (median age 62 years) were reviewed in
the outcome analysis. 26 patients had a ADK subtype, 17 showed
a SCC subtype, 1 large cells and 8 undifferentiated histotype.
Levels of expression of ERCC1 and RRM1 are significantly cor-
related (0.42 p = 0.002) while their expression does not change
according to histology subtype. Low ERCC1 expression corre-
lates with longer median survival in univariate and multivariate
analyses (HR = 1.4, p = 0.02 and p = 0.03 respectively). The
same trend is observed for BRCA1 (HR = 1.43, p = 0.0035 and p
= 0.02 respectively). Longer Time To Progression (7 vs 5
months) is also correlated with lower expression levels of ER-
CC1 (p = 0.02) and BRCA1 (p = 0.003). Regarding the response
to chemotherapy, 13 patients remained stable, 27 had progressive
disease, and 12 showed major benefits reporting a clinical partial
response. Among those, BRCA1 levels were significantly lower
(median 2.2, p = 0.048) compared to other subgroups.

Conclusion. Combined analyses conducted on gene expres-
sion levels, patient’s clinical features and disease outcome outline
that high expression levels for these genes correlate with shorter
overall survival and worse chemotherapy response. These results
clearly show that a pharmacogenetic approach can help identify-
ing individual genetic features with prognostic value for disease
evolution and predictive value for treatment response.

D12 PATIENTSWITHADVANCED LUNG CANCERARE
AT RISK TO RECEIVE CHEMOTHERAPY IN THE LAST
MONTH OFTHEIR LIFE: ARETROSPECTIVE
ANALYSIS ON TWO CONSECUTIVE PATIENT
COHORTS

Mutri V., Melotti B., Sperandi F., Giaquinta S., Angelelli B.,
Cricca A., Martoni A.A.
Medical Oncology Unit, S. Orsola-Malpighi Hospital, Bologna,
Italy
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Background. In a prior study on the use of chemotherapy
(CT) near the end of life concerning a series of 793 patients (pts)
deceased with advanced cancer from January 2003 to September
2005 in the metropolitan area of Bologna, the median interval be-
tween the last CT course and death was 71 days and the last CT
course was delivered within the last month of life in 22.7% of
cases (Martoni et al, Tumori, 2007). Pts with advanced lung can-
cer represented 40% of this subgroup. As a consequence, the is-
sue of the use of CT in cancer pts with short-term life expectancy
received more discussion and attention by the medical staff at our
institution. The present study concerns an analysis of CT at the
end of life in a subsequent series of advanced lung cancer pts.

Methods. Between January 2006 and May 2007 a retrospec-
tive analysis on the last CT was carried out on pts followed at our
institution who subsequently died (cohort 2). The data were com-
pared with those of advanced lung cancer pts included in the pri-
or study (cohort 1).

Results. 102 pts were screened: 4 didn’t receive any CT at all,
while 98 (96%) received at least one CT course. In the Table the
principal characteristics of pts and treatments in the 2 cohorts are
reported.

The “last CT” in pts dead for advanced Cohort 1 Cohort 2
lung cancer (2003-2005) (2006-2007)

No. of pts 119 98
Median age (range) 70 (22-87) 69 (31-85)
Median KPS (range) 70 (40-100) 70 (50-100)
The “last CT” regimen

Platinum combination regimen 59 (65.6%) 36 (36.7%)
Monotherapy 31 (26%) 62 (63.3%)
Data not available 29 (24.4%)

The “last CT” line
1st 62 (52.2%) 57 (58.2%)
2nd-3rd 49 (41.2%) 40 (40.8%)
>3rd 4 (3.3%) 1 (1%)
Data not available 4 (3.3%) -

Median interval between the last CT 46 (1-530) 48 (1-149)
course and death (days)

The last CT course in the last 41 (34.4%) 28 (28.6%)
month of life (No. pts)

Conclusions. This study confirms that in the standard clinical
practice pts with advanced lung cancer are at risk to receive CT
in the last weeks of their life. Consciousness of this phenomenon
by medical oncologists may reduce its frequency and favor the
earlier integration with a palliative care approach.

D13 THYMIDYLATE SYNTHASE EXPRESSIONAND
OUTCOME IN MALIGNANT PLEURAL
MESOTHELIOMAPATIENTS TREATEDWITH
PEMETREXEDAND CARBOPLATIN

Zucali P.A.1, Giovannetti E.2, Ceresoli G.L.1, Mencoboni M.3,
Destro A.4, Gianoncelli L.1, Lorenzi E.1, De Vincenzo F.1,
Simonelli M.1, Perrino M.1, Giordano L.5, Roncalli M.2,
Santoro A.1
1Department of Oncology, Istituto Clinico Humanitas IRCCS,
Rozzano (MI), Italy; 2Department of Medical Oncology, VU Uni-
versity Medical Center, Amsterdam, The Netherlands; 3Depart-
ment of Oncology, Ospedale Villa Scassi, Sampierdarena (GE),
Italy; 4Department of Human Pathology, 5Biostatistics Unit, Isti-
tuto Clinico Humanitas IRCCS, Rozzano (MI), Italy

Purpose. The combination of pemetrexed with a platinum
agent represents the standard of care in the first-line treatment for
malignant pleural mesothelioma (MPM). However, there are no
established indicators of responsiveness that can be used to opti-
mize treatment. We retrospectively evaluated the correlation be-
tween expression of the pemetrexed key target thymidylate syn-
thase (TS) and outcome of MPM patients treated with carbo-
platin/pemetrexed (CP) in a first-line setting.

Patients and methods. Analysis of TS mRNA and protein ex-
pression was performed by quantitative-PCR and immunohisto-
chemistry (using the H-score) in tumor specimens from 99 MPM
patients enrolled in a single institution. Logistic regression was
carried out to determine the associations between biomarker ex-
pression and therapy responsiveness. The biomarkers were ana-
lyzed continuously and the population was also categorized ac-
cording to median or tertile values of the considered marker.
Overall survival (OS) and progression free survival (PFS) were
evaluated with the Kaplan-Meier method and groups were com-
pared with the log-rank test. Corresponding Hazard rates were
calculated using Cox proportional hazard model.

Results. A significant correlation between low TS protein ex-
pression and disease control (DC) to CP (odd ratio [OR], 4.2, 95%
CI 1.22-14.3; p = 0.023), longer PFS (8 vs 6 months; hazard ratio
[HR]: 0.60, 95% CI, 0.39-0.93; p = 0.023), or OS (18 vs 9
months; HR: 0.59; 95% CI, 0.36-0.94; p = 0.029) was found when
patients were categorized according to median H-score. Similarly,
patients with TS mRNA level below the median had significantly
longer PFS (10 vs 6 months; HR: 0.33, 95% CI, 0.15-0.59; p
<0.001) and OS (22 vs 8 months; HR: 0.17; 95% CI, 0.08-0.36; p
<0.001). Moreover, the higher tertile of TS mRNA expression cor-
related with higher risk of progressive disease (OR: 2.5; p =
0.044). At multivariate analysis, TS mRNA level and TS H-score
confirmed their independent prognostic role for PFS and OS.

Conclusion. In our series of CP-treated MPM patients, low TS
protein and mRNA levels resulted significantly associated to re-
sponse, improved PFS and OS. Prospective trials for the valida-
tion of the prognostic/predictive role of TS in MPM patients
treated with pemetrexed-based regimens are warranted.

D14 MULTI-MODALITYTREATMENT FOR
NON-SMALLCELLLUNG CARCINOMA (NSCLC)
METASTATIC TO THE BRAIN: LONG-TERM
OUTCOMESAND PROGNOSTIC FACTORS
INFLUENCING PATIENTS SURVIVALTIME

DʼArgento E., Cassano A., De Lisa M.G., Basso M.,
Quirino M., Schinzari G., Di Nardo P., Trigila N., Inno A.,
Barone C.
Medical Oncology, Catholic University of Sacred Heart, Rome,
Italy

Background. Brain metastases (BMs) are a common compli-
cation of NSCLC and generally are associated with a poor out-
come. Several reports have confirmed that for patients who pre-
sent with solitary or multiple BMs suitable of surgery, aggressive
approaches with surgical resection, radiotherapy (WBRT) and
possibly chemotherapy may substantially improve the control of
BMs and extracranial disease, resulting in a meaningful survival
advantage. The objective of this retrospective study was to ana-
lyze long-term outcome and prognostic factors in a series of pa-
tients treated with multimodality treatment during a 10 years pe-
riod (1999-2009).
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Patients and methods. Criteria for inclusion in this retrospec-
tive analysis were solitary or multiple BMs suitable of surgery,
Karnofsky performance status ≥70% and completely resectable
primary lung cancer or controlled extracranial disease with Cis-
platin based regimens. Surgery was followed by 30 Gy WBRT.
Statistical analysis was performed using the Kaplan-Meyer
method and long rank test.

Results. 82 patients were included; the total number of BMs
was 142. The BMs were single in 54/82 patients (65%) and mul-
tiple in other patients (35%); synchronous in 53 patiens (64%)
and metachronous in 29. The most common histological type was
adenocarcinoma in 41 patients (50%), squamous cell carcinoma
in 18 patients (20%) and large cells carcinoma in 23 patients
(30%). Radical surgery was performed in 64 patients (78%).
45/82 patients (54%) received systemic cytotoxic chemotherapy
with Cisplatin based regimens in the clinical history of the dis-
ease. The mean follow-up period was 17.8 months (range 2-81
months). Overall survival (OS) of the whole group was 12
months; OS of patients submitted to radical surgery was 17.5
months while OS of patients submitted only to partial resection
was 7.2 months: the difference was statistically significant (p =
0.039). The following parameters were significantly associated
with prolonged patient survival: age <65 years (p = 0.04), femal
sex (p = 0.035) and adenocarcinoma histotype (p = 0.03). Pa-
tients who have received systemic cytotoxic chemotherapy
achieved a longer OS than the others (p = 0.042).

Conclusion. This retrospective study confirms that in selected
patients, the multi-modality treatment of NSCLC BMs can result
in a long-term disease control and unexpectedly long survival.

D15 ANATURALHISTORYOFA SERIES OF
RADIOACTIVE IODINE (131I-RAI)-RESISTANT
ADVANCED DIFFERENTIATED THYROID CANCER
(DTC)

Locati L.D.1, Porcu L.2, Seregni E.3, Lo Muscio G.4,
Possa M.5, Gibelli B.6, Beretta E.7, Torri V.2,
Bombardieri E.3, Licitra L.1
1Head & Neck Medical Oncology Unit, Fondazione IRCCS Isti-
tuto Nazionale Tumori; 2Laboratory for development of new
pharmacological strategies, Istituto Mario Negri; 3Nuclear Med-
icine Unit, Fondazione IRCCS Istituto Nazionale Tumori; 4Nu-
clear Medicine Unit, Azienda Ospedaliera di Busto Arsizio; 5Nu-
clear Medicine Unit, Ospedale di Niguarda; 6Thyroid Cancer
Unit, Istituto Europeo di Oncologia; 7Endocrine Surgery, Istituto
Scientifico San Raffaele

Background. Patients affected by 131I-RAI-resistant DTC are
the best candidate to enter in clinical trials since recent studies
showed promising activity and favourable PFS in patients treated
with multikinase inhibitors. Enrolment criteria differ significantly
among studies, reflecting the difficulty to accommodate patients
for whom a similar outcome is anticipated into a single study
group. To contribute to a better definition of the natural history of
DTC after the diagnosis of 131I-RAI-resistant disease we re-
viewed the clinical patients followed by the head and neck med-
ical oncology unit since 2006.

Materials and methods. Patients with DTC were defined as
131I-RAI-resistant in case of a cumulative dose of 131I >600 mCi;
the presence of one or more lesions that have never demonstrated
131I uptake or disease progression by RECIST criteria within 12
months despite 131I uptake. Demographic (gender, age at diagno-

sis) and clinical characteristics (age at primary diagnosis, number
and anatomic site of metastasis, cumulative dose of 131I (≤600
mCi vs >600 mCi), chemo and/or target therapy administration)
were statistically described. Progression-free survival (PFS) and
overall survival (OS) were measured from the date of 131I-RAI-
resistant disease definition. PFS and OS were estimated using the
Kaplan-Meyer method; dependence of prognosis on baseline fac-
tors was evaluated using the Cox-model; a p value less than 0.05
was considered statistically significant.

Results. Thirty-nine patients (20F/19M), median age 63 years
(range 27-81), were analyzed. One metastatic site was present in
62% of cases, being lung the most involved one (69%) followed
by mediastinic lymph nodes (23%). Twenty-three patients received
a systemic therapy (chemotherapy and/or target therapy). With a
median follow-up of 35 months (range 6-154), 33 pts are alive
with disease and 6 are dead. No correlation between any of the de-
mographic and clinical analyzed data was observed. Advanced
stage and age (>45 years) at the primary diagnosis significantly
correlate with an early development of 131I-RAI-resistant disease.

Conclusions. Consistently with other series a prolonged PFS
and OS were observed. At present, none of the studied factors
correlates with PFS and OS. In particular previous treatments
seem not to affect the studied outcomes.

D16 SERUMMESOTHELIN LEVELS INASBESTOS
EXPOSED POPULATIONS

Mencoboni M.1, Spigno F.2, Cioè A.2, Mortara V.3,
Bobbio B.4, Bruzzone A.1, Covesnon M.G.5, Bergaglio M.1,
Ferrarazzo C.1
1Oncology Unit, Villa Scassi Hospital, Genova, Italy; 2Occupa-
tional Medicine Unit, University of Genova, Genova, Italy; 3IN-
AIL, Genova, Italy; 4National Cancer Institute, Genova, Italy;
5Pneumology Unit, Villa Scassi Hospital, Genova, Italy

Background. The risk to develop asbestos-related tumors is pro-
portional to the intensity of asbestos exposure in different categories
of workers. Soluble mesothelin-related protein (SMRP) is raised in
pleural mesothelioma and it has been shown that the concentration
of the marker significantly increases with asbestos exposure. Aim
of the study was to verify the association between serum SMRP and
asbestos exposure in a large cohort of workers with occupationally
exposure to different concentrations of asbestos fibres.

Methods. A total of 1660 subjects, median age 60.9 years, were
studied. Serum SMRP was measured by a specific ELISA assay.
Subjects enrolled underwent clinical examination and were admin-
istered a detailed questionnaire on pathological anamnesis, individ-
ual habits and occupational exposure (duration of exposure, occu-
pational task). A cumulative dose of inhaled asbestos fibres per year
(fibres/cc/year) was estimated on the basis of the occupational risk.

Results. Mean (± SD) SMRP was 0.55 (± 0.39) nM/L. Mean
fibres concentration was 22.4 (± 24.7) ff/cc/year. On the basis of
estimated fibres, three groups were distinguished: low (<12
ff/cc/year), intermediate (12-25 ff/cc/year) and high (>25
ff/cc/year). Lightly higher SMRP levels were found in subjects
with higher exposure than in the remaining subjects (0.58 ± 0.4
vs 0.53 ± 0.4 ff/cc/year; p = 0.06). The threshold for an abnormal
SMRP result was set at 0.46 nM/L, corresponding to the median
value of the marker in the all series. A relationship between high-
er SMRP levels and asbestos fibres was observed also after ad-
justing for age and presence of tumors in clinical anamnesis (OR
= 1.21; 95% CI 1.02-1.44 for high compared to low exposure).
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Conclusions. This study found a positive correlation between
the serum SMRP levels and a high concentration of inhaled as-
bestos fibres in a large cohort of subjects with past occupational ex-
posure. SMRP could be a promising marker of asbestos exposure.

D17 TEN-YEAR RETROSPECTIVEANALYSIS OF 494
CONSECUTIVE STAGE IV GOOD PS NSCLC PATIENTS
TREATEDWITH FIRST LINE CHEMOTERAPY:
A SINGLE HOSPITALEXPERIENCE

Oniga F., Nascimben O., Biason R., Mastromauro C.,
Medici M., DʼAmanzo P., Carnuccio R., Ghi M.G.,
Crivellari G., Paccagnella A.
Ospedale dell’Angelo, Mestre (Venice), Italy

Methods. From January 1998 to January 2009 essential clini-
cal data from all consecutive pts of our center were recorded and
constantly updated in an electronic database with date of death
achieved from health regional service electronic anagraphics.

We considered 9 items in non selected stage IV NSCLC: histol-
ogy, gender, age, PS (ECOG 0 or 1), 1st line chemotherapy sched-
ule with date of start, 2nd line chemotherapy, last follow-up and sta-
tus (dead or alive). We analysed the clinical outcome of 3rd genera-
tion chemotherapy employed at our center grouped as mono-
chemotherapy (vinorelbine (V), gemcitabine(G)), doublets (carbo-
platin (C)-G, C-paclitaxel (P), CV) and triplet (CPG). Pts treated
with 2nd generation chemotherapy were excluded. We tested uni-
variate and multivariate statistical analysis to understand if differ-
ent outcome of pts was related to the different chemotherapy com-
binations or to pts prognostic factor or to second line imbalance.

Results. A total of 494 metastatic NSCLC pts were analysed
and 424 underwent 3rd generation chemotherapy. Pts characteris-
tics were: ECOG PS 0/1 48%/52%; histology Ade-
no/Squamo/LC/Other 45%/32%/1%/22%; median age 68 y (33-
85), M/F 78%/22%.

1st line chemotherapy schedule mono/doublets/triplet was
19%/60%/21%, 2nd line chemotherapy was feasible in respective-
ly 23.6%/38%/45% of pts. Median survival for all pts was 8.3
months. Median survival was respectively 6 months for mono-
chemotherapy, 8.1 for doublets and 11.1 for triplet group.

At univariate analysis, PS 0 (p <0.0001), 1st line triplet
chemotherapy (p = 0.0042) and 2nd line chemotherapy (p <0.0001)
were statistically significant for overall survival. Histology (p =
0.2775), age (p = 0.4344) and gender (p = 0.146) were not.

At multivariate analysis, significant independent variables of
better outcome were confirmed PS 0 (p <0.0000, HR 1.55, IC
95% 1.26-1.92), triplet chemotherapy treatment (p = 0.008, HR
0.80, IC 95% 0.68-0.94) and 2nd line chemotherapy (p <0.000,
HR 0.45, IC 95% 0.36-0.54).

Conclusion. With the limits of a retrospective analysis, this
methodology seems a simple powerful instrument to evaluate
clinical outcome of oncologic treatments. The results suggest a
survival advantage for the triplet (CPG), independent from prog-
nostic factors and second line imbalance.

This analysis seems to confirm, in single center clinical prac-
tice, the data from multicenter randomised trial comparing CPG
to CP (J Clin Oncol, 24: 681-7, 2006).

D18 DIFFERENT KRAS MUTATIONS CONFER
DIFFERENT DRUG SENSITIVITY IN NON-SMALLCELL
LUNG CANCER (NSCLC)

Rulli E.1, Marabese M.1, Copreni E.1, Garassino M.C.2,
Martelli O.3, Broggini M.1, Gherardi G.4, Veronese S.5,
Floriani I.1, Longo F.6, Pavese I.7, Labianca R.8,
Moscetti L.9, Bertolini A.10, Cortesi E.11, Mancuso A.12,
Farina G.2, Scanni A.2 on behalf of the TAILOR
investigators
1Oncology Department, Istituto di Ricerche Farmacologiche
“Mario Negri”, Milan, Italy; 2Oncology Department, Fatebene-
fratelli and Ophtalmic Hospital, Milan, Italy; 3Oncology Depart-
ment, San Giovanni Hospital, Rome, Italy; 4Pathology Depart-
ment, Fatebenefratelli and Ophtalmic Hospital, Milan, Italy;
5Pathology Department, Ca’ Granda Niguarda Hospital, Milan,
Italy; 6U.O.C. Oncology A, Policlinico Umberto I, Roma, Italy;
7Oncology San Pietro Fatebenefratelli Hospital, Roma, Italy;
8Medical Oncology Department, Ospedali Riuniti, Bergamo,
Italy; 9Oncology Division, Belcolle Hospital, Viterbo, Italy;
10S.C. Medical Oncology, Ospedale civile di Sondrio, Sondrio,
Italy; 11Oncological Day Hospital, Policlinico Umberto I, Roma,
Italy; 12Medical Oncology, Ospedale San Camillo Forlanini, Ro-
ma, Italy

While the role of KRAS mutations in selecting patients for
EGFR inhibitors in colon cancer seems well established, their
role in NSCLC is still contentious. We hypothesized that muta-
tions, differing for aminoacid substitution may differently impact
on carcinogenesis and therefore on drug sensitivity.

We preliminarly analyzed KRAS epidemiology in the TAI-
LOR trial (NCT00637910) comparing erlotinib to docetaxel in
second line in EGFR non-mutated NSCLC patients. This trial is
focused to assess the predictive role of biological markers
(KRAS, EGFR amplification, EGFR protein expression). Out of
three hundred and thirty-four registered patients until April 2010,
215 had an adequate sample. We found 51 (23.7%) KRAS mutat-
ed patients and eight different types of KRAS mutations. The
most common were G12C (35.3%), G12D (17.6%) and G12V
(25.5%).

We generated human NSCLC cells expressing different KRAS
mutations in order to obtain preliminary data on the association
of mutations with drug response. We found that G12C mutation
seems to confer resistance to cisplatinum and sensitivity to peme-
trexed, while G12D seems to determine resistance to taxol. No
difference was found for erlotinib.

Taking into account that data from the Sanger public register
indicate the G12D as the most common mutation in colon cancer,
KRAS mutation epidemiology in NSCLC may be different. This
may be one of the reasons why KRAS mutations are not helpful
markers to select patients for EGFR inhibitors. Moreover, differ-
ent KRAS mutations may differently impact on cancerogenesis
and drug sensitivity helping clinicians to tailor therapies for their
patients.

These preliminary data will be also tested in in vivo models
and throughout the final result of the TAILOR trial.
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D19 IMPACT OF EDUCATION LEVELON TREATMENT
COMPLIANCEAND PROGNOSIS OF ITALIAN
PATIENTSWITHADVANCED NON-SMALLCELLLUNG
CANCER ENROLLED IN CLINICALTRIALS

Di Maio M.1, Barbera S.2, Gebbia V.3, Daniele B.4,
Ceribelli A.5, Carrozza F.6, Rossi A.7, Daniele G.1,
Giordano P.1, Costanzo R.1, Piccirillo M.C.1, Signoriello S.8,
Morabito A.1, Rocco G.1, Gridelli C.7, Perrone F.1
1Istituto Nazionale Tumori, Fondazione G. Pascale, Napoli;
2Ospedale Mariano Santo, Cosenza; 3Casa di Cura La Maddale-
na, Palermo; 4Ospedale G. Rummo, Benevento; 5Istituto Tumori
Regina Elena, Roma; 6Ospedale A. Cardarelli, Campobasso;
7Ospedale S.G. Moscati, Avellino; 8Seconda Università di Napoli

Background and objective. Socio-economic status can poten-
tially affect prognosis of cancer patients. Aim of this analysis was
to evaluate the prognostic impact of education level in patients
receiving first-line chemotherapy for advanced non-small cell
lung cancer (NSCLC).

Design and methods. We pooled individual data of Italian pa-
tients receiving chemotherapy within 4 phase III trials performed
by our cooperative group between 1996 and 2005. Patients were
divided in 3 groups according to education level: low education
(none/elementary school), intermediate education (middle
school), high education (high school/university). Statistical
analysis was stratified by trial.

Results. Information about education was available in 1587
out of 1613 patients: low education 871 (55%), intermediate edu-
cation 419 (26%), high education 297 (19%). Education level
was significantly different among birth cohorts: patients born af-
ter 1945 were 9% in the low education, 21% in the intermediate
education and 33% in the high education group. Median age was
71, 66, 64 in the 3 groups respectively (p <0.001). Histotype dis-
tribution was significantly different: squamous tumors 43%,
34%, 30%, adenocarcinomas 33%, 45%, 48%, in low, intermedi-
ate and high education group, respectively (p <0.001). Patients
with poor performance status (PS) were more frequent in low ed-
ucation (15%) and intermediate education (14%) than in high ed-
ucation group (5%) (p <0.001). Number of chemotherapy cycles
received was significantly associated with PS (mean 4.2, 3.9, 3.2
in PS 0, 1, 2) but, within PS categories, was not associated with
education level. Median overall survival was 7.7, 7.9 and 9.4
months for patients with low, intermediate and high education,
respectively (p = 0.10). At multivariable analysis (Table 1), over-
all survival was significantly influenced by gender and PS, whilst
education level was not an independent prognostic factor.

Conclusions. In these patients enrolled in first-line trials for
advanced NSCLC, high education level was associated with low-
er proportion of unfit patients at diagnosis. When corrected for
PS and other prognostic factors, education level did not signifi-
cantly affect treatment compliance and outcome.
Table 1 - Multivariable analysis - Cox model

HR of death 95% CI p

Birth cohort 0.98 0.92 – 1.05 0.60
Gender female vs male 0.82 0.71 – 0.96 0.01
ECOG PS 1 vs 0 1.36 1.20 – 1.55 <0.0001

2 vs 0 1.69 1.40 – 2.04
Stage IV vs IIIb 1.07 0.94 – 1.22 0.32
Histotype Adeno vs squamous 0.87 0.76 – 0.99 0.20

Other vs squamous 0.97 0.83 – 1.12
Unknown vs squamous 1.06 0.59 – 1.91

Education Intermediate vs low 1.05 0.92 – 1.20 0.20
High vs low 0.90 0.76 – 1.05

D20 EVALUATION OF ERCC1, BRCA1, THYMIDYLATE
SYNTHASE (TS), CLASS III BETATUBULIN (BTUBIII),
P53R2, RRM2 IN STAGE I-III NON-SMALLCELLLUNG
CANCER (NSCLC): ATISSUE MICROARRAY (TMA)
STUDY

Grossi F., Genova C., Rijavec E., Barletta G., Merlo D.F.,
Salvi S., Margallo E., Mora M., Mannucci M., Taviani M.,
Morelli L., Bordo D., Ratto G.B., Truini M., Pronzato P.
Istituto Nazionale per la Ricerca sul Cancro, Genova

Previous studies have shown that high levels of BRCA1, TS
and bTubIII and low levels of ERCC1 and RRM1 expression are
associated with poor prognosis in NSCLC patients (pts) treated
with surgery alone. Also, clinical studies suggest that ERCC1,
RRM1, BRCA1 and bTubIII expression is associated with resis-
tance to several agents. Tumor tissue samples from 82 pts with
stage I-III NSCLC who underwent surgery between 7/2005 and
3/2007 were analyzed. Viable tumor was sampled in triplicate for
TMA analysis, and slides were stained by immunohistochemistry
(IHC) with antibodies against ERCC1, BRCA1, TS, bTubIII and
P53R2, RRM2 (subunits of RRM). All tissue arrays were exam-
ined and independently scored by two observers (M.T. and S.S.),
blinded to the patients. The score was calculated using the fol-
lowing formula: (1 + I) x PC, where I represents the staining in-
tensity and PC represents the percentage of tumor cells that
stained at each intensity, respectively. A categorical value (posi-
tive vs negative) was used for statistical analyses of marker ex-
pression. In addition, IHC expression profiles were correlated
with clinicopathological features. During a median follow-up
time of 41 months (range 28-54), a total of 27 deaths was ob-
served. In univariate analysis, P53R2 expression was significant-
ly higher in adenocarcinoma and BAC compared to squamous
samples (mean score 27.7, 122.8 vs 18.52, p = 0.002), whereas
TS expression was significantly higher in squamous tumors com-
pared to adenocarcinoma (mean score 30.57 vs 3.71, p = 0.02).
bTubIII expression was significantly higher in stage I vs stage II
pts (mean score 202.7 vs 74, p = 0.047). No significant associa-
tion was seen between ERCC1, BRCA1, RRM2 expression and
any clinicopathological features. The small number of deaths is
insufficient for meaningful prognostic evaluation. In conclusion,
this study confirms the different expression of TS in adenocarci-
noma compared to squamous pts and suggests a possible role of
p53R2 as a marker for histological differentiation. The signifi-
cantly higher expression of bTubIII in stage I compared to stage
II pts may explain a stage-specific different efficacy of adjuvant
chemotherapy.

D21 ORALPREVALENCEAND CLEARANCE OFHIGH-
RISK HUMAN PAPILLOMAVIRUS (HR-HPV) IN
HEALTHY PEOPLE IN SAN PATRIGNANO
COMMUNITY

Pugliese D.B.1, Bruzzesi G.1, Montaldo C.2, Landi M.3,
Mastinu A.2, Porcu L.4, Torri V.4, Locati L.D.5, Licitra L.5
1Odontostomathology service, Centro Medico San Patrignano;
2Surgery and Odontostomathology Science Department, Oral
Cavity Biotechnology Service, University of Cagliari; 3Fon-
dazione ANDI onlus; 4Laboratory for development of new phar-
macological strategies, Mario Negri Institute; 5Head & Neck
Cancer, Medical Oncology Unit, Fondazione IRCCS, Istituto
Nazionale Tumori
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Background. Very few data are available about the prevalence
of HR-HPV oral infection in healthy people [4% for HPV16 was
reported in a case-control study from an US series (D’Souza, NE-
JM, 2007)]. Some factors seem to contribute to increase the risk
of infection (e.g. a poor oral care, marijuana and tobacco expo-
sure, alcohol abuse). San Patrignano is a drug-free community
designed to cure substance abusers. At entrance into the commu-
nity a program of oral care is established and since May 2007, a
strict smoke-free policy was adopted. This community-based
population is considered at “high-risk” for HPV due to their be-
havioral habits. Our aim was to estimate the prevalence of HR-
HPV oral infection in this selected population.

Methods. From March 2007 to April 2008, all subjects who
agreed to follow the oral care program were evaluated. A brushing
of the base of tongue, bilateral tonsils and amigdalo-glosso sulcus
was performed at baseline, at 6 and at 12 months. All baseline
samples were collected before the smoke-free policy was adopted
while the other samples were collected after this date. HPV DNA
analysis was carried out by seminested PCR while HPV genotype
was analyzed by capillary sequencing method. The logistic regres-
sion model was used to determine if demographic, behavioural
characteristics and immunological status were correlated to the
prevalence of HR-HPV and to estimate the relative risk; a p value
less than 0.05 was considered statistically significant.

Results. One hundred and ninety-four (148 M/46 F) subjects
were analyzed. Twenty-five (13%) resulted HR-HPV positive (8
HPV31, 5 HPV16, 5 HPV18, 3 HPV26, 2 HPV33, 2 HPV35) at
baseline, 1 sample was still positive at 6 months which turned out
negative at 12 months. HR-HPV infection was not statistically
associated to age, gender, HIV status, AIDS, HCV, number of
years of permanence in community, use of marijuana/hashish,
number of years of drug assumption, tobacco and alcohol expo-
sure, sex with drug-addicted and condom use.

Conclusions. In this “high-risk” population the baseline oral
prevalence of HR-HPV was 13%. Intensive efforts towards
lifestyle behaviour changes were made. After one year 100%
clearance of HPV was observed.

Supported by Fondazione ANDI (Associazione Nazionale
Dentisti Italiani) onlus.

D22 PEMETREXED/CARBOPLATIN(AC) OR
PEMETREXED/CISPLATIN (AP) AS FIRST LINE
TREATMENT OFMALIGNANT PLEURAL
MESOTHELIOMA (MPM): TOLERABILITYAND
RESPONSE RATE IN OPERABLE PATIENTS

Favaretto A.1, Pasello G.1, Marulli G.2, Nicotra S.2, Rea F.2,
Loreggian L.3, Bonanno L.1, Carli P.1, Magro C.1, Jirillo A.1
1Medical Oncology Department, Istituto Oncologico Veneto, IR-
CCS, Padua, Italy; 2Thoracic Surgery Department, University
Hospital, Padua, Italy; 3Radiotherapy Department, Istituto On-
cologico Veneto, IRCCS, Padua, Italy

Background. Trimodality treatment based on preoperative
chemotherapy, surgery and adjuvant radiotherapy can be consid-
ered an effective therapeutic option for MPM selected patients.
The objective of this study is to evaluate the tolerability and ac-
tivity of AC or AP as neoadjuvant chemotherapy in MPM.

Methods. Patients with histologically confirmed MPM, stage
I-III, PS = 0-1, received three cycles of pemetrexed 500mg/m2

plus carboplatin AUC5 or cisplatin 75mg/m2 day 1 every 21, with
standard premedication. Baseline staging and preoperative
restaging were assessed with CT-scan and PET-CT.

Results. Since 2005, 54 patients were included in the study, 30
treated with AC, 24 with AP. Grade 3 haematological toxicities
were neutropenia (24%), thrombocytopenia (3%) and anaemia
(3%) in AC-treated patients and leucopenia (4%), neutropenia
(13%), anaemia (8%) in the AP group. No grade 4 haematologi-
cal toxicities were shown in the two arms. Grade 3 non-haemato-
logical toxicities were diarrhoea (3%) and asthenia (4%) in AC
and AP cohorts respectively. Cumulative grade 2-3 asthenia at the
last cycle of chemotherapy was commoner in the AP (21%) com-
pared to the AC group (7%) and worsening of PS was shown in
29% and 17% of patients in the two groups respectively.

2 patients in AP arm had dose reduction because of hypercrea-
tininemia and infection, 1 case of postoperative mortality was
shown in this group.

Response to AC and AP were: complete 3% vs 0%, partial
30% vs 17%, stable disease 64% vs 79%, progressive disease 3%
vs 4%.

Patients in AC and AP groups showed: resection rate 87% vs
83%; median survival 73 vs 65 weeks; progression free survival
52 vs 51 weeks.

Conclusion. AC and AP are active and feasible neoadjuvant
regimens without major toxicities. AC apparently gave higher
RR, but resection rates, overall and progression free survival
were similar. Cumulative non-haematological toxicities and PS
worsening were commoner in AP-treated patients, and this could
impair the clinical conditions of patients undergoing surgery.

D23 TRANSDERMALBUPRENORPHINE IN RELAPSED
HEADAND NECK CANCER

Pedani F.1, Airoldi M.1, Berardo R.1, Garzaro M.2,
Raimondo L.2, Bin I.2, Riva G.2, Pecorari G.2, Giordano C.2
12nd Medical Oncology Division, San Giovanni Battista Hospital,
Turin, Italy; 21st ENT Division, Physiopathology Department,
University of Turin, Turin, Italy

Introduction. Severe multifactorial pain needs opioid treat-
ment in more than two/thirds of patients affected by advanced
head and neck cancer (HNC). In 2001, a transdermal matrix
patch formulation of buprenorphine (TDBU) was approved for
moderate to severe cancer pain and severe pain unresponsive to
non-opioid drugs. Hereby is reported our experience with TDBU
in relapsed HNC.

Material and methods. Eighty-four patients (70 males, 14 fe-
males, median age 59 yrs) were affected by tumours of oral cavi-
ty (24%), oropharynx (32%), larynx (15%), hypopharynx (18%)
and paranasal sinuses (11%). Primary lesion was treated with
surgery + radiotherapy (RT) (42%), RT + chemotherapy (CT)
(42%) and RT alone (16%). Recurrences treatment was: CT
(77%), CT + re-irradiation (6%) and supportive care (16%). Pain
characteristics were: nociceptive (43%), nociceptive + neuropath-
ic (50%) and neuropathic alone (7%). Drugs used for previous
pain treatment were: NSAID (100%), codeine + paracetamol
(52%), tramadol (16%), oral morphine (16%) and oxicodone
(14%).

Results. Observation period was ≥28 days. TDBU mean and
median dose was 45.31 and 35 µg/h at baseline and 52.39 and
52.5 µg/h at the 28th day. Visual Analogue Scale (VAS) was ad-
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ministered at day 0, 7, 14 and 28 and the worst pain intensity
(WPI) was: 7.7 (day 0), 5.9 (day 7), 5.1 (day 14), 4.8 (day 21)
and 4.6 (day 28). Intensity of analgesic response according to
Mario Negri Institute experience was: intense (20.2%), partial
(53.7%) and none (26.1%). WPI at day 28 (4.0) was statistically
lower (p <0.05) for patients treated with adjuvant drugs. In our
sample 10 (11.9%) patients switched the therapy because of toxi-
city (2) or insufficient pain control (8). Side effects of TDBU
were: constipation 22%, sedation 12%, confusion 5%, nau-
sea/vomit 3% and pruritus 2%.

Discussion. In relapsed HNC patients TDBU was effective in
almost 75% of cases; therapeutic switch was low. Side effects
were superimposeable to those observed with other opioids with
a lower rate of constipation. Adjuvant drugs seem to contribute to
analgesic effect.

D24 SAMITAL® IN PROPHYLAXIS OF CHEMO-
RADIOTHERAPY (CT-RT) INDUCED MUCOSITIS IN
HEADAND NECK SQUAMOCELLULAR CANCER
(HNSCC) PATIENTS: RESULTS OFA PROSPECTIVE
MONOINSTITUTIONAL PHASE II TRIAL

Bergamini C.1, Bossi P.1, Mirabile A.1, Orlandi E.2,
Franceschini M.2, Olmi P.2, Granata R.1, Locati L.D.1,
Licitra L.1
1Istituto Nazionale Tumori, Head and Neck Medical Oncology,
Milan, Italy; 2Istituto Nazionale Tumori, Radiotherapy, Milan,
Italy

Background. Mucositis is the prominent toxicity reported in
concomitant CT-RT treatment for HNSCC, possibly leading to
unplanned treatment alterations. Although several strategies have
been studied, no recognized effective prophylactic therapy is still
available. Samital® is a compound of anthocyanins (vaccinus
myrtillus), isochinoline and isobutylamide. Preclinical and clini-
cal data suggest antimicrobial, antioxidant and anti-inflammatory
properties of these compounds. We conducted a prospective, sin-
gle-institution phase II trial, to analyze the incidence of G3-4 mu-
cositis in patients treated by CT-RT along with Samital®.

Materials/methods. Pts with at least 2 cm2 of oral cavity mu-
cosa included in the RT field and treated with exclusive or post-
operative platinum-based CT-RT (>60 Gy), were enrolled. Sami-
talâ was administered per OS 4 times a day from Monday to Fri-
day during CT-RT and 2 weeks thereafter. Toxicity data were
analysed using CTC 3.0 scale.

Results. From 2007 to 2010, 37 pts with stage III (22%) and
IV (78%) were treated; 68% by exclusive CT-RT and 22% with
postoperative CT-RT (median dose 70 Gy). All patients complet-
ed RT (92% with IMRT), without breaks. Sixty-two percent of
the pts received also induction CT; dose intensity of platinum
concurrent to RT was 83%. Eighty-three percent of the pts did
not complete Samitalâ treatment (median dose intensity 25%)
which was interrupted at a median of 4 weeks due to emesis
(39%), disgeusia (19%), xerostomia (16%), dysphagia (13%).
Grade 3 toxicities associated to CT-RT were: mucositis (35%),
dysphagia (35%) and infection (22%). Weight loss >5% from
baseline was observed in 64% of the pts. Considering only pts
that continued Samital® after the 4th week, G3-4 mucositis re-
duced to 30%.

Conclusions. The incidence of G3-4 mucositis was decreased,
with the lowest figures in pts able to assume Samital® after the

4th week of RT. Low compliance to Samital® was induced by
emesis and/or local toxicity.

Efforts should be spent in ameliorating treatment compliance
in order to fully exploit its prophylactic activity.

D25 RETREATMENTWITH PEMETREXED-BASED
CHEMOTHERAPY IN PATIENTSWITH MALIGNANT
PLEURALMESOTHELIOMA

De Vincenzo F.1, Ceresoli G.L.1,2, Zucali P.A.1,
Gianoncelli L.1, Simonelli M.1, Lorenzi E.1, Ripa C.2,
Giordano L.3, Santoro A.1
1Department of Oncology, Istituto Clinico Humanitas IRCCS,
Rozzano (MI), Italy; 2Oncology Unit, Cliniche Humanitas
Gavazzeni, Bergamo, Italy; 3Biostatistics Unit, Istituto Clinico
Humanitas IRCCS, Rozzano (MI), Italy

Background. The role of second-line therapy in patients with
malignant pleural mesothelioma (MPM) progressing after first-
line pemetrexed-based chemotherapy (PBC) is currently unde-
fined. Recent case series have suggested a possible role of re-
treatment with PBC. In this observational study, the activity and
safety of this therapeutic option was assessed in a consecutive se-
ries of patients.

Methods. Patients with complete response (CR), partial re-
sponse (PR) or stable disease (SD) lasting for at least 3 months
after first-line PBC were retreated with PBC in two joined Insti-
tutions, either as second-line (2L) or further-line (>2L) therapy.
Descriptive analyses of progression-free survival (PFS), overall
survival (OS), response rate and toxicity are reported.

Results. Between October 2004 and July 2009, 32 patients (22
males and 10 females) received re-treatment with PBC as 2L (19
patients) or beyond 2L therapy (13 patients). Median age was 65
years (range 37-81). Sixteen patients were re-treated with peme-
trexed alone, and 16 with a pemetrexed/platinum combination.
An objective response was achieved in 6 patients (one CR and 5
PRs), for a response rate of 19%. Ten patients (31%) had SD af-
ter treatment. Overall, the disease control rate (DCR) was 50%.
Median PFS and overall survival (OS) after re-treatment with
PBC were 3.9 months and 10-3 months, respectively. PFS and
OS after re-treatment with PBC were correlated with PFS
achieved after first-line PBC (FL-PFS). Patients with a FL-PFS
>12 months had a median PFS after re-treatment of 5.6 months,
while patients with a FL-PFS ≤12 months had a median PFS after
re-treatment of 2.5 months; no patient in this group was progres-
sion-free at 1 year. Toxicity was mild, with grade 3 or 4 hemato-
logical toxicity occurring in 9.3% of patients.

Conclusion. Re-treatment with PBC should be considered as
second-line therapy in MPM patients achieving a durable (>12
months) disease control with first-line PBC. Further evaluation of
this therapeutic option is warranted.

D26 SURGERY + RADIOTHERAPYVS EXCLUSIVE
CHEMO-RADIATION THERAPY IN ORALAND
OROPHARYNGEALCANCER: LONG TERM
FUNCTIONALAND PSYCHOLOGICAL IMPACT

Garzaro M.1, Airoldi M.2, Raimondo L.1, Riva G.1, Bin I.1,
Pedani F.2, Pecorari G.1, Giordano C.1
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11st ENT Division, Physiopathology Department, University of
Turin, Turin, Italy; 22nd Medical Oncology Division, San Giovan-
ni Battista Hospital, Turin, Italy

Introduction. Treatment of head and neck tumours negatively
affects speech, swallowing, and quality of Life (QoL). Our aim
was the evaluation of QoL and psychological functioning com-
paring surgery + radiotherapy (S + RT) and exclusive chemo-ra-
diation therapy (CH-RT) regimes.

Material and methods. Seventy-two patients, homogeneous
for demographic and TNM characteristics were affected by a tu-
mour of oral cavity and oropharynx; 36 underwent S + RT and 36
received exclusive CH-RT. Late effects of treatment and psycho-
oncological assessment included: Radiation Therapy Oncology
Group (RTOG)-European Organisation for Research and Treat-
ment of Cancer (EORTC) late radiation morbidity scoring sys-
tem, DISCHE morbidity recording scheme, Hospital Anxiety and
Depression Scale (HADS), Montgomery Asberg Depression Rat-
ing Scale (MADRS), Mini Mental Adjustment to Cancer (MINI
MAC), EORTC QoL Head and Neck 35, Karnofsky performance
status, Visual Analogue Scales for dysphonia, dysphagia, dys-
morphism and pain and Goodenough-Harris Draw-A-Person Test
(DAP).

Results. After median follow-up of 63 months, moderate-se-
vere DISCHE score in S + RT vs CT + RT was: taste impairment
(64% vs 89%), salivary function (59% vs 79%), subcutaneous fi-
brosis (97% vs 75%). Long term dysphagia: some discomfort
(22% vs 39%), soft diet required (42% vs 28%), fluids only and
naso-gastric tube feeding (11% vs 4%); patients with severe dys-
phagia and taste impairment showed higher levels of anxiety (p
<0.05): dysphagia influences the QoL, fatigue and physical-so-
cial functioning. Severe salivary function impairment is related
only with troubles in social eating and contacts, without effects
on QoL.

MADRS depression was 56% vs 46%, HADS anxiety was
22% vs 21%. Just fair concordance in rate of depression between
self-reported and clinician-rated scales was observed, with higher
rates relieved in MADRS scale compared to HADS depression
subscale (using 8 or 10 cut-off, Cohen’s k test = 0.401).

Discussion. A different pattern of long term toxicity was ob-
served in S + RT vs CT + RT. Anxiety rate is lower, depression is
present in half of patients and is statistically related with dysphagia.

D27 TREATMENT-MONITORING PROGRAM FOR
IMPLEMENTATION OFADHERENCE TO ERLOTINIB
AS SECOND-LINE THERAPY FORADVANCED NON-
SMALLCELLLUNG CANCER (ANSCLC)

Gebbia V.1, Bellavia M.1, Russo P.1, Banna G.L.2,
Ferraù F.3, Tralongo P.4, Borsellino N.5
1Medical Oncology Unit, La Maddalena Clinic for Cancer, Uni-
versity of Palermo, Italy; 2Medical Oncology Unit, Vittorio
Emanuele University Hospital, Catania, Italy; 3Medical Oncolo-
gy Unit, San Vincenzo Hospital, Taormina, Italy; 4Medical On-
cology Unit, Di Maria Hospital, Avola, Siracusa; 5Medical On-
cology Unit, Buccheri La Ferla Hospital, Palermo

Background. Adherence to oral erlotinib and persistence
maybe pivotal for patients clinical outcome and treatment toxici-
ty in ANSCLC. We evaluated the impact of a treatment-monitor-
ing program on adherence to second-line erlotinib for ANSCLC.

Methods. In an observational study, a retrospective non-inter-
ventional phase was conducted in a cohort of 50 patients who
was prescribed erlotinib during the first 6 months of 2006 with-
out a specifically designed management strategy and 150 patients
prospectively entered into an oral treatment-monitoring program
till year 2009, being strictly followed for adherence, deeply in-
formed with written prescription and instructions also on drug
characteristics, expected side effects and their management, tim-
ing of visits. A trained caregiver was required. Patients and/or
their caregiver could send a fax to a dedicated phone line to re-
ceive further instructions or use a fast-track visit system. The
Basel Assessment of Adherence Scale (BAAS), a visual analogue
scale (VAS), pill counting, and missed appointment rate were
used to evaluate adherence. Five oncology units participated to
this study.

Results. According to BAAS, self-reported adherence >95%
to the first 2 months of erlotinib in cohort n.1 and n.2 was 72%
and 84%, respectively (p = 0.044). According to VAS, adherence
reported in cohort n.1 by patients and physicians was 94% and
85%, respectively, whilst no differences were seen in the cohort
n.2 among that reported by patients, caregivers and physicians.
Adherence by pill counting was 78% and 87% in cohort n.1 and
n.2, respectively (p = 0.0021). Mean adherence to planned visits
was 86% and 96% in cohort n.1 and n.2, respectively (p
<0.0001). Disease control rate (= CR + PR + SD) was 44% (95%
CI, 30%-58%) and 63% (95% CI, 53%-72%) in cohort n.1 and
n.2, respectively (p = 0.0368). A significant correlation was ob-
served between the number of adverse events and patient report-
ed adherence (r = 0.176, p = 0.035).

Conclusions. Adequate patient education and training may
strongly contribute to improve adherence and possibly efficacy
of second-line erlotinib for ANSCLC patients.

D28 ANALYSIS OF ELDERLY POPULATION TREATED
WITH ERLOTINIB FOR NON-SMALLCELLLUNG
CANCER (NSCLC)

Iacovelli R., Palazzo A., Pochesci A., Palleschi M.,
Campennì G., Risi E., Pellegrino A., Tuzi A., Raimondi C.,
Mezi S., Cortesi E.
Department of Experimental Medicine, Oncology Unit B,
“Sapienza” University of Rome, Rome, Italy

Background. More than 50% of advanced NSCLCs occur in
patients (pts) over 65 years. Erlotinib prolongs survival in previ-
ous treated NSCLC. Few data are available for elderly pts. The
aim of this analysis was to observe the role of clinical predictive
factors of response to erlotinib on PFS and OS in elderly.

Methods. We performed a retrospective analysis of 147
NSCLC treated with erlotinib (150 mg/day) at our Institution
from February 2007 to April 2010. 67 evaluable pts were aged
>65 yrs (median age 73.2 yrs). 56.7% and 43.3% were stage IV
and IIIB respectively. Three predictive factors (adenocarcinoma,
never smoker and female) and outcomes were registered and
analysed between two age groups: ≤75 yrs (young-elderly) and
>75 yrs (older-elderly).

Results. Pts characteristics were: 45 young-elderly (median
age 70.2 yrs) and 22 older-elderly (median age 79.3 yrs); 28 fe-
males and 39 males. Performance status was 0 in 53.7%. 67% of
pts received erlotinib as second line and 33% as third line treat-
ment.
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PFS and OS were 9.8 vs 5.8 and 12.7 vs 10.3 months respec-
tively comparing the two age groups.

The PFS analysis in young-elderly by the presence or absence
of the three predictive factors, was 11.4 vs 6.0, 13.4 vs 6.6 and
11.8 vs 8.3 months respectively. No differences were observed in
PFS for the older-elderly and none in OS for both groups, ex-
cluding for adenocarcinoma (14.8 vs 9.9 months in young-elder-
ly) (Table 1).

Conclusions. PFS and OS of our pts were higher and more dif-
ferent between the two age groups than in the elderly BR.21
analysis. The likelihood of a higher benefit from erlotinib in non
smokers, women and adenocarcinoma was confirmed for PFS and
OS, particularly for adenocarcinoma, only in young-elderly. These
predictive factors seem not to be confirmed in older-elderly.

Further evaluation of other predictive factors, as those molecu-
lar, are needed to a more specific selection of elderly for erlotinib
treatment.

Table 1 - PFS and OS analysis by clinical predictive factors of response
to erlotinib between two age groups

PFS (months) OS (months)

≤75 yrs >75 yrs ≤75 yrs >75 yrs

Histology Adk 11.4 6.5 14.8 10.6
Other 6.0 5.0 9.9 10.1

Smoking status Current 6.6 NA 9.2 NA
Never 13.4 5.4 15.4 11.8
Past 8.3 4.3 14.6 10.2

Sex Male 8.3 5.9 13.0 10.0
Female 11.8 5.6 14.4 10.8

PFS = progression free survival; OS = overall survival; yrs = years; adk =
adenocarcinoma.

D29 MONO-INSTITUTIONALEXPERIENCEWITH
GEMCITABINE (G) PLUS CISPLATIN (C) IN A
MODIFIED 3-WEEK SCHEDULE FOR NON-SMALL
CELLLUNG CANCER (NSCLC): EVALUATION OF
HEMATOLOGIC TOXICITYAND DOSE INTENSITY (DI)

Murgia V., Caffo O., Ambrosini G., Brugnara S., Caldara A.,
Ferro A., Frisinghelli M., Soini B., Valduga F., Galligioni E.
Medical Oncology Department, Santa Chiara Hospital, Trento,
Italy

Background. The G + C combination is one of the most wide-
ly used treatments for NSCLC. Aimed to enhance DI and reduce
toxicity, the original 4-week schedule has been generally modi-
fied into a 3-week schedule. Others have postponed the C admin-
istration from day 1 or 2 to day 8 or 15, in the 4-week schedule,
but in the 3-week schedule C administered on day 1 or 2 may
hamper the 8th day G dose, due to toxicity. We present our experi-
ence with a modified 3-week schedule, adopted into the daily
clinical practice.

Methods. Our pts were treated with G (1000 mg/sqm) on days
1, 8 and C on day 8 (100 mg/sqm until January 2004: 75 pts, or
75 mg/sqm from January 2004: 121 pts). The GCSF use was al-
lowed, according to the pts clinical needs. The toxicity was
recorded according to the NCIC-criteria.

Results. From October, 2000 to December, 2009 a consecu-
tive series of 196 stage IIIa-IV NSCLC pts (median age 62 yrs,

range 31-77) received CG as induction therapy for locally ad-
vanced (76 pts) or as palliative treatment for metastatic disease
(120 pts). Tthe pts received 1515 chemotherapy courses (median
3, range 2-6, for locally advanced and 4, range 1-9, for metastatic
pts). The median DI was 89% (range 34-100). Considering the
8th-day dose, 16.2% of the treatments were delayed due to hema-
tologic toxicities, while in 15.4% of the cases a GCSF priming
was necessary. Grade 3-4 hematological toxicities (per pts) were:
anemia 3.5%, neutropenia 43.8%, thrombocytopenia 4.6%. In pts
with locally advanced disease, a 74% response rate (RR) and 11
mos of median OS were observed. In metastatic pts the RR was
46.7% and the median OS was 8 mos.

Conclusions. It appears from our experience, that our modi-
fied 3-weeks regimen, compared to others 3-weeks CG sched-
ules, provided a similar DI, was equally active and tolerated but
with a better hematologic toxicity profile in terms of anemia and
thrombocytopenia.

D30 THE EFFECT OFMTOR INHIBITOR
EVEROLIMUS/RAD001 IN NON-SMALLCELLLUNG
CANCER CELLLINES RESISTANT TO
VANDETANIB/ZD6474

Nappi L., Bianco R., Gelardi T., Rosa R., Formisano L.,
Damiano V., Marciano R., Serpico D., Tortora G.
Oncologia Medica, Università di Napoli Federico II, Napoli,
Italy

Rationale and purpose. Vandetanib/ZD6474 is a small tyro-
sine kinase inhibitor of both EGFR and VEGFR1/2. Although
some clinical data demonstrate the efficacy of this drug in non-
small cell lung cancer (NSCLC), several patients do not respond.
In human cancer cells, the inhibition of a single transmembrane
receptor could be inefficient due to activation of alternative sig-
nalling. The mammalian target of rapamycin (mTOR) is a key in-
tracellular kinase integrating proliferation, survival and angio-
genic pathways and has been implicated in the resistance to
EGFR inhibitors. Thus, mTOR blockade is pursued to interfere at
multiple levels with tumour growth. We used everolimus/-
RAD001 to inhibit mTOR on human NSCLC cell lines sensitive
and resistant to Vendetanib.

Materials and methods. We have first treated NSCLC cell
lines CALU-1, A549, GLC82, CALU-3 and H-460 with Vande-
tanib (increasing doses from 0.5 up to 5 µM) to verify their sensi-
tivity. Among all the tested cell lines, CALU-1 are the most sen-
sitive to Vandetanib, while A549 are resistant (constitutive resis-
tance). We also generated a vandetanib-resistant CALU-1 deriva-
tive cell line (CALU-1VR) by chronic exposure to this agent at
doses up to 10 µM. We then tested the sensitivity of all cell lines
to everolimus.

Results. We found that all cell lines, regardless vandetanib
sensitivity or resistance, are strongly inhibited by everolimus
treatment, even at a concentration as low as 0.01 µM. Moreover,
the combination of both drugs has a synergistic antiproliferative
effect and a marked induction of apoptosis. In addition,
everolimus treatment is able to strongly reduce Akt and mTOR
activation, measured by S6K-S6 phosphorylation, in both sensi-
tive and resistant cell lines, whereas vandetanib caused this effect
only in CALU-1 cells.

Conclusion. Our data suggest that the association of vande-
tanib and everolimus could be an effective therapeutic option for
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patients with NSCLC and could contribute to understand the re-
sistance mechanisms against novel classes of EGFR inhibitors.

D31 MULTIDISCIPLINARYAPPROACH IN LOCALLY
ADVANCED MALIGNANT PLEURALMESOTHELIOMA
(MPM): ARETROSPECTIVE STUDY

Candido P.*, Cerizza L.°, Della Torre S.*, Zannier F.*, Cozzi
C.*, Toniolo D.*, Belloni P.*, Corradini G.M.*, Aliprandi P.L.◊,
Basile F.P.◊, Rho B.◊, Bellaviti N.§, Bollina R.*
*Oncology Department, “G. Salvini” Hospital, Milano; °Radio-
therapy Department, Varese General Hospital; §Thoracic
Surgery Department, ◊Pneumology Department, “G. Salvini”
Hospital, Milano

Aims. MPM is an uncommon cancer often diagnosed by re-
current pleural effusion. Aim of study was to prevent the recur-
rence of malignant effusion by endopleural treatment in alterna-
tive to decortication; to avoid cutaneous seeding using short-term
radiotherapy; to determinate safety, feasibility and efficacy of
chemotherapy related to time to progression (TTP) and survival
time (ST).

Patients and methods. From 2000 to 2009 we observed 65
patients (pts) with locally advanced MPM; male/female: 46/19;
median age: 70 years (41-88); 56 epithelial, 9 non-epithelial. Di-
agnosis was obtained by pleural biopsy by video-assisted thora-
coscopy (40), thoracic drainage (19), fine needle aspiration (6).
45 pts underwent pleurodesis by endocavitary nebulisation of tal-
cum powder, 7pts by pleuro-cath infusion of IL2. Short-term irra-
diation on surgical trails was delivered in 47 pts (21 Gy: 7
Gy/day for 3 days). 26 pts were treated with a platinum-based
chemotherapy while 39 pts weren’t chemotreated (age ≥75 and/or
KPS ≥2). After a local relapse, 18 pts went to a second line
chemotherapy and 4 pts received a third line chemotherapy.

Results. Pleural drainage plus pleurodesis allowed a long-last-
ing effect on malignant pleural effusion; precautional RT was
well tolerated and no cutaneous recurrence was observed. 26 pts
performed a first-line chemotherapy, (15 CDDP + PEM; 4 OXP +
TMD; 2 OXP + GEM; 2 CDDP + GEM; 1 CDDP + NVB; 2 CD-
DP/CBDCA) obtaining OR in 23 pts (13 RP + 10SD) with a
mTTP of 9.7 mo (6-36); 18/26 pts submitted to a second line
therapy (5 CDDP + PEM; 3 EPI + GEM; 1 CDDP + GEM, 4
GEM; 1 CBDCA; 2 PEM); 14 pts (6 RP + 8 SD) maintained the
RR with a mTTP of 5.4 mo (range 2-8) while 4 pts were treated
with a third line (2 CDDP + PEM and 2 GEM) obtaining 2 SD
with a mTTP of 4 mo and 2 PD. At April 2010, 63/65pts died
(OST: 20.5 mo; mST: 13.5 mo; 5-33; 2 pts are alive with SD at
+46 and +54 mo.

Conclusions. Chemo/immunopleurodesis is safe and local
therapy obtaining an effect comparable to decortications to en-
sure the control of symptoms. Precautional irradiation improves
pts quality of life and good local control from cutaneous recur-
rence. Chemotherapy was feasible and well tolerated, obtaining
good RR (88.4%) although no strong impact on mTTP and mST.

D32 IMPACT OFAGE ON PROGNOSIS OF LOCALLY
ADVANCED HEADAND NECK CANCER (LAHNC)
TREATEDWITH CHEMORADIATION (CRT). A SINGLE
INSTITUTIONALEXPERIENCE

Colantonio I., Montano M., Denaro N.1, Russi E.,
Vigna Taglianti R., Garrone O., Gasco M., Granetto C.,
Di Costanzo G., Fea E., Occelli M., Heouaine A.,
Catzeddu T., Miraglio M., Merlano M.
Clinical Oncology Department, Santa Croce General Hospital,
Cuneo; 1Messina University, Oncology Department, Messina

Age is an important negative predictive factor for patients
(pts) treated with concomitant CRT as reported by J.P. Pignon on
behalf of the MACH-NC meta-analysis Collaborative Group.
The meta-analyses considered 9280 pts, and 3390 of them were
over 60 yr (36.8%). In this older population CRT did not add to
radiation alone: 61-70 yr HR 0.88 CI 0.78-1; >70 yr HR 0.97 C.I.
0.76-1.23 (Pignon JP, 2007).

To verify this data in a smaller series but coming from an ex-
perienced single institution, we have analyzed our database of pts
treated with CRT for LAHNC between November 1997 and No-
vember 2008. We have recorded 307 pts and adequate informa-
tions are available on 285 of them. These last patients were con-
sidered for the present analysis. We have considered elderly pts
those individuals over 65 (75/285). Therefore 26.3% of the popu-
lation was classified as elderly pts. This percentage is lower than
that reported in the meta-analysis but we have to take into ac-
count that the MACH-NC grouped the population as it follows:
≤50; 51-60; 61-70; ≥71 yr. Elderly pts were considered those
over 60 yr and this fact could explain in part the observed differ-
ence. PFS and OS in our series are available for 151 pts (40 ≥65
yr; and 111 <65 yr) at the moment.

The log-rank test failed to show any significant difference age
correlate for both PFS and OS (p = 0.573 and p = 0.585 respec-
tively). Median PFS and OS favours the older group although the
difference is not statistically significant. (PFS 75 vs 70 m and OS
77 vs 68 m respectively). Analyses will be completed within No-
vember 2010 and will be presented at forthcoming AIOM meet-
ing. Factors that will be included for a multivariate analyses will
be ECOG PS, stage, site of primary, tumour grading, EGFR,
HPV, major toxicities, and treatment breaks.

D33 INTEGRATED CARE PATHWAYS (ICPS) FOR NON-
SMALLCELLLUNG CANCER (NSCLC) PATIENTS:
AMULTIDISCIPLINARYQUALITY IMPROVEMENT
PROJECT

Fasola G.1, Tozzi V.2, Belvedere O.3, Follador A.1,
Giacomuzzi F.4, Gurrieri L.1, Lugatti E.5, Meduri S.4,
Merlo V.1, Rocco M.6, Toscani P.7, Rizzato S.1
1Dipartimento di Oncologia, Azienda Ospedaliero-Universitaria
di Udine, Udine, Italia; 2CERGAS (Centre of Research on Health
and Social Care Management), Università Bocconi, Milano,
Italia; 3Leeds Institute of Molecular Medicine, University of
Leeds, Leeds, United Kingdom; 4Dipartimento di Diagnostica
per Immagini, 5Dipartimento Cardiotoracico, 6Dipartimento di
Medicina di Laboratorio, 7Dipartimento di Organizzazione dei
Servizi Ospedalieri, Azienda Ospedaliero-Universitaria di Udine,
Udine, Italia

Background. ICPs have been proposed as improvement
strategies of clinical, organizational and patient-oriented care
quality. At present, few data are available to detail the sequence,
timing and features of the various tasks involved in the care of
lung cancer pts and the methodology to redesign an optimal care
plan. Aim of this project was to review the quality of care path-
ways for NSCLC pts at the Udine University Hospital.
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Methods. A multidisciplinary focus group was established at
the Udine University Hospital to: 1) map the existing local care
pathway for NSCLC pts; 2) review literature and guidelines to
identify quality of care indicators and corresponding benchmarks
in this setting; 3) assess the quality of the existing ICP using the
indicators identified, focusing on NSCLC patients; 4) recognize
key areas for improvement within the process.

Results. Thirteen indicators were identified, which are inter-
mediate outputs of the care process and are suitable to assess
clinical, organizational and economical aspects. Using these indi-
cators, we retrospectively evaluated the ICPs of 175 NSCLC pts
referred to our Hospital in 2008. Data for 5 representative indica-
tors are shown in the Table below.

Indicator Median Benchmark

Days from first lung specialist examination 15 15-20
to diagnosis

Days from diagnostic procedure to histological 5 7
diagnosis

Days from CT-PET to surgery 26 14-28
Days from diagnosis to start of chemotherapy 26 14-21
(stage IIIB-IV)

Pts discussed in multidisciplinary meetings (%) 50 55
PS >1 pts treated with a two-drug chemotherapy 0.6 0

regimen (%)

Conclusions. Analysis of ICPs in NSCLC pts is feasible and
allows to verify the adherence to clinical guidelines. Results
should be shared and discussed with the Hospital Managers in or-
der to guide the redesign of ICPs and therefore improve the man-
agement of NSCLC pts in clinical, organizational and cost-effec-
tiveness terms.

D34 OUTCOMES FORWEEKLY PACLITAXELAND
CARBOPLATIN IN PATIENTSWITH PREVIOUS
UNTREATEDADVANCED NON-SMALLCELLLUNG
CANCER

Lanza R., Sini V., Sangiorgi E., Menghi A., Modesti M.
Università degli Studi di Roma “La Sapienza”, Azienda Ospeda-
liera Policlinico Umberto I

Background. Paclitaxel, a tubulin-binding agent, is widely
used for the treatment of non-small cell lung cancer (NSCLC).
The combination of paclitaxel and a platinum compound is an
approved regimen for the treatment of advanced NSCLC. The
dose- limiting toxicity of paclitaxel is myelosuppression in pro-
longed infusion schedule, whereas neuropathy is more common
in short infusions. Although the 3-weekly schedule of paclitaxel
is the commonly used regimen for the treatment of advanced
NSCLC, we chose the weekly regimen that appeared to be asso-
ciated with lesser myelosuppression and neuropathy.

Patients and methods. Thirty patients with inoperable
NSCLC, PS ECOG 0 or 1, received weekly carboplatin at area
under the curve (AUC) = 2 mg/ml min and paclitaxel 80 mg/m2
weekly basis for 3 out of 4 weeks. After 3 cycles of treatment a
whole-body CT restaging was done. Patients with stable disease
underwent follow-up. Patients with objective response were eli-
gible for consolidation therapy for more 2 or 3 cycles in relation
to toxicity or patient compliance. After these cycles of treatment
a new whole-body CT restaging was done. Patient with stable

disease or objective response underwent follow-up. If time to
progression (TTP) was up to 6 months, they could be treated
again with the same regimen.

Results. The objective response rate (ORR) was 57%. Median
time to progression (TTP) was 25 weeks and median overall sur-
vival (MOS) was 23 months. Among patients there were long
survivors to 90, 72, 48, 36, 32 months respectively. The treatment
was well tolerated. Grade1/2 anemia was observed in 20% of pa-
tients. This weekly regimen appeared to be associated with low
incidence of myelosuppression and neuropathy. Nausea and eme-
sis were also uncommon.

Conclusion. Weekly combined paclitaxel 80 mg/m2 and carbo-
platin at area under the curve (AUC) = 2 mg/ml min had good
profile of toxicity. The objective response rate (ORR), the median
time to progression (TTP) and the median overall survival (MOS)
were higher on the standard 3-weekly schedule. This activity
could be explained by higher dose-intensity of weekly paclitaxel
schedule than the 3-weekly one as well as an effective anti-angio-
genesis and pro-apoptosis effect of continuous low-dose paclitax-
el. Taken together, the good profile and the efficacy of treatment,
the weekly regimen could be considered an evidence-based thera-
peutic option for front-line therapy of advanced NSCLC.

D35WEEKLYREGIMEN OF PACLITAXELAND
CARBOPLATINAS FIRST-LINE CHEMOTHERAPY IN
ELDERLY PATIENTSWITH STAGE IIIB-IV NON-
SMALLCELLLUNG CANCER (NSCLC): RESULTS OFA
PHASE II STUDY

Rozzi A.1, Nardoni C.1, Corona M.1, Restuccia M.R.2,
Falbo T.2, Lanzetta G.1
1Clinical Oncology Unit, Istituto Neurotraumatologico Italiano
(INI) Grottaferrata (Rome); 2Experimental Medicine Depart-
ment, “Università La Sapienza”, Rome

Background. Single-agent chemotherapy represents the pre-
ferred option in chemonaïve elderly patients with advanced non-
small cell lung cancer (NSCLC). Role of combination
chemotherapy in this setting is uncertain although several studies
reported satisfactory efficacy and safety using weekly paclitaxel
and carboplatin (AUC = 6) as first-line chemotherapy in elderly
patients. It’s still unclear which is the schedule of this regimen
which could offer the best therapeutic index.

Aim. Aim of this study was to evaluate the activity and tolera-
bility of concomitant weekly administration of paclitaxel and car-
boplatin in untreated elderly patients with advanced NSCLC.

Patients and methods. Between February 2005 and April
2008 thirty-six consecutive elderly patients with advanced
NSCLC were enrolled. Median age was 74 years (range 70-83
years) and median ECOG PS was 1 (range 0-1). Patients received
carboplatin (AUC = 2) and paclitaxel 80 mg/m2 on days 1, 8 and
15 every 28 days.

Results. All patients were evaluable for efficacy and toxicity;
a median of 4 cycles were administered. Twelve patients had par-
tial response (33%; 95% C.I. 15.8-52.3%), ten patients (28%)
showed stable disease. The median time to progression (TTP)
was 5.7 months (95% C.I. 3.1-8.6 months) with a median overall
survival (MOS) of 9 months (95% C.I. 4.4-13.9 months). Toxici-
ty was mild with no cases of febrile neutropenia; three patients
(8%) developed grade 3 neuropathy.
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Conclusions. Our study shows a satisfactory activity of week-
ly regimen of paclitaxel and carboplatin. Due to its favourable
profile of toxicity this schedule could represent an interesting
therapeutic option in selected chemo-naïve elderly patients with
advanced NSCLC.

D36 IDENTIFICATIONANDANALYSIS OF
INFORMATION, CAREAND PSYCHOLOGICALNEEDS
IN PATIENTSAFFECTED BY LUNG CANCER

Manzo R.*, Piantedosi F.V.**, Nappo R.***, Comella P.***,
Campbell S.F.M.****, Ripabelli G.****, Bianco A.****
*Department of Health Sciences, Faculty of Medicine and
Surgery, University of Molise, Campobasso, Italy, and U.O. DH
Oncology V. Monaldi, Naples, Italy; **U.O. DH Oncology V.
Monaldi, Naples, Italy; ***Faculty of Medicine and Surgery
“Federico II”, Naples, Italy; ***Department of Oncology, Na-
tional Cancer Institute Fondazione Pascale, Naples, Italy;
****Department of Health Sciences, Faculty of Medicine and
Surgery, University of Molise, Campobasso, Italy

Background. This study was undertaken to assess certain psy-
chological aspects of lung cancer patients. In particular we have
evaluated the entity of distress and proposed a treatment program
with the aim of reducing stress, to optimise coping mechanisms
and to offer psychological support following diagnosis and or
during chemotherapy, in order to minimise psychological suffer-
ing and to aid rehabilitation.

Materials and methods. The study was conducted on a group
of 250 patients, heterogeneous in respect to age, sex and level of
education, attending the pneumo-oncology department at AO
Monaldi Hospital in Naples, affected by lung cancer and under-
going multimodal treatment (surgery, chemotherapy, radiothera-
py). In this study we have followed the indications from the NC-
CN on the management of distress. Each patient shortly after
hospital admission, before the start of medical therapy (chemo
and/or radio), received: validated questionnaires to establish the
information needs, ‘quality of life and the psychological prob-
lems of the oncologic patient’ and distress thermometer; a ques-
tionnaire to identify satisfaction in terms of information given
and care received. The team took into account the needs and
wishes of the patients regarding information of diagnosis, prog-
nosis, therapy and psycho-social issues and subsequently in-
volved the appropriate specialists (medical and psychologists) to
improve the wellbeing of the patients and their families.

Results. Results of the current investigation indicate the im-
portance of psychological input in identifying the care needs of
the pneumo-oncology patient. Correlations between psychologi-
cal issues and physical symptoms such as pain, difficult breath-
ing, nausea and vomiting have been found. This study highlights
the impact of psychological disturbances on physical symptoma-
tology exhibited by oncology patients. A multidisciplinary ap-
proach is critical to identify the physical, psychological and in-
formation needs of this group of oncology patients.

D37 INTRACAVITARY IL2WITH ORWITHOUT
DIFFERENT CHEMOTHERAPEUTIC SCHEMES:
COMPARISON BETWEEN TREATMENTS OF
MALIGNANT PLEURALMESOTHELIOMA

Roca E., Caprioli A., Pinelli V., Bozzola G., Tassi G.F.
Dipartimento di Pneumologia, Spedali Civili, Brescia, Italy

Aim. The aim of this study is to evaluate variations in survival
using different therapeutic approaches to malignant pleural
mesothelioma (MPM). Treatments analyzed were: intracavitary
IL2 alone, intracavitary IL2 followed by chemotherapy, and dif-
ferent chemotherapeutic schemes based on platinum without IL2.

Method. In this analysis 166 patients with a diagnosis of ma-
lignant mesothelioma were evaluated. Retrospective evaluation
compared three different groups: one of 41 patients treated with
intracavitary administration of IL2 (Group A), the second com-
posed of 52 patients who received intracavitary IL2 followed by
a standard chemotherapeutic program (Group B), the third group
(Group C) is composed of 73 patients treated with a chemothera-
peutic scheme based on platinum. Moreover, the group C was di-
vided in two subgroups: one in which the treatments was a
chemotherapy based on platinum and pemetrexed (Group C1: 37
pts), and the other group (Group C2: 36 pts) in which patients re-
ceived a chemotherapeutic scheme based on platinum but with-
out pemetrexed.

Results. Average overall survival (OS) was 12.92 months (me-
dian 11) for group A, and 22.84 months (median 17) for group B,
moreover, an OS of 14.23 months was observed in the group C.
In particular, patients from group C1 had an OS of 16.9 months,
instead, in the group C2 the OS had 11.5 months. The difference
between these groups of treatments was statistically significant (p
= 0.001).

Conclusions. New therapeutic strategies for MPM, including
intrapleural immunotherapy like intracavitary administration of
Interleukin 2 (IL2), are being investigated. The data of this analy-
sis demonstrated that patients treated with IL2 plus chemothera-
py, compared to the other groups, which received treatment with
intracavitary IL2 alone or different schemes of chemotherapy,
have a better overall survival rate. Thus, intracavitary IL2 in
combination with chemotherapy can be considered as an active
treatment of malignant pleural mesothelioma.

D38 VINORELBINE (V) IN PEMETREXED-
PRETREATED PATIENTSWITH MALIGNANT
PLEURALMESOTHELIOMA (MPM)

Simonelli M.1, Lorenzi E.1, Zucali P.A.1, Ceresoli G.L.2,
De Vincenzo F.1, Gianoncelli L.1, Ripa C.2, Giordano L.3,
Santoro A.1
1Department of Oncology, Istituto Clinico Humanitas IRCCS,
Rozzano (MI), Italy; 2Department of Oncology, Humanitas
Gavazzeni, Bergamo, Italy; 3Biostatistics Unit, Istituto Clinico
Humanitas IRCCS, Rozzano (MI), Italy

Background. Pemetrexed-platinum therapy is the standard of
care in the first-line treatment of MPM. The role of second-line
therapy is currently undefined. V has shown activity in MPM.
The aim of this study was to retrospectively evaluate the activity
and toxicity of V in a series of pts previously treated with first-
line pemetrexed-based chemotherapy.

Methods. V 25 mg/m2 was administered intravenously on
days 1, 8 q21 either as second-line (2L) or further-line (>2L)
therapy. Treatment was repeated for 6 cycles or until progression
or unacceptable toxicity.

Results. 43 pts were enrolled (2L: 18 pts; >2L: 25 pts). Medi-
an age was 67 (range 43-82). EORTC prognostic score was good
in 19 pts and poor in 24 pts. Partial response was observed in 4
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(9.3%) pts, stable disease in 12 (27.9%). Disease control rate
(DCR) was 37.2%. Median progression free survival (PFS) was
2.1 months (mo) (0.6-10 mo); median overall survival (OS) was
5.2 mo (0.8-40.3 mo). Pts with a DC achieved a longer PFS (5.2
vs 1.4 mo; p <.001), and a longer OS (8.3 vs 3.2 mo; p = .017).
Pts with a good EORTC score showed an higher DCR (66.7% vs
28.6%; p = .023), a longer PFS (3.2 vs 1.5 mo; p = .004), and a
longer OS (12.5 vs 2.9 mo; p <.001). The prognostic role of the
EORTC score was confirmed in a multivariate analysis for OS
(HR 5.9; CI 95% 2.1-16.9; p <.001). No difference was observed
in terms of DCR, PFS, and OS stratifying for the line of therapy
and the response to first line. Grade 3/4 haematological toxicity:
neutropenia in 5 (11.6%) pts, without febrile neutropenia. Non-
haematological toxicity: grade 2 fatigue in 11 (25.5%) pts and
constipation in 4 (9.3%).

Conclusions. V was moderately active, with an acceptable tox-
icity profile, in pemetrexed-pretreated MPM pts, particularly with
a good EORTC score. The role of second-line therapy in MPM re-
mains to be evaluated in prospective trials on large series of pts.

D39 ASYMPTOMATIC PULMONARY EMBOLISM IN
LUNG CANCER PATIENTS: INCIDENCEAND
ANALYSIS OF CLINICALAND RADIOLOGICAL
CHARACTERISTICS IN 141 CASES

Tiseo M.1, Bersanelli M.1, Pesenti Barili M.2, Bartolotti M.1,
De Luca G.2, Gelsomino F.1, Camisa R.1, Cademartiri F.2,
Ardizzoni A.1
1UOC Oncologia Medica, 2Servizio di Radiologia, Azienda Ospe-
daliero-Universitaria di Parma

Background. The incidence of asymptomatic pulmonary em-
bolism (PE) in cancer patients is unknown and strictly related to
the imaging used for assessment.

Objectives. To determine the true prevalence of PE in lung
cancer patients, to investigate its radiological and clinical charac-
teristics, its relationship with the disease and the chemotherapy,
to analyze the impact on survival.

Methods. Outpatients with a diagnosis of lung carcinoma un-
dergoing chemotherapy between October 2006 and July 2009
were selected; disease’s characteristics, clinical manifestations,
comorbidities, risk factors, laboratory findings and treatment
modalities were collected; all the CT images were retrospectively
reviewed to identify PE as intraluminal filling defect not associ-
ated with parenchymal lung abnormalities.

Results. A total of 141 patients were included; the overall inci-
dence of PE was 18.4% (26 patients). Asymptomatic events had
an incidence of 14.9% (21 patients), occurred earlier in the histo-
ry of disease (time to PE of 3.5 vs 12 months in symptomatic pa-
tients; p = 0.02) and had a better prognosis (survival from PE of
7.5 vs 1.8 months in symptomatic patients; p = 0.04); 13 of them
(62%) were misdiagnosed at the first examination of CT scans.
Most of the events occurred in patients with adenocarcinoma, ad-
vanced stage and poor PS, during the early phases of the first-line
chemotherapy or at the same time of cancer diagnosis. No statis-
tically significant difference in overall survival was found in a
case-control sub-study between 21 patients with asymptomatic
PE and 42 controls without embolic complications. No difference
in survival was observed between the 9 patients treated with low-
molecular-weight heparin (LMWH) and the 9 untreated patients
among cases with asymptomatic PE.

Conclusions. PE in lung cancer patients is an underestimated
phenomenon, frequently asymptomatic and early, related to
chemotherapy and characteristics of disease. Asymptomatic
events are associated with a better prognosis than symptomatic
ones.

D40 HISTOLOGICAL SUBTYPINGAND CLINICAL
EFFICACYOF PLATINUM-BASED FIRST-LINE
CHEMOTHERAPY INADVANCED-STAGE NSCLC: A
RETROSPECTIVEANALYSIS

Valentino F.1, Torchio M.1, Corbella F.2, Massaro P.2,
Morbini P.3, Pozzi E.4, Danova M.1
1Medical Oncology, 2Radiotherapy, 3Pathology, 4Pneumology,
IRCCS Foundation S. Matteo, Pavia, Italy

Background. Until few years ago, the first-line CT for
NSCLC was based on a platinum-containing doublets, despite of
the histological subtyping. This aspect is now becoming relevant
in the treatment decision process based on the differential activity
of drugs. In this study, we have focused on the impact of histol-
ogy in pts with advanced-stage NSCLC treated since 2005, at our
Institution, by a multidisciplinary team, with first-line platinum-
based regimens.

Methods. We retrospectively evaluated 261 pts, with stage II-
IB-IV NSCLC: 164 non-squamous subtype (104 males/60 fe-
males; median age 65.4 yrs; 36-82,) and 97 with squamous dif-
ferentiation (88 males/9 females; median age 68.5 yrs; 44-82).
All pts have completed four courses of a platinum compound +
Gemcitabine (47%) or Vinorelbine (53%) at standard doses. The
clinical impact of the drug combination administered was evalu-
ated, as % objective response (OR) at the end of the four courses
and as PFS.

Results. In the non-squamous group, the OR were 62% with
Platinum-Gemcitabine and 65% with Platinum-Vinorelbine (p =
n.s.). In the squamous group, these % were 54 and 57, respective-
ly (p = n.s.). The median PFS for the non-squamous group were:
4.7 months with Gemcitabine-, and 4.8 months with Vinorelbine-
containing doublets, respectively (p = n.s.). In the squamous
group the median PFS were 3.8 months with Gemcitabine- and
3.5 months with Vinorelbine-containing doublets, respectively (p
= n.s.).

The difference between the median PFS for the two histologi-
cal subgroups was statistically significant (p = .05), irrespectively
from the employed regimen.

Conclusions. Our analysis showed that platinum-based dou-
blets with Gemcitabine or Vinorelbine produced the same OR in
all subgroups, without correlation with the histological subtype.
However, the median PFS was significantly lower in pts with
squamous NSCLC. This confirms the importance of conducting
prospective studies aimed to identify new therapeutic agents
and/or drug combinations for this group of pts.

D41 A PHASE II STUDYOFVINORELBINE PLUS
CETUXIMAB IN PATIENTSWITH RECURRENT
AND/OR METASTATIC SQUAMOUS CELL
CARCINOMAOFTHE HEADAND NECK PREVIOUSLY
TREATEDWITH SURGERY, RADIOTHERAPYOR
BOTHAND PROGRESSINGAFTERAT LEAST TWO
CHEMOTHERAPY REGIMENS
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Saba F., Massa E., Dessì M., Gaspardini G., Cherchi V.,
Mantovani G.
Department of Medical Oncology, University of Cagliari, Italy

Background. Squamous cell carcinoma of the head and neck
(SCCHN) is the fifth most common cancer worldwide. Patients
with recurrent or metastatic SCCHN have a poor prognosis and
the currently available treatment options are limited.The aim of
our study was to identify a potentially effective treatment regi-
men for patients with recurrent and/or metastatic SCCHN in dis-
ease progression after at least two previous chemotherapy regi-
mens of which at least one was platinum-based, and who were
not previously treated with either vinorelbine or cetuximab.

Methods. The study was a phase II, open, non-randomized tri-
al. Cetuximab was administered weekly plus Vinorelbine on days
1, 8, 15 every 28 days. Treatment continued until progression of
disease or unacceptable toxicity and, in any event, for a maxi-
mum of 6 cycles. Patients were considered evaluable if they com-
pleted at least 3 cycles of treatment.

Results. From January 2008 to October 2009, 20 patients with
histologically confirmed tumors of oral cavity, oropharynx, hy-
phofarynx, larynx were enrolled. All patients were stage IV and
90% had an ECOG performance status score of 0-1. Previous
treatments received by patients were: surgery in 14/20 patients (6
minor surgery and 8 major surgery), radiotherapy alone in 12/20
and chemo-radiotherapy in 7/20 patients; all patients had re-
ceived at least 2 previous chemotherapy regimens before study
entry (median 2.5, range 2-6). After 3 cycles of treatment 19 pa-
tients (95%) were evaluable for response: 3 PR; 10 SD and 6 pa-
tients PD. DCR was 68.4%. At a median follow-up of 17.5
months, the median PFS was 5.6 months. Median duration of re-
sponse was 5.0 months. At March 2010, 9/20 (45%) patients are
alive. The safety profile was quite good.

Conclusions. The present study shows that the combination of
Vinorelbine and Cetuximab in recurrent and/or metastatic SC-
CHN patients is effective and has a good safety profile in these
very poor prognosis patients for whom there are not to date rec-
ommendable therapeutic options.

D42 COMPARISON BETWEEN TWO SCHEMES OF
INDUCTION CHEMOTHERAPY (ICT) CONCOMITANT
CHEMORADIATION (CRT) IN LOCALLYADVANCED
NASOPHARYNGEALCANCER (NPC)

Airoldi M.1, Garzaro M.2, Raimondo L.2, Gabriele A.M.3,
Pedani F.1, Bin I.2, Riva G.2, Pecorari G.2, Giordano C.2
12nd Medical Oncology Division, 3Radiotherapy, S. Giovanni Bat-
tista Hospital, Turin, Italy; 21st ENT Division, Physiopathology
Department, University of Turin, Turin, Italy

Introduction. CRT represents the main therapy choice in the
treatment of locoregionally advanced NPC. Aim of this study is
the comparison of two different ICT + CRT schemes in the treat-
ment of advanced NPC with superimposeable characteristics ob-
served in a non-endemic population.

Materials and methods. Patients and tumour characteristics
are summarized up in Table 1. Treatment schemes were as fol-
lows: protocol 1 (P1)-3 cycles of ICT with DDP (100 mg/m2 d.1,
q 3 wks) + epirubicin (90mg/m2, d.1, q 3 wks) followed by DDP

(100 mg/m2, d. 1, 21, 43) + RT (70 Gy); protocol 2 (P2)-3 cycles
of ICT with carboplatin (AUC6, d.1, q 3 wks) + taxol (175
mg/m2, d.1, q 3 wks) followed by carboplatin (AUC1, weekly) +
taxol (60 mg/m2, weekly) + RT (70 Gy).

Results. Comparing P1 (median follow-up 55 months) and P2
(median follow-up 49 months): CRs after ICT were 30% vs 33%,
CRs after CRT were 100% vs 87%, 3 yrs progression free sur-
vival (PFS) was 75% vs 80%, 5 yrs PFS was 65% vs 75%, 3 yrs
Overall Survival (OS) was 84% vs 85%, 5 yrs OS was 76% vs
80%, 5 yrs locoregional control was 70% vs 90%, 5 yrs distant
metastases free survival was 75% vs 85%. Main toxicity data are
summarized in Table 1.

Conclusions. In a superimposeable group of patients P1 and
P2 obtained the the same 3 and 5 yrs OS. The administration of
two drugs during CRT in P2 is correlated with an higher inci-
dence of neutropenia and mucositis.

Table 1

P1 P2

Patients 40 (29M, 11F – 30 (22M, 8F –
mean age 53 yrs) mean age 54 yrs)

WHO hystology type 10% (Type 2) 10% (Type 2)
90% (Type 3) 90% (Type 3)

AJCC 2002 stage III 55% (III) 37% 46% (III) 44% (IVa)
(IVa) 7% (IVb) 10% (IVb)

WHO Acute toxicity
during induction CHT
Neutropenia 60% (G1-2) 40% (G3-4) 17% (G1-2)

83% (G3-4)
Thrombocytopenia 25% (G1-2) 12% (G3-4) 80% (G1-2)

13% (G3-4)
Anaemia 25% (G1-2) 0% (G3-4) 50% (G1-2)

10% (G3-4)
Nausea/Vomiting 50% (G1-2) 20% (G3-4) 50% (G1-2)

0% (G3-4)

Alopecia 100% (G1-2) 0% (G3-4) 80% (G1-2)
0% (G3-4)

WHO Acute toxicity
during CRT
Neutropenia 40% (G1-2) 20% (G3-4) 36% (G1-2)

64% (G3-4)
Thrombocytopenia 18% (G1-2) 7% (G3-4) 56% (G1-2)

10% (G3-4)
Anaemia 50% (G1-2) 3% (G3-4) 56% (G1-2)

16% (G3-4)
Nausea/Vomiting 55% (G1-2) 12% (G3-4) 40% (G1-2)

0% (G3-4)

Mucositis 50% (G1-2) 33% (G3-4) 30% (G1-2)
70% (G3-4)

Neurotoxicity 33% (G1-2) 5% (G3-4) 50% (G1-2)
10% (G3-4)

D43 PREDICTING SENSITIVITYOF NON-SMALLCELL
LUNG CANCER TO GEFITINIBAND ERLOTINIB: IS
THERE STILLAROLE FOR CLINICAL FACTORS?

Franchina T., Scimone A., Ferraro G., Garipoli C.,
Zanghì M., Berenato R., Briguglio R., Noto L., Proto C.,
Adamo V.
Unit of Integrated Therapies in Oncology, Department of Human
Pathology, University of Messina, Italy
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Introduction. In previous clinical trials of EGFR tyrosine ki-
nase inhibitors (TKIs), several clinical characteristics have been
suggested to predict sensitivity including female sex, absence of
smoking history and adenocarcinoma histology. The objective of
this study was to validate their predictive role of response to gefi-
tinib and erlotinib treatment.

Methods. We have analyzed outcome data of 82 NSCLC pa-
tients (pts) (see Table 1), 42 treated with gefitinib and 40 with er-
lotinib, to compare the benefits and identify the clinical parame-
ters that correlate with response.

In the different subgroups normally distributed variables were
compared with Student’s t-test, and the Chi-Square test was used
for proportions. The statistics was considered as significant when
p value <0.05.

Results. Gefitinib was slightly superior to erlotinib in all mea-
sures of outcome, although the differences were not statistically
significant (RR 71.4% vs 57.5%; TTP 7.2 vs 7 months; OS 13.07
vs 12.3 months). No smoking status and adenocarcinoma histol-
ogy are significantly associated with the better response in pa-
tients treated with gefitinib (100% vs 65% [p = 0.04] e 85.7% vs
50% [p = 0.02] respectively). Also data recorded for TTP and OS
confirmed the predictive role of female sex (TTP 10.7 vs 6.1 [p =
0.03]; OS 23 vs 10.3 [p = 0.007]), no smoking status (TTP 11.7
vs 6 [p = 0.01]; OS 25 vs 10.2 [p = 0.002]) and adenocarcinoma
histology (TTP 9 vs 4.6 [p = 0.03]; OS 16.8 vs 9.2 [p = 0.11]) in
gefitinib patients.

No significant correlations were recorded in erlotinib patients.
In gefitinib group the responses were limited in patients with

poor clinical conditions, instead the benefit of erlotinib therapy
was not influenced by performance status.

Conclusions. In our era of intensive investigations for the
identification of biomolecular predictive factors, these results in-
dicate yet a predictive role of clinical factors, but only for gefi-
tinib-treated patients. Although TKIs have similar activity, the
different impact of clinical factors in response to gefitinib and er-
lotinib suggests a possible correlation with peculiar genetic as-
pects, requiring further investigations.

Table 1 - Patients characteristics

Patients treated Patients treated
with gefitinib (42) with erlotinib (40)

Male/female 33/9 25/15
Smokers/no smokers 34/8 28/12
Squamous/adenocarcinoma 14/21 *(7 pts-others) 17/19 * (4 pts-others)
PS0/PS1/PS2 16/18/8 8/20/12

D44 ELECTROCHEMOTHERAPY: A PALLIATIVE
OPTION FOR PATIENTSWITHADVANCED HEAD-
NECK CANCER

Ardito R.1, Fabrizio T.2, Capobianco A.1, Tartarone A.1,
Coccaro M.1, Bochicchio A.M.1, Restaino Marino F.1,
Cangiano R.1, Orlandino G.2, Troiani L.1, Aieta M.1
1Unit of Medical Oncology, 2Unit of Plastic Surgery, CROB IR-
CCS, Rionero in Vulture

Electrochemotherapy is a technique that enhances the antitu-
mor effects of chemotherapy by exposing cancerous tissue to
short electric pulses that permeabilize the cells, in a transient and
reversible manner, allowing low permeant chemotherapic agents
to enter the cells, thus magnifying their citotoxicity.

In our institution in about a year seven patients with unre-
sectable skin and subcutaneous localization of head-neck carci-
noma were treated by electrochemotherapy. All the patients had
already received one or more lines of systemic chemotherapy and
four had received radiotherapy too. Episodes of acute haemor-
rhage had occurred in two patients and both were admitted to the
emergency department developing the signs of shock in serious
danger of death. All the patiens showed irregularly shaped
necrotic ulcerated lesions of the skin: in three patients lesions
were infected. Four of seven patients complained of pain in in-
volved cutaneous region. Electrochemotherapy treatment was
performed, under general anaesthesia, using intravenous
bleomycin injection (15000 U.I./m2) followed by application of
electric pulse (frequency: 5000 Hz; length 100µs) generated by a
Cliniporator™, using needle electrodes, in a time window of
about 20 minutes. The area treated ranged from 2 to 8 cm in di-
ameter. Treatments were safe and well tolerated. At about day 21,
response was observed in all patients with a progressive necrosis
and fibro-sclerotic evolution of treated lesions. The pain disap-
peared in four patients with painful lesions. Afterwards three pa-
tients received surgical excision of necrotic lesion and recon-
struction with a pectoralis major myocutaneous flap.

In five of seven patients lesions remained in remission for a
median of 8 months (range 4-13) with a dramatic improvement in
quality of live; in two cases a distance relapse occurred.

Our preliminary data confirm that electrochemotherapy is a
safe and promising treatment for the control of skin and subcuta-
neous methastatic lesions from head-neck carcinoma. The treat-
ment is tipically palliative and it schould be considered in cases
where patients need palliation from painful, ulcerated or bleed-
ings tumours.

D45 PREDICTIVEAND PROGNOSTIC VALUE OF
SERUMMESOTHELIN IN PATIENTSWITH
MALIGNANT PLEURALAND PERITONEAL
MESOTHELIOMA: PRELIMINARYDATAOF
PROSPECTIVE STUDY

Gattoni E.1, Muzio A.1, Biaggi G.1, Piccolini E.2,
Quaresima P.M.2, Cervio M.G.2, Deambrogio P.C.3,
Zignani M.3, Decaroli V.3, Giaretto L.1, Botta M.1
1SOC Oncologia, 2SOC Pneumologia, 3SOC Laboratorio Analisi,
Ospedale Santo Spirito, Casale Monferrato, ASL AL

Background. Mesothelin is a membrane glycoprotein in-
volved in cellular adhesion, recognition and growing up. Serum
mesothelin (SM) would be useful as marker in diagnosis and
monitoring of the response to therapy in patients (pts) with ma-
lignant mesothelioma (MM) and for the screening in pts with as-
bestos related diseases.

Patients and methods. We performed SM dosage, by meso-
mark kit, in the serum of pts with MM at the diagnosis and be-
fore every chemotherapy cycle; SM dosage was performed in pts
with asbestosis or COPD at the study entering and then every 6
months; clinical outcome (CO) in MM pts was measured with
CT scan every 3 months.

Results. We enrolled 44 pts affected by MM and 60 pts with
COPD and asbestosis. MM pts characteristics: male/female
30/14, median age 68 yrs (range 40-83); disease characteristics
and SM values at diagnosis are reported in the following Table.
There isn’t correlation between CO and SM values measured at
every cycle. Median SM at diagnosis is 1.16 nM in MM pts, 0.6
nM in controls pts at study entering.
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Pts % SM at diagnosis Range
median (nM)

Stage I 22 1.02 0.47-4.2
II 11 0.62 0.5-1.8
III 29 1.23 0.4-0.5
IV 27 1.25 0.38-47.0

Site peritoneum 9 1.93 1.18-3.21
pleural 91 0.97 0.38-47

Subtype biphasic 11 0.74 0.5-1.5
epithelioid 78 1.5 0.3-47
sarcomatoid 11 0.67 0.4-1.8

CO after 3 mths *PD 23 0.89 0.4-4.05
PR/SD 73 1.2 0.3-47.0

CO after 6 mths PD 12/36 1.08 0.4-8.0
PR/SD 21/63 1.05 0.3-47

*PD progression disease, SD stable disease, PR partial response.

Conclusion. These preliminary data suggest that SM increases
in MM pts, in peritoneal MM and in epithelioid MM. Because of
the enrollment is still open and the follow-up is ongoing, these
results have to be confirmed.

D46WEEKLYDOCETAXELANDTEMOZOLAMIDEAS
SECOND-LINE CHEMOTHERAPYFOR PRETREATED
NON-SMALLCELLLUNGCANCER (NSCLC) PATIENTS
WITH SINGLE BRAINMETASTASIS:APHASE I-II TRIAL

Pace R.1, Sciacca V.2, Capparella V.1, Rauco A.1,
Desantis G.1, Rossi R.2, Lugini A.1
1Medical Oncology, “San Camillo de Lellis” Hospital, Rieti,
Italy; 2Medical Oncology, “S. Maria Goretti” Hospital, Latina,
Italy

Objective. An increasing number of patients with advanced
NSCLC progressing after front-line chemotherapy are still in
good performance status and willing to receive further treatment:
brain metastases occur in approximately 40% of all cancer pa-
tients. Docetaxel is one of the agents that have been evaluated
extensively in the second-line setting. Temozolamide is oral alky-
lating agent with a good safety profile which crosses the blood
brain barrier and has shown activity against many solid tumors.

Design and method. We designed this phase I/II study to de-
fine the Maximum Tolerated Dose of weekly docetaxel combined
with orally temozolamide at a dose of 250 mg/m2 days 1-5 q 28
days, and evaluate tolerability and activity of this schedule in
NSCLC patients who were brain progressive after treatment with
platinum-based chemotherapy. To be eligible for the study, pa-
tients were required to have a performance status ≤2, failure after
at four cycles of first platinum-based chemotherapy and appear-
ance of a single brain metastasis less than 3 cm in diameter. All
patients received stereotactic radiotherapy (total dose 2500 cGy
for 5 days) on brain metastasis.

Results. From 02/2008 to 11/2009 a total of 18 patients were
enrolled in this phase I/II study. A weekly docetaxel dose of 25
mg/m2 was recommended in combination with fixed temozolo-
mide dose of 250 mg/m2 days1-5 q 28 days, and 12 patients were
treated at this dose level. Median age was 68 years. Toxicity was:
grade 2 thrombocytopenia (50%); grade 2 anemia (50%). In the
phase II study, 6 (50%) patients obtained a partial response, 4
(33%) patients had stable disease, whereas 2 (16%) patients pro-
gressed. After a median follow-up of 22 months, median survival
was 12 months, progression free survival was 10 months.

Conclusion. The results of this study, although burdened by
the low sample size, show that the combination is highly effica-
cious. These results confirm the good profile of toxicity of the
combination treatment.

D47 PLATINUM-BASED DOUBLET CHEMOTHERAPY
IN PRETREATED MALIGNANT PLEURAL
MESOTHELIOMA (MPM) PATIENTS: AMONO-
INSTITUTIONALEXPERIENCE

Pasello G.1, Nicotra S.2, Marulli G.2, Rea F.2, Bonanno L.1,
Carli P.1, Magro C.1, Jirillo A.1, Favaretto A.1
1Medical Oncology Department, Istituto Oncologico Veneto, IR-
CCS, Padua, Italy; 2Thoracic Surgery Department, University
Hospital, Padua, Italy

Background. The major clinical problems of MPM manage-
ment are the short duration of response and the early relapse.
Currently, after the first-line standard pemetrexed/platinum com-
bination there is not a defined regimen for the second line treat-
ment of MPM, and the clinical benefits in fit patients are uncer-
tain. We analyzed the feasibility of gemcitabine/platinum
chemotherapy in pretreated MPM patients.

Methods. Eligible patients should have relapsed after first-line
chemotherapy with pemetrexed plus cisplatin (21%) or carbo-
platin (79%); 87% of the patients had received trimodality treat-
ment, 13% were inoperable. Patients had to have PS = 0-2, ade-
quate organ function, measurable disease.

Chemotherapy was gemcitabine 1000 mg/m2 days 1, 8 associ-
ated to the alternative platinum compound respect to 1st line, i.e.
cisplatin 75 mg/m2 or carboplatin AUC 5 day 1 every 3 weeks,
for 3-6 cycles. Baseline staging and reassessment after cycles 3
and 6 were performed with CT-scan.

Results. Since 2006, 17 relapsed MPM patients were referred
to our centre. Patients were 12 males and 5 females; median age:
61 years (range 47-74); histology: 12 epithelial, 4 sarcomatoid
and 1 biphasic. PS 1-2 (15:2).

The combination of gemcitabine with carboplatin/cisplatin was
administered as second line treatment in 13 (76%) patients, as third
line in 4 (24%) patients. Two patients are ongoing, 2 were lost to
follow-up without re-evaluation, therefore radiologic and clinical
response was assessable in 13 (76%) patients. We showed stable
disease in 9 (69%) patients and progressive disease in 4 (31%) pa-
tients. Symptoms improved in 7 (54%) cases. Median survival:
33.5 weeks, median time-to-treatment failure: 15.5 weeks.

Toxicity profile showed 2 (14%) grade 4 and grade 3 thrombo-
cytopenia, 6 (43%) grade 3 leucopenia, 3 (21%) grade 3 anaemia
and neutropenia. Grade 3 non haematological toxicities were
nausea (7%) and asthenia (21%).

Conclusion. Gemcitabine-platinum regimens are well tolerat-
ed and able to control symptoms and disease progression. They
can be considered valid therapeutic options for MPM relapsed
patients after at least one line of chemotherapy.

D48 ERLOTINIB IN PRETREATED, ELDERLY
PATIENTSWITHADVANCED NON-SMALLCELLLUNG
CANCER (NSCLC): A RETROSPECTIVE STUDY

Platania M., Zilembo N., Pietrantonio F., Vitali M., Celio L.,
Agustoni F., Ducceschi M., Martinetti A., Formisano B.,
Bajetta E.
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Medical Oncology Unit 2, Fondazione IRCCS, Istituto Nazionale
dei Tumori di Milano

Purpose. Although the majority of patients diagnosed with
non-small cell lung cancer (NSCLC) are elderly, only few clini-
cal studies are available to guide care in this population. The aim
of this retrospective analysis was to evaluate the outcome of an
unselected elderly population affected by metastatic NSCLC
treated with erlotinib after chemotherapy failure.

Patients and methods. Forty-three elderly (≥70 years of age)
patients with stage IIIB (pleural effusion)/stage IV NSCLC, that
received erlotinib after failure of at least one line of chemothera-
py at our Institute, were considered in this retrospective study.
Erlotinib was given at the standard daily dose of 150 mg p.o. but
dose reductions were possible in case of poor tolerability.

Results. Median age was 73 years (range 70-79), 21 were
males and 22 were females. The adenocarcinoma subtype was
dominant (58%) respect the others histologies: squamous (8), not
further specified (7), bronchioloalveolar carcinoma (2), large cell
carcinoma (1). Erlotinib was the second line therapy in 67% of
cases and 32 (74%) patients received previous chemotherapy
containing platinum. Objective responses were observed in 6 pa-
tients (14%) and the disease became stable in others 15 (35%).
Skin rash was the most common side effect (67%). Grades 3-4
adverse events developed in 16 cases (37%). The median sur-
vival time and the median progression free survival time were 8.4
months (CI 95%, 0.7-43.6) and 3 months (CI 95%, 0.4-28.4), re-
spectively. Patients with adenocarcinoma histology had the better
disease control rate (p = 0.027) while not/former smokers had the
better response (p = 0.069).

Conclusions. In this experience, erlotinib showed a moderate
efficacy and it was only partially tolerated in our population.
Nevertheless, in order to provide valuable information to guide
the use of targeted agents in the elderly, further dedicated trials
should be provided with the aim to identify clinical and biologi-
cal features of this kind of patients.

Authors thank data management of ITMO and “Fondazione
G. Facchetti” for their editorial assistance.

D49WEEKLY PACLITAXELAS THIRD LINE
CHEMOTHERAPY IN ELDERLY PATIENTSWITH
LOCALLYADVANCED (IIIB) AND METASTATIC (IV)
NON-SMALLCELLLUNG CANCER (NSCLC)

Belloni P., Cozzi C., Zannier F., Corradini G., Candido P.,
Della Torre S., Toniolo D., Bollina R.
Oncology and Hematology Department, Salvini General Hospi-
tal, RHO (MI), Italy

Background. The incidence of non-small cell lung cancer
(NSCLC) is increasing among the elderly, representing about
35% of NSCLC patients over 70 years-old.

Taxanes and platinum-based chemotherapy are considered to
be a standard approach for locally advanced and metastatic
NSCLC. Weekly Paclitaxel has been widely used for its
favourable toxicity profile especially in pts with breast and ovari-
an cancer.

The purpose of this study was to evaluate the efficacy and tox-
icity of weekly Paclitaxel in elderly pts with locally advanced or

metastatic NSCLC previously treated with platinum-based
chemotherapy in fit pts or single agents in frail pts.

Methods. Between November 2008 and March 2010, 15 el-
derly pts with locally advanced or metastatic pre-treated NSCLC
are included in this phase II study.

Paclitaxel was administered at a dose of 60 mg/m2 repeated
once a week for 3 consecutive weeks followed by a 1 week rest
period (1 cycle). Pts were evaluated for tumor response every 12
weeks.

Therapy was continued for a maximum of six cycles in pts
showing tumor response or stable disease.

Patients baseline characteristics included: median age 74
(range 70-79), 1 pt stage IIIb and 14 stage IV, 2 pts ECOG 0, 8
pts ECOG 1 and 4 ECOG 2.

Histology adenocarcinoma 30%, squamous carcinoma 60%
and undifferentiated 10%.

Results. 12 out of 15 pts were evaluable for response and toxi-
city (2 pts underwent only 1 administration and 1 pt is still ongo-
ing). The response was as follows: partial response 10%, stable
disease 30%. OS: 7.4 months.

Grade 3-4 neutropenia in 1 pt (8%), grade 3 paresthesias in 2
pts (16%), not serious events requiring hospitalization were re-
ported. Other toxicities were mild (grade 1-2): asthenia (20%),
anemia (15%), constipation (30%). Non-toxic related death was
reported.

Conclusions. In our trial weekly Paclitaxel is feasible and
very safe in elderly and frail NSCLC pts. The study is ongoing.

D50 A PILOT STUDYON EFFICACYOF ISOTRETINOIN
AND CLINDAMYCIN IN TREATMENT OFG2/G3 SKIN
RASH INDUCED BY ERLOTINIB IN RECURRENT OR
METASTATIC NSCLC

Bidoli P.a, Cortinovis D.L.a, Colombo I.a, Crippa A.a,
Cicchiello F.a, Villa F.a, Cazzaniga M.E.a, Altomare G.b
aMedical Oncology Unit, S. Gerardo Hospital, Monza; bDerma-
tology Institute, Galeazzi Hospital, Milan

Background. Erlotinib, an oral tyrosine kinase inhibitor, is ac-
tually used as second or third line therapy in advanced NSCLC.
Skin rash, which develops in about 75% of patients, is the most
common toxicity and the main cause of dose reduction and thera-
py withdrawal. No specific guidelines for its management are
available. Clindamycin modulates the chemotaxis of polymor-
phonucleocytes and has an antibacterial action, while isotretinoin
induces cell differentiation and regulates cell proliferation. We
analized the efficacy of isotretinoin plus clindamycin in erlotinib-
induced skin rash reduction.

Methods and patients. 56 patients with advanced NSCLC re-
ceived, from April 2008 to September 2009, erlotinib (150
mg/day) mainly as 2nd/3rd line therapy. Treatment with the asso-
ciation of clindamycin (450 mg/day days 1 to 10; 300 mg/day
days 11 to 20) and isotretinoin (20 mg/day days 11 to 20) was
proposed to patients with symptomatic cutaneous rash (G2/G3).

Results. Skin rash appeared in thirty-one (53%) patients and
was G2 in 12 (20%) and G3 in 8 (14%). Seven out twenty pa-
tients (35%) consented to receive sperimental treatment with
clindamycin plus isotretinoin. The treatment was effective in 6
(86%) patients with resolution of rash to G1/G0; in the other pa-
tients (G3) it was also necessary to reduce the erlotinib to 100
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mg/day. Median time to rash resolution was 14 days (range 7-
20). We did not observe any toxicity related to the use of clin-
damicin and isotretinoin. In this group of patients erlotinib activi-
ty was related to incidence of all grade skin rash: 89% of patients
with radiological response developed rash, while 52% of those
with progressive disease did not develop rash.

Conclusions. Isotretinoin plus clindamycin seems to be an ef-
fective treatment for erlotinib related skin rash: it can reduce du-
ration and intensity of this side effect and avoid erlotinib dose re-
duction or interrumption, in order to maximize clinical effect. A
future randomized phase II study is planned in order to better ex-
plore the efficacy of isotretinoin plus clindamycin.

D51 ADVANCEDAND METASTATIC NON-SMALLCELL
LUNG CANCER: RESULTS OFA
MONOINSTITUTIONAL STUDY IN 111 CONSECUTIVE
PATIENTS

Conca S.*, Bianco A.**, Conte S.***, Errante D.**,
Marino L.***, Nardini S.***, Salvagno L.**
*Medicina II, Ospedale De Gironcoli, Conegliano Veneto (TV);
**Oncologia, ***Pneumologia, Ospedale Civile, Vittorio Veneto
(TV)

Introduction. Here we report the results of 111 consecutive
patients with advanced NSCLC treated with a combination of
gemcitabine and cisplatin.

Patients and methods. From January 1999 to December 2008
we enrolled 111 patients with histologically or cytologically doc-
umented advanced (stage III/B non amenable to curative treat-
ment or stage IV) NSCLC, ECOG PS of 0 to 2, adequate hemato-
logic, hepatic and renal function, non progressive brain metas-
tases. Gender: M/F 82/29; median age: 63 years (range 35-77)
with 38 pts ≥65 years; median PS: 1 (range: 0-2); stage: IIIB/IV
26/85. 4 pts had CNS involvement. Histology: squamous cell 29,
adenocarcinoma 55, others 27. Gemcitabine was administered i.v.
at 1250 mg/m2 on days 1 and 8 and cisplatin at 85 mg/m2 on day
8, recycling every 3 weeks for up to 4-6 cycles. The endpoint
was overall survival (calculated from the date of first cycle to
death). 1 pt died after first cycle for gastric hemorrhage; 110 pts
were evaluable for response.

Results. PR (>50%) in 36 pts; SD (NC) in 20 pts (14%) and
PD in 54 (49%). Median overall survival (evaluated on 111 pa-
tients) was 9.4 months. 45 pts (40.5%) were alive after 12 mo, 18
pts (16%) after 18 mo, 9 pts after 30 mo. For pts ≤65 years the
median survival was 9.5 mo, for pts >65 years it was 8.85 (the
survival curves were not statistically significant). In the subset of
patients >70 years (12 pts) overall survival was similar. In addi-
tion no statistically significant differences in overall survival
were observed regarding stage of disease, histology or PS. Toxic-
ity (WHO): grade 3 and 4 neutropenia respectively in 22 pts and
12 pts; grade 3 anemia in 6 pts and grade 4 in 1 pt; no severe
trombocytipenia was observed. Severe non-hematological toxici-
ty was not frequent.

Conclusions. This study confirmed the effectiveness and safe-
ty of this combination of gemcitabine-cisplatin in advanced
NSCLC and results were similar in both younger and older pa-
tients with good PS.

D52 INDUCTION CHEMOTHERAPYWITH C-TPF
REGIMEN IN LOCALLYADVANCED HEADAND NECK
CANCER: PRELIMINARYRESULTS OFA PHASE II
STUDY IN OUR INSTITUTION

Cotroneo G., Iaculli A., Rodà G., Galmozzi A., Duluc M.,
Bonassi L., Nastasi G.
U.O. Oncologia Medica, A.O. Bolognini, Seriate (BG)

Background. Despite progress in multimodal treatments, sur-
vival in locally advanced H&N cancer remains poor, with an
high rate of treatment-related morbidity. Several phase II-III tri-
als and meta-analyses have raised interest in neoadju-
vant/induction chemotherapy before definitive local treatment;
recent RCTs demonstrated marked improvements in survival
with the addition of docetaxel to cisplatin and 5FU (TPF) com-
pared with cisplatin and 5FU (PF) alone. On the other hand, ce-
tuximab showed an improvement in OS when combined with RT,
and in OS and PFS when combined to cisplatin and 5FU-based
chemotherapy in recurrent/metastatic disease (EXTREME), also
improving locoregional control and 5y-OS in association with ra-
diotherapy in locally advanced setting.

Aim. To assess effectiveness (objective response, larynx
preservation) and tolerability of C-TPF schedule in locally ad-
vanced head and neck cancer.

Patients and methods. 6 patients (pts) have been enrolled in
our Institution from September 2009 till February 2010. All pts
were affected by locally andvanced squamous laringeal cancer (4
glottic, 2 supraglottic). Median age was 66 years (range 58-74),
none of them had relevant comorbidities; PS (ECOG) was 0-1.
All pts were males and former/current smokers. Pts received C-
TPF chemotherapy as follows: Docetaxel 75 mg/m2 i.v., on day 1
q21; Cisplatin 75 mg/m2 i.v., on day 1 q21; 5-fluorouracil 1000
mg/m2 i.v. from day 1 to day 4 q21; Cetuximab 400 mg/m2 i.v.,
on day 1, then 250 mg/m2 weekly for 3 cycles. All pts received
adequate haematologic support with pegfilgastim on day 2.

Results. We observed 1 progressive disease (PD), 3 stable dis-
eases (SD), which subsequently underwent salvage radical
surgery, and 2 partial responses which subsequently underwent
concomitant radio-chemotherapy. Main toxicities were haemato-
logical (leucopenia grade II WHO, 67%), cutaneous (acne-like-
rash grade II-III WHO, 34%); gastrointestinal (nausea-vomiting
grade I-II WHO, 22%; diarrhea grade I-II WHO, 10%) and fa-
tigue (grade II-III WHO, 30%). No grade IV toxicities were ob-
served.

Conclusions. In our experience C-TPF schedule with ade-
quate haematologic support demonstrates to be effective and is
well tolerated. Further enrollement is required in order to better
assess efficacy (concerning objective responses and organ preser-
vation) and feasibility of this schedule.

D53 THIRD OR HIGHER LINE TREATMENTWITHA
MODIFIED SCHEDULE OFVINORELBINE IN
ADVANCED NON-SMALLCELLLUNG CANCER
PATIENTSWITHAPOOR ECOG PERFORMANCE
STATUS

Mazzoni E., Nacci A., Rizzo P., Calvani N., Orlando L.,
Sponziello F., Schiavone P., Fedele P., Chetrì C.,
DʼAmico M., Marino A., Cinefra M., Cinieri S.
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U.O.C. Oncologia, Ospedale “Senatore Antonio Perrino”, Brin-
disi, Italy

Background. Monochemotherapy with vinorelbine is often
the treatment of choice in elderly or poor performance status (PS)
patients with advanced non-small cell lung cancer (NSCLC). Our
study was aimed to assess the efficacy and tolerability of a modi-
fied schedule of vinorelbine using a dose of 25 mg/m2 i.v. on day
one and 60 mg/m2 po (1 i.v.-8 os) on day eight every 28.

Patients and methods. From May 2009 through April 2010,
eighteen patients (15 males and 4 females with a median age of
72.5 years ranging from 69 to 82) with advanced NSCLC (stage
IIIB 36.8% and IV 63.2%) were enrolled. Histology was: squa-
mous 67%, adenocarcinoma 17%, large cell 8%, undifferentiated
4%, undetermined 4%. Most patients (84.2%) had a WHO PS 2
whereas only three of them (15.8%) were PS 3. All patients re-
ceived a third or higher line chemotherapy with almost 4 cycles
of vinorelbine 25 mg/m2 i.v. on day one and 60 mg/m2 po on day
eight every four weeks. Intravenous infusion of day 1 is impor-
tant for evaluating these heavily treated patients.

Results. At the time of analysis twelve patients were evalu-
able for response. Partial response (PR) was achieved in one pa-
tient (8.3%), stable disease >12 weeks (SD) in 8 (66.7%) where-
as 3 had progressive disease (25.0%). Importantly, the clinical
benefit rate (PR + SD) was 75.0%. Both pain and PS improved in
4 patients (25.0%) whereas 6 (50%) had no worsening of PS. We
observed only grade 2 WHO haematological toxicities including
anemia, leucopenia, neutropenia and trombocytopenia. Non-neu-
tropenic fever occurred in one patient (8.3%). Overall, we did not
observe any non-haematological treatment-related event.

Conclusions. Our data show that a modified schedule of vi-
norelbine (1 i.v.-8 os) with a longer timing may be beneficial in
terms of both disease control and tolerability when employed in
poor performance status patients with advanced NSCLC.

D54 HIGH CLINICALBENEFIT RATEWITHOUT
SIGNIFICANT TOXICITY IN ELDERLYOR PS 2
PATIENTSWITHADVANCED NON-SMALLCELLLUNG
CANCER INDUCED BYAFIRST-LINE MODIFIED
SCHEDULE OFGEMCITABINE

Nacci A., Mazzoni E., Rizzo P., Calvani N., Orlando L.,
Sponziello F., Schiavone P., Fedele P., Chetrì C.,
DʼAmico M., Marino A., Cinefra M., Cinieri S.
U.O.C. Oncologia, Ospedale “Senatore Antonio Perrino”, Brin-
disi, Italy

Background. Monochemotherapy with gemcitabine (Gem) is
often the treatment of choice in elderly or poor performance sta-
tus (PS) patients with advanced non-small cell lung cancer
(NSCLC). Our study was aimed to assess the efficacy and tolera-
bility of a modified schedule of Gem using a lower dose than
standard.

Patients and methods. From May 2009 through April 2010,
thirty-one patients (25 males and 6 females with a median age of
75 years ranging from 64 to 84) with advanced NSCLC (stage II-
IB 38.8% and IV 61.2%) were enrolled. Histology was: squa-
mous 38.8%, adenocarcinoma 29%, large cell 6%, undifferentiat-
ed 3%, undetermined 24.8%. Only six patients (19.3%) had a
WHO PS 0 whereas fourteen (45.2%) were PS 1 and eleven

(35.5%) PS 2. All patients received first-line chemotherapy with
6 cycles of Gem 1000 mg/m2 on days 1 and 8 every 4 weeks.

Results. At the time of analysis 26 patients were evaluable for
response. Partial response (PR) was achieved in 4 patients
(15.4%), stable disease >12 weeks (SD) in 11 (42.3%) whereas
11 had progressive disease (42.3%). Importantly, the clinical ben-
efit rate (PR + SD) was 57.7%. Tumour markers (CEA and NSE)
were high in 21 patients with a reduction in their values observed
in 8 of them (38%). Both pain and PS improved in 4 patients
(15.4%) whereas 16 (53%) had an improvement in pain with no
worsening of PS. We observed only grade 2 WHO haematologi-
cal toxicities including anemia, leucopenia, neutropenia and
trombocytopenia. Non-neutropenic fever occurred in 4 patients
(13.3%). Overall, we did not observe any non-haematological
treatment-related event.

Conclusions. Our data show that a modified schedule of Gem
with a lower dose intensity than standard may be beneficial in
terms of both disease control and tolerability when employed in
elderly or PS 2 patients with advanced NSCLC.

D55 NEOADJUVANT CHEMOTHERAPY:
RETROSPECTIVEASSESSMENT OF NON-SMALLCELL
LUNG CANCER IN STAGE IIIA-IIIB

Roca E., Caprioli A., Modina D., Bozzola G., Nava A.M.,
Tassi G.
Dipartimento di Pneumologia, Spedali Civili, Brescia, Italy

Aim. The aim of this study is to assess in subjects affected by
NSCLC stage III if neoadjuvant chemotherapy allows a subse-
quent radical therapy and if there are differences in survival be-
tween subjects treated with radical therapy (surgery or high-dose
radiotherapy) or palliative treatment (low-dose radiotherapy,
chemotherapy or best supportive care).

Methods. We reviewed 59 patients (mean age 62; average PS
1) with NSCLC: 37 in stage 3A and 22 in stage 3B without pleur-
al and pericardial effusion; all underwent neoadjuvant
chemotherapy with cisplatin (n = 45) or carboplatin (n = 14) plus
a third generation drug.

Results. In stage 3A, 22 (59.46%) subjects underwent surgery
and 5 (13.51%) radical radiation therapy; the other 10 subjects
(27.03%) received: palliative radiotherapy 7 (18.92%), second
line chemotherapy 2 (5.41%), symptomatic therapy 1 (2.7%).
Among stage 3B, 10 (45%) patients were treated with surgery, 3
(13.6%) underwent radical radiotherapy but 4 (18.2%) palliative
radiotherapy, 3 (13.6%) received second line chemotherapy and 2
(9.1%) symptomatic care. Among the two groups there is not dif-
ference in survival (in stage 3A mean 26 months; in stage 3B
mean 22 months). The difference in survival is statistically signifi-
cant between the stage 3A treated with radical therapy (surgery or
radical radiotherapy) and stage 3A which received only palliative
care (average 33 vs 11, p <0.02). While in stage 3B between the
two subgroups there is not significant difference in survival.

Conclusion. Despite the limitations of retrospective study, it is
evident that neoadjuvant chemotherapy, in stage 3A, allows the
possibility of treatment with radical intent and a good overall sur-
vival in a substantial number of patients. Instead the stage 3B
does not seem to benefit from this therapeutic approach. It might
be interesting to examine if concurrent chemotherapy to radio-
therapy may improve survival in stage 3B.
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D56 TRIMODALITYTREATMENT IN EARLY-STAGE
MALIGNANT PLEURALMESOTHELIOMA.
PRELIMINARLYRESULTS OFAMULTICENTER PHASE
II TRIAL

Curcio C.°, Vitiello F.*, Amore D.°, De Rosa N.^, Maffeo A.°,
Lambiase G.°, Maiorino A.°, Di Fraia C.°, Spina S.*,
Piantedosi F.*
°UOC Chirurgia Toracica, *UOSD DH Pneumoncologico,
^UOC Anatomia Patologica, AORN Monaldi, Napoli

Background. Multimodality treatment is the best treatment
for MPM. However, the best combination of surgery, chemother-
apy and radiotherapy is still a matter of controversy. We report
the initial results of a multicenter phase II trial investigating the
feasibility of a trimodality strategy based on induction
chemotherapy, pleurectomy/decortication (PD), postoperative ra-
diotherapy (RT) and chemotherapy.

Methods. From July 2008 to June 2009, 12 patients with
MPM were enrolled in the prospective study. Inclusion criteria:
epithelial or mixed MPM, diagnosed by videoassisted thora-
coscopy; stage I or II (N1 only). Induction therapy consisted of
combination of cisplatin (75 mg/m2 on day 1) and Alimta (500
mg/m2 on day 1) every 21 days for 2 cycles. P/D was performed
4-6 weeks after induction chemotherapy, postoperative RT (45
Gy) was given 3 weeks after surgery, while postoperative
chemotherapy was given 4 weeks after RT, with the same induc-
tion-therapy schedule. Patients were restaged by RM and PET af-
ter induction therapy.

Results. Seven patients showed objective response or stable
disease at the post-induction therapy control; 6 underwent P/D
and then completed the treatment, while 1 had an exploration
thoracotomy, followed by simultaneous chemo-radiotherapy.
There were no postoperative complications. Five patients showed
progression disease after induction therapy (4 local and 1
metastatic recurrences) and received palliative chemotherapy. We
found no grade 3-4 haematological toxicity after induction
chemotherapy. One patient had grade 3 liver toxicity during post-
operative chemotherapy. RT caused no complications.

Conclusions. The preliminary results suggest that the pro-
posed trimodality treatment for MPM is feasible and associated
with a low morbidity rate. However, larger series and survival
data are needed to confirm the validity of treatment.

D57 IDENTIFICATION OFHISTOLOGIC SUBTYPE OF
NON-SMALLCELLLUNG CANCER INALOCAL
ONCOLOGYDEPARTMENT

Filipazzi V., Cattaneo M.T., Fasola C., Somma L.,
Ferrario S., Gambaro A., Tosca N., Isabella L., Damiani E.,
Colia V., De Troia B., Ceresoli E., Pellegrino P.,
Antonacci C.°, Piazza E.
Oncology, °Pathology Departments, “Luigi Sacco” Hospital, Mi-
lan

Objective. Histological subtyping characterization of NSCLC
is becoming the milestone for tailored therapy, which is impor-
tant to maximize benefits of novel drugs and to use the resources
of NHS most appropriately1. We have evaluated retrospectively

the last 100 consecutive advanced lung cancer pts to verify how
the histological diagnosis was done and which tests were used
more frequently.

Methods. The last 100 consecutive lung cancer patients’
charts were examinated. Pts characteristics are: 76M/24F, median
age 68.5 years (range 43-90), 11 stage IIIa, 13 stage IIIb and 76
stage IV disease, all candidate to chemotherapy. The biological
specimens were taken by 11 biopsies in thoracotomy or medi-
astinoscopy, 45 FBS (34 with biopsy + 11 with aspiration), 5
biopsies of sovraclavear nodes, or bone, or skin, or liver; 26
FNAB of lung while 6 from pleural effusion and 4 from sputum
examination.

Results. Subtype histological definition was 36% SQC, 22%
ADC, 17% SCLC, 3% LCNEC, 18% NSCLC - Not Otherwise
Specified (NOS) and 3% of pts had only radiological prove of
lung cancer. We had correct cytological diagnosis in 31/79 pts
(39%), while histological diagnosis was complete in 48/79 pts
(61%). The sensitivity of cytological test to identify lung cancer
subtype is only 68% while the sensitivity of histological one is
94%. Globally 14/18 pts (78%) with a generally NSCLC-NOS
have only cytological examination.

Conclusion. The advent of novel therapeutic options give
raise to the need of a more detailed histological definition of
NSCLC. In our data the frequence of ADK is lower than in the
literature, while about 18% of pts (NSCLC-NOS) have not a
good definition of their lung cancer and 78% of them have only
cytological specimens. The collaboration of clinicians and
pathologists is necessary to improve the histological test for bet-
ter lung cancer diagnosis.

References
1. Rossi G: A Reevaluation of the clinical significance oh histological

subtyping of NSCLC. Int J Surg Pathol, 17: 206-218, 2009.

D58 BEVACIZUMAB COMBINED GEFITINIBAS
POTENTIALTREATMENT OPTIONSAFTER FIRST-
LINE CHEMOTHERAPY FORADVANCED NON-SMALL
CELLLUNG CANCER (NSCLC): A CASE REPORT

Capparella V.1, Sciacca V.2, Pace R.1, Rauco A.1,
Desantis G.1, Rossi R.2, Lugini A.1
1Medical Oncology, “San Camillo de Lellis” Hospital, Rieti,
Italy; 2Medical Oncology, “S. Maria Goretti” Hospital, Latina,
Italy

Objective. Current treatment strategy for advanced NSCLC
includes front-line chemotherapy using a platinum based regi-
men. Recently, two important biologic pathways (the epidermal
growth factor receptor and vascular endothelial growth factor
pathways) have been validated as therapeutic targets in advanced
NSCLC.This case report aims to highlight how combination ther-
apy with biologic agents can be effective and safe administered
either immediately after as front-line treatment for advanced
NSCLC.

Design and method. We report a case of a 60 years old
woman, caucasian non-smoker, affected by NSCLC stage IV
with adrenal and bone metastases. From 08/2005 to 11/2005, the
patient received four cycles of chemotherapy: Gemcitabine (1000
mg/m2) was administered on days 1 and 8 followed by Cisplatin
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(100 mg/m2) plus Zoledronic Acid (4 mg i.v.) on day 1 every 3
weeks. On 12/2005 CT revealed RP. The patient during treatment
experienced alopecia G2, G3 anemia and G3 fatigue. The patient
expressed the desire to stop the chemotherapy. It was decided to
propose treatment with bevacizumab (15 mg/kg i.v.) every 3
weeks plus gefitinib (250 mg/day orally) plus zoledronic acid (4
mg i.v.) every 3 weeks.

The goal of therapy in patients with advanced NSCLC is to
maximize the impact platinum-based therapy has on survival, and
the palliation of disease-related symptoms. After a first-line plat-
inum-based chemotherapy the patient, because of toxicity experi-
enced, starts with a consolidation therapy of biologic agents.

Results. From 02/2006 to present the patient continued treat-
ment, a CT scan after three months of treatment showed a PR,
which remains to this day. The patient had only skin toxicity G1
and continued his normal social and professional activities.

Conclusions. Although a direct comparison of gefitinib and
bevacizumab combination efficacy with that of docetaxel and
pemetrexed will be possible only when data are available from
comparative trials, the efficacy of combination of gefitinib and
bevacizumab appears to be comparable, if not higher, to those of
the cytotoxic chemotherapy.

D59 PRECISION PULMONARYTRANS-ARTERIAL
CHEMOEMBOLIZATION (PPTACE) PLUS RFA FOR
LUNG NEOPLASMS: INITIALEXPERIENCE IN
TWELVE CASES

Gadaleta C.D.1, Catino A.1, Ranieri G.1, Rubini G.2,
Vinciarelli G.1, Fazio V.1, Laricchia G.1, Canniello E.3,
Armenise F.3, Mattioli V.3
1Interventional Radiology Unit with Integrated Section of Med-
ical Oncology, National Cancer Institute Giovanni Paolo II,
Bari, Italy; 2Chair of Nuclear Medicine, University of Bari Med-
ical School, Italy; 3Department of Critical Area and Surgery, Na-
tional Cancer Institute Giovanni Paolo II, Bari, Italy

The present study aimed to evaluate the feasibility and safety of
precision pulmonary arterial chemoembolization (PPTACE) fol-
lowed by percutaneous RFA in patients with unresectable lung
neoplasms. From November 2007 to October 2008, twelve patients
(5 males, 7 females, median age 57) and 20 nodules were treated in
14 sessions. Patients had lung metastases from the following tu-
mors: uterine cancer (2), colorectal carcinoma (7), breast carcino-
ma (1) and two patients had primary unresectable NSCLC. Median
diameter of neoplasms was 2 cm. Both RFA and pulmonary TACE
were performed under general anesthesia. Two patients underwent
two sessions of treatment due to bilateral disease. After subclavian
vein puncture and mapping of arterial vascularization of the seg-
ment including the tumoral nodule, antiblastic agents loaded on
microspheres (Hepasphere, BioSphere Medical, 50-100 micron in
diameter) were selectively perfused in a subsegmental sector. Dox-
orubicin was used in 3 sessions, as well as Mitomycin C, while
Irinotecan was administered in six cases and Cisplatin in one case
(in one session the embolization was performed only with coils).
Percutaneous CT-guided RFA of lung nodules was performed 2-7
days after PPTACE. Pretreatment work-up included: contrast-en-
hanced CT scan, (18-F) Fluorodeoxyglucose Positron Emission
Tomography/Computed Tomography (18F-FDG PET/CT) and
Ventilation Lung Single Photon Emission Tomography (VL-
SPET). The treatment was well tolerated; pneumothorax, requiring
chest-tube placement, occurred in two sessions (14%). Technical
success was achieved in all treated nodules.

In all cases, the impedance during RFA decreased from 30
to 50%, with an increase of the delivered energy (expressed
by Watts). Morphologycal response showed a necrotic area,
without contrast-enhancement at CT scan, including the neo-
plasm plus a large safety zone. VL-SPET showed a wide area
without ventilation in lung parenchyma submitted to PPTACE
and extending over it; the changes on alveolar ventilation de-
tected by VL-SPET after PPTACE could explain the better
heat conduction during RFA. Lung RFA after pulmonary
TACE is feasible and safe. These preliminary data deserve
further investigation.

D60 FIRST-LINE CHEMOTHERAPYWITH
CARBOPLATINAND GEMCITABINE IN ELDERLY
PATIENTSWITHADVANCED NON-SMALLCELLLUNG
CANCER (NSCLC): A RETROSPECTIVEANALYSIS

Genestreti G.1, Giovannini N.1, Frizziero M.2, Piciucchi S.3,
Maglie M.4, Cingarlini S.2, Milandri C.1, Amadori D.1,
Cetto G.L.2, Santo A.2
1Department of Medical Oncology, Istituto Scientifico Romagno-
lo per la Cura e la Ricerca dei Tumori, Meldola, Italy; 2Depart-
ment of Oncology, University of Verona, Verona, Italy; 3Depart-
ment of Radiology, 4Unit of Biostatistics and Clinical Trials, Isti-
tuto Scientifico Romagnolo per la Cura e la Ricerca dei Tumori,
Meldola, Italy

Background. Monochemotherapy is the standard treatment in
elderly patient with advanced Non-Small Cell Lung Cancer
(NSCLC). In this setting there are experiences with platin-based
chemotherapy with improving of disease control without en-
hanced toxicity. We evaluated efficacy and toxicity of carboplatin
and gemcitabine in this setting.

Methods. From January 2007 to December 2009 we collect-
ed clinical data about patients with >70 years of age, Perfor-
mance Score (PS) 0-1 and with advanced NSCLC. Carboplatin
was AUC 4 to 5 (day 1) and gemcitabine was 1000 to 1200
mg/m2 (day 1, 8) every 3 weeks for 3 cycles to a maximum of 6
cycles in case of response or stable disease without important
toxicity. Palliative radiotherapy and bisphosphonates were al-
lowed.

Results. 36 patients with median age of 73 (range 70-78) were
registered: 28 males and 8 females, 8 squamous cell carcinoma,
22 adenocarcinoma and 6 not other specified NSCLC; 3 stage II-
IB and 33 stage IV. Overall 149 cycles of chemotherapy were ad-
ministered with a median of 3 per patient (range 3-6). Grade 3-4
non-hematologic toxicities were one dyspnoea and one fever.
Grade 3-4 hematologic toxicities were: anaemia 17%, neutrope-
nia 17% and thrombocytopenia 28% which required a reduction
dose of chemotherapy in 13 patients. We recorded no complete
response, 8 (22%) partial response, 8 (22%) stable disease and 20
(56%) progression disease. Second-line therapy was performed
in 17 patients (2 Docetaxel, 9 Erlotinib, 6 Pemetrexed). With a
medium follow-up of 11 months (range 8-inf.), the median time
to progression was 5 months (range 4-7) with a median survival
of 11 months (range 8-inf.).

Conclusions. Carboplatin and gemcitabine is a safe and active
schedule of chemotherapy in elderly patients in good PS with ad-
vanced NSCLC.

Supported by GIPO and GIVOP.
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D61 TOLERABILITYOFALOWDOSE CARBOPLATIN
PLUS DOCETAXELCHEMOREGIMEN IN PATIENTS
WITHADVANCED HEADAND NECK CANCERWITH
POOR PERFORMANCE STATUSAT DIAGNOSIS

Koussis H.1, Zanon S.1, Maruzzo M.1, Scola A.2,
Chiarion-Sileni V.1, Jirillo A.1
1Oncologia Medica 2, Istituto Oncologico Veneto, IOV-IRCSS,
Padova; 2Oncologia Medica, Azienda ULSS 12 Veneziana,
Mestre

We assessed the safety of a low doses carboplatin plus doc-
etaxel-based chemoregimen, proposed to patients with severe or
multiple comorbidities, affected by locally advanced or metastat-
ic head and neck cancer. The aim of our study is to evaluate effi-
cacy and toxicity.

Our case study was composed by 11 patients (6 women and 5
men) with a mean age of 71.3 years (median age 69 years, range
61-84) with diagnosis of a squamous cell carcinoma of head and
neck stage IV (82%), III (9.1%) and II (9.1%) and carriers of sev-
eral comorbidities especially cardiovascular diseases. One course
of the chemoregimen consisted of intravenous administration of
carboplatin at a total standard dose of 50 mg associated to the
same dose of docetaxel on day 1, 8, 15 every 3 weeks for at least
2 cycles or however until disease progression. This regimen has
been used as first or as second line treatment and treatments are
still ongoing.

For all patients we assessed chemotherapy toxicity according
to WHO CTCAE.

We found no case of G3/G4 haematological toxicity. Neu-
tropenia G2 occurred in one patient; thrombocytopenia in three
patients and anemia, the most common toxicity event, in seven
patients (among which only one case of G2 anemia). Two pa-
tients showed nausea G1, mucositis G3/G4 was observed in one
patient. The mean number of delayed administration was 1 for
one cycle. We also determined clinical response rate: PR (n = 1,
9%), SD (n = 3, 27.3%), P (n = 5, 45.5%), 2 cases not evalu-
able.We have planned to increase the therapy dose by 25% after
the first 20 patients if no G3 or G4 hematological toxicities are
detected. A low dose of carboplatin-docetaxel based chemoregi-
men is a well-tolerated schedule as first or second line
chemotherapy in patients with a poor PS affected by severe dis-
eases especially cardiovascular that usually candidate these sub-
jects only to radiotherapy for a control of local symptoms or to
the best supportive care.

D62 ERLOTINIB IN PROGRESSIVE NSCLC: A SINGLE
INSTITUTION EXPERIENCEANDANANALYSIS OF
PROGNOSTICAND PREDICTIVE FACTORS

Bianchetti S., Evangelista M.L., Maritati R., Bussa S.,
Brunetti M., Ielapi T., Angelini F.
S.C. di Oncologia ed Ematologia, Ospedale “Regina Apostolo-
rum” Albano Laziale, Roma

Backround. Erlotinib is a tyrosin-kinase inhibitor of EGFR,
active in progressive NSCLC. Earlier clinical trials showed better
results in female patients, patients with adenocarcinoma histol-
ogy and never smokers. Actually, there are evidences proving
that gender and histology can be considered as prognostic factors
while smoking history could be predictive for a better outcome in
patients undergoing Erlotinib. This drug in Italy is labelled for

metastatic NCSCL without any restriction about histology, smok-
ing history or gender.

Patients and methods. 45 patients affected by advanced
NSCLC (89% IV; 11% IIIb) underwent the treatment with Er-
lotinib, since May 2007 after failing at least one line of
chemotherapy. Most of them (60%) were previously smokers,
whereas 35% never smoked and 4% were still smokers. Median
age was 67.8 years (range 36-87), performance status (PS) was
between 0-3 but 77.7% (35/45) had PS 1. Adenocarcinomas were
62% (28/45), squamous cell carcinoma 15% (7/45), bronchi-
oloalveolar carcinoma 4% (2/45) and other histologies represent-
ed 18% (8/45). 44/45 patients started with 150 mg/die of Er-
lotinib and just few reduced the dosage to 100 mg/die because of
grade ≥3 toxicity. Only 1/45 patients received 100 mg/die of Er-
lotinib since the beginning due to a poor performance status. No
patient stopped Erlotinib because of toxicity.

Results. 39 patients were evaluable for response obtained and
41 for time to progression (TTP). According to WHO criteria
24/39 (61%) patients progressed during the treatment; 31%
(12/39) stable disease (SD) and 8% (3/39) partial response (PR)
were observed. Median duration of response (SD + PR) was 213
days (range 112-490). For 8 patients treatment is still going on.
Median duration of therapy was 99.4 days (range 20-490) and
median TTP (for all patients) was 91 days. Adenocarcinomas and
bronchioloalveolar carcinoma showed a TTP shorter (87 days)
than other histologies (144 days) but these data were not statisti-
cally significant (p = 0.7751; HR = 1.1083). Data regarding gen-
der are superimposable and TTP curves are overlapping. Curves
related to smoking history seem to have a trend in favour of nev-
er smokers, but p value did not reach a statistical significance.

Treatment was generally well tolerated and side effects were
mostly cutaneous rash and diarrhea grade 1-2.

Conclusions. In our experience Erlotinib was able to induce a
significant percentage of prolonged clinical benefit in advanced
NSCLC in a setting of patients carrying a very dismal prognosis,
with an easily manageable toxicity. We were not able to show
any difference in TTP according to histology and gender because
of the relatively small number of patients evaluable. A mild posi-
tive trend was observed in favour of never smokers patients. Tox-
icity was acceptable and easily manageable.

D63 ACTIVITYAND SAFETYOFAWEEKLY
ADMINISTRATION OF DOCETAXELAND CISPLATIN
ASSOCIATEDWITH CAPECITABINE (TCX) FOR
PATIENTSWITH LOCALLYADVANCED HEADAND
NECK CANCER

Carillio G., Battaglia C., Vatrano A., Mirabelli R., Misuraca
D., Rizzuto F., Naso E., Molica S.
Medical Oncology Unit, Department of Oncology and Hematol-
ogy, Azienda Ospedaliera Pugliese-Ciaccio, Catanzaro, Italy

The best strategy for locally advanced head and neck cancer is
matter of debate. Recent international guidelines consider both
induction chemotherapy and concurrent chemoradiotherapy
equivalent approaches. Adding docetaxel to conventional regi-
mens containing cisplatin and infusional fluorouracil is a chal-
lenging option in order to improve either overall response rate or
survival. Finally, capecitabine, an oral fluoropyrimidine, was
never used so far in the treatment of head and neck tumours and
represents an appealing choice for patients ineligible for central
venous catheter implant.
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With these concepts in mind, since 2007 we started a phase II
clinical trial including 17 patients with head and neck squamous-
cell carcinoma in stage III or IV, 12 of whom previously untreat-
ed. All but three patients had oropharyngeal carcinoma. M/F ratio
was 13/4, median age 61 (range 50-71). ECOG PS never exceed-
ed 1. TCX regimen consisted of weekly docetaxel (T) 25 mg/m2

and cisplatin (C) 25 mg/m2 administered intravenously on day 1
+ 8 + 15 followed by a week rest, while capecitabine (X) 800
mg/m2 b.i.d. was given orally for the first 14 days of every four
weeks cycle. Lower doses of capecitabine (600 mg/m2 b.i.d.)
were delivered to 4 patients because of comorbidities. In one of
them carboplatin (AUC2) replaced cisplatin due to reduced crea-
tinine clearance (<50 mL/min). Patients who responded to induc-
tion treatment were considered eligible for concomitant chemora-
diotherapy.

The 13 evaluable patients received a median number of 4 cy-
cles (range 2-8). Overall, 3 complete (23%) and 8 partial re-
sponses (61%) were observed. After a median follow-up time of
14 months (range 4-31), 6 out of 13 patients are still alive. Medi-
an progression-free survival was 11 months. Treatment was well
tolerated. Only two patients experienced G3 anaemia and G3
neutropenia, respectively.

In conclusion, a weekly schedule of docetaxel and cisplatin as-
sociated with capecitabine represented an effective and safe ap-
proach in our unselected cohort of patients with locally advanced
head and neck cancer.

D64 THINPREP© CYTOLOGICAL SPECIMENSARE
MORE SUITABLE THAN HISTOLOGICAL SPECIMENS
TO DETECT EGFR MUTATIONSAND K-RAS
MUTATIONS IN NSCLCAND COLON CARCINOMA
RESPECTIVELY

Galetta D., Simone G., Petriella D., Rubini V., Pinto R.,
Daprile R., Silvestris N., Paradiso A., Colucci G.,
Tommasi S.
Oncology Institute “Giovanni Paolo II”, Bari

K-ras and EGFR mutations (exons 19-21) have to be investi-
gated before setting a target therapy in colon and lung cancer, re-
spectively (NCCN guidelines v2.0, 2010). Unfortunately, core
biopsies do not always permit to obtain intact DNA and the am-
plicons are not sufficient for direct sequencing.

To overcome this problem, ThinPrep© preparations, used for
diagnosis have been routinely stored at -20°C. After cytological
diagnosis, samples with more than 70% of neoplastic cells have
been stored for molecular analyses. DNA has been extracted by
commercial kit (Qiagen DNAmicro kit) and analyzed for k-ras
(exon 2) and EGFR mutations (exon 19-21) by direct sequenc-
ing.

FFPE tissues permitted k-ras analysis on 91% of 232 colon
carcinomas and 82% of 49 NSCLC patients, while FNAB was
suitable for 100% of 9 colon carcinomas and 83% of 12 patients
with NSCLC. In particular, patient #RLP whose primary tissue
DNA resulted unsuitable for molecular analyses could receive the
right therapy thanks to the availability of cytological metastatic
specimen.

Fine-needle samples stored in ThinPrep© at -20°C are very
good material for molecular detection directed to therapy setting.
In addition, it is feasible to adopt a strategy of storing excess
FNAB material to create cellular banks that will be invaluable for
future genetic studies.

D65 CT-GUIDED PERCUTANEOUS CRYOABLATION IN
THE TREATMENT OF LUNG NEOPLASMS

Massa D.*, Pusceddu C., Mascia L.*, Piga A.*, Podda G.,
Angelucci E.*
Dipartimento di Radio-Oncologia, U.O. Radiologia Diagnostica
e Interventistica, *Dipartimento di Oncoematologia, Struttura
complessa di Oncologia, Ospedale Oncologico “A. Businco”,
Cagliari, Italy

Purpose. Aim of this study is to determine the safety and ef-
fectiveness of cryoablation procedure in lung neoplastic lesion
treatment.

Thermal ablation is obtained with freezing-thawing cycles
(Joule-Thomson effect), through argon gas that circulates in the
cryoablation probe and causes the freezing of tissue at -100°C, sub-
sequently with instillation of helium gas that produces active thaw-
ing of the freezing tissue is reached a definitive tissue necrosis.

Main advantages of this type of procedure are excellent ice-
balls visualization under CT guidance, accurate definition of
margins of ablation, local anaesthesia, multiple lesions treatment
in a single session and a reduced intra- and post-procedural pain.

Materials and methods. Inclusion criteria for this treatment
are: patients with primary or metastatic lung cancers, single or
multiple (less than 5), patients neither candidate for resective
surgery nor for conventional radiation treatment or chemothera-
py.

Goal of this procedure is to achieve complete tumor ablation
or lesion debulking in symptoms management.

We treated with cryoablation 11 patients (mean age 54 years),
affected 5 by primitive lung cancers, 1 by mediastinum tymoma
and 5 by metastatic lung localizations (4 colon; 1 bladder).

All procedures were performed under CT guidance, using 17
Gauge cryoprobes, inserted percutaneously into the chest.

Results. At 6 months follow-up complete necrosis was ob-
tained in 6 patients (55%), instead partial necrosis was achieved
in 5 patients (45%).

Complications included 2 pneumothorax resolved sponta-
neously in few days and pulmonary artery puncture with mild
emoftoe.

No stable serious complication or death were observed in our
study.

Conclusion. In our experience cryoablation demonstrated to
be an effective and feasible technique in neoplastic lung involve-
ment treatment.

This minimally invasive procedure is ideal for treatment of pa-
tients with lung neoplasms, where standard treatments are not ap-
propriate or have failed.

Cryoablation treatment is characterized by immediate lung le-
sion ablation, with high post-procedure outcome and only minor
complications noted.

D66 LUNG CANCER: ANALYSIS OFAMONOCENTRIC
SURVEY IN VERBANIA

Montanara S., Gioria A., Luraschi A., Buscaglia P.,
Garzoli E., Massera F.*, Massa P.**, Bona C.°, Cozzi S.
ASL VCO, UOA Oncologia, *ASO Ospedale Maggiore, Novara,
**ASL VCO, UOA Anatomia Patologica, °ASL VCO, UOA Ra-
dioterapia, Regione Piemonte
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We studied a survey of all patients with a diagnosis of lung
cancer consecutively observed by the Clinical Oncology Depart-
ment of ASL VCO, Regione Piemonte, during the period be-
tween January 2006 and December 2008. 228 patients were eval-
ued, 193 with histology of NSCLC and 35 with histology of
SCLC, 181 males and 47 females. Mean age was 67. Smoking
history is available for 182 patients of which 163 (89.5%) are
smokers or ex-smokers and 19 (10.5%) are non-smokers.

Of the 193 patients with NSCLC, 48 (24.8%) underwent
surgery: 10 patients that were in a IIIA clinical stage have been
treated with neo-adjuvant chemotherapy.

31 of the 48 patients who underwent surgery (64.5%) were
alive and disease free at follow-up, 13 patients (27%) have re-
lapsed (mean time to progression 7.5 month), and 4 patients
(8.3%) were lost at follow-up.

Of the 23 patients in IIIB stage, 18 (78.2%) received 1st line
chemotherapy, 4 received consolidating radiotherapy, obtaining
SD/RP in 11 patients (61.1% of the treated patients) and PD in 7
patients (38.8%).

8 patients (44.4% of the treated) have been treated with 2nd
line chemotherapy. Only in 1 patient SD was achieved. 4 patients
(22.2% of the treated) have been treated with 3rd line chemother-
apy and all have had a PD.

For the 62 patients in stage IV treated with 1st line chemother-
apy (75.6%), a two-drugs chemotherapy has been used in 47 pa-
tients (75.8) and monotherapy in 15 patients (24.1%).

Data of our survey, including the SCLC, are consistent with
those of the literature.

The sample is too small to allow a significant statistical analy-
sis on sub-populations divided by stage. The continuation of the
follow-up might confirm some of the observed trends.

D67 PEMETREXED MONOTHERAPY IN 19
PREVIOUSLYTREATED PATIENTSWITHADVANCED
NON-SMALLCELLLUNG CANCER, DIFFERENCES BY
HISTOLOGY: MONOINSTITUTIONALEXPERIENCE

Pistillucci G., Sciacca V., Ciorra A., Di Palma T.,
Calabretta F., Rossi R., DʼAprile M.
Ospedale Santa Maria Goretti, U.O. Oncologia Medica, Latina

Background and aims. Emerging data suggest pemetrexed is
active in patients with adenocarcinoma of lung compared to those
with squamous cell carcinoma. We retrospectively reviewed ad-
vanced non-small cell lung cancer (NSCLC) patients previously
treated, analysing efficacy on histology characteristics.

Materials and methods. From January 2007 to December
2009, 19 patients with stage IIIB or IV NSCLC (11 with adeno-
carcinoma and 8 with squamous cell carcinoma) who had previ-
ously failed on platinum-based chemotherapy, received peme-
trexed 500 mg/m2 every 3 weeks with standard folic acid and vit-
amin B12 supplementation and steroid therapy until progression
disease or unacceptable toxicities. Median age was 65 years
(range 51-79), 14 patients males and 5 females; 15 patients had
ECOG PS 0-1 and 4 PS 2. Pemetrexed was employed as second-
line treatment in 7 patients and as further line in 12 patients.

Results. All the patients were evaluable for toxicity and re-
sponse. From 19 patients 2 (10.5%) had partial response, 9
(47.5%) had stable disease and 8 (42%) progression disease.
Analysing the histologic subgroups we observed partial response
in 2 patients (18%), stable disease in 5 (46%), progression disease
in 4 (36%) in adenocarcinoma group compared to 4 (50%) stable
disease and 4 (50%) progression disease in squamous cell carcino-

ma group. Median progression free survival was 8 months (range
3-22) for adenocarcinoma pts and 4 months (range 2-6) for squa-
mous cell patients. No relationship was found between response to
previous systemic therapy and the efficacy of subsequent peme-
trexed therapy. Pemetrexed was well tolerated across histologic
groups. The main side effect was G1-G2 neutropenia in 2 patients
and G3 in 2 patients. Only one patient refused to continue peme-
trexed after two cycles for G 3-4 stomatitis and oesophagitis.

Conclusions. Also our small retrospective study conducted on
unselected patients confirms the difference of pemetrexed efficacy
by histology type with better results in patients with adenocarci-
noma lung cancer. Pemetrexed chemotherapy was well tolerated.

D68 A PROSPECTIVE STUDYOF CONSERVATIVE
MULTIMODALITYTREATMENT FOR LOCALLY
ADVANCED RHINOPHARYNGEALCANCER

Ronzino G., Palumbo A., Calvi N., Cavalera A., Papaleo A.,
Vadrucci S., Perfetto S., De Benedetto M., Santantonio M.,
Lorusso V. on behalf of Head/Neck Disease Management
Team
Ospedale Vito Fazzi, Lecce, Italy

The aim of our study is to explore the possibility of a conserv-
ative multimodality treatment for locally advanced rhinopharyn-
geal cancer.

From January 2006 we enrolled 20 consecutive patients with
clinical Stage III/IV rhinopharyngeal G2-3 carcinoma (14 Re-
gaud; 4 Schminke).

After tumor biopsy and complete clinical staging by head/neck
MRI and thoracic CT scan all patients have been treated with in-
duction chemotherapy according to 3 planned courses of CD-
DP/FU (100 mg/m2 d1/ 1000 mg/m2 dd 1-5 q28); after a clinical
and fiberoscopic re-evaluation, the responders (all pts) underwent
IMRT (35 Gy) and concomitant chemotherapy consisting of CD-
DP (20 mg/m2/wk) given once weekly during radiotherapy.

The planned CDDP cumulative dose was given weekly, in or-
der to maximize efficacy and minimize or avoid toxicity; the
planned restaging has been performed with CT scan, MRI, op-
tional PET CT, clinical and fiberoscopic ORL examination, and
biopsy.

The results of this study have demonstrated a total complete
response (20/20) at first and second year from diagnosis, five 2-3
years progressive diseases (PET CT and histologic positivity).
Toxicity was assessed according to NCTC (Xerostomia G2, Nau-
sea G1, Fatigue G1). All pts but 1 are available for RR, OS, PFS,
RFS and toxicity.

According to our preliminay results, we consider the possibili-
ty to explore, in a prospective, randomised trial, this conservative
strategy vs standard multimodality treatment (conformational ra-
diotherapy ± chemotherapy as CDDP d 1 q21 ± surgery).

D69 EVALUATION OFTOXICITYAND PERFORMANCE
STATUS (PS) IN ELDERLY PATIENTS TREATEDWITH
CHEMOTERAPY (CT) FOR NON-SMALLCELLLUNG
CANCER (NSCLC)

Burattini E., Pavese I., Satta F., Coiro G., Todi F., Fabbri A.,
Palombo B., Capuano G.*, Di Palma M.
Oncology, *Surgery Departments, S. Pietro Fatebenefratelli Hos-
pital, Rome
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Introduction. About 30% NSCLC pts is more than 70 years
old. These pts frequently present comorbidity, causing impaired
organ function.

Methods. Between January 2009 and March 2010, 30 pts with
NSCLC were treated with CT.

All pts (9 females, 21 males) had a PS: 0-2 (ECOG); PS0: 20
pts; PS1: 6; PS2: 4. The median age was 74 years (range 70-83).
Eigth were Squamous Cells; 11 Adenocarcinoma; 5 Great Cells
Carcinoma.

Stage: IIIB: 8 pts; IV: 22.
Used CT were: I Line: Cisplatin + Gemcitabine: 7 pts; Cis-

platin + Alimta: 7; Cisplatin + Taxotere: 3; Carboplatin + Taxol:
2; Carboplatin + Gemcitabine: 4; Cisplatin + Gemcitabine + Be-
vacizumab: 2; Carboplatin: 5.

II Line: Tarceva: 8; Alimta: 6; Taxotere: 4; Vinorelbine: 3.
III Line: Tarceva: 7; Taxotere: 1; Vinorelbine: 2.
IV Line: Tarceva: 1; Vinorelbine: 1.
Nine pts received only first Line treatment, 11 pts up to second

Line; 8 pts up to third Line and 2 pts up to fourth Line.
Results. The main toxicities were: anemia (G3): 63% of pts

(19/30); leukopenia (G2-3): 76% (23/30); mucositis (G2): 33%
(10/30); fatigue (G3): 50% (15/30); nausea (G2): 53% (16/30);
vomiting (G2): 20% (6/30); diarrhoea (G2): 40% (12/30); skin rash
(G2-3): 66% (20/30); neurosensory toxicity (G2): 56% (17/30).

To maintain dose-intensity, leukopenia and anemia were man-
aged with G-CSF and Erythropoietin respectively. Moreover,
with use of the best supportive care, like antiemetic drugs, corti-
costeroids, antidiarrheals, nutritional support, antifungine and an-
ti-H2 drugs, no pt developed malnutrition.

60% (12/20) of pts with baseline PS0, reached PS1; 33% (2/6)
with baseline PS1, reached PS2; 50% (2/4) with baseline PS2,
reached PS3.

Moreover, 80% of pts experienced symptom-related disease
improvement.

Conclusion. We can conclude that elderly pts with lung cancer
can be safely treated with all chemotherapeutic regimens (even
platinum-based), but they need accurate pre-treatment evaluation
preferably using Geriatric Global Scale that assesses functional
and nutritional status, associated comorbidity, socio-economics
issues etc.

D70 ADVANCED HEADAND NECK TUMORS
REFRACTORYTO PLATINUM BASED
CHEMOTHERAPYARE EASILYMANAGEDWITHA
BI-WEEKLYDOCETAXEL SCHEDULE

Caputo F., Rea A., Tortoriello A., Garofano T.,
Montesarchio V.
A.O. Cotugno, U.O.C. Oncologia, Napoli

Patients affected by locally advanced head and neck cancers,
who relapse within 3 months after induction platinum based
chemotherapy plus radiotherapy, are at high risk of poor progno-
sis. Second line chemotherapy has very few chances to improve
survival and is hardly tolerated after chemoradiation. There is no
clear evidence about efficacy of second line chemotherapy in this
subgroup of patients. Therefore we formulated a dose-dense bi-

weekly docetaxel schedule with the aim to guarantee adequate
dose intensity with less side effects than standard schedule. Fif-
teen consecutive patients, ECOG 1-2, aged between 53 and 81,
median 66, affected by squamocellular carcinoma, relapsed with-
in 3 months after radiotherapy plus platinum based chemothera-
py, were assigned to receive docetaxel 70 mg/sqm every 2 weeks
until progression or unacceptable toxicity. Fourteen patients are
evaluable since a 65 aged female patient experienced a severe re-
action during first docetaxel infusion. A total of 103 cycles were
administered, range 3-13, mean 7.3 for each patient. Worsened
ECOG performance status (from 1-2 to 3) was the main reason to
stop therapy in 50% of patients even if toxicity was acceptable:
grade 2 mielotoxicity in 9/14 (64%) patients, grade 2 mucositis in
8/14 (57%) patients, skin reaction in 1 patient. We observed 9/14
(64%) objective responses (partial + minimal) plus 1 Stable Dis-
ease (SD) while 4 patients progressed after 3 courses, with a me-
dian PFS of 3 months, range 1.5-6. We conclude that bi-weekly
second line docetaxel chemotherapy may be considered effica-
cious and easily manageable in this group of patients.

D71 A PHASE II STUDYWITH ORALERLOTINIBAS
MAINTENANCE THERAPYAFTER PLATINUM-BASED
POLICHEMOTHERAPY. OUR EXPERIENCE

Duluc M., Mauri C., Cotroneo G., Ravenda S., Galdy S.,
Iaculli A., Rodà G., Nastasi G.
U.O. Oncologia Medica, A.O. Bolognini, Seriate (BG)

Background. Erlotinib is an orally available small molecule
EGFR TK inhibitor with proven efficacy in NSCLC. We present
a phase II study with oral Erlotinib as maintenance therapy after
platinum-based polichemotherapy (PCT) without progression
disease.

Aim. The main objective of this study is to evaluate the time
to progression and quality of life.

Patients and methods. 15 patients from January 2007 to Sep-
tember 2009 were enrolled; M/F 14/1; average age 63 (range
58/68); ECOG/PS: 1/2; stage IIIB: 6, IV: 9; for all the 15 pts his-
tology was: 8 adenocarcinoma, 2 large cell, 3 squamous, 2 bron-
chiole-alveolar. Smoking history: never smoked 11%, previous
smokers 23%, current smokers 66%. 4 weeks after chemothera-
py, Erlotinib was given at the standard dose of 150 mg once daily
until progression.

Results. 15 patients were valuable for toxicity, clinical im-
provement and TTP, 6/15 (40%) had a good clinical benefit, with
reduction of the disease-related symptoms (coughing, pain and
shortness of breath). The mean side effects consisted in: G2-G3
skin rash in 5/15 (33%) patients, G2 diarrhea in 4/15 (27%) pa-
tients, G1 nausea in 3/15 (20%), G2 asthenia in 3/15 (20%), fever
in 2/15. We observed 2 partial responses (13%), 6 stable disease
(40%); and 7 progression disease (47%).

Conclusions. Erlotinib demonstrated efficacy in NSCLC pa-
tients as maintenance therapy after standard chemotherapy. In our
experience it improves QoL by slowing the onset of symptoms
such as cough and dyspnea, demonstrating to be a feasible and a
safe schedule.
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Session E • Genitourinary and gynaecological
tumours

E1* FINALRESULTS FOR SORAFENIB (SO) PLUS
INTERLEUKIN-2 (IL-2) COMPAREDWITH SOALONE
AS FIRST LINE TREATMENT IN METASTATIC RENAL
CELLCARCINOMA (mRCC)

Procopio G.1, Verzoni E.1, Bracarda S.2, Ricci S.3,
Sacco C.4, Ridolfi L.5, Cascinu S.6, Bregni M.7, Miceli R.1,
Celio L.1, Bajetta E.1 on behalf of ITMO Study Group
1Fondazione IRCCS INT Milano; 2A.O. Arezzo; 3O.M. S. Chiara,
Pisa, 4A.O. Udine; 5O.M. Forlì; 6O.M. Ancona; 7Ospedale San
Giuseppe, Milano

Background. A randomized phase 2 study demonstrated that
So + IL-2 moderately improves efficacy compared to So alone as
first line treatment in mRCC.

We report the analysis for subgroups, planned in the study de-
sign and final results.

Methods. One hundred and twenty-eight treatment-naïve pa-
tients with mRCC were randomized to receive So given at 400
mg twice daily and IL-2 given subcutaneously at 4.5 MIU five
times a week for four consecutive weeks every six (Arm A), or
So alone (Arm B).

After the first 40 patients enrolled, 20 for arm, a dose reduc-
tion of IL -2 was performed in order to improve the safety pro-
file. The remaining 44 patients received IL-2 at 3 MIU for 2
weeks every 4.

The study sample size was calculated according to a “phase
2.5 design“ with progression free survival (PFS) as the main end-
point.

Results. All the cases were enrolled from October 2006 to
February 2008.

The median PFS was 33 weeks for So plus IL-2, compared
with 28 weeks for So alone. The 2-year PFS was 22.9% and
10.9% in favour of the combination’s treatment (p = 0.084).

In the patients with good prognosis the median and 2 year PFS
were respectively 52 weeks and 30.5% for the combination arm
versus 41 weeks and 15.9% for monotherapy.

Considering separately the 2 subgroups receiving intermediate
or low dose of IL-2, the median PFS was 45.5 weeks compared
with 33 weeks in favour of the greater dose.

The most frequent adverse events (AE) were asthenia, hand
foot syndrome, hypertension and diarrhoea. The grade 3-4 AE
were reported in 25% and 38% for Arm A and B treatment and
respectively.

Conclusions. The combination So + IL-2 was feasible and ef-
fective. The subgroup analysis suggest that good risk patients had
more benefit with the combination. The improvement in PFS was
clinically meaningful in patients receiving higher doses of IL-2.

E2* PREDICTIVE VALUEAND BIOLOGIC
SIGNIFICANCE OF CIRCULATING TUMOR CELLS
(CTC) IN SPORADICAND VON HIPPELLINDAU (VHL)
RENALCANCER

Zovato S.3, Rossi E.1,2, Indraccolo S.1, Amadori A.1,2,
Lombardi G.5, Pastorelli D.5, Zagonel V.5, Capetta A.5,

Opocher G.3,4, Zamarchi R.1
1U.O.C. Immunology and Oncologic Molecular Diagnostic Insti-
tute, Veneto Institute of Oncology, IRCCS, Padova; 2Oncology
Department of Surgical and Medical Oncologic Science, Univer-
sity of Padova; 3Familial Cancer Clinic, Veneto Institute of On-
cology, IRCCS, Padova; 4Department of Medical and Surgical
Sciences, University of Padova, Padova; 5Medical Oncology,
Veneto Institute of Oncology, IRCCS, Padova

Background. Haematogenous spreading of tumor cells is a
key step toward metastasis; the automated analysis of CTC by
Cellsearch platform represents an improvement to serially inves-
tigate and quantify these rare cells. CTC are present in patients
with various metastatic carcinomas and CTC count is indicated in
the follow-up of metastatic breast and prostate cancers. At the
moment, no extensive analysis of renal cancer has been done.
Von Hippel-Lindau disease (VHL) is a rare, autosomal dominant
genetic condition in which renal cell carcinoma (RCC), pancreat-
ic neuroendocrine tumors can be associated with benign tumors
of CNS (haemangioblastomas), retinal angiomas, phaeochromo-
cytoma, renal and pancreatic cysts. In VHL RCC seems to be less
aggressive than in sporadic.
Materials and methods. We have designed a pilot study en-

rolling VHL and sporadic RCC patients at diagnosis and naïve
for treatment. The first clinical objective of the study was to cor-
relate CTC count with major prognostic factors determined at di-
agnosis. CTC count and quality (M30+) were measured in 25
consecutive patients affected by VHL disease and in 10 sporadic
RCC. Six VHL patients had RCC, while the remaining had renal
cysts.
Results. Preliminary results indicate that over 80% and over

70% of RCC samples, sporadic and VHL respectively, present
CTC. However, the quote of live versus apoptotic CTC exten-
sively differs between the two cohorts of patients (sporadic RCC
and VHL). In fact, 50% of sporadic RCC patients presented
100% of apoptotic CTC, whereas in VHL patients the same per-
centage of apoptotic CTC was found in 66% of the cases. Also 2
VHL patients with renal cysts presented CTC.

These data indicate that number and quality of CTC in VHL
and in sporadic RCC have a significant difference. In particular,
the highest number of apoptotic cells found in VHL patients may
be the reason why in VHL RCC is clinically less aggressive than
sporadic RCC.

E3* SERUM THROMBOSPONDIN-1 (TSP-1), VASCULAR
ENDOTHELIALGROWTH FACTOR (VEGF), VEGF
RECEPTOR-2 (VEGFR-2), AND BASIC-FIBROBLAST
GROWTH FACTOR (B-FGF) AS PREDICTIVE FACTORS
FOR SORAFENIB PLUS INTERFERON-A2A (IFN) IN
METASTATIC RENALCELLCARCINOMA (MRCC):
BIOLOGIC RESULTS FROM THE PHASE II RAPSODY
TRIAL

Bracarda S.1, Ludovini V.2, Porta C.3, Boni C.4,
Santoro A.5, Gasparro D.6, Cortesi E.7, De Angelis V.2,
Sisani M.1, Crinò L.2

Medical Oncology Departments of: 1Arezzo, 2Perugia, 3Pavia,
4Reggio Emilia, 5ICH Milano, 6Parma, 7Roma

Introduction. Sorafenib is an oral multi-kinase inhibitor with
a demonstrated efficacy in MRCC. IFN is a pleiotropic molecule
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with an antiangiogenic activity probably dose and schedule-de-
pendent. We evaluated the activity and safety of sorafenib com-
bined with IFN in two different schedules and their relationships
with potentially predictive serum factors related to angiogenesis
and its inhibition (TSP-1). This latter tested, at the best of our
knowledge, for the first time.
Methods. Eligible patients had untreated MRCC. Patients re-

ceived oral sorafenib 400 mg BID continuously plus sc IFN, 9
MU three times a week (Arm-A) or 3 MU five times a week
(Arm-B). Endpoints of the study were progression free survival
(PFS), safety, overall response (intention-to treat analysis), over-
all survival and their relationship with baseline serum TSP-1, b-
FGF, VEGF and VEGFR-2. Biomarker levels were determined,
with a commercial ELISA assay, in serum samples collected just
before starting treatment and stored at -80°.
Results. Final Overall Response Rate (ORR) and PFS results

of the study (preliminary reported at ASCO 2007 and ASCO-GU
2008) were: 9/51 partial responses in Arm-A (ORR: 17.6%) and
3 complete plus 14 partial responses out of 50 cases in Arm-B
(ORR: 34%) with a median PFS of 7.9 versus 8.6 months (p =
.049), respectively. Biological data refers to 87 out of 101 cases
with an available serum sample (median age 63 years, range 39-
81). Biomarker levels were well balanced between treatment
arms. Low baseline median VEGFR-2 level (median overall val-
ue 8.108 pg/ml, range 2846-14357) predicts for an improved me-
dian PFS (p = .013) with a non-significant trend for Arm-B ver-
sus Arm-A (9.4 versus 8.0 months). Serum TSP-1 does not pre-
dict for PFS or ORR but relates only with age (p = .03). No sig-
nificant data were observed for VEGF and b-FGF.
Conclusions. Patients with MRCC and low baseline serum

VEGFR-2 could achieve a significantly improved median PFS
when treated with sorafenib plus IFN. A non-significant trend
was observed in Arm-B.

E4* ANTITUMOR EFFECT OFTHE MTOR INHIBITOR
EVEROLIMUS IN BOTH VHLWILD-TYPEAND VHL
MUTANT RENALCELLCARCINOMA (RCC)

Formisano L., Nappi L., Rosa R., Gelardi T., Damiano V.,
Bianco R., Marciano R., Serpico D., Tortora G.
Oncologia Medica, Università di Napoli Federico II, Napoli, Italy

Background. Patients with advanced renal cell carcinoma
(RCC) have several treatment options but a rationale-based, opti-
mal sequencing has not yet been defined. The mTOR inhibitor
everolimus has been approved in patients progressing after treat-
ment with multikinase inhibitors sunitinib and/or sorafenib.
Methods. In this study we evaluated everolimus activity on in

vitro growth, survival, and signal transduction of human RCC
models with different VHL gene status and VEGF production.
We investigated its effect also on growth and signal transduction
of RCC xenografts in nude mice, alone and in combination with
a Toll-like Receptor 9 (TLR9) agonist, which boosts immune re-
sponse, inhibits angiogenesis and has completed phase II study in
RCC patients. Finally, we studied the direct antiangiogenic ef-
fects of everolimus by using the human umbilical vein endothe-
lial cells (HUVEC) model.
Results. We demonstrated that everolimus inhibits in vitro

growth and survival of RCC cell lines, and efficiently inhibits the
phosphorylation of the mTOR transducer p70S6 kinase. The

treatment reduces VEGF secretion levels in both VHL wild-type
and mutant cells, thus interfering with angiogenesis. Moreover,
everolimus is able to affect the main endothelial cell functions,
such as adhesion, migration and capillary-like tubes formation. In
RCC tumors xenografted in nude mice, everolimus causes a po-
tent antitumor activity. When combined with a novel agent TLR9
agonist, they have a strong cooperative effect on tumor growth,
prolongation of mice survival and inhibition of signal transduc-
tion. Finally, we are evaluating the antitumor activity of
everolimus in tumors either sensitive or resistant to the multiki-
nase inhibitors sunitinib and sorafenib, with aim to establish a bi-
ologic rational for optimal treatment sequencing. Preliminary da-
ta seem to identify an optimal role for everolimus for tumor inhi-
bition and to hinder the occurrence of resistance.

Conclusion. Our results demonstrate that everolimus is effec-
tive in different models of VHL wild-type or mutant RCC, sensi-
tive and resistant to multikinase inhibitors, thus helping to estab-
lish an optimal sequence of treatment.

E5* MONO-CHEMOTHERAPYWITH VINORELBINE
IN RESISTANTADVANCED OVARIAN CANCER
PATIENTS: PRELIMINARYRESULTS OF PHASE II
STUDY

Cozzi C., Belloni P., Zannier F., Corradini G., Candido P.,
Della Torre S., Toniolo D., Bollina R.
Oncology and Hematology Department, Salvini General Hospi-
tal, RHO (MI), Italy

Background. Vinorelbine (VNR) is active as single agent in
resistant ovarian cancer (ROC). We conducted a phase II study to
evaluate the efficacy and toxicity of VNR in ROC patients (pts).

Objective. To improve survival in advanced resistant ovarian
cancer with a safe treatment.

Methods. Inclusions criteria were ROC after failure of at least
two lines of chemotherapy, measurable tumor, WHO PS 0-3, age
>18 years, no previous VNR and normal organ function.

Treatment consisted of VNR 30 mg/m2 (day 1, 8) every three
weeks for three to six cycles (in pts achieving objective response
or stable disease after three cycles).

Between April 2008 and January 2010, 21 pts have been en-
rolled. The median age was 62 (range 45-77), median ECOG PS
was 1 (range 0-3), median of previous chemotherapy regimens
was 2 (range 2-4).

Results. 98 cycles of chemotherapy were administered. 16 pts
are evaluable for response according to Recist criteria. There
were 0 complete response (CR) and 4 partial response (PR) for
an overall response rate of 25%. 3 pts (20%) had stable disease
(SD) and 9 (55%) progressed (PD). Median progression free sur-
vival was 7 months (range 3-10).

17 pts are evaluable for toxicity according to the NCI criteria.
Incidence of grade 3-4 toxicities were: leucopenia (6%), neu-
tropenia (12), liver (6%), anemia (25%). No life threatening
event occurred.

Conclusions. Based on these results, VNR appears to be an ef-
fective and safe treatment for ROC pts.

E6* CARBOPLATIN (C) PLUS PACLITAXEL (P) VERSUS
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CARBOPLATIN PLUS PEGYLATED LIPOSOMAL
DOXORUBICIN (PLD) IN PATIENTSWITHADVANCED
OVARIAN CANCER (AOC): FINALANALYSIS
OFTHE MITO-2 RANDOMIZED MULTICENTER TRIAL

Pignata S.1, Scambia G.2, Savarese A.3, Sorio R.4,
Breda E.5, Ferrandina G.6, Gebbia V.7, Musso P.8,
Busci L.M.9, Del Medico P.10, Vernaglia Lombardi A.11,
Febbraro A.12, Scollo P.13, Gallo C.14, Perrone F.1
on behalf of the MITO-2 Investigators
1Istituto Nazionale Tumori, Napoli; 2Università Cattolica del Sa-
cro Cuore, Roma; 3Istituto Regina Elena, Roma; 4CRO, Aviano
(PN); 5Ospedale San Giovanni Calibita Fatebenefratelli, Roma;
6Università Cattolica del Sacro Cuore, Campobasso; 7Casa di
Cura La Maddalena, Palermo; 8Ospedale Ascoli, Palermo;
9Ospedali Riuniti, Bergamo; 10Ospedale Bianchi Melacrino Mo-
relli, Reggio Calabria; 11Clinica Malzoni, Avellino; 12Ospedale
Fatebenefratelli, Benevento; 13Ospedale Cannizzaro, Catania;
14Seconda Università di Napoli, Italy

Background. CP is standard first-line chemotherapy for AOC.
MITO-2 (Multicentre Italian Trials in Ovarian Cancer) is an aca-
demic multicenter randomized phase III study, testing whether C-
PLD is more effective than CP.
Methods. AOC chemo-naïve patients, stage IC-IV, aged ≤75,

ECOG PS ≤2, were randomized to CP (C AUC5 + P 175 mg/m²,d
1 q3w) or to C-PLD (C AUC5 + PLD 30 mg/m²,d 1 q3w), both
for 6 cycles. Primary endpoint was progression-free survival
(PFS). Secondary endpoints were overall survival, response rate,
toxicity and quality of life. To have 80% power in detecting a
0.80 HR in PFS, with 2-sided α error 0.05, 632 events were
needed and 820 patients were planned. Response rate and toxici-
ty have been reported at ASCO 2009 (abs #LBA5508).
Results. From Jan ’03 to Nov ’07, 820 patients were random-

ized, 410 to each arm. Median age was 57 yrs (range 21-77).
Stage III (60%) and IV (21%) were prevalent. A plateau in PFS
events was reached before obtaining the planned number. Thus,
following an IDMC recommendation, final analysis was per-
formed with 556 events occurred as of Dec 31, 2009. This size is
consistent with HR to be detected = 0.79, with 80% power. With
a median follow-up of 40.2 months, median PFS was 19.0 and
16.8 months with C-PLD and CP, respectively (HR 0.95, 95% CI
0.81-1.13, log-rank p = 0.58). Lack of significant difference was
confirmed (HR 0.96, 95% CI 0.81-1.14) at multivariable analysis
adjusted by stage, PS, residual disease, age and size of the insti-
tution. There was no heterogeneity of treatment effect among ma-
jor subgroups. With 313 deaths, median OS was 61.6 and 53.2
months with C-PLD and CP, respectively (HR 0.89, 95% CI
0.72-1.12, log-rank p = 0.32).
Conclusions. In the MITO-2 trial, C-PLD was not found to be

superior to CP, which remains the standard first-line chemothera-
py for AOC. However, given the observed confidence interval
and the different toxicity profile, C-PLD could be considered an
alternative to standard therapy.
Study was partially supported by Schering-Plough.

E7 PROSTATE CANCER PATIENTS ONACTIVE
SURVEILLANCE: HEALTH RELATED QUALITY
OF LIFEATACCRUAL

Bellardita L.*, Spatuzzi A.L.*, Magnani T.*, Salvioni R.**,

Nicolai N.**, Stagni S.**, Villa S.***, Bedini N.***,
Avuzzi B.***, Procopio G.****, Giganti M.O.*, Rancati T.*,
Valdagni R.*, Donegani S.*
*Programma Prostata, Direzione Scientifica, **SC Urologia,
***SC Radioterapia Oncologica, ****SC Oncologia Medica 2,
Fondazione IRCCS, Istituto Nazionale dei Tumori, Milano

Background. Active Surveillance (AS) is an observational
strategy aimed at avoiding overtreatment in low-risk prostate
cancer (PCa) patients. It is still unclear what kind of impact AS
may have on Quality of Life (QoL).
Methods. We implemented a research aimed at evaluating QoL

of patients undergoing AS. We administered: a) MINI-MAC (sub-
scales: Fighting Spirit, Hopeless, Anxious Preoccupation, Fatalism,
Cognitive Avoidance); b) FACT-P, measuring physical well being
(PWB), social well being (SWB), emotional well being (EWB),
functional well being (FWB) and PCa specific symptoms (PCS); c)
Generic Anxiety, Depression, Interpersonal Sensitivity, Hostility
and Sleep Disorders subscales of The Symptom Checklist 90
(SCL-90). Age and PSA at diagnosis were also analyzed. Between
November 2007 and January 2010, 70 patients were accrued.
Results. No correlation was found between age/PSA and MI-

NI-MAC or FACT-P. MINI-MAC dimensions were all correlated
with EWB and SWB (p between 0.0001 and 0.05): lower EWB
or SWB is correlated with high Fatalism, Anxious Preoccupation,
Avoidance and Fighting Spirit. SCL90 scores for Depression, In-
terpersonal Sensitivity, Anxiety and Hostility were significantly
associated (R2 ≈ 0.66, p <0.0001). Sleep Disorders correlated
with age (p = 0.002). SCL90 was significantly associated with
MINI-MAC or FACT-P:
• patients with higher Hostility (>85th percentile) show greater

Anxious Preoccupation (p = 0.014), greater Helpless-
ness/Hopelessness (p = 0.04) and lower SWB (p = 0.06);

• patients with higher Interpersonal Sensitivity (>85th per-
centile) show greater Anxious Preoccupation (p = 0.05) and
greater Helplessness/Hopelessness (p = 0.03);

• patients with higher Depression (>85th percentile) show lower
PWB (p = 0.006), lower FWB (p = 0.005), lower EWB (p =
0.018) and lower SWB (p = 0.02).
Conclusions. PSA level, considered by patients as a main in-

dicator of PCa gravity, is not correlated to QoL, in terms of ad-
justment to disease and functional, emotional and social well be-
ing. Interestingly, such aspects seem to be more associated with
mental health status and particularly to hostility, interpersonal
sensitivity and depression. The way patients cope with disease is
correlated with perception of emotional and social well being.
Fondazione ProADAMO ONLUS and Fondazione Monzino

supported this study.

E8 BLADDER-SPARING TRIMODALITYAPPROACH
IN ELDERLYUNFIT FOR SURGERY PATIENTSWITH
MUSCLE-INVASIVE BLADDER CANCER: A PHASE II
STUDY

Rozzi A.1, Nappa M.2, Costa A.M.2, Nardoni C.1,
Corona M.1, Spigone B.2, Restuccia M.R.1, Falbo T.3,
Lanzetta G.1
1Medical Oncology Unit, 2Radiation Oncology Unit, Istituto Neu-
rotraumatologico Italiano (INI) Grottaferrata, Rome; 3Experi-
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mental Medicine Department, University of Rome “La Sapien-
za”, Rome

Background. The standard of care for localized muscle-inva-
sive bladder cancer (MIBC) is radical cistectomy. Due to the
presence of major comorbidities radical surgery is often con-
traindicated in elderly pts. Several previous studies demonstrated
the feasibility and efficacy of conservative approach to MIBC.
We evaluated activity and tolerability of TURBT followed by de-
finitive chemoradiotherapy in elderly patients not eligible for
surgery with localized MIBC.
Patients and methods. In our Institution, from January 2002

to May 2006 we consecutively enrolled 31 elderly patients with
locally advanced (T2-4 N0-X) bladder cancer. Characteristics of
pts were as follows: M 23:F 8, median age 74 yrs (range 71-84
yrs), median ECOG PS 1 (range 0-2). In each patient a maximal
TURBT was performed: 20 pts (65%) had pT2 disease, 8 pts
(26%) had pT3 and three pts (9%) were found to have pT4. All
patients were considered, due to presence of major comorbidities,
not eligible for cistectomy. Consequently, after maximal
transurethral tumor resection, they received external-beam radio-
therapy (total dose 60 Gy) plus low-dose weekly gemcitabine at
dose of 150 mg/m2 for the entire duration of radiotherapy.
Results. 8 weeks after the completion of chemo-radiation all

patients were restaged by cistoscopy and thoracic-ab-
dominopelvic CT. A pCR was reported in 23 pts (74%), six pts
(19%) had residual disease (Ta-T1), three pts progressed (7%).
After a median follow-up of 42.3 months the overall 5y-OS was
52% with a 5y-DFS and 5y-specific survival of 48% and 45%,
respectively. Eight pts (26%) developed distant metastases during
follow-up. Toxicity was generally mild: two pts experienced
grade 4 toxicities (cistitis/proctitis). No treatment-related deaths
occurred.
Conclusions. In elderly unfit for surgery pts with localized

MIBC this bladder-sparing trimodality approach demonstrated
satisfactory activity and safety: it could represent an interesting
therapeutic approach in this subgroup of pts.

E9 THE USE OF PEGYLATED LIPOSOMAL
DOXORUBICIN (PLD) INASSOCIATIONWITH
WEEKLY PACLITAXELAS SECOND LINE THERAPY IN
METASTATIC BLADDER CARCINOMA: FINAL
RESULTS

Albanese V., Pizzo T., Galvano A., Piazza D., Macaluso S.,
Provenzano S., Badalamenti G., Intrivici C., Fulfaro F.,
Gebbia N.
Department of Oncology, University of Palermo, Palermo, Italy

Background. There are few data about second line
chemotherapy of metastatic bladder carcinoma. Patients pro-
gressing after cisplatin-gemcitabine first line, receive usually a
taxane based second line of treatment. Doxorubicin is another an-
tiblastic drug often used in this group of patients. PLD is a lipo-
somal formulation of Doxorubicin with significant reduced car-
diac toxicity. PLD can be given safely in elderly patients with
cardiac risk factors or in younger patients with prior exposure to
anthracycline-containing regimen.
Patients and methods. We carried out a phase 2 study to veri-

fy the activity of P 70 mg/m2 weekly day 1-8-15 and PLD 30

mg/m2 every four weeks in patients with metastatic bladder carci-
noma who progressed after cisplatin gemcitabine chemotherapy.
Inclusion Criteria were: age <75, Performance Status (PS) ≤2,
normal kidney and liver function, absence of brain symptomatic
metastases, informed consent.
Results. 23 patients were included, 22 were evaluable for toxi-

city and response, one patient was lost to follow-up. Seven pa-
tients (32%) showed a partial response, eight patients (36%) ob-
tained SD and seven pts (32%) progressed. Median time to pro-
gression was 6 months (range 2-8 months) and median overall
survival was 10 months (range 3-14 months). Haematological
side effects were: Neutropenia G3 in 4 (22%) pts, G1-2 in 9 pts
(40%), thrombocytopenia G1-2 in 7 (32%) pts. The non-haema-
tological side effects were mild. Only 4 (18%) patients experi-
enced grade 2 nausea and stomatitis. G1-2 peripheral sensory
neuropathy was seen in 10 (45%) pts. Hand-Foot syndrome G1-2
occurred in 3 pts (13%). There were no cases of congestive heart
failure and no G3-4 cardiac toxicity.
Conclusions. The treatment with weekly Paclitaxel and PLD

with this schedule appears to have a good toxicity/efficacy ratio
in this subset of patients. Further randomized studies to compare
this association with other regimens or with monochemotherapy
are warranted.

E10 FEASIBILITYOFTWO SEQUENTIALDOSE-DENSE
REGIMENSWITH CISPLATIN-GEMCITABINE-
PACLITAXEL (CGP) AND HD-MVAC IN PATIENTS
WITH METASTATIC TRANSITIONALCELL
CARCINOMAOFTHE BLADDER

Brighenti M.M., Liguigli W., Dalla Chiesa M., Tomasello G.,
Buti S., Negri F., Lazzarelli S., Poli R., Donnini M., Curti A.,
Passalacqua R., Potenzoni M.*, Benecchi L.*
Oncologia, Istituti Ospitalieri di Cremona; *Urologia, Ospedale
di Fidenza (Vaio)

Background. Metastatic transitional cell carcinoma (mTCC)
is a chemotherapy-sensitive malignancy; CGP and MVAC are
two of the most active regimens. With HD-MVAC is possible to
deliver twice the doses of cisplatin and doxorubicin in half the
time improving the overall response rate versus the standard regi-
men, without increasing toxicity.

The administration of two sequential dose dense chemothera-
py regimens may target different cancer cells, avoid drug resis-
tance and improve the response rate.

We conducted this study to explore the efficacy and the feasi-
bility of two dose dense sequential regimens.
Methods. Patients with histological diagnosis of mTCC of the

bladder, PS 0-2 (ECOG), adequate renal function and no previ-
ous systemic regimens were treated with 4 cycles of CGP dose
dense (Gemcitabine 1000 mg/m2 d 1, Paclitaxel 140 mg/m2 d 1,
Cisplatin 70 mg/m2 d 2, PegFilgrastim on day 3, every 2 weeks)
followed by 4 cycles of HD-MVAC (Methotrexate 30 mg/m2 d
1,Vinblastine 3 mg/m2 d 2, Adriamicine 30 mg/m2 d 2, Cisplatin
70 mg/m2 d 2, Pegfilgrastim on day 3, every 2 weeks). After the
first 4 cycles of CGP a computerized axial tomography of the
chest and abdomen was performed.
Results. 18 pts were included: male 80%; median age 66

years; Bajorin risk factors 0: 33%, 1: 40%, 2: 26%. After the 4
cycles of CGP we observed 6.7% RC, 60% PR, 20% SD and
13.3% PD. With the 4 sequential cycles of M-VAC the response
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was enhanced in 33% of the patients with a global 26% of RC,
33% of RP, 20% of SD and 20% of PD. Main grade 3-4 toxicity
included: asthenia (33%), neutropenia non-febrile (26%), febrile
(6.6%), thrombocytopenia (6.6%) and mucositis (13.3%).

Conclusions. The sequential use of CGP dose dense and HD-
M-VAC is promising and feasible. With this regimen we
achieved a 26% of complete response.

A phase II randomized trial comparing this regimen with the
standard of care is warranted.

E11 LIPOSOMALDOXORUBICIN FOR SECOND LINE
TREATMENT OFHORMONE-REFRACTORY
PROSTATE CANCER

Dinota A., Romano R., Bilancia D., Grimaldi A., Di Stasi A.,
Manzione L.
U.O. Oncologia Medica, Azienda Ospedale San Carlo, Potenza,
Italy

Due to a low number of useful chemotherapeutic agents, there
is a pressing need for new agents to treat hormone-refractory
prostate cancer (HRPC) after failure of first line chemotherapy.
Doxorubicin has shown activity in this setting, but its use is lim-
ited by toxicities. Liposomal encapsulated doxorubicin appears to
give enhanced tumour accumulation in some tumour types, and
toxicity appears to be low. Sixteen HRPC patients relapsed after
Taxotere chemotherapy treatment. All patients received liposo-
mal doxorubicin 50 mg/m2 for 6 cycles or until progression. Re-
sponse to therapy was assessed with serial measurements of
serum prostate-specific antigen (PSA) and by serial measurement
of pain levels (using a VAS ranging from 0 to 10). The median
patient age was 72.9 years (range 57-81 years), and the mean fol-
low-up duration was 24 months. The mean pretreatment PSA lev-
el was 430.6 ng/mL (mean 15-2200 ng/mL); All 16 patients were
evaluable for response and toxicity. Five patients (31%) had de-
clines in serum PSA ≥50%, 4 patients (25%) had reduction be-
tween 50 and 25%, 7 patients (44%) progressed during therapy.
Nine patients (57%) had an improvement in pain reduction.
Treatment was well tolerated overall. Neutropenia was the most
common toxicity; in only 2 cases was of grade 3-4. In conclu-
sion, Liposomal doxorubicin is an effective and well tolerated
second-line regimen for the treatment of HRPC. A clinical bene-
fit was seen on the majority of the patients.

E12 A PHASE II PROSPECTIVE STUDYOF
KETOCONAZOLE IN CASTRATION-RESISTANT
PROSTATE CANCER (CRPC) PATIENTS

Verzoni E., Bajetta E., Giganti M.O., Guadalupi V.,
Accolla M., Galassi M., Salvioni R., Biasoni D., Valdagni R.,
Procopio G.
Medical Oncology Unit 2, Pharmacy Unit, Urology Unit, Pro-
state Program, Fondazione IRCCS INT, Milano

Background. Treatment of advanced prostate cancer also in-
cludes the use of an androgen-suppressive hormone therapy fol-
lowed at failure by chemotherapy with taxotere. Aim of the pre-
sent study was to verify the efficacy of ketoconazole in patients
with CRPC previously treated or untreated with chemotherapy.

Methods. From April 2008 to September 2009, 37 CRPC pa-
tients have been treated in our Institution with ketoconazole. The
primary endpoint of the study was the PSA response; the sec-
ondary endpoints were the clinical benefit, the progression-free
survival and the safety profile of the drug. Ketoconazole was ad-
ministered by oral route at the dose of 200 mg every 8 hours con-
tinuous dosing until the onset of serious adverse events or disease
progression. PSA value assessments were carried out every two
months of therapy.

The study was based on a two-step design with an interim effi-
cacy analysis carried out on the first 14 patients accrued.
Results. Main characteristics of patient population were: me-

dian age 75 yrs (range 60-88); baseline mean PSA value 28.8
(4.3-1000); 27 patients previously surgically or radiotherapy
treated for their primary disease; 30 patients previously chal-
lenged with least 2 lines of hormone therapy; 15 patients previ-
ously treated with taxotere.

Biochemical responses accounted for: 2 CR (5%), 6 PR
(16%), 13 SD (35%), and 14 PD (38%). Two patients are not yet
evaluable for efficacy. Overall disease control has been achieved
in 18 out of 37 patients (47%). Clinical benefit (RC + RP + SD
>6 months) has been observed in 29% of cases (11 out of 37 pa-
tients). Among 15 patients resistant to chemotherapy, 5 (33%)
clinical benefit have been recorded. Treatment was feasible and
well tolerated without inducing grade 3-4 adverse events. The
most common grade 1-2 adverse events observed consisted of as-
thenia (27%), vomiting (8%), abdominal pain (8%) and diarrhoea
(3%).
Conclusions. Treatment with low-dose ketoconazole is feasi-

ble and well tolerated. The efficacy turned out satisfactory also in
patients previously treated with chemotherapy.

E13 LONG-TERM OUTCOME OF PATIENTSWHO
REFUSE CYSTECTOMYAFTER RECEIVING
NEOADJUVANT CHEMOTHERAPY
FOR MUSCLE-INVASIVE BLADDER CANCER: A
SINGLE INSTITUTION EXPERIENCE

Atzori F.1, Ionta M.T.1, Dore A.2, Solinas C.1, Loi C.1,
Murgioni S.1, Deidda M.C.1, Chiappe A.1, De Lisa A.2,
Massidda B.1
1Dipartimento di Oncologia Medica, Azienda Ospedaliero-Uni-
versitaria, Cagliari; 2Clinica Urologica, Ospedale SS Trinità,
Cagliari

Background. Radical cystectomy with bilateral pelvic lymph
node dissection and urinary diversion is considered the mainstay
of treatment for muscle-invasive bladder cancer.

However randomized clinical trials showed promising results
of multimodality approach consisting of neoadjuvant chemother-
apy followed by radical cystectomy compared with cystectomy
alone.

The primary objective of this study is to report the long-term
outcome of patients candidates to undergo a radical cystectomy,
who firmly refuse radical surgery after achieving pCR following
initial TUR and neoadjuvant chemotherapy.
Patients and methods. Between 1989 and 2000, 24 pts after

receiving neoadjuvant chemotherapy were included into this ret-
rospective study. All pts were male with a median age of 63 years
(range 41-73). After the initial TUR, 6 out of 24 pts (25%) were
classified as multifocal high grade (G3) pT1; 8 (33%) pts as
moderate grade (G2) pT2; 6 (25%) pts as G3 pT2; 2 (8%) pts as
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G3 pT3. In no occasion the tumor assessment showed the in-
volvement of locoregional lymph nodes (as N0). The neoadju-
vant chemotherapy consisted of 6 courses of M-VEC q28 regi-
men (Methotrexate 30 mg/m2 i.v. on days 1, 15, and 22; Vinblas-
tine 3 mg/m2 i.v. on days 2, 15, and 22; Epirubicin 45 mg/m2 i.v.
on day 2; Cisplatin 70 mg/m2 i.v. on day 2) in 14 pts (58%) or
Cisplatin-Gemcitabine q28 regimen (Gemcitabine 1000 mg/m2
i.v. on days 1, 8, and 15 Cisplatin 70 mg/m2 i.v. on day 2) in 10
pts (42%).
Results. After a median follow-up of 127 months (range 83-

172) the global 5-year disease free survival (DFS) and overall
survival (OS) were 67.6% and 88.9% respectively; the global 10-
year DFS and OS were 50% and 58% respectively. 8 out of 24
pts (33%) are still disease-free; 6 pts died due to other causes (4
pts for stroke, 1 patient for lung cancer, 1 for acute myocardial
infarction); 5 pts developed muscle-invasive relapse: 3 pts with
initial pT2 G2, pT1G3 and pT1G3 accepted to be undertaken to
radical cystectomy and 2 pts were treated with surgical resec-
tions; 5 pts who developed non-muscle invasive relapses, which
have been treated by TURs, are disease-free.
Conclusions. In this study we have shown that a selected cate-

gory of pts with muscle-invasive bladder cancers have the chance
to survive even at long-term without cystectomy after
transurethral resection and neoadjuvant chemotherapy.

E14 PHASE II CLINICALTRIALWITH
PHARMACOKINETIC (PK) AND PHARMACODYNAMIC
(PD) EVALUATION OFMETRONOMIC ORAL
VINORELBINE (V) AND DEXAMETHASONE (D)
IN PATIENTSWITHADVANCED CASTRATION
RESISTANT PROSTATE CANCER (CRPC):
PRELIMINARYCLINICALRESULTS

Derosa L.1, DʼArcangelo M.2, Galli L.1, Fontana A.1,
Cianci C.1, Battaglini P.1, Bona E.1, Stasi I.1, Bursi S.2,
Lucchesi S.4, Bocci G.3, Allegrini G.4, Falcone A.1,5

1Division of Medical Oncology 2, Azienda Ospedaliero-Universi-
taria Pisana, Istituto Toscano Tumori, Pisa, Italy; 2Division of
Medical Oncology, Azienda USL-6 of Livorno, Istituto Toscano
Tumori, Italy; 3Division of Chemotherapy and Pharmacology,
Department of Internal Medicine, University of Pisa, Italy;
4Azienda USL-5 of Pisa, Division of Medical Oncology, Ospedale
di Pontedera, Pisa, Italy; 5University of Pisa

Background. Low-dose metronomic oral V and D have
demonstrated a significant antiangiogenic property in preclinical
studies and an interesting activity without significant toxicity in
clinical trials.
Methods. Patients (pts) with advanced CRPC received as a

continuous fashion oral V 30 mg po three times a week and D 1
mg po daily. Primary endpoint was the percentage of pts free of
progression at 2 months; secondary were: toxicities (NCI-CTC
criteria), activity (PSA reduction ≥50%); objective responses
(RECIST), PFS, OS, pharmacodynamic and pharmacokinetic
evaluations.
Results. To date 23 pts have been enrolled. Main pts charac-

teristics were: median age 74 years (63-85), median PS 1 (0-2),
median baseline PSA level 99.89 ng/ml (20.98-1936.00); main
sites of disease: bone 17 pts (74%), lymph nodes 9 pts (39%),
prostate 13 pts (57%), lung 1 pt (4%). Previous chemotherapy
was administered in 18 pts (78%): 16 Docetaxel, 4 Metronomic

oral Cyclophosphamide, 5 Mitoxantrone, 3 Estramustine and
Epirubicin, 1 VP-16 and Carboplatin, 2 Sorafenib, 1 Sunitinib, 1
Gefitinib. Six pts (26%) received metronomic oral V and D as
first line treatment due to inability to receive standard chemother-
apy or patient’s preference. Twenty-one pts were evaluable for
toxicity and response. Median duration of study drugs adminis-
tration was 90 days (range 28-338 days). The rate of pts free of
progression at 2 months was 76%. No G3-4 non-haematological
toxicities have been observed. Main toxicity was grade 3 anemia
in one pt (5%). A confirmed PSA levels decrease ≥50% was
found in 7 pts (33%). One out of 7 pts evaluable according to
RECIST criteria obtained a PR. Median time to PSA progression
was 2.9 months (range: 1-11.3 months).
Conclusions. Metronomic chemotherapy with oral V plus D

in pts with advanced CRPC showed a preliminary promising ac-
tivity without relevant toxicity. The evaluation of plasma levels
of thrombospondin-1, VEGF and sVEGFR as potential surrogate
marker of antiangiogenic activity of the combination and the
pharmacokinetic profile of oral V and 4-0-deacetyl vinorelbine is
ongoing.

E15 CARDIOVASCULAR TOXICITY IN PATIENTS
TREATEDWITH SUNITINIB FOR METASTATIC RENAL
CELLCARCINOMA (mRCC)

Massari F., Cricca A., Sperandi F., Melotti B., Martoni A.A.
Medical Oncology Unit, S. Orsola-Malpighi Hospital, Bologna,
Italy

Background. Novel targeted agents which have shown clini-
cal efficacy in the treatment of metastatic RCC (mRCC) include
the oral, multitargeted receptor tyrosine kinase inhibitor sunitinib
malate. Cardiotoxicity, and in particular hypertension, is one of
the most frequent side-effects of systemic inhibition of VEGF
signaling. The recognition of this side-effect is an important issue
because poorly controlled hypertension could lead to serious car-
diovascular events. We have done a retrospective analysis on pa-
tients treated with this agent at our Institution over the past 36
months. In accordance with CTCAE Version 3.0, hypertension
was defined as systolic blood pressure >150 mmHg or as dias-
tolic blood pressure >100 mmHg. Grade 3 hypertension denoted
patients who required more than one antihypertensive medication
or who needed an increase in the dosage of their antihypertensive
medication, prescribed at the discretion of patient’s primary
physician.
Patients. A total of 22 consecutive patients with mRCC have

been treated with sunitinib as first-line therapy for a median peri-
od of 10.2 months (range 0.4-33.3). Patient characteristics: medi-
an age: 51 years (range 35-74); median KPS: 100% (range 80-
100%); histology was clear-cell carcinoma in all patients; in 14
patients (64%) there was a history of hypertension controlled by
therapy.
Results. Grade 3 hypertension was seen in 10 patients (45%)

and 8 of them had an anamnestic history of hypertension. All pa-
tients requested an adequate antihypertensive treatment. In a pa-
tient was observed an acute myocardial infarction after 11.9
months of therapy: he had a prior history of hypertension that
was controlled by antihypertensive treatment. No left ventricular
systolic dysfunction at echocardiographic evaluation was seen on
the total series: median LVEF was 64% at baseline, and 63% dur-
ing the treatment. Sunitinib was temporally suspended (more
than 14 days) in 8 patients (36%) and in 4 of them for hyperten-
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sion. Definitive dose reduction was done in 11 patients (50%),
and in 5 of them the reason was hypertension.

Conclusions. Patients undergoing sunitinib, especially those
with a previous history of hypertension and coronary heart dis-
ease, are at increased risk for cardiovascular events and should be
accurately monitored.

E16 LAPAROSCOPIC PRIMARYCYTOREDUCTIVE
SURGERY IN OVARIAN CANCER

Fattizzi N.*, Santoro A.**, Secondino S.**, Accardi A.*,
Bulletti C.*, Vitobello D.*
*Unità di Ginecologia, **Oncologia Medica, Istituto Clinico
Humanitas, Rozzano, Milano

Introduction. The standard treatment for advanced müllerian
cancer, such as ovarian, tubal, and peritoneal cancer, is primary
debulking surgery and postoperative platinum-based chemothera-
py. Previous studies have demonstrated that optimal debulking at
the time of primary surgery improves patient survival. Optimal
debulking rates of experienced centers on gynecologic oncology
reach up to 90% of stage III/IV ovarian cancers. Retrospective
analyses have revealed that survival of the patients who received
neoadjuvant chemotherapy is comparable to that of patients who
underwent direct primary cytoreductive surgery, even though the
former group was older with more advanced disease and had a
poorer performance status. Thus, neoadjuvant chemotherapy ap-
pears to be useful at least for patients with far advanced ovarian
cancer and is allowed as an alternative to the standard treatment
only in patients with apparently unresectable bulky tumors or
poor performance status (NCCN guidelines). The aim of our on-
going study is to evaluate the feasibility and safety of a laparo-
scopic up-front approach for selected patients affected by müller-
ian cancers.

Methods. We analyzed the data relative to 7 consecutive pa-
tients who underwent laparoscopic primary cytoreductive surgery
either after neoadjuvant chemotherapy or as up-front surgery for
unexpected early stage ovarian cancer.

Results. Four out of 7 women had surgery after neoadjuvant
chemotherapy. All the 7 patients had laparoscopic total hysterec-
tomy, bilateral or monolateral salpingo-oophorectomy and multi-
ple biopsies, 5 had omentectomy and systematic pelvic and para-
aortic lymphadenectomy (early stage ovarian cancer). Mean op-
erative time was 168.4 minutes. No evidence of disease was
found after surgery in 5 out of 7 women whilst 2 patients present-
ed a residual tumour smaller than 1 cm. No post-operative com-
plications were observed and no blood transfusion was required.

Conclusions. Laparoscopic up-front surgery for ovarian cancer
seems to represent a safe and feasible approach in selected patients.

E17 TOXICITIES AND DOSE MANAGEMENT IN 137
PATIENTSWITH RENALCELLCARCINOMATREATED
WITH SUNITINIB

Miscoria M.1,2, Tew A.2, Baijal S.2, Pirrie S.2, Holmes S.2,
James N.2, Porfiri E.2
1Azienda Ospedaliero-Universitaria, Udine, Italy; 2Queen Eliza-
beth Hospital, Birmingham, UK

Objective. We analysed efficacy and safety of treatment with
sunitinib in an unselected population of patients with advanced
renal cell carcinoma (aRCC) focussing on toxicity and drug dose
management.
Methods. We retrospectively reviewed clinic annotations and

pharmacy records of aRCC patients, who were treated with suni-
tinib at the Queen Elizabeth Hospital, Birmingham (UK).
Results. 137 consecutive patients were treated between June

2006 and February 2010. ECOG Performance Status (PS) at
baseline was 0-1 in 102 patients and 2-3 in 29. Median time from
diagnosis was 27.9 months, 57 patients were pre-treated, mostly
with immunotherapy. Median overall survival (OS) and progres-
sion free survival (PFS) for the whole group were 18.8 and 11
months respectively. In PS 2-3 patients median OS was 4.9
months and PFS was 2.8 months. Median survival after PD was 4
months. At the time of the analysis 90 patients (65%) had
stopped the treatment because of disease progression (66 pa-
tients) or toxicity (21 patients). The mean daily dose and number
of cycles administered were 37.9 mg and 8.1 cycles. 90 patients
had at least one dose reduction. 65% of all dose reductions oc-
curred during the first 4 cycles. 131 (95%) patients developed
toxicities, which were multiple in 122 patients. Observed toxici-
ties were similar to those previously reported, and mostly oc-
curred within the first 2 cycles. Updated results will be presented
at the conference.
Discussion. In our study OS and PFS were similar to those ob-

served in the pivotal trials. PS 2-3 patients had poor outcomes
and low treatment tolerance. The bulk dose reductions occurred
within the first 4 cycles when the highest incidence of toxicities
was recorded. After dose adjustments, toxicities were manage-
able.

E18 ROLE OFTHE CONSERVATIVE TREATMENT
IN BLADDER CANCER PATIENTS

Santoro M.*, Cicero G.°, Condemi G.°°, Citrino A.*,
Spagnolo F.*, Mirabelli R.*, Battaglia C.*, Greco E.**,
Molica S.*, Pingitore D.*, Arena M.G.§

*Department of Hemato-Oncology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unity of Medical Oncology, Hospital of
Castrovillari; °°Operative Unity of Medical Oncology, Hospital
of Siderno; **Operative Unity of Medical Oncology, Hospital of
Lamezia Terme: §Operative Unity of Medical Oncology, Hospital
of Tropea

Purpose. The optimal treatment of bladder cancer has been a
subject of continuous controversy. In North America, as well as
in Europe, the radical cystectomy is the standard option for inva-
sive bladder cancer. In the western countries the elderly ones
constitute the part of the population in more rapid growth and, in-
sofar, the group to higher risk to develop cancer. The elderly pa-
tients, because of the presence of concomitant pathologies, set to
the clinician particular problems and limitations in the therapeu-
tic planning. Several groups have reported the value of combina-
tion of conservative surgery and radiochemotherapy or radical ra-
diotherapy alone in patients affected by bladder cancer. In this
study we have retrospectively analyzed the prognostic factors in-
fluencing survival and relapse free-survival after radiotherapy
following transurethral resection (TURB) for bladder cancer.
Methods. Between May 2005 and December 2009, 33 pa-

tients with bladder cancer have been treated at the Department of
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Hemato-Oncology, Hospital Pugliese-Ciaccio, Catanzaro. Of
these, 19 patients were treated with radiotherapy alone (RT) and
nine with platin based radio-chemotherapy (RCT) after TURB.
Overall survival (OS) and Relapse-Free Survival (RFS) were an-
alyzed with the Kaplan and Meyer methods.

Univariate analysis was performed for age, grade, R-status af-
ter initial TURB, T-category relevant to the endpoints initial re-
sponse, survival and bladder preservation.
Results. Median age was 78 years (range 66-90 years), while

the median follow-up is 15 months (range 5-42 months). All pa-
tients were treated with three-dimensional conformal therapy
(3D-CRT). The total dose of radiotherapy ranged from 5040 cGy
to 6000 cGy. Complete remissions were achieved at 57% after
RT and TURB. Toxicity was acceptable. Further significant prog-
nostic factors were pT-category and R-status. For all patients sur-
vival was 31% after 2 years and 25% at 4 years, while the re-
lapse-free survival rates were 19% and 15% at 2 and 4 years, re-
spectively. In the univariate analysis the only significant factor
for survival and relapse-free survival and bladder preservation
was the R-status after initial TURB.
Conclusions. In conclusion, treatment of bladder cancer by

TURB and RT alone is an alternative to primary cystectomy, for
the elderly patients. Initial TURB is recommended to be as radi-
cal as possible.

E19 WEEKLYCARBOPLATIN FOR RECURRENT OR
ADVANCED CERVICALAND OVARIAN CANCER

Arcanà C.*, Ingemi M.C.*, Guerrera M.*, Berenato F.*,
Spadaro P.*
*Casa di cura Villa Salus, Messina, Italy

Background. The purpose of this study was to evaluate the
toxicity profile of weekly administration of low-dose Carboplatin
(CARBO) and treatment responses in gynecologic heavily pre-
treated cancer patients (pts).
Patients and methods. Pts had all measurable disease defined

by radiologic exams. Each cycle of treatment consisted of a
weekly administration of Carboplatin at an AUC of 2 on days 1,
8, 15 of a 28 days cycle.
Results. From January 2010 to April 2010 we treated 16 pa-

tients (pts). Median age was 65 years (range 51-86). 6 pts
(37.5%) had a good performance status (PS 0); 4 pts (25%) had
PS 1; 4 pts (25%) had PS 2. 6 pts (37.5%) suffered from hyper-
tension, 4 pts (25%) suffered from diabetes. 6 pts (37.5%) had
ovarian cancer and were not treated with platinum compounds in
the last 6 months; 10 pts (62.5%) had cervical cancer (CC). All
16 pts (100%) had metastatic disease (6 pts (37.5%) peritoneal, 6
pts (37.5%) nodal, 2 pts (12.5%) nodal, kidney and bone, 2 pts
(12.5%) bone). 4 (25%) cervical cancer pts had previously re-
ceived radiotherapic treatment. 16 pts (100%) were pre-treated
with a median of 2 lines of previous chemotherapic regimens. 1
(6.25%) recurrent ovarian cancer (ROC) pt, aged 86, received
CARBO AUC 2 as first line treatment. Median number of admin-
istration was 6 (range 2-12). CARBO was well tolerated in 14 pts
(87.5%). 2 pts (12.5%) had grade 1 neutropenia requiring fil-
gastrim administration but not treatment interruption.

All 16 pts (100%) were evaluable for response. We observed 6
pathological responses (PR) (37.5%) following RECIST criteria.
4 pts (25%) had cervical cancer: 2 pts (12.5%) had a complete re-
sponse (CR) on liver metastases (mts) and 30% on kidney mts; to

1 ovarian cancer pt (6.25%) having a 40% of response has been
suggested to undergo a debulking surgery. We obtained 6 stable
diseases (SD) (37.5%) (2 ROC pts (12.5%) with a 50% reduction
in CA 125, and 4 CC pts (25%)). We observed 4 progression dis-
eases (PD) (25%) in 2 ROC pts (12,5%) and 2 CC pts (12.5%).
Conclusion. Weekly administration of Carboplatin is feasible

and has a good toxicity profile. It seems to show an activity in
heavily pre-treated gynecologic cancer patients.

E20 ADVANCED RENALCELLCARCINOMA (RCC):
MTOR INHIBITORAS III-IV LINE OFTARGET
THERAPY

Ferrari V.D., Fogassi G., Valcamonico F., Amoroso V.,
Arcangeli G., Procopio G.*, Nonnis D., Vassalli L.,
Marpicati P., Grisanti S., Simoncini E.
Spedali Civili di Brescia, Brescia, Italy; *Istituto Nazionale dei
Tumori, Divisione di Oncologia Medica B, Milan, Italy

Background. The inhibition of mTOR blocks the progression
of the cell cycle from G1 to S phase, leading to cell growth arrest
and apoptosis. mTOR and its molecular pathways are supposed
to be activated frequently in RCC; mTOR inhibitors such as
Temsirolimus (CCI779) and Everolimus (RAD001) are effective
for suppressing cell growth. We describe our experience in the
treatment of pts refractory to TKI therapy.
Methods. From September 2008 to March 2010 we adminis-

tered mTOR inhibitors to 27 pts as III line (14 pts) or IV line (13
pts) therapy for advanced RCC. Median age was 71 yrs (range
40-74). Gender was M/F in 14/13 pts. Histology included 1 squa-
mous cell carcinoma and 26 clear cell carcinoma. Metastatic sites
included liver (4 pts), brain (4 pts), pancreas (7 pts), bone (13
pts), nodes and lung (21 pts). We treated 6 pts with Temsirolimus
and 21 pts with Everolimus.
Results. 3 pts experienced grade 2 asthenia, 2 pts had grade 2

skin reactions, 2 pts grade 2 diarrhea. 3 pts had cough, dyspnea,
fever and 1pt stopped Everolimus because chest x-rays were sug-
gestive of interstitial pneumopathy. 1 pt had hyperglycemic syn-
drome with glycemic plasma value more than 500 mg/dl. We did
not find neurotoxicity and hematological toxicity. 4 pts reduced
the dose of mTOR inhibitor for toxicity. 4 pts were valuable for
toxicity only. We obtained disease control in 9 pts (39%): PR in 3
(13%) pts and SD in 6 pts (26%). Median PFS was 6 months
(range 2 -13.5). 13 pts also are alive.
Conclusions. We observed that the treatment of advanced

RCC in pts with good performance status is feasible, and III or
IV line target therapy could increase survival. The key regulator
of cell growth and proliferation is mammalian target of ra-
pamycin (mTOR). In the future we could probably define a se-
quence of treatment to optimize therapy in advanced RCC.

E21 THE ROLE OF SURGICALTREATMENT
OFTHE PANCREATIC METASTASES FROM RENAL
CANCER: A SINGLE CENTER EXPERIENCE

Della Torre S., Toniolo D., Belloni P., Candido P., Cozzi C.,
Zannier F., Corradini G., Bollina R.
Oncology and Hematology Department, Salvini General Hospi-
tal, RHO (MI)
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Background. The pancreas is an uncommon site for metas-
tases. Metastases represent less than 2% of pancreatic malignant
disease, although the incidence is about 12% in autoptic series1.
Renal cell carcinoma (RCC) is one of the possible primary tu-
mors with pancreatic metastatic relapse, and it is often without
systemic involvement. Pancreatic mass can present years after
the nefrectomy. The value of surgical treatment is unclear in such
situations.

Objectives. To evaluate the history and the records of patients
with diagnosis of pancreatic metastases from renal cell cancer,
analyzing primary tumour type, prognostic factors, DFS, type of
surgery, adjuvant treatment and OS.

Methods. We have retrospectively analyzed all patients who
underwent pancreatic resection from 2005 to 2009. We reviewed
the history and the records of patients with diagnosis of pancreat-
ic metastases from renal cell cancer, analyzing primary tumour
type, prognostic factors, DFS, type of surgery, adjuvant treatment
and OS.

Results. 35 patients underwent pancreatic resection during
this period in our single Institute. In 30 cases a primary pancreat-
ic tumour was diagnosticated; pancreatic metastases were discov-
ered in 5 patients. Three cases of renal cell carcinoma metastases
were found (one melanoma, one LNH). All these patients under-
went surgical treatment for renal cancer metastases some years
after the primary tumour surgery. For all of them pancreas was
the only metastatic site. None of the patiens exhibited lymphon-
odal involvement. All patients are still alive with median follow-
up of 19 months (12-26), one is NED and two in sunitinib treat-
ment with response.

Conclusions. A survival advantage can be reached with
surgery when RCC metastases have pancreatic localization. More
patients and prognostic factors must be analyzed but this surgical
approach seems to improve survival in these selected patients as
literature data show.

References
1. Adsay NV et al: Secondary tumors of the pancreas: an analysis of a

surgical and autopsy database and review of the literature. Virchows
Arch, 444: 527-535, 2004.

E22 ROBOTIC RADICAL PARAMETRECTOMY,
PARTIALCOLPECTOMYAND SISTEMATIC PELVIC
LYMPHADENECTOMY FOR OCCULT CERVICAL
CANCER

Fattizzi N.*, Pedrazzoli P.**, Accardi A.*, Bulletti C.*,
Vitobello D.*
*Unità di Ginecologia, **Oncologia medica, Istituto Clinico Hu-
manitas, Rozzano, Milano

Introduction. Histologic diagnosis of invasive carcinoma of the
uterine cervix can occur in case of total simple hysterectomy per-
formed for non oncologic indications (occult cervical carcinoma).

In patients with a FIGO stage IA1 squamous cell carcinoma
the above treatment can be considered appropriate. More ad-
vanced early stage tumours (IA2 to IIA) need a further treatment
(surgery or radiotherapy).

To date there are no studies showing the best therapeutic op-
tion.

Surgical treatment of patients with invasive cervical cancer
who underwent simple hysterectomy ± bilateral salpingo-
oophorectomy is radical parametrectomy, sistematic bilateral
pelvic lymphadenectomy and removal of vaginal cuff, which rep-
resent a both diagnostic and therapeutic procedure.

Traditionally the above operation has been performed by la-
parotomy, but recently mini-invasive surgical approach, i.e. la-
paroscopy, has been spreading.

Literature shows this surgical treatment is at least as safe and
feasible as the laparotomic approach.

The recent introduction of robotic system in gynecologic
surgery has further increased the advantages of minimally inva-
sive surgical treatment of neoplasms.

Our aim is to assess the feasibility and safety of the robotic
radical parametrectomy and pelvic lymphadenectomy in selected
patients affected by cervical cancer.
Methods. We analysed the data relative to 4 consecutive pa-

tients with occult cervical cancer (3 squamous, 1 adeno) who un-
derwent robot-assisted laparoscopic radical parametrectomy, par-
tial colpectomy, systematic bilateral pelvic lymphadenectomy be-
tween September 2009 and April 2010 at the Department of Gy-
necology, Clinical Institute Humanitas, Milan.
Results. Mean age of patients was 55.25. Mean duration of

surgery, hospital stay and estimated blood loss were respectively
307 mins, 4.75 days and 100 mls. No patient had residual tu-
mour. Only one case of pelvic hematoma treated conservatively
who required blood transfusion was observed as complication.
Mean number of lymph nodes (all negative) and length of para-
metria (involved in 1 patient) were 12.25 and 36.17 mms. One
patient required adjuvant radiotherapy.
Conclusion. Robotic radical parametrectomy represents a safe

and effective alternative to radiations in occult cervical cancers.

E23 WHICH IS THE BEST TREATMENT FOR CLINICAL
STAGE I TESTICULAR SEMINOMA?ACRITICAL
APPRAISAL

Pizzocaro G., Guarneri A.
Milan University, Urologic Clinic 2nd, S. Giuseppe Hospital, Mi-
lano, Italy

Introduction and objectives. There are 3 options in the man-
agement of stage I testicular seminoma: radiotherapy, carboplatin
and surveillance. The results of these 3 treatments will be dis-
cussed.
Methods. Conclusions of the most significant papers in the

English literature 1999-2010 are synthetically reported.
Results. Radiotherapy: “Adjuvant radiotherapy confined to

the para-aortic (PA) lymph nodes is associated with reduced
hematologic, gastrointestinal and gonadal toxicity, but with high-
er risk of pelvic recurrence”1: nevertheless it is recommended.
“Treatment with 20 Gy is unlikely to produce relapse rates more
then 3% higher than for 30 Gy”2. “Secondary cancer risk is ex-
pected to be equal or lower with 20 Gy than with 30 Gy”3: 20 Gy
PA became gold standard.

Carboplatin: “Non-inferiority of (single dose) carboplatin to
radiotherapy in the treatment of stage I seminoma”4. “After two
doses of carboplatin no relapse was observed”5. “Risk adapted
strategy: surveillance for good risk, and two carbo doses for high
risk”6.
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Surveillance: “203 patients recruited in 1981-1993 had 35 re-
lapses: 5 occurred after more then 5 years follow-up”7. “164 pts
recruited in 1980-2004 had 22 relapses (13%): six of 13 patients
treated with salvage PA radiotherapy relapsed again and one
died” 8.

Discussion and conclusion. The cure rate of pure testicular
seminoma is approximately 100%: death is occasional, and
sometime iatrogenic. Any treatment has side effects, and follow-
up of large controlled studies never covers the minimum 5-year
follow-up of the last enrolled patient. Only longitudinal surveil-
lance studies give complete information on the natural history of
the disease and might cure patients without overtreatment.

References
1. J Clin Oncol, 17: 3004-3005, 1999.
2. J Clin Oncol, 23: 1200-1208, 2005.
3. Int J Radiat Oncol Biol Phys, 70: 853-858, 2008.
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6. J Clin Oncol, 23: 8717-8723, 2005.
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8. Eur Urol, 57: 673-678, 2010.

E24 SAFETYOF EVEROLIMUS IN PATIENTS
WITH METASTATIC RENALCELLCARCINOMA
PREVIOUSLYTREATEDWITH VEGF/VEGFR
INHIBITORS

Sabbatini R.1, Masini C.1, Ferrari A.2, Del Giovane C.1,
Conte P.F.1
1Department of Oncology, Hematology and Respiratory Disea-
ses, Azienda Ospedaliero-Universitaria, Policlinico di Modena;
2Oncology Department, Ramazzini Hospital, Carpi, Modena

Everolimus is an oral inhibitor of mTOR, a key kinase regulat-
ing cell proliferation, metabolism and angiogenesis. A phase III
study has demonstrated antitumor activity in RCC patients (pts)
after progression on VEGF inhibitors. In order to better define
the feasibility of this salvage treatment in an unselected popula-
tion of patients, we have evaluated the safety and tolerability of
everolimus administered at the dose of 10 mg/d po to 22 adult pts
with clear-cell mRCC progressing on cytokines, sunitinib and/or
sorafenib (10 pts received three or more treatments including
sunitinib and sorafenib, 10 pts received two treatments and 2 pts
only sunitinib). The median age of pts was 65 years (range 47-
82); all pts had prior nephrectomy; according MSKCC prognos-
tic classification, 3 pts (14%) were at good prognosis, 14 (63%)
at intermediate prognosis and 5 (23%) at poor prognosis. To date,
median duration of treatment was 126 days (range 30-390); dis-
ease control was achieved in 11 pts (1 PR, 10 SD); median PFS
and OS were 7 months and 8 months, respectively. No grade 4
adverse events were observed. The most common grade 1/2 ad-
verse events (AEs) were anemia (45%), mucositis (25%), fatigue
(18%), hypercholesterolemia (18%), dyspnea (18%). 14% of pts
experienced grade 3 anemia and 4% mucositis. These data con-
firm that everolimus has an acceptable safety profile also in an
unselected population of patients resistant to VEGF inhibitors.

E25 THE ROLE OFADJUVANT CHEMOTHERAPY
IN THE TREATMENT OFOVARIAN CANCER

Drudi F.1, Tassinari D.1, Arcangeli V.1, Carloni F.1, Fabbri
P.2, Santelmo C.1, Gianni L.1, Fantini M.1, Affatato A.A.1,
Pasini G.1, Rosati F.3, Veneroni L.4, Ravaioli A.1
1Department of Oncology, City Hospital Rimini, Italy; 2Depart-
ment of Oncology, City Hospital Cattolica, Italy; 3Department of
Gynecologic Oncology, 4Department of Surgery, City Hospital
Rimini, Italy

Background. To assess the role of adjuvant chemotherapy and
second look surgery in radically resected ovarian cancer.
Methods. The records of all the consecutive patients referred

to our department and affected by ovarian cancer and treated
with primary surgery were reviewed and included into our out-
come analysis. The following information were collected for all
patients: age at time of diagnosis, histological characterization,
FIGO staging, adjuvant chemotherapy (if any) and regimen
schedule, residual disease (if any) after surgery, second look
surgery (if performed), and the date of death or last follow-up.
The role of age, histological characterization, disease after prima-
ry surgery, adjuvant chemotherapy and second look surgery were
analyzed as prognostic factors, using the Cox regression model,
and assuming an alpha error of 5% as index of statistical signifi-
cance.
Results. 81 patients were reviewed in the outcome analysis.

The mean age was 57 (range 29-98); 23 patients were affected by
FIGO I disease, 8 patients by FIGO II disease, 42 patients by FI-
GO III disease, and 8 by FIGO IV. 49 patients were affected by
serous tumors, 16 by endometroid tumors, 8 by clear-cell tumors,
3 by mucinous tumors and 5 by other rare hystologies. 30 pa-
tients underwent adjuvant chemotherapy (carboplatin or paclitax-
el-carboplatin), and 24 patients underwent second look surgery
after adjuvant chemotherapy. The age at the time of diagnosis (p
= 0.008), the use of adjuvant chemotherapy (p = 0.015), and hys-
tologyc characterization (p = 0.022) were identified as indepen-
dent prognostic factors using the Cox regression model, while the
second look surgery was not identified as a statistical significant
independent prognostic factor (p = 0.55).
Conclusion. Our data confirm the role of adjuvant chemother-

apy as independent prognostic factor of improved outcome after
primary surgery, while second look surgery does not confirm any
prognostic significance in the comprehensive approach of the pa-
tients with ovarian cancer.

E26 INTERLEUKIN-2 (IL-2) CHRONO-INFUSION (CHI)
IN METASTATIC RENALCELLCARCINOMA (mRCC):
A PHASE I-II STUDY

Lo Re G.*, Tumolo S.*, Garbeglio A.+, Santeufemia D.A.*,
Lenardon O.+, Del Conte A.*, Ius A.*, Nicolosi G.L.^,
Mancinelli P.°, Spaziante R.°°
*Oncology Unit, +Urology, ^Cardiology, °Radiology,°°Nuclear
Medicine, Azienda Ospedaliera “Santa Maria degli Angeli”, Ge-
neral Hospital, Pordenone, Italy

Background. High prolactine, GH and low cortisole levels in-
crease Th1 citokine activity in the night rest.Circadian rhythm
(c.r) regules cytokines and hormone incretion (low incretion of
TNF alfa, IL-1-beta and pick of memory T cell helper and
HLA/DR in the night). Considering the c.r abnormality in cancer
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patients (pts) and the ability of chi to revert it, aim of the study
was to evaluate toxicity and activity of chi IL-2 and its immuno-
logical aspects.
Methods. MRCC, age <70 years, PS ≤2, adequate organs

function. Treatment: chi IL-2 in 8 h i.v. (day 1-3) q14, at h 09
pm-5 am (pick(p) 1am, 5am-1 pm (p 9 am) and 1 pm-9 pm (p 5
pm) for 4 induction or q21 for 4 maintenance cycles (cy). Start
dose was 2 MIU/m2 Level (Le) I until 18.6 MUI/m2 on Le VI
(Fibonacci model).
Results. Of 22 pts, M/F 16:6, median (med) age 68 y, range

44-74, med PS 1, naïve/prev. treat.15/7 pts. Metastases: lung 16,
liver 4, other 27 pts. Three pts entered onto each Le (I-V) and 7
in VI. Cy N°:107. MRDI for each Le were: 98.5% (I), 91% (II),
89% (III), 85% (IV), 88% (V), 65% (VI). Toxicity G3-4: hypo-
tension 2, renal 2, GI 2 (VI Le). Response: CR + PR 14%. ODC
was 54% and 69% in whole group and 1-2 Motzer group respec-
tively. One PR and 2 SD were observed in 7 pretreated pts with a
duration of 4+, 5+, 25+ mos. The median PFS and OS were 2
(range 1-44+) and 8.5 (range 2-48+) mos respectively. Immuno-
logical response was superimposable in all response categories.
Conclusion. IL-2 chi resulted feasible and active in MRCC.

Toxicity was tolerable and recommended dose was 14 MUI/m2.
This treatment may be considered in good-intermediate prognos-
tic groups.

E27 SUNITINIB-SORAFENIBAS SEQUENTIAL
APPROACH FOR PATIENTSWITH METASTATIC
RENALCELLCARCINOMA (MRCC)

Banna G.L.1, Massari F.2, Cricca A.2, Lipari H.1,
Buscarino C.1, Martoni A.A.2
1S.C. di Oncologia, A.O.U. Vittorio Emanuele, Policlinico Cata-
nia; 2Medical Oncology Unit, S. Orsola-Malpighi Hospital Bolo-
gna, Italy

Background. Optimal sequencing of molecularly targeted
agents currently available for MRCC has not yet been defined.
Preclinical data, small retrospective and some prospective studies
suggest the absence of cross-resistance between the oral small
multi-tyrosine kinase inhibitors sunitinib (SUN) and sorafenib
(SOR), and patient benefit with their sequential use. To evaluate
feasibility, toxicity and efficacy of a sequential approach with
sunitinib followed by sorafenib.
Methods. Patients with MRCC, aged 18-75, MSKCC score

favorable or intermediate, observed from March 2007 to April
2010, were treated with SUN 50 mg daily for 28 days (q42) fol-
lowed by SOR 400 mg bid in case of PD or unacceptable toxici-
ty. Disease evaluation by CT scan was performed every 2 cycles
of SUN and every 2 months of SOR. Primary endpoint was pro-
gression-free survival (PFS).
Results. Forty-eight patients were treated with SUN: 32 (67%)

males, 16 (33%) females; median age 59 years (range 35-74); 29
(60%) favorable MSKCC score, 19 (40%) intermediate; 22
(46%) with time to metastases <1 year; 29 (60%) ≥2 metastatic
sites. The median of SUN cycles was 5 (range 1-19); in 22 pa-
tients (46%) SUN was reduced to 37.5 mg, in 8 (17%) to 25 mg.
Sixteen out of 27 assessable patients (60%) received SOR. The
median of SOR cycles was 2.5 (range 1-10). In 7 patients (44%),
SOR was reduced to 400 mg daily; 6 of those due to previous
SUN reduction; in 3 patients (19%) the dose was thereafter in-

creased. Median first and second PFS were 14.4 months (CI
95%, 13.3-15.9) and 3.4 months (CI 95%, 3.2-4.3), respectively.
Disease control rate (= CR + PR + SD) was 93% with SUN and
80% with SOR. Median OS was 27.8 months (CI 95%, 24.7-
31.4). The most frequent (≥10%) G3-4 adverse events for
SUN/SOR were, respectively: hypertension 33%/6%; fatigue
15%/12.5%; diarrhoea 10%/6%.

Conclusions. A sequential approach with sunitinib-sorafenib
for MRCC is feasible and seems to be active. SOR following
SUN is well tolerated.

E28 LAPAROSCOPIC PARA-AORTIC
LYMPHADENECTOMY IN OVARIAN CANCER

Fattizzi N.*, Pedrazzoli P.**, Santoro A.**, Accardi A.*,
Bulletti C.*, Vitobello D.*
*Unità di Ginecologia, **Oncologia medica, Istituto Clinico Hu-
manitas, Rozzano, Milano

Introduction. Primary surgery followed by platinum/taxane-
based chemotherapy is the standard therapy in advanced ovarian
cancer whereas medical treatment is not mandatory in early stage
(G1-2 Ia-Ib) ovarian cancer. Incidence of pelvic and para-aortic
lymph node metastases is relatively high even in early-stage ep-
ithelial ovarian cancer so that pelvic and/or aortic lymph nodes
dissection represents an important part of surgical stadiation of
apparent early stage ovarian cancer. In fact it’s useful to deter-
mine the presence of microscopic disease not detectable with ra-
diological exams (CT, MRI, PET-CT) at the level of the above
lymph glands. Moreover, aortic lymphadenectomy is an appro-
priate treatment for isolated metastasis in that area given that
there’re strong evidences that complete optimal secondary cy-
toreductive surgery for recurrent epithelial ovarian cancer pre-
senting as isolated node metastases is achievable in the majority
of cases and is associated with a favorable long-term survival
outcome.

Methods. We present the data relative to 13 consecutive pa-
tients affected by epithelial ovarian cancer treated laparoscopical-
ly at the same institution by the same surgical equipe between
October 2009 and April 2010. Six procedures were done with the
intent of re-staging after primary cytoreduction and adjuvant
chemotherapy, five due to a radiological suspicion of nodal
metastasis and two as part of surgical staging of apparent early
stage cancer.

Conclusions. Technically laparoscopic approach to para-aortic
lymph nodes dissection is feasible and safe.

E29 ARETROSPECTIVEANALYSIS OF SEQUENTIAL
USE OFTHE TYROSINE KINASE INHIBITORS
SORAFENIBAND SUNITINIB IN METASTATIC RENAL
CELLCARCINOMA

Calvani N., Chetrì M.C., Cinefra M., DʼAmico M., Fedele P.,
Marino A., Mazzoni E., Nacci A., Orlando L., Rizzo P.,
Schiamone P., Sponziello F., Cinieri S.
Medical Oncology Division and Breast Unit, Sen. A. Perrino
Hospital, Brindisi, Italy
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Few data are available about efficacy of sequential use of the
tyrosine kinase inhibitors (TKI) sorafenib and sunitinib in
metastatic renal cell carcinoma (MRCC). To determine whether
cross-resistance occurs between these two drugs we analyzed the
outcome in 9 patients with MRCC who had received sorafenib
followed by sunitinib or vice versa. From January 2006 and April
2010, 6 patients received sorafenib while 3 received sunitinib
first. All patients fell into the category of good/intermediate risk
according to the MSKCC prognostic scoring system.

In the sorafenib-sunitinib group mean progression-free sur-
vival (PFS) was 10.4 months with sorafenib and 9.2 with suni-
tinib. Mean age was 66.5 years, 5 of 6 had a clear cell histol-
ogy and only 2 received a prior cytokine treatment. In the suni-
tinib-sorafenib group mean PFS was 2.7 months with sunitinib
and 3 with sorafenib. Patients in this group were younger with
a mean age of 56.7 years, 2 of 3 had a non-clear cell histology
and only 1 received a prior cytokine treatment. Interestingly,
mean total PFS was 19.7 months in the sorafenib-sunitinib
group and only 5.7 in the sunitinib-sorafenib group (HR 0.14,
95% CI 0.001 to 0.23, p = 0.0024 by log rank test). The so-
rafenib-sunitinib sequence was better tolerated with less dose
reductions and temporary drug discontinuations due to less
grade 3-4 toxicities.

Overall, our data suggest that sequencing sorafenib and suni-
tinib is associated with clinical benefit in MRCC and support the
conclusion of the lack of absolute cross-resistance between TKI.
The order of sequencing may also matter since we observed a
longer total PFS in patients treated with sorafenib followed by
sunitinib compared with the reverse condition. The latter obser-
vation needs to be confirmed in a prospective study with a larger
and more homogeneous cohort of patients.

E30 SKIN METASTASIS OF NEUROENDOCRINE
PROSTATIC CARCINOMAEFFECTIVELYTREATED
BYCARBOPLATIN, ETOPOSIDEAND SOMATOSTATIN
ANALOGUES: ACASE REPORT

Ciorra A.A.2, Rossi R.2, Sciacca V.2, Capparella V.1,
Pace R.1, Rauco A.1, Morandi M.G.1, Desantis G.1, Lugini A.1
1Medical Oncology, “San Camillo de Lellis” Hospital, Rieti,
Italy; 2Medical Oncology, “S. Maria Goretti” Hospital, Latina,
Italy

In men with advanced, metastatic prostate cancer, hormone
therapy is almost universally accepted as the initial treatment of
choice and produces good responses in most patients. However,
many patients will relapse and become resistant to further hor-
mone manipulation; the outlook for these patients is poor. Neu-
roendocrine (NE) cells are a distinct epithelial cell compartment
of the normal human prostate gland: NE phenotype is emerging
as an important factor in the prognosis, evolution and progression
of prostate cancer. CgA appears to be the most sensitive marker
and is most frequently used for detecting NE phenotype either at
the tissue level or in the general circulation. Elevated plasma
CgA levels are frequently observed in hormone-refractory dis-
ease and correlate with poor prognosis. Somatostatin analogs
have become increasingly important over the years in the treat-
ment of patients with neuroendocrine tumours. Metastatic in-
volvement of the skin is a very unusual presentation of prostatic
cancer.

We report a case of a 60-year-old man affected by skin and
nodal lesions of prostate cancer.

From 10/2007 to 09/2009 the patient received hormonal ab-
lation; on 10/2009 CT revealed nodal PD; was associated with
the appearance of skin lesions spread. We performed an exci-

sional biopsy of skin lesion, histopathology showed the survey
to be metastasis of prostate adenocarcinoma poorly differenti-
ated phenotype, highlighting the following: AE1/AE3 (+), CK7
(-) racemasi/p504s (+/-). TTF1 (-), thyroglobulin (-), chromo-
granin A and synaptophysin (+). From 11/2009 to 03/2010 the
patient received chemotherapy with carboplatin (area under the
curve 5, day 1) and etoposide (80 mg/m2/day from days 1 to 3),
repeated every 3 weeks and sandostatin LAR 20 i.m. every 4
weeks.

Only 3 months after treatment a CT showed reduction of nodal
involvement and the disappearance of skin lesions.

Combining carboplatin, etoposide and sandostatin is active
and well tolerated.

It would be necessary a study to evaluate the combination effi-
cacy in an adequate sample of patients with neuroendocrine pro-
static carcinoma.

E31 ARETROSPECTIVEANALYSIS OF CONTINUING
ANDROGEN DEPRIVATION IN HORMONE-
REFRACTORY PROSTATE CANCER

Sponziello F., Calvani N., Chetrì M.C., Cinefra M.,
DʼAmico M., Fedele P., Marino A., Mazzoni E., Nacci A.,
Orlando L., Rizzo P., Schiamone P., Cinieri S.
Medical Oncology Division and Breast Unit, Sen. A. Perrino
Hospital, Brindisi, Italy

Few data are available about efficacy of continuing androgen
deprivation in hormone-refractory prostate cancer (HRPC). In
this context we analyzed the outcome of 9 patients with HRPC
who had received cytotoxic chemotherapy with docetaxel plus
steroids maintaining (n = 4) or not (n = 5) testicular androgen
suppression with LHRH analogues.

All patients in the chemotherapy + LHRH analogue group
achieved a clinical response as defined by improvement of symp-
toms and PSA reduction ≥50%. On average, 1.7 cycles of
chemotherapy were required. Patients treated with only
chemotherapy and steroids showed a trend to a lower response
rate. Indeed, in this group a significant PSA reduction was ob-
tained only in 3 of 5 patients after a mean of 5 cycles. Only 1 pa-
tient received docetaxel with the weekly schedule due to age.

Overall, our data confirm the general thought that continuing
androgen deprivation may be still beneficial in HRPC and sup-
port the conclusion of a possible synergistic effect between tes-
ticular suppression with LHRH analogues and cytotoxic
chemotherapy with docetaxel. Although commonly applied in the
clinical practice, this hypothesis needs to be finally tested in a
large prospective study.

E32 PEMETREXEDAS SECOND-LINE
CHEMOTHERAPY FOR CASTRATION-RESISTANT
PROSTATE CANCER (CRPC) AFTER DOCETAXEL
FAILURE: RESULTS FROMAPHASE II STUDY

Caffo O.1, Fratino L.2, Barbieri R.3, Perin A.4, Martini T.5,
Sava T.6, Segati R.7, Vaccher E.2, Bassan F.B.4,
Pappagallo G.8, Galligioni E.1

Medical Oncology Departments of 1Trento, 2Aviano, 3Mantua,
4Thiene, 6Verona, 7Feltre, 8Mirano; 5Urology Department of
Bolzano, Italy
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Background. Although there is no standard treatment after
docetaxel failure in patients with castration-resistant prostate can-
cer (CRPC), second-line chemotherapy is increasingly required.
Its mechanism of action and toxicity profile make pemetrexed
suitable for testing in this setting.

Patients and methods. Patients with docetaxel-resistant CR-
PC received pemetrexed 500 mg/m2 every three weeks for six
courses. The usual premedication with vitamin supplementation
and dexamethasone prophylaxis was regularly administered. The
primary endpoint was the PSA response rate after six pemetrexed
courses. A Simon two-stage design was used to test the null hy-
pothesis that the PSA response rate was ≤20% and the alternative
hypothesis that the PSA response rate was ≥40%.

Results. The patients received a total of 68 courses (median
3 per patient; range 1-8), 85% of which were administered at
the scheduled time: 10 courses were delayed because of hema-
tological toxicity (7), non-hematological toxicities (1), or per-
sonal reasons/other causes (2 courses). Six patients completed
the protocol and received all six pemetrexed courses: the treat-
ment was continued for two further courses in three cases. The
treatment was discontinued early in 13 patients: six received
only one course, three received two courses, two received three
courses, and the remaining two received four courses. The rea-
sons for early discontinuation were unacceptable toxicities in
seven patients and early progression in six. The biochemical re-
sponse rate was 10.5% (95% CI 1.3-33.1%), with two patients
showing a reduction in prostate specific antigen (PSA) of
≥50%. The null hypothesis that the PSA response rate would be
less than 20% was therefore accepted, and patient accrual was
stopped after the evaluation of the 19th patient. The 1-year
overall survival rate was 61.5%, with a median survival of 14
months.

Conclusion. Our experience with pemetrexed in CRPC pa-
tients appears discouraging in terms of activity and toxicity. No
further studies of this drug should be performed in CRPC pa-
tients.

E33 ETOPOSIDE, ESTRAMUSTINEAND PSARESPONSE
IN PREVIOUSLYTREATED HORMONE REFRACTORY
PROSTATE CANCER PATIENTS (HRPC)

Pavese I., Satta F., Fabbri M.A., Burattini E., Todi F.,
Coiro G., Palombo B., Alimonti A., Mancuso A.,
Capuano G., Di Palma M.
Oncology Department, Ospedale S. Pietro Fatebenefratelli, Roma

It’s well known that patients with hormone refractory prostate
cancer (HRPC), who progressed after first or second line
chemotherapy, have not realistic therapeutic possibilities. Andro-
gen and androgen receptor interactions are crucial for disease de-
velopment and subsequent progression. In preclinical models the
topoisomerase II inhibitor etoposide has shown to interfere with
androgen mediated cell growth and can reduce both intracellular
and secreted PSA levels. So, etoposide can be considered not on-
ly a classical cytotoxic drug but even an agent that directly tar-
gets androgen receptor function.

From February 2007 to September 2009 in our department, 22
patients were enrolled. All had HRPC progressed after docetaxel
and mitoxantrone treatment and all were almost asymptomatic
(ECOG PS 0-1). Patients received oral estramustine (10 mg/kg/die
continuously) and intravenous etoposide (100 mg/m2/die 1-3 in a 21
days cycle) until disease progression or grade 4 toxicity develop-
ment. Disease progression was defined as rising PSA over 25%
from baseline or appearance of new lesions on radiological evalua-
tion. PSA level was detected at every cycle. Median number of cy-
cles administered was 4 (range 2-8). 12 patients (57%) experienced
a decreased level of PSA >50% from baseline. Overall median time
to progression was 5 months (range 3-11). There was no correlation
between PSA decrease and radiological response. Observed toxici-
ties (none more than grade 3) were thrombocytopenia, anemia, nau-
sea and diarrhea, all easily manageable in outpatient fashion.

We conclude that in our experience combination of estramus-
tine and etoposide is an active and well tolerated regimen in
heavily pretreated and outpatient HRPC. Is ongoing quality of
life evaluation and assessment of in pain reduction rate.
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F1* A PATTERN OF POLYMORPHIC VARIANTS
AT THE CDKN2 LOCUS IS ASSOCIATEDWITH BOTH
SUSCEPTIBILITYAND PROGNOSIS IN MELANOMA
PATIENTS

Casula M.1, Budroni M.2, Cossu A.3, Ascierto P.A.4,
Mozzillo N.4, Canzanella S.5, Palomba G.1, Colombino M.1,
Muggiano A.6, Palmieri G.1
1Istituto di Chimica Biomolecolare, CNR, Sassari; 2Servizio di
Epidemiologia, ASL1, Sassari; 3Istituto di Anatomia Patologica,
AOU, Sassari; 4Istituto Nazionale Tumori Pascale, Napoli; 5As-
sociazione House Hospital Onlus, Napoli; 6Ospedale Oncologico
Businco, Cagliari, Italy

Background. Impairment of p16CDKN2A protein expression has
been demonstrated to contribute to melanoma progression as well
as to correlate with a shorter overall survival. Toward the charac-
terization of a genetic profile with prognostic value within the
CDKN2 locus (which harbors the CDKN2A gene, encoding
p16CDKN2A and p14CDKN2A proteins, and the CDKN2B gene, en-
coding p15CDKN2B protein), we here analyzed single nucleotide
polymorphisms (SNPs) in order to determine whether a SNP
genotype may have prognostic role in melanoma.

Methods. Nine SNPs spanning the CDKN2 locus were inves-
tigated jointly by logistic regression among 383 healthy controls
and 396 patients with melanoma originating from South Italy.
Among patients, 325/396 (82%) presented localized disease and
the remaining 71 (18%) had regional nodal involvement. After
obtaining individuals’ written consent, genomic DNA from cases
and controls was screened using an automated sequencing ap-
proach. Statistical tests were computed by Stata Software.

Results. The coexistence of T/T genotype in three SNPs
(rs2811710, rs2518720, and rs2811708) spanning the coding ex-
on 1α, the first intron, and the regulatory flanking DNA at the 5’-
end of p16CDKN2A was strongly associated with melanoma [p
<0.0001; OR 5.63; 95% CI 2.96-10.7]. No other combination of
genotypes presented a frequency significantly higher in
melanoma patients than in controls. After a median follow-up of
68 months (range 13-212), patients carrying the identified geno-
type presented a lower overall survival in comparison with those
presenting different combination of genotypes at the CDKN2 lo-
cus. Using the Cox model for a multivariate analysis, the disease
stage [p <0.001; HR 2.05; 95% CI 1.43-2.98] and the presence of
the T/T genotype in rs2811710-rs2518720-rs2811708 SNPs [p =
0.047; HR 1.54; 95% CI 1.17-1.91] remained the parameters with
a significant impact on prognosis.

Conclusions. If confirmed in other populations, such a poly-
morphic pattern might become an useful marker for both
melanoma risk and outcome. Our findings further support the
general idea that a better understanding of the relationship be-
tween underlying biological factors may lead to improvements in
disease management.

F2* MARKERS OF EFFICACY IN SUNITINIB
RECEIVING PATIENTS, THE ROLE OFTSH

Baldazzi V., Tassi R., Lapini A.*, Lunghi A., Brogi L.,
Pellegrini E., Santomaggio C., Carini M.*, Mazzanti R.
Oncologia Medica 2, *Urologia 1, AOU Careggi, Firenze

Introduction. Since 2006 thyroid dysfunction has been de-
scribed in patients undergoing Sunitinib. An association between
hypothyroid state and improved outcomes has been suggested in
cancer patients. We present our prospective evaluation of newly
onset hypothyroidism and its relationship with patient’s outcome,
in a cohort of front line Sunitinib-receiving patients affected by
metastatic renal cell carcinoma (MRCC).

Patients and methods. Between July 2007 and June 2009, 23
patients affected by MRCC referred to our institution. They all
received a first line 50 mg Sunitinib daily, according to the clas-
sic 6-week schedule.

All patients had normal thyroid function at baseline.
Thyroid function tests, inclusive of serum TSH, free triiodoty-

ronine (fT3) and free thyroxine (fT4), were evaluated at the be-
ginning and at the end of every cycle.

Before the beginning of treatment resulted within a normal
range in all patients.

Results. During Sunitinib administration 14 patients (60.9%)
showed at least one elevated TSH level.

During a complete cycle of treatment, an alternate course of
TSH concentration was detected, with higher levels on the last
day of Sunitinib administration, while during off period TSH lev-
els usually fell down to normal or at least to lower levels, sug-
gesting a direct relationship between Sunitinib administration and
thyroid function abnormalities.

Progression Free Survival (PFS) was evaluated according to
thyroid function. Median PFS was 9.6 months in all patients, but
resulted significantly longer (11.4 months vs 6.6 months) in those
who showed a TSH elevation, as compared to those euthyroid.

A survival analysis (Figure), according to Kaplan-Meier
method for survival, showed a slight but statistically significant
survival advantage in hypothyroid patients (p = 0.03).

Conclusion. A direct correlation between Sunitinib-induced
thyroid dysfunction and clinical outcome was observed. Under-
standing the biology and etiology of Sunitinib-induced thyroid
dysfunction and assessing its correlation with treatment outcome
may help to define the role of thyroid dysfunction as a surrogate
marker for efficacy of Sunitinib in pts with advanced RCC.

F3* GENE EXPRESSION OF SOMATOSTATIN
RECEPTOR SUBTYPES SSTR2a, SSTR3AND SSTR5
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IN PERIPHERALBLOOD OF NEUROENDOCRINE
LUNG CANCERAFFECTED PATIENTS

DʼAlessandro V.1, Muscarella L.A.2, la Torre A.2, Freda M.1,
Copetti M.3, Parrella P.2, Boragine R.1, Pellegrini F.3,
Maiello E.5, Frusciante V.4, Fazio V.M.2, Vendemiale G.1
1Internal Medicine Department, 2Laboratory of Oncology, 3Unit
of Biostatistics, 4Unit of Nuclear Medicine, 5Unit of Oncology,
IRCCS “Casa Sollievo della Sofferenza” Hospital, San Giovanni
Rotondo (FG), Italy

Background. Somatostatin (SS) acts as an universal en-
docrine off-switch, and also inhibits the growth of neuroen-
docrine tumours through its specific receptors (SSTRs). Somato-
statin receptors are G-protein-coupled receptors, which are en-
coded by five separate genes (SSTR1-5). Short peptide analogues
demonstrate specific binding only for the subgroup consisting of
SSTR2a, SSTR3 and SSTR5. Moreover, previous studies reported
that expression of mRNA for SSTR2a correlated with therapeutic
outcome in patients with carcinoid tumours treated with somato-
statin analogues.

Purpose. To develop and apply a Real Time Quantitative PCR
technique (RT-QPCR) to compare and contrast the mRNA levels
of SSTR2a, SSTR3 and SSTR5 in Neuroendocrine Lung Cancer
affected patients.

Methods. Peripheral blood samples from 21 neuroendocrine
lung cancer affected patients (14 SCLC, 6 LC and 1 LCNEC)
and 24 healthy blood donors were investigated by RT-QPCR.
mRNA levels for SSTR2a, SSTR3 and SSTR5 were measured in
peripheral blood samples with an absolute quantification method
using plasmid dilutions as calibration curves and GAPDH as
housekeeping gene for normalization of data.

Results. A statistically significant increase in target ge-
nes/GAPDH copy number ratio was found for SSTR2a (median
38; IQR 22-141) and SSTR5 (median 51; IQR 19-499) in neu-
roendocrine lung cancer affected patients as compared with sam-
ples from healthy blood donors (p ≤0.0003 and p ≤0.0005). For
SSTR3 the median target genes/GAPDH copy number ratio was 7
(IQR 0-19) and no statistically significant differences were de-
tected as compared with levels of mRNA expression in healthy
blood donors (p = 0.19). Cut off values were calculated on the
basis of ROC curve analysis and were equal to 9.05 for SSTR2a
and 16.97 for SSTR5. These cut off values resulted in a sensitivi-
ty of 87% for both markers and a specificity of 83% and 79% for
SSTR2a and SSTR5 respectively.

Conclusions. Our results suggest that SSTR2a and SSTR5 mR-
NAs are detectable in peripheral blood of neuroendocrine lung
cancer affected patients using real-time quantitative PCR.

F4* PARATHYROID HORMONE ELEVATION
AND BONE MINERALSABNORMALITIES AMONG
PATIENTS ON SUNITINIB

Tassi R., Baldazzi V., Lapini A.*, Lunghi A., Brogi L.,
Pellegrini E., Santomaggio C., Carini M.*, Mazzanti R.
Oncologia Medica 2, *Urologia 1, AOU Careggi, Firenze

Introduction. Sunitinib malate is an orally bioavailable tyro-
sine kinase inhibitor, with a known activity against many tyro-

sine kinase receptors involved in tumour growth and angiogen-
esis.

As Sunitinib inhibits many signalling transduction pathways
both in healthy and malignant tissues, its use may result in unex-
pected toxicities. Here we report the occurrence of newly onset
hyperparathyroidism in a cohort of Sunitinib receiving patients.
Patients and methods. We prospectively evaluated parathy-

roid and calcium metabolism function tests in patients receiving a
daily 50 mg Sunitinib for metastatic renal cell carcinoma accord-
ing to classic 6-week schedule.

17 patients resulted eligible for an assessment complete of in-
tact parathyroid hormone plasma levels, serum phosphate and
calcium, serum 25-hydroxyvitaminD and 1.25-dihydrovitaminD,
urinary calcium and phosphate. Those biochemical evaluations
were performed before the beginning of treatment and at the end
of each Sunitinib ON period as routine laboratory evaluations in
every patient.
Results. Before the beginning of treatment PTH, serum and

urinary calcium and phospate resulted within a normal range in
every patient. During Sunitinib administration, 11 patients
(64.75%) developed elevated parathyroid hormone levels, with
low-to-normal serum calcium and phosphate. Elevation of PTH
was detectable since first cycle of Sunitinib and rose up to 68.1
pmol/L in one patient (laboratory range 1.3-7.6 pmol/L). Serum
calcium levels, phosphate and vitamin D metabolites always re-
sulted within a normal range.

Patients presenting elevated PTH showed low or undetectable
urinary calcium levels.
Conclusions. Newly onset hyperparathyroidism may develop

in patients undergoing Sunitinib. A similar observation has been
reported among patients on Imatinib as a consequence of PDGF
receptor α/β inhibition both on osteoclasts and osteoblasts. Those
initials events result in a decreased bone re-absorption and tem-
porary decrease of serum ionized calcium that induces a compen-
satory hyperparathyroidism with a decreased renal calcium ex-
cretion and in the end a correction of serum calcium levels.

As Sunitinib inhibits PDGF receptors, we can hypothesize
similar events as suggested for Imatinib.

F5* COMPUTED TOMOGRAPHY PERFUSION SCAN
IN COLORECTALCANCER LIVER METASTASES
TREATEDWITH TARGET THERAPIES

Quadrini S.1, De Sanctis R.1, Di Seri M.1, Stumbo L.1,
Gori B.1, Del Signore E.1, Adua D.1, La Barbera L.2,
Sollazzo P.2, Manganaro L.2, Longo F.1
1Clinical Oncology A, 2Central Radiology, Policlinic Umberto I,
Rome

Background. Since anti-angiogenic treatment induces necro-
sis with no change in the volume of the tumor, new imaging tech-
nologies are particularly suitable for the early assessment of the
response, for which the RECIST size criteria appear inappropri-
ate. Computed Tomography Perfusion scan (CTp) has recently
been proposed for evaluating therapeutic response, demonstrating
changes in tumor parenchymal perfusion and emergence of
necrosis with no change in tumor volume. The aim of the study
was to use the quantitative functional information and high spa-
tial resolution of CTp to study neovascularization of hepatic
metastases.
Patients and methods. CTp was used to prospectively evalu-

ate 48 hepatic lesions in 15 patients (males 10, females 5; age
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range 44-78 years, mean 58.2 years) with colorectal adenocarci-
noma receiving antiangiogenic therapy since January 2008
through February 2010. CTp was performed the day before (day
-1) starting target therapy (bevacizumab or cetuximab) and at
days 90 and 180. The evaluated CTp parameters were blood
flow (BF), blood volume (BV) and capillary permeability sur-
face area (PS).

Results. Anti-angiogenic treatment induced a significant de-
crease in tumor BF more than 50% after 90 days of chemothera-
py, BV (30-35%) and PS more than 55%. These data were corre-
lated with a reduction of serum tumor markers and good clinical
response.

Conclusion. In patients treated with anti-angiogenic drugs,
CTp represents a new response-assessment method by studying
neovascularization in vivo and could add prognostic information.

F6* POLYMORPHISMS IN VEGF, ENOS, COX-2,
AND IL-8 AS PREDICTIVE MARKERS OF RESPONSE
TO BEVACIZUMAB

Lo Giudice L.*, Bagalà C.*, Di Salvatore M.*, Astone A.*,
Nazzicone G.*, Rodriquenz M.G.*, Maci E.*, Schinzari G.*,
Capoluongo E.D.§, Barone C.*
*Medical Oncology, §Department of Biochemistry, Catholic Uni-
versity of the Sacral Heart, Rome, Italy

Background. There are no validated predictive markers for
selecting patients who would respond to bevacizumab. We evalu-
ated the association of genetic variability of SNPs VEGF, eNOS,
COX-2, IL-8, with outcome in patients (pts) treated with beva-
cizumab.

Methods. Fifty metastatic pts affected by colorectal (35/50),
breast (11/50), and kidney (4/50) cancer treated with a beva-
cizumab based-regimen were included in this study. VEGF936
C/T, VEGF2578 C/A, eNOS894 G/T, eNOS786 T/C, COX-2
8473 C/T, and IL-8 251 T/A polymorphisms were selected. Re-
sponse rate was related to polymorphic gene expression. The re-
lationship of TTP/OS to SNPs is premature because most pts are
still alive.

Results. 29/50 (58%) pts had a partial response, one patient
had a complete response and 20 (40%) pts a stable disease. 39/50
(78%) pts were VEGF936 CC (wt) and 11 (22%) VEGF936 CT.
20/50 (40%) pts were VEGF2578 CC (wt), 19 (38%) VEGF2578
CA and 11 (22%) VEGF2578 AA. 16/50 (32%) pts were
eNOS894 GG (wt), 27 (54%) eNOS894 GT and 7 (14%)
eNOS894 TT. 17/50 (34%) pts were eNOS786 TT (wt), 24 (48%)
eNOS786 CT, 9 (18%) eNOS786 CC. All patients were COX-2
8473 CC (wt). The SNP IL-8 251 T/A was tested only in patients
with colorectal cancer (35 pts) and 20/35 resulted IL-8 251 TT
(wt), 6 pts were IL-8 251 TA and 9 pts IL-8 251 AA. The
eNOS786 TT genotype (wt), compared to genotype CC, was as-
sociated with a best response to treatment in breast (RR 36.4% vs
18.2%; p = 0.036) and colorectal cancer (RR 28.6% vs 8.6%; p =
0.04). The IL-8 251 TT genotype (wt), was associated with a best
response to bevacizumab in colorectal cancer, when compared
with the genotype AA (RR 25.7% vs 14.3%; p = 0.04).

Conclusions. Our preliminary results suggest that SNPs of
some genes involved in angiogenesis might represent predictive
markers of response to bevacizumab.

F7 MET-DERIVED PEPTIDES FUSED
TO CELL-PENETRATING SEQUENCES
ARE POWERFULANGIOGENESIS INHIBITORS

Cantelmo A.R.1, Cammarota R.1, Noonan D.M.1,2,
Focaccetti C.1, Comoglio P.M.3, Prat M.4,5, Albini A.1
1Casa di Cura MultiMedica, IRCCS, Milan, Italy; 2Department
of Experimental Medicine, University of Insubria, Varese, Italy;
3Institute for Cancer Research and Treatment (IRCC), University
of Turin Medical School, Candiolo, Italy; 4Department of Medi-
cal Sciences, Università del Piemonte Orientale “A. Avogadro”,
Novara, Italy; 5BRMA (Biotecnologie per la Ricerca Applicata)

Tyrosine kinase receptors are responsible for a wide variety of
cellular responses, involved in physiological development includ-
ing mitogenesis, morphogenesis and differentiation, and also im-
plicated in human diseases including cancer. Interaction of the
hepatocyte growth factor (HGF) with its receptor, the Met tyro-
sine kinase, results in growth, invasion, and tumor metastasis.

Molecules interfering with the activity of Met could be inter-
fere with the tumorigenic and metastatic processes triggered by
Met in human cancer.

We investigated the anti-angiogenic proprieties of a synthetic
peptide mimicking the intracellular Met-tail involved in activa-
tion and signal transduction. To allow entrance of the Met-de-
rived peptide into the cells, it was fused with the internalization
sequences of Antennapedia protein or Tat transactivation domain.

We found that micromolar concentrations of peptide inhibited
ligand-dependent cell viability, motility and morphogenesis of
endothelial cells (HUVEC) in vitro, to an even greater extent and
with much less toxicity than the Met inhibitor PHA-665752. At
molecular level, the peptide interfered with the HGF-dependent
Met activation and downstream signalling, reducing receptor and
erk1/2 phosphorilation. In an in vivo matrigel sponge assay, the
peptide inhibited angiogenesis when co-injected with HGF into
the flanks of C57Bl/6 mice.

In a KS xenograft model, the peptide significantly retarded
KS-Imm tumor growth and vascularisation when injected every
second day after the tumour was established.

These data showed that the carboxyl-terminal sequence of Met
receptor impaired angiogenesis triggered by HGF/Met interac-
tion, suggesting the use of docking site compounds as therapeutic
agents to interfere with tumor progression and angiogenesis-im-
paired diseases.

F8 PREDICTIVE SIGNIFICANCE OFGENETIC
POLYMORPHISMS IN 5-FUAND CAPECITABINE-
BASED THERAPY

De Troia B., Cattaneo M.T., Filipazzi V., Fasola C.,
Somma L., Ferrario S., Gambaro A., Tosca N., Isabella L.,
Damiani E., Colia V., Ceresoli E., Pellegrino P., Radice S.°,
Tonello C.°, Piazza E.
Oncology Department, °Pharmacology Department, “Luigi Sac-
co” Hospital, Milan

Background. A lot of studies have examined the role of poly-
morphisms regarding genes encoding for thymidylate synthase
(TS), 5,10-Methylenetetrahydrofolate reductase (MTHFR) and
dihydropyrimidine dehydrogenase (DPD), the most important en-
zymes involved in fluoropyrimidines metabolism, in the outcome
of therapy in terms of toxicity.
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The present study examined the correlation between the out-
come in terms of toxicity of patients with colorectal cancer after
chemotherapy with 5-FU or capecitabine and the presence of ge-
netic polymorphisms in these genes.
Methods. We mastered in 47 patients with advanced colorec-

tal cancer and treated with 5-FU or capecitabine-based
chemotherapy (De Gramont, FOLFOX, FOLFIRI, FUFA,
XELOX, XELIRI, XELODA). DNA was extracted from periph-
erical blood and was evaluated by Real Time PCR and Pyrose-
quencing. The genotypes were retrospectively correlated with 3-4
grade haematological (leucopenia, neutropenia and thrombocy-
topenia) and non-haematological (nausea, vomiting, diarrhea and
stomatitis) chemotherapy toxicity recorded by WHO criteria.
Results. Significant correlation (p <0.01) was observed be-

tween non-haematological toxicity and TT genotype of MTHFR
C677T polymorphism and 2R/2R genotype of TS tandem repeat
polymorphism: 7 of 11 patients with TT genotype of MTHFR
C677T polymorphism and 11 of 15 patients with 2R/2R genotype
of TS tandem repeat polymorphism presented 3-4 grade of toxici-
ty. Finally there wasn’t significant correlation between toxicity
and MTHFR 1298 A >C and DPD polymorphisms.
Conclusions. MTHFR gene polymorphism and TS tandem re-

peat polymorphism could have predict the outcome of 5-FU and
capecitabine-based chemotherapy in term of toxicity.

Up to now their clinical applications remain limited but they
should be considered in an attempt to optimise therapy with 5-
fluorouracil and capecitabine.

F9 METRONOMIC CHEMOTHERAPYWITH
VINBLASTINE IN THE PALLIATION OFADVANCED
CANCERS: VARIATION OF SERUM VEGF LEVELS
IS A BIOMARKER PREDICTIVE OFTUMOR RESPONSE
TOANTIANGIOGENETIC THERAPY

Iannace A.*, Losanno T.*, Manna G.*, Emiliani A.*,
Mariani P.**, Seminara P.*
*Department of Clinical Medicine, Unit of Oncology A, **De-
partment of General Surgery “Stefanini”, Clinical Pathology,
University Sapienza of Rome

Background. Metronomic treatment, consisting of frequent
administrations of cytotoxic agents at low doses with no pro-
longed breaks for several months, appears to be effective in
metastatic patients who developed resistance to different lines of
chemotherapy. Prolonged clinical benefit and antiangiogenetic
activity without toxicity were appealing results in this patient
population.
Aim. The present experience investigated the efficacy of

monochemotherapy with Vinblastine administered with a metro-
nomic schedule in pretreated metastatic cancer patients who re-
fused standard chemotherapy or were not eligible to standard reg-
imens. Serum Vascular Endothelial Growth Factor (VEGF) levels
were evaluated as a potential blood biomarker predictive of tu-
mor response to angiogenetic therapy.
Patients and methods. During the last three years among 56

metastatic cancer patients who were ineligible to standard
chemotherapy for one or more factors (poly-resistance disease af-
ter more of two lines of chemotherapy, age >75 years, comorbidi-
ty with altered organ functions or personal prejudice) upon writ-
ten consent, 21 patients were enrolled to receive metronomic

schedule of Vinblastine 3mg/weekly, in two or three administra-
tions). Serum Vascular Endothelial Growth Factor (VEGF) levels
at baseline and after two months of chemotherapy were quanti-
fied by Elisa and correlation with response and clinical outcome
was analyzed.

Results. Response (indicated as a tumor mass reduction of any
measure) and stabilization (indicated as a lack of tumor enlarge-
ment) for at least 8 weeks were achieved in 55% of patients with
a median survival of 12 months versus 5 months of survival ob-
served in non responders patients (p = 0.0011). Patients who
achieved a clinical benefit showed serum VEGF levels which
were approximately half of the baseline value. This abatement
was not observed in patients exhibiting disease progression.

Conclusion. Good tolerance and low cost are interesting char-
acteristics of metronomic therapy with Vinblastine. In our experi-
ence this treatment seems to be effective in advanced cancer with
a possible clinical benefit in those patients who often cannot be
treated with more intensive and toxic regimens.

VEGF variation in patients with clinical benefit: mean levels
of VEGF are 510 ± 105 pg/ml at baseline, and 230 ± 42 pg/ml af-
ter 2 months of treatment with VLB (p = 0.011).

VEGF variation in patients with progression: mean levels of
VEGF are 488 ± 160 pg/ml at baseline, and 660 ± 161 pg/ml af-
ter 2 months of treatment with VLB (p = 0.085).

F10 CARDIOPROTECTIVE EFFECT OFTELMISARTAN
IN CANCER PATIENTS TREATEDWITH EPIRUBICIN
Dessì M.1, Madeddu C.1, Antoni G.1, Massa E.1,
Cadeddu C.2, Piras A.2, Deidda M.2, Mercuro G.2,
Mantovani G.1
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Departments of 1Medical Oncology, 2Cardiovascular and Neuro-
logical Sciences, University of Cagliari, Italy

Background. We had previously shown in 31 cancer patients
(pts) that early cardiac abnormalities occurred at epirubicin (EPI)
doses of 200 mg/m2 and persisted throughout subsequent EPI
doses and even up to 18 months follow-up. Early contractility
impairment, i.e. strain rate (SR) reduction was detected by tissue
doppler imaging (TDI) associated with high levels of inflamma-
tory/oxidative stress markers. Renin-angiotensin system activa-
tion has been suggested to play an important role in the patho-
genesis of Anthracycline-induced cardiotoxicity.
Methods.A phase II placebo-controlled study was designed to

investigate the possible role of Telmisartan (an antagonist of an-
giotensin II type I receptor) in preventing both early preclinical
and late myocardial damage induced by EPI. The correlation
with changes of inflammatory/oxidative stress markers was also
assessed. Planned sample size was 100 pts (2:1 randomization,
Telmisartan vs placebo). Inclusion criteria: 18-70 y, histological-
ly confirmed cancer, previously untreated and candidates for an
EPI-based regimen; LVEF ≥55%; ECOG PS 0-2, no history of
cardiac disease and previous mediastinal irradiation. Eligible pts
were randomized to receive Telmisartan 40 mg (1 tablet)/day or
placebo starting 1 week before EPI up to 6 months after the end
of EPI administration. TDI as well as inflammatory/oxidative
stress markers were assessed at baseline and 7 days after EPI
doses of 100, 200, 300 and 400 mg/m2.
Results. In March 2010 we enrolled 57 pts (M/F: 20/37, mean

± SD age: 53 ± 10 years): 30 in the Telmisartan arm and 27 in the
placebo arm. Fifty-two pts completed EPI treatment (400
mg/m2): 29 Telmisartan and 23 placebo. An impairment of the
SR peak was observed at the EPI dose of 200 mg/m2 with no sig-
nificant differences between Telmisartan arm and placebo (1.41 ±
0.31 sec-1 vs 1.59 ± 0.36 sec-1). At growing cumulative doses of
EPI, SR peak normalized only in the Telmisartan arm, showing a
significant difference in comparison to placebo at EPI doses of
300 mg/m2 (1.69 ± 0.42 sec-1 vs 1.34 ± 0.18 sec-1; p <0.001) and
400 mg/m2 (1.74 ± 0.27 sec-1 vs 1.38 ± 0.24 sec-1; p <0.001).
Proinflammatory cytokines and oxidative stress markers did not
change in the Telmisartan arm, whilst IL-6 and reactive oxygen
species (ROS) increased significantly in the placebo arm starting
from EPI dose of 200 mg/m2.
Conclusions. These preliminary results seem to show a pro-

tective effect of Telmisartan in preventing both preclinical my-
ocardial damage and changes of IL-6 and ROS induced by EPI.
The study is in progress to reach the planned sample size.

F11 VEGFGENE POLYMORPHISMS MAY
BEASSOCIATEDWITHAN INCREASED RISK
OF FLUOROURACIL-INDUCED INFLAMMATORY
DIARRHEA (FID)

Formica V.1, Palmirotta R.2, Ferroni P.2, Grenga I.1,
Savonarola A.2, Ludovici G.2, De Marchis M.L.2, Del Monte
G.3, Adamo R.1, Martano L.1, Guadagni F.2, Roselli M.1
1Medical Oncology Unit, Tor Vergata Clinical Center, University
of Rome; 2Department of Laboratory Medicine and Advanced
Biotechnologies, IRCCS San Raffaele, Rome; 3San Raffaele Roc-
ca di Papa Rehabilitation Center, Rome

No clear correlation has been found between polymorphisms
of genes involved in fluorouracil pharmaco-kinetics/dynamics

(e.g. thymidylate synthase,methylenetetrahydrofolate reductase)
and FID. Since recent studies have demonstrated that VEGF hy-
per-secretion may possibly play a role in FID, we sought to de-
termine whether carriers of functional germline VEGF gene
polymorphisms (fgVGPs) predisposing to VEGF hyper-expres-
sion may be at increased risk of FID.

55 consecutive metastatic colorectal cancer patients, male: fe-
male = 32:23, median age = 61 years, were enrolled in this study
and treated with fluorouracil alone (7 patients) or in combination
with irinotecan (32) or oxaliplatin (16). 66% of patients received
either cetuximab, bevacizumab or panitumumab in combination
with chemotherapy. Eight fgVGPs within the promoter/5’UTR
region (-2578A→C, -1512 18bp Insertion→ Deletion,
-1451T→C, -1411 4G→5G, -460T→C, -152G→A, -1154G→A,
+405G→C) were evaluated in blood samples. Primary endpoint
was association between fgVGPs and FID (graded as per NIH
CTCAE v 3.0). Association with other adverse events was also
evaluated.

A total of 385 fluorouracil cycles were administered (median =
7/patient, range 3-31). 49% of patients (27/55) experienced FID
of any grade (35% grade1-2, 14% grade3-4), of them 13 received
loperamide with a median total dose of 12 mg/patient (4-64).
Other relevant toxicities (grade 3-4) were leuconeutropenia
(35%), mucositis (5%), anemia (3%), thrombocytopenia (3%).

15 patients had FID within three cycles (earlyFID) for which a
genetic predisposition may more probably exist. Among all in-
vestigated fgVGPs, fgVGP + 405 was significantly associated
with early FID (0% of patients (0/9) vs 33% (15/46), for the CC
vs CG or GG genotype, respectively, Fisher’s p = 0.05), but not
with late FID (beyond the third cycle), 22% (2/9) vs 22%
(10/46), respectively, p = 1.00. fgVGP + 405 also predicted lop-
eramide consumption in the first three cycles, 0% of patients
(0/9) vs 15% (7/46) for CC vs CG or GG, respectively.

None of the other fgVGPs was associated with early FID or
late FID or loperamide consumption and no differences in non-
diarrhea toxicities were recorded across the different fgVGP
genotypes (for all, Fisher’s p value >0.05).

Although these data need to be confirmed in larger trials,
fgVGP + 405 may be associated with an increased risk of early
FID and predict the need for loperamide in the early cycles of
fluorouracil.

F12 PRE-EMPTIVE SKIN TOXICITYTREATMENT
FORANTI-EGFR DRUGS: EVALUATION OF EFFICACY
OF SKIN MOISTURIZERSAND LIMECICLINE.
A PHASE II STUDY

Grande R.1, Mansueto G.1, Gemma D.1, Sperduti I.2,
Narducci F.1, Bianchetti S.3, Angelini F.3, Trombetta G.1,
Gamucci T.1
1Medical Oncology Unit, ASL Frosinone, Italy; 2Bio-Statistics
Unit, Regina Elena National Cancer Institute, Rome, Italy; 3Me-
dical Oncology Unit, Regina Apostolorum, Albano Laziale (RM),
Italy

Background. Anti-EGFR target therapies like Erlotinib (E)
for metastatic lung cancer (mLC) and Cetuximab (C)/Panitu-
mumab (P) for metastatic colorectal-cancer(mCRC) cause skin
reaction that seems to be related to treatment efficacy. STEPP
study has shown that pre-emptive skin toxicity (ST) treatment re-
duces incidence of ≥grade 2 (G2) ST in mCRC treated with P.
Aim of this study is to evaluate if pre-emptive ST treatment with
a different schedule has the same efficacy in patients (pts) receiv-
ing anti-EGFR drugs E/C/P for mCRC and mLC.
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Methods. All pts had ECOG PS 0-1.Treatment included skin
moisturizers with sunscreen and limecicline 300 mg/daily from
day1. Primary objective: incidence of ≥G2 ST during the first 3
months of therapy. Toxicities are reported with confidence inter-
val (CI) at 95%. Quality of life (QoL) was assessed with Derma-
tology Life Quality Index (DLQI) every 2weeks and evaluated
with repeated measure ANOVA.

Results. 39 pts with mCRC (59.5%) and mLC (40.5%) were
enrolled (78% of sample size). Two pts aren’t yet evaluable for
response. Median age 66 (34-82), M/F 20 (54.1%)/17 (45.9%),
ECOG PS 0/1 23/14. Anticancer drugs E/C/P 15/21/1. ST are
shown in the Table. Median time to first toxic event was 4 weeks
(CI 95% 2-6). After 3 months of treatment 68.6% of pts were ST-
free, as well as 57.4% after 6 months. ST wasn’t related with cur-
rent anti-EGFR treatment (L 33.3% vs mCRC 36.4%; p = 0.85),
age (p = 0.61) and previous chemotherapy regimens (p = 0.90).
Some relationship seems to be found with sex, although not sta-
tistically significant (M40% vs F29.4%; p = 0.50). No gastroin-
testinal or hematological toxicities related to limecicline were ob-
served. Only 5 (13.5%) pts required further drugs. QoL data will
be presented.

G0 G1 G2 G3-4

Skin toxicities 7 (18.9%) 17 (45.9%) 13 (35%)* 0
Pustular rash 16 (43.2%) 14 (37.8%) 7 (18.9%) 0
Xerosis 19 (51.4%) 11 (29.7%) 7 (7%) 0
Paronychia 32 (86.5%) 3 (8.1%) 2 (5.4%) 0

*(CI 95% 19.8-50.5)

Conclusions. Our preliminary data show efficacy of pre-emp-
tive treatment with a well tolerated profile. A reduction of severe
ST is shown with an increase of grade1 toxicities, not leading to
anti-EGFR dose reduction and with better QoL for the pts. Data
collection is ongoing and update results will be presented.

F13 PEGYLATED LIPOSOMALDOXORUBICIN (PLD)
IN ELDERLY PATIENTS OVER 70: ASSOCIATION
OF DRUG EXPOSUREWITH INCREASINGAGE
AND TOXICITY

Gusella M., Bononi A., Basso U.*, Modena Y., Barile C.,
Toso S., Menon D., Crepaldi G., Stievano L., Pasini F.
Dipartimento Oncologico, Ospedale Civile, Rovigo; *Istituto On-
cologico Veneto, Padova

Background. Elderly patients are at risk of being treated with
excessively toxic therapies or being deprived of potentially active
drugs under the prejudice of “unsuitability for chemotherapy”.
PLD presents a pharmacological profile particularly appealing in
elderly patients, because of reduced toxicity and similar efficacy
to the free drug. There are no definitive data on the pharmacoki-
netics and its association with clinical outcome in the subset of
very elderly patients.

Methods. Twenty patients aged between 70 and 86 years (me-
dian 78), with different cancers (70% breast), stage III and IV,
were included. Comprehensive geriatric assessment (CGA) was
performed. PLD 40 mg/m2 was administered every 4 weeks and
thereafter blood samples were withdrawn at 1 h, 7, 14, 21 and 28
for the first three cycles. Plasma levels of PLD were analyzed by
HPLC. Chi square and t test were used for statistical analysis.

Results. CGA identified 4 (20%) fit, 9 (45%) intermediate and
7 (35%) frail patients. Median co-morbidity index was 2. PLD
plasma concentrations were widely variable among patients and,
except for Cmax, significantly higher in the older subgroup (see
Table). According to median age, older patients had a 51 and
58% increase in AUC and t 1/2, respectively, compared with
younger subjects (p <0.01).

Age C max (mg/L) C-7th day C-14th day C-21th day C-28th day
(% Cmax) (% Cmax) (% Cmax) (% Cmax)

≤median 22.4 ± 5.5 17.2 ± 10.4 4.3 ± 4.1 0.9 ± 1.2 0.2 ± 0.3
>median 23.4 ± 2.4 34.8 ± 10.9 9.1 ± 4.2 2.9 ± 2.3 1.0 ± 0.9
p 0.6 0.004 0.02 0.03 0.03

Responses (CR + PR) were 36% and SD 14%. Haematological
and non-haematological toxicity were 40% (15% of grade 3) and
60% (10% of grade 3), respectively. No grade 4 toxicity, prema-
ture treatment withdrawal or decline in functional status was ob-
served. Response rate and PPE occurrence were associated with
doxorubicin t 1/2 (p <0.01).

Conclusions. In elderly patients PLD treatment is well tolerat-
ed but associated with an age-related drug exposure increase;
higher doxorubicin half life is linked to cutaneous toxicity and
response rate.

F14 KRAS GENE MUTATIONS IN CODONS 12, 13, 61
AND 146 AND THEIRASSOCIATIONWITHANTI-EGFR
TREATMENT

Maucieri A., Cattaneo M.T., Ferrario S., Gambaro A.,
Tosca N., Filipazzi V., Pellegrino P., Radice S.°, Tonello C.°,
De Troia B., Colia V., Ceresoli E., Parravicini C.^,
Clementi E.°, Piazza E.
Oncology, °Pharmacology, ^Pathology Departments, “Luigi Sac-
co” Hospital, Milan

Background. Patients with colorectal carcinoma (CRC) that
carry mutations in KRAS gene, codons 12 and 13, don’t benefit
from the administration of anti-epidermal growth factor receptor
monoclonal antibodies (Cetuximab). International guidelines
suggest KRAS mutation testing as standard procedure to select
patients appropriate for therapy with Cetuximab. However, a sig-
nificant percentage of KRAS wild-type patients doesn’t respond
to anti-EGFR treatment and shows a progression of the disease.
Aim of this study is to evaluate if additional KRAS-activating
mutations, involving codons 61 and 146, are responsible for the
pharmacological resistance.

Methods. We evaluated 40 CRC patients for KRAS codons 12
and 13 mutations with Pyrosequencing: 28 of them were wild-type
(70%). They were categorised in two groups about the response af-
ter 3 months of cetuximab therapy at the standard dose of 250
mg/m2 weekly. The 22 pts of the first group were responders or
showed a stable disease while the 5 pts of the second one were non-
responders and 1 pt died. We screened all KRAS-WT pts for codons
61 and 146 mutations: in the 1st group none of them carried any mu-
tation and the progression-free survival (PFS) was 5.4 months. In-
stead, there were 1 KRAS 61-mutated pts and 1 KRAS 146-mutated
pts in the 2nd group and their PFS was only 2.2 months.

Conclusion. Also codon 61 and 146 KRAS mutation testing
should be part of routine standard to select patients for therapy with
Cetuximab; this selection tool should reduce toxicities and costs.
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F15 SPECKLE TRACKING ECHOCARDIOGRAPHY
IDENTIFIES CARDIAC DYSFUNCTION INDUCED
BYTHEANTICANCER ERBB2 BLOCKER LAPATINIB

Ragone G.1, Tocchetti C.G.1, Coppola C.1, Monti G.2,
Barbieri A.1, Palma G.1, Cittadini A.2, Arra C.1,
De Lorenzo C.2, Maurea N.1, Iaffaioli R.V.1
1National Cancer Institute, G. Pascale Foundation, Naples;
2Federico II University, Naples

Background. Anti-ErbB2 therapies have improved the prog-
nosis of patients with breast cancer. Still, they are associated with
an increased risk of left ventricular (LV) dysfunction. Trastuzum-
ab (Herceptin) increases the frequency of asymptomatic decrease
in LV ejection fraction (LVEF) by 3-18%, and the risk of heart
failure (HF) by 2-4%. The newer agent Lapatinib (L) is associat-
ed with a lower risk of LV dysfunction. Traditional indexes of
cardiac function in vivo (fractional shortening and ejection frac-
tion) may underestimate subtle changes that occur with L. Here,
we test whether early sensitive indices of LV dysfunction can re-
veal L-induced cardiotoxicity.

Methods. In vivo cardiac function was measured with LV
fractional shortening (FS) by M-mode echocardiography, and
with radial myocardial strain (%) with Speckle tracking (ST) in
sedated C57BL/6 mice (8-10 wk old) after 7 and 14 days of daily
administration of 25 or 100 mg of L, and in control mice. After
the echo studies, the hearts were excised, and interstitial fibrosis
was evaluated with picrosirius red staining.

Results. After 7 and 14 days of treatment, L 25 mg did not af-
fect FS nor strain. On the other hand, at 100 mg of L, FS de-
crease was almost significant at 7 and 14 days (53 ± 5% and 52 ±
5% vs 60 ± 1%; p = .08 and .07 vs sham, respectively), while
there was a clear reduction in myocardial strain at both 7 and 14
days: 48 ± 2% and 24 ± 4%, respectively, vs 61 ± 0.3%, both p
<.02 vs sham. This early LV dysfunction detected with ST was
paralleled by an increase in collagen content: 5 ± 0.4% at 14 days
vs 3 ± 0.3% (sham; p = .005).

Conclusions. Myocardial strain identifies LV systolic dys-
function earlier than conventional echocardiography, and paral-
lels histological changes earlier than FS. Still, the clear mecha-
nisms of anti ErbB2-induced cardiotoxicity are to be elucidated.
We plan to study such mechanisms, and to apply ST technique in
clinical practice, in order to evaluate the impact of early identifi-
cation of L-related cardiotoxicity in the treatment of women af-
fected by breast cancer.

F16 HIGH COST DRUGS IN ONCOLOGY: AGOOD
REASON TO LOOK FORMANAGEMENT, CONTROL
ANDWASTE REDUCTION TOOLS. THE EXPERIENCE
OFONCOLOGYDEPARTMENT OFAZIENDA
SANITARIA FIRENZE

Ribecco A.S.*, Rabatti L.^, Martella F.*, Fioretto L.*
*Oncology Department, ^Pharmaceutical Department, Azienda
Sanitaria Firenze

Since 2006, Medical Oncology Unit and Pharmacy of Azienda
Sanitaria Firenze performed a continuous monitoring program of
pharmaceutical costs through an analysis of timing of new drugs

introduction, appropriate use and discussion of borderline indica-
tions. Medical Oncology Unit has a clinical headquarter in S.
Maria Annunziata Hospital and four Day Hospitals in other four
Hospitals. Since 2009, Oncology Department and Pharmaceutical
Department began to work together in order to centralize an-
tiblastic drugs solutions preparation and reduction of drug
wastage.

From January 2010, in S. Maria Annunziata Hospital the six
most expensive oncologic drugs, five monoclonal antibodies and
biological molecules as bevacizumab, trastuzumab, rituximab,
bortezomib, cetuximab and chemotherapic agents as pemetrexed
were included in a “drug day” program: the drugs are diluted and
administered only in a specific day of the week. The drug selection
criteria are: high economic impact on total costs of Medical Oncol-
ogy Unit, AIFA monitoring, computerization of patients database.

The day selection criteria are: a) timing of administration in
various schedules (weekly, bi-triweekly or every twenty-eight
days), b) sequence of associated chemotherapy agents, c) opera-
tive impact on nurses work.

On Monday are administered trastuzumab and rituximab, on
Wednesday cetuximab and bevacizumab, on Thursday peme-
trexed, while for bortezomib which requires an administration
schedule of days 1, 4, 8, 11, the drug days are two, Tuesday and
Friday.

In the first two months of this organization 48 pts were includ-
ed in the program, 21 treated with trastuzumab, 10 with ritux-
imab, 7 with bevacizumab, 5 with bortezomib, 3 with peme-
trexed and 1 with cetuximab. Waste reduction was: -44 vials of
trastuzumab, -19 of bortezomib and -19 of rituximab, -13 vials of
bevacizumab, -2 of pemetrexed and obviously no impact on ce-
tuximab for the single patient included with an overall saving of
73,591 euro (-24.4%).

These preliminary data confirm that the “drug day” program is
an efficient and feasible tool of economic and clinical manage-
ment, then the program is still ongoing in S. Maria Annunziata
Hospital and soon it will be introduced in the other oncologic
Day Hospitals.

F17 CHEMOTHERAPY IN ELDERLY PATIENTS
WITH SOFT TISSUE SARCOMAS: TOXICITY
AND FEASIBILITY EVALUATION

Comandone A.3, Boglione A.3, Gino G.1, Faletti C.1,
Linari A.2, Piana R.1, Garetto F.3, Brach del Prever E.1,
Bergnolo P.3, Inguì M.3, Giubellino E.3, Berno E.3
on behalf of the Piedmont Group for Sarcomas and Italian
Sarcoma Group
1ASO CTO, Torino, Italy; 2Sant’Anna Hospital, Torino, Italy;
3Gradenigo Hospital, Torino, Italy

Aim. Elderly patients (pts) with soft tissue sarcoma (STS) are
an increasing problem among the oncological population. Unfor-
tunately very few data are reported in literature about the feasi-
bility of chemotherapy treatment either in adjuvant setting or in
metastatic disease in this particular population. In our prospective
study we evaluated the activity and toxicity of chemotherapy in
elderly pts with STS.
Method. We followed up 70 pts (29 women and 41 men), me-

dian age 72 years (range 65-87 years). Patients have been treated
from 2005 to 2009 by the Piedmont Group for Sarcomas in Tori-
no, Italy.

Histological types of STS were: 14 leiomiosarcoma, 14 li-
posarcoma, 25 mixofibrous sarcoma (former MFH), 9 fibrosarco-
ma, 4 angiosarcoma, 1 MPNST, 1 synovialsarcoma.
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Results. 69 pts received at least 1 course of chemotherapy
(range 1-4): 57 for local advanced-inoperable or metastatic dis-
ease and only 13 in an adjuvant setting. In advanced disease the
most common treatments were: Epirubicin + Ifosfamide (17%);
Epirubicin or Adriamycin alone (50%); Ifosfamide monotherapy
(15%); Dacarbazine (7%); Cyclofosfamide alone (8%); Etopo-
side (2%); Trabectedin (1%).

In Adriamycin regimen doses were reduced from 20 to 40%.
Ifosfamide maximum dose was 6g/sqm. All other agents were ad-
ministered in full doses and no reduction was requested.

The most common toxicities were: neutropenia; febrile neu-
tropenia; renal, hepatic and skin toxicity mainly of grade 2. No
death related treatment was recorded. In advanced disease 8 CR
(11%) and 12 PR (17%) were seen.
Conclusion. Chemotherapy in elderly pts with STS is feasible.

In advanced disease there are some measures to improve the tol-
erance: single agent treatment, instead of poli-chemotherapy;
dose-reducing: GCSF support. On the contrary adjuvant
chemotherapy must be rethought because of its modest benefit to
prevent local or distant relapses in front of the reported toxicities.

F18 ROLE OF RANK, RANK-L, OPGAND CXCR4
EXPRESSION IN PRIMARY BREAST CANCER

Ibrahim T., Sacanna E., Gaudio M., Mercatali L., Ricci R.,
Scarpi E., Serra P., Fabbri F., Serra L., Amadori D.
Osteoncology Center, Istituto Scientifico Romagnolo per lo Stu-
dio e la Cura dei Tumori (IRST), Meldola, Italy

Background. The RANK/RANK-L/OPG system plays an im-
portant role in the bone metastasization process. CXCL12 is
overexpressed in bone and, like its receptor, CXCR4, is a deter-
minant of organ tropism.

The objective of this retrospective case-control study was to
evaluate whether the expression of these markers in primary
breast cancer can predict the onset of bone metastases.
Methods. RANK (Santa Cruz, N-20), RANK-L (Abcam,

Ab45039), OPG (H-249, Santa Cruz) and CXCR4 (Ab58176, Ab-
cam) expression was determined by avidin-biotin immunohisto-
chemistry on paraffin-embedded sections of primary breast can-
cers from 40 patients. The case series included 20 patients who
had relapsed to the bone (median age 69 years, range 42-87
years), while the control group was made up of 20 patients with
no bone involvement (median age 63 years, range 48-86 years).
The accuracy of primary tumor markers in predicting bone metas-
tases was analyzed in terms of sensitivity and specificity and com-
pared with that of conventional markers such as ER and HER2.
Results. In the overall series, 17.5% of tumors were positive

for RANK, 22.5% for OPG and 25% for CXCR4. None of the
patients expressed RANKL. The highest sensitivity in predicting
bone metastases was observed for HER2-negativity, followed by
ER-positivity (80%) and CXCR4 positivity (45%). ER and
HER2 showed the lowest specificity (40% and 32%, respective-
ly), while the highest specificity was observed for CXCR4
(90%). When CXCR4 was considered in combination with
RANK, sensitivity increased (65%) and high specificity (90%)
was maintained (p <0.001). 100% specificity was observed for
CXCR4 and RANK when only control group patients with vis-
ceral lesions (p <0.001) were evaluated.
Conclusions. Our results indicate that positive ER and nega-

tive HER2 status, despite showing high sensitivity, are burdened

by low specificity. Conversely, RANK considered in combination
with CXCR4 expression would appear to be a more accurate pre-
dictor of bone relapse. The validation of these results is ongoing
in a larger series of breast cancer patients.

F19 TRANSCRIPTIONALANALYSIS OFAN E2F GENE
SIGNATUREASABIOMARKER OFACTIVITYOFTHE
CDK INHIBITOR PHA-793887 IN TUMORAND SKIN
BIOPSIES FROMAPHASE I CLINICAL STUDY

Locatelli G.1, Bosotti R.1, Ciomei M.1, Calogero R.2,
Bertolotti M.1, Scacheri E.1, Scaburri A.1, Galvani A.1,
Amboldi N.1, Ballinari D.1, De Baere T.3, Soria J.C.3,
Lazar V.3, Isacchi A.1
1BU Oncology, Nerviano Medical Sciences srl, Nerviano (MI),
Italy; 2Bioinformatics and Genomics Unit, Dipartimento di
Scienze Cliniche e Biologiche, Azienda Ospedaliera S. Luigi, Or-
bassano (TO), Italy; 3Institut Gustave Roussy, Villejuif, Cedex,
France

PHA-793887 is a pan-Cdk inhibitor with high antitumor effi-
cacy in preclinical models, coupled to inhibition of Rb phospho-
rylation and E2F-mediated transcription. A 58 genes signature
modulated by PHA-793887 was identified in preclinical studies
and evaluated as potential pharmacodynamic and/or response
biomarker, in tumor and skin biopsies from patients treated in a
Phase I dose escalation clinical trial in solid tumors. Quantitative
real-time PCR or microarray analyses were performed in 7 paired
skin and tumor biopsies obtained at baseline and at cycle 1.
Analysis by quantitative real-time PCR of the signature in skin
biopsies of patients treated at three different doses showed signif-
icant transcriptional down-regulation with a dose-response corre-
lation. These data show that PHA-793887 modulates genes in-
volved in cell cycle regulation and proliferation in a clinical set-
ting. The observed changes are consistent with its mechanism of
action, correlate with target modulation in skin and with clinical
benefit in tumors.

This study demonstrates the feasibility of following inhibition
of E2F transcriptional activation in clinical samples. This analy-
sis, which can be easily performed by qRT-PCR using small
biopsy samples, could be applied as a convenient alternative to
pRb measurement by immunohistochemistry to support the de-
velopment of the many CDK inhibitors currently in clinical trials.
This approach offers the opportunity to rapidly complete the
analysis during progression of the clinical study, contributing in-
formation relative to each individual patient that can help the de-
cision-making process.

F20 A p16 MUTATIONASSOCIATEDWITH FAMILIAL
MELANOMAAND/OR PANCREATIC CANCER

De Galitiis F.*, Scoppola A.*, Tocco V.*, Caprini E.*,
Di Rocco Z.C.*, Capalbo C.*, Picone V.*, Bono R.*,
Russo G.*, Antonini G.C.*, Morelli F.*, Morese R.*,
Zappalà A.*, Marchetti P.**
*Istituto Dermopatico dell’Immacolata (IDI, IRCCS), Roma;
**Ospedale S. Andrea, Sapienza Università di Roma

Approximately 10% of melanoma cases occur in a familial
setting. Genetic studies have shown that up to 50% of familial
melanomas may be due to germline mutations in the 9p21 region
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of the CDKN2A gene. The latter encodes for p16 and p14ARF,
suppressors of cell growth in the Rb and p53 pathways, respec-
tively. p16 germline mutations seem to be involved in the genesis
of melanoma and/or pancreatic cancer.

A 50-yr old white male (proband), followed by our medical
staff for 2 previous melanomas, referred a family history of
melanoma (the presence of one or more melanomas in various
family members). A genetic counselling visit was scheduled for
this family and a pedigree was drawn (Figure). Affected and non-
affected individuals were screened for p16 gene mutations. Ten
individuals were tested: 4 affected and 6 non-affected by
melanoma. This family was found to harbour the 79G >T
(E27stop) mutation that determines a truncated p16 protein. All
affected individuals (4/4 = 100%) and only 1 non-affected indi-
vidual (1/6 = 16.6%) were carriers of this mutation. The
proband’s brother (father/grandfather of 7 of the tested individu-
als) was not screened (deceased), but must be considered an ob-
ligate carrier. Interestingly, the obligate carrier and his parents all
died of pancreatic cancer (the mother at a very young age).

All carriers undergo a routine check-up. Imaging procedures
of the non-affected carrier show pancreatic abnormalities that
must be further investigated. Future p16 gene testing is envisaged
for the presently under-age siblings of the carriers. Currently, our
data demonstrate that the E27stop p16 mutation is correlated with
a familial syndrome that predisposes carriers to melanoma and/or
pancreatic cancer.

F21 ROLE OFARGININOSUCCINATE SYNTHETASE
(ASS) EXPRESSION IN RESPONSE TOARGININE
DEIMINASE (ADI) IN MELANOMACELLLINES

Manca A.1, Sini M.C.1, Izzo F.2, Ascierto P.A.2, Mozzillo N.2,
Tatangelo F.2, Botti G.2, Tanda F.3, Budroni M.4,
Palmieri G.1
1Istituto di Chimica Biomolecolare-CNR, Sassari; 2Istituto Na-
zionale Tumori, Fondazione Pascale, Napoli; 3Istituto di Anato-
mia Patologica, AOU, Sassari; 4Servizio di Epidemiologia,
Azienda Sanitaria Locale 1, Sassari

Background. Arginine deiminase (ADI), an enzyme that
catalizes the conversion of arginine to citrulline, has been used in
clinical trials for the treatment of tumors which have been shown
to be sensitive to arginine deprivation, such as malignant mela-

noma (MM) and hepatocellular carcinoma (HCC). We here eval-
uated the effect of ADI treatment on ASS expression in a series
of melanoma cell lines.
Methods. Twenty-five melanoma cell lines (6 derived from

primary melanomas and 19 from MM metastases) and normal fi-
broblast cell as control underwent cell proliferation assays in
presence or absence of ADI. A subset of tissue sections from pri-
mary MM (n = 10) and HCC (n = 20) patients was investigated
for ASS expression.
Results. Overall, 21/25 (84%) MM cell lines presented a cell

growth inhibition; as expected, proliferation of the control fibrob-
lasts was not inhibited. Expression analysis revealed that none of
the 21 ADI-responsive cell lines presented detectable levels of
the ASS protein before the ADI treatment; conversely, the 4
melanoma cell lines and the normal fibroblasts, which did not
reach an IC50 value, showed a constitutive ASS expression in
both treated and untreated cells. After treatment with ADI, 7/21
(33%) melanoma cell lines presented a markedly increased ex-
pression levels of the ASS protein. Lack of ASS immunostaining
was observed in all analyzed in vivo specimens (10 melanomas
and 20 hepatocellular carcinomas). Although all in vivo
melanoma and hepatocellular carcinoma samples from our series
presented a low expression of ASS, only a fraction of available
evaluated patients was responsive to ADI treatment [2/8 (25%)
MM cases and 4/9 (44%) HCC cases].
Conclusions. In our in vitro series, the most effective cell

growth inhibition was observed in melanoma cells with absence
of ASS expression either before or after the ADI treatment. No
correlation between ASS expression and clinical response to ADI
treatment was observed in our series of evaluated patients (either
with melanoma or hepatocellular carcinoma).

F22 IRREVERSIBILITYOFTWO CASES OF
GEMCITABINE INDUCED POSTERIOR REVERSIBLE
ENCEPHALOPATHY SYNDROME (PRES)

Carnaghi C.1, Basilico V.1, Manuguerra G.1, Barcella V.2,
Crespi L.3, Mentasti M.3, Zuradelli M.4, Rognone E.5,
Ferrante D.2
1Servizio di Oncologia, 2UO di Medicina, 3Servizio di Radiolo-
gia, 4UO di Oncologia ed Ematologia, 5Servizio di Radiologia,
Istituto Clinico Humanitas, Rozzano (MI)

Posterior reversible encephalopathy syndrome (PRES) is a
rare condition that could have different causes (i.e. hypertension,
immunosuppressive and cytotoxic agents). This syndrome is
characterized by loss of vision, headache, nausea, vomiting, al-
tered mental status, seizures, and stupor, with typical imaging of
primary involvement of the bilateral parietal-occipital lobes at
CT and MRI. Often these symptoms are reversible although a
late identification of the syndrome may lead to permanent CNS
dysfunctions or death.

Gemcitabine is a widely used cytotoxic agent and in the past,
few cases of gemcitabine induced PRES have been published.

We report our recent experience of two cases of gemcitabine
related PRES.

The first patient was a 57-yr woman with a diagnosis of liver
and bone metastases of breast cancer. After the first administra-
tion of gemcitabine (1 g/m2), the patient experienced headache,
loss of vision, paraparesis and generalized tonic-clonic seizures
requiring hospitalization. The diagnosis of PRES was made on
the basis of radiographic findings (CT and MRI). The patient re-
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ceived antiedemigen and antiepileptic therapy associated with re-
habilitative treatment and after 3 months the patient still shows
severe paraparesis visual and cognitive impairment.

The second patient was a 64-yr man with a diagnosis of local
advanced non-small cell lung cancer. On day 3 after the first ad-
ministration of the combination of gemcitabine (1 g/m2) and cis-
platin (75 mg/m2), the patient experienced headache, loss of vi-
sion, paraparesis. Therefore he was admitted to the Emergency
Department and underwent brain CT with a diagnosis of bilateral
occipital brain metastases. A week later a review of the CT al-
lowed to achieve a diagnosis of PRES that was confirmed by a
subsequent MRI. The patient was admitted to a rehabilitative
hospital and after 2 months neurological symptoms showed a
limited improvement.

In conclusion these two cases of gemcitabine related PRES do
not show any significant reversibility of the symptoms. These ev-
idences suggest that PRES associated to chemotherapy may have
a worst prognosis.

F23 CHOICE OFWHETHER TO PARTICIPATE
INA PHASE I CLINICALTRIAL: INCREASING
THEAWARENESS OF PATIENTSWITH CANCER

Catania C., De Pas T., Goldhirsch A., Spitaleri G.,
Noberasco C., Delmonte A., Radice D., Adamoli L.,
Vecchio F., Toffalorio F., de Braud F.
European Institute of Oncology, Milan, Italy

Background. In a previous study we registered several unex-
pressed misconceptions and fears of patients (pts) with cancer
facing the choice whether to participate in a clinical trial. In this
sequential study we investigated if discussing these misconcep-
tions with pts offered treatments within phase-I trials might lead
to a more conscious motivation in deciding whether to participate
in the proposed trial.
Methods. Fifty pts were enrolled. A specific multiple-choice

and open-answer questionnaire was handed in after the presenta-
tion of a phase-I trial (day 1) to assess the presence of the specif-
ic fears which we already detected in our previous study (felt ex-
ploited as “guinea pigs”; feared that a clinical trial is primarily
motivated by economic/scientific interests; no hope for improve-
ment) and the patient’s wishes and expectations in discussing
these topics. Before the patient’s decision whether to participate
in a phase-I trial, fear-discussion took place, if required (day ≥2).
Finally, the impact of the discussion on the patient’s choice to ac-
cept/refuse participation and increased awareness and freedom
were investigated.
Results. Forty-six/49 (94%) pts thought that physicians pro-

pose a clinical trial for scientific interest, 25% felt exploited as
“guinea pigs” and 23% believed there was no further hope for
improvement. These existing fears were not elicited during the
phase-I trial discussion because the pts were unaware (14/29:
48%). The option of discussing these fears was felt as an oppor-
tunity by most pts: 80% believed that it could lead to a more free
and conscious choice whether to participate in the proposed
phase-I trial. Consistently with this expectations, the final discus-
sion with physicians about their fears made pts (37/39: 95%)
more aware in making their choice and in feeling freer.
Conclusion. Misconceptions and fears previously registered in

unselected pts with advanced tumours exist also in a selected
population of pts suitable for phase-I clinical trials. Recognising
and discussing these, often unexpressed, topics make patients

more free and aware when facing the choice whether to partici-
pate in a phase-I clinical trial.

F24 PATTERN OF CARE IN UNFIT ELDERLY PATIENTS
WITH RECTALCANCER

Gambardella A., Mocerino C., Di Sarno G.*, Gambardella
C.*, Santini L.*
5thDivision of Internal Medicine, *7thDivision of Surgery, A.O.U.
Policlinico, Second University of Naples, Naples, Italy

Introduction. The management of symptomatic elderly pa-
tients with rectal cancer is complex. The main symptoms on pre-
sentation include bleeding, rectal incontinence and/or tenesm.
Clinical status is involved in decision process. An optical diag-
nostic modality as Narrow-band imaging (NBI) and a minimally
invasive surgical technique as Transanal Excision (TAE) may be
performed in unfit elderly patients also, to reduce the incidence
of complications (perforation, bleeding) due to colonoscopy with
biopsy, as well as postoperative morbidity (permanent colostomy,
genitourinary dysfunction) of radical resection (RAD). The aim
of this study was to assess the management of unfit elderly pa-
tients with rectal cancer, using NBI and TAE.

Patients and methods. From January 2007 to March 2009 we
studied 62 patients aged ≥70 years with symptomatic rectal le-
sions, whose istology was predicted using NBI.

Results. 17 of 62 patients had hyperplastic polyps and needed
close follow-up, while 45 had adenomas. Histopathological di-
agnosis reported adenomas in 10 patients, all treated by polypec-
tomia, and adenocarcinomas in 35 patients, candidates to receive
a combined treatment (radiotherapy at total dose of 50 Gy +
Capecitabine 825 mg/m²/bid) followed by RAD. After Compre-
hensive Geriatric Assessment (CGA), 20 of 35 patients resulted
eligible, but only 12 completed preoperative therapy + RAD.
Unfit patients (15/35), previous an accurate disease staging,
were treated by TAE (2 resulted in T1, 8 in T2 and 5 in T3
stage). Close follow-up was suggested to T1-patients. All pa-
tients in T2 and T3 stage underwent radiotherapy, but only 6
completed it (4 in T2 and 2 in T3). At a median follow-up of
22.3 months (range 12-36), local recurrences were observed in 7
patients, who hadn’t completed radiotherapy. Distant recur-
rences occurred in one T3-patient, who received first-line treat-
ment (XELOX). All patients with local recurrence underwent
salvage surgery.

Conclusion. Our data suggest that NBI and TAE can be used
for an accurate diagnostic and therapeutic management of symp-
tomatic elderly patients with rectal cancer.

F25 ARTERIALHYPERTENSION DURING
BEVACIZUMAB THERAPY IN CLINICAL PRACTICE

Vietti Ramus G., Tonda L., Gaspari F., Sirgiovanni M.P.,
Vana F., Pontiglio E.
Oncologia Medica, Ospedale San Giovanni Bosco, Torino

Arterial hypertension (AH) is the most common side-effect of
Bevacizumab. Some data suggest that AH may be a predictor of
Bevacizumab efficacy.
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Our study retrospectively examined if Bevacizumab-related
hypertension (BRH) was associated with pre-existent idiopathic
AH, age, cumulative Bevacizumab dose and PFS in a cohort of
pts treated for metastatic colon cancer.

From January 2007 to January 2010 we treated 42 pts with Be-
vacizumab-based chemotherapy: 19 females and 23 males, medi-
an age 64 (range 35-81, 10 pts were 65-70 and 7 pts >70 years of
age), 10 (24%) affected by primary treated AH. Blood pressure at
baseline was within normal range in all pts.

735 Bevacizumab infusions were done (17.5/pt). Fifteen pts
(35.7%) developed grade 2-3 BRH. Among the 10 pts with pri-
mary AH, 5 had BRH (50%). Among the 32 normotensive pts, 10
had BRH (31%). The prevalence of AH in previously normoten-
sive and previously hypertensive pts was not statistically differ-
ent. Pts with BRH had a mean number of 25 ± 13 Bevacizumab
infusions, pts without BRH a mean number of 13.4 ± 7 (p <0.01).
Median PFS was 9.2 months for the whole group: 16.6 ± 7
months for pts showing BRH and 6.3 ± 5 months in those with-
out BRH (p <0.001). Age was related neither to PFS nor to BRH.

BRH prevalence in our clinical practice was higher than that
reported. Even with the bias of the limited number of pts, risk of
developing BRH seems not to be related to primary AH history.
BRH may have different pathways than idiopathic AH. Our data
confirm a possible predictive value of BRH for Bevacizumab ef-
ficacy: BRH was related to a longer PFS. AH and anti-angio-
genetic activity may be related to the same molecular mecha-
nisms. Cumulative Bevacizumab dose seems not to be an inde-
pendent risk factor for BRH: responders received more cycles,
and responder status was related to BRH. Predictive response
significance, pathogenesis and optimal treatment of BRH need to
be investigated further in clinical practice, particularly in long-
treatment pts.

F26 COMPARISON OF SAFETY, EFFICACY
AND COMPLIANCE TO TREATMENT BETWEEN
AGROUPOF FIT ELDERLY PATIENTSANDAGROUP
OFADULT PATIENTSWITH CANCERAT DIFFERENT
SITES: PHASE II STUDY

Massa E., Dessì A., Mantovani G.
Department of Medical Oncology, University of Cagliari, Italy

Background. The aim of the study was to show that “fit” el-
derly patients with cancer at different sites may obtain compara-
ble results in terms of efficacy and toxicity to adult cancer pa-
tients receiving the same standard treatment scheduled according
to the specific tumor site, histology and stage. Elderly patients
were considered fit according to the comprehensive geriatric as-
sessment (CGA). The primary aim of the study was thus to show
that fit elderly patients may be treated with the same therapeutic
regimens as adult cancer patients also in the clinical practice.
Patients and methods. A phase II, open, randomized, prospec-

tic study was carried out. A group of fit elderly patients were en-
rolled and according to the study design received standard treat-
ment for their specific tumor, stage and histology. The study may
be considered a “case-control” study in which each fit elderly can-
cer patient was matched to an adult cancer patient with the same
cancer as regarded site, stage and histology. The following clinical
variables were assessed in both groups of patients: safety; efficacy
(ORR and PFS); treatment compliance (primary endpoints) as well
as dose intensity (secondary endpoint).
Results. From December 2009 to March 2010, 38 patients

were enrolled in the study: 19 elderly fit cancer patients M/F

10/9, mean age 71.0 years (range 65-85) and 19 adult cancer pa-
tients M/F 14/5, mean age 53.3 years (range 45-64). Tumor sites:
5/19 colorectal, 4/19 head and neck cancer, 3/19 non-Hodgkin
lymphomas, 1/19 lung, uterus, breast, prostate, stomach, pancreas
and biliary tract. All patients were stage IV, ECOG PS 0 52.6%
and 1 47.4%. Patients were considered evaluable if they had
completed at least three chemotherapy cycles. As regards effica-
cy results are not yet available as it is too early. For toxicity we
observed that fit elderly patients had less toxicity than adult pa-
tients (16% grade 3 fatigue and 10% grade 3 hepatic toxicity,
both in adult patients). Compliance to treatment was optimal. The
mean dose intensity was 97.3 ± 8% of the scheduled dose for el-
derly patients and 97.6 ± 3.8% for adult patients (p = 0.320).

Conclusions. The study is in progress.

F27 TOYOTAPRODUCTION SYSTEMAND LEAN
THINKING: AMODELTO SAVE UPMONEY IN
CLINICALONCOLOGY

Rea A.
Division of Medical Oncology, AO D. Cotugno, Naples

Escalating healthcare costs are probably the most relevant prob-
lem that governments of industrialized countries have to face up
with. Lean Thinking is a set of operating philosophies and methods
designed to improve production quality and efficiency, derived by
the Toyota Production System (TPS) that has been so successful in
the late twentieeth century. TPS was built up and developed in a
“limited resources era”, with the main goal to focus on product
generating flow more than on product itself. When applied to
healthcare, the goal of Lean Production is to create maximum val-
ue for patients, reducing waste time for products and manufactur-
ing and to improve efficiency. Lean Thinking, in general, is a a
way to act basing on the concept that cost saving can be achieved
through the elimination of waste. Like in manufacturing, there are
7 main types of waste in health care services: overproduction
(when not necessary), waiting time, transportation, unnecessary
movements, unnecessary procedures, defective products, excess of
products to have to manage with. TPS developed different tools in
order to cut out redundant or unnecessary actions in productions.
Particularly we focused our attention on the so named “Five S” 5
S, deriving from the japanese terms: “seiri” (to separate, distin-
guish), “seiton” (to sort), “seiso” (to clean up),“seiketsu” (to stan-
dardize) and “shitsuke” (to keep standards and sustain procedures
developed). The 5 S can be applied to any production system. In
the setting of daily practice of a day hospital of oncology, we de-
fined chemotherapy administration as the main health service line
and built up a value map stream identifying the steps and cells
units from the medical prescription to drug administration. We de-
signed a flow map with the aim to reduce waste of drug, time of
line production and number of workers on the line, throughout the
application of 5 S method.

F28 SURVEYON BEVACIZUMAB:
AMONO-INSTITUTIONALEXPERIENCE

Somma L., Filipazzi V., Cattaneo M.T., Fasola C.,
Ferrario S., Gambaro A., Tosca N., Isabella L., Damiani E.,
Colia V., De Troia B., Ceresoli E., Pellegrino P., Corsi F.,
Trabucchi E., Piazza E.
Oncology Department, “ Luigi Sacco” Hospital, Milan
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Background. Bevacizumab (BE) is a monoclonal antibody
blocking the Vascular Endothelial Growth Factor, that showed
activity, when combined with chemotherapy, in a range of tu-
mour types. His safety and therapeutic profile in clinical practice
is being still carefully evaluated.
Methods. From January 2007 to December 2009, 48 patients

with advanced cancer disease but without brain metastases were
treated with BE at dose of 5 mg/kg or 10 mg/kg every two
weeks, following the AIFA criteria. Chemotherapy associated
schedules were: FOLFOX, FOLFIRI, CARBO-TAXOL, XELIRI
and alfaIFN. First line chemotherapy was performed in 22 pts,
while 26 pts were treated as second line. We evaluated all pts for
safety and response.
Results. Pts characteristics: M/F: 30/18, median age 53 years

(range 40-75), PS 0/1 ECOG: 22/26. Primary cancers were CRC
41 pts, breast 5 pts, 1 pt with lung and kidney carcinoma respec-
tively. Total cycles performed were 362 with median courses 8
(range 2-24). Only 6 pts delayed treatment for toxicity and it is
still ongoing in 8 pts. Medium follow-up time was 12 months.

Safety: eight pts (16%) showed G 3-4 (WHO) chemotherapy
related toxicity as emesis, diarrhoea, neutropenia and fatigue. All
BE related toxicities were 5%: G3 hypertension controlled with

antihypertensive drugs in 3 pts; G2 proteinuria in 2 pts; 4 pts de-
veloped deep venous thrombosis; 6 pts had nasal bleeding; 1 pt
experimented intestinal perforation and 1 allergic reaction was
recorded. For significant adverse events 6 pts (12%) stopped
therapy while 17 pts for disease progression. No toxic related
death was recorded.

Response rate was around 48% (3CR + 10 PR + 10SD). Three
pts in OR had surgery option on liver after treatment. Median
PFS from start of therapy with BE was 5 months (range 3-12)
and median OS from diagnosis of advanced disease was 20
months, with 18 pts still alive.
Conclusions. According to safety and control disease reported

by international trials1, our experiences showed that, also in clini-
cal practice, significant adverse events do occur. BE in associa-
tion to chemotherapy, is a valid option for the treatment of some
kinds of advanced cancer when used combined with chemothera-
py in according to AIFA criteria.

References
1. Martel CL: Incidence of Bevacizumab related toxicities. ASCO meet-

ing, abstract 8062, 2005.
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Session G • Breast cancer

G1* LONG TERM SURVIVAL IN PATIENTS WITH
METASTATIC BREAST CANCER RECEIVING
INTENSIFIED CHEMOTHERAPY AND STEM CELL
RESCUE: DATA FROM THE GITMO REGISTRY

Martino M., Ballestrero A., Zambelli A., Secondino S.,
Aieta M., Bengala C., Zamagni C., Bruno B., Pedrazzoli P.
on behalf of Gruppo Italiano per il trapianto di Midollo,
di Cellule Staminali emopoietiche e di terapia cellulare
(GITMO), Sezione Tumori Solidi

Aim. To assess toxicity and survival in a large cohort of MBC
patients (pts) receiving high-dose chemotherapy (HDC) with au-
tologous hematopoietic stem cell transplantation (HSCT) in Italy
between 1990 and 2005.

Methods. 563 pts receiving HDC MBC were identified in the
Italian registry (GITMO). Data set for survival analysis has been
obtained for 432 patients. Median age at transplant was 43 years
(range 18-66). All patients were treated with high-dose alkylating
agents alone or in combination with mitoxantrone. HDC was giv-
en following a median of 4 cycles (range 1-8) of conventional
dose chemotherapy including adriamycin and/or taxanes in the
majority of patients. Premenopausal patients were 68%, hormone
receptor positive 66%. Fifty% of patients had visceral metas-
tases. Clinical parameters including probability of 100 day mor-
tality progression-free survival (PFS) and overall survival (OS)
in the whole population and in subsets of patients based on clini-
cal parameters were calculated. OS and PFS rates were measured
from the date of transplant to the date of last follow-up or death
and the date of progression, respectively.

Results. With a median follow-up of 27 months (range 0-172),
actuarial 5-year OS and PFS were 37% and 17%, respectively.
HDC provided significantly more benefit in patients harbouring
hormone receptor positive tumors (p = 0.028) and in women with
chemosensitive disease (p <0.0001), 48% of patients transplanted
in complete remission (CR) being alive at 5 years. 68 patients
who received HDC in partial response, stable or progressive dis-
ease underwent conversion to CR. In such population median
time to progression was 35 months (range 0-172). Transplant re-
lated mortality was 2.5% overall and 1% over the last five years.

Conclusions. HDC with HSCT provides long-term disease
control and can be curative in subsets of patients with MBC.

G2* PREVALENCE OF NODE NEGATIVE AND SMALL
SIZE TUMORS IN A NATIONAL, RANDOMISED,
PHASE III ADJUVANT TRIAL IN HER-2 + EARLY
BREAST CANCER (SHORT-HER STUDY)

Conte P.F., Agostara B., Aieta M., Banna G., Barbieri E.,
Belfiglio M., Boni C., Boni L., Brandes A., Cascinu S.,
Cavanna L., Colucci G., DʼAmico R., Donadio M., Ferro A.,
Fornari G., Frassoldati A., Garrone O., Gebbia V.,
Grasso F., Grisolia D., Guarneri V., Lelli G., Molino A.,
Musolino A., Nanni O., Piacentini F., Pronzato P., Vicini R.,
Zamagni C. on behalf of Short-HER study Investigators
Division of Medical Oncology, Department of Oncology and
Hematology, University Hospital, Modena; Italy and Short-HER
Trial Centers

Introduction. Several large randomized trials have shown the
superiority of combining trastuzumab with chemotherapy versus
chemotherapy alone as adjuvant treatment for HER-2+ breast
cancer patients. Unfortunately, only a minority of the patients en-
rolled in these trials were node negative, and virtually none had
pT1a,bN0 disease, even though recent data have demonstrated a
worse outcome for these small HER-2+ tumors versus HER-2-
cases. It is therefore of interest to know the prevalence of N0 dis-
ease and of pT1a,b in patients with HER-2+ early breast cancer.
We are running a large phase III trial comparing two different
trastuzumab durations (Short-HER study). We are reporting the
characteristics of patients randomized as of April 2010.

Methods. The Short-HER study is phase III, multicentric, Ital-
ian trial where 2500 HER-2+ breast cancer patients will be ran-
domized to: Arm A (Long) 4 courses of anthracycline based
chemotherapy (AC or EC) followed by 4 courses of docetaxel in
combination with trastuzumab, followed by 14 additional courses
of 3-weekly trastuzumab; or Arm B (Short) 3 courses of 3-week-
ly docetaxel in combination with weekly trastuzumab followed
by FEC x3.

Results. 470 patients from 66 Italian centers have been ran-
domized, 229 in arm A (long) and 241 in Arm B (Short). Mean
age is 54 years (29 to 76); 68% of the cases have ER+ disease.
Regarding stage distribution, among 400 evaluable patients,
34.7% have stage I, 37.3% have stage IIA, 10.5% have stage IIB,
and 17.5% have stage III disease. In particular, 51% of the pa-
tients have node negative disease, and 6.7% have stage pT1a,bN0
disease.

Conclusions. In the largest Italian series of HER-2+ patients
enrolled in a phase III trial, more than 50% have node negative
disease, and around 7% have pT1a,bN0 disease. Given the preva-
lence of low stage disease, these data reinforce the importance of
exploring less intensive, and possibly less toxic, adjuvant
trastuzumab regimens.
Supported by Agenzia Italiana del Farmaco (AIFA).

G3* PHASE II STUDY OF LETROZOLE (L),
METRONOMIC CYCLOPHOSPHAMIDE (C) AND
SORAFENIB (S) AS NEOADJUVANT THERAPY IN
PATIENTS (PTS) WITH OPERABLE BREAST CANCER
(BC): PHARMACODYNAMIC (PD) AND
PHARMACOKINETIC (PK) ANALYSIS

Bazzola L.^, Foroni C.^, Andreis D.^, Ziglioli N.^,
Marini M.G.^, Boni E.^, Ferrozzi F.*, Bersiga A.^,
Petronini P.G.$, Dogliotti L.§, Fox S.%, Harris A.L.°,
Berruti A.§, Generali D.^, Bottini A.^
°Weatherall Molecular Oncology Laboratories, Institute of Mole-
cular Medicine, University of Oxford, John Radcliffe Hospital,
Oxford, UK; ^Unità di Patologia Mammaria, Breast Cancer
Unit, Azienda Istituti Ospitalieri di Cremona, Cremona, Italy;
§Oncologia Medica, Dipartimento di Scienze Cliniche e Biologi-
che, Università di Torino, Azienda Ospedaliera San Luigi di Or-
bassano, Orbassano, Italy; %Peter MacCallum Cancer Centre, St
Andrews Place, East Melbourne, Victoria, Australia; *U.O. Dia-
gnostica per Immagini, Figlie di San Camillo, Cremona, Italy;
$Dipartimento di Medicina Sperimentale, Parma, Italy

Introduction. This was a trial to assess safety and efficacy of
letrozole/metronomic cyclophosphamide/sorafenib vs letrozo-
le/metronomic cyclophosphamide for 6 months as neoadjuvant
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therapy in patients (pts) with operable breast cancer (BC). Tolera-
bility, PD and PK profile of the sorafenib containing regimen, as-
sessed in the first step of the study, are reported here.

Methods. 13 estrogen receptor-positive postmenopausal BC
pts, stage T2-4 N0-1, were included in the first step of the study
and received oral letrozole (L) 2.5 mg/d, metronomic cyclophos-
phamide (C) 50 mg/d and sorafenib (S) 400 mg bid, in 4-week
cycles. S was initiated after 6 days of LC therapy. Blood samples
for PK analysis were collected on day 5 of cycle 1 (D5C1) and
on day 1 of cycle 2 (D1C2) (day 29). Ki67 expression and tumor
evaluation (MRI) were performed at baseline and 14 days later.

Results. A significant reduction in Ki67 expression was ob-
served in all 13 pts at day 14 from median baseline 20.7% to day-
14 median: 9.75%; p <0.0001 with a concomitant reduction in tu-
mour size on MRI. The changes in Ki67 expression did not cor-
relate with changes in tumour size evaluated by MRI (Spearman
r: -0.37). Clinical complete response was observed in 10 of 13 pts
at the end of the treatment. Adverse events were: skin rash
(46%), hand-foot skin reaction (46%), anorexia (38%), fatigue
(15%), and diarrhea (23%). Mean plasma concentrations of C
were consistently lower following concomitant administration of
C/L and S, compared to administration of C/L only. This trend
was confirmed by the comparison of corresponding AUC (0-24)
(29% lower) and Cmax values (12% lower) from D5C1 and D1C2.

Conclusions. The combination of metronomic C, L and S is
feasible and tolerable. Sorafenib decreased the AUC (0-24) of C
by 29%. Ki67 data and tumour response indicate that the associa-
tion of the already tested LC combination with S is promising.
The second part of the study (randomised LC vs LCS) is ongo-
ing.

G4* PROGNOSTIC VALUE OF MIB-1 (ACCORDING
TO ST GALLEN CRITERIA) IN PATIENTS (PTS)
WITH EARLY INVASIVE BREAST CANCER (EIBC)
AND ITS CORRELATION WITH OTHER BIOLOGIC
PARAMETERS IN A MONOINSTITUTIONAL SERIES

Ferro A.1, Caldara A.1, Eccher C.2, Triolo R.1,
Frisinghelli M.1, Aldovini D.3, Cuorvo L.3, Barbareschi M.3,
Galligioni E.1
1Oncologia Medica, 2Anatomia Patologica, Ospedale Santa
Chiara, Trento; 3Fondazione Bruno Kessler, Provincia Autonoma
di Trento

Purpose. To examine interactions between mib-1 and clinical-
pathological markers and their impact on outcomes.

Patients and methods. Mib-1 was identified by immunohisto-
chemical staining in 2678 EIBC pts treated from 2000 to 2008.
Mib-1 was defined as low (≤15%), intermediate (16%-30%) and
high (>30%) value. Correlation between mib-1 and age, tumor
size (T), nodal status (N), ER, PR, HER-2, grading (G) was per-
formed by χ2 test. Log-rank test and Cox regression model were
performed to test mib-1 as prognostic factor for overall survival
(OS) and Disease Free Survival (DFS) and its correlation with
other known prognostic factors.

Results. Median Mib-1 was 25%. Mib-1 was low in 960, in-
termediate in 812 and high in 906 pts. High mib-1 was signifi-
cantly (p <0.001) associated with younger age, ductal type,
greater size, positive N, poor G, absent or low ER and/or PR ex-
pression level, positive HER-2, triple negative subtypes, larger

use of chemo ± hormonotherapy. High mib-1 was a significant
predictor of worse DFS and OS (p <0.001): 89.9 and 95.2% re-
spectively in high, 95.0 and 97.6% in intermediate, 95.7 and
98.7% respectively in low Mib-1 group (median follow-up of 31
months). There were 169 relapses (6.3%): 89 (3.3%) in high, 40
(1.5%) in intermediate and 40 (1.5%) in low Mib-1 group. BC
deaths were 74 (2.8%): 43 (1.6%) in high, 19 (0.7%) in interme-
diate and 12 (0.5%) in low Mib-1 group. High Mib1 was predic-
tive of poorer prognosis in >40 years pts (p <0.001), small tu-
mors (T1) (p <0.001), N+ (p <0.001) and N0 (p = 0.009), G2 (p =
0.013), ER+ and/or PR+ (p = 0.002), negative HER-2 (p =
0.003), ductal type (p <0.001).

Cox regression three-value Mib-1 index didn’t maintain inde-
pendent prognostic value. According to the median value, Mib-1
resulted a prognostic factor (p = 0.006) along with histotype, N
and ER/PR status.

Conclusions. In our experience, Mib-1 confirms to be a sig-
nificant prognostic biomarker for DFS and OS in EIBC, provid-
ing additional information besides other clinico-pathological pa-
rameters to help decision-making of treatment.

G5* HER-2 STATUS AS PREDICTOR
OF MAMMOGRAPHIC SCREENING DETECTION:
COMPARISON OF INTERVAL-AND SCREEN-
DETECTED BREAST CANCERS

Musolino A., Michiara M., Conti G.M., Boggiani D.,
Bozzani F., Zatelli M., Bella M.A., Sgargi P., Ardizzoni A.
Unità Operativa Complessa di Oncologia Medica e Registro
Provinciale Tumori, Azienda Ospedaliero-Universitaria di Parma

Introduction. To determine whether markers of poor progno-
sis are associated with risk of breast cancer diagnosis in the inter-
val between screening examinations, we estimated the effect of
the mode of detection on distribution of breast cancer molecular
subtypes using population cancer registry data.

Materials and methods. Subjects (n = 641) comprised all
breast cancers systematically collected by the Cancer Registry of
Parma Province and diagnosed in women aged 50-69, from 2004
to 2007. These included 370 screen-detected and 271 sympto-
matic breast cancers (63 women with interval cancers and 208
who had not attended screening). We used logistic regression to
determine whether interval cancers were associated with selected
clinical and biologic characteristics. We also estimated the rela-
tive risk of cause-specific fatality and disease-free survival (DFS)
by each resulting predictive factor (screen-detected compared to
either symptomatic or interval cancers).

Results. Interval-detected cancers occurred more in younger
women and were of more advanced tumor stage than screen-de-
tected cancers. In unconditional logistic regression models ad-
justed for age and tumor stage, tumors with high histologic grade
(odds ratio [OR] = 2.2; 95% CI = 1.0-5.4), high proliferation rate
(OR = 2.7; 95% CI = 1.5-4.8), or positive HER-2 status (OR =
2.6; 95% CI = 1.3-5.1) were more likely to surface in the interval
between screening examinations. After adjusting for various po-
tential biases, women with screen-detected breast cancer had a
substantial survival advantage over those with symptomatic
breast cancer. In a multivariate model, positive HER-2 status in-
dependently predicted poor DFS when the mode of cancer detec-
tion was included as covariate in addition to age, histologic
grade, proliferation rate, and tumor stage.
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Conclusions. This is the first population-based cancer registry
study demonstrating that HER-2-positive tumors account for a
substantial proportion of mammographic screening failure to de-
tect breast cancer. Our data indicate that molecular subtype distri-
bution of screen-detected breast cancer differs from that of inter-
val cancers and accounts in part for the better outcome of screen-
detected cancer.

G6* TRASTUZUMAB RE-CHALLENGING
AFTER LAPATINIB PLUS CAPECITABINE IN HER-2+
METASTATIC BREAST CANCER (MBC) PATIENTS

Metro G.1, Fabi A.1, Stocchi L.2, Foglietta J.2, Cognetti F.1,
Sperduti I.3, Russillo M.1, Papaldo P.1, Crinò L.2, Gori S.2
1Division of Medical Oncology, Regina Elena Cancer Institute,
Rome, Italy; 2Division of Medical Oncology, Policlinico Regio-
nale Silvestrini, Perugia, Italy; 3Biostatistic Core, Regina Elena
Cancer Institute, Rome, Italy

Background. In HER-2+ MBC patients (pts) anti-HER-2
treatment beyond progression is associated with improved clini-
cal outcome. However, the activity of a trastuzumab-based thera-
py in pts progressing on both multiple trastuzumab-based lines
and lapatinib plus capecitabine (LC) has been poorly investigat-
ed.

Methods. Out of 79 patients treated with lapatinib plus
capecitabine (LC) at two italian institutions, 31 pts received a
trastuzumab-based therapy (trastuzumab + chemo- or endocrine
therapy) after progression on LC. The characteristics and the
clinical outcome of these pts were evaluated.

Results. Median age was 56 years (range 25-76), 28 pts
(90.3%) had a PS of 0-1, 21 pts had visceral metastases (67.7%)
and 10 pts (32.3%) had brain metastases. All pts had been pre-
treated with both trastuzumab and LC for metastatic disease. Me-
dian duration of prior trastuzumab-based therapy was 22.4
months (range 5-81), while median duration of prior LC was 5
months (range 1-20). The median number of prior trastuzumab
was 2 (range 1-6). After LC, 27 pts (87%) received trastuzumab
+ chemotherapy and 4 pts (12.9%) trastuzumab + endocrine ther-
apy. Partial response (PR) was observed in 6 pts (19.4%) and sta-
ble disease (SD) ≥6 months in 7 pts (22.6%), with a clinical ben-
efit rate of 42%. The median duration of response was 3.5
months (range 1-24). Median progression-free survival was 5
months (95% CI 4-6) and median overall survival was 16 months
(95% CI 11-20). Median overall survival was longer for patients
experiencing PR + SD ≥6 months (n = 13) compared to other pa-
tients (n = 18) (23 months versus 15 months, respectively; p =
0.07). No survival difference was reported according to the pres-
ence/absence of brain metastases (13 months versus 16 months,
respectively; p = 0.48).

Conclusions. Trastuzumab re-challenging after LC showed
activity in an extensively pretreated HER-2+ MBC population
that had received two HER-2-directed agents including multiple
trastuzumab-based lines. Pts achieving clinical benefit derive the
greatest survival benefit from treatment. The presence of brain
metastases does not seem to affect clinical outcome.

G7 IORT AS ANTICIPATED BOOST IN I AND II STAGE
BREAST CANCER: TEN YEARS FOLLOW-UP AT SAN
FILIPPO NERI HOSPITAL IN ROME

Ciabattoni A.*, Mirri M.A.*, Ciccone V.*, Siniscalchi A.*,
Palloni T.*, Vidiri F.*, Di Marzo A.*, Fabretti F.*, Petrucci A.§,
Consorti R.§, Mangiacotti F.P.§, Drago S.°, Grassi G.B.°
*Radiotherapy Department, §Medical Physics Service, °General
Surgery Department, San Filippo Neri Hospital, Rome

Purpose. Breast-conserving surgery plus adjuvant radiothera-
py is the standard in the treatment of early stage breast cancer,
even integrated with hormonal or chemotherapy. Many studies
confirmed the utility of a boost of 10 to 16 Gy on the tumour
bed, but no standard technique exists. Intraoperative radiotherapy
(IORT) is a high precision radiotherapy boost that can prevent a
“geographical miss” and it is associated with an extremely low
incidence of complications. The aim of this study is to present
the long term results on local control, aesthetic evaluation and
toxicity of stage I and II breast cancer treated with IORT as antic-
ipated boost.

Materials and methods. From April 1999 to January 2010 a
IORT programme after breast-conserving surgery in early breast
cancer patients has been carried on at San Filippo Neri Hospital
in Rome. A total of 265 patients up to 75 years, I and II stage and
ECOG ≤2 were treated with an anticipated boost of 10 Gy. The
boost was delivered with a movable Linac. All the patients re-
ceived additional 45-50 Gy of external radiotherapy in 18-25
fractions to the whole breast and/or chemo-hormonal therapy.

Results. The median follow-up was 76.7 months (range 2-138
months). Only one true local recurrence was observed. No seri-
ous acute nor late complications associated with IORT were ob-
served, but two cases of liponecrosis in the treatment area. Cos-
metic result was very good and comparable to patients treated
with external boost. The overall DFS was 89.3%, 18 patients de-
veloped distant metastases and 11 died (eight of them for dis-
ease). No differences in local recurrences were seen respect to
systemic therapies (chemo vs hormonal).

Conclusion. Our data suggest that IORT as anticipated boost
after breast-conserving surgery is a reliable alternative to conven-
tional postoperative fractionated boost and gives an immediate
sterilization of the tumour bed Further research is required to
clarify several issues such as identification of the most appropri-
ate subgroups of patients for IORT.

G8 CLINICO-PATHOLOGICAL FEATURES
AND PROGNOSIS OF INTERVAL CASES (IC)
AND SCREEN-DETECTED CASES (SD) IN A REGIONAL
BREAST CANCER SCREENING PROGRAM

Cristofano A., Malossi A., Grasso F., Rollandin C.,
Mozzicafreddo A., Trogu A., Stella A., Alvaro M.R.,
Cucchi M., Spinazzé S., Numico G.
SC Oncologia Medica, Ospedale Regionale U. Parini, Azienda
USL della Valle d’Aosta, Aosta, Italy

Background. Mammography is considered the gold standard
test in breast cancer screening. However IC, i.e. the cancer cases
diagnosed between the last screening mammography and the next
biannual test, are commonly recognized and are suggested to
have a worse prognosis in comparison with SD cases. We evalu-
ated the clinico-pathological characteristics of IC and SD cases
recruited in the breast cancer regional screening program of Valle
d’Aosta from 1998 to 2008.
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Patients and methods. 441 cancers were diagnosed in the 10-
year period. All IC underwent radiological supervision and miss-
ing cases were excluded. 85 were selected as true IC (19%).
Baseline pt and tumor characteristics were collected; overall sur-
vival (OS) and disease-free survival (DFS) were calculated using
the Kaplan-Meier method; a multivariate analysis using the Cox
proportional hazards model was used with the aim of accounting
for the different clinical, pathological and bio-molecular features.

Results. Median time from the last screening mammography
and IC was 14.4 months. IC had worse baseline prognostic fea-
tures: grading (G3: 42% IC vs 21% SD, p = 0.001), ER expres-
sion (ER-neg: 34.6% IC vs 17.6% SD, p = 0.001); and node
metastasis (N-pos: 44.3% IC vs 24.1% SD; p = 0.004). Radical
mastectomy was performed in 25.9% IC and 12.5% SD;
chemotherapy was given in 36.3% IC and 16.1% SD; hormonal
therapy in 64.2% IC and 80.3% SD. 30 pts relapsed and 17 pts
died. 5-year OS was 83.6% for IC and 93.8% for SD (p = 0.003).
DFS was 84.5% for IC vs 92.5% for SD (p = 0.013). The multi-
variate analysis identified T diameter, vascular invasion, grading
and nodal staging as independent prognostic factors for survival,
while the diagnostic modality (CI/SD) was not.

Conclusion. IC are expected and unavoidable events in breast
cancer screening. IC have a significantly worse DFS and OS than
SD cases. This difference seems largely justified by pathological
baseline characteristics and is not eliminated even by a more ag-
gressive treatment approach.

G9 FDG-PET/CT FINDINGS AND CIRCULATING
TUMOR CELL COUNTS IN THE MONITORING
OF SYSTEMIC THERAPIES FOR BONE METASTASES
FROM BREAST CANCER

De Giorgi U.1,2,3, Mego M.1,2, Rohren E.M.4, Liu P.5,
Handy B.C.6, Reuben J.M.2, Macapinlac H.A.4,
Hortobagyi G.N.1, Cristofanilli M.1, Ueno N.T.1,7

Departments of 1Breast Medical Oncology, 2Hematopathology,
4Nuclear Medicine, 5Biostatistics, 6Laboratory Medicine, 7Stem
Cell Transplantation and Cellular Therapy, The University of
Texas M.D. Anderson Cancer Center, Houston, Texas; 3Istituto
Scientifico Romagnolo per lo Studio e la Cura dei Tumori, Mel-
dola, Italy

Background. Our objective was to compare the predictive
significance of [18F]fluorodeoxyglucose positron emission tomog-
raphy/computed tomography (FDG-PET/CT) findings and circu-
lating tumor cell (CTC) count in patients with bone metastases
from breast cancer treated with standard systemic therapy.

Methods. Breast cancer patients with progressive bone only
metastatic disease without visceral metastases starting a new line
of systemic therapy had FDG-PET/CT and CTC counts per-
formed before and during treatment. Disease status was re-
assessed by CTC count (≥5 vs <5CTC/7.5 mL of blood) and
FDG-PET/CT approximately 2-4 months after initiation of the
new systemic therapy.

Results. CTC counts at follow-up agreed with the FDG-
PET/CT assessment in 43 (78%) of the 55 evaluable patients. Of
the 12 patients with discordant CTC and FDG-PET/CT results, 8
(66%) had ≥5 CTC with no evidence of PD at FDG-PET/CT,
while 4 (33%) had <5 CTC with evidence of PD by FDG-
PET/CT. FDG-PET/CT findings and follow-up CTC counts were
found to be significantly associated with both progression-free

survival (PFS) (p = 0.02 and p <0.0001, respectively) and overall
survival (OS) (p = 0.02 and p = 0.01, respectively). In multivari-
ate analysis, the FDG-PET/CT assessment remained as the only
predictive factor for PFS (p <0.0001), while estrogen receptor
status was the only predictive factor for OS (p = 0.01).

Conclusion. FDG-PET/CT is an useful tool for therapeutic
monitoring in patients with bone metastases from breast cancer.
Prospective studies are needed to define the role of FDG-PET/CT
and CTC in the setting of response discordance to establish bone
dominant disease as a tumor response measurable disease.

G10 PROTEOMIC SIGNATURES AS BIOMARKERS
OF BREAST CANCER RISK IN WOMEN WITH GROSS
CYSTIC DISEASE OF THE BREAST (GCDB)

Guglielmini P.1, Mangerini R.2, Profumo A.3, Rubagotti A.1,2,
Schiavone G.1, Romano P.4, Facchiano A.5, Muselli M.6,
Damonte G.7, Rocco M.2, Benatti U.7, Boccardo F.1,2

1Department of Oncology, Biology and Genetics, University of
Genoa; 2Medical Oncology B Department (Preclinical Investiga-
tion and Biostatistics Units), 3Biopolimers and Proteomics Unit,
4Bioinformatic Unit, National Cancer Research Institute, Genoa;
5Institute of Food Science, Avellino; 6Institute of Electronics,
Computer and Telecommunication Engineering, 7Department of
Experimental Medicine, University of Genoa, Italy

Introduction. The commonly recognized risk factors for
breast cancer (except for BRCA 1 and 2 mutations) are not so
predictive to discriminate the women suitable for specific sur-
veillance or chemopreventive interventions. This explains the in-
creased interest in developing novel risk markers.. This study
was designed to assess whether proteomics would allow to gener-
ate peptide signatures able to further discriminate the breast can-
cer risk of women affected by GCDB, a benign condition per se
implying a 2-4 fold increased risk of developing a breast cancer
depending on prevalent cyst type.

Methods. We identified a training set of 30 criopreserved sera
collected between 1985 and 1993 from women affected by
GCDB at time of cyst aspiration. 16 of these women were found
to have subsequently developed an invasive breast cancer and
served as cases. The other women who were still cancer-free
served as controls and were selected after matching by age, fami-
ly history, cyst fluid cation and EGF concentrations, follow-up
and serum storage duration. The analysis of serum samples was
performed by magnetic bead-assisted serum peptide capture cou-
pled to AP-MALDI-TOF-MS. The raw spectra were exported as
an excel spreadsheet and data handling performed using: PRO-
TEO and ALISPECTRA bioinformatic tools. The resulting data
spreadsheet was analyzed by means of two alternative statistical
algorithms: significance analysis of microarray and shadow clus-
tering, a machine learning model that generates a set of rules that
is able to discriminate between two or more groups of samples.

Results. Distinct patterns were observed in the two groups on
study independently of the algorithm employed. The Figure be-
low shows the heat map scales of normalized ion intensities.

We identified 34 peptides whose pattern distribution differed
in cases and controls (p = 0.016). 14 peptides have been identi-
fied by means of MS/MS tandem spectrometry. All of them, ex-
cept for fibrinopeptide A, were decreased in cases as compared to
controls, including complement C3f, bradykinin and inter-α-
trypsin inhibitor heavy chain H4, a plasma serine protease in-
hibitor involved in extracellular matrix stabilization. The charac-
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terization of the other significant signals is underway and their
putative ethiopathogenetic role in breast tumorigenesis will be in-
vestigated.

Conclusions. We determined a peptidomic signature associat-
ed with the subsequent development of an invasive breast cancer.
The value of this signature as a breast cancer risk marker will be
validated in a larger set and risk size determined through appro-
priate case/control studies.

G11 PROGNOSTIC ROLE OF MULTIPLE CLINICAL
AND BIOLOGICAL FEATURES IN T4 ENDOCRINE
RESPONSIVE BREAST CANCER PATIENTS
ACHIEVING LESS THAN A PATHOLOGICAL
COMPLETE RESPONSE (<PCR) AFTER PRIMARY
CHEMOTHERAPY. 10 YEARS RESULTS

Ionta M.T.1, Atzori F.1, Pusceddu V.1, Valle E.2, Barca M.1,
Coinu A.1, Marongiu E.1, Notari F.1, Minerba L.3, Massidda B.1
1Department of Medical Oncology, Hospital-University, Cagliari,
Italy; 2Department of Medical Oncology, Oncologic Hospital,
Cagliari, Italy; 3Department of Public Health, University,
Cagliari, Italy

Background. The achievement of pCR correlates with signifi-
cantly better outcomes irrespective of common clinical prognos-
tic factors. By contrast less than pCR (<pCR) identifies a hetero-
geneous group of patients (pts) at different risk of recurrence and
death, being ER+ the subgroup with the best prognosis. Aim of
our study was to evaluate the influence of baseline PgR, HER-2,
grade, age, inflammatory disease (T4d), postsurgical residual pT
and pLN and type of primary regimen, on long-term DFS in ER+
T4 pts achieving <pCR.

Methods. We analyzed 80 ER+ of 132 consecutive T4 pts
<pCR after anthra-based (FEC, 29 pts) or anthra-cisplatin-based
(cisplatin, epirubicin, vinorelbine, 51 pts) primary chemotherapy.
All patients received the same adjuvant chemo-endocrine thera-
py; trastuzumab was not allowed; 32 pts (40%) were <50y; 18
(22%) T4d; 27 (34%) G3; 10 (12.5%) HER-2+; 40 (50%) PgR+;
50 (62.5%) pT0-2; 30 (37.5%) pT3-4; 50 (75%) pLN+. DFS was
analyzed using Cox proportional hazards ratios (HR).

Results. After a median follow-up of 120 months (14-205), as
expected 10 y DFS was better in ER+ group (80 pts) than in ER-
(52 pts) (41% vs 25%; p = 0.049). Among ER+ patients, HER-
2+, pLN+, T4d, anthra-based versus cisplatin-based primary
chemotherapy, were associated with significantly poor DFS
(HRs >2). None of the other factors affected significantly the
prognosis.

Conclusions. Overall, ER+ status is predictor for better DFS
in patients <pCR. The association with HER-2+, pLN+, inflam-
matory disease and anthra versus anthra-cisplatin based primary
chemotherapy, decreases the likelihood of DFS. These patients
should be considered for innovative treatment in addition to
chemo-endocrine therapy.

ER+ HR IC 95% p value

PgR+/PgR- 1.16 0.66-2.1 0.60
G2/G3 0.79 0.42-1.49 0.47
<50/≥50 0.82 0.46-1.46 0.50
pT0-2/pT3-4 1.32 0.74-2.36 0.35

HER-2+/HER-2- 2.07 0.89-4.82 0.09
T4abc/T4d 0.51 0.27-0.96 0.037
pLN+/pLN- 2.56 1.08-6.03 0.032
anthra/cisplatin 2.07 1.07-3.98 0.030

G12 IMPACT OF SUBSEQUENT LINES
OF CHEMOTHERAPY (CT) ON SURVIVAL
IN METASTATIC BREAST CANCER (MBC):
WHICH BENEFIT FOR WHICH PATIENTS?

Bernardo G.1, Palumbo R.1, Bernardo A.1, Poggi G.1,
Teragni C.1, Amatu A.1, Montagna B.1, Sottotetti F.1,
Tagliaferri B.1, Frascaroli M.2, Albanese D.2, Strada M.R.2
1Operative Unit of Medical Oncology II; 2Operative Unit of Re-
habilitative Oncology, Fondazione Salvatore Maugeri, IRCCS,
Pavia

Background. A retrospective analysis was performed to assess
the impact of CT beyond the first line on outcome of women
treated for MBC and to identify the patients who better benefit
from the treatment.

Patients and methods. This study included 980 women treat-
ed by CT for MBC in our institution between 1992 and 2006.
Median follow-up was125 months (range 48-192), with overall
survival (OS) data updated at December 1, 2008. OS and time to
treatment failure (TTF) were calculated according to the Kaplan-
Meyer method for each CT line. Cox proportional hazards model
was used to identify factors that could influence TTF and OS.

Results. Median OS evaluated from day 1 of each CT line de-
creased with the line number from 34.8 months (980 patients,
first line, range 4-208) to 22.6 months (838 patients, second line),
14.6 months (684 patients, third line), 12.4 months (302 patients,
fourth line), 9.4 months (88 patients, fifth line), 8.2 months (45
patients, seven or more lines). Median TTF ranged from 9.2
months to 7.8 and 6.4 months for the first, second and third line,
respectively, with no significant decrease observed beyond the
third line (median 5.2 months, range 4.8-6.2). In univariate
analysis factors positively linked to a longer duration of TTF for
each CT line were positive hormonal receptor status, absence of
liver metastasis, adjuvant CT exposure, response to CT for the
metastatic disease; in the multivariate analysis the duration of
TTF for each CT line was the only one factor with significant im-
pact on survival benefit for subsequent treatments (p <0.001).

Conclusions. Our results stress that CT beyond the first line
may be beneficial in a significant subset of women treated for
MBC. For patients responding to a given CT regimen and asking
for further treatment after disease relapse, it appears useful to de-
liver subsequent active lines to get prolonged TTF and OS benefit.
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G13 PROGESTERON RECEPTOR STATUS
IS A PREDICTOR OF PATIENTS OUTCOME
IN T1N0M0 BREAST CANCER

DʼAddetta C.1, Latiano T.P.1, Parrella P., Lombardi L.1,
Murgo R.2, Ciuffreda L.2, Cilenti G.1, Valori V.1, Copetti M.4,
Maiello E.1
1Oncology Unit, 2Surgery Unit, 3Oncology Laboratory, 4Unit of
Biostatistical, IRCCS Casa Sollievo della Sofferenza, San Gio-
vanni Rotondo, Italy

Background. The frequency of T1 node negative invasive
breast cancers is increasing because of wider implementation of
breast cancer screening. When cancer is detected early, patients
show an overall better prognosis than patients (pts) with more ad-
vanced disease, however, even in this group a subset of pts will
experience local or distant recurrences.

Purpose. In the attempt to identify new markers of pts out-
come in early breast cancers we evaluated the association be-
tween disease free survival, overall survival and pts clinicopatho-
logical characteristics in a large T1N0M0 patient’s cohort.

Methods. Six hundred and twenty-eight pts with early breast
cancer (pT1a,b,cN0M0) were observed between March 1996 and
December 2007 (median follow-up 80 months, IQR 45-118) and
were retrospectively investigated in our Institution. Tumors were
classified histologically according to the WHO Histological clas-
sification on Breast Cancer. Estrogen Receptor (ER) and Proges-
teron Receptor (PgR) status were evaluated immunocitochemi-
cally. The threshold for ER and PgR positivity was 10%.

Results. The analysis of survival by Kaplan Meier method
showed that PR negative cases were associated with worst DFS
(p = 0.02 Log rank test) and OS (p = 0.02) as compared with PR
positive pts. These results were confirmed by univariate and step-
wise multivariate Cox proportional regression model. PR-nega-
tive status was still a predictor of worst DFS (p = 0.01 Log rank
test) when survival analysis was limited to the first 2 years of fol-
low-up. This association was confirmed by both univariate (p =
0.012 HR 4.04 CI95 1.24-5.64) and multivariate (p = 0.03 HR 4.9
CI95 1.19-20.05) stepwise Cox proportional regression model. We
also evaluated whether the combination between ER and PR sta-
tus was able to affect survival. The ER-positive/PR-negative
breast cancer subgroup showed the worst DFS (p = 0.02 Log
rank test) and OS (p = 0.02 Log rank test).

Conclusions. Our results indicate that although the overall
prognosis of pts with early stage breast cancer is excellent, we
observed that the PR negative status was a predictor of worst
DSF and OS.

G14 OBESITY AND CLINICAL OUTCOME
IN HER-2-POSITIVE BREAST CANCER

Parolin V.1, Fiorio E.1, Mercanti A.1, Riolfi M.2, Cetto G.L.2,
Surmacz E.3, Molino A.1
1U.O.C. Oncologia Medica, Ospedale Civile Maggiore, 2U.O.
Oncologia Medica, Policlinico G. Rossi, Azienda Ospedaliera
Universitaria Integrata, Verona; 3Sbarro Institute for Cancer Re-
search and Molecular Medicine, Temple University, Phila-
delphia, USA

Obesity and HER-2 overexpression are associated with poor
prognosis in breast cancer (BC). Recent studies suggest the exis-
tence of functional crosstalk between leptin, an adypocite-de-
rived hormone, and HER-2. Specifically, stimulation with leptin
can transactivate HER-2 and activate its downstream signaling,
while chronic exposure to leptin increases HER-2 stability in
presence or absence of Herceptin®. In our study we evaluated if
excess adiposity (associated with leptin overexpression) can im-
pact the clinical outcome in HER-2-positive patients treated with
Herceptin®.

We analyzed retrospectively 155 patients with HER-2-positive
BC treated with Herceptin® for early stage or metastatic disease
(period 2003-2008). The patients were grouped into normal,
overweight, and obese categories according to Body Mass Index
(BMI) following WHO guidelines. Overall survival (OS) and
time to progression (TTP) were calculated by Kaplan-Meier
method and comparisons were made using log rank test.

103 patients were treated with adjuvant Herceptin®. 12.5% of
the population relapsed; of these, 31% and 23% were overweight
and obese, respectively. In relapsed patients, OS and TTP de-
creased with increased BMI: the median OS for normal, over-
weight and obese patients was 40, 36.5, and 31 months, respec-
tively (p = ns); median TTP was 11, 8, and 5 months, respective-
ly (p = 0.0351). 52 metastatic patients received Herceptin® asso-
ciated to chemotherapy. In this population, 33% and 15% patients
were overweight and obese, respectively; median OS was 65
months and TTP 10.5 months. Decreased OS and TTP were asso-
ciated with increased BMI: median OS for normal weight, over-
weight and obese patients was 67, 54, and 39 months, respective-
ly (p = 0.0010); median TTP was 12, 7.5, and 7 months, respec-
tively (p = 0.0442). The negative impact of increasing BMI was
confirmed in subgroups differentiated by hormone receptor and
menopausal status.

The results suggest that obesity is not only a risk factor and an
indicator of poor prognosis in BC patients, but also a negative
predictive parameter in HER-2-positive subjects. Our in vivo data
validate in vitro observation that leptin can impair response to
Herceptin®.

G15 RAD51 DIFFERENTIAL EXPRESSION
IN SPORADIC BREAST CANCER IS ASSOCIATED
WITH STEROID HORMONE RECEPTOR STATUS

Barbano R.1, Copetti M.1, Perrone G.2, Muscarella L.A.1,
Balsamo T.1, Poeta M.L.2, Rinaldi M.3, Valori V.M.1,
Latiano T.1, Maiello E.1, Bisceglia M.1, Carella M.1,
Pellegrini F.1, Onetti Muda A.2, Altomare V.2, Murgo R.1,
Fazio V.M.1, Parrella P.1
1IRCCS Casa Sollievo della Sofferenza, San Giovanni Rotondo,
FG Italy; 2University Campus BioMedico, Rome Italy; 3National
Research Council (CNR), Rome, Italy

Background. In spite of earlier detection and better manage-
ment breast cancer is still the primary cause of cancer deaths
among women, responsible for about 410,000 deaths worldwide.
The natural history of this disease is characterized by marked
heterogeneity within and between patients and tumors with simi-
lar histopathological appearance can follow significantly differ-
ent clinical courses.

Purpose. In an attempt to understand whether alterations in
genes involved in DNA Double Strands Break Repair pathway
were associated with breast cancer clinicopathological character-
istics, we determined expression for genes that play key roles as
sensors, modulators or effectors in this pathway.
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Methods. We initially analyzed mRNA expression of 15 DSB
related genes from 20 breast cancers in order to classify them in-
to homogeneous clusters. For genes ATR, G22P1/ku70 and
RAD51 was developed a mRNA relative quantification method
that was used to analyze additional 55 cases. RAD51 protein ex-
pression was determined by immunohistochemestry on 58 tu-
mours represented on a commercial available tissue microarray.

Results. Hierarchical clustering analysis of the DSB repair
genes analyzed identified ATR, G22P1/ku70 and RAD51 as dif-
ferentially expressed among the breast cancer cases. The analysis
of the additional 55 tumours for these three genes indicate an as-
sociation between RAD51 increased mRNA levels and ER-posi-
tive/PR-negative breast cancers (p = 0.09). This result was con-
firmed at protein expression level when a tissue microarray in-
cluding 58 breast cancers was analyzed by immunohis-
tochemestry (p = 0.003).

Conclusions. Our results indicate that the RAD51 gene is dif-
ferentially expressed in breast cancer characterized by different
steroid hormone receptor status. This result is in agreement with
recent in vitro studies indicating that RAD51 functions are regu-
lated by steroid hormones. In our series RAD51 higher expres-
sion was detected in ER-positive/PR-negative tumours suggest-
ing that this alteration could be a feature of this breast cancer
subtype.

G16 POLISOMY 17 AND ITS IMPACT ON DIFFERENT
MOLECULAR TESTS FOR HER-2 STATUS:
PROGNOSTIC ROLE AND THERAPEUTIC
IMPLICATIONS

Tanzi S., Bozzetti C., Martella E.*, Nizzoli R., Michiara M.,
Musolino A., Camisa R., Ardizzoni A.
Oncologia Medica, Azienda Ospedaliera Universitaria di Par-
ma; *Istituto di Anatomia Patologica, Parma

Introduction. Polysomy 17 is frequently found in breast can-
cer and its impact on survival is unclear. Moreover, this genetic
aberration muddles fluorescence in situ hybridization (FISH) and
immunohistochemistry (IHC) interpretation of HER-2 (HER-
2/neu, c-erbB2) status. In a series of newly diagnosed breast can-
cer patients, we investigated the prognostic role of polysomy 17
in comparison with HER-2 phenotypes as determined by both
FISH and IHC analyses.

Materials and methods. From 2004 to 2008, 177 consecutive
fine-needle aspiration (FNA) cytological specimens of primary
breast tumors were collected. FISH analysis was performed with
dual colour probe to address the contribution of relating results
(disomy 17, HER-2 amplification, polysomy 17) to the clinical
features and outcome of these tumors. In the same population,
HER-2 IHC analysis was performed on surgical samples.

Results. Polysomy 17 status correlated with histologic tumor
grade 3 (p = 0.02) and high proliferation rate (p = 0.01). Interest-
ingly, polysomy 17 distribution significantly contributed to the
lack of overlap in HER-2 positivity between FISH and IHC
analyses, particularly in IHC over-expressed (3+) tumors where
polysomy represented the 70% of discordant cases (p <0.001).

Polysomy 17 tumors showed an intermediate risk of relapse
compared with disomy 17 and HER-2 amplified cases (p =
0.043). Although there was a trend significance between
polysomy 17 and HER-2 over-expression in not amplified (NA)
cases (71% polysomic in IHC 3+ tumors vs 48% in IHC 0-2+. p

= 0.08), polysomy status was associated with poor event-free sur-
vival (EFS) even in IHC 0-2+, NA patients (2-year EFS 81% vs
91%. p = 0.08).

Conclusion. Polysomic status seems to have an intermediate
clinical value between disomy 17 and HER-2 amplification. Poli-
somy 17 can explain discordant results between IHC and FISH
analyses and can justify a different therapeutic approach between
polysomic and HER-2 negative patients.

FISH analysis is confirmed as the best HER-2 test to guide a
correct medical approach and treatment decision.

G17 NEOADJUVANT CHEMOTHERAPY WITH
SEQUENTIAL OR CONCOMITANT EPIRUBICIN (E)
OR LIPOSOMAL ADRIAMICYN (NPLD) AND
DOCETAXEL (D) IN BREAST CANCER PATIENTS (PTS)

Conti F., Vici P., Corsetti S., Perri P., Viola G., Pizzuti L.,
Cauchi C., Carpano S., Toglia G., Anzà M., Sperduti I.,
Lopez M.
Regina Elena Institute for Cancer Research, Rome, Italy

Background. Anthracyclines and taxanes are among the most
active agents in the neoadjuvant treatment of breast cancer.

Patients and methods. Ninety-two pts with locally advanced
breast cancer were treated with primary E (80 mg/m2 on d 1) and
D (80 mg/m2 on d 1) for 4 cycles, or E (120 mg/m2 on d 1) plus
cyclophosphamide (CTX) (600 mg/m2 on d 1) for 4 cycles fol-
lowed by D (100 mg/m2 on d 1) for 4 cycles, or TEC (D: 75
mg/m2, E: 75 mg/m2, CTX: 600 mg/m2 on d 1) for 6 cycles, or D
(100 mg/m2 on d 1) followed by NPLD (60 mg/m2 on d 1) plus
CTX (600 mg/m2 on d 1) for 8 cycles. All chemotherapy cycles
were given every 3 weeks. Pts characteristics: median age 50
years (range 26-74), pre/postmenopausal 47/45, clinical stage:
IIA 6 pts, IIB 23, IIIA 11, IIIB 50, IIIC 2; median cT size 5 cm
(range 1-12), ER+/ER- 48/46. To date, basal HER-2 status was
evaluated in 64 pts.

Results. There were 6 cCR and 58 cPR, for an overall clinical
response rate of 69.5% (95% CI, 60.2-79.0). In the 17 pts with
inflammatory breast cancer we observed 10 cPR (58.8%), while
in HER-2+ pts we obtained 15 cPR and 2 cCR (ORR 54.8%).
Conservative surgery or radical mastectomy was performed in 17
and in 67 pts, respectively. Among 92 evaluable patients we ob-
served 7 pCR (6.4%). Axillary downstaging was obtained in 11
pts. Toxicity was moderate. Thirty-three/19 pts received adjuvant
tamoxifen/aromatase inhibitors, 58 adjuvant radiotherapy, 15 ad-
juvant trastuzumab. With a median follow-up of 13 months
(range 1-132 months), distant recurrences were recorded in 24
pts (26%), while a local recurrence was observed in 7 pts (7.6%).
The 3 and 5-year DFS and OS were 58.4%, 53%, and 90.5%,
67.9%, respectively.

Conclusions. Primary sequential or concomitant chemotherapy
with anthracyclines/liposomal anthracyclines and docetaxel,
seems to be moderately effective and very well tolerated in an un-
favourable series of pts including 17 inflammatory breast carcino-
ma; the low rate of pCR is the range of reported literature data.

G18 ZOLEDRONIC ACID (ZOMETA®) IN METASTATIC
BREAST CANCER: A SINGLE INSTITUTION
EXPERIENCE ON 326 PATIENTS
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Meattini I.1, Livi L.1, Scotti V.1, Cassani S.1, Iermano C.1,
Bertocci S.1, Di Lieto M.2, Biti G.1
1Department of Radiation-Oncology, Florence University, Flo-
rence, Italy; 2Department of Medical-Oncology, Pistoia Hospital,
Pistoia, Italy

Introduction. Bisphosphonates are comprehensively estab-
lished in the treatment of metastatic bone disease and significant-
ly reduce skeletal morbidity. Zoledronic acid (Zometa®) has a
well established role as first-line treatment in patients with bone
metastases secondary to breast cancer. Moreover preclinical stud-
ies have demonstrated that it can inhibit angiogenesis, invasion
and adhesion of tumor cells.

Materials and methods. We retrospectively analyzed 326
metastatic breast cancer patients treated between January 2003
and October 2009 at the Department of Radiation-Oncology of
the University of Florence.

We administered a total of 3345 cycles of intravenous zole-
dronic acid (15 minutes infusion) with a mean of 10 courses
(range 6-39). Clinical efficacy assessments and evaluation of new
skeletal-related events were performed at each visit. Measures of
bone-pain scores and analgesic consumption were evaluated us-
ing a patient-rated scoring system. Similarly, analgesic use was
scored on a 7-point scale. The effect of zoledronic acid on bone
pain and analgesic use were evaluated by averaging the bone
pain score and the analgesic use score and assessing their varia-
tion from baseline during the whole treatment. Laboratory tests
were performed at baseline and at each visit while efficacy as-
sessments were performed when planned or if necessary. Con-
comitant medications and adverse events were documented ac-
cording to WHO criteria.

Results. At a median follow-up of 23.5 months (range 6-58)
the mean pain score decreased from 2.1 at baseline to 1.80 and
the mean analgesic score from 1.65 at baseline to 1.35 during the
whole follow-up period. Zoledronic acid was generally well tol-
erated; we had no grade 3-4 adverse events. No patient had se-
vere deterioration of renal function. Three patients (1%) devel-
oped bisphosphonate-associated osteonecrosis of the jaw.

Conclusions. In our experience zoledronic acid confirmed its
main role in quality of life among metastatic breast cancer pa-
tients, with an optimal toxicity profile. New trials are required
to show its potential to delay cancer treatment-induced bone
loss in patients receiving hormonal therapies and its antitumor
properties.

G19 NEW COMBINATION OF LYPOSOMAL
ANTHRACYLINE, CISPLATIN AND METRONOMIC
CAPECITABINE AS PREOPERATIVE CHEMOTHERAPY
FOR OPERABLE AND LOCALLY ADVANCED BREAST
CANCER: DATA OF EFFICACY AND TOLERABILITY

Orlando L., Schiavone P., Fedele P., Cinefra M., Calvani
N., Nacci A., Marino A., DʼAmico M., Chetrì C., Rizzo P.,
Sponziello F., Mazzoni E., Cinieri S.
“Sen. Antonio Perrino” Hospital, U.O.C. Oncology, Brindisi, Italy

Background. The main goal of preoperative chemotherapy is
the achievement of pathological complete remission (pCR). We
report the data of activity and safety of the anthracycline-contain-
ing regimen MCX with the introduction of oral fluoropyrimidine

capecitabine as preoperative chemotherapy for large operable and
locally advanced breast cancer.

Methods. Patients with operable breast cancer (T2-T3) or lo-
cally advanced breast cancer (T4, N2-N3) were treated with non-
pegylated liposomal doxorubicin (Myocet 50 mg/m2 day 1), cis-
platin 60 mg/m2 day 1 and metronomic capecitabine 1500 mg
daily continuously (MCX) for six courses followed by radical
surgery and radiotherapy. In patients whose tumours were en-
docrine-responsive concurrent endocrine therapies (letrozole if
postmenopausal or triptorelin if premenopausal) were given pre-
operatively. All patients had a core biopsy and a basal surgical
evaluation to define type of surgery.

Results. Twenty patients were enrolled. Median age was 51
years (range 29-71), premenopausal 44%. At the core biopsy: ER
and/or PgR >1% in 60%, Ki-67 expression ≥20% in 67%, HER-
2/neu negative in all patients. Clinical stage at diagnosis was: II
B in 20%, IIIA in 30%, IIIB in 35%, IIIC in 15%. Sixteen pa-
tients are evaluable for clinical response, thirteen patients are
evaluable also for pathological response. There were 4 pCR
(4/13, 30%), 12 partial remissions (PR) (9/16, 75%) and 4 com-
plete remissions (CR) (4/16, 25%). Six patients out of 13 re-
ceived breast conserving surgery. The worst toxicity was non
febrile grade 4 neutropenia in 2 pts (15%), grade 3 anemia in 1 pt
(8%), nausea/emesis grade 2 in 10 pts (50%) and alopecia in 6
(37%). No cardiac toxicity was observed.

Conclusions. This combination is effective as preoperative
treatment. The possibility to combine oral fluoropyrimidine
capecitabine as metronomic delivery in an anthracycline-contain-
ing regimen is promising in terms of clinical activity and safety.

G20 WEEKLY DOCETAXEL (wDOC) FOR
THE TREATMENT OF METASTATIC BREAST CANCER
(MBC): A LITERATURE BASED META-ANALYSIS (MA)

Palmeri L.*, Matranga D.^, Vaglica M.*, Di Noto L.*,
Bongiovanni A.*, Marchese A.*, Ancona C.*, Frazzetta M.°,
Cajozzo M.°, Palmeri S.*
*Cattedra Oncologia Medica, Dipartimento di Discipline Chi-
rurgiche ed Oncologiche, ^Dipartimento di Biopatologia e Bio-
tecnologie Mediche e Forensi, °Dipartimento di Discipline Chi-
rurgiche ed Oncologiche, Università degli Studi di Palermo, Italy

MBC accounts for <10% of newly diagnosed BC patients and
about 30% of early BC patients will recur. The taxanes represent
a milestone in the treatment of MBC. In 2005, Ghersi published a
MA comparing taxanes versus non-taxanes containing regimens
for MBC finding docetaxel combinations significantly improving
OS. To reduce the >80% G3-4 neutropenia and non-hematologic
toxicities associated with the docetaxel 3-weekly schedule
(3wDOC), weekly schedules have been tested in several phase
I/II studies. Unfortunately most of the phase III trials have been
prematurely closed due to small samples recruited.

To evaluate the activity (ORR) and tolerability (G3-4 neu-
tropenia) of wDOC, alone or in combination, compared to the
3wDOC schedule, we performed a meta-analysis of all the pub-
lished papers and abstracts exploring this issue. An electronic
(MEDLINE, Cochrane) and manual (ASCO, ESMO, SABCS
proceedings, references of selected articles, published reviews)
thorough search has been performed. From the available data we
collected the necessary informations (ORR, G3-4 neutropenia,
median OS and TTP).

We included 8/378 studies (9 comparisons, 742 pts, 368
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wDOC, 374 3wDOC). No significant difference in terms of ORR
was observed between wDOC and 3wDOC (odds ratio -OR-
1.46, 99% CI 0.97-2.19; p >0.01). Interestingly, a highly signifi-
cant difference was observed in terms of G3-4 neutropenia inci-
dence (OR 0.16, 99% CI 0.05-0.46; p <0.01). The risk difference
(RD) for ORR and G3-4 neutropenia has been evaluated showing
wDOC is significantly risk-reducing for severe neutropenia (RD
-0.3, 99% CI -0.52 – -0.07, p <0.01).

In conclusion our MA supports the administration of wDOC
for the treatment of MBC particularly in pre-treated, elderly or
poor PS patients for which a combination with other active
chemotherapeutic agents is planned. Final survival data emerging
from our MA will be shown.

G21 HEREDITARY AND FAMILIAL BREAST CANCER
IN SOUTHERN ITALY: RESULTS OF A SURVEILLANCE
PROGRAM TARGETED ON RISK PROFILE

Pensabene M.1, Condello C.1, De Placido S.2,3, Crispo A.4,
Contegiacomo A.2, Salvatore M.5, Imbriaco M.5,
Riccardi A.5, Scalvenzi M.6, Locci M.V.7, De Placido G.7,3,
Pepe S.1,2

1Clinical Unit of Screening and follow-up for hereditary and famil-
ial cancers, Department of Molecular and Clinical Endocrinology
and Oncology, Azienda Ospedaliera Universitaria “Federico II”,
Naples, Italy; 2Department of Molecular and Clinical Endocrinol-
ogy and Oncology, Federico II University of Naples, Italy; 3Centro
Regionale di Prevenzione Oncologica (CRPO), Campania, Italy;
4Department of Epidemiology, INT Pascale, Naples, Italy; 5De-
partment of Radiology, 6Department of Systematic Pathology, Sec-
tion of Dermatology, Allergology and Venereology, 7Department of
Obstetrics, Gynecology, Urology and Reproductive Medicine, Fed-
erico II University of Naples, Italy

Introduction. BRCA1/2 carriers and women at hereditary/fa-
milial risk for breast cancer (BC) may undergo intensive surveil-
lance.

Aim. We report the results of our surveillance program pro-
posed as operative model within oncogenetic counselling for the
management of subjects at risk.

Methods. The surveillance program was designed on specif-
ic risk profile (hereditary and familial) according with Modena
criteria and mutation status. BC, other sites cancers and prema-
lignant lesions have been analyzed according to risk profile,
age groups, healthy condition (unaffected/affected) and years
of follow-up. Statistical analysis was performed applying Chi-
square test.

Results. A total of 325 subjects (193 unaffected; 132 previous
cancer) underwent our surveillance program. Age at surveillance
program entry: ≤40 yrs (40.7%), 41-50 yrs (25.3%) and >50yrs
(34.0%). Subjects were distributed in two risk categories: 241
hereditary and 83 familial clustering. Genetic testing was per-
formed in 76 subjects showing 25 BRCA mutation carriers (12
BRCA1; 13 BRCA2).

At a median follow-up of 1.16 years (range 0-12.62), 25 tu-
mours were detected, of which 18 (68%) in affected subjects and
7 (32%) in unaffected subjects. A significant risk of second ma-
lignancies was found for subjects with a previous cancer (OR =
3.3, 95% CI 1.03-8.3) compared with unaffected subjects (p =
0.01). Tumours occurred in different sites: 16 breast (4 omolater-
al, 4 contralateral and 8 new cancer) and 9 other body sites (2
ovary, 1 endometrium, 1 colon, 2 melanoma in situ, 1 basalioma,

1 mediastinum, 1 leukemia). Tumours were more frequently di-
agnosed in hereditary group (68%) compared with familial group
(32%) (p = 0.715). Moreover, 17 premalignant lesions were diag-
nosed (10 breast, 3 skin, 2 colon, 1 endometrium, 1 bladder). No
statistically significant differences were reported in diagnosis of
premalignant lesions between affected and unaffected groups.

Conclusion. Our surveillance program targeted on risk profile
suggests the need to identify subjects at hereditary/familial risk,
generally excluded from screening program.

G22 CORRELATION BETWEEN BREAST CANCER
DIFFUSION-WEIGHTED IMAGING (DWI)
AND HISTOPATHOLOGICAL CHARACTERISTICS

Redana S.1, Deanto V.2, Kubatzki F.3, Valabrega G.1,
Rossi V.1, Aglietta M.1, Regge D.2, Ponzone R.3,
Montemurro F.1, Martincich L.2
1Unit of Medical Oncology, 2Unit of Diagnostic Imaging, 3Unit of
Gynaecological Surgery, Institute for Cancer Research and
Treatment (IRCC), Candiolo

Purpose. Diffusion weighted imaging (DWI) is a magnetic
resonance imaging (MRI) technique that measures the exchange
of water molecules between tissue compartments. Compared
with benign breast nodules, malignant lesions are characterized
by small restrictions in the free movement of water, which can be
quantified by the Apparent Diffusion Coefficient (ADC). We
sought to study whether ADC values could also correlate with
histopathological breast cancer features.

Patients and methods. We analyzed 160 breast cancers in 158
patients undergoing DWI-MRI before surgery. For each breast
cancer, the ADC value was obtained analyzing a region of inter-
est (ROI) traced within the lesion by the Functool software (GE
Healthcare). The relationship between ADC and tumor diameter,
Ki-67, and estrogen-receptor (ER) expression was studied by lin-
ear regression analysis. Mean ADC values according to tumor
histology (ductal vs others), tumor grade (1-2 vs 3), hormone-re-
ceptor status, and HER-2 status were compared by Student’s t-
test. Additionally, mean ADC values were compared by analysis
of variance (ANOVA) in groups defined by the following im-
munohistochemical surrogates of the intrinsic subtypes: Luminal
A (ER+/HER-2-negative/Ki67low), Luminal B (ER+ and either
HER-2-positive or Ki67high), HER-2-enriched (ER-/HER-2-posi-
tive) and basal-like (ER-/HER-2-negative).

Results. The mean ADC value was 1.036 (0.470-2.420). No
significant relationship was observed between ADC values and
tumor diameter, Ki67 values and ER levels. Furthermore, mean
ADC values did not differ according to tumor histology, grade,
hormone receptor status and HER-2 status. However, when ana-
lyzing immunohistochemically defined intrinsic subtypes, Lumi-
nal A tumors had the lowest (1.012) and HER-2-enriched tumors
the highest (1.286) mean ADC values (p = 0.02). The Bonferroni
correction for multiple comparisons showed that only HER-2-en-
riched tumors had mean ADC values that were significantly dif-
ferent from those observed in the other subgroups.

Conclusions. We could not find an association between ADC
values and single breast cancer histopathological features. How-
ever, mean ADC values resulted different according to breast
cancer subtypes. This finding, which may have prognostic and
therapeutic implications, deserves further investigation.
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G23 INHIBITION OF BREAST CANCER CELL
PROLIFERATION IN REPEATED AND NON-REPEATED
TREATMENT WITH ZOLEDRONIC ACID

Sacanna E., Ibrahim T., Mercatali L., Tesei A., Carloni S.,
Ulivi P., Amadori D.
Osteoncology Center, Istituto Scientifico Romagnolo per lo Stu-
dio e la Cura dei Tumori (IRST), Meldola, Italy

Background. Bisphosphonates, especially third generation
ones (e.g. zoledronic acid), are used to treat bone metastases and
have been shown to both reduce skeletal-related events and exert
antitumor activity. The present in vitro study, conducted on breast
cancer cell lines, investigates whether repeated treatment with
zoledronic acid exerts higher antitumor activity than non-repeat-
ed treatment.

Material and methods. The study was performed on 4 breast
cancer cell lines (BRC-230, SkBr3, MCF-7 and MDA-MB-231).
Non-repeated treatment (single exposure of 168 hours duration)
with zoledronic acid was compared with repeated treatment (sep-
arate exposures, each of 48 hours duration, for a total of 168
hours) at dosages of 12.5, 25 and 50 µM. A dose-response profile
was generated using sulforhodamine B assay. Apoptosis was
evaluated by TUNEL assay and biomolecular characteristics
were analyzed by Western Blot.

Results. Exposure to zoledronic acid induced a dose-depen-
dent inhibition of proliferation in all four cell lines. Anti-prolifer-
ative activity was enhanced with the repeated treatment, proving
statistically significant in the triple-negative breast cell lines
BRC-230 and MDA-MB-231 (p = 0.003 and p = 0.042, respec-
tively). Moreover, in the latter cell line, only repeated treatment
showed a killing effect, with cell death confirmed by apoptosis
caused by caspase 3, 8 and 9 activation and decreased RAS and
pMAPK expression. Apoptosis was not observed in estrogen re-
ceptor-positive MCF-7 cell lines, but an overexpression of p21
suggested a slowing down of the cell cycle. A decrease in RAS
and pMAPK expression was seen in HER-2-overexpressing
SKBr3 cell lines after treatment.

Conclusions. Our preliminary results suggest that zoledronic
acid has an antitumor activity in breast cancer cells and that re-
peated therapy enhances this activity with respect to non repeated
treatment. Repeated treatment had a killing effect on triple-nega-
tive breast cell lines due to the activation of apoptosis by intrinsic
and extrinsic pathways. Further research is warranted to evaluate
a combination of zoledronic acid with chemotherapy and/or bio-
logical agents, especially in the treatment of triple-negative
breast cancer.

G24 TRASTUZUMAB (T) PLUS CHEMOTHERAPY (CT)
FOR HER-2-OVEREXPRESSING ADVANCED BREAST
CANCER (ABC): IS A TAXANE-BASED MONO-CT THE
MOST APPROPRIATE COMPARATOR?
META-ANALYSIS OF RANDOMIZED CLINICAL TRIALS

Vaccaro V.1, Cuppone F.1, Bria E.1, Carlini P.1, Milella M.1,
Nisticò C.1, Fabi A.1, Sperduti I.2, Giannarelli D.2,
Cognetti F.1
1Department of Medical Oncology, 2Biostatistics, Regina Elena
National Cancer Institute, Roma, Italy

Background. Taxane-based doublet CT has been investigated
for ABC patients receiving T in comparison to Mono-CT with
controversial results. In order to define the most reliable control
arm in 1st line combination therapy studies for women with HER-
2-overexpressing ABC, a literature-based meta-analysis was con-
ducted.

Methods. Survival Hazard Ratios (HR) were extracted from
prospective randomized trials reports. HR and event-based rela-
tive risks (RR) with 95% confidence intervals (CI) were derived
through a random-effect model, given the pre-analytic hetero-
geneity. Differences in primary (Progression-free and overall sur-
vival, PFS/OS) and secondary outcomes (1- and 2-yr Deaths,
Overall Response Rates, ORR, and Febrile Neutropenia, FN)
were explored. Heterogeneity test and a meta-regression analysis
with clinical predictors for outcomes (according to those reported
in all trials) were conducted as well.

Results. Three trials (648 pts) were gathered. The combination
of a taxane (docetaxel/paclitaxel: 2/1) plus trastuzumab was the
comparator arm in all RCTs; carboplatin and capecitabine were
the additional drug in the experimental arm in 2 and 1 trial, re-
spectively. Previous adjuvant chemotherapy and hormonal thera-
py data were reported in all trials, and were considered as predic-
tor of outcomes for the meta-regression analysis. Results are
shown in the Table:

Outcome Pts (RCTs) HR/RR (95% CI) p value Het. (p)

PFS 648 (3) 0.79 (0.57, 1.10) 0.16 0.002
OS 459 (2) 0.92 (0.79, 1.08) 0.35 0.25
1-yr deaths 648 (3) 0.84 (0.60, 1.18) 0.32 0.78
2-yr deaths 648 (3) 0.93 (0.68, 1.27) 0.67 0.22
ORR 648 (3) 1.05 (0.89, 1.23) 0.53 0.15
FN 648 (3) 0.83 (0.44, 1.57) 0.57 0.16

At the meta-regression analysis, adjuvant chemotherapy was
significantly correlated (p = 0.0005) with a better PFS.

Conclusions. The addition of a 2nd chemotherapeutic to a tax-
ane-T combination for ABC does not improve any of the ex-
plored outcomes. For this reason, a taxane plus trastuzumab
should be still considered the most appropriate standard arm in
upcoming studies for ABC patients overexpressing HER-2.

G25 IN SITU CARCINOMA (ISC) ACCOMPANYING
SMALL (≤1 CM) INVASIVE BREAST CARCINOMA (IBC)

Caldara A.1, Ferro A.1, Frisinghelli M.1, Aldovini D.2, Eccher
C.3, Triolo R.1, Barbareschi M.2, Bonzanini M.2, Galligioni E.1
1Oncologia Medica, 2Anatomia Patologica, 3Fondazione Bruno
Kessler, Ospedale S. Chiara, Trento

Background. The role of presence of ISC accompanying IBC
is still unclear.

Patients and methods. A retrospective analysis included 845
patients (pts) with ≤1 cm breast carcinoma (BC), treated in our
Institution from 1990 to 2006. We analysed relapse-free (RFS)
and overall survival (OS) according to coexistence of ISC, age,
tumor size, histotype, grading, ER/PgR and HER-2 status, MIB-
1, and p53 immunohistochemical expression.
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Results. We studied 77 Tmic (according to Silver and Tavas-
soli), 188 T1a (>2-5 mm) and 580 T1b (>5-10 mm) with 87
months median follow-up. Median age was 57 years (26-86).
Concomitant ISC was noted in about 50% of cases, >90% repre-
sented by ductal carcinoma in situ (DCIS). ISC was significantly
(p >0.001) more frequent in T1mic (95.5%) vs T1a (71.7%) vs
T1b (39.3%). Coexistence of ISC was more frequently (p <0.001)
associated with poorly differentiated IBC, negative ER, positive
HER-2 and p53 status. Nodes were involved in 14.3% cases:
1.3% of Tmic, 6.3% of T1a and 17% of T1b. Events including lo-
cal, contralateral and distant relapses were 85 (10%): 10 in Tmic,
19 in T1a and 56 in T1b. Concomitant DCIS was noted respec-
tively in 90% of Tmic, 63% of T1a and 34% T1b relapses. The
presence of ISC was not associated with worse BC-specific OS
(97.6% vs 95.9%; p = 0.2) and RFS (91% vs 89%, p = 0.5).

RFS was 90.2% (Tmic: 87.3%, T1a: 90.3%; T1b: 90.5%); BC
specific mortality was 0% in Tmic, 3.7% in T1a, 3.6% in T1b ac-
counting for an OS of 96.7%.

Conclusions. Coexistence of ISC in small (≤1 cm) IBC is
more frequently associated with biologically more aggressive tu-
mors. However, it does not influence prognosis, but, in our opin-
ion, it can not be ignored.

G26 DETECTION OF CIRCULATING TUMOR CELLS
IN BREAST CANCER PATIENTS UTILIZING
MULTIPARAMETER FLOW CYTOMETRY

Delfanti S., Mariucci S., Rovati B., Manzoni M., Grasso D.,
Danova M.
Unità di Citofluorimetria e Terapie Cellulari, S.C. Oncologia,
Fondazione IRCCS, Policlinico San Matteo, Pavia

Background. The presence of circulating tumor cells (CTCs)
in pheripheral blood of pts with solid tumors and their potential
clinical usefulness led, in the last few years, to the development
of several dedicated techniques. Most of these approaches can be
generally divided into cytometric and nucleic acid-based methods
and often rely on a combination of an enrichement and a detec-
tion step. We wanted to test the value in detecting CTCs of a sim-
ple flow cytometric (FCM) approach that we adapted from a sim-
ilar method we have developed for the analysis of other “rare
events” such as circulating endothelial progenitor cells.

Methods. Approximately 8 mL of EDTA-whole blood were
collected. After separation on a gradient density, mononuclear
cells were washed twice in PBS and labelled with MoAbs that
target epithelial cell antigens (CD45-PerCP neg, Ep-CAM-PE
pos, Cytokeratin 8,18,19-FITC pos). Cell pellets were re-sus-
pended in 1 mL PBS and directly run, in duplicate, using a FACS
Canto (Becton Dickinson, USA).

Results. To date, samples from 12 pts (M/F:6/6, median age
63 yrs; range 47-79) affected by breast cancer, with 1 to 4
metastatic sites and treated with 1 or 2 CT lines (without bio-
logics) for their advanced disease were analyzed. The labelling
of CTCs we employed is similar to that utilized with other as-
says (i.e. the immunomagnetic methods of enrichement), some
of them involving multiple processes, requiring more time and
potentially resulting in significant losses of target cells. CTCs
have been easily detected as Ep-CAM+/CK+ double positive
events identified within the CD45-negative population. In all
the samples drawn from our pts we found the presence of
CTCs with a number ranging form 2 to 22. 4/12 pts had CTC
levels <5.

Conclusions. Our new FCM-based methodology for CTC
identification and count is rapid, cheap and shows good sensitivi-
ty. It also potentially permits a simultaneous evaluation of multi-
ple parameters (i.e. cell size, viability, DNA content and expres-
sion of different surface markers) opening interesting possibility
for a clinical usage.

G27 ADHERENCE TO AND PERSISTENCE
WITH AN ORAL METRONOMIC CHEMOTHERAPY
WITH CAPECITABINE IN HEAVILY PRETREATED
METASTATIC BREAST CANCER (MBC) PATIENTS

Fedele P., Orlando L., Mazzoni E., Schiavone P., Marino A.,
Rizzo P., Chetrì M.C., D'Amico M., Sponziello F., Nacci A.,
Calvani N., Cinefra M., Cinieri S.
UOC, Breast Unit, Oncologia Ospedale “A. Perrino”, Brindisi

Background. Self-administered oral antitumoral medications
have played a marginal role in anticancer treatment, compared
with parenteral ones. In the past decade there has been a sudden
increase in the number of the available oral antineoplastic
drugs, thus determining an increasing attention about the argu-
ments of drug delivery and patient preference and adherence.
Capecitabine, administered in a metronomic fashion, due to its
pharmacokinetic characteristics and low toxicity profile, is the
ideal drug to measure patients adherence and persistence to oral
chemotherapy.

Methods. Since October 2006 to April 2010 we tested objec-
tive responses, clinical benefit and safety of capecitabine admin-
istered with a metronomic schedule of 500 mg three times a day
in heavily pretreated metastatic breast cancer patients. Adherence
and persistence were measured with patients report, pill counts
and prescription database analysis. According to ISPOR (Interna-
tional Society for Pharmacoeconomics and Outcome Research)
adherence is the degree or extent of conformity to the recommen-
dations about day-to-day treatment by the provider with respect
to timing, dosage and frequency; persistence is the duration of
time from the initiation to the discontinuation of treatment. A pa-
tient was counted as adherent with a self reported tablet intake of
80% or more and if a medication possession ratio of 80% or
more was achieved.

Results. Among 55 enrolled patients, 44 were evaluable.
ECOG performance status (PS) is 0-3, median age 60 years
(range 36-82), HER-2/neu overexpression in 23%; bone plus vis-
ceral disease in 41% of cases. All the patients were pretreated
with at least 2 endocrine therapy lines (range 1-3) and a median
of 3 chemotherapy regimens (range 1-6). Metronomic
capecitabine was administered for a median duration of 28 weeks
(range 12-144). All women reported to be adherent; but 90%
were adherent as measured by the prescription control; adherence
did not vary by cycle. We observed 10 partial responses (PR:
23%), 26 (59%) stable disease (SD) and 8 patients with progres-
sive disease. Additional long term disease stabilization (SD ≥24
weeks) occurred in 19 patients for an overall clinical benefit (CR
+ PR + SD ≥24 weeks) of 59%. Median time to progression was
28 weeks (95% CI, 12 to 144 weeks). Neither grade 2-4 haemato-
logical nor clinical side effects were recorded and only 4 patients
experienced grade 1 hand-foot syndrome. We found no signifi-
cant predictor for adherence and persistence

Conclusions. Our study reveals a high rate of adherence and
persistence with metronomic capecitabine in heavily pretreated
metastatic breast cancer patients. Easiness of dispensation and re-
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duction of side effects were the most important aspects patients
expected of an oral therapy.

G28 FULVESTRANT IN POSTMENOPAUSAL PATIENTS
WITH ADVANCED BREAST CANCER PRETREATED
WITH HORMONAL THERAPY. A SINGLE INSTITUTION
EXPERIENCE

Ghiani M., Farci D., Valle E., Pisano A., Pintus M., Fiori B.,
Liciardi G., Floris C., Piga A.
Medical Oncology, Ospedale Oncologico Armando Businco,
Cagliari

Aim. Fulvestrant is an oestrogen receptor antagonist with no
agonistic effect, that downregulates the oestrogen receptor. Ful-
vestrant is licensed for use in advanced breast cancer after anti-
oestrogen therapy. We report here the data of 98 postmenopausal
patients with advanced breast cancer, treated at our Institution
with fulvestrant, after progression on anti-oestrogen therapy.

Patients and methods. Ninety-eight patients with ER and/or
PgR positive advanced breast cancer resistant to previous en-
docrine treatment were treated with fulvestrant 250 mg i.m. q 28
d, from September 2005 to March 2010. All patients were post-
menopausal; the age range was 43-88. Sites of disease were bone
only, 22 patients; visceral only, 15 patients; multiple (bone, vis-
ceral, locoregional), 61 patients. Response was evaluated after
three months of treatment (CR, PR, SD lasting ≥12 weeks), and
time to progression from start of treatment.

Results. Eighty-four patients were evaluated for activity and
toxicity. Most patients had received one (65) or more lines of
hormonal treatment and chemotherapy. Most of the patients with
bone metastases received concomitant zoledronic acid treatment.
With the limitations of difficult definition of response of bone
metastases, we observed no CR and 7 PR; approximately two
thirds of patients (54) had SD, while 23 progressed; median time
to progression was 10.4 months (3.0-35.3). No grade 2-4 toxicity
(NCI-CTC) was observed.

Conclusion. Fulvestrant was well tolerated and associated to
prolonged clinical benefit in patients with advanced breast cancer
heavily pretreated with hormonal therapy.

G29 EARLY MALE BREAST CANCER:
A SINGLE INSTITUTION EXPERIENCE

Marcon I., Giardina G., Oriani A., Gobba S., Vallini I.,
Caimi C., Pinotti G.
Oncology Unit, Ospedale di Circolo, Varese, Italy

Background. Male breast cancer (MBC) is an uncommon dis-
ease (1% of all breast cancer) and clinical behaviour and treat-
ment are not well known. Most of MBC reviews are retrospective
from single Institutions with a small number of patients (pts).
Preferred primary surgical therapy is mastectomy. Common adju-
vant endocrine therapy (HT) is Tamoxifen (TAM) for endocrine
responsive disease. Therapy with Aromathase Inhibitors (AI) in
males is more controversial. Several chemotherapy regimens
(CT) are used (Anthracycline based or not).

Materials. We reviewed 34 pts with early MBC treated from
January 1991 to March 2010. All pts underwent radical mastecto-
my and all except one received adjuvant treatments.

Results. Median age was 62 years (43-83). Sixteen pts were
pT1, 10 pT2, 8 pT4; 16 pts were N0, 18 N+. Histology: invasive
ductal carcinoma in all pts. Median size: 2.5 cm (0.8-11); median
ki67: 31 (2-50). Grade: G3 in 9 pts, G2 in 21 pts, G1 4 pts; 33 pts
were ER+ve and PgR+ve. 26 pts were HER2-ve, 6 pts HER2 2+;
1 pt HER2 3+, 1 pt unknown. 30 pts received adjuvant HT (11
alone, 15 after CT, 2 pts with RT and 2 pts with RT and after
CT). 25 pts received TAM and 5 pts received an AI. One pt re-
ceived CT alone. Two pts didn’t receive any adjuvant treatment.
Eight out of 18 pts received antracicline based CT. Four pts re-
ceived RT (1 pT1 and 3 pT4). Six pts had local recurrence, none
of them received RT. Four pts, all N+ and treated with CT, had a
distant relapse. At a median follow-up of 58.7 months, DFS was
43 months and OS was 57 months.

Conclusions. Our data agree with other reports that show a
worse outcome in men than in women. Although the small num-
ber of our pts, the rate of local recurrences suggests that RT may
be of benefit.

G30 CLINICAL OUTCOMES IN WOMEN WITH
HER2-POSITIVE DE NOVO OR RELAPSED STAGE IV
BREAST CANCER RECEIVING TRASTUZUMAB-BASED
THERAPY

Montemurro F.1, Nolè F.2, Donadio M.3, Redana S.1,
Adamoli L.2, Martinello R.1, Valabrega G.1, Rossi V. 1,
Verri E. 2, Sapino A.4, Viale G.5, Aglietta M. 1

1Division of Medical Oncology 1, Fondazione del Piemonte per
l’Oncologia, Institute for Cancer Research and Treatment, Can-
diolo, Italy; 2Division of Medical Oncology, European Institute of
Oncology, Milan, Italy; 3COES, Molinette Hospital, Torino, Italy;
4University of Turin, Department of Biomedical Sciences and Hu-
man Oncology, Turin, Italy; 5Division of Surgical Pathology and
Laboratory Medicine, European Institute of Oncology, Milan,
Italy;

Purpose. Five to 10% of women with newly diagnosed breast
cancer have synchronous metastases (de novo stage IV). A fur-
ther 30% will develop metastases during follow-up (recurring
stage IV). We compared the clinical outcomes of women with
HER2-positive metastatic breast cancer (MBC) receiving first-
line trastuzumab-based therapy according to type of metastatic
presentation (de novo vs recurring).

Methods. Retrospective analysis of 331 MBC patients. Re-
sponse rates (RR) were compared by the chi-square test. Time-to
progression (TTP) and overall survival (OS) curves were com-
pared by the log-rank test. Cox’s proportional hazards models
were used to study predictors of OS, including the type of
metastatic presentation.

Results. Seventy-three patients (22%) had de novo stage IV
disease. RR and median TTP to the initial trastuzumab-based
treatment were 62% vs 58% (p = 0.66), and 14 vs 13 months (p =
0.37) in patients with de novo and recurring stage IV breast can-
cer, respectively. Median OS was 37 and 40 months for patients
with de novo and recurring stage IV disease, respectively (p =
0.88). The following factors resulted independently associated
with mortality: liver involvement (HR 1.803, p = 0.001), number
of metastatic sites (HR 1.611, p = 0.022 for 2 vs 1 site and HR
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2.200, p <0.001 for 3 or more sites vs 1 site), no response to
trastuzumab-based therapy (HR 1.508, p = 0.014). Disease-free
interval (DFI) from the diagnosis of primary breast cancer
showed a time-dependent hazard for relapse. Patients recurring
between 6 and 24 months had increased risk of mortality (HR
1.515, p = 0.045) compared with patients with a DFI of 0 to 6
months (reference group), 24 to 60 months (HR 0.823, p = 390)
and >60 months (HR 0.428, p = 0.014).

Conclusion. De novo and recurring HER2-positive stage IV
breast cancer have a similar clinical outcomes. The time-depen-
dent effect of DFI on breast cancer mortality deserves further in-
vestigation because of a possible relationship with the intrinsic
biology of the disease.

G31 PROSPECTIVE PHASE II STUDY OF SEQUENTIAL
ALL-ORAL CHEMOTHERAPY WITH VINORELBINE
(VNR) AND CAPECITABINE (CAP) FOLLOWED
BY METRONOMIC CAP AS FIRST LINE TREATMENT
IN HER2-NEGATIVE METASTATIC BREAST CANCER
(MBC): ACTIVITY, SAFETY AND QUALITY OF LIFE
(QOL) EVALUATION

Palumbo R.1, Strada M.R.2, Bernardo A.1, Frascaroli M.2,
Poggi G.1, Jedrychowska I.2, Teragni C.1, Amatu A.1,
Montagna B.1, Tagliaferri B.1, Sottotetti F.1, Albanese D.2,
Malagò G.2, Petracca M.2, Bernardo G.1
1Operative Unit of Medical Oncology II, 2Operative Unit of Re-
habilitative Oncology, Fondazione Salvatore Maugeri, IRCCS,
Pavia

Background. We had previously demonstrated that the full
oral VNR/CAP combination is a highly active and well tolerated
first-line regimen for HER2-negative MBC patients (Eur J Can-
cer Suppl, abstr 177). The present study was designed to evaluate
the activity, safety and QoL of the same drugs given as sequential
regimen in this patient population.

Patients and methods. Forty-sex consecutive women with
measurable chemo-naïve HER2-negative MBC were enrolled:
median age 54 years, ECOG PS 0/1 in 38/8 patients, visceral in-
volvement in 72% of cases, 56% with metastases to at least two
organs. All patients had received prior neo- and/or adjuvant
chemotherapy, anthracycline or taxane-based in 55%-35% of cas-
es. Treatment consisted of VNR 60 mg/m2 per os on days 1-8 of
a 21-day cycle for 3 cycles followed by 3 cycles of CAP 1000
mg/m2 twice daily for 14 consecutive days every 3 weeks. Pa-
tients achieving an objective response or stable disease after the
planned 6 courses received metronomic CAP at 1000 mg/day
continuously until progression, unacceptable toxicity or patient
refusal.

Results. The objective response rate (RR) was 78% (95% CI:
62.0-86.0) with 14% complete responses and clinical benefit of
80.4% (95% CI: 66.8-89.3). Median PFS was 14.4 months (range
6-24+); 45% of women continued metronomic CAP for more
than one year without documented disease progression. Treat-
ment-related toxicity was minimal, with mild systemic side ef-
fects and no case of grade 3-4 haematological toxicity. QoL as-
sessment by EORTC-QLQ C30 and QLQ-BR23 questionnaires
showed a statistically significant improvement regarding body
image (p = 0.001), sexual functioning (p = 0.02) and future per-
spectives (p = 0.03) after the 3rd and 6th course of CT versus the
baseline evaluation.

Conclusions. Compared to our previous experience with all-
oral VNR/CAP combination, the present findings suggest a better
toxicity profile of the sequential regimen, confirming its high ac-
tivity as first-line treatment in HER2-negative MBC. The addi-
tional benefit on some aspects of QoL and the possibility of pro-
longed PFS also appear of interest, deserving further evaluation.

G32 FULL ORAL CHEMOTHERAPY AS FIRST-LINE
TREATMENT IN METASTATIC BREAST CANCER
(MBC): ONLY PATIENT PREFERENCE OR ACTUAL
IMPACT ON QUALITY OF LIFE (QoL)? PROSPECTIVE
EVALUATION IN TWO CONSECUTIVE PHASE II
TRIALS

Strada M.R.1, Palumbo R.2, Frascaroli M.1,
Jedrychowska I.1, Albanese D.1, Malagò G.1, Petracca M.1,
Bernardo A.2, Poggi G.2, Teragni C.2, Bernardo G.2
1Operative Unit of Rehabilitative Oncology, 2Operative Unit of
Medical Oncology II, Fondazione Salvatore Maugeri, IRCCS,
Pavia

Background. Providing efficacy is not compromised, oral
chemotherapy (CT) can be an attractive option for cancer patients
because of its better convenience and positive impact on QoL.
The aim of the present study was to evaluate patient’s preference
and QoL parameters in women given full-oral CT as first-line
treatment of their MBC.

Patients and methods. One hundred and thirty-four women
with HER2-negative MBC included in two consecutive phase II
trials received intravenous or oral vinorelbine (VNR) and
capecitabine (CAP) in combination (88 patients) or sequentially
(46 patients). QoL was assessed using the EORTC QLQ-C30 and
QLQ-BR23 questionnaires. Patients preference was evaluated us-
ing a 10-item questionnaire designed to measure the women opin-
ion and perception regarding oral versus intravenous treatments.

Results. All but one patients returned the completed modules at
the start of each CT cycle. No significant difference was found for
most of the evaluated aspects of QoL, such as systemic therapy
side effects, breast or arms symptoms and upset by hair loss. A sta-
tistically significant difference was observed regarding body image
(p = 0.02), sexual functioning (p = 0.01) and future perspectives (p
= 0.03) favouring the all-oral CT group. Oral treatment was per-
ceived as favourable and advantageous by 132/134 evaluated
women (98.5%), mainly because of reduced hospital admissions
(73.8%) and referred feeling of freedom from treatment constraints
deriving from the home-based therapy (16.6%); in no case oral
treatment was perceived by patients as a ‘palliative’ approach, pro-
posed in the absence of better active alternatives.

Conclusions. Our data confirm that oral CT is positively
viewed by most women treated for MBC, perceiving it as helping
them to feel less ill and experience a sense of freedom. The most
interesting finding was the observed beneficial effect of oral CT
on sexual functioning. We suggest that this might be a reflection
of the better perception of their body image and their future per-
spectives, rather than a direct consequence of the different ad-
ministration routes.

G33 NEOADJUVANT CHEMOTHERAPY (NAC) WITH
DOCETAXEL (TT) AND MYOCET (MY) IN LOCALLY
ADVANCED HER 2- BREAST CANCER (LABC)
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Airoldi M., Pedani F., Contu V., Margiotta C., Fiore J.,
Oletti M.V.
2nd Medical Oncology Division, S. Giovanni Battista Hospital,
Turin, Italy

Introduction. NAC is currently the standard of care for the
management of LABC, as it improves both disease-free and
overall survival. Aim of this study is the evaluation of efficacy
and toxicity of a NAC with TT + MY in HER2- LABC.

Materials and methods. 30 patients (median age 50.6 yrs;
range 29-70 yrs/ECOG PS 0: 27 pts, 90%; PS 1: 3 pts, 10%) with
ductal LABC HER2- (stage II A: 7 pts, 24%; stage III A: 13 pts,
43%; stage III B: 10 pts, 33%; ER+PGR+: 15 pts, 50%;
ER+PGR-: 9 pts, 30%; ER-PGR-: 6 pts, 20%), left ventricular
ejection fraction >50%, adequate bone marrow, renal and hepatic
function, were enrolled.

Treatment schedule was as follows: TT 75 mg/m2, d 1 + MY
mg/m2, d 1 + pegylated G-CSF, d 2; q3 wks.

Results. After a median number of 6 cycles (range 2-6) we
observed 6/30 (20%) ypT0 yN0 (T 2N1, ER-PGR = 0%; Ki 67 =
46%/T2N1, ER = 20%, PGR = 0%; Ki67 = 35%/T3N1, ER =
54%, PGR = 24%; Ki67 = 30%/T3N2, ER-PGR = 0%; KI 67 =
40%/T4N1, ER = 32%, PGR = 5%; Ki67 = 23%/T4N2, ER-PGR
= 0%; Ki67 = 27%) and 5/30 (16%) ypT0 yPN+ (T2N1, ER =
90%, PGR = 52%; Ki67 = 20%/T2N1, ER = 35%, PGR = 0%;
Ki67 = 18%/T3N1, ER = 34%, PGR = 0%; Ki67 = 11%/T3N1,
ER = 20%, PGR = 5%; Ki67 = 30%/T4N1, ER-PGR = 0%; Ki 67
= 20%). Overall ypT0 was 36%.

Surgical treatment was as follows: quadrantectomy: 6/30 pts
(20%), skin sparing mastectomy: 5/30 (17%), mastectomy +
prosthesis: 19/30 (63%).

Grade 4 neutropenia was observed in 12/30 pts (40%) with 1
case (3%) of G2 febrile neutropenia. Grade 3 toxicity was as fol-
lows: anemia = 1/30 pts, 3%; neutropenia = 4/30 pts, 13%;
thrombocytopenia = 2/30 pts, 7%; infection = 2/30 pts, 7%; diar-
rhea = 1/30 pts, 3%; stomatitis = 1/30 pts, 3%; asthenia = 1/30
pts, 3%).One patient (3%) had an asymptomatic decline of left
ventricular ejection fraction (baseline = 75%; after 6th cycle =
55%).

After a median follow-up of 2 yrs we had observed 3/30 pts
(10%) with distant metastases and no loco-regional relapse.

Conclusions. 1) In LABC the TT + MY combination is effec-
tive; 2) toxicity is manageable; 3) breast and skin sparing surgery
is given in more than 1/3 of cases; 4) high response rate is ob-
served in patients with ER poor and Ki 67 high tumors.

G34 PREDICTORS OF HER2 FISH POSITIVITY
IN PRIMARY BREAST CANCER DIAGNOSIS SCORED
2+ WITH IHC: RESULTS OF A SINGLE INSTITUTION
ANALYSIS

Barbieri E.1, Bettelli S.2, Piacentini F.1, Ficarra G.2,
Conte P.F.1, Guarneri V.1
1Department of Oncology, Hematology and Respiratory Dis-
eases, 2Department of Pathology, University Hospital, Modena,
Italy

Background. HER-2 positivity in breast cancer is defined as a
3+ score in immunohistochemistry (IHC) assay (defined as uni-
form intense membrane staining of >30% of invasive tumor

cells) or FISH amplification (ratio of HER-2 to CEP17 of >2.2 or
average HER-2 gene copy number >six signals/nucleus for those
test systems without an internal control probe). In case of 2+
staining at IHC, the test is considered equivocal, and FISH is
mandatory to verify the HER-2 status. Up to 15% of breast can-
cers are IHC 2+. Aim of this study was to identify potential pre-
dictors of FISH positivity for those cases scored IHC 2+.

Methods. During 2009, a total of 200 samples were processed
for FISH assay. Among them, 161 (80.5%) were primary breast
diagnoses with HER-2 IHC score 2+. Twelve cases (7.5%) result-
ed not evaluable, leaving 149 cases eligible for this analysis. We
have evaluated the correlation between FISH positivity and hor-
mone receptor expression, nuclear grade and proliferation.

Results. Mean age of the patients was 64 years (range 25-97).
Hormone receptors status was known in 125/149 patients (84%);
107 (86%) were ER+, 92 (74%) were PgR+, 110 (88%) were ei-
ther ER or PgR+. Ki-67 was available in 121 cases (81%). The
mean Ki-67 value was 20% (range 2 to 80). Nuclear grade was
available in 108 cases (72.5%), 50 cases were G1 or G2 (46%)
and 58 were G3 (54%). FISH resulted amplified in 41 pts
(27.5%). None of the evaluated factors was significantly associ-
ated with the probability of FISH positivity: the odds ratios for
FISH positivity were 1.005 for age <50 vs >50 yrs (p = 0.704),
1.001 for proliferation (p = 0.927), 1.497 for grade 3 vs 1-2 (p =
0.269), 0.96 for hormone receptor negative vs positive (0.960).

Conclusions. In this study, hormone receptor status, nuclear
grade and proliferation were not significantly associated with the
probability of FISH positivity. The percentage of hormone recep-
tor positivity in this population was surprisingly high, and we are
evaluating the prevalence of hormone receptor positivity in pa-
tients with HER-2 IHC 0/1+ and 3+ diagnosed during the same
year. The study is ongoing to include cases diagnosed between
2000-2008.

G35 CARDIOTOXICITY AND ADJUVANT
ANTHRACYCLINES IN EARLY BREAST CANCER (BC)
PATIENTS (PTS): IS IT TIME TO MOVE FROM OLD
STANDARD METHODS TO NEW MEASURES?

Cazzaniga M.E., Trocino G.1, Viganò I., Giuntini N.,
Fontana A.1, Marinari A.1, Greco M.2, Giovanazzi R.2,
Zeppelini A., Cortinovis D., Bidoli P.
SC Oncologia Medica, 1SC Cardiologia, AO S. Gerardo, 2UO
Chirurgia Oncologica-Senologia, Monza

Background. Cardiotoxicity is one of the most feared adverse
events that can happen during or after the treatment with anthra-
cyclines in early BC. Usually, the parameter used to evaluate
heart function is traditional transthorax Ultrasound test, which is
strongly dependent on operator, thus not representing an accurate
index of subclinical ventricular dysfunction.

Methods. From 10/2008 to 09/2009, we prospectively studied
20 pts eligible to 6 cycles of adjuvant FE90C, by performing an
US test before starting and 1 month after the end of CHT and
measuring 5 parameters (ratio E/A wave-MVEA, height of E
wave, E’ wave, pulmonary veins waves and ratio E/E’) represen-
tative of the diastolic function of the left ventricle as well as the
classical LVEF, to verify if these measures could be a better pre-
dictive index of cardiotoxicity. Physiological MVEA is normally
>1, whereas pathological conditions which could affect the ven-
tricular release determine MVEA <1.
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Results. Median age was 65 (26-74), none had a previous his-
tory of cardiac disease, 1/20 were taking anti-hypertensive drugs.
Median EPI total dose was 726 mg/pt. All pts had LVEF within
the normal range at baseline (≥55%). Median baseline LVEF was
65% (57-69%), median MVEA was 0.98 (0.45-1.291), but 10/20
(50%) had MVEA <1 (0.96-0.45) and 2 of them <0.6. After CHT,
median LVEF was 66% (57-75%) and median MVEA was 1.01
(0.49-2.89). Post-CHT MVEA was <0.6 in 2 pts. Among the 2
pts with baseline MVEA <0.6, one developed CHF at the 4th cy-
cle. In 2 pts with normal baseline MVEA, the ratio E/Em (normal
value >9) was strongly deteriorated after CHT (-4.71 and -20.25,
respectively), even if not associated with a significant change in
MVEA.

Conclusions. MVEA is one of the most promising parameters
to be adopted as early indicator of possible cardiac damage
among pts receiving anthracyclines as adjuvant therapy for BC,
as well as a promising predictive index. Other possible markers,
a larger number of pts, as well as long-term follow-up are cur-
rently under evaluation.

G36 BIMONTHLY GEMCITABINE PLUS VINORELBINE
IN ADVANCED BREAST CANCER PATIENTS. A SINGLE
INSTITUTION EXPERIENCE

Garrone O., Miraglio E., Catzeddu T., Occelli M.,
Polla Mattiot V., Merlano M.
Division of Medical Oncology, A.S.O. S. Croce e Carle, Cuneo

Background. Gemcitabine and Vinorelbine are both active
drugs in advanced breast cancer. Preclinical data showed an addi-
tive effect of the drugs in recurrent advanced lung cancer. More-
over several phase II studies showed efficacy of this combination
in pretreated advanced breast cancer (ABC) patients with accept-
able toxicity.

Patients and methods. On these premises all ABC patients
pretreated with anthracycline and taxanes and suitable for
chemotherapy were recruited.

Gemcitabine 1000 mg/m2 and Vinorelbine 25 mg/m2 were
both administered intravenously on day 1 every 14 days for up to
12 cycles. Response evaluation was performed every 6 cycles.

Results. From November 2002 to October 2009, fifty-four pa-
tients were treated. Median age: 64 years (range 35-82), median
number of previous treatments: 3 (range 1-5), number of metasta-
tic sites: 1 or 2 in 29 (53.7%), 3 or more in 25 (46.3%) patients.
Visceral involvement was present in 37 (68.5%) patients. ER
and/or PgR were positive or unknown in 47 (87%) patients;
HER2 was overexpressed only in 6 patients, and in 15 cases it
was unknown. Median number of cycles: 9 (range 3-12) and
overall 453 cycles were administered. All but 6 patients were
evaluable for response. Best overall response: partial response in
20/49 (40.8%) patients, disease stabilization in 9/49 (18.4) pa-
tients.

Hematological toxicity was mild. Only 2 patients experienced
grade III leucopenia. Non-hematological toxicities were infre-
quent with grade I/II nausea in 13 (24%) patients, grade I/II as-
thenia in 25 (46.3%) patients.

Conclusions. Our data are consistent with other reports. In
our series of anthracyclines and taxanes pretreated ABC pa-
tients, the combination of gemcitabine and vinorelbine adminis-
tered every 2 weeks was effective and well tolerated. This regi-
men should be taken into account in this population given the fa-

vorable toxicity profile and the satisfactory activity. The experi-
ence is still ongoing.

G37 232 CASES OF DUCTAL CARCINOMA IN SITU
(DCIS): OUR EXPERIENCE

Latiano T.P.1, DʼAddetta C.1, Lombardi L.1, Morritti M.1,
Piano A.1, Murgo R.2, El Jaouni M.3, Copetti M.4, Maiello E.1
1Oncology Unit, 2Surgery Unit, 3Unit of Radiotherapy, 4Unit of
Biostatistics, IRCCS, Casa Sollievo della Sofferenza, San Gio-
vanni Rotondo, Italy

Background. Ductal carcinoma in situ (DCIS) of the breast is
an early, localized stage of carcinoma in the process of multistep
breast carcinogenesis. DCIS is a biologically and morphological-
ly heterogeneous disease. If left untreated, a significant propor-
tion of these tumors will evolve into invasive cancer. However,
when appropriately treated, the prognosis of DCIS is excellent,
but the management and development of the disease still remain
uncertain.

Methods. Two hundred and thirty-two women with DCIS
were retrospectively reviewed between 1996 and 2009 in our In-
stitution. The main characteristics of these patients (pts) were:
median age 53 years (range 23-78), menopause 154 pts (66.3%),
fertility 192 pts (82.7%), 50 pts (21.5%) were treated with mas-
tectomy and 182 (78.4%) with breast conservation, of which, 171
pts (93.3%) received radiotherapy. Moreover, 106 pts (45.6%) re-
ceived tamoxifen.

Results. With median follow-up of 55 months (range 4-170),
recurrence rate was 4.7% (11 pts: 8 ipsilateral, 2 contralateral and
1 ipsilateral + contralateral synchronous). Median relapse free
survival was 44.5 months (range 23-68). Approximately 90% of
these recurrences have received a breast conservation developing
invasive cancer. All pts had more than 49 years (range 40-66).
Histologically, 10/11 pts presented comedo carcinoma and 8/11
with positive surgical margins. Nine of these woman underwent
breast irradiation (90%) and only four pts (36%) ormonal therapy
with tamoxifen. The overall survival of all group was 98.2%.

Conclusions. Our retrospective analysis confirms the useful-
ness of mastectomy for patients with DCIS, in fact breast radical
surgery is associated with optimal local control. Then, we ob-
served that, the pts with 40 and 50 years and comedo carcinoma
histology might be considered at high risk of local recurrence and
therefore age and histology might be considered as predictors of
relapse of disease.

G38 PHASE II STUDY OF LIPOSOMAL ENCAPSULATED
DOXORUBICIN AND DOCETAXEL AS NEOADJUVANT
CHEMOTHERAPY, WITH pG-CSF SUPPORT,
IN PATIENTS WITH LARGE OR LOCALLY ADVANCED
BREAST CANCER: FIRST STEP

Morelli M.F., Mancini M.*, Ricevuto E.*, Di Rocco Z.C.,
Zappalà A.R., Antonini Cappellini G.C., Capalbo C.,
De Galitiis F., Morese R., Picone V., Scoppola A.,
Ficorella C., Marchetti P.
Oncology Division, Istituto Dermopatico dell’Immacolata, Ro-
ma, Italy; *Oncology Division, University of L’Aquila, L’Aquila,
Italy
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Introduction. We carried out the present phase II study to in-
vestigate safety and anti-tumor activity of the dose-dense admin-
istration of liposomal encapsulated doxorubicin and docetaxel, as
primary chemotherapy, for patients with large or locally ad-
vanced breast cancer.

Patients and methods. Patients with large or locally advanced
breast cancer (stage >cT2 or cN+) received 50 mg/m2 of liposo-
mal encapsulated doxorubicin and 50 mg/m2 of docetaxel, every
two weeks, for six cycles. Primary prophylaxis with pG-CSF was
administered. After 6 cycles of chemotherapy, patients were re-
staged radiologically and surgery was performed in operable pa-
tients. Adjuvant chemotherapy was administered as needed.

Results. Up to now 29 patients were enrolled in the study
(first step) with a median age of 48 years at the time of diagnosis
(range 27-77 years). Ten percent of patients were younger than
35 years and 52% were premenopausal. The estrogen (ER)
and/or progesterone (PR) receptor were positive in 65% and c-
erb-B2 was positive in 28% of patients; III stage was mainly rep-
resented (cT4 31%; cN+ 45%). A median of 6 cycles (range 4-6)
was administered and 96% of patients received the planned dos-
es. Grade 3 mucositis was observed in 1 patient only. Severe
haematological toxicities were not observed. Breast conserving
surgery was possible in 23% of the patients. The rate of clinical
responses was 69% (18/26) with 12% judged as pathological
complete responses (with no evidence of invasive or non-inva-
sive tumour in the breast and the lymph nodes).

Conclusions. The dose-dense administration of liposomal en-
capsulated doxorubicin and docetaxel with pG-CSF support, as
neoadjuvant chemotherapy, is a feasible and effective schedule
with a safe toxicity profile for women with large or locally ad-
vanced breast cancer. Due to good tolerability, the dose of doc-
etaxel was increased to 65 mg/m2 in the second step of the study.

G39 OVERALL SURVIVAL (OS) OF PATIENTS (PTS)
WITH ADVANCED BREAST CANCER (BC)
UNDERGOING REMOVAL OF OVARIAN/PELVIC
METASTASES (OPM): IMPACT OF ER
AND PgR STATUS

Munzone E.1, Botteri E.2, Nolè F.1, Esposito A.1,
Sciandivasci A.1, Franchi D.3, Rotmensz N.2,
Curigliano G.1, Adamoli L.1, Bocciolone L.3, Goldhirsch A.1
1Division of Medical Oncology, 2Division of Epidemiology and
Biostatistics, 3Division of Gynecology, Istituto Europeo di On-
cologia, Milano, Italy

Background. Pts with metastatic BC to the ovary, without tu-
mor debulking, and after systemic therapy have a 5-year survival
rate <10%. We evaluated OS and impact on prognosis of ER/PgR
status assessed on both primary tumor (PT) and OPM.

Patients and methods. From February 1999 to June 2009, 71
consecutive pts with histologically diagnosed primary BC under-
went surgery for OPM at one Institution. ER, PR, and HER2 sta-
tus were determined by immunohistochemistry and/or FISH on
both PT and OPM in 37 pts. 34 pts had primary surgery else-
where.

Results. Pts were predominantly young: 27/37 pts (73%) were
<50 years, 2 pts were ≥65 years. Two pts (5%) had synchronous
OPM. ERPT status was negative in 2 pts (5%), ranged 1-50% in 8
(22%) and 51-100% in 27 (73%); PgRPT status was negative in 9

pts (24%), ranged 1-50% in 15 (40%) and 51-100% in 13 (35%);
HER-2 overexpressed in 3 pts (9%). Average ER/PgR expression
did not change significantly between PT and OPM: mean ERPT
66% vs EROMP 67% and mean PgRPT 35% vs PgROMP 28%. Me-
dian time to OPM was 42 months (range 0-176); 5-year OS after
OPM was 44% (CI 23%-64%). OS after OPM was significantly
better in pts with both ERPT and EROPM >50% compared with
other pts (p = 0.038) and in pts with PgROPM >50% (p = 0.043).
When combining ER and PgR status, pts with both ERPT and
EROPM >50%, together with PgRPT >50% and/or PgROPM >50%
(good prognosis, 11 pts) were all alive at the end of follow-up,
with a better OS compared to pts with ERPT ≤50%, any EROMP,
PgRPT ≤50% and PgROPM ≤50% (bad prognosis, 8 pts) and also
better compared to the remaining pts (intermediate prognosis, 18
pts), p = 0.012.

Conclusion. Pts with OPM from BC have a particularly favor-
able prognosis due to high expression of both hormone receptors
on PT and OPM. Assessing biological characteristics, particularly
ER/PgR status on OPM from BC is useful for this category of pa-
tients.

G40 A PHASE II STUDY OF OXALIPLATIN
(O)-CAPECITABINE (C) CHEMOTHERAPY
IN METASTATIC BREAST CANCER (MBC) PATIENTS
PRETREATED WITH ANTHRACYCLINES AND
TAXANES

Sanfilippo M.M., Lo Giudice M., Catania G., Galanti D.,
Macaluso S., Sortino G., Lo Mauro M.
Department of Oncology, Università degli Studi di Palermo, Italy

Background. We carried out a Phase II study to evaluate the
efficacy and safety of combined O and C in anthracyclines and
taxanes pretreated MBC patients.

Methods. Thirty-two MBC patients were treated with C 1000
mg/m2 bid per os, days 1 to 14 with a week of rest and O 130
mg/m2 (2h intravenous infusion), day 1 every 3 weeks. Inclusion
criteria were: age <75, PS <2, normal kidney and liver function,
absence of brain symptomatic metastases, at least two prior
chemotherapy lines with anthracyclines and taxanes, informed
consent. Mean age was 55 years (range 33-74 years), with a me-
dian of two involved organs. Twenty patients had a PS = 0; 8 pa-
tients had a PS = 1; 4 patients had a PS = 2. The most frequent
sites of disease were: liver (18 pts), skin (6 pts), bone (12 pts),
pleura-lung (7 pts), lymph nodes (4 pts).

Results. Twenty-seven patients were assessable for response
and toxicity. According to the RECIST criteria 6 PR, 2 RC, 9 SD
and 10 PD were obtained with an overall response rate of 29.6%.
The partial responses occurred in patients with metastatic liver
disease and the complete response occurred in a patient with cu-
taneous metastatic nodules and lung metastases. Median time to
progression was 5.8 months (range 3-8 months) and median sur-
vival was 11.5 months (range 6-17 months). Hematotoxicity was
prevalent but rarely severe, with only 9 patients (33.3%) with
G2-G3 neutropenia and three (11.1%) patients with febrile neu-
tropenia. Thrombocytopenia G2-G3 occurred in 9 (33.3%) pa-
tients, G1-G2 anemia occurred in 10 patients (37%) and G3 in
only 2 patients (7.4%). Eleven patients (40.7%) developed grade
2-3 peripheral neuropathy. Nausea and vomiting G1-2 and diar-
rhea G1-2 were present in 9 patients (33.3%) and 6 patients re-
spectively. Hand-foot syndrome G1-G2 occurred in 9 (33.3%)
patients.



XII NATIONAL CONGRESS MEDICAL ONCOLOGY SESSION G S127

Conclusion. OC combination seems to be effective with a fa-
vorable safety profile in anthracycline/taxane-pretreated MBC
patients.

G41 DIFFERENT OUTCOMES OF CARDIOLOGIC
SAFETY OF TRASTUZUMAB IN ADJUVANT OR
METASTATIC SETTING IN PATIENTS WITH BREAST
CANCER: A SINGLE INSTITUTION EXPERIENCE

Scandurra G., Taibi E., Sanò M.V., Aiello R.A., Fallica G.,
Alì M., Chiarenza M., Mazzola A., Dimarco R., Sciacca D.,
Miano E., Caruso M.
Oncologia Medica, Humanitas Centro Catanese di Oncologia,
Catania

Background. Trastuzumab is a monoclonal antibody devel-
oped to target HER2 receptor inhibit tumour cells proliferation
that overexpress HER2.

Trastuzumab is active and is viable in breast cancer in neoad-
juvant, adjuvant or metastatic setting. The most serious adverse
event of Trastuzumab is cardiotoxicity due to reduction of left
ventricular ejection fraction (LVEF) or heart failure.

Purpose. To evaluate different cardiologic toxicity in patients
with breast cancer treated with Trastuzumab in metastatic or ad-
juvant setting.

Material and methods. Jan 2006-Mar 2010 were treated at
our institution 79 patients with metastatic breast cancer (MBC).
Aug 2006-Mar 2010 were admitted 137 patients affected by
breast cancer treated in adjuvant setting of whom 108 are evalu-
able.

MBC sample: 79 patients (1M/78 F) median age 54 (range 27-
86 yrs). 72 patients underwent surgery for primary tumor. 63
have received also complementary radiotherapy and 55 patients
have received adjuvant chemotherapy with anthracyclines and 14
chemotherapy without anthracyclines. In the metastatic setting
patients have started Trastuzumab following - in median of 37
months (range 6-192 months) - adjuvant chemotherapy and were
treated for 23 months (range 3-49 months) in concomitant regi-
men with taxanes, vinorelbine or platinum-derived in 3 median
lines (1-10 lines).

In adjuvant setting sample (n = 108), the median age was 53
years (range 28-83 yrs).

The whole group underwent surgery and received adjuvant an-
thracyclines, 46 also taxanes, 87 adjuvant radiotherapy, followed
by one year of Trastuzumab after a time of 1-3 months. Car-
diotoxicity has been assessed every 3 months.

Results. 6 pts affected by MBC (7.4%) had heart failure and 3
patients have discontinued Trastuzumab treatment for 2 months.
In adjuvant setting severe cardiotoxicity leading to stop therapy
was recorded in 8 patients (7.4%) and 13 discontinued treatment
for LVEF droop.

Conclusion. In our institution experience Trastuzumab has a
better cardiologic safety in MBC than in adjuvant setting, proba-
bly because its administration is closer to antracyclines and other
adjuvant therapy.

G42 EFFICACY OF TRASTUZUMAB (T) IN HER2
POSITIVE (HER2+ve) METASTATIC BREAST CANCER
(MBC) FROM AN UNSELECTED POPULATION

Collovà E.1, Porcu L.2, Scandurra G.3, Gori S.4, Marcon I.5,
Generali D.6, Atzori F.7, Schiavone P.8, Tondulli L.9, Ferzi A.1
1Oncologia Medica, Ospedale Civile di Legnano; 2Laboratorio
per lo Sviluppo di Nuove Strategie Farmacologiche, Istituto di
Ricerche Farmacologiche Mario Negri, Milano; 3Humanitas
Centro Catanese di Oncologia, Catania; 4Oncologia Medica,
Ospedale di Perugia; 5Oncologia Medica, Ospedale di Circolo e
Fondazione Macchi, Varese; 6Unità di Patologia Mammaria,
Istituti Ospitalieri di Cremona; 7Oncologia Medica, Ospedale
Universitario, Cagliari; 8Unità Operativa di Oncologia e Breast
Unit, Ospedale “A. Perrino”, Brindisi; 9Oncologia Medica, Fon-
dazione Centro San Raffaele, Milano

Background. HER2+ve positive breast cancer (BC) patients
have a significantly more aggressive disease associated with a
worse clinical outcome. Women with HER2+ve MBC treated
with T obtained clinical benefits in terms of PFS and OS. The
study aimed to analyze the clinical outcome of HER2+ve MBC
patients treated with T-based therapy outside from clinical trials
based.

Methods. Our multicentric retrospective analysis considered
consecutive HER2+ve MBC treated in first line for MBC with T.
PFS and OS were estimated using the Kaplan-Meier method; de-
pendence of prognosis on baseline factors was evaluated using
the Cox model.

Results. From October 2000 to October 2009 a total of 126
patients were identified. The median age at diagnosis was 51
years (range 29.3-81.7 yrs). Tumor extension and nodal involve-
ment of primary tumor were: T1 37.7%; T2 43.4%; T3 9.0%; T4
9.8%; N0 27.5%; N1 45.0%; N2 13.3%; N3 14.2%. Immunohis-
tochemical characteristic included: ER/PR positive 41.5%;
ER/PR negative 47.2%; HER2 positive 89.8%.

91.3% of pts received adjuvant therapy: endocrine therapy
(ET) 10.4%; chemotherapy (CT) 43.5%; ET + CT 46.1%. Adju-
vant CT regimens were: anthracycline-based 44.7%; anthracy-
cline-taxane 25.2%; without anthracycline 30.1%. pN staging
was associated to adjuvant CT: 54.5% of N0 received without-
anthracycline regimens, 54.9% of N1 received anthracycline-
based; N2 anthracyclines and anthracyclines-taxanes in the same
proportion; 60.0% of N3 anthracycline-taxane (p = 0.0029).

Median time to relapse was 3 yrs; 46.7% of pts had two or
more sites of relapse. 92.5% received first-line CT without an-
thracycline. After a median follow-up of 5.5 yrs, median PFS and
OS were 1.3 (95% CI: 1.1-1.9 years) and 5.1 ys (95% CI: 3.6-8.4
years), respectively. Two or more sites of relapse were associated
with a significant worse prognosis. Objective response was
50.8%

Conclusions. A retrospective analysis of HER2+ve MBC
from an unselected population treated with T as first line con-
firms the significant increase in terms of RR, PFS and OS
showed in pivotal trials.

G43 CLINICAL BEHAVIOR OF BREAST CANCER
PATIENTS OF VERBANIA ONCOLOGY DEPARTMENT-
REGIONE PIEMONTE, AND EVALUATION OF THE
SUBGROUP WITH “TRIPLE NEGATIVE” DISEASE

Fossati O., Buscaglia P., Amodei V., Fedeli P., Garzoli E.,
Gioria A., Luraschi A., Montanara S., Cozzi S.
Oncologia Medica, ASL VCO, Regione Piemonte, Ospedale di
Verbania
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Aim and background. We analyzed a survey of 431 breast
cancer patients (mean age 60.3 yrs) who underwent radical
surgery, from January 2000 to December 2008, according to St
Gallen criteria. Stage at diagnosis was: stage I: 196 pts (46%);
stage II: 161 pts (37%); stage III: 74 pts (17%). Hormone recep-
tor status was positive in 369 pts (86%). HER status 3+ was
found in 70 pts (16%), high level of ki67 (>20%) was found in
109 pts (39%). Triple negative pts were 34 (8%).

Design. We performed a retrospective analysis on the patients
clinical behavior in connection to well known prognostic-predic-
tive factors, and with St Gallen categories of risk and endocrine
responsiveness; a sub-analysis was performed on the smaller
group of 34 patient with triple negative disease.

Results. The survival analysis was performed on Kaplan-
Meier curves, by log-rank test in univariate modality for each
predictor. The multivariate analysis with Cox regression model
showed that the clinical behavior of our patients is consistent
with literature, showing a more favorable prognosis for an early
stage at diagnosis (p <0.0001), positive receptor status (p <0.01),
lack of hyperexpression of HER2 (p <0.0001) and low ki67 (p
<0.0001).

In our survey the predictiveness of St Gallen risk categories is
also confirmed, and there is a significant prognostic correlation
with classes of endocrine responsiveness (p <0.0001).

Finally, the analysis on triple negative patients confirmed the
unfavorable outcome compared to non-triple negative cases (p
<0.05), mainly in the subgroup with lower disease stage at diag-
nosis (p <0.0001).

Conclusions. Despite the more severe prognosis of triple neg-
ative disease, it is essentially in early stages that this biological
characteristic raises the most striking evidence: therefore, one of
the most relevant elements for the prognosis remains the disease
stage at diagnosis. This fact underlines the importance of preven-
tion and early diagnosis in the neoplastic breast pathology.

G44 CAELYX AND VINORELBINE AS FIRST-LINE
CHEMOTHERAPY IN METASTATIC BREAST CANCER

Livi L.1, Meattini I.1, Franzese C.1, Scotti V.1, Di Cataldo V.1,
Masoni T.1, De Luca Cardillo C.1, Galardi A.1, Di Lieto M.2,
Biti G.1
1Department of Radiation-Oncology, Florence University, Flo-
rence, Italy; 2Department of Medical Oncology, Pistoia Hospital,
Pistoia, Italy

Aim. We evaluated the efficacy and safety of first-line
chemotherapy with pegylated liposomal doxorubicin (Caelyx®)
and vinorelbine in metastatic breast cancer.

Materials and methods. Between June 2006 and October
2009, 27 female patients were treated with Caelyx and vinorel-
bine at University of Florence, Radiotherapy Unit.

We administered Caelyx (30 mg/m2) on day 1 and oral vi-
norelbine (60 mg/m2) on day 1 and 8 of a 3-week cycle. All pa-
tients had prior adjuvant anthracyclines-based chemotherapy, fin-
ished >12 months, with a total doxorubicin cumulative dose <300
mg/m2 and a total epirubicin cumulative dose <750 mg/m2. Toxi-
city was graded according to the National Cancer Institute Com-
mon Toxicity Criteria (NCI-CTCAE).

Results. 15 patients had 4 cycles of epirubicin (100 mg/m2,
every 3 weeks) followed by 4 cycles of CMF (cyclophosphamide

600 mg/m2, methotrexate 40 mg/m2, 5-fluorouracil 600 mg/m2;
day 1 and 8, every 28 days); four patients had 4 courses of AC
(doxorubicin 60 mg/m2, cyclophosphamide 600 mg/m2, every 3
weeks) followed by 4 courses of paclitaxel (175 mg/m2, every 3
weeks); six patients had 4 cycles of AC regimen and two patients
6 cycles of CMF schedule. 26 patients showed ER and PgR re-
ceptors positive and two patients had ER receptor positive and
PgR receptor negative.

The median age of patients was 52 years (range 38-69). The
sites of metastases were: six lung, two liver, six bone, six nodal,
two other sites, five multiple sites. Patients received a total of
130 courses of treatment, the median number was 6 (range 2-8
cycles). No treatment interruptions or discontinuation for cardiac
toxicity and no treatment-related deaths were reported. No grade
4 events were recorded. At the end of treatment we observed
eight PR and seven SD. The clinical benefit was 55.5%. Twelve
patients experienced PD. Median PFS and OS were 4.5 months
and 13.8 months, respectively.

Conclusions. In our experience first-line chemotherapy with
Caelyx and vinorelbine showed a good toxicity profile with a
clinical benefit of 55.5%.

G45 SAFETY OF DOCETAXEL
WITH CYCLOPHOSPHAMIDE AS ADJUVANT
TREATMENT IN EARLY BREAST CANCER WOMEN
WITH REDUCED LVEF OR OVER 65 AGE

Lo Mauro M., Sanfilippo M.M., Lo Giudice M., Catania G.,
Galanti D., Di Fede G., Valerio M.R.
Università degli Studi di Palermo, Policlinico P. Giaccone, U.O.
Oncologia Medica

Introduction. Jones et al. reported that four cycles of doxoru-
bicin/cyclophosphamide (TC) produced superior disease-free sur-
vival (DFS) compared with four cycles of doxoru-
bicin/cyclophosphamide (AC) in positive and negative nodes ear-
ly breast cancer.

Purpose. We have performed a trial in a particular subgroup
of patients (woman over 65 years or with reduced LVEF) to eval-
uate the toxicity profile of the treatment.

Patients and methods. From June 2008 to March 2010 we
treated 34 women, over 65 years or with a LVEF under 50% to
receive four cycles of therapy with TC (Docetaxel 75 mg/m2 and
Cyclophosphamide 600 mg/m2) by intravenous infusion on day 1
every three weeks. Dexamethasone 4 mg orally, twice daily for
three doses starting 1 day before each infusion, was given to pa-
tients and no prophylactic antibiotics were used. Twenty patients
were high risk negative nodes according to St. Gallen guidelines
and fourteen women were positive nodes. HER-2 was overex-
pressed in twelve patients. ECOG PS was 0 in thirty women and
1 in four women. Patients were evaluated with cardiac US before
starting chemotherapy and at the end of chemotherapy. Women
with HER-2 positive breast cancer treated with one year of adju-
vant trastuzumab were evaluated every six months from the be-
ginning of treatment.

Results. 25 of 34 patients completed the treatment (20
chemotherapy and 5 chemotherapy and trastuzumab) and are
evaluable for toxicity. We have not observed G4 or G3 hemato-
logic toxicity: grade 2 to 1 neutropenia occurred in 7 patients,
febrile neutropenia only in one woman. No severe anemia was
observed (grade 2 in two patients) and no patient was transfused.
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Cardiac toxicity did no occur: no acute cardiac event or LVEF
significant reduction.

Conclusion. Given these preliminary data, it is clear that TC
treatment is a well tolerated regimen in elderly women and/or with
reduced FE. A larger treated population will validate our results.

G46 EFFECTIVENESS AND SAFETY OF SENTINEL
NODE BIOPSY (SNB) IN ELDERLY BREAST CANCER
PATIENTS

Mocerino C., Gambardella A., Santoriello A.*,
Benevento R.*, Gambardella C.§, Canonico S..*
5th Division of Internal Medicine, *Geriatric Surgery, §7th Divi-
sion of Surgery, A.O.U. Policlinico, Second University of Naples,
Naples, Italy

Introduction. Many studies suggest that sentinel node biopsy
(SNB) is a safe and accurate method of screening the axillary
nodes for metastasis; therefore, there is a tendency to perform
less extensive or no axillary surgery in older breast cancer
women. The aim of this study was to assess the safety of the pro-
cedure as well as the rate of axillary recurrences after SNB in el-
derly patients.

Patients and methods. Between June 2007 and March 2009,
we followed the diagnostic procedure and treatment of 122 pa-
tients aged ≥70 years eligible for surgery. Considering the aver-
age age of patients, we evaluated the indication for surgery only
after a Comprehensive Geriatric Assessment (CGA).

Results. 108 of 122 patients were candidates for surgery,
while 14 with severe comorbidity (Charlson score >4) and/or
cognitive impairment were excluded. Twelve of the 108 patients
refused surgical treatment. Breast-conserving surgery was re-
served to 60 of the 96 patients, while 36 were submitted to radi-
cal mastectomy. In 19 of 96 patients, SNB wasn’t performed
(Nx) because of mean age of 81 years and comorbidity. Remain-
ing 77 patients underwent the procedure: 47 had sentinel node-
negative for metastasis (N0), while 30 had sentinel node-positive
(N+) and were submitted to axillary lymph node dissection (AL-
ND). After immunohistochemical characterization of disease
(HER-2 status, ER/PgR expression, Ki67), patients received ad-
juvant treatment as chemotherapy (20%), chemotherapy followed
by trastuzumab (10%), endocrine therapy (80%). Radiotherapy
was performed in 49% of patients. Postoperative side-effects
were less frequent in N0-group: seroma was observed in one pa-
tient. After ALND, seroma occurred in 3 patients, pain and/or
paresthesia in 2 and lymphedema in 4. These side-effects didn’t
increase the length of hospital stay. At present, no axillary recur-
rence was observed in N0-patients.

Conclusion. Our study evidences that SNB is an useful and
safe procedure in elderly patients. At a median follow-up time of
18.7 months (range 12-33), there was no axillary recurrence in
sentinel node-negative patients.

G47 MAINTENANCE BEVACIZUMAB IN HER2-
NEGATIVE METASTATIC BREAST CANCER:
ANALYSIS OF SAFETY AND EFFICACY

Russillo M., Metro G., Giannarelli D., Papaldo P., Nisticò
C., Ferretti G., Cuppone F., DʼAuria G.*, Cognetti F., Fabi A.

Regina Elena National Cancer Institute, Rome, Italy; *Belcolle
Hospital, Viterbo, Italy

Background. Bevacizumab plus chemotherapy (BCt) is an ef-
fective combination for HER2 negative metastatic breast cancer
(MBC). However, at the present time efficacy data on mainte-
nance B after best response to BCt are lacking.

Methods. An analysis of MBC patients (pts) treated with BCt
followed by B maintenance therapy (BMT) was conducted, aim-
ing at evaluating the efficacy of B-maintenance therapy (BMT).
Tumor assessment was conducted every three cycles and safety
was evaluated every cycle. Maintenance-PFS was calculated
from the start of BMT to the evidence of disease progression.

Results. Out of 30 pts treated with BCt (B 10 mg/kg every 2
weeks + docetaxel 100 mg/m2 every 21 days or paclitaxel 80-90
mg/m2 on day 1, 8, 15 every 28 days for a total of 6-8 cycles), 22
pts (13 pts on B + docetaxel and 9 pts on B + paclitaxel) were not
progressing and continued BMT at 15 mg/kg every 3 weeks. Pa-
tients characteristics were as follows: median age 58 years (18-
77), performance status 0 and 1 in 19 (86%) and 3 (14%) pts re-
spectively, hormonal receptor positive (HR+) in 19 (86%), medi-
an disease free survival was 30 months (range 0-362), untreated-
CT pts for MBC 17 pts (77%), visceral metastatic sites in 14
(64%). Fifteen HR+ pts (68%) received BMT combined with
hormonal agents (tamoxifen 1, AI 14). Median number of BMT
administrations was 9 (3-16). All patients were evaluable for re-
sponse and safety: complete and partial responses from previous
BCt were maintained in 2 (9%) and 9 (41%) pts, respectively (re-
sponse maintenance: 50%). Six pts (27%) maintained stability
and 5 pts (22%) experienced progression. Median maintenance-
PFS was 6.8 months (95% CI: 1.7-11.8). B + hormonal agents
significantly increased PFS as compared with B monotherapy (p
= 0.003). No grade ≥3 B-related adverse events (GI perforation,
wound-healing complications, arterial/venous thromboembolism
or proteinuria) were reported during BMT. Four pts discontinued
BMT for G3 proteinuria in 2 pts, G2 bleeding in 1 pt, G2 hyper-
tension in 1 pt.

Conclusion. BMT is an active and feasible strategy in MBC.
The high efficacy in HR positive patients warrants further inves-
tigations. Final results will be presented in the meeting.

G48 TRASTUZUMAB ADJUVANT THERAPY
AND EARLY CARDIOTOXICITY IN BREAST CANCER
PATIENTS AGED ≥60 YEARS

Sciacca V., Pistillucci G., Calabretta F., Ciorra A.,
Di Palma T., Rossi R., DʼAprile M.
Medical Oncology, “Santa Maria Goretti” Hospital, Latina

Introduction. Adjuvant trastuzumab with chemotherapy is the
treatment of choice for patients with human epidermal growth
factor receptor positive (HER2+) breast cancer. The incidence of
trastuzumab-mediated cardiotoxicity outside of clinical trials has
not been well described mainly in the elderly patients.

Patients and methods. We conducted a retrospective data
analysis of patients with HER2+ breast cancer treated with
trastuzumab adjuvant therapy from June 2006 to March 2010. All
pts received sequential trastuzumab according to HERA trial de-
sign; adjuvant chemotherapy consisted of CMF for 6 cycles (2
patients), EC for 4 cycles (3 patients), FE90C for 6 cycles (12 pa-
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tients), FE100C for 3 cycles followed by docetaxel 100 for 3 cy-
cles (4 patients). An assessment of LVEF by echocardiography
was performed at baseline and 3, 6, 9, 12 months during
trastuzumab treatment. To be eligible for therapy, patients had to
be free of serious cardiac dysfunction and LVEF value ≥55%.

Results. We identified 21 patients ≥60 years (median age 64
years; range 60-74) with PS (ECOG) 0-1. Median LVEF at base-
line was 68%, range 60-77%. 3 pts (14%) had to discontinue
treatment because of asymptomatic LVEF decrease >10%; 2 of
these were able to resume trastuzumab after appropriate cardio-
logic therapy and LVEF recovery whereas only 1 patient (aged
62, baseline LVEF 68%) stopped definitively the therapy. No
clinically significant congestive heart failure (CHF) and no car-
diac death occurred. 3 pts interrupted treatment for no cardiac
causes: 1 for severe allergic reaction after 2 cycles, 1 for liver
progression disease after 9 cycles and 1 voluntarily after 9 cycles
for serious and prolonged fatigue.

Conclusion. Cardiotoxicity risk by sequential trastuzumab ad-
juvant therapy is acceptable also in older women pretreated with
antracyclines based chemotherapy after appropriate patient selec-
tion and adeguate systematic cardiac assessment (clinical and ul-
trasonographic measurement). In our experience no serious car-
diac event was observed and only 1 (5%) discontinued therapy
because of cardiac toxicity.

G49 FEASIBILITY AND SAFETY OF DOSE-DENSE
DOCETAXEL AFTER CONVENTIONAL EPIRUBICIN
AND CYCLOPHOSPHAMIDE (EC) AS ADJUVANT
TREATMENT OF EARLY BREAST CANCER (EBC)

Zafarana E., Sanna G., Pestrin M., Cantisani E.,
Cavaciocchi D., Biagioni C., Di Leo A., Biganzoli L.
U.O. Oncologia Medica “Sandro Pitigliani”, Dipartimento di
Oncologia, Ospedale Misericordia e Dolce, Istituto Toscano Tu-
mori, Prato

Background. Phase II studies show that dose-dense docetaxel
(D) is poorly tolerated mainly when administered following
dose-dense antracycline-based chemotherapy.

Material and methods. This pilot study was designed to ex-
plore feasibility and safety of dose-dense docetaxel after conven-
tional anthracycline-based therapy.

Treatment consisted of sequential administration of 4 cycles of
3-weekly epirubicin (90 mg/m2) plus cyclophosphamide (600
mg/m2), followed by 4 cycles of 2-weekly docetaxel with pelfil-
grastim on day 2. Two docetaxel dose-levels were planned: 75
mg/m2 (D75) and 100 mg/m2 (D100). To move to D100 no early
treatment discontinuation due to toxicity (ETD) and median rela-
tive dose intensity (RDI) >90% were required among the first 5
treated patients receiving D75.

Results. Thirty-five patients (median age 48 years) entered the
study and received 4 courses of EC.

Six patients withdrew from study before starting docetaxel
(D75: n = 1 persistent grade (G1 hepatotoxicity; D100: n = 1 re-
current G3 neutropenia, n = 1 persistent G1 hepatotoxicity, n = 2
refusal, n = 1 G3 bone pain). Five patients stopped the treatment
for toxicity after the first cycle of docetaxel, i.e. before densifica-
tion and therefore these events were not considered ETDs (D75:
n = 2, persistent G2 and G3 hypertransaminasemia; D100: n = 1
persistent G2 hypertransaminasemia, n = 1 G3 bone pain, n = 1
unsolved G2 cutaneous toxicity). No patient interrupted docetax-

el after the second administration. Overall 5 patients in D75 and
19 patients in D100 received 4 cycles of dose-dense docetaxel.
No G3-4 toxicity occurred on D75. No G4 toxicity was reported
on D100; G3 toxicities occurring in ≥2 patients were myalgia and
bone pain (3 patients each) and skin toxicity (n = 2). No dose-re-
ductions or significant treatment delays (median 3 days) were re-
quired translating in a median RDI of 100% in both dose-levels.

Conclusions. Administration of docetaxel 100 mg/m2 bi-
weekly after conventional EC is feasible in EBC patients. Lack
of prior exposure to dose-dense anthracycline as well as the use
of stringent criteria to allow access to docetaxel densification
might explain safety profile and high treatment compliance ob-
served in this study.

G50 A PHASE II AND PHASE III STUDY FOR USE
OF HOMEOPATHY IN THE TREATMENT
OF MENOPAUSAL SYMPTOMS IN PATIENTS
WITH RESECTED EARLY BREAST CANCER:
PRELIMINARY RESULTS

Desiderio F., Drudi F., Pini E., Affatato A., Fochessati F.,
Tononi A., Ravaioli A.
Department of Oncology, City Hospital Rimini, Italy

Background. Menopausal symptoms represent an important
problem for many young women with breast cancer.

Methods. This is a prospective, monocenter, observational
study composed of a phase II study (completed), where 10 pa-
tients received homeopathic treatment (sublingual administration
of tablets/day containing Cimicifuga D2, Sepia D2, Ignatia D3,
Sanguinaria D2) for 3 months; a phase III randomized study (on-
going), planned to enrol 30 patients to receive HT or placebo for
6 months. Primary endpoint is to evaluate the efficacy of HT in
reducing menopausal symptoms in patients with operated early
stage breast cancer. 20 women treated or not with chemotherapy
or hormonal therapy were so far enrolled. Menopausal symptoms
such as hot flushes, night sweating, leukorrhoea, atypical vaginal
bleeding, vaginal dryness, dispareunia, gastric symptoms, derma-
tological alterations, headache, hydric retention and anxi-
ety/depression were evaluated at baseline, after 3 and 6 months,
using the NCI-CTC version 3.0. The NCI-CTC grades of
menopausal symptoms were added together to obtain for each pa-
tient a total score at baseline, after 3 and 6 months.

Results. In the phase II study (10 patients, mean age 47 years)
we observed, at 3 months, 57 decreases of at least one score point
(73%) versus the 78 observed at baseline, 17 stable symptoms
(21.8%) and 4 increases of at least one point (5.2%). Reduction
of symptoms in all patients (mean score 8.5; range 2-15) was sta-
tistically significant (reduction of score p <0.001). In the phase
III study (20 patients, mean age 49.9 years) of the 114 symptoms
reported at baseline, after 3 months, 55 reduced the score of at
least one point (48.2%), 45 remained stable (39.5%) and 14 had
score increased of at least one point (12.3%). Reduction of score
for hot flushes (p = 0.0065), gastric symptoms (p = 0.046) and
hydric retention (p = 0.008) was statistically significant.

Conclusion. Homeopathy therapy appears to be an active
treatment option for breast cancer patients with menopausal
symptoms. Further investigations are granted since study is on-
going.



XII NATIONAL CONGRESS MEDICAL ONCOLOGY SESSION G S131

G51 A FEASIBILITY STUDY WITH LIPOSOMAL-
ENCAPSULATED DOXORUBICIN (MYOCET; TLC D-99)
IN PREVIOUSLY TREATED METASTATIC BREAST
CANCER (MBC) PATIENTS

Ferrari A., Giovanardi F., Cagossi K., Mucciarini C.,
Nasuti P., Pietramaggiori A., Artioli F.
Oncology Department, Ramazzini Hospital, Carpi (MO)

Current therapeutic goals for MBC, incurable disease, are pro-
longation of survival with acceptable quality of life and symp-
toms and disease control. We conducted a feasibility study with
weekly liposomal-encapsulated doxorubicin in previously treated
MBC patients. This is an update of the data already presented last
year.

Patients and methods. Primary objective was to assess the
safety and efficacy of weekly liposomal-encapsulated doxoru-
bicin in previously treated MBC patients. The inclusion criteria
are: metastatic breast cancer HER2 negative, measurable disease,
prior systemic therapy (chemotherapy and/or hormonal therapy)
for advanced disease, performance status ≤2 and life expectancy
≥3 months.

Twenty-two patients were treated at the dosage of 25 mg/m2
on days 1, 8, 15 every 4 weeks. The treatment was given until
disease progression, unacceptable toxicity or up to 6 cycles.

Results. Median age was 63 years (range 54-72). Ten patients
had been treated with at least four previous lines of chemothera-
py. Median number of treatment cycles was 5 (range 1-6). Pre-
liminary efficacy data are available for 20/22 pts who had com-
pleted at least three courses of therapy. No complete response
was observed. Sixteen out of 20 patients achieved a stable dis-
ease and/or partial response at first evaluation (after 3 courses of
treatment); progression disease was found in 4/20 patients. No
grade (G) 4 toxicity was reported; 3/22 patients experienced G3
leukopenia. There was no decline in cardiac function. Only in
2/22 patients was observed partial alopecia, in one case complete
alopecia. One patient has developed a reversible folliculitis after
2 courses of therapy. Non-ematological toxicity was tolerable
(G1-2). Accrual is ongoing. Updated results will be presented at
the symposium.

Conclusions. The weekly treatment with liposomal-encapsu-
lated doxorubicin is feasible and well tolerated (low incidence of
gastrointestinal and haematological toxicity) also in heavily pre-
treated patients. An interesting reduction in the incidence of
alopecia was observed. Data of efficacy (partial response and/or
stable disease) are encouraging.

G52 MAST CELL TRYPTASE AND PROTEASE-
ACTIVATED RECEPTOR-2 EXPRESSION PARALLELED
WITH MICROVASCULAR DENSITY IN PRIMARY
BREAST CANCER TISSUE

Ranieri G.1, Misino A.2, Catino A.1, Gadaleta Caldarola G.1,
Patruno R.1, Goffredo V.1, Di Lecce V.3, Valerio P.3,
Bonaduce S.4, Gadaleta C.D.1
1Interventional Radiology Unit with Integrated Section of Medi-
cal Oncology, 2Oncology Unit, National Cancer Institute Giovan-
ni Paolo II, Bari, Italy; 3Surgery Unit, Di Venere Hospital, Bari
Italy; 4Radiotherapy Unit, National Cancer Institute Giovanni
Paolo II, Bari, Italy

Tryptase, a serine protease stored and released from mast cells
(MCs) granules has been identified as a new non-classical angio-
genetic factor. It is an agonist of the proteinase-activated recep-
tor-2 (PAR-2), a G protein involved in cellular proliferation and
angiogenesis. We have evaluated the correlations between the
number of MCs positive to tryptase (MCDPT), the number of
breast cancer cells positive to PAR-2 (BC-PAR-2) and microvas-
cular density (MVD) in a series of 97 primary T1-3, N0-2 M0 fe-
male breast cancer by means of immunohistochemistry and im-
age analysis methods. Six-micrometers thick serial sections of
formalin-fixed and paraffin-embedded bioptic tumor samples
were microwaved at 500 W for 10 min and treated with a 3% hy-
drogen peroxide solution. Sections were incubated with primary
antibodies: monoclonal anti-tryptase (AA1; Dako, Glostrup,
Denmark), polyclonal anti PAR-2 (N-19; sc-8206 Santa Cruz
Biotecnology), and monoclonal anti-CD34 (QB-END 10; Bio-
Optica Milan, Italy). Biotinylated secondary antibody, avidin-bi-
otin peroxidase complex, and 3-amino-9-ethylcarbazole were in
turn utilised. In serial sections “hot spots” were selected and indi-
vidual vessels, single tryptase-positive MCs and breast cancer
cells positive to PAR-2 were counted by means of image analysis
at x400. Data demonstrated a significant (r ranging from 0.71 to
0.87; p ranging from 0.001 to 0.003 by Pearson’s analysis respec-
tively) correlation between MCDPT, BC-PAR-2 and MVD to
each other. No correlation concerning MCDPT, BC-PAR-2,
MVD and the main clinical pathological features was found.
Published in vitro data suggest that tryptase may increase capil-
lary growth and endothelial cell proliferation by activation of
PAR-2. Furthermore tryptase induces angiogenesis by activation
of PAR-2 in vascular endothelial cells and breast cancer cells
lines. According to these data we showed that MCDPT, PAR-2
and MVD paralleled to each other suggesting a role in in vivo
breast cancer angiogenesis. In this context the inhibition of
tryptase inhibitors by gabexate mesilate or nafamostat mesilate
might be evaluated in clinical trials as a new antiangiogenetic ap-
proach.
Work supported by grants from Alleanza Contro il Cancro,

Istituto Superiore di Sanità, Ministero della Salute, Italy.

G53 FLUORESCENCE IN SITU HYBRIDIZATION-
EVALUATED HER2 EXPRESSION BUT NOT P53 STATUS
CORRELATES WITH CLINICAL RESPONSE TO
DOCETAXEL-BASED FIRST-LINE CHEMOTHERAPY
IN METASTATIC BREAST CANCER PATIENTS

Camerini A.1, Viacava P.2, Donati S.1, Siclari O.1,
Valsuani C.1, Tartarelli G.1, Ricasoli M.1, Puccetti C.1,
Puccinelli P.1, Cavazzana A.3, Amoroso D.1
1Medical Oncology, 2Pathology, Versilia Hospital and Istituto
Toscano Tumori, AUSL 12, Lido di Camaiore; 3Pathology De-
partment, AUSL 1, Carrara

Background. Both HER2 pathway and p53 status may be in-
volved in chemotherapy sensitivity/resistance. We aimed to ex-
plore the value of HER2 and p53 expression to predict docetaxel
sensitivity in advanced breast cancer.

Methods. We analysed the expression of HER2 and p53 in 36
(median age 55 yrs; range 37-87) metastatic breast cancer pa-
tients receiving docetaxel-based first-line chemotherapy. HER2
was determined both by IHC and by FISH, p53 was tested by
IHC. We correlate the expression of the two parameters with
pathologic parameters, treatment response (according to RECIST
criteria) and survival. The standard cut-off value of 2 was used to



S132 SESSION G XII NATIONAL CONGRESS MEDICAL ONCOLOGY

determine HER2 overexpression while p53 mean expression lev-
el was used to divide low/high expressors tumors.

Results. Median time to progression was 9 (range 2-54)
months. Overall response rate was 41.6% (14 out of 36), with 11
and 8 pts experiencing disease stabilization and progressions re-
spectively. Nine cases (25%) showed HER2 overexpression.
HER2 was more frequently overexpressed in less differentiated
(p = 0.05) and higher stage (p = 0.003) disease. Mean FISH-
HER2 values were significantly higher in responder than in non-
responder pts (8.53 ± 10.21 vs 2.50 ± 4.12, p = 0.027). Moreover,
HER2 overexpression correlates with treatment response at
cross-tabulation analysis (p = 0.046). Conversely, p53 expression
was only associated with higher stage disease (p = 0.02) but lack
of any significant association with HER status or docetaxel re-
sponse. No significant relation with survival was observed for
any parameter.

Conclusion. Our data seem to indicate that FISH-determined
HER2 status but not p53 is associated with docetaxel sensitivity
in metastatic breast cancer.

G54 CARDIOLOGIC FOLLOW-UP IN LEFT BREAST
CANCER SURVIVORS: PRELIMINARY DATA
OF A MONOINSTITUTIONAL STUDY

Gallucci G., Coccaro M.1, Tartarone A.1, Lapadula L.2,
Lerose R.4, Aieta M.1, Storto G.3, Fusco V.2

Unit of Cardiology, 1Division of Oncology, 2Unit of Radiotherapy,
3Unit of Nuclear Medicine, 4Hospital Pharmacy, Centro di Riferi-
mento Oncologico di Basilicata, IRCCS, Rionero in Vulture (PZ)

Background. Anthracycline-containing chemotherapy (A-
CHT) and radiotherapy (RT) improve disease free- and overall
survival in breast cancer (BC) patients. Irradiation of left breast
cancer has been associated to a long term increased risk of death
from cardiovascular disease compared with right-sided tumours.
Aim of this study is to underline the importance of a careful car-
diologic observation and of an aggressive treatment of concomi-
tant risk factors (RF) for coronary artery disease (CAD) and con-
gestive heart failure (CHF) in order to reduce cardiovascular
mortality.

Material and methods. We observed 30 women with early
left breast cancer, treated with A-CHT plus RT. They had the
following characteristics: mean age 58 years (69-38), stage I: 5
patients (pts), stage IIA: 15 pts, stage IIB: 5 pts, stage III: 5 pts.
13 pts had quadrantectomy and lymphonodal axyllary dissec-
tion, 11 left mastectomy, 1 bilateral mastectomy, 4 pts were
treated with neoadjuvant chemotherapy. ER and/or PgR status
was positive in 24/30 pts, 3 pts were in premenopausal status.
12 pts received FEC-like chemotherapy and 18 pts EC for 4 cy-
cles followed by Taxanes for others 4 cycles. Cumulative dose
of epirubicin was from a minimum of 360 mg/m2 to a maxi-
mum of 540 mg/m2. Hormone receptors positive pts received
hormonotherapy: 3 pts tamoxifen 20 mg/die plus triptoreline, 8
pts tamoxifen for 2 years followed by aromatase inhibitors
(AIs) for 3 years. RT consisted in whole-breast irradiation with
a boost dose delivered to the site of the scar (total irradiation
dose 60 Gy) in 22 pts, chest wall irradiation in 5 pts with a total
irradiation dose of 50 Gy, chest wall and internal mammary
artery irradiation in 1 pt with a total irradiation dose of 50 Gy,
bilateral whole-breast RT and boost delivered to the scar with a
total dose of 60 Gy in 1 pt. Patients were submitted to careful
cardiovascular history, 12-lead electrocardiographic examina-

tion, echocardiographic imaging and Single Photon Emission
Computed Tomography (SPECT) myocardial perfusion imaging
(stress and rest scan). If MPD were present, angiographic imag-
ing of coronary arteries was performed. All risk factors for
CAD or HF were treated.

Results. 22 pts (73%) had normal perfusion imaging, 1 pt
(3%) had fixed MPD, 7 pts (23%) had reversible MPD; 1 pt (3%)
with normal perfusion scan showed depressed rest and stress
LVEF. 3 pts with normal perfusion scan and normal rest EF
showed no EF increase with stress. Only 1 pt had a large defect
and was submitted to coronary angiography and percutaneous
coronary intervention. 5 pts with small defect showed normal,
non invasive evaluation of coronary arteries at MSCT. No major
cardiac event was observed.

Conclusions. A careful cardiovascular follow-up can unmask
early signs of anthracycline or radiotherapy-induced cardiotoxici-
ty even in asymptomatic women. A stress test with perfusion
imaging and GATED derived data of EF both at rest and post
stress can give significant information about the coronary reserve
and the contractile reserve of the heart. A cardiooncology team
should indeed be considered a must from the early phases of can-
cer treatment in all BC pts in order to reduce the clinical impact
of iatrogenic cardiotoxicity.

G55 CAPECITABINE-VINORELBINE COMBINED
CHEMOTHERAPY IN REAL-LYFE CLINICAL
PRACTICE: SAFE AND EFFECTIVE TREATMENT
IN ELDERLY PATIENTS WITH METASTATIC BREAST
CANCER

Losanno T., Manna G., Emiliani A., Iannace A., Seminara P.
Department of Clinical Medicine, Unit of Oncology A, University
Sapienza of Rome

Background. Recent innovations of breast cancer treatment
and more and more earlier diagnosis have the effect of increasing
number of cured patients. However, approximately 30% of pa-
tients with early breast cancer diagnosis are likely to develop
metastases. Currently, there are no precise guidelines about the
optimal treatment for metastatic breast cancer (MBC). Though
clinical phase II-III studies provide indications of the efficacy
and tolerability of different treatments, in these studies elderly
patients are often excluded for both age and comorbidity. In
everyday clinical practice MBC patients are a heterogeneous
population with an increasing number of elderly.

Aim. The present observational study evaluated efficacy and
tolerability of Capecitabine-Vinorelbine combined regimen in
unselected MBC patients pretreated with or ineligible for anthra-
cycline/taxanes therapy.

Patients and methods. Between February 2006 and February
2010, 24 patients with MBC received a combined regimen with
Capecitabine 1600-2000 mg/m2/die for 14 days and Vinorelbine
20-25 mg/m2 infusion on day 1, 8. Cycles were repeated every 21
days. Hematological and non hematological toxicities were eval-
uated every 3 weeks. Intention-to-treat (ITT) analysis was per-
formed to evaluate efficacy and progression-free survival time.

Results. Median age of patients was 63.5 (40-87) with 50%
of patients over 65 years. About 70% of patients were pretreat-
ed with more than two lines of therapy. An overall of 214 cy-
cles were administered, with a median of 9 cycles/patient
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(range 1-20). Two patients stopped treatment after the first cy-
cle for toxicity (one for thrombocytopenia, one for diarrhea)
and they were considered as a treatment failure in the ITT
analysis for efficacy. The most frequently toxicity observed was
the hand-foot syndrome (50% of patients), causing delay of ad-
ministration or dose reduction only in 5 patients. Overall re-
sponse rate was 29% (95% CI 11%-47%), consisting of 7 PRs.
Eight patients (33% with 95% CI 14%-52%) achieved disease
stabilization, given an overall tumor control rate of 62% (95%
CI 43%-82%). In our population median time to progression
was 6 months.

Conclusion. The present observational study shows good tol-
erance of Capecitabine-Vinorelbine combined regimen in pre-
treated elderly patients with MBC and confirms that Capecita-
bine and Vinorelbine toxicities are not related to age. In our ex-
perience this treatment seems to be effective with clinical benefit
on elderly patients.

Patients No. (%)

Age (years)
<55 7 (29.17)
56-65 5 (20.83)
≥ 66 12 (50)
Metastatic sites
Lung 6 (25)
Liver 12 (50)
Bone 13 (54.16)
SNC 3 (12.5)

G56 THE ROLE OF BEVACIZUMAB COMBINED WITH
LETROZOLE IN PATIENTS WITH HER-2 NEGATIVE
AND ER AND/OR PGR >10% METASTATIC BREAST
CANCER AFTER FIRST-LINE CHEMOTHERAPY WITH
PACLITAXEL AND BEVACIZUMAB: A MULTICENTER
EXPERIENCE

Rossi R.2, Sciacca V.2, Capparella V.1, Pace R.1, Rauco
A.1, Morandi M.G.1, Desantis G.1, Lugini A.1
1Medical Oncology, “San Camillo de Lellis” Hospital, Rieti, Italy;
2Medical Oncology, “S. Maria Goretti” Hospital, Latina, Italy

Objective. Bevacizumab and Paclitaxel regimen is a promis-
ing combination for HER-2 negative metastatic breast cancer
(MBC). The addiction of bevacizumab to paclitaxel in MBC pro-
longs progression-free survival, but not overall survival. Letro-
zole, a nonsteroidal, third-generation aromatase inhibitor admin-
istered orally once daily, has shown efficacy in the treatment of
postmenopausal women with early-stage or advanced, hormone-
sensitive breast cancer. Oestrogen are potent modulators of an-
giogenesis: it is conceivable that the combination of an antiangio-
genic agent and a hormonal manipulation may result in an in-
creased antitumor activity on an endocrine-sensitive tumour.

Patients and method. Objective of this experience is to eval-
uate the effectiveness and feasibility of treatment with Beva-
cizumab 10 mg per kilogram intravenously every 2 weeks and
Letrozole orally once daily in patients with HER-2 negative and
ER and/or PgR >10% MBC pretreated with Paclitaxel and Beva-
cizumab to onset of neuropathy G3 or progression disease. From
02/2008 to 12/2009 8 patients (pts) received this treatment. Me-
dian age was 65 years, and PS was 0-1, 2 in 5 and 3 patients.

Results. All patients were evaluable for toxicity and for re-
sponse. Toxicity was: grade 1 arthromyalgia (37%); grade 1 asthe-
nia (37%); grade 1 hypertension (37%). 5/8 patients experienced
SD; 2/8 patients experienced RP; 1/8 patients experienced PD.

Conclusions. The results of this study show that combination
is highly efficacious. Results, yet burdened by low sample size,
show that the association study may be an appropriate mainte-
nance therapy, especially in patients who experience severe neu-
rotoxicity by Paclitaxel.

G57 DIAGNOSIS OF BREAST CANCER METASTASIS
WITH PET/TC IN PATIENTS WITH ELEVATION
OF TUMOUR MARKERS

Mafodda A., Aricò D.*, Prestifilippo A., Mare M., Vadalà A.*,
Fornito M.C., Giuffrida D.
Istituto Oncologico del Mediterraneo, Viagrande (CT); *ARNAS
Garibaldi, Nesima, Catania

Background. Breast cancer is at present one of the most com-
mon cancers in the world.

PET/CT is more accurate than conventional methods to identi-
fy distant metastases or local recurrences and enables early as-
sessment of treatment response in patients post surgery for breast
cancer undergoing primary chemotherapy. PET/CT is not consid-
ered a conventional exam during follow-up of patients with
breast cancer, but recent data indicate its utility in cases of
asymptomatically elevated level of tumor marker and in cases of
uncertain results by conventional imaging. The present study in-
vestigates the potential role of PET/CT to detect clinically occult
metastasis in patients with a suspicion of breast cancer relapse
during follow-up.

Patients and methods. The authors studied thirty-two patients
in breast cancer follow-up after primary surgery and chemothera-
py and/or external radiotherapy. All patients were in remission
without any other clinical or instrumental signs of relapses, ex-
cept for the progressive elevation of CA 15.3 and/or CEA, tested
during the follow-up. In twenty patients conventional imaging
provided uncertain results and increase of CA 15.3 that was not
correlated to any evidence of metastatic disease.
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Results. Disease relapse was proven in thirty out of thirty-two
patients and successfully PET/CT has identified clinically occult
disease with an excellent sensitivity. In 18 cases the anatomical
distribution of metastasis sites was in the bone, 7 in the lymph
node, 2 in the lung and 3 in the liver. Out of them we found 2
false negative and no false positive.

Conclusion. PET/TC may be more sensitive than the serum
tumor markers in detecting relapse of breast cancer. This study
demonstrated the clinical utility of tumour marker-guided PET in
the follow-up of breast cancer patients.

G58 PHASE II STUDY OF LIPOSOME-ENCAPSULATED
DOXORUBICIN PLUS CYCLOPHOSPHAMIDE,
FOLLOWED BY SEQUENTIAL TRASTUZUMAB PLUS
DOCETAXEL AS PRIMARY SYSTEMIC THERAPY FOR
BREAST CANCER PATIENTS WITH HER-2
OVEREXPRESSION OR AMPLIFICATION

Saracchini S., Sulfaro S., Marus W., Santeufemia D.A.,
Del Conte A., Bassini A., Ius A., Bertola M., Tumolo S.,
Tuccia F.
Ospedale “S. M. degli Angeli”, Pordenone; “Ospedale S. Marti-
no”, Belluno

Background. The addition of Trastuzumab to first line Dox-
orubicin-regimen in HER-2 positive BC showed high activity al-
so in PST. However the combination with Doxorubicin is associ-
ated with an increased risk of cardiotoxicity. The liposome-en-
capsulated form of Doxorubicin, Myocet® is as effective as Dox-
orubicin but with a reduced risk of cardiotoxicity.

Method. Primary endpoint of this study is pathologic com-
plete response (pRC) in breast and axillary; secondary are re-
sponse rate (RR), feasibility and systemic tolerability of 4 cycles
of MC (Myocet® 60 mg/m² + Cyclophosphamide 600 mg/m² i.v.
3 weekly) followed by 16 weekly DT (Docetaxel 35 mg/m², 3
w/4 + Trastuzumab 2 mg/kg, loading dose of 4 mg/kg) in Her-2
positive operable tumors (T >2cm or any T with N +) before
surgery. Patients were included only with left ventricular ejection
function (LVEF) >50%. LVEF was assessed at baseline, after 4
cycles of MC, and at the completion of therapy. We also evaluat-
ed the correlation between PET-TC (before and at the end of
treatment) and the circulating serum HER-2 (before and at the
end of treatment and after the surgery) with response.

Results. Since December 2005 to date, 36 patients have been
enrolled: 13 in stage II and 20 in III, median age 50 yrs (range
31-78), median tumor size 3 cm (range 2-9). Out of 36 patients,
33 have completed the treatment: 13 in stage II and 20 in stage
III. The RR is 96.7%, the pRC (includes residues of ca. in situ)
54.8%, the pRP 41.9%, one patient 3.2% (clinical stage T2N1-
positive cytology before the start of treatment) withdrew for PD
on T at 15th week of treatment with DT (by clinical examination
and ultrasonography), but was pN0 at surgery.

No patients developed loss of LVEF, 1 patient (3.2%) experi-
enced anasarca grade 4 and 2 (6.4%) grade 3 during treatment
with Docetaxel and Trastuzumab.

Conclusions. Our study confirms the efficacy and feasibility
of this regimen, without cardiotoxicity. We recommend special
attention to fluid retention due to Docetaxel administration. The
full and final data of this study will be presented at the end of
the trial.

G59 SECOND OPINION FOR VERY HIGH RISK BREAST
CANCER: SURVEY AMONG ONCOLOGISTS
IN LOMBARDY

De Giovanni A.1, Cortini E.2
1Department of Internal Medicine, Geriatrics and Gerontology
Clinic, University of Pavia, IDR S. Margherita, Pavia, Italy; 2De-
partment of Applied Health and Behavioural Sciences, University
of Pavia, Pavia, Italy

Background and aim. Adjuvant treatment for high-risk breast
cancer (BC) is still a matter of debate due to the huge amount of
clinical studies published over the last decades. We investigated
whether the proposal of adjuvant therapy in this setting may vary
among head consultant oncologists in Lombardy, which harbours
most of the leading oncology Institutions in Italy.

Methods. A second opinion regarding a 36 years old woman,
with a recent diagnosis of invasive carcinoma, pT2 N3a (17/22)
M0, G3, ER+ 50%, PgR+ 15%, Her-2/neu-, was asked in the
context of a private consultation with head oncology consultants
of 10 hospitals in Lombardy. Proposals of systemic adjuvant
therapy, relapse-risk and possibility of enrolment in clinical trials
were investigated.

Results. Hormonal therapy with LHRH agonist and tamoxifen
was proposed by all physicians, the duration of ovarian ablation
ranging from 1 to 5 years. Adjuvant chemotherapy was proposed
in 9/10 visits, one physician having suggested hormonal therapy
only. Various schemes of anthracyclines ± taxane-based
chemotherapy (CT) were prescribed, in 2/9 cases followed by in-
tensified CT with hematopoietic stem cell support upon discus-
sion with patient due to the greater toxicity. Enrolment in
prospective studies was never proposed.

Conclusion. This survey demonstrates that the optimal sys-
temic treatment for very high risk BC is still controversial.
Prospective studies looking at biological parameters capable of
predicting risk of recurrence and response to treatment will cer-
tainly help to better select patient-oriented therapies.

G60 PHAGOCYTOSIS OF CANCER CELLS
BY MAST-CELLS IN BREAST CANCER

della Rovere F, Granata A
U.O.C. Chirurgia Toracica, Policlinico Universitario di Messina

It was found that in infiltrating ductal breast cancers having a
high hormone receptor content (>50% for both estrogen and
progesterone), there was a highly significant increase in mast-
cells (MCs) with respect to no-hormonal cancers in the same lo-
cation and to controls (p <0.0001). Microscope examination of
micronized preparations from tumor exeresis have all confirmed
cancer cells (CCs) phagocytosis by MCs. The occurrence of this
phenomenon is well documented by Figures 1-3 that illustrate the
five stages that characterize phagocytosis of CCs by MCs in their
attempt to counter cancer invasion. The five stages can be thus
summarized: 1) an MC approaches CC; 2) the MC protrudes a
pseudopodium that completely engulfs the CC; 3) the CC is
slowly transferred from the pseudopodium to MC cytoplasm and
is immediately surrounded by toxic granulations; 4) CC chemol-
ysis occurs through nuclear pyknosis and cytoplasmic dyschro-
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mia to achromia, then the CC loses its consistency with only a
few fragments of cell membrane and karyoplasmatic tissue still
visible; 5) the MC continues to engulf other CCs that undergo
chemolysis until the MC cytoplasm becomes saturated. At the
same time, cytotoxic granulations progressively disappear. At this
stage, the MCs assume a characteristic shape, as shown in Figure
4. They could be defined as “pluriphagocytotic macromasto-
cytes.”

G61 HAEMATOLOGICAL TOXICITY OF DOCETAXEL
(T), DOXORUBICIN (A) OR EPIRUBICIN (E)
AND CYCLOPHOSPHAMIDE (C) (TAC OR TEC).
RESULTS FROM A RETROSPECTIVE EVALUATION AS
ADJUVANT TREATMENT IN UNSELECTED PATIENTS
WITH NODE POSITIVE BREAST CANCER

Nelli F., Moscetti L., DʼAuria G., Spinelli G.P., Natoli C.,
Signorelli C., Padalino D., Chilelli M., Ruggeri E.M.

Medical Oncology, POC Belcolle, AUSL Viterbo

Background. The TAC regimen is used as adjuvant treatment
of breast cancer. Few data are available on the haematologic safe-
ty of this regimen out of clinical trials. We report the haematolog-
ical safety of the TAC or TEC regimen administered in a non-se-
lected population for the adjuvant treatment of node positive
breast cancer.

Methods. From 2005 to date, 44 patients were analyzed. Pa-
tients received: T 75 mg/m2, A 50 mg/m2 or E 75 mg/m2 and C
500 mg/m2 every 3 weeks for six cycles. All patients received
primary colony stimulating factors (GCSF) prophylaxis, with pe-
gylated GCSF or daily GCSF (day 5 to 12). Antibiotic prophy-
laxis was not given.

Results. Forty-four patients were analyzed. Main characteris-
tics include: median age 53 years; pT1 = 12 pts, pT2 = 29,
pT3/pT4 = 2/1. Twenty-eight patients received TAC and 16 the
TEC regimen. By cycle, grade 3-4 neutropenia was observed in

4.9% of courses (14% of patients), whereas febrile neutropenia
(FN) was seen in 1.33% (6.8% of patients). No hospitalization re-
lated to FN was necessary. In patients receiving daily G-CSFs,
the incidence of grade 4 neutropenia by cycle was lower than the
PEG-CSF group (3.5% vs 4.6%, p = 0.57). No significant differ-
ence was seen in FN between the groups. Other adverse events
were of mild or moderate intensity and well manageable. One pa-
tient developed a grade 2 anemia. Grade 1/2 adverse events in-
clude: fatigue 12 pts (27.3%), nausea 26 pts (59%), vomiting and
stomatitis in 6 (13.6%), diarrhoea in 8 (18.2%), hepatic in 5
(11.4%), flu like syndrome and anemia in 1 (2.3%) patients.
Grade 3 toxicities were observed only in 1 patient (nausea, diar-
rhoea and flu like syndrome). No other grade 4 toxicity was re-
ported.

Conclusion. The TAC/TEC regimen is associated with a re-
ported high mielotoxicity, but the use of pegfilgrastim or daily
GCSF from the first cycle significantly reduced the need for hos-
pitalization or oral and intravenous anti-infectives. TAC or TEC
schedules are safe and manageable regimens.

G62 METRONOMIC CYCLOPHOSPHAMIDE AND
METHOTREXATE AS MAINTENANCE TREATMENT
IN PATIENTS WITH METASTATIC TRIPLE NEGATIVE
BREAST CANCER

Farci D., Ghiani M., Gutmann G., Urracci Y., Massa D., Piga A.
Medical Oncology, Ospedale Oncologico Armando Businco, ASL
8, Cagliari

Background. In clinical practice, metastatic triple-negative
breast cancer should be treated with continued chemotherapy un-
til disease progression or unacceptable toxicity. Although there is
no standard chemotherapy regimen for this condition, with the
approval of bevacizumab for treating Her2 negative breast carci-
noma, antiangiogenic therapy could be the first option in this
type of tumor.

Metronomic therapy consists of a continuous administration of
low-dose chemotherapy, that acts by four main mechanisms: 1)
inhibition of circulating endothelial cells, 2) anti-angiogenic ac-
tivity, 3) direct cytotoxic action on tumor cells, 4) activa-
tion/stimulation of host immune system.

Patients and methods. We report here our experience by us-
ing metronomic therapy in the era pre bevacizumab approval.
From 2006 to 2009 we have treated 12 patients with metastatic
triple-negative breast cancer. The age of patients was between 42
and 79 years; all were without relevant comorbidities. All pa-
tients had received a a taxane-based regimen as first line and
were not in progression.

Results. Patients received maintenance treatment with metro-
nomic chemotherapy according to the schedule CM (cyclophos-
phamide 50 mg once daily and methotrexate 2.5 mg BID twice
weekly). With metronomic treatment 5 PR were obtained, with 6
SD, and 1 progression; median time to progression in all patients
was 7.5 months (3-12 months). Treatment was well tolerated, and
no relevant toxicity was observed.

Conclusion. According to our experience on a small series of
patients, metronomic treatment may be a valid maintenance ther-
apy in patients with metastatic triple-negative breast carcinoma.
The value of metronomic treatment in metastatic triple negative
breast cancer patients should be assessed in combination with be-
vacizumab.
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G63 TRASTUZUMAB-INDUCED EARLY CARDIAC
DYSFUNCTION ASSESSED WITH TDI: CORRELATION
WITH BIOLOGICAL MARKERS OF CHRONIC
INFLAMMATION AND OXIDATIVE STRESS

Mantovani G.1, Dessì M.1, Madeddu C.1, Serpe R.1,
Antoni G.1, Piras A.2, Cadeddu C.2, Mercuro G.2

Departments of 1Medical Oncology, 2Cardiovascular and Neuro-
logical Sciences, University of Cagliari, Italy

Background. Trastuzumab, a monoclonal antibody anti HER-2
receptor, has been shown to be very effective in patients with
breast cancer overexpressing HER-2 both in the neoadjuvant-adju-
vant and in the metastatic setting. It has a mild cardiac toxicity
which may be enhanced when administered in combination with
anthracyclines and requires careful cardiac monitoring. On the ba-
sis of our previous experience with the use of the Tissue Doppler
Imaging (TDI) technique in cancer patients treated with epirubicin,
the aim of the present study was to investigate trastuzumab-in-
duced early myocardial dysfunction in order to detect it timely.
The study design was: 1) a clinical observational study to assess
early cardiac dysfunction induced by trastuzumab both in the adju-
vant and metastatic settings and its correlation with biologic mark-
ers of chronic inflammation and oxidative stress; 2) a phase II clin-
ical placebo-controlled study of cardioprotection with an angion-
tensin II type 1 receptor blocker, telmisartan.

Patients and methods. A phase IV, prospective, non random-
ized study was designed to assess trastuzumab-induced early car-
diac damage by TDI technique in patients with HER-2+ve breast
cancer treated with trastuzumab. The correlation between
changes detected by TDI and changes of chronic inflammation
and oxidative stress parameters was studied. Inclusion criteria:
18-70 years, histologically confirmed HER-2+ve breast cancer,
candidates for trastuzumab-based regimen; LVEF ≥55%; ECOG
PS 0-2, no history of cardiac disease. The following assessments
were carried out at baseline, every two months during trastuzum-
ab treatment and every three months during 1 year follow-up:
ECOG PS, conventional echocardiogram and TDI parameters
(Strain, strain rate, SR), chronic inflammation (IL-6 and TNFal-
pha) and oxidative stress (reactive oxygen species and glutha-
tione peroxidase) markers. The required sample size is 100 pa-
tients: 60 in the adjuvant setting and 40 metastatic.

Results. At April 2010, 10 patients (mean ± SD age 53 ± 10
years; median trastuzumab treatment duration: 6 months) are
evaluable. The preliminary data did not show any significant
change at TDI nor were any changes observed for proinflamma-
tory cytokines and oxidative stress markers as compared to base-
line.

Conclusions. The study is in progress.

G64 TRASTUZUMAB (T) IN HER2 POSITIVE
ADVANCED BREAST CANCER (ABC):
RETROSPECTIVE ANALYSIS OF LONG-TERM
RESPONDERS DURING MAINTENANCE THERAPY

Malossi A.1, Seles E.2, Grasso F.1, Cristofano A.1,
Numico G.1, Clerico M.2
1SC Oncologia Medica, Ospedale Regionale U. Parini, Azienda
USL della Valle d’Aosta, Aosta, Italy; 2SC Oncologia, Ospedale
degli Infermi, Biella, Italy

Background. T has modified the outcome of HER2 positive
ABC. However, after combination treatment, the duration of T as
maintenance is unclear. Some recommendations suggest prolong-
ing T until progression or toxicity. Given that T maintenance is
expensive and burdensome, is it possible to withdraw treatment?
The occurrence of durable response after stopping T has not been
demonstrated. Moreover, clinical assessment is usually per-
formed for the entire duration of treatment. While the utility of
echocardiography is established, the utility of other tests and the
correct timing are unclear.

Patients and methods. We collected data about pts treated
with T as maintenance for at least 12 months, surveyed pts who
stopped treatment for reasons other than progression and as-
sessed long-term T-related events. Ten pts were eligible. They
were monitored with clinical assessment and blood-cell count (at
every administration), biochemistry (every 1-3 months) and
echocardiography (every 3-6 months).

Results. Median age was 59 (range 49-75), median duration of
maintenance therapy was 44 months (range 14-105). Five pts are
still on T, while 5 interrupted due to the following reasons: sud-
den cancer-unrelated death (1), clinical decision after CR lasting
66 and 27 months (2), pt refusal (2) (in SD at 38 months and in
CR at 105 months respectively). Of these, one progressed on the
brain after 3 years and three are still responders after 43, 27 and 1
months. No hematological or biochemical toxicity occurred. In
one case a temporary interruption was required for EF reduction.

Conclusion. Although our analysis is based on small numbers,
all the examinations with the exception of cardiac monitoring did
not reveal toxic events. T interruption was not followed in 3 of 5
cases by disease progression. This suggests that in a selected
population with ABC, complete and durable remission may be
maintained without further treatment. Studies with longer follow-
up are required for substantiating this hypothesis and defining the
optimal timing of clinical assessment.

G65 SAFETY OF THE DOCETAXEL
AND CYCLOPHOSPHAMYDE (TC) COMBINATION
IN THE ADJUVANT TREATMENT OF ELDERLY
BREAST CANCER PATIENTS

Manuguerra G., Leonardi V., Palmisano V., Pepe A.,
Usset A., Savio G., Alù M., Laudani A.,
Tamburo de Bella M., Agostara B.
Dipartimento Oncologico, UO Oncologia Medica, ARNAS Civi-
co, Palermo

Purpose of the study is the evaluation of the serious toxicity in
terms of neutropenia G3-4 of TC in the adjuvant treatment of el-
derly patients with operated breast carcinoma.

This is a phase II study conducted on patients with an interme-
diate-high risk of recurrence according to St Gallen criterions.

We have included 10 patient of 72 years-old mean age (range
65-80) with stage II-III operated breast carcinoma. Six patients
were allocated in intermediate risk of recurrence and 4 patients in
high risk category. 90% of patients had 1 or more comorbidities.
Five patients have received 6 cycles of adjuvant chemotherapy
(docetaxel 75 mg/m2 i.v. day 1 and ciclophosphamyde 600
mg/m2 i.v. day 1), 4 patients have received 4 cycles of chemothe-
rapy. During the treatment, only 1 case of neutropenia G4 (10%)
has been observed because of missed prophylaxis with G-CSF as
planned in the protocol. The other non-haematological toxicities
were not superior to degree 2 (Table 1). The treatment has not in-
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volved an aggravation of the comorbidities in the population in
study.

This study suggests the feasibility and the manageability of the
schedule TC with primary support of G-CSF in the adjuvant
treatment of elderly breast cancer patients.
Table 1 - Toxicity

Haematological
Anaemia G1 3 (30%)
Thrombocytopenia G1 1 (10%)
Neutropenia G4 1 (10%)
>1 toxicity G1 1 (10%9
No toxicity 6 (60%)
Gastrointestinal
Diarrhea G1, G2 2 (20%), 1 (10%)
Nausea/vomiting G1 2 (20%)
Abdominal pain G1 4 (40%)
Costipation G1 1 (10%)
Mucositis G1 1 (10%)
1 toxicity G1 3 (30%)
>1 toxicity G1, G2 4 (40%)
Alopecia G2 10 (100%)
Arthralgia G1, G2 5 (50%), 1(10%)
Asthenia G1, G2 8 (80%), 1 (10%)
Oedema G1 2 (20%)

G66 WEEKLY PACLITAXEL PLUS BEVACIZUMAB
AS FIRST LINE CHEMOTHERAPY IN METASTATIC
BREAST CANCER PATIENTS: A SINGLE INSTITUTION
EXPERIENCE
Bretti S., Alabiso I., Bombaci S., Loddo C., Manzin E.,
Vellani G., Volpatto R.
Oncologia Medica, Ospedale Civile di Ivrea, Torino, Italia

Background. Treatment of metastatic breast cancer (MBC) is
rapidly evolving.

Targeting angiogenesis is one of the most promising approach-
es. Bevacizumab demonstrated significant efficacy in combina-
tion with taxane therapy in the first line treatment of HER2 nega-
tive MBC.

Patients and methods. From May 2009 to April 2010 a total
of 9 chemo-naïve patients (pts) with mesurable MBC were treat-
ed in our institution with weekly paclitaxel administration (90
mg/m2 day 1, 8, 15) plus bevacizumab (10 mg/kg day 1, 15)
every 28 days up to 6 cycles. Bevacizumab (10 mg/kg every 15
days) was administered until progression in patients showing re-
sponse or stable disease.

All patients with positive hormone receptors were simultane-
ously treated with aromatasis inhibitor.

Mean characteristics of patients were: median age 70 years
(range 54-81), median ECOG PS 1 (0-1); adjuvant chemotherapy
in 7 (77%) pts; visceral involvement in 6 (66%) pts; >2 metastat-
ic sites in 4 (44%) pts; previous hormonotherapy, due to MBC, in
4 (44%) pts.

Results. All patients were assessable for toxicity and 8 for re-
sponse. The median number of cycles administered was 6 (range
3-6). Disease control was reached in 75% of pts; in particular we
observed 2 CR; 3 PR; 1 SD; 2 PD.

The treatment was well tolerated; no proteinuria or hyperten-
sion was experienced.

The main toxicities recorded were: neutropenia G3 in 2 (22%)
pts; peripheral neuropathy G2 in 2 (22%) pts; asthenia in 3 (33%)
pts; vomiting in 3 (33%) pts.

One patient experienced asymptomatic TEP after second cycle
of chemotherapy, for which it wasn’t necessary to suspend or re-
duce the drug’s dose.

Median time to progression was 6 + months (3-11+); at the
time of analysis, 6 pts were still in treatment with bevacizumab
alone.

This combination provides an alternative to chemotherapy
doublet regimens in first line MBC with good efficacy and man-
ageable toxicity also in elderly patients.

G67 REFRACTORY IMMUNE THROMBOCYTOPENIA
AFTER TRASTUZUMAB TREATMENT FOR BREAST
CANCER: CAN IT BE AN ADVERSE EFFECT LIMITING
THE USE IN THE ADJUVANT CHEMOTHERAPY?

Fantini M.1, Drudi F.1, Gianni L.1, Tassinari D.1,
Desiderio F.1, Santelmo C.1, Oliverio G.1, Poggi B.1,
Pasini G.1, Arcangeli V.1, Possenti C.1, Samorani D.2,
Fogacci T.2, Ravaioli A.1
1Department of Oncology and Oncoematology, 2Department of
General Surgery, Infermi Hospital, Rimini, Italy

Trastuzumab, a monoclonal antibody that blocks HER-2 re-
ceptor, improves the survival of women with HER-2-positive
early and advanced breast cancer when given with chemotherapy.

Infusion-related reactions, mainly in the first infusion, and re-
versible cardiotoxicity are the most frequent adverse events. To
date, immune acute thrombocytopenia has been described in rela-
tion with Trastuzumab therapy in only three cases, a clinical vari-
ety not to be confused with idiopathic thrombocytopenic purpura.
It is characterized by a decrease in the platelet count due to
platelet auto-antibodies and, in its more severe forms, by bleed-
ing symptoms. We present here one patient who suffered of grade
4 “refractory” immune acute thrombocytopenia after the loading
dose of trastuzumab for the advanced treatment of a localized
breast cancer. The patient received the first administration of do-
cetaxel and trastuzumab for advanced breast cancer and 19 days
later she complained of cutaneuos haemorragic syndrome. A se-
vere thrombocytopenia (7000/mm3) was detected. As thrombocy-
topenia was initially attributed to cytotoxic-related bone marrow
suppression, she received platelet transfusion. However, due to
persistence of low platelet count, bone marrow biopsy was per-
formed and showed hypercellular marrow, normal megacary-
ocytes number and no sign of cancer infiltration. The absence of
signs of intravascular coagulation or erythrocyte fragmentation
on blood smears, hemolysis, normal renal function and lactate
deydrogenase, ruled out a thrombotic microangiopathy and an
immune thrombocytopenia and a possible relation with
trastuzumab was suspected. A temporary platelet normalization
was observed after three months of dexametasone treatment, but
the patient developed brain metastases. She underwent brain
surgery for metastases removal. Thrombocytopenia recurred after
dexametasone tapering and the patient died 2 months later for
disease progression. We want to call attention to this uncommon
toxicity beacuse of the expanding role of trastuzumab for the
treatment of breast cancer and our clinical observation also raises
the possibility that this rare side-effect of trastuzumab may prove
poorly responsive to immunosuppressive therapy with possible
chronic evolution.

Supported by IRST (Cancer Institute of Romagna).
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G68 EFFICACY AND SAFETY OF A NEOADJUVANT
TRASTUZUMAB-CONTAINING REGIMEN WITH
ANTHRACYCLINES AND PACLITAXEL FOR LOCALLY
ADVANCED BREAST CANCER HUMAN EPIDERMAL
GROWTH FACTOR RECEPTOR 2-POSITIVE

Moscetti L.1, Nelli F.1, DʼAuria G.1, Frittelli P.3, Bovino A.3,
Gomes V.4, Massari A.4, Ottaviani R.5, Rosetto F.5,
Rosetto M.E.2, Ruggeri E.M.1
1Medical Oncology, 2Radiotherapy, 3Breast Surgery, 4Pathology,
5Cytogenetics, POC Belcolle, AUSL Viterbo

Background. The treatment of HER-2 3+ or 2+ Fish-ampli-
fied breast cancer is currently under investigation. Various trials
showed the efficacy of trastuzumab-based neoadjuvant regimens.
The reaching of a pathologic complete response (pCR) is tightly
related to the improvement of overall survival.

Moreover the Buzdar’s regimen (paclitaxel and trastuzumab,
followed by FEC plus trastuzumab) has demonstrated a signifi-
cant increase of the pCR rate and even the safety of this associa-
tion (J Clin Oncol, 23, 2005).

Methods. After obtaining written informed consent, 6 pa-
tients, with proven pathological (HER-2 3+ or HER-2 2+ FISH-
amplified) locally advanced breast cancer, received the following
regimen: Paclitaxel 175 mg/m2 every 21 days for 4 cycles and
FEC (500-75-500 mg/m2) for 4 cycles. Trastuzumab (4 mg/kg for
loading dose followed by 2 mg/kg/weekly) was administered for
24 weeks from the start of treatment. Main patients characteris-
tics were as follows: median age 45 years (27-63), average tumor
diameter was 40 mm, axyllary lymph node involvement was de-
tected in all pts, 4 pts were HER-2 3+ and two were Her-2 +
FISH amplified. ER was positive in 4 pts, PgR in 3. Ki 67 was
>20% (range 20-45%), nuclear grade was 3 in all pts but one.
Echocardiograms to monitor the ejection fraction (EF) was per-
formed before the start of treatment and every other month.

Results. Two out of six patients achieved a pCR whereas 3 pa-
tients had a Myller-Payne grade 2 tumor regression. One patient
is still under treatment and has reached a clinical CR after 12
weeks of treatment. No WHO grade 3-4 toxicity was observed.
One patient developed a transient reduction of EF at the end of
treatment. The planned dose of trastuzumab was regularly admin-
istered to 3 pts, while 3 pts are still ongoing.

Conclusion. Despite the few number of patients treated, our
data demonstrate that neoadjuvant trastuzumab-containing regi-
men is active and safe, and that adding trastuzumab to
chemotherapy will result in an increase of pCR rate.

G69 IN ELDERLY PATIENTS WITH METASTATIC
BREAST CANCER A METRONOMIC TREATMENT
WITH CAPECITABINE + BLEOMYCIN
OR CYCLOPHOSPHAMIDE

Vitello S.*,Triglia E.*, Tabita V.*, Di Raimondi C.*, Di Cristina L.**
*U.O. Oncologia Medica, Presidio Ospedaliero S. Elia; **U.O.
Oncologia Medica, Castelvetrano (TP)

Background. In fact the clinical observation evidences that
continuos administration of small dose chemotherapy (metro-
nomic dosing scheme) has the possible advantage of better toler-
ability and efficacy for a wider range of cell population.

Methods. The aim of our study is to evaluate the efficacy and
tolerability of metronomic therapy in elderly patients with
metastatic breast cancer pre-treated with chemotherapy (two-
three sequential regimens) and no more responsive to hormone
therapy.

Therefore, we have treated from February 2008 to October
2009 the patients (pts) falling under this clinical category:
women aged >70 years (range 71-79) with metastatic breast can-
cer pluritreated.

Altogether 21 patients, of whom 11 with metastatic sites >3.
The metastatic sites were: liver (7 pts), lung (6 pts), bone (10
pts), skin (9 pts), pleural effusion (4 pts), brain (2 pts).

Treatment adopted: Capecitabine 1000 mg/m2 os daily, days 1-
10, repeated every 2 weeks + Bleomycin 0.75 mg /m2 i.m., day 1,
repeated every 2 weeks (if presence of pleural effusion or skin
metastasis, for documented efficacy of drug in malignant pleural
effusions and carcinoma of the skin) or Cyclophosphamide 50
mg daily, days 1-10, repeated every 2 weeks (if differently).

Therefore, 14/21 patients treated with Capecitabine + Cy-
clophosphamide; 7/21 patients treated with Capecitabine +
Bleomycin.

Results. Disease control, defined as overall response and sta-
ble disease, after 3 months of this treatment has been encourag-
ing: 5 SD and 3 RP(1 skin, 2 pleural effusion). This last result
represents the 50% of the total of patients with pleural effusion.

After 3 months the pts stable or responsive received another 3
months of chemotherapy,

Disease control has been: 3 SD and 2 RP (2 pleural effusion).
The median of duration response was of 7 months (range 6-

9+).
The treatment was safe and well tolerated: nausea of grade 1

WHO in 9/21, of grade 2 WHO
in 5/21; vague symptoms, such as malaise, fatigue and fever

grade 1-2 WHO in 7/21 patients treated with bleomycin; neu-
tropenia, thrombocytopenia, and/or anemia grade 2 WHO in 5/21
patients, 3 of whom with bone involvement.

None of the pts required an interruption in treatment or was
hospitalised during the period,

Conclusions. These results show that capecitabine and ci-
clophosphamide or bleomycin is a treatment with encouraging
efficacy and tolerability in elderly patients, aged >70 years with
metastatic breast cancer pretreated with two-three sequential reg-
imens and no more hormone therapy responsive. Interesting the
role of bleomycin + capecitabine in treatment of pleural effusion
in patients with breast cancer.
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Session H • Gastrointestinal tumours (colorectal
excluded)

H1* SIGNIFICANTASSOCIATION BETWEEN DNA
REPAIR POLYMORPHISMSAND SURVIVAL IN
PANCREATIC CANCER PATIENTS TREATEDWITH
POLICHEMOTHERAPEUTIC REGIMENS

Pacetti P.1, Giovannetti E.2, Reni M.3, Mambrini A.1,
Ghidini M.3, Leon L.G.2, Tartarini R.1, Peters G.J.2,
Giancola F.2, Alecci C.2, Cereda S.3, Cantore M.1
1Department of Oncology, Carrara; 2VU University Medical
Center, Amsterdam, The Netherlands; 3Oncology Department, S.
Raffaele Scientific Institute, Milan

Background. Pancreatic adenocarcinoma (PDAC) has the
worst prognosis of any major malignancy; the identification of
predictive factors of drug activity is crucial for maximizing thera-
peutic efficacy. Most combination therapies are ineffective, but a
phase 3 trial of cisplatin-epirubicin-5-fluorouracil-gemcitabine
regimen reported a 1-year survival rate of 38.5%, which was sig-
nificantly better than gemcitabine single-agent (Reni et al.,
Lancet, 2005). Similar data were observed with the substitution
of 5FU with capecitabine (PEXG), as well as the use of docetaxel
(PDXG) or cisplatin-epirubicin intraarterial infusion (ECGem-
Cap).

Therefore this study was aimed at evaluating the association
of polymorphisms in genes involved in activity/resistance to
drugs of selected polychemotherapeutic regimens, with overall
survival (OS) of PDAC patients.

Patients and methods. We studied with Taqman PCR assays
10 polymorphisms of 7 genes (ERCC1, XPD, XRCC1, CYP1B1,
ABCB1, CDA, and RRM1) in genomic DNA from blood of 123
stage III-IV PDAC patients treated upfront with PEXG (n = 57),
PDXG (n = 33) and ECGemCap (n = 33), from 2005 to 2009.
Associations of clinical parameters (age, sex, performance status
(PS), stage, CA19.9) and genotypes with OS were evaluated by
Log-rank test and Cox proportional regression models.

Results. Median OS was 407 days (95% CI 336-478), while
patients with stage IV tumors (n = 70) and PS ≤80 (n = 35) had
significantly shorter OS, according to previous studies. Three
polymorphisms of DNA repair genes (XPD Asp312Asn, XPD
Lys751Gln, ERCC1 C118T) were significantly associated with
OS in the univariate analysis. In particular XPD Lys751Gln and
PS remained significant predictors for OS in the multivariate
analysis. In particular, patients harboring the XPD Gln751Gln
genotype (n =17) had a worse prognosis, with 262 days (95% CI
203-423) of median OS versus 446 days (95% CI 346-546) of
Lys751Lys + Lys751Gln patients (HR = 8, p = 0.001). This asso-
ciation was observed also in the subgroups of epirubicin (n = 90)
and docetaxel (n = 33) treated patients.

Conclusions. XPD Lys751Gln polymorphism is a new possi-
ble predictive marker of OS in advanced PDAC patients treated
with gemcitabine/cisplatin-based polychemotherapeutic regi-
mens.

H2* CHEMOTHERAPYVERSUS CHEMOTHERAPY
PLUS ORAFENIB INADVANCED PANCREATIC
CANCER: AGISCAD RANDOMISED PHASE II TRIAL

Berardi R.1, Sobrero A.2, Bidoli P.3, Siena S.4, Ferrari D.5,
Barni S.6, Boni C.7, Tonini G.8, Beretta G.D.9, Corsi D.10,
Fontana A.11, Di Costanzo F.12, Monteforte M.13,
Frontini L.14, Labianca R.15, Cascinu S. 1

1Ospedali Riuniti, Università Politecnica delle Marche, Ancona,
Italy; 2Ospedale San Martino, Genova, Italy; 3Azienda Ospeda-
liera S. Gerardo, Monza, Italy; 4Ospedale Niguarda Ca’Granda,
Milano, Italy; 5Ospedale San Paolo, Milano, Italy; 6Azienda
Ospedaliera Treviglio-Caravaggio, Treviglio, Italy; 7Arcispedale
S. Maria Nuova Reggio Emilia, Italy; 8Università Campus Bio-
medico, Roma, Italy; 9Ospedale S. Orsola FBF, Brescia, Italy;
10Ospedale S.G. Calibita FBF, Roma, Italy; 11Azienda Ospedalie-
ra Universitaria, Modena, Italy; 12Azienda Ospedaliero-Univer-
sitaria Careggi, Firenze, Italy; Istituto Mario Negri, Milano,
Italy; 13Ospedali Riuniti, Bergamo, Italy; 14Fondazione GISCAD,
Parabiago (MI), Italy; 15Ospedali Riuniti, Bergamo, Italy

Background. No standard treatment is available for advanced
pancreatic cancer (PC). Although gemcitabine is used with the
purpose of symptom palliation, there is no clear evidence of a sig-
nificant survival increase. Attempts at improving results by com-
bining gemcitabine with other cytotoxic drugs failed to obtain any
advantage. KRAS and BRAF mutations are present in approxi-
mately 90% and 5% of the PCs, respectively. Sorafenib is an in-
hibitor of the RAS/RAF signalling pathway showing inhibition
of proliferation of pancreatic tumour cell lines containing KRAS
or BRAF mutations. It may be combined with gemcitabine and
cisplatin without any pharmacokinetic interaction or enhanced
toxicity. Therefore, a phase II randomised trial was designed to
explore the role of sorafenib in combination with chemotherapy.

Methods. Patients with histologically proven, locally ad-
vanced or metastatic pancreatic adenocarcinoma, chemonaïve
and ECOG 0-2 were eligible. Subjects were randomized in a 1:1
ratio to receive cisplatin 25 mg/m2/day and gemcitabine 1000
mg/m2/day on d 1-8 q21days in combination with sorafenib, at
400 mg (2 tablets x 200 mg each) orally, twice daily continuously
(arm A), or gemcitabine/cisplatin alone (arm B). The primary ef-
ficacy endpoint was Progression Free Survival (PFS), other effi-
cacy endpoints were response rate (RR) and overall survival.

Results. 114 patients were enrolled. Patients characteristics
are summarized in the Table.

Characteristics Sorafenib/chemotherapy (58) Chemotherapy (56)

M/F 36/22 30/26
Median age (yrs) 66.6 65.1
Locally advanced 16 22
Metastatic 42 34
ECOG 0-1 40 40

On 15th March 2010, at a median follow-up of 13.4 months, 39
patients progressed in arm A and 40 in arm B. Median PFS was
4.5 months and 3.3 months respectively (HR = 1.01; 0.68-1.55
CI 95%). Objective RR was 6.9% in arm A and 7.1% in arm B.
Rate of responders/stable disease was 58.6% in arm A and 53.6%
in arm B (p = 0.47). Haematological and hepatic toxicity was the
cause of discontinuation in 6 (10.3%) patients in arm A and 5
(8.9%) in arm B.

Conclusions. Addition of sorafenib to chemotherapy does not
seem to significantly improve PFS and response rate in advanced
PC. The analysis of the molecular alterations of the RAS/RAF
pathway is ongoing.
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H3* EPIRUBICIN (E) IN COMBINATIONWITH
CISPLATIN (CDDP) AND CAPECITABINE (C) VERSUS
DOCETAXEL (D) COMBINEDWITH 5-FLUOROURACIL
(5-FU) BY CONTINUOUS INFUSIONAS FRONT-LINE
THERAPY IN PATIENTSWITHADVANCED GASTRIC
CANCER (AGC): PRELIMINARYRESULTS OFA
RANDOMISED PHASE II TRIALOFTHE GRUPPO
ONCOLOGICO DELL’ITALIAMERIDIONALE

Maiello E.1, De Vita F.2, Silvestris N.3, Gebbia V.4,
Lorusso V.5, Cinieri S.6, Pisconti S.7, Giuliani F.3,
Filippelli G.8, Colucci G.3
1Hospital Casa Sollievo Della Sofferenza, San Giovanni Roton-
do; 2Medical Oncology Unit, II University of Naples; 3Medical
and Experimental Oncology Unit, National Cancer Institute,
Bari; 4Hospital La Maddalena, Palermo; 5Hospital Vito Fazzi,
Lecce; 6Hospital Perrino, Brindisi; 7Hospital Moscati, Taranto;
8Hospital San Francesco, Paola (CS)

Combination chemotherapy regimens improve outcome of
AGC patients even if there is no accepted global standard regi-
men. Compared with ECF, D in combination with 5-FU by con-
tinuous infusion (c.i.) showed promising efficacy in a phase II
randomised study (J Clin Oncol, 23: 494, 2005). REAL-2 trial
demonstrated that C was effective as 5-FU c.i. when used as part
of a triple combination regimen turning the treatment into an eas-
ier to administer regimen (N Engl J Med, 358: 36, 2008). In the
present study we compare DF versus ECX as first-line therapy of
AGC.

Patients and methods. Patients with previously untreated his-
tologically documented AGC, with at least one measurable dis-
ease, age <18 years, ECOG PS ≤2, and age 18-75 years, were
randomly assigned to receive E (50 mg/m2 day 1), CDDP (60
mg/m2 day 1) and C (625 mg/m2 bid, days 1-21) (ECX) or D (85
mg/m2 day 1) and 5-FU (750 mg/m2/day c.i., days 1-5) (DF) q 3
weeks. RECIST and NCI criteria were employed to determine
the activity and the toxicity of these regimens.

Results. Eighty-six patients have been enrolled and up to now
66 are valuable for toxicity and activity. The main characteristics
in ECX and DF arms were: M/F = 21/14 and 23/8, median age =
58 years (range 39-74) and 61 years (range 44-75), site of dis-
ease: liver in 29 (82.8%) and in 20 (64.5%) patients, lung in 7
(20%) and in 4 (12.9%) patients, lymphnodes in 26 (74.2%) and
in 21 (67.7%) patients, multiple 14 (20%) versus 21 (60%) and
16 (51.6%) versus 14 (48.4%). ORR (CR + PR) was 54.3% in
ECX arm and 22.6% in DF arm. Nine PRO were observed in
both arms (25.7% and 29.2%, respectively). Main toxicity rate
(G3-4) in the evaluable patients assigned to ECX arm were neu-
tropenia (28.5% versus 19.4%), nausea/vomiting (18.2% versus
3.2%), alopecia (22.8% versus 18.3%) and H&F syndrome (5.7%
versus 0%). The worst toxicity (G3-4) in DF arm was anaemia
(9.6% versus 5.7%).

Conclusions. Preliminary results of this study show a higher
ORR of ECX regimen with respect to DF with a favourable toxi-
city profile. Definitive data will be presented during the meeting.

H4* BIOMARKERANALYSIS IN PATIENTSWITH
ADVANCED GASTRICAND GASTROESOPHAGEAL
JUNCTION (GEJ) CANCER TREATED IN PHASE II
STUDYWITH CETUXIMAB PLUS
CISPLATIN/DOCETAXEL (DOCETUX STUDY)

Di Fabio F.1, Pinto C.1, Mutri V.1, Ceccarelli C.2,
Giaquinta S.1, Rojas Llimpe F.L.1, Di Tullio P.1, Barone C.3,
Siena S.4, Stella G.5, Bardelli A.5, Martoni A.A.1
1Medical Oncology Unit, S. Orsola-Malpighi Hospital, Bologna,
Italy; 2Pathology Unit, S. Orsola-Malpighi Hospital, Bologna,
Italy; 3Medical Oncology Unit, Policlinico Gemelli, Rome, Italy;
4Medical Oncology “Falck” Unit, Niguarda Ca’ Granda Hospi-
tal, Milan, Italy; 5Institute for Cancer Research and Treatment,
Candiolo

Background. The aim of this study was to evaluate the corre-
lation between pathological biomarkers and objective response
(OR), time-to-progression (TTP) and overall survival (OS) in ad-
vanced gastric or GEJ cancer patients (pts) treated with cetux-
imab plus chemotherapy.
Methods. We analyzed 31/72 pts with gastric or GEJ locally

advanced/metastatic adenocarcinoma enrolled in the DOCETUX
Study (Pinto et al., Br J Cancer, 2009). The pts were treated as
first-line with cetuximab weekly plus cisplatin/docetaxel every 3
weeks, for a maximum of 6 cycles, then cetuximab alone in pts
with CR/PR/SD. The mutational status of KRAS (exon 2) and
BRAF (exon 15) was ascertained by PCR amplification followed
by direct sequencing (Stella et al., ASCO, Abs 15503, 2009).
Analyses of ki67, EGFR, HER-2, ERK, NFkB and mTOR were
performed using immunohistochemistry on primary tumor by
just one pathologist.
Results. Patients characteristics: 27M/4F; median age 62

years (24-74); stomach 28 (90.3%), GEJ 3 (9.7%); intestinal his-
totype 24 (77.4%), non-intestinal 7 (22.6%); locally advanced
disease 1 (3.2%), metastatic disease 30 (96.8.%). OR were: 15
(48.4%) CR + PR, 10 (32.3%) SD, 4 (12.9%) PD, 2 (6.5%) NE.
Median TTP was 5 months (1-23), and median OS 11 months (1-
26). The pathological biomarker expression was: ki67 >40% in
83.9% of pts, EGFR score high in 26.1%, HER-2 2+-3+ in
28.6%, ERK >30% in 48.4%, NFkB >5% in 43.5% and mTOR
>2% in 58.1%. Only one patient showed a KRAS mutation. In
the multivariate analysis, the best OR was observed in pts with
negative/low EGFR (p = 0.017) and high ERK (p = 0.035), and a
longer TTP in pts with positive mTOR (p = 0.036). No other sta-
tistically significant correlation was observed.
Conclusions. These results suggest that negative/low EGFR

score, high ERK and positive mTOR expressions are correlated
with treatment efficacy.

H5* LONG TERM FOLLOW-UPCONFIRMS HIGH
PATHOLOGICALCOMPLETE RESPONSE RATEAND
IMPROVED SURVIVAL IN PATIENTSWITH LOCALLY
ADVANCED ESOPHAGEALCANCERAFTER
NEOADJUVANT THERAPYWITHWEEKLY
DOCETAXELAND CISPLATIN, 5-FLUOROURACIL
(5FU) CONTINUOUS INFUSIONAND CONCURRENT
RADIOTHERAPY. A PHASE II STUDY

Pasini F.1, de Manzoni G.2, Grandinetti A.3, Capirci C.4,
Pavarana M.5, Stievano L.1, Crepaldi G.1, Toso S.1,
Menon D.1, Bononi A.1, Cordiano C.2
1UOC di Oncologia, Ospedale di Rovigo; 21a Divisione Cliniciz-
zata di Chirurgia Generale, 3UOC di Radioterapia, Azienda Uni-
versitaria Ospedaliera, Verona; 4UOC di Radioterapia, Ospedale
di Rovigo; 5UOC di Oncologia, Azienda Universitaria Ospeda-
liera, Verona
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Purpose. This phase II study was aimed at defining the patho-
logical response rate of a neoadjuvant schedule including weekly
docetaxel and cisplatin, protracted venous infusion (PVI) of 5-FU
and concomitant radiotherapy (RT) in patients with newly diag-
nosed stage II-III squamous cell carcinoma (SCC) of the mid-dis-
tal thoracic esophagus and type I and II adenocarcinoma (AC).

Patients and methods. The schedule consisted of a first phase
of chemotherapy alone and of a second phase of concurrent
chemo-radiation. Doses were: docetaxel 35 mg/m2 and cisplatin
20 mg/m2 on days 1, 8, 15, 29, 36, 43, 50, 57 plus 5-FU PVI (180
mg/m2 on days 1-21 and 150 mg/m2 on days 29-63); RT (50 Gy)
started at day 29. Surgery was planned 6 to 8 weeks after the
completion of chemoradiation.

Results. 74 patients (37 SCC and 37 AC) were enrolled. A ma-
jor pathological downstaging was obtained in 62% of the cases
(46/74) with complete remission (pCR) in 47% of the patients
(35/74) and near pCR (residual microfoci on the primary pN0) in
15% (11/74). Median follow-up was 55 months (range 3-86).
Median survival of all 74 patients was 55 months (range 3-86),
while it was not reached for pNCR, and pCR subsets and was on-
ly 16 months for the remaining patients (ResT) (p <0.001). The 3
and 5 years survival rates were 82%, 73%, 21% and 73%, 52%
and 14% (p <0.001) for pCR, pNCR and ResT subsets, respec-
tively. There was no survival difference between SCC and AC.
During the concomitant phase, grade 3-4 hematological toxicities
occurred in 10 patients (13.5%), non-hematological toxicities in
24 patients (32.4%) and there were 3 toxic deaths (4%).

Conclusion. The present study shows that this intensive week-
ly schedule produced high pathological response rate, eventually
generated two subsets of patients, responders and non respon-
ders, and responders had a statistical higher long-term survival
rate.

H6* NEURALCOMMITMENT INWILD-TYPE
GASTROINTESTINAL STROMALTUMORS (GISTs)

Pantaleo M.A.1,2, Nannini M.1, Astolfi A.2, Maleddu A.1,
Di Battista M.3, Pallotti C.1, Mandrioli A.1, Catena F.4,
Santini D.5, Biasco G.2
1Department of Hematology and Oncological Sciences “L. A. Se-
ragnoli”, 2Interdepartmental Centre for Cancer Research “G.
Prodi”, University of Bologna, Bologna, Italy; 3Dipartimento di
Area Internistica, U.O.S. Day Hospital Oncologico, Presidio
Ospedaliero di Guastalla (RE); 4Transplant, General and Emer-
gency Surgery Department, 5Pathology Unit, S. Orsola-Malpighi
Hospital, University of Bologna, Bologna, Italy

Background. GISTs are mesenchymal tumours of the gas-
trointestinal tract, arising from the interstitial cells of Cajal
(ICC). Most GISTs have gain-of-function mutations in KIT
(80%) or PDGFRA (5-7%). About 10-15% of GISTs, defined
wild-type (WT), lack kinase mutations and their pathogenesis is
still unknown. IGF1R over-expression in WT GISTs was recently
found. We studied the genome profile of WT and mutant GISTs.

Methods. We analyzed the gene expression profile of 30 tu-
mor samples from GIST, using Affymetrix GeneChip HG-U133
Plus 2.0 arrays and compared WT (4/30) to mutant GISTs
(26/30). We selected the top differential genes and ran the
David/EASE tool with respect to Gene Ontology and Tissue ex-
pression. Data validation was performed both by qPCR and IHC.

Results. The gene expression profile between WT and mutant
GISTs is profoundly different, with 3250 probe sets differential at
the 0.05 p value cutoff level, corrected for multiple testing by the
Benjamini and Hochberg method. By Gene Ontology analysis,
genes with neurogenesis-related functions, such as synaptogene-
sis, neuron development, neuron maturation, neuromuscular
junction development, were significantly over-expressed in WT
GISTs. By Tissue Expression analysis the expression of these
genes is mainly restricted to neural tissues. Moreover we con-
ducted a meta-analysis on the data from murine ICC, merging da-
ta from human GISTs and murine ICC (DMP and MY). Selecting
the ortholog probes for all the genes showing a signal >5 in at
least 50% of the samples (in log2 space of rma-normalized data)
we found that mutated GISTs co-map with ICC, while WT GISTs
have a different profile.
Conclusion. On the basis of these preliminary results, we

found, firstly, that WT GISTs show a neural commitment and,
secondly, mutant GISTs seem to have a gene expression signa-
ture much more similar to ICCs than to WT GISTs. Therefore we
suppose that WT GISTs may derive from a different cell or from
a precursor of ICC that also shares with WT GISTs the expres-
sion of IGF1R.

H7 THE PROGNOSTIC VALUE OFAGEAND GENDER
IN NEUROENDOCRINE TUMORS: A LARGE
MONOINSTITUTIONALANALYSIS

Catena L., Valente M., Ducceschi M., Pusceddu S.,
Formisano B., Pietrantonio F., Biondani P., Colonna V.,
Bajetta E.
Medical Oncology Unit 2, Fondazione IRCCS, Istituto Nazionale
Tumori, Milano, Italy

Introduction. Neuroendocrine tumors (NETs) include a wide
spectrum of malignancies that vary in mortality according to site
of primary tumor, stage and grading. Recent report of European
Cancer Registry (EUROCARE-4) investigated role of age and
sex in all-cancer survival showing female gender and young age
(<65 years) having lower relative excess risk of death.
Aims. Our retrospective study aims to investigate the prognos-

tic value of gender and age in a large monoinstitutional survey of
NETs over the last thirty years.
Material and methods. We reviewed 702 NET patient

records admitted in our hospital since 1980. The age was classi-
fied in 2 categories: <65 yrs: 556 patients and ≥65 yrs: 146 pa-
tients.
Results. The 5-year survival rate was 72% for under 65 and

57% for older patients; the median overall survival was 127 and
69 months, respectively. By gender the 5-year survival rate was
78% in female <65 yrs and 60% over age, while in males was
68% vs 54%, respectively. The primary sites for incidence were:
pancreas (155), lung (142), small bowel (140), unknown primary
site (85) and stomach (27). Globally, at diagnosis, the disease
was metastatic in about 55% of cases. In this subset of patients,
the 5-year survival rate was 60% for <65 yrs and 44% for ≥65 yrs
patients. The most prominent grading in the two subgroups was
well differentiated (WD) NETs (85%) as well as the 5-year sur-
vival rate was similar (74% <65 yrs, 62% ≥65 yrs). Whereas, in
the poorly differentiated NETs the older age seems to be a nega-
tive prognostic factor, in fact, in our survey the 5-year survival
rate was 29% in <65 yrs and 14% in ≥65 yrs group.
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Conclusion. The demographic and epidemiological knowl-
edge of a large and homogeneous series of all-cancer type serves
as predictor of long term outcome. In particular for rare cancers
as NETs these informations could be potentially useful to better
detect appropriate therapeutic modalities and to identify selected
subgroups by specific prognostic factors.

Partially supported by ITMO Group.

H8 PREOPERATIVE CHEMORADIOTHERAPY IN
PATIENTSWITH LOCALLYADVANCED
ADENOCARCINOMAOFGASTROESOPHAGEAL
JUNCTION

De Vita F., Di Martino N.*, Santabarbara G., Torelli F.*,
Rizzo M., Pizzolorusso A., Romano A., Cecere S.,
Fabozzi A., Gambardella V., Di Napoli M., Catalano G.,
Ciardiello F., Orditura M.
Medical Oncology, *Surgical Oncology, Second University of
Naples

Background. Patients with locoregional carcinoma of the gas-
troesophageal junction (GEJ) have a poor survival rate after
surgery alone. Preoperative chemoradiotherapy (CRT) seems to
improve the outcome of these patients. Our study was designed
to assess the feasibility of preoperative chemoradiotherapy to im-
prove the curative resection rate, local control, and survival.

Patients and methods. Pts with histologic confirmed adeno-
carcinoma of GEJ according to Siewert classification were en-
rolled in the study. After staging (EUS, CT scan chest and ab-
domen), pts received three cycles of modified FOLFOX-6 (2
hour infusion of oxaliplatin at 100 mg/m2 and folinic acid at 100
mg/m2 on day 1 followed by a 46 hour continuous infusion of 5-
FU at 2400 mg/m2 every 2 weeks) combined with radiotherapy
(45 Gy in 25 fractions). After CRT, patients underwent surgery.

Results. 43 pts (11 Siewert I, 22 Siewert II, 10 Siewert III)
completed CRT: the most frequent G3/G4 toxic effects were neu-
tropenia, fatigue and esophagitis. After restaging 4 pts showed a
PD: therefore 39 pts underwent surgery, with an R0 resection in
37 (95%). There were three deaths related to surgery (7%). A
pathologic complete response was observed in 11 (29%), while
14 pts had residual disease. At a median follow-up of 30 months,
the median survival duration was 22.1 months. The median OS
for pts with pathological CR was significant better when com-
pared with the median OS for pts with residual disease (27.5 mo
vs 15.8 mo; p <0.003). On multivariate analysis, the path CR was
independently associated with OS.

Conclusions. These data show that a three-step strategy of pri-
mary CRT followed by surgery is feasible and appears quite ac-
tive in patients with locoregional GEJ carcinoma. Furthermore
our data confirm the prognostic significance of path CR after in-
duction multimodality treatment.

H9ADJUVANT CHEMOTHERAPY FOR RADICALLY
RESECTED BILIARYTRACT CANCER:
ARETROSPECTIVEANALYSIS

Lucchesi M.1, Vasile E.1, Caparello C.1, Caponi S.1,
Ginocchi L.1, Lencioni M.2, Ricci S.2, Falcone A.1

1U.O. Oncologia 2 Universitaria, 2U.O. Oncologia 1 Ospedaliera,
Azienda Ospedaliero-Universitaria Pisana, Polo Oncologico Area
Vasta Nord-Ovest, Istituto Toscano Tumori, Pisa, Italy

Introduction. Biliary tract cancers are invasive carcinomas
deriving from the epithelial lining the gallbladder and bile ducts;
they include both cholangiocarcinoma arising in the intrahepatic,
perihilar, or distal biliary tree, carcinoma of the gallbladder and
ampullary carcinoma.

There is no current standard adjuvant treatment for patients
with radically resected biliary tract cancers, even if the majority
of patients suffers from recurrent disease after surgery.
Methods and objectives. We retrospectively reviewed the

outcome of patients who underwent curative surgical resection
for biliary tract cancer from 2005 to 2009 and who received adju-
vant treatment or were followed up at our institution.

The aim of our analysis was to evaluate prognostic factors for
disease-free survival (DFS) and the role of adjuvant treatment in
these patients. Prognostic factors were evaluated using log-rank
analysis.
Results. Seventy-four evaluable patients were identified, 41

(55%) women and 33 men. The site of biliary cancer was intra-
hepatic in 15 patients (20%), perihilar in 12 (16%), distal tree in
19 (26%), gallbladder in 10 (14%), and ampullary carcinoma in
18 cases (24%). Forty-eight patients (65%) had T3 or T4 tumors
and 31 (42%) had positive nodes; twenty-nine tumors were of
grade 3-4 and in 26 cases perineural invasion was present.

Distal or perihilar origin (p = 0.026) and the presence of node
metastases (p = 0.05) resulted the worst prognostic factors for
DFS. Adjuvant chemotherapy was associated with longer DFS (p
= 0.038); median DFS was 17.8 months in surgery-only group vs
35.5 months in patients who received adjuvant chemotherapy.
The effect of adjuvant chemotherapy was present in all the sub-
group analyzed (for sex, T and N status, G grading, site of origin,
presence or not of perineural invasion), and it reaches the statisti-
cally significance in both node positive or negative subgroups,
G3 tumors, and T3-4 tumors.
Conclusions. Adjuvant chemotherapy seems effective in pro-

longing DFS in radically resected biliary tract cancer patients. A
larger and randomized trial should prospectively evaluate the role
of adjuvant therapy for these patients.

H10 EXCISION REPAIR CROSS-COMPLEMENTING
GENE 1 (ERCC1) EXPRESSION IN PHASE II TRIAL
WITH FOLFOX6AS FIRST LINE TREATMENT IN
METASTATIC GASTRIC CANCER

Luppi G.1, Fontana A.1, Sartori G.2, Schirosi L.2, Losi L.2,
Bertolini F.1, Zironi S.1, Depenni R.1, Scarabelli L.1,
Malavasi N.1, Del Giovane C.1, Maiorana A.2, Conte P.F.1
1Department of Oncology, Hematology and Respiratory Dis-
eases, 2Pathology Section, Azienda Ospedaliero-Universitaria,
Policlinico di Modena

Background. Over-expression of ERCC1 correlates with in-
sensitivity to oxaliplatin-based chemotherapy in metastatic gas-
tric cancer. Aim of this study was to determine expression of ER-
CC1 and correlate it to clinical outcome.
Methods. Between May 2005 and February 2009, 54 patients

were enrolled and treated with FOLFOX6 until progression, un-
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acceptable toxicity or refusal. Tumor evaluation by RECIST cri-
teria was scheduled every 8 weeks. Biomarkers evaluation, as
ERCC1 and Thymidylate Synthase (TS), was performed on diag-
nostic biopsy with immunohistochemical analysis (IHC) and cor-
related with response rate (RR), disease control, time to progres-
sion (TTP) and overall survival (OS). Moreover ERCC1 was
measured using mRNA expression with quantitative reverse tran-
scription PCR (qRT-PCR).
Results. Of 54 pts enrolled (M/F 40/14, median age at diagno-

sis 66 years, range 22-83), 53 underwent at least one cycle of
chemotherapy and were evaluable for toxicity and response. ER-
CC1 and TS was performed on 44 pts in IHC. RR was as fol-
lows: 2 complete response (CR), 13 partial response (PR) (CR +
PR 27.8%); stable disease (SD) in 21 pts (38.8%) and progres-
sion disease (PD) in 15 pts (27.8%). Disease control (CR + PR +
SD) was reached in 36 pts (66%). TTP of the entire study group
was 6.4 months (range 0.3-27.3); OS was 10.5 months (range
0.7-28.1). In IHC ERCC1 was positive in 32 pts (72.7%), nega-
tive in 12 (27.3%), TS positive in 38 pts (86.4%), negative in 6
(13.6%). In qRT-PCR ERCC1 was performed on 39 pts. Median
value (0.78, range 0.17-2.67) was assigned as the cut-off value to
divide those pts into two groups with high or low ERCC1 mRNA
values. We did not find any statistically significant correlation of
ERCC1 (in IHC or qRT-PCR) and TS (in IHC) with RR, disease
control, TTP and OS.
Conclusions. No correlation with biological parameters ex-

pression was found in pts treated with FOLFOX6 as first line
chemotherapy in metastatic gastric cancer. No correlation was al-
so found between mRNA and protein levels of ERCC1.

H11 RELATIONSHIP BETWEEN COMPLETE
RESPONSE TO PREOPERATIVE CHEMORADIATION
AND SURVIVAL IN ESOPHAGEALCANCER: A POOLED
ANALYSIS OF THREE PHASE II TRIALS

Orditura M., De Vita F., Martinelli E., Troiani T., Morgillo F.,
Romano A., Cecere S., Vecchione L., Vitiello F., Muto P.°,
Renda A.*, Di Martino N.**, Lieto E.**, Del Genio A.**,
Galizia G.**, Ciardiello F.
Oncologia Medica, Seconda Università Napoli; °Radioterapia,
Ospedale Ascalesi, Napoli; *Chirurgia Generale Università Fe-
derico II, Napoli; **Chirurgia Generale, Seconda Università,
Napoli

Introduction. The aim of this study was to perform a pooled
analysis using individual patient data from three phase II trials
that included on the whole 113 locally advanced esophageal can-
cer treated preoperatively with CRT to analyze the efficacy and
survival outcomes according to the achievement of the patholog-
ic complete response (pCR).
Material and methods. 39 patients were treated with 5-fluo-

rouracil/cisplatin and RT (40 Gy), 33 patients received paclitax-
el/cisplatin weekly during weeks 1-6 with RT (46 Gy), 41 pa-
tients were treated with induction bio-chemotherapy with cetux-
imab and FOLFOX-4 as followed by concomitant cetuximab and
radiation of 50.4 Gy.
Results. All 102 out of 113 resected patients were included in

survival analysis. The median OS time for the whole sample was
21.5 months. The 12, 24 and 36 months OS rates were: 85.4,
45.2, and 33%, respectively. The difference in survival probabili-
ty between patients with pCR and patients with partial response

or stable disease after treatment was significant: the 12, 24 and
36 months survival rates were 85, 80, and 80% in 27 complete
responder patients, and 85, 34.4 and 17.4% in 75 stable or partial
responder patients, respectively (p = 0.0002, HR = 0.21, 95% CI
0.18-0.60). At multivariate analysis, the pathologic response and
histology were the only covariates independently associated with
OS (p = 0.0012, and p = 0.0472, respectively). After backward
elimination, stepwise regression selected absence of pCR (HR =
9.29, 95% CI 2.72-31.68, p = 0.0004), adenocarcinoma (HR =
0.52, 95% CI 0.26-1.01, p = 0.0538), presence of metastatic
nodes (HR = 2.27, 95% CI 0.94-5.50, p = 0.0676) as the best
combination of variables capable to predict poor long-term OS.
Furthermore, at multiple linear regression, the covariates related
to pCR resulted lymph node and performance status (p = 0.001
and p = 0.029, respectively).
Conclusion. In our retrospective analysis of 102 esophageal

cancer patients resected after preoperative CRT, the complete re-
sponder patients had a significant longer survival probability
compared to patients with partial response or stable disease after
treatment.

H12 CHANGES IN miR-143 AND miR-21 EXPRESSION
LEVELS CORRELATEWITH SPECIFIC
CLINICOPATHOLOGIC FEATURES IN PANCREATIC
CANCER

Tavano F.*, Piepoli A.+, Festa L.*, Panza A.+, Latiano T.§,
Lombardi L.§, Copetti M.°, di Mola F.F.*, Andriulli A.+,
Maiello E.§, di Sebastiano P.*
Departments of *Surgery, +Gastroenterology, §Oncology, °Unit of
Biostatistics, IRCCS Casa Sollievo della Sofferenza, San Giovan-
ni Rotondo (FG)

Background. Pancreatic cancer is an aggressive malignancy
with an extremely poor prognosis. Despite advances in the clini-
cal management of pancreatic cancer, there is a lack of improve-
ment in its early detection, diagnosis and treatments strategies.
MicroRNAs (miRNAs, miR) are a new class of small, non-cod-
ing RNAs that modulate expression of specific gene target at
post-transcriptional level. It is becoming increasingly clear that
altered miRNAs expression contributes to pathogenesis of cancer
by promoting the expression of proto-oncogene or by inhibiting
the expression of tumor suppressor gene. Alteration in miRNAs
expression may have a profound impact even in development and
progression of pancreatic cancer.
Materials and methods. The relative expression levels of ma-

ture miR-143 and miR-21 in the 14 samples of different pancreat-
ic cancer tissues (PDAC: Pancreatic Ductal Adenocarcinoma, n =
10 and PVAC: Papilla Vater Adenocarcinoma, n = 4) matched to
their respective normal tissues were determined by qRT-PCR us-
ing TaqMan Assay. MiRNAs expression levels were correlated
with patients clinicophatologic features to better understand miR-
143 and miR-21 involvement in pancreatic cancer.
Results. Although there was a wide range of expression for

miR-143 and miR-21, we found that the expression levels of both
miRNAs differed among tumors and their adjacent non-malig-
nant tissues of 3.2-fold (p = 0.0085) and 1.1-fold (p = 0.58) re-
spectively. Furthermore we observed that expression of miR-143
was inversely correlated with the degree of lymph nodes involve-
ment, expressed as ratio between lymph nodes positive and re-
moved (p = 0.0051), while miR-21 expression was associated
with the grade of tumor differentiation (p = 0.047) and with can-
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cer histological type (p = 0.047), without any significant differ-
ences between mucinous and non-mucinous samples.

Conclusions. These data suggest the potential role of miR-143
and miR-21 as prognostic markers and indicate that these mole-
cules could be helpful for pancreatic cancer subtypes classifica-
tion.

H13 MANAGEMENT OF PSEUDOMYXOMAPERITONEI
BY CYTOREDUCTIONWITH PERITONECTOMYAND
HYPERTHERMIC INTRAPERITONEAL
CHEMOTHERAPY (HIPEC)

Vaira M., De Simone M., Cioppa T., De Marco G., Bing C.,
DʼAmico S., Montagnani F., Fiorentini G.
Departments of Surgery and Oncology, San Giuseppe General
Hospital, ASL 11 Empoli, Empoli (FI)

Background. Pseudomyxoma peritonei (PMP) is a rare peri-
toneal carcinomatosis, characterized by a slowly progressive dis-
ease process with a large amount of mucus containing occasional
epithelial cells. PMP is histologically classified in disseminated
peritoneal adenomucinosis (DPAM), peritoneal mucinous carci-
nomatosis (PMCA) and an intermediate or discordant feature
group (ID). Recent studies have shown that most cases of PMP
originate from ruptured appendiceal tumors with progressive dis-
semination in the peritoneal cavity of mucin-producing epithelial
cells. Encouraging results in the treatment of PMP have been re-
ported by surgical cytoreduction of the primitive cancer, peri-
tonectomy (stripping of implants on the peritoneal surface) and
intraperitoneal hyperthermic chemoperfusion (HIPEC). In recent
trials, this combined approach has been proposed as the standard
treatment for PMP.

Patients and methods. In this study, the results of twelve
years single-institution experience on 60 consecutive patients af-
fected by PMP, treated by cytoreductive surgery and the original
semi-closed HIPEC technique are reported with special reference
to overall survival (OS) and progression-free survival (PFS).

Results. The postoperative morbidity rate was 45% (27 pa-
tients); surgical morbidity was observed in 19 patients and med-
ical complications in 9 cases. No postoperative deaths were ob-
served. Survival data: 53 patients were analized (the last 7 were
considered only for the complications rate, postoperative mortali-
ty and cancer features, not for OS or PFS because they were too
recent for evaluation). At the final follow-up of the 53 patients,
five and ten years OS were respectively 94% and 84.6%. DFS
was 80% and 70% at five and ten years respectively. The follow-
up data indicated that the survival probability may be good in pa-
tients with hystological type appendicular adenoma optimally cy-
toreduced (CCR-0). Interestingly, if preoperative chemotherapy
was performed represented a negative prognostic factor with sta-
tistically significant impact both on OS and DFS.

Conclusion. As in other similar studies, cytoreductive surgery
plus HIPEC, even when combined with an aggressive surgical
procedure, is associated with an acceptable risk of postoperative
complications and mortality. This combined treatment results in
DFS and OS rates that are not described in the literature for
surgery associated with systemic chemotherapy and, in our opin-
ion, may be considered the gold standard treatment for this rare
tumor.

H14 FINALRESULTS OFA PHASE II STUDYWITH
SUNITINIB MALATE INADVANCED
HEPATOCELLULAR CARCINOMA

Basso M.*, Quirino M.*, Trigila N.*, DʼArgento E.*,
Schinzari G.*, Pompili M.§, Rufini M.°, Marsico V.*,
Cassano A.*, Barone C.*
*Medical Oncology, §Department of Internal Medicine, °Nuclear
Medicine, Catholic University of Sacred Heart, Rome

Background. In 2007, sorafenib (SOR) was shown effective
in improving overall survival (OS) when compared to best sup-
portive care in patients with hepatocellular carcinoma (HCC) and
a good liver function (Child A). Sunitinib is another multi-kinase
inhibitor that is active against VEGF-R, PDGF-R and c-KIT. We
designed a phase II study, according with a two-step Simon’s
model, to assess safety and efficacy of sunitinib in HCC patients.

Patients and methods. Eligibility criteria were: unresectable
or metastatic HCC; no prior chemotherapy. PS (ECOG) 0-1;
measurable disease according to RECIST criteria. Child C pa-
tients were excluded. Schedule: 50 mg each day, four weeks on,
two weeks off. CT scan: every two cycles. PET-TC scan: at base-
line and after the first cycle. Primary endpoint was response rate
according to RECIST criteria.

Results. Thirty-three patients enrolled. ChildA/ChildB =
21/12 (64%/36%). Seventy-five cycles were administered. Grade
3 adverse effects included fatigue (26.6% of cycles), plastocy-
topenia (17.3%), neutropenia (13.3%), encephalopathy (8%),
gastrointestinal bleeding (5.3%), nausea/vomiting (5%), diarrhea
(4.1%), stomatitis (2.6%). Seven pts (21%) required dose reduc-
tions because of toxicity. Six pts (18%) died within 60 days since
enrollment. Five of them belonged to Child B group and died be-
cause of liver failure. The Child A patient had a bone metastasis
to the clivus, that was the probable cause of death but autopsy
was not performed. Objective response rate was 10%. Thirteen
patients (43.3%) experienced a disease stabilization and 14
(46.6%) progressed. All responders and seven patients (53%)
among those with stable disease had a significant metabolic re-
sponse at PET-TC and they experienced a prolonged time to pro-
gression with a significant clinical benefit.

Median TTP is 12 weeks (range 3-96) and median OS is 35
weeks (range 2-102). Patients with a metabolic response to PET-
TC after the first cycle experienced a significantly longer survival
when compared to patients with metabolic stabilization or progres-
sion (p = .016). Also Child A patients experienced a significantly
better survival when compared to Child B patients (p = .023).

Conclusion. The dose of 50 mg is probably too high in HCC
patients with liver cirrhosis and it is not tolerable for Child B pa-
tients. However, sunitinib is able to induce a low but definite re-
sponse rate and a high percentage of disease stabilizazion; PET-
scan may select good responders.

H15 CLINICALOUTCOMESAND SURVIVAL IN
PATIENTSWITH EPATOCELLULAR CARCINOMAAND
HIV INFECTION

Berretta M.1, Garlassi E.2, Ventura P.2, Cacopardo B.3,
Autino B.3, Lleshi A.1, Vaccher E., Tirelli U.1
1National Cancer Institute, Aviano, Italy; 2University of Modena and
Reggio Emilia, Italy; 3Hospital Garibaldi, Nesima, Catania, Italy
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Purpose. Hepatocellular carcinoma (HCC) is an emerging
problem for HIV patients (pts), particularly if HCV and/or HBV
co-infected. At present, few data are available on the effect of
HCC treatment receipt in HIV-positive (HIV+) pts. Our data aim
to retrospectively compare survival rates in pts with and without
HIV infection affected by liver cirrhosis and HCC (HCC-LC).
Patients and methods. 65 HIV+ (54 on HAART; 34 A1-A3,

17 B1-B3 and 9 C1-C3 stage; 12 with CD4 lower than 200) and
267 HIV-negative (HIV-) HCC-LC subjects were compared in
terms of survival rates considering age, tumor and liver disease
characteristics at diagnosis (etiology, BCLC stage, number of le-
sions, vascular invasion, progression), treatment receipt (no treat-
ment, palliative or curative, treatment at the progression), HIV
status. All subjects were male and had at least three-months of
disease follow-up.
Results and conclusions. The Table resumes median survival

rates according to different treatment strategies in the considered
groups.

Median survival (months) p

HIV+ HIV-

Overall 31.3 ± 4.91 (n = 65) 59.7 ± 7.07 (n = 267) .010
Untreated 4.52 ± 1.83 (n = 6) 36.1 ± 15.2 (n = 48) .000
Treated (all treatment) 35.0 ± 11.3 (n = 59) 65.0 ± 7.23 (n = 219) .042
Treated (curative) 35.1 ± 11.9 (n = 25) 67.8 ± 14.7 (n = 75) .000
Treated (palliative) 31.1 ± 10.2 (n = 34) 53.1 ± 11.1 (n = 144) .052

Factors independently related to survival (Cox regression)
were: HIVab pos (HR = .567, 95% CI .317 ÷ .912, p = .046),
HCC treatment (HR = 1.506, 95% CI 1.154 ÷ 2.549, p = .035),
tumor size >5 cm (HR = 1.257, 95% CI 1.106 ÷ 1.636, p = .025)
BCLC 0-1 (HR = 1.247, 95% CI 1.100 ÷ 1.576, p = .034), such
as HAART therapy (HR = 2.25, 95% CI 1.01-5.048, p = .048)
and treatment at progression (TaP) (HR = 2.801, 95% CI 1.78-
4.56, p = .000). HIV pts had a higher frequency of TaP (88.6% vs
67.3%, p = .001).

Data show that HIV infection negatively influences HCC out-
come, even in treated pts. The role of reduced re-treatment rate in
case of HCC progression in these pts needs to be evaluated. Fur-
ther researches are needed to evaluate if the difference in treat-
ment at progression between HIV+ and HIV- pts corresponds to a
different survival rate.

H16 XELIRI OR FOLFIRI AS SALVAGE THERAPY IN
ADVANCED PANCREATIC CANCER

Cereda S., Reni M., Rognone A., Ghidini M., Belli C.,
Longoni S., Fugazza C., Brioschi M., Villa E.
Department of Oncology, S. Raffaele Scientific Institute, Milan,
Italy

Background.At time of upfront treatment failure, over half of
the patients with advanced pancreatic cancer (PC) are candidate
for further treatment. This study assessed the activity of irinote-
can and fluoropirymidine (XELIRI or FOLFIRI) combination in
patients with progressive disease (PD) after gemcitabine-based
chemotherapy.
Methods. Patients with gemcitabine resistant PC, age <76 yrs,

KPS >50 were treated with XELIRI (irinotecan 200 mg/m2 day 1

and capecitabine 2000 mg/m2 day 1 to 14 every 21 days) or
FOLFIRI (irinotecan 180 mg/m2, lederfolin 200 mg/m2, 5-fluo-
rouracil (5-FU) 400 mg/m2 bolus on day 1 plus 48-hour intra-
venous infusion of 5-FU 2, 400 mg/m2 every 2 weeks) until PD
or a maximum of 6 cycles. As this was an observational study, no
statistical design was performed. Descriptive analysis of toxicity,
response rate, progression free survival and overall survival were
reported.
Results. Between July 2007 and December 2009, 34 patients

(median age 60; range 32-72; median KPS 90) were treated with
XELIRI (26) or FOLFIRI (8) regimen. Baseline CA19.9 was ele-
vated in 32 patients (94%). Previous treatment was chemotherapy
with single agent gemcitabine or capecitabine (n = 6) or a four-
drug therapy (PEXG or PDXG) (n = 28); 17 (53%) patients re-
ceived a second-line chemotherapy and 3 a third-line as well.
Median previous progression free survival (PFS) was 4.1 months
(range 1.5-9). One hundred and seven cycles (70 XELIRI; 37
FOLFIRI) were administered (median 3, range 1-9). All patients
interrupted chemotherapy due to PD (32) or toxicity (2: severe
colinergic reaction; stroke). Grade >2 toxicity consisted of neu-
tropenia in 9% of patients, anemia in 1%, fatigue in 3% and
hand-foot syndrome in 12%. Median PFS was 2 months (range 1-
4). Maximum response was stable disease in 4 patients (12%).
CA19.9 was reduced by >30% in 3/32 (9%). Median and 1-yr
survival was 4.2 months (range 1-15) and 6%.
Conclusions. Fluoropirymidine and irinotecan combination

doesn’t seem to have any activity in the treatment of gemc-
itabine-resistant pancreatic cancer.

H17 DOSE-DENSE CHEMOTHERAPY (CT) WITH
MODIFIED DOSE-DENSE TCF REGIMEN (TCF-DD) IN
METASTATIC GASTRIC CANCER (MGC): UPDATE OF
APHASE II STUDY

Dalla Chiesa M., Poli R., Tomasello G., Lazzarelli S.,
Brighenti M., Negri F., Curti A., Auzzani A., Buti S.,
Liguigli W., Passalacqua R.
Oncologia Medica, Azienda Istituti Ospitalieri di Cremona

Background. We previously (ASCO 2007) reported on the
high activity of TCF-dd in MGC. This is an update in larger case
series.
Methods. Patients (pts) with histologically confirmed measur-

able MGC, ECOG PS 0-1, not previously treated for the ad-
vanced disease, received docetaxel 85 mg/m2 (70 mg/m2 after the
19th patient) day 1, cisplatin 75 mg/m2 day 1 (60 mg/m2 after the
19th patient), l-folinic acid 100 mg/m2 day 1 and 2, followed by
5-fluorouracil 400 mg/m2 bolus day 1 and 2, and then 600 mg/m2
as a 22 hours continuous infusion day 1 and 2, every 14 days,
plus Pegfilgrastim 6 mg on day 3. Pts aged ≥65 years received
the same schedule with a dose reduction by 30%.
Results. 68 consecutive pts were enrolled (78% male, 22% fe-

male; median age: 64, range 38-75; median ECOG PS: 1, range
0-1). Primary endpoint was overall response rate (ORR). A medi-
an of 4 cycles (range 1-6) was administered. 14 pts (21%) re-
quired a dose reduction, mostly because of hematologic toxicity
and severe asthenia. 34 pts (50%) were treated with full dose
without any delay, thus respecting the dose-dense criterion. 61
pts were evaluated for response (4 too early, 1 early suspension
because of severe allergic reaction to Docetaxel; 2 early deaths: 1
bowel perforation and 1 sepsis) and all for toxicity. 3 CR, 39 PR,
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13 SD and 6 PD were observed, for an ORR (by intention-to-
treat) of 62% (95% CI, 48-71). Median TTP was 9.1 months
(95% CI, 8-14) and median OS was 13.7 months (95% CI, 10.3-
15.6). Most frequent grade 3-4 toxicities were: neutropenia
(32%), thrombocytopenia (16%), anemia (9%) febrile neutrope-
nia (13%), asthenia (26%), diarrhea (10%) and stomatitis (4%).

Conclusions. TCF-dd regimen in MGC confirms to be feasi-
ble and very active and deserves to be tested in randomized stud-
ies.

H18 MODULATION OFGEMOX CHEMOTHERAPY IN
ADVANCED PANCREATIC CANCERACCORDING TO
AGEAND COMORBIDITY STATUS

Palluzzi E., Tudini M., Cannita K., Mancini M.,
Santomaggio A., Bruera G., Lanfiuti Baldi P., Pelliccione
M., Ficorella C., Ricevuto E.
Medical Oncology, S. Salvatore Hospital, University of L’Aquila,
L’Aquila, Italy

Background. The present study evaluates activity and safety
of two modulated schedules of GEMOX chemotherapy in pa-
tients (pts) affected by locally advanced (LAPC) and metastatic
pancreatic adenocarcinoma (MPC) selected according to comor-
bidity status.

Methods. Since January 2006 to January 2010, LAPC and
MPC pts were treated according to two different GEMOX sched-
ules according to age and comorbidity evaluated with CIRS,
ADL, IADL: patients <75 yrs and co-morbidity stage prima-
ry/intermediate, or ≥75yrs and co-morbidity stage primary re-
ceived gemcitabine 1000 mg/m2, day 1 and oxaliplatin 70 mg/m2,
day 2 every 2 weeks (A-schedule); pts 65-75yrs and co-morbidity
stage secondary, or ≥75yrs and co-morbidity stage intermedi-
ate/secondary were treated according to the same schedule with
gemcitabine 800 mg/m2 (B-schedule).

Results. Among 31 enrolled pts (male 13, female 18): 8 (26%)
LAPC and 23 pts (74%) MPC. Median age 69 yrs: 6 pts non el-
derly (10%); 21 pts (68%) young-elderly pts (≥65 yrs <75), 4
(13%) old-elderly pts (≥5 yrs). Comorbidity stage prima-
ry/intermediate, 18 pts (58%) and secondary, 13 pts (42%) were
treated according to A-schedule and B-schedule, respectively.
Evaluable patients 27 (87%): overall response rate, 30%: 33.3%
if A-schedule, 25% if B-schedule. Disease control rate 85%:
87%, A-schedule; 83%, B-schedule. At median follow-up 13
months, median PFS 6 months and OS 15 months, respectively:
A-schedule pts, 8 months (3-29+) and 15 months (6-39), respec-
tively; B-schedule pts, 5 months (2-16) and 16 months (6-29+),
respectively. Valuable treatment cycles were 140. Grade 3/4 toxi-
city per patient: leukopenia, 18.5%; neutropenia, 55.5%; throm-
bocytopenia, 7.4%; SGOT/SGPT, 7.4%; gamma-GT, 7.4%; fever
without neutropenia, 3.7%. Overall, Dose-limiting toxicity
(DLT), prevalently thrombocytopenia, was observed in 5 pts
(18.5%): 3 DLT (20%) in A-schedule; 2 DLT (17%) in B-sched-
ule. Median received dose intensity: gemcitabine 400 mg/m2/w;
oxaliplatin 35 mg/m2/w. Median cumulative I-OHP dose 840
mg/m2 (420-1400; CI ± 108).

Conclusions. GEMOX polychemotherapy modulated accord-
ing to age and CIRS-stage confirms its efficacy in advanced pan-
creatic cancer patients and can be safely administered, also in el-
derly patients.

H19 COMBINATION CHEMOTHERAPY (CT) WITH
DOCETAXEL (D), OXALIPLATIN (O), CAPECITABINE
(C) EVALUATED INA PHASE I TRIAL IN UNTREATED
PATIENTS (PTS) WITHADVANCED GASTRIC CANCER
(AGC)

Buonadonna A.*, Miolo G.*, Rosalen S.°, Turchet E.°,
Tumolo S.^, Frustaci S.*
*Medical Oncology B, °Clinical Trials Office, Centro Riferimento
Oncologico, Aviano; ^Medical Oncology, Pordenone Hospital, Italy

Background. At diagnosis, approximately 84% of pts have
AGC. In this setting, palliative CT induces an increase in median
survival and quality of life in comparison with best supportive
care only. Given the limitations of the classical chemotherapy
combinations in advanced disease, new drugs were examined.
Aims. 1) Introduction of more convenient agents (oxaliplatin

instead of cisplatin); 2) oral administration avoiding continuous
infusion (CI) with catheters and pumps (capecitabine instead of
5-FU); 3) introduction of a new active agent (docetaxel); 4) frac-
tionation of doses (days 1 and 8) instead of the classical toxic 3-
week schedule.
Methods. CT consisted of: Docetaxel and Oxaliplatin (i.v.) on

d 1 and d 8, and Capecitabine orally on days 2-15. Treatment ad-
ministered every 21 days.

G-CSF may be used for grade 4 neutropenia, febrile neutrope-
nia, or documented infection or in the case of delayed neutrophil
count at recycling. No dose reduction was planned for the first
two cycles. Dose delays and reductions were applied if clinically
indicated for grade 3 or 4 toxicities.

Levels Drugs Dose Schedule
mg/m2 Q3w

I Docetaxel 25 1.8
Oxaliplatin 60 1.8
Capecitabine 700 2-15

II Docetaxel 30 1.8
Oxaliplatin 70 1.8
Capecitabine 800 2-15

III Docetaxel 30 1.8
Oxaliplatin 70 1.8
Capecitabine 1000 2-15

IV Docetaxel 35 1.8
Oxaliplatin 70 1.8
Capecitabine 1000 2-15

Pts were treated at the same dose level until progression, pts
refusal or unacceptable toxicity, in cohorts of 3 until reaching
Dose Limiting Toxicity (DLT), evaluated in the first 2 cycles. If a
DLT was observed in the first 3 pts, the further 3 were treated at
that same dose level. Dose escalation continued until 3 or more
DLTs occurred in 6 pts; the preceding dose level was defined as
the Maximum Tolerated Dose (MTD).
Results. From April 2008 to April 2010, 18 pts were enrolled

(10 males, 8 females), median age was 62 years (range 32-79),
PS 0/1 = 14/4. No previous chemo-treatment.

Level I (3 pts, 6 cycles): haematological toxicities grade 1 = 4,
grade 2, 3, 4 = 0. Non-hematological toxicities: grade 1 = 14,
grade 2 = 5, grade 3, 4 = 0.

Level II (6 pts, 12 cycles): haematological toxicities: grade 1 =
3, grade 2 = 0, grade 3 = 1, grade 4 = 1. Non-hematological toxi-
cities: grade 1 = 11, grade 2 = 5, grade 3 = 1, grade 4 = 0.
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Level III (6 pts, 12 cycles): haematological toxicities: grade 1
= 2, grade 2 = 1, grade 3, 4 = 0. Non-hematological toxicities:
grade 1 = 26, grade 2 = 7, grade 3 = 2, grade 4 = 0.

Level IV (3 pts, 4 cycles): haematological toxicities: grade 1 =
1, grade 2 = 0, grade 3, 4 = 0. Non-hematological toxicities:
grade 1 = 2, grade 2 = 3, grade 3 = 2, grade 4 = 1.

Dose limiting toxicity was 0/6, 2/6, 2/6 and 3/3 in I, II, III and
IV level respectively.

Conclusions. DLT was observed in level IV, therefore the
MTD is defined by the level III of the regimen that will be ex-
panded to 9 pts to better define toxicity and tolerability for the
subsequent phase II study.

H20 ATRIPLEAPPROACH STRATEGY FOR PATIENTS
WITH LOCALLYADVANCED PANCREATIC
ADENOCARCINOMA

Cantore M.1, Girelli R.2, Mambrini A.1, Boz G.3, Torri T.1,
Lusenti A.2, Pacetti P.1, Orlandi M.1, Bassi C.2
1Department of Oncology, Carrara; 2Hepatopancreatobiliary
Unit, University of Verona; 3Department of Radiotherapy, CRO,
Aviano

Background. Patients with locally advanced pancreatic cancer
(LAPC) have an expected median survival ranging from 10 to 13
months. No new chemotherapic drug or targeted therapy have
significantly changed natural history of this disease. New strate-
gies are needed. Three different approaches were combined in
this study: a) intra-arterial and systemic chemotherapy (IASC);
b) twice-weekly gemcitabine with external beam radiation thera-
py (Gem-EBRT); c) radiofrequency ablation (RFA).

Patients and methods. Between May 2006 and October 2009,
54 patients with LAPC were treated in collaboration among our
Institutions. Seventeen underwent IASC, 17 IASC plus Gem-
EBRT, 20 IASC plus Gem-EBRT plus RFA in a triple approach
strategy (TAS). IASC included: intra-arterial chemotherapy
(epirubicin 35 mg/m2 and cisplatin 42 mg/m2 on day 1) every 4
weeks, combined with systemic chemotherapy (gemcitabine
1000 mg/m2 on day 2, and capecitabine 650 mg/m2/bid over 14
days). Gem-EBRT included: twice-weekly gemcitabine 40
mg/m2 administered concurrently with EBRT at a dose of 54.0-
59.4 Gy. RFA is a new surgery ultrasound guided procedure, per-
formed during laparotomy evaluated in 50 patients with LAPC1.

Results. After a median follow-up of 20.9 months (3-36) we
observed a median overall survival (OS) of all patients of 26.4
months (1- and 2-year survival of 72% and 51%). Patients treated
with IASC and Gem-EBRT had an OS of 18 months (1- and 2-
year survival of 80% and 50%). Patients treated with TAS had an
OS of 30.6 months (1- and 2-year survival of 89% and 74%).

Conclusion. In this small and selected series, patients with
LAPC treated with TAS had an impressive OS of 30.6 months.
We need to define the best sequence of the three approaches and
to understand the biological and clinical characteristics able to
identify what group of patients may be treated with TAS.

References
1. Girelli R et al: Feasibility and safety of radiofrequency ablation for lo-

cally advanced pancreatic cancer. Br J Surg, 97: 220-5, 2010.

H21 EDUCATIONALAND FORMATIVE PROJECT:
ORALTHERAPY IN ONCOLOGYRESULTS OFTWO
GISCAD-STAGE MEETING (GRUPPO ITALIANO PER
LO STUDIO DEI CARCINOMI DELL’APPARATO
DIGERENTE, SCUOLA SUI TUMORI DELL’APPARATO
GASTRO-ENTERICO)

Frontini L.1, Barni S.2, Carpanelli I.3, Labianca R.4,
Artioli F.5, Caldara C.4, Riccardi M.2, Greco G.5, Lumachi
L.6
1Fondazione GISCAD, Parabiago (MI), Italy; 2Ospedale Trevi-
glio-Caravaggio, Treviglio (BG), Italy; 3Istituto Nazionale Ricer-
ca sui Tumori, Genova, Italy; 4Ospedali Riuniti, Bergamo, Italy;
5Ospedale Ramazzini, Carpi (MO) Italy; 6Azienda Ospedaliero-
Universitaria Careggi, Firenze, Italy

Background. In oncology oral therapies are treatments which
involve a specific modality of medication, organization and eval-
uation of side effects.

Methods. The meetings, with their guided discussions and
their didactic and educational activities, were planned by a team
of doctors and nurses with the aim of establishing a steady flow
of communication between teachers and pupils. They worked in
small groups since the number of participants was limited to 34.
Altogether there were 68 people between doctors and nurses
(26/42). The purpose of the meeting was to analyze and imple-
ment all knowledge of oral treatment and identify such effective
and structural organizational patterns that might offer adequate
answers to patients queries.

It emerged that an efficient supervision of the treatment should
consider and foresee measures aimed at establishing precise
guidelines for the correct intake of medicine in order to prevent
any possible side effects and at the same time evaluate and moni-
tor patients compliance toward the treatment.

Results. The lack of a social network, old age, psychological
problems and a mistrust of drugs were factors considered to di-
minish patients’ compliance toward the treatment. But compli-
ance could be encouraged with a simplification of dosage, with
correct explanations as to how medicine should be dispensed,
with prompt awareness of any toxicity and a ready link to an or-
ganization offering precise information regarding the availability
of assistance. Easy access by phone in case of emergencies, pa-
tients’ active involvement and that of their families or their care
givers, a trust in the efficacy of the drugs and the development of
self esteem could also increase confidence in the treatment.

Conclusion. The information gathered during the above men-
tioned courses established the need for a functional organization-
al model for supplying oral therapies.

In this scenario nurses play a key role not only informing and
educating a patient, but also evaluating and monitoring patients
treatment. A nurse could be the first person a patient refers to.

H22 NATURALHISTORYOF INVASIVE INTRADUCTAL
PAPILLARYMUCINOUS NEOPLASMS (IPMNs) OF THE
PANCREAS COMPAREDWITH SPORADIC
PANCREATICADENOCARCINOMA (PDAC)

Ginocchi L.1, Caponi S.1, Vasile E.1, Del Chiaro M.2,
Funel N.3, Sainato A.4, Pasqualetti F.4, Coppola M.4,
Caparello C.1, Lucchesi M.1, Croce C.2, Greco C.4,
Campani D.3, Falcone A.1, Mosca F.5, Boggi U.2
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Introduction. IPMNs are intraductal mucin-producing cystic
neoplasms of the pancreas with clear malignant potential. Al-
though natural history of invasive IPMNs is not clear and few da-
ta have been reported regarding prognostic factors and the role of
adjuvant treatments, these patients are often managed as patients
diagnosed with PDAC.
Methods and objectives. The database of pancreatic surgery

at our institution was explored from 1/2005 to 12/2009 and
matched with pathological data to identify patients resected for
stage II-III invasive IPMN. The objective of the study was to
compare the outcome of these patients with that of a group of re-
sected PDAC patients with similar clinical and pathological fea-
tures who received adjuvant treatment in the same period.
Results. Thirty-six evaluable patients were identified, 19

(53%) of male and 17 (47%) of female sex. Median age was 67
years (range 37-87). Thirty-four patients (94%) had a T3 tumor;
twenty-four (67%) had positive nodes (median number 5; range
1-14). The majority of patients had moderately or poorly differ-
entiated tumors (80%). Twenty-two (61%) patients received gem-
citabine as adjuvant therapy (17 of them had positive nodes). Af-
ter a median follow-up of 28 months, 20 patients progressed and
10 died.

The median disease-free survival (DFS) was 17 months for
IPMN patients and 15.7 for PDAC patients.

According to node status, DFS was very similar among the
two group for node-positive patients (15.6 vs 15.4 months for
IPMN vs PDAC patients), while for node-negative tumors DFS
was longer for IPMN (32.7 months) compared to PDAC (19.3
months).

Moreover, patients with IPMN who received adjuvant
chemotherapy had longer DFS compared to patients who re-
ceived adjuvant chemotherapy for PDAC (32.7 vs 15.7 months,
respectively).
Conclusions. Invasive IPMNs may have a dismal prognosis,

similar to PDAC in case of node-positive disease. Adjuvant treat-
ment may be beneficial also in this histology but its role should
be further investigated. An early surgical approach for this dis-
ease should be advocated.

H23 SORAFENIB IN THE TREATMENT OFADVANCED
HEPATOCELLULAR CARCINOMA (HCC) IN HIV-
POSITIVE PATIENTS (PTS) IN THE HIGHLYACTIVE
ANTIRETROVIRALTHERAPY (HAART)

Lleshi A.°, Berretta M.°, Garlassi E.*, Vaccher E.°,
Ventura P.^, Di Benedetto F.**, Cacopardo B.***,
Lazzarini R.°, Tirelli U.°
°National Cancer Institute, Aviano; *Department Infective Dis-
ease, Modena; ^Internal Medicine, University of Modena; **Liv-
er and Multivisceral Transplant Center, Modena; ***Division of
Infectious Diseases, University of Catania

Background. The risk of HCC is sevenfold higher in HIV-in-
fected than in HIV-uninfected pts. From the introduction of

HAART no decrease in the incidence of HCC has been observed,
unlike in other HIV-associated cancers. Few data are available
about the use of Sorafenib in this particular setting.

The purpose of this study is, retrospectively, to investigate ef-
ficacy and safety of Sorafenib in HIV+ pts with advanced HCC.
Methods. From July 2007 to March 2010, within the GICAT

(Gruppo Italiano Cooperativo AIDS e Tumori) we observed 15
pts with advanced HCC and HIV infection. We analyzed also the
main clinical characteristics about HIV infection and tumour pro-
file.

Response rate and toxicities were evaluated according to Re-
cist Criteria and Common Toxicity Criteria, version 3.0, respec-
tively.
Results. The main clinical characteristics are reported in the

Table. Median age was 47 years and most pts were HCV co-in-
fected. The CD4+ cell count was >200 cell/ml in 12 pts (80%)
and HIV viral load was undetectable in 14 pts (93.3%). The ma-
jority of pts were on HAART during the treatment. A total of 53
cycles were administered. The treatment was stopped in 2 pts due
to G3-G4 toxicities. We obtained: 1 pt is PR; 5 pts are SD; 3 pts
are PD and 3 pts in treatment (ongoing). No death related to So-
rafenib toxicity occurred.

Sex M/F 14/1
Age median (range) 47 (38-68)
HAART: Yes 12 (80%)

No 3 (20%)
Median CD4+ cell: <200 3 (20%)

200-400 5 (33%)
>400 7 (46%)

Median HIV viral load cp/ml: ≤50 14 (94%)
>50 1 (6%)

HIV risk factors: homosexuality 1 (6%)
drug user 14 (94%)

Co-infections: HCV 3 (20%)
HCV + HBV 12 (80%)

Toxicity (G3-G4): H/F sind 2 (13.3%)
Diarrhea 4 (26.6%)
Arterious hypertension 1 (6.6%)

Response rate: RP 1 (6.6%)
SD 4 (26.6%)
PD 5 (33.3%)

Conclusions. Our preliminary data on the use of Sorafenib in
this particular setting of pts showed the feasibility of this treat-
ment with concomitant HAART. However, more data are neces-
sary to confirm our preliminary results.

H24 INTRA-ARTERIALEPIRUBICINAND CISPLATIN
PLUS SYSTEMIC GEMCITABINEAND CAPECITABINE
(EC-GEMCAP) TO PATIENTSWITH PANCREATIC
ADENOCARCINOMAFAILING FIRST-LINE
GEMCITABINE

Mambrini A.1, Bassi C.2, Pacetti P.1, Sanguinetti F.3,
Orlandi M.1, Girelli R.2, Tartarini R.1, Torri T.3, Fiorentini G.4,
Cantore M.1
1Department of Oncology, Carrara; 2Hepatopancreatobiliary
Unit, University of Verona; 3Department of Radiology, Carrara;
4Department of Oncology, Empoli

Background. Approximately 50% of patients with advanced
pancreatic carcinoma (APC) failing gemcitabine-based therapy
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retain a good performance status and frequently receive second-
line chemotherapy, for which there is no established standard. We
evaluated the efficacy and toxicity of a combination approach,
epirubicin plus cisplatin administered intra-arterially through the
celiac axis with systemic gemcitabine and capecitabine (EC-
GEMCAP) in a phase II study, in patients failing first-line gemc-
itabine.

Patients and methods. Patients with APC that progressed
despite gemcitabine-based chemotherapy in a phase II study re-
ceived the 4-drug regimen as a 28-day cycle: day 1 intra-arterial
epirubicin 35 mg/m2 and cisplatin 42 mg/m2; day 2 systemic
gemcitabine 1000 mg/m2; days 2-15 capecitabine 650 mg/m2
twice a day. Primary endpoint was objective response. Sec-
ondary endpoints were progression-free survival and overall
survival.

Results. Among 26 patients enrolled, 16 were males and 10
females, 18 had stage IVa disease, 8 stage IVb; none had extra-
abdominal disease. Five patients had partial response (19%), 14
stable disease (54%), and median progression-free and overall
survival were 7.0 (1-18.9) and 11.6 (1-18.9) months, respective-
ly; 8 were progression-free and 14 were still alive. Incidence of
grade 3 and 4 neutropenia was 15% and 11%, grade 3 and 4
thrombocytopenia 11% and 8%, and grade 3 anemia 4%. Other
toxicities included grade 2 mucositis (11%), grade 1 diarrhea
(4%), grade 2 nausea/vomiting (11%), mild hand-foot syndrome
(8%). No side effect related to angiographic procedure was
seen.

Conclusion. EC-GEMCAP as second-line chemotherapy fol-
lowing gemcitabine-failure in patients with APC and good per-
formance status demonstrated good activity and tolerability, sup-
porting its use in such patients.

H25 AMPULLARYCARCINOMA:
AMONOINSTITUTIONAL STUDY

Barucca V., Romiti A., Di Rocco R., Sarcina I., Righini R.,
Ziparo V., Cancrini A., Ramacciato G., Marchetti P.
Sant’Andrea Hospital, University of Rome “La Sapienza”, Italy

Background. Carcinomas of the ampulla of Vater are rare tu-
mors, accounting for 0.2% of gastrointestinal cancers. Compared
with other biliary tract tumors, these have a more favorable prog-
nosis after surgical resection. Two subtypes of ampullary carcino-
ma were recently distinguished according to the their epithelium
of origin: intestinal and pancreatobiliary.

Aim. To retrospectively evaluate the histopathological features
and the prognosis of ampullary carcinoma observed at our Insti-
tution compared with the other biliary tract tumors.

Patients and methods. We analyzed patients demographics,
tumor histology and survival for 17 consecutive ampullary carci-
nomas and for 26 bile duct carcinomas, diagnosed over a period
of 43 months. To compare characteristics, Fisher’s exact test or
chi-square tests for categorical variables were used. Median time
of survival was calculated and compared using the Log-Rank
test.

Results. Clinico-pathologic characteristics of the patients are
reported in the Table below.

Ampullary Biliary p value
tumors tumors

Age (mean, range, yrs) 63.6 (33-79) 67.3 (55-80) ns

Gender n. % n. %
Male 8 47 10 38.5 ns
Female 9 53 16 61.5

Tumor subtype
Intestinal 10
Pancreato-biliary 6
Others 1

Grade
G1-2 6 43 7 66.7 ns
G3-4 8 57 5 33.3

Overall stage
I 2 11.8 4 15.4 ns
II 10 58.8 10 38.5 ns
III 3 17.6 3 11.5 ns
IV 2 11.8 9 34.6 ns

Surgery 16 94.2 12 46.1 <0.05
Chemotherapy 5 29.4 14 53.8 ns
Chemo-radiotherapy 6 35.3 7 26.9 ns
Median survival (months) 12 9.5 ns

Similar distribution of demographic characteristics and stage
between ampullary and the other biliary tract cancers was ob-
served.
Conclusion. Patients with ampullary cancer underwent

surgery more frequently than other biliary cancer while
chemotherapy and radiotherapy were equally used. In contrast
with the literature, a similar median survival was observed in the
two groups.

H26 ADJUVANT GEMCITABINE-BASED
CHEMORADIATION COMPARED TO GEMCITABINE
ALONE FOLLOWING RADICAL SURGICAL
RESECTION FOR PANCREATIC DUCTAL
ADENOCARCINOMA (PDAC): A RETROSPECTIVE
ANALYSIS

Caparello C.1, Vasile E.1, Pasqualetti F.2, Sainato A.2,
Del Chiaro M.3, Coppola M.2, Caponi S.1, Funel N.4,
Croce C.3, Ginocchi L.1, Lucchesi M.1, Campani D.4,
Mosca F.5,6, Boggi U.3,6, Greco C.2,6, Falcone A.1,6

1U.O. Oncologia 2 Universitaria, Azienda Ospedaliero-Universi-
taria Pisana, Polo Oncologico Area Vasta Nord-Ovest, Istituto
Toscano Tumori, Pisa, Italy; 2U.O. Radioterapia, 3U.O. Chirur-
gia Generale e Trapianti nell’Uremico e nel Diabetico, 4U.O.
Anatomia Patologica 3, 5U.O. Chirurgia Generale 1 Universi-
taria, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy;
6Dipartimento di Oncologia, dei Trapianti e delle Nuove Tec-
nologie in Medicina, Università di Pisa, Italy

Introduction. Adjuvant gemcitabine improves disease-free
survival (DFS) and overall survival (OS) after resection of pan-
creatic cancer compared to surgery alone. The role of adjuvant
chemoradiation is still debated.

The aim of our analysis is to compare the outcome of radically
resected PDAC patients treated with adjuvant gemcitabine-based
chemoradiation (CT-RT) or with gemcitabine alone.
Methods and objectives. We retrospectively reviewed med-

ical records of patients who underwent pancreaticoduodenectomy
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for PDAC at our institution from 2004 to 2006 and who were
treated with adjuvant gemcitabine-based CT-RT or gemcitabine
alone. Thirty-seven patients who had received the complete adju-
vant treatment at our institution were included in the analysis: 21
treated with gemcitabine alone (1000 mg/sqm on days 1, 8, 15
every 28 for 6 cycles) and 16 with CT-RT (two cycles of gemc-
itabine alone followed by weekly gemcitabine 300 mg/sqm with
concurrent radiation of 50.4 Gy given in 28 fractions).
Results. Treatment groups were well balanced according to

tumor and patients characteristics; the majority of patients had a
T3 and/or N1 tumor. Median DFS was 19.3 months for patients
who received chemoradiation versus 12.1 months for those treat-
ed with gemcitabine alone (p = 0.16), with a 1- and 2-year DFS
rate of 73% and 26% for CT-RT group and 44% and 28% for
chemotherapy group. Median OS was similar among the two
groups (27 versus 25 months).
Conclusions. Adjuvant gemcitabine-based chemoradiation

seems to produce longer DFS compared to gemcitabine alone in
our small series, although no advantage was observed for OS.
Larger and randomized trials should evaluate the true benefit of
radiotherapy added to gemcitabine.

H27 EVALUATION OF EFFICACYAND SAFETYOF
EVEROLIMUS (RAD001) IN SECOND LINE OF BILIARY
TRACT CANCER (BTC) PATIENTS (PTS): A PHASE II
STUDY

Buzzoni R., Pusceddu S., Platania M., Di Bartolomeo M.,
Ducceschi M., Vitali M., Di Guardo L., Valente M.,
Franceschelli L.E., Bajetta E. on behalf of Italian Trials in
Medical Oncology (ITMO) Group
Background. RAD001 has recently been evaluated in differ-

ent cancers. Its target is mTOR, a key protein kinase which regu-
lates growth and cell survival. The aim of this study is to assess
the disease control rate (DCR = proportion of pts with CR, PR or
SD) as a measure of the antitumor effect of RAD001 in cases
with BTC progressing after first line chemotherapy.
Methods. Eligibility criteria included unresectable or metasta-

tic measurable biliary tract cancer (BTC)/gallbladder cancer
(GBC), performance status ECOG ≤2, adequate organ function
and absence of clinically significant cardiovascular disease. It has
been planned to enroll a total of 37 pts, from 8 Italian Centres.
Statistical analysis will be done according to a Simon two-stage
design. Patients receive oral RAD001 (10 mg daily dose) contin-
uously from day 1 until progression or discontinuation for any
cause. Radiological assessments are performed every 8 weeks.
Results. The data presented in the abstract refer to subjects

only from our Institution. Since February 2009, 22 pts (20 BTC;
2 GBC) were enrolled and 18 are available for efficacy and all
for safety. Median age was 64 years (range 42-75), male/female
= 9/13, ECOG 0/1/2 = 8/11/3. Treatment related grade 3/4 toxici-
ties included (number of pts): anemia (2), thrombocytopenia (4),
transient SGPT/SGOT elevation (1), fatigue (2). No reactivation
of HBV and HCV was observed during the treatment. The DCR
was documented in 9 pts (50%): 1 CR lasted for 9 months, 8 mi-
nor responses/SD with a median duration of 7 months (range 3-
12). In 9 pts (50%) disease progressed after eight weeks of treat-
ment.
Conclusions. This preliminary analysis suggests that RAD001

can be safely administrated in chemotreated pts. The achieve-
ment of long lasting disease control and antitumor activity is en-

couraging, but more data needs to be further confirmed after the
study is complete with a new trial employing RAD001 as front
line therapy. Biological immunohistochemical expression of
mTOR in pathological specimens is in progress.

Data management by ITMO scientific service.

H28 SAFETYAND TOXICITYOF BIWEEKLY
FLUOROURACIL, LEUCOVORIN, OXALIPLATIN, AND
DOCETAXEL (FOLFOX-TXT) IN GASTRIC CANCER
PATIENTSACCORDING TOAGEAND PERFORMANCE
STATUS: ARETROSPECTIVE, MONOINSTITUTIONAL
STUDY

Conte D., Mancini M.L., Mazzoli M., Morano F., Passaro A.,
Altavilla A., Modica D., Alesini D., Pochesci A.,
Palleschi M., Brunini F., Mezi S.
Division of Medical Oncology, “Sapienza” University of Rome,
Rome, Italy

Background. The combination of docetaxel, oxaliplatin and
5-fluorouracil/leucovorin improved efficacy in gastric cancer but
was associated with substantial toxicity. An increase of adverse
events with combined chemotherapy is known in treated gastric
cancer patients (pts) and it remains controversial whether the
same chemotherapy should be administered in pts with different
age and performance status.

This retrospective study was performed in order to compare
the safety in these pts, according to age and performance status.

Methods. We retrospectively studied 26 pts with radical re-
sected (6 pts) or unresectable advanced/recurrent gastric cancer
(20 pts) who received FOLFOX+TXT therapy (oxaliplatin 85
mg/m2, leucovorin 200 mg/m2, fluorouracil 400 mg/m2 as a bo-
lus, fluorouracil 2400 mg/m2 as a 48-h infusion and docetaxel 50
mg/m2) on day 1 every 2 weeks, from July 2007 to April 2010.

Ten pts had performance status (PS) 0, and 16 pts had PS 1.
Pts had a median age of 62 years (range 22-80). We divided pts
into four groups according to age (non-elderly, age <65 yrs: 15
pts, and elderly, age ≥65yrs: 11 pts) and performance status (PS =
0: 10 pts and PS = 1: 16 pts). Adverse events were compared be-
tween the four groups.

Results. The median number of chemotherapy cycles adminis-
trated was 6.7: 5.2 in non-elderly group and 8.8 in elderly group,
5.9 in PS = 0 group and 7.2 in PS = 1 group.

Frequent (>10%) grade 3 or 4 toxic effects included neutrope-
nia in 17 (65.4%), febrile neutropenia in 11 (42.3%), alopecia in
8 (30.8%), leukopenia in 7 (27%), fatigue in 4 (15.4%), nausea in
3 (11.5%) and anemia in 3 (11.5%) pts. Grade 1 or 2 toxic effects
included diarrhea in 14 (53.8%), neurosensory toxicity in 10
(38.5%) and thrombocytopenia in 8 (30.8%) pts.

The grade and frequency of adverse events were similar in all
the four groups, and not significantly related to age and PS.

Cumulative dose of oxaliplatin and docetaxel was related with
severity of neuropathy.

Conclusion. Safety of FOLFOX-TXT therapy was similar in
elderly and non-elderly pts and in PS = 0 and PS = 1 pts. Myelo-
suppression may be related to the chemotherapy administration
regimen, thus an adjustment of the fluorouracil dose should be
considered. Prophylactic use of g-CSF in its pegylated form
should be evaluated.
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H29 HYPERCOAGULATIONANDANGIOGENESIS
MARKERS IN PATIENTSWITH GASTROINTESTINAL
STROMALTUMORS (GIST) UNDER IMATINIB
THERAPY: A BIOLOGICALEVALUATION

Falanga A.1, Mandalà M.2, Russo L.1, Marchetti M.1,
Vignoli A.1, van Vorkum S.1,3, Tondini C.2, Labianca R.2
1Division of Immunohematology and Transfusion Medicine, 2Di-
vision of Medical Oncology, Department of Oncology-Hematol-
ogy, Ospedali Riuniti, Bergamo, Italy; 3University of Maastricht,
The Netherlands

Anticancer therapies, including anti-angiogenic therapy, can in-
crease the risk of thrombosis in cancer patients. However, there is
evidence that some antitumoral drugs can decrease the levels of
thrombotic markers thus improving the cancer patient hypercoag-
ulable state. Imatinib, a tyrosine kinase inhibitor, is currently the
therapy of choice for GIST, a rare cancer disease. This therapy has
demonstrated to reduce plasma levels of vascular endothelial
growth factor (VEGF). Since VEGF can affect tissue factor (TF)
expression, the most important activator of blood coagulation, we
evaluated, for the first time, the effect of Imatinib therapy on the
levels of selected thrombotic markers in GIST patients. Blood
samples from 8 patients (7M/1F) were obtained before (T1), after
1 week (T2), and after 1 month of Imatinib therapy (T3). Thirty-
eight healthy subjects acted as a control group. The levels of
VEGF, TF, prothrombin fragment 1+2 (F1+2), thrombin-an-
tithrombin-complex (TAT), plasminogen-activator-inhibitor-1
(PAI-1), and thrombomodulin (TM) were evaluated. Tumor evalu-
ation was performed by PET/CT-scan. The results showed that, at
T1, F1+2, TAT, VEGF, and TM levels were significantly (p <0.05)
increased in patients compared to healthy controls. At T2 the lev-
els of TAT (6.7 ± 5.1 vs 3.3 ± 1.6 ug/ml, p = ns), VEGF (845 ±
766 vs 722 ± 769 pg/ml, p = ns), and PAI-1 (10.3 ± 7.2 vs 8.5 ±
6.4 ug/ml, p = 0.037) decreased compared to pre-treatment values.
At T3, VEGF levels further decreased (368 ± 384 pg/ml, p = ns),
while no significant modifications occurred in the remaining
markers. Two patients achieved complete response. Both of them
had a consistent reduction in VEGF, TF, F1+2, TAT levels after 1
week of treatment with Imatinib. These results suggest that Ima-
tinib improves the patient’s hypercoagulable state and support the
good safety profile of this drug. Despite the small number of pa-
tients, these data are promising and encourage for further analysis.

H30 HER2 EXPRESSION IN GASTRIC CANCER:
IMMUNOHISTOCHEMISTRY (IHC) AND
FLUORESCENCE IN SITU HYBRIDIZATION (FISH)
COMPARISON

Fontana A.1, Bettelli S.2, Losi L.2, Bertolini F.1, Zironi S.1,
Depenni R.1, Scarabelli L.1, Luppi G.1, Conte P.F.1
1Department of Oncology, Hematology and Respiratory, 2Pathol-
ogy Section, Azienda Ospedaliero-Universitaria, Policlinico di
Modena

Background. In gastric cancer HER2 is reported to be overex-
pressed in 6% to 35%. This wide range of expression is related to
several biological factors. First of all, HER2 expression is higher
in tumor arising in proximal gastric region or gastroesophageal
junction (up to 30-40%) as compared to the distal region. Other
factors to be taken into account are histological type, tumor grad-
ing and tumor heterogeneity. In fact, HER2 overexpression is

more frequent in intestinal type gastric carcinoma than in diffuse
type, low-grade tumors are more likely to be HER2+, and posi-
tive focal areas within negative samples or mixed IHC 3+ and
IHC 2+ sections in the same samples are described.
Methods. From October 2009 we have tested HER2 status in

newly diagnosed gastric cancers. Overall, 26 patients have been
tested. IHC was performed in 20 patients, FISH analysis was per-
formed in 16 cases. In 10 cases HER2 expression was tested with
both IHC and FISH.
Results. According to IHC analysis, HER2 resulted overex-

pressed in 3/20 cases (15%). Among cases evaluated by FISH,
HER2 resulted amplified in 5/16 patients (31%). Looking at the
cases evaluated by both IHC and FISH, 3/10 (30%) showed IHC
score 0, but high amplification by FISH.
Conclusions. In contrast to that generally observed in breast

cancer, our data have shown a high, unexpected discrepancy be-
tween FISH and IHC in assessing HER2 status in a single institu-
tion analysis on gastric cancer patients. Currently there are no
consistent data to support the use of IHC or FISH in gastric can-
cer. Further analyses are ongoing to complete the evaluation with
both methods in this series.

H31 BIWEEKLYGEMCITABINE IN ELDERLY
PATIENTSWITH LOCALLYADVANCED PANCREATIC
CANCER: FEASIBILITYAND QOL INA
MONOINSTITUTIONAL PHASE II STUDY

Iaculli A., Cotroneo G., Rodà G., Galdy S., Duluc M.,
Galmozzi A., Bonassi L., Nastasi G.
U.O. Oncologia Medica, A.O. Bolognini, Seriate (BG)

Background. Pancreatic locally advanced adenocarcinoma is
one of the most common neoplasms worldwide, and is one of the
leading neoplastic causes of death and morbidity, with increasing
incidence and prevalence which appear to be age-related; to date
Gemcitabine in monochemotherapy remains the standard of care
in these patients. Because of progressive ageing of population in
Western countries, more and more elderly patients with locally
advanced, unresectable pancreatic adenocarcinoma, often symp-
tomatic but suitable for systemic treatment, come to the oncolo-
gist’s attention, so that there is a need to estabilish a golden stan-
dard of treatment for this setting of patients, with special care
about preservation of their QoL.
Aim. Primary objectives were tolerability and QoL score. Sec-

ondary objective was disease stabilization rate.
Patients and methods. From January 2008 till October 2009

we enrolled in our Institution 24 elderly patients (pts) affected by
locally advanced unresectable pancreatic adenocarcinoma (medi-
an age 72 years; range 65-81), 18 males and 6 females; PS
ECOG was 0-1. All pts received a modified biweekly gemc-
itabine (GMZ) schedule as follows: GMZ 1000 mg/m2 i.v., on
day 1-15 q28, for 6 cycles.
Results. Only 1 pt discontinued treatment because of jaundice

(bilirubinemy >2 mg/dl); the other 23 pts completed planned
treatment, that was well tolerated; more frequent toxicities were
thrombocytopenia (grade II-III WHO, 20%), and leucopenia
(grade I-II WHO, 20%), followed by gastrointestinal toxicities
(nausea grade II-III WHO, 18%, and vomiting grade I-II WHO,
10%, recovered with levosulpiride p.o; diarrhea/stomatitis grade
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II WHO, 8%), fatigue (grade I-II WHO, 12%). No grade IV toxi-
cities were observed. QoL scores, evaluated according with Qual-
ity of Life inventory test, didn’t show relevant discomforts from
treatment or changes in daily activities. 90% of pts reported to
feel comforted being visited every two weeks. At the end of six
planned cycles we observed a disease stabilization rate of 30%.
Conclusions. In our experience and in this setting of pts the

modified gemcitabine schedule showed to be safe and well toler-
ated, with demonstrated clinical benefit, also achieving an im-
provement in main QoL scores.

H32 THE TREATMENT OF PERITONEALCOMPONENT
OFGASTRICAND COLORECTALCANCER USING
CYTOREDUCTIVE SURGERY (CRS) AND
HYPERTHERMIA INTRAPERITONEAL
CHEMOTHERAPY (HIPEC): A FEASIBILITY STUDY

Mazza E.1, Orsenigo E.2, Di Palo S.2, Kusamura S.2, Villa E.1,
Rognone A.1, Reni M.1, Ronzoni M.1, Staudacher C.2

Departments of 1Medical Oncology, 2Gastrointestinal Surgery,
IRCCS, Ospedale San Raffaele di Milano, Fondazione Centro
San Raffaele del Monte Tabor

Background. The peritoneal dissemination in gastric and col-
orectal cancers represents a mode of tumor progression with a
very poor prognosis.
Endpoints. Feasibility of CRS + HIPEC to treat advanced

gastric and colorectal cancer.
Patients and methods. Patients with peritoneal carcinomato-

sis from gastric or colorectal cancer or with high risk of peri-
toneal dissemination (T4a/b and or any T N+) were enrolled.
Other inclusion criteria: 18< age <75 yrs, no other distant metas-
tases, peritoneal cancer index <10 in gastric and <20 in colorectal
cancer, good clinical condition. Early diagnosed advanced gastric
cancer patients were offered a neoadjuvant chemotherapy before
the loco-regional treatment. CRS was conducted using the peri-
tonectomy procedures. HIPEC was performed using the open or
closed abdomen technique with cisplatin (60-100 mg/m2 for 90’)
or oxaliplatin (200 mg/m2 for 120’). Adverse events (AEs) were
graded using CTCAE v3.0 criteria.
Results. 7 gastric and 4 colorectal cases were treated between

4/2008 and 4/2010. Eight cases were treated at diagnosis and 3 at
relapse. Median age was 51 years (range 28-74). Five out of 11
received a CRS with multivisceral resections and 11/11 optimally
cytoreduced (<2.5 mm). The HIPEC was conducted (3 open/8
closed with CDDP in 5 (mean dosage: 132 mg, range 90-200),
oxaliplatin in 6 cases (mean dosage 369 mg, range 125-750).

G3 toxicity rate was 36% (1 nephrotoxicity, 1 ototoxicity, 2
hyperamilasemia). The overall surgical morbidity rate was 41%
of which 33% was G3 (1 abdominal abscess, 1 pulmonary em-
bolism, 1 central venous access thrombosis and 1 renal vein
thrombosis). No bone marrow and G4 toxicity were observed.
The precedure related mortality was 0%.

After a median follow-up of 4 months (range 0.3-16), 3 pa-
tients died due to disease progression, 4 are alive with disease
and 4 are alive without disease.
Conclusion. The CRS + HIPEC was proven to be feasible and

toxicity manageable. Institutional improvements in the indication
and optimization of drug(s) employment are required before be-
ginning to test the treatment in a randomized setting.

H33 ADJUVANT CHEMORADIOTHERAPY IN PATIENTS
(PTS) WITH RESECTABLE GASTRIC CANCER (GC):
AMONOINSTITUTIONALEXPERIENCE

Soini B., Frisinghelli M., Ambrosini G., Pani G.*, Caldara A.,
Brugnara S., Caffo O., Ferro A., Murgia V., Valduga F.,
Galligioni E.
Medical Oncology, *Radiotheraphy, Santa Chiara Hospital,
Trento, Italy

Background. Optimal postoperative treatment of resected
gastric cancer has not been established. Numerous studies inves-
tigating the role of adjuvant chemotherapy and chemoradiation
have shown confliting results. In this retrospective study we re-
port our experience on pts with resectable gastric or gastroe-
sophageal junction cancer, treated with adjuvant chemioradio-
therapy.

Patients and methods. Thirty-seven pts (27 male and 10 fe-
male) with a median age of 61 years (range 46-76), who under-
went curative resection for gastric or gastroesophageal junction
cancer between January 2000 and April 2010 were included into
this trial. Most tumors (67%) were at the antrum or corpus level.
Twenty-one patients (57%) had a T3-T4 tumor and thirty-six
(97%) had nodal metastases. The adjuvant treatment consisted of
fluoruracil (5FU) 425 mg/m2 per day, plus leucovorin (L) 20
mg/m2 per day, for five days, followed by RT, 4500 cGy at 180
cGy per day, for five days per week for five weeks, with 5FU
(400 mg/m2 per day) and L (20 mg/m2 per day) on the first four
and the last three days of radiotherapy. One month after the com-
pletion of RT, two five-day cycles of 5FU (425 mg/m2 per day)
plus L (20 mg/m2 per day) were given 1 month apart.

Results. After a median follow-up of 34 months (range 8-62),
the median relapse free-survival was 22 months (range 6-62) and
the median overall survival was 36 months (range 9-62). Grade
3/4 neutropenia occurred in 5 pts (13.5%). Grade 3 nau-
sea/vomiting or mucositis occurred in 2 pts (5.4%). Grade 3 he-
patic toxicity occurred in 1 pt (2.7%). There has been one treat-
ment related death.

Conclusions. Concomitant chemoradiotherapy seems in our
experience an effective adjuvant regimen, for local control and
survival in curatively resected node positive gastric cancer. This
treatment compares favorably with the literature data (OS 36 vs
36 months - Macdonald, NEJM, 2001).

H34 PROGNOSTIC FACTORS IN RESECTED
PANCREATIC CANCER: A SINGLE CENTRE
EXPERIENCE

Di Marco M.1, Macchini M.1, DʼAmbra M.2, Ricci C.2,
Vecchiarelli S.1, Pallotti M.C.1, Melotti B.3, Sperandi F.3,
Pezzilli R.4, Calculli L.5, Santini D.6, Barbieri E.7, Serra C.8,
Casadei R.2, Minni F.2, Martoni A.A.3, Biasco G.1
1Dipartimento di Ematologia e Oncologia “L. e A. Seràgnoli”,
2Dipartimento di Chirurgia Generale e dei Trapianti d’Organo,
3Dipartimento di Oncologia Medica, 4Dipartimento di Medicina
Interna e Gastroenterologia, 5Dipartimento di Radiologia, 6Di-
partimento di Anatomia Patologica, 7Dipartimento di Radiotera-
pia, 8Dipartimento di Medicina Interna e Gastroenterologia, Po-
liclinico S. Orsola-Malpighi, Bologna
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Background. The aim of the study was to determine prognos-
tic factors for recurrence in resected pancreatic cancer.
Methods. We analyzed retrospectively 43 patients who under-

went pancreatic resection for ductal adenocarcinoma, from Janu-
ary 2006 to December 2009. Demographic (age, sex), surgical
(type of resection), pathological data (grading, TNM stage,
lymph node ratio, R status, perineural and vascular invasion) and
type of therapy (surgery alone versus surgery plus different adju-
vant treatment) were evaluated. Adjuvant chemotherapy was per-
formed in 24 patients: 19 received GEM alone (1000 mg/m2 day
1, 8, 15 every 28) and 5 GEM plus CDDP (75 mg/m2 day 1 every
28). Radiotherapy was performed only in 9 patients: 6 associated
with GEM alone and 3 with GEM plus CDDP.
Results. Median OS and DFS were 23.3 ± 3.8 and 12.8 ± 1.2

months, respectively. Total recurrence was 31 out of 43 patients
(72.1%): local relapse was 11 (35.5%) and distant metastases
were 20 (65.5%). Among the prognostic factors evaluated, lymph
node ratio and grading were significantly related to recurrence
(lymph node ratio 0.00 vs >0.2, p = 0.010; G1 vs G2-G3, p =
0.012). Regarding postoperative treatment there were no signifi-
cant differences between surgery alone versus surgery plus adju-
vant therapy (median DFS 16.8 versus 11 months; p = 0.103).
Risk of recurrence was increased in patients treated with chemo-
radiotherapy compared with those who received chemotherapy or
surgery alone (p = 0.042 and p = 0.09, respectively).
Conclusions. At the univariate analysis, grading and lymph

node ratio resulted significantly related to DFS after pancreatic
resection. In our experience, risk of recurrence was high in pa-
tients treated with surgery plus chemoradiotherapy, probably be-
cause radiotherapy was performed in R1 status.

H35 (XELOX) CAPECITABINE PLUS OXALIPLATIN IN
FIRST-LINE TREATMENT FOR METASTATIC GASTRIC
CANCER: A FOLLOW-UPOF 5 YEARS

Mazzola R., Ignoto A., Alù M., Leonardi V., Savio G.,
Usset A., Agostara B.
Dipartimento Oncologico, Divisione Oncologia Medica, ARNAS
Civico, Palermo

Background. Capecitabine is an oral fluoropyrimidine with
proven efficacy and favourable safety in colorectal cancer, whose
administration does not require hospitalisation or placement of
central i.v. line. The trial was designed to evaluate the efficacy of
XELOX in metastatic gastric cancer.
Patients and methods. To date 22 pts with metastatic gastric

carcinoma were enrolled in this study from January 2003 to Ju-
ly 2005, and treated with Oxaliplatin 120 mg/m2 on day 1 and
Capecitabine 1000 mg/m2 twice daily from day 2 to day 15
every 3 weeks until disease progression or unaccepted toxicity.
The evaluation, with CT scan and/or abdomen ultrasound and
chest Rx, was performed every 3 cycles during the treatment
and every three months during the follow-up. The characteris-
tics of enrolled patients were: M/F 13/9, median age 56 yrs,
median ECOG status 1 (range 0-2), all patients had adequate
haematological, liver and renal function. The sites of disease
were liver 10 pts, lymph nodes 7 pts, peritoneum 4 pts and bone
1 pt.
Results. We observed 2 RC (9%) and 6 RP (27%). The pa-

tients that experienced a RC had liver and lymph nodes disease.

After a median follow-up of 5 years, 2 pts with RC are alive,
while all 20 pts died.

Conclusions. The results about survival, 2 pts (9%) alive at 5
years, are interesting, but a larger study is necessary to confirm
these data.

H36 LUNGMETASTASES OFGASTROINTESTINAL
STROMALTUMORS (GISTs)

Nannini M.1, Pantaleo M.A.1,2, Di Scioscio V.3, Maleddu A.1,
Di Battista M.4, Castellucci P.5, Santini D.6, Paterini P.6,
Catena F.7, Biasco G.2
1Department of Hematology and Oncological Sciences “L. A. Sera-
gnoli”, 2Interdepartmental Centre for Cancer Research “G. Pro-
di”, University of Bologna, Bologna, Italy; 3Division of Pneumo-
Nefro, Department of Radiology, University Hospital S. Orsola-
Malpighi, University of Bologna, Bologna, Italy; 4Dipartimento di
Area Internistica, U.O.S. Day Hospital Oncologico, Presidio Ospe-
daliero di Guastalla (RE); 5Department of Nuclear Medicine,
6Pathology Unit, 7Transplant, General and Emergency Surgery De-
partment, S. Orsola-Malpighi Hospital, University of Bologna, Italy

Background. Liver and peritoneum are the most common sites
of recurrences from gastrointestinal stromal tumors (GISTs). Lung
metastases have been described as rare finding in clinical practice
so few literature data are available on their clinical significance.

Methods. We reviewed all patients with advanced/metastatic
GIST at our institution, focusing on cases with lung metastases.

Results. 4/90 pts presented lung metastases, three in associa-
tion with liver metastases and one with peritoneal lesions. Two pts
harboured an exon 11 c-KIT mutation and two pts were wild-type.
All pts were treated with TK-inhibitors: two pts had a prolonged
stability of lung lesions, while the other two had a mild dimen-
sional and/or numerical increase of lung lesions after a median of
one year. Clinically lung lesions were asymptomatic and grown
slowly. They were more frequently associated with other more
common sites of relapse, without concomitant pathological medi-
astinal and hilar lymph nodes. Lung metastases and the site of pri-
mary tumors were not correlated in our cases. Radiologically, at
CT scan, they were all depicted as nodules characterized by a reg-
ular profile, extremely hyperdense after contrast uptake and with-
out intralesional areas of necrosis areas, even in pts with a long-
standing response to treatments. At CT/PET-scan, lung lesions
showed different pattern of presentation: in two pts they were per-
sistently negative, in one pt persistently positive even under treat-
ment and in the other one they showed a typical CT/PET pattern
during imatinib treatment, because of the reduced FDG uptake.

Conclusion. On the basis of our experience, lung metastases
of GIST remain a rare clinical event, occurring more frequently
in long-survival patients. Clinically they are asymptomatic and
have a slow growth remaining stable for a long time. Radiologi-
cally, at CT-scan they appear as small lesions, with a regular pro-
file, characterized by an homogeneous contrast uptake without
central necrosis areas, while at CT/PET scan they have a various
and no repeatable behaviour.

H37 METASTATIC GIST: IS THEREACORRELATION
BETWEEN PRIMARYDISEASE, THERAPEUTIC
RESPONSEAND SURVIVAL?
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Rovito A., Biamonte R., Turano S., Palazzo S.
Oncology Department S.O. “Mariano Santo”, Azienda Ospeda-
liera Cosenza, Italy

Background. GIST is the most common gastrointestinal sar-
coma with a ratio of 1.2 to 2/100,000. 20-30% is metastatic at di-
agnosis.

In pre-imatinib era, the median survival in metastatic disease
was about 15 months. Today, with the use of imatinib reaches
about 60 months with overall response rates of approximately
85%.

Materials and methods. From February 2002 to January
2010 we observed 20 patientes with GIST including 7 patients
with metastatic unresectable GIST (6 males, 1 female, mean age
72 years, all c-kit positive). All patients were treated with tyro-
sine kinase inhibitors (imatinib, sunitinib, nilotinib) individually
or in sequence. Front line was always administered imatinib 400
mg/day. 2 patients had primary disease localization in the rectum,
4 in the stomach and 1 retroperitoneal.

Results. 1 patient with rectal location is alive with a PR of 34
months, the second had a PR of 34 months and died 48 months
after a second-line with imatinib 800 mg/day with SD of 12
months and a subsequent treatment with sunitinib 50 mg/day for
4 months. Of patients with gastric localization, the first died after
a PR of 15 months because of gastric bleeding, the second died
after 55 months of treatment after 4 lines of therapy, the other 2
are currently being treated with imatinib 400 mg/day with an SD
of 60 and 96 months. The patient with the retroperitoneal disease
is treated with imatinib 400 mg/day for 2 months and has not yet
been reassessed.

Conclusions. Our limited experience seems to show a positive
correlation between the primary disease in the stomach, therapeu-
tic response and survival. It would be interesting to evaluate this
as part of a larger series.

H38 SORAFENIB INAGROUPOF SARDINIAN
PATIENTSWITHADVANCED HEPATOCELLULAR
CARCINOMA: CLINICALDATAAND NEW PROPOSAL
OF RESPONSEASSESSMENT

Spada F.1, Sini C.1, Porcu C.2, Capelli F.2, Sarobba M.G.1,
Sanna G.1, Pisanu L.1, Fois G.1, Vidili G.3, Fazio N.4,
Farris A.1
1Oncologia Universitaria, Sassari, Italia; 2Unità Operativa di
Oncologia, Ospedale C. Zonchello, Nuoro, Italia; 3Unità di
Ecografia internistica, Clinica Medica Universitaria, Sassari,
Italia; 4Istituto Europeo di Oncologia, Milano, Italia

Background. Hepatocellular carcinoma (HCC) is a
chemoresistant and poor prognosis malignancy. After around
30 years of no drug approval, sorafenib was registered in
2007 as a first line treatment in patients with unresectable ad-
vanced HCC (aHCC) with preserved liver function. Reduction
in tumour vascularisation is correlated with progression-free
survival (PFS) and overall survival (OS). Moreover, recent
studies suggest the usefulness of contrast-enhanced ultra-
sonography (DCE-US) to identify the viable areas for assess-
ing therapeutic response.

Aims. To evaluate the activity and toxicity of sorafenib in a
Sardinian group of patients (pts) with aHCC.
Methods. We reviewed the clinical records of pts with aHCC,

treated with sorafenib. The tumours were defined according to
the simplified TNM 2002 and BCLC 1999 classifications. Re-
sponse rate, PFS, OS, and toxicity were calculated. The vascular-
isation pattern was centrally (Sassari) analysed.

Results. Data of 15 pts treated from September 2007 to April
2010 were analysed at Sassari and Nuoro. Twelve pts out of 15
(80%) had chirrosis. Eleven pts (73%) were rated as Child-Pugh-
class A at baseline. Six pts (40%) were pretreated. One hundred
and thirteen cycles of sorafenib were delivered (mean 8, range 2-
29). Nine out of 15 pts (60%) had stable disease (SD). Mean PFS
was 7 months with 3 (20%) events. The mean OS was 11 months
(range 1-31). Most relevant grade 3-4 toxicities included diar-
rhoea in 1 pt (7%), anaemia 1 pt (7%) and 2 pts (13%). No toxic
deaths were observed. The DCE-US in living patients is currently
ongoing and correlation data with the clinical outcomes will be
presented at meeting.

Conclusion. This multicenter analysis shows that sorafenib
represents a feasible, active and well tolerated therapy in our
group of pts. Nonetheless, the poor correlation between the clini-
cal benefit provided by sorafenib and conventional methods of
response assessment could justify a prospective study to take into
account the intra-tumoral necrotic areas by the use of DCE-US as
a predictive tool of treatment outcome.

H39 CASE SERIES OF PANCREATIC CANCER IN HIV-
POSITIVE PATIENTS (PTS): THE GICAT EXPERIENCE

Zanet E.°, Berretta M.°, Lleshi A.°, Garlassi E.^,
Di Benedetto F.*, Nunnari G.**, Tirelli U.°
°National Cancer Institute, Aviano, Italy; ^Department Infective
Disease, Modena, Italy; *Liver and Multivisceral Transplant
Center, Modena, Italy; **Department Infective Disease, Catania,
Italy

Background. This study was performed to evaluate retrospec-
tively clinical behaviour, age of appearance, natural history, out-
come of pancreatic cancers (PC) in HIV population.

Methods. From April 1988 to March 2010, 15 HIV-positive
pts with PC were diagnosed, within the Gruppo Italiano Coopera-
tivo AIDS e Tumori (GICAT). Pts were staged by means of phys-
ical examinations, complete blood cell count (including CD4+
cell count), HIV viral load, Ca 19.9, HIV stage, HIV risk factors,
presence of co-infections (HCV-HBV).

Results. The most common HIV risk factor was drug use
(60%). 7 pts were on HAART therapy at PC diagnosis. The me-
dian CD4+ cell count was 307 (range 24-662) at PC diagnosis.
13 pts presented metastases at diagnosis. The most common site
of metastases was the liver (69%). 11 pts presented co-infections
(HCV 6 pts; HBV 3 pts; HBV + HCV 2 pts). 5 out of 15 pts were
submitted to palliative surgery. Pancreaticoduodenectomy and
liver metastasectomy was obtained in one patient. 3 pts received
gemcitabine and 2 pts 5-fluorouracil-based chemotherapy, re-
spectively. Mean overall survival was 2 months (range 0-7
months).

Patients clinical characteristics:
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Sex M/F 13/2
Age median (range) 49 (29-78)
PS median2 (0-3)
HAART: yes 7 (47%)

no 8 (53%)
Median CD4 cell count/µl* 307 (range 24-662)
Median HIV viral load, copies/ml* 50 (range 50-113,000)
Site of metastases: Liver 9 (69%)

Lung 1 (8%)
Peritoneum 3 (23%)

HIV risk factors: Others 2 (13%)
MSM 4 (27%)
IVDU 9 (60%)

Co-infections 11/15
HCV 6 (54%)
HBV 3 (27%)
HCV + HBV 2 (18%)

Surgery 6/15
Palliative 5 (33%)
Radical 1 (7%)

Chemotherapy 5/15
Neoadjuvant 0 (0%)
Adjuvant 0 (0%)
Metastatic 5 (33%)

Overall survival 2 months (0-7)

*at cancer diagnosis.

Conclusions. In conclusion we did not find relationship be-
tween CD4 count at diagnosis, HAART therapy and PC onset.
Similarly to other NAIDS, at diagnosis, PC in HIV pts share an
advanced stage. Consequently, prognosis is dismal, despite per-
formed treatment. However data are few to draw further conclu-
sions.

H40 THE “DOC” COMBINATION INADVANCED
GASTRIC CANCER: PRELIMINARYDATAOFAPHASE
II STUDY

Santomaggio A.*, Cianci G.*, Scipioni T., Foglia R.,
Pancotti A.
Medical Oncology, General Hospital “Mazzini”, Teramo, Italy
*equally contributed to this abstract

Background. We describe activity of first line chemotherapy
in advanced gastric carcinoma with Docetaxel (DTX), Oxali-
platin (OHP) and Capecitabine (CAP).

Methods. Patients (pts) were enrolled in the phase II study, if
they had the main subsequent criteria: histologically confirmed
diagnosis of advanced gastric cancer (AGC) (local advanced or
metastatic disease); normal renal and hepatic function; no mio-
cardial infarction or angina pectoris; no uncontrolled severe dis-
eases or active infections. Treatment schedule: DTX at fixed dose
of 65 mg/m2 on day 1, OHP at fixed dose of 110 mg/m2 on day 1,
CAP at fixed dose of 1600 mg/m2 with crhonomodulation in
trhee daily administrations from day 1 to day 14, every 3 weeks.
Dose-limiting toxicity (DLT): G3 non-haematological or G4
haematological.

Study design: Simon two-stage phase II optimal design with
power (1-β) 80%, error α 5%, error β 20%, P0 40%, P1 60%.
Planned sample size: I stage 7/16, II stage 23/46. Primary end-
point was Response Rate (RR). Secondary endpoints were Time
To Progression (TTP), Overall Survival (OS), Toxicity and Qual-
ity of Life.

Results. Twelve pts were enrolled: 9 men and 3 women, medi-
an age of 58 years (range 50-67). Median number of cycles per pt
was 4.5 (range 3-6). Total cycles administered: 41. Cumulative
G3-4 toxicities were: neutropenia 21%, anemia 14%, asthenia
9%. G1-2 toxicities were: diarrhea 22%, neurotoxicity 18%. Me-
dian received-DI of DTX: 20 mg/m2/week (93% of recommend-
ed-DI), OHP 35 mg/m2/week (95%), CAP 7000 mg/m2/week
(94%) per patient, respectively. Overall pts were assessable (ac-
cording to intent-to-treat analysis) with 58% (α0.05, CI + 29) of
Objective Responses (OR): 7 partial responses, 4 stable disease
and 1 progression. The Disease Control Rate (DCR) was 91%.
TTP and OS not done because median follow-up was of 8
months (2-15) only.

Conclusion. The combination DOC is tolerable without G3-4
toxicity and preliminary data show very high activity.

H41 PANCREATIC CANCERASACLUE FOR THE
IDENTIFICATION OF BRCAMUTATIONS

Barana D.1, Sartori N.2, Magazù M.1, Forni C.1,
Pegoraro M.C.1, Padovani M.1, Marcon A.1, Montagna M.3,
Meneghini G.4, Falconi M.2, DʼAndrea E.5, Oliani C.1
1Dipartimento di Coordinamento Oncologico, ULSS5 Ovest Vi-
centino (VI); 2Chirurgia Generale B, Azienda Ospedaliera e Uni-
versità di Verona; 3Istituto oncologico Veneto (IOV-IRCCS),
Padova; 4U.O.C. di Senologia, ULSS5 Ovest Vicentino (VI);
5Università di Padova, IOV-IRCCS, Padova

In June 2005, a 52 years old lady underwent a duodenoce-
falopancreasectomy for adenocarcinoma stage T2N1Mx and a
quadrantectomy for a synchronous multifocal lobular right breast
cancer at stage TmN0M0. She was then treated with gemcitabine
and adjuvant tamoxifen. When we proposed her genetic coun-
selling, she was not aware of a cancer predisposition in her fami-
ly but accepted the assessment because she was concerned for
her single daughter. The study of her pedigree revealed two
breast cancers and one pancreatic cancer in second degree rela-
tives. The genetic analysis identified the deletion of 1 nucleotide
in BRCA2 (9629delG-ter3162) causing a frameshift with a pre-
mature stop codon downstream. Unfortunately by the time we
had these results (October 2007) the patient had metastatized and
died. In consideration of the explicit consent given by the patient
and after discussions with her General Practitioner, we disclosed
the genetic result to the 24 years old daughter. She asked for the
predictive specific test which resulted negative.

In July 2008, a 43 years old man in chemotherapy was re-
ferred to our clinic with metastatic adenocarcinoma of the pan-
creas. He was worried for his three children because many family
members had died young with tumours and he asked for genetic
counselling. The study of his pedigree revealed a breast cancer
predisposition (the mother and her two sisters had died for breast
cancer in their forties). He was, therefore, offered BRCA testing.
The genetic analysis identified the deletion of 4 nucleotide in
BRCA2 (6714delACAA-ter2166) causing again a frameshift mu-
tation. The results of the molecular tests arrived when his clinical
conditions were deteriorating. Nevertheless we decided to inform
him as he felt he was his duty to let all his large family know
about their risk and thus seek genetic counselling and surveil-
lance.

The coexistence of breast and pancreatic cancer in a family
should suggest the possibility of BRCA germinal mutations to
carry out proper counselling and pose distinctive clinical and eth-
ical issues.
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H42 ADJUVANT TREATMENT OFTHE GASTRIC
CANCERWITH RADIOCHEMOTHERAPY

Citrino A.*, Cicero G.°, Condemi G.°°, Naso E.*,
Spagnolo F.*, Mirabelli R.*, Greco E.**, Molica S.*,
Pingitore D.*, Arena M.G.§, Santoro M.*
*Department of Hemato-Oncology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unity of Medical Oncology, Hospital of
Castrovillari; °°Operative Unity of Medical Oncology, Hospital
of Siderno; **Operative Unity of Medical Oncology, Hospital of
Lamezia Terme; §Operative Unity of Medical Oncology, Hospital
of Tropea

Purpose. We analyzed the efficacy and toxicity of adjuvant ra-
diochemotherapy in the treatment of locally advanced gastric cancer.

Materials and methods. Between December 2005 and De-
cember 2009, eleven patients affected by gastric cancer, after
complete resection, with lymph node and/or serosa involvement
were treated at Department of Onco-Hematology, Hospital
Pugliese-Ciaccio, Catanzaro. Overall survival (OS) and Relapse-
Free Survival (RFS) were analyzed with the Kaplan and Meyer
methods. The eleven patient were submitted either to total or sub-
total gastrectomy and subsequently essays with 3D-CRT (three-
dimensional conformal therapy) and chemotherapy. The total
dose of 3D-CRT ranged from 4500 cGy to 5040 cGy. The
chemotherapy regimen consisted in PELF (CDDP 40 mg/m2 d1,
Epirubicin 6 mg/m2 d1, Leucovorin 100 mg/m2 d1-4, 5-Fluo-
rouracil 300 mg/m2 d1-4) or ECF (Epirubicin 50 mg/m2 d1, CD-
DP 60 mg/m2 d1, 5-Fluorouracil 200 mg/m2/die d1-21) or ELF
(Etoposide 100 mg/m2 d1-3, Leucovorin 100 mg/m2 d1-3, 5-Fluo-
rouracil 350 mg/m2 d1-3).

Results. Median age was 49 years (range 37-71), while the
median follow-up is 15 months (range 3-33 months). During the
treatment, two patients have shown a RTOG/EORTC toxicity of
grade 2-3. For all patients overall survival was 86% after 2 years,
while the relapse-free survival rate was 81%.

Conclusions. In conclusion, despite the brief period of follow-
up and the small number of patients, we conclude that 3D-CRT
and chemotherapy is a well-tolerated treatment for patients af-
fected by locally advanced gastric cancer. The use of the 3D-CRT
reduces in meaningful way the dose to the organs at risk.

H43 ONE-YEAR SORAFENIB IN DAILY CLINICAL
PRACTICE FOR THE TREATMENT OF PATIENTS
AFFECTED BYADVANCED HEPATOCELLULAR
CARCINOMA

Giovanis P.1, Vincenzi V.2, Righes M.1, Manuppelli C.2,
Redo L.1, Marcante M.1, Giusto M.1
1Operative Unit of Medical Oncology, 2Internal Medicine and
Hepatology, City Hospital of Belluno, Ulss 1, Belluno, Italy

Aim and background. Sorafenib (Nexavar®) is the standard
treatment for patients (pts) with Child-Pugh A primary advanced
hepatocellular carcinoma (HCC), not amenable to any other treat-
ment or in progression after surgical or locoregional treatments.

Methods. Since February 2009 we screened 26 pts bearing the
above mentioned characteristics. Fifteen pts (57% of screened

pts), 14 males and 1 female, received 400 mg sorafenib b.i.d..
Median age was 69 years (range 54-79). The predominant cause
of HCC was alcohol consumption (12 pts, 80%), followed by
chronic hepatitis C virus infection (2 pts, 13%), and hemosidero-
sis of the liver (1 pt, 7%). Median number of concomitant med-
ications was 4 (range 2-9). Three patients never received any lo-
coregional treatment, and none of them had received previous
systemic antiblastic therapy. A second-line treatment after pro-
gression of disease to sorafenib was not performed.
Results. Eleven pts (73%) discontinued sorafenib after a median

time of 2 months (range 2-6). The most common reasons of treat-
ment discontinuation was progression of disease (4 pts, 36%) and
liver function deterioration (4 pts, 36%) due to disease progression,
followed by mild gastrointestinal adverse events (2 pts, 18%),
while 1 pt refused to continue sorafenib after 15 days of treatment.
Two out of four patients still on treatment with sorafenib, at 4, 7, 8,
and 13 months, showed partial response (RECIST criteria). Six of
all treated pts (40%) died for disease progression at a median time
of 5.5 months (range 2-9) after treatment, with a median overall
survival of 48 months from diagnosis (range 2-84).
Conclusions. Median duration of treatment in our everyday

medical experience, in pts affected by HCC and Child-Pugh liver
function class A, was 2 months. The most common cause of dis-
continuation was progression of disease and liver function. Novel
criteria for a better selection of pts are needed.

H44 TREATMENT OFHEMANGIOENDOTHELIOMAOF
THE LIVER

Poggi G.1, Mazzucco M.2, Amatu A.1, Montagna B.1,
Villani L.3, Tagliaferri B.1, Sottotetti F.1, Bernardo A.1,
Teragni C.1, Palumbo R.1, Bernardo G.1
1Division of Medical Oncology II, 3Pathology, IRCCS, Fon-
dazione S. Maugeri; 2U.O. Medicina Generale, Este (PD) ASL 17

Background. Primary hepatic epithelioid hemangioendothe-
lioma is a rare neoplasm of endothelial origin. The clinical mani-
festations are usually non-specific, ranging from complete ab-
sence of symptoms to hepatic failure and death. The tumors usu-
ally present as multiple nodular lesions involving both lobes of
the liver. HEH occurs in adult life with a mean age at presenta-
tion of 45 years. Oral contraceptive pills, poly vinyl chloride, and
Thorotrast have been identified as risk factors.
Aim. We review 4 HEH cases diagnosed in the last four years

in our centre.
Results. 4 patients were diagnosed to have HEH. All patients

were women. The mean age was 50 years (range 38-69). Three of
four patients presented with mild abdominal pain and one patient
had hepatomegaly with ascites. One patient had diffuse hepatic
disease while three patients had nodular liver involvement (mul-
tiple lesions in two patients, one large lesion in one patient). The
mean duration from presentation of symptoms to diagnosis of
HEH was 7.2 months. Liver transplantation was performed in
two patients with bilobar involvement who are alive with no dis-
ease recurrence, respectively at 12 and 36 months. One patient
died for disease progression after 6 months of interferon. One pa-
tient with a single large lesion of the right lobe was disease free
12 months after surgical resection.
Conclusions. Our limited data suggest that patients with dif-

fuse HEH should be considered for liver transplantation.
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H45 SORAFENIB IN PATIENTS (PTS) WITH
MULTIFOCALHEPATOCARCINOMA (MHCC): REPORT
OFA SINGLE INSTITUTIONANALYSIS

Rodà G., Cotroneo G., Galmozzi A., Iaculli A., Duluc M.,
Bonassi L., Nastasi G.
U.O. Oncologia Medica, A.O. Bolognini, Seriate (BG)

Background. Sorafenib is an orally active multikinase in-
hibitor authorized in HCC therapy after the phase III SHARP
(Sorafenib Hcc Assessment Randomized Protocol) trial that
showed a statistically improvement in overall survival (OS) and
time to progression (TTP) in comparison with placebo.

Aim. To evaluate safety prifile and efficacy of Sorafenib ad-
ministered untill progression at the dose of 400 mg twice daily in
4-week cycles, in pts with MHCC not previously medically treat-
ed and not eligible for surgical/loco-regional treatment.

Patients and methods. From 6/2007 to 12/2009, we treated
18 pts (70% males), median age 68 years (range 61-73), with
Child Plought classification A (70%) or B (30%). Pts had MHCC
HCV-related (45%), HBV-related (15%), hepato-cirrosis alcohol
(10%) or multifactorial-related (30%). Pts received an average of
4.6 cycles (range 1-9).

Results. Grade 3-4 drug related toxicities included hand-foot
syndrome/HFS (30%: 1 pt interrupted treatment after 1 cycle for
severe grade 4 HFS), anorexia (20%), diarrhoea (26%), alopecia
(15%), skin rash (24%), fatigue (20%). These effects were cor-
rected with reduction dose or suspension of Sorafenib (45%) and
with palliative symptomatic therapy. Median TTP was 5.7
months and median OS was 10.4+ months.

Conclusions. In our experience the treatment was well tolerat-
ed in about 60% of pts; however, the grade 3-4 toxicity cannot be
underestimated. Sorafenib significantly improved TTP and OS.

H46 OUR EXPERIENCE IN HCC: A LARGE SERIES
FROMASINGLE INSTITUTION

Spadi R., Ferrari L., Pinta F., Fanchini L., Facilissimo I.,
Fora G., Zanini M., Ciuffreda L., Racca P.
ColoRectal Cancer Unit, Oncologia Medica 1, Ospedale S. Gio-
vanni Battista di Torino

Hepatocellular carcinoma (HCC) is one of the most common
malignancies worldwide. In recent years HCC has become a glob-
al health concern also in western countries. Surgical resection and
liver transplantation are the main curative treatments but unfortu-
nately most HCC patients have a disease ineligible for curative
therapies. HCC is a relatively chemoresistent tumor and it is higly
refractory to cytotossic chemotherapy. Molecularly targeted
agents are being developed as systemic therapies in the first and
second line settings. Sorafenib is an oral multikinase inhibitor that
blocks tumor proliferation by targeting the Raf/MAPK/ERK sig-
naling pathway and it also has antiangiogenic properties by target-
ing the tyrosinekinase VEGR-2, VEGFR-3 and PDGFR.

From July 2008 to April 2010 we took care of 37 patients with
HCC, 31 males and 6 females; 7 patients with hepatitis HBV re-
lated etiology, 17 HCV related, 7 alcohol related and there were 7
patients of unknown etiology. Median age was 74 years.

At first evaluation, 21 patients had advanced local disease
(multifocal), 7 metastatic disease and 9 local disease. 2 patients
were treated with transplantation, 24 with locoregional treat-
ments (RF-TACE) and 9 with surgery.

22 patients started therapy with Sorafenib, 5 of them are still
in treatment. 14 patients discontinued the drug because of clinical
or radiological PD; and 2 patients went to another Centre. The
median duration of treatment was 55 days (range 5-475 days).

Only one patient, under Sorafenib treatment since 475 days, is
in radiological SD and ECOG PS 0. This patient has been trans-
plantated and consequently he is cronically treated with
Everolimus. Clinical data suggest that post-transplant patients
with HCC, who are treated with mTOR inhibitors, may have a
lower risk of recurrence.

Preclinical studies could show additive or sinergistic activity
between Everolimus in combination with Sorafenib in HCC.
Clinical studies should be strongly suggested to investigate these
combinations.

H47 ADJUVANT CHEMO-RADIOTHERAPY IN HIGH
RISKADENOCARCINOMAOFTHE STOMACHAND
GASTROESOPHAGEAL JUNCTION: A
RETROSPECTIVE STUDY

Ponzanelli A.1, Ratti R.1, Lucido M.R.2, Maggio F.2,
Addamo G.1, Coccorullo Z.1, Colloca G.1, Venturino A.1,
Guarneri D.1
1Department of Medical Oncology, 2Department of Radiotherapy,
“G. Borea” Hospital of Sanremo, Italy

Background. Adjuvant chemo-radiotherapy (A-CTRT), by
Mac Donald schedule (NEJM, 2001) in high risk adenocarcino-
ma of the stomach and gastroesophageal junction is a standard
option of treatment in U.S. Nevertheless, in Italy this modality of
treatment is reserved to a minority of patients (pts) who under-
went a not oncological radical surgery as R1 resection and lin-
foadenectomy minor of D2, being high the risk of a locally re-
lapse.
Aim. To evaluate retrospectively efficacy and toxicity of the

Mac Donald regimen in adenocarcinoma of the stomach and gas-
troesophageal junction pts, treated with a not radical surgery.
Materials and methods. From 6/2007 to 12/2008, we evalu-

ated 8 pts (M/F 6/2); 6 pts (75%) underwent a partial gastrectomy
and 2 pts (25%) were treated with esophagastric resection; 3 pts
(37.5%) had a R1 surgery and 5 pts (62.5%) had a minor of D2
linfoadenectomy.

All pts underwent A-CTRT with Mac Donald schedule: 5FU
425 mg/sqm plus leucovorin 20 mg/sqm 1->5, followed by
chemoradiotherapy beginning 28 days after the start of the initial
cycle of chemotherapy. Chemoradiotherapy consisted of 45Gy/25
fr with 5FU 400 mg/sqm and leucovorin 20 mg/sqm on the first
four and the last three days of radiotherapy. One month after the
completion of radiotherapy, were delivered 5FU 425 mg/sqm
plus leucovorin 20 mg/sqm 1->5 q 28 d, for two cycles.
Results. All pts were evaluable for efficacy and toxicity; 4/8

pts (50%) relapsed; the most frequent sides of relapse were: liver
1 (12.5%), lung 1 (12.5%), peritoneal 3 (37.5%), nodal 2 (25%)
and bone 1 (12.5%). mDFS was 18.3+ months (range 7-27.2+);
median overall survival was 21.6+ months (range 8-27.2+); 2/8
(25%) pts completed the scheduled treatment; 5 (62.5%) pts need-
ed a 25% reduction of dose or delay of CT and 1 (12.5%) a sus-
pension of the last two cycles of CT treatment due to toxicities.



S158 SESSION H XII NATIONAL CONGRESS MEDICAL ONCOLOGY

The most common G3-G4 side effects were: neutropenia 2
(25%), diarrhea 1 (12.5%), asthenia 1 (12.5%), liver toxicity 1
(12.5%), febrile gastroenteritis 1 (12.5%); frequent G2 toxicities,
deterioration of performance status and weight loss (median 7%)
worsened compliance to the treatment.
Conclusions. This retrospective study confirmes that A-CTRT

is a schedule burdened of toxicities in this setting of pts, per se
frail after major surgery. Most commonly we noted distant re-
lapses, due probably to the less effective CT regimen delivered as
to the mostly used schedules of recent generation.

H48 LEPTOMENINGEALCARCINOMATOSIS (LMC) IN
HER2-POSITIVE GASTRIC CANCER TREATEDWITH
INTRATHECALTRASTUZUMABAND
CHEMOTHERAPY

Rocchi A., Gorgni S., Zaffignani E., Mordenti P., Muroni M.,
Di Nunzio C., Cavanna L.
Medical Oncology Department, Hospital Piacenza, Italy

Leptomenigeal carcinomatosis (LMC) is diagnosed in 2%-4%
of patients with solid tumor during the course of their malignan-
cy; the incidence of LMC in gastric cancer has been reported as
0.16% of all cases with gastric cancer. We report a case of a 77
years old woman presented with a human positive epidermal
growth factor receptor 2 (HER2) metastatic gastric cancer who
subsequently developed LMC.

In July 2009 a 77 years old woman presented to our depart-
ment as an emergency case with disseminated intravascular coag-
ulation (CID). CT scan of head, chest and abdomen gastroscopy
and bone marrow-biopsy showed HER2 positive metastatic gas-
tric cancer. The patients was immediately treated with supportive
care, chemotherapy folfox-4 schedule and trastuzumab, initially 2
mg/kg weekly, then 6 mg/kg/3 weeks. The patient showed a vary
good partial response until February 2010 when she showed psy-
chomotor retardation and a progressive clouding of the sensori-
um, then performing a brain-CT and brain-MRI that showed a
tetra ventricular hydrocephalus, neoplastic meningitis and diffuse
edema. Patient started whole-brain radiotherapy (30 Gy in 10
sessions) and carried-out lumbar puncture with the release of
clear liquid and introduced Methotrexate 10 mg and dexametha-
sone 4 mg. The cytological examination revealed malignant cells
coerent with stomach’s origin, c-erb-B2 is amplified in FISH
evaluation.

Then, she started intrathecal administration of Methotrexate
10 mg and dexamethasone 4 mg and Trastuzumab dose escala-
tion from 10 mg to 30 mg weekly in association with Trastuzum-
ab 100 mg and Docetaxel 50 mg intravenously with improvement
of neurological picture, and started motor rehabilitation and got a

stable neurological disease until two weeks when she died for
rapid worsening of the neurological disease.
Conclusions. We presented a rare case of cerebrospinal fluid

samples tested for HER2 status using FISH and c-erb-B2 is am-
plified, and a rare case of leptomeningeal tumor dissemination
from gastric cancer treated with Intrathecal trastuzumab with
good response even for a short time.

H49 UNUSUALMETASTASES OF BREAST CANCER TO
GASTROINTESTINAL (GI) TRACT

Ambroggi M., Mordenti P., Rocchi A., Biasini C., Cavanna L.
Oncological Unit, G. da Saliceto Hospital, Piacenza

Breast cancer, the most common cancer in females, metastatis-
es frequently to lung, pleura, skin, bone and soft tissues, liver,
surrenal gland and brain. The spread to the gastrointestinal tract
is less common and seems to be more frequent in case of lobular
histology: the reason is unknown, but someone thinks that it
could be related to a particular tropism of lobular cells. This lo-
calization can simulate a primitive gastrointestinal neoplasia,
and, sometimes, metastases to GI tract can be the first manifesta-
tion of breast cancer, in other cases it can represent relapses even
after many years from the first diagnosis of the tumour. Surgery
is often needed for the diagnosis, beside for the treatment of the
disease, and of the possible complications derived from the dis-
ease, like intestinal obstruction or bleeding from GI tract.

We diagnosed 4 cases of metastases to GI tract in a one year
period, from December 2007 to November 2008. The modality of
presentation of these metastases, and the time from the diagnosis
of the primary tumour, were various. In 2 cases the metastases
were localized to the stomach, in 1 case to the jejunum and in 1
case to the left colon. In contrast with the data of the in 2/4 cases
the histology was Ductal Infiltrating Carcinoma, only in 1 case it
was Lobular Infiltrating Carcinoma, and in 1 case it was Carcino-
ma with signet ring cells. The patient’s age ranged, at the time of
GI metastases diagnosis, from 41 to 74 years. All the 4 patients,
at the time of GI relapse, had some symptoms due to the site of
relapse. In 3 out of 4 cases tumour markers were high, particular-
ly CEA. All the diagnoses of GI involvement were based on his-
tological specimens and, in one patient, surgical intervention was
performed.

The time from the diagnosis of the primary tumour to the GI
relapse ranged from 22 years to one case of simultaneous diagno-
sis, while in the remaining two cases the time was 21 and 2 years
respectively.

In conclusion, GI metastases from breast cancer are infre-
quent, however a cyto-histological diagnosis is mandatory, since
a very late recurrence is possible, as reported in our 2 cases.
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Session L • Melanoma, sarcoma, rare tumours,
brain tumours, oncohematology

L1* SOCIO-ECONOMIC STATUSAND EDUCATION
LEVEL INFLUENCE BRESLOWTHICKNESSAND
OUTCOME IN CLINICAL STAGE I-II AJCC SKIN
MELANOMA

Mandalà M.1, Imberti G.L.2, Piazzalunga D.3, Belfiglio M.4,
Labianca R.1, Marchesi L.2, Merelli B.1, Poletti P.1,
Milesi A.1, Milesi L.1, Tondini C.1
1Unit of Medical Oncology, 2Unit of Dermatology, 3Unit of
Surgery, Riuniti Hospital, Bergamo, Italy; 4Department of Clini-
cal Pharmacology and Epidemiology, Consorzio Mario Negri
Sud, S. Maria Imbaro, Italy

Background. To investigate the influence of the socio-eco-
nomic (SEC) status and the educational grade on Breslow thick-
ness, disease free (DFS) and overall survival (OS) in clinical
stage I-II AJCC PCM.
Methods. The study included all consecutive patients with

PCM, diagnosed, treated and followed up prospectively between
November 1998 and September 2009. Age, gender, education
grade, SEC status, family context, site of the primary lesion,
Breslow thickness were collected. Education grade was cate-
gorised as: more than primary school vs primary school or less.
SEC status was classified as: manager/professionals, craftsman,
clerks, manual workers (Wrs) vs housewives, retired, unem-
ployed (NWrs).
Results. A total of 1432 consecutive patients were included.

Median age was 51 years, 55.7% of them were female (F). Mean
Breslow depth was 1.2 (±2.4) mm. In the multivariate logistic re-
gression analysis, gender (F vs Male: OR = 1.48, 95% CI 1.19-
1.82), SEC (Wrs vs NWrs: OR = 1.50, 95% CI 1.12-2.00) and
educational level (more than Primary vs Primary School or less:
OR 1.35, 95% CI 1.01-1.80) were the strongest correlates of
Breslow thickness. As compared to Wrs the risk of melanoma re-
lated-death, adjusted for age and gender, was 6 times higher in
patients NWrs and living alone (Class 1-HR = 6.35; 95% CI
2.35-15.89), and 2 times higher in NWrs but not living alone (HR
= 2.02; 95% CI 0.98-4.14). NWrs, living alone and with a poor
educational level showed a risk of death 13 times higher than
Wrs (HR =12.96; 95% CI 4.58-36.68).
Conclusions. Gender, older age, SEC and education grade are

associated with a thicker melanoma and poor DFS and OS in
PCM.

L2* EFFICACYOFTAILORED TREATMENT FOR HIGH
AND LOWRISK MEDULLOBLASTOMA INADULTS:
A LARGE PROSPECTIVE PHASE II TRIAL

Brandes A.A.1, Franceschi E.1, Tosoni A.1, Scopece L.1,
Spagnolli F.2, Bacci A.3, Rubboli G.4, Bartolini S.1,
Pozzati E.5, Masotto B.6, Ermani M.7
1Medical Oncology Department, 2Radiotherapy Department,
3Neuroradiology Department, 4Neurology Department, 5Neuro-
surgery Department, Bellaria-Maggiore Hospital Bologna; 6Neu-
rosurgery Department, Borgo Trento Hospital, Verona; 7Statistic
and Informatic Unit, Azienda Ospedale-Università, Padova

Background. To assess the efficacy of treatment of medul-
loblastoma (MB) in adults (>18 years).
Methods. Ninety-five MB patients (pts) were enrolled in a

prospective phase II trial conducted between 1/1989 and 2/2009;
30 low-risk (LR) pts (T1, T2, T3a, M0, without postoperative
residual disease) underwent radiotherapy (36 Gy) to the cran-
iospinal axis, supplemented by a local tumor dose (18.8 Gy; total,
54.8 Gy), and 65 high-risk (HR) pts (T3b-T4, or postoperative
residual tumor) received 2 cycles of “up-front chemotherapy”
(cisplatin 25 mg/m2/daily for 4 days, etoposide 40mg/m2/daily
for 4 days, and cyclophosphamide 1,000 mg/m2 on day 4; every 4
weeks) before the same radiation therapy, followed by mainte-
nance chemotherapy if M1, M2 or M3 disease was present.
Results. Progression-free survival at 5 and 10 years (PFS-5y

and PFS-10y) were 78% (62-93) and 46% (23-70) in LR vs 50%
(37-62) and 36% (23-49) in HR (p = 0.009 and p = 0.03, respec-
tively) patients. Survival at 5 and 10 years (OS-5y and OS-10y)
was 92% (81-100) and 65% (43-7) in LR vs 58% (46-71) and
45% (31-8) in HR (p = 0.002 and p = 0.02, respectively). Five-
year and 10-year PFS was 68% (50-85) and 54% (34-74) in M0
pts vs 35% (18-51) and 19% (2-35) in M1-2-3 pts (p = 0.007 and
p = 0.006). OS at 5 years and 10 years were 71% (54-88) and
62% (43-81) in M0 vs 47% (29-65) and 29% (11-47) in M1-2-3
pts (p = 0.09 and p = 0.04); residual disease had no significant
impact on 10-year PFS or 10-year OS. There were no deaths
from toxicity, which was mainly hematological and successfully
managed with dose reductions and supportive care.
Conclusions. Since the incidence of MB in adults is extremely

rare, data appearing in literature on this condition have been re-
ported in small retrospective series. The findings made in the pre-
sent prospective study on a large series of patients, the first of its
type to appear in literature, clearly indicate the standard of care
in MB in adults, and should constitute a benchmark for further
studies.

L3* UPDATE OF CLINICALOUTCOMEAND
SUBGROUPANALYSIS OFADVANCED MELANOMA
PATIENTS TREATEDWITH DENDRITIC CELL-BASED
VACCINE: UNEXPECTED HIGH RESPONSE RATE TO
TRADITIONALTHERAPYAFTER VACCINATION

Ridolfi L.1, Petrini M.1, Fiammenghi L.1, Granato A.M.1,
Ancarani V.1, Pancisi E.1, Scarpi E.1, Guidoboni M.1,
Migliori G.2, Sanna S.3, Tauceri F.4, Verdecchia G.M.4,
Riccobon A.1, Ridolfi R.1
1Immunotherapy Unit, Department of Medical Oncology, Istituto
Scientifico Romagnolo per lo Studio e la Cura dei Tumori
(IRST), Meldola; 2Blood Transfusion Unit, 3Thoracic Surgery
Unit, 4Advanced Oncological Surgery Unit, Morgagni-Pierantoni
Hospital, Forlì, Italy

Purpose. Melanoma accounts for 1-3% of all malignant tu-
mors and its incidence is increasing in western countries by 6-7%
each year. The disease is curable in more than 50% of cases with
surgical resection, with an expected 5-year survival of 80-100%.
However, prognosis is poor for patients with advanced disease,
with a 5-year life expectancy of <10% and a median survival of
6-8.5 months. The ability of the immune system to discriminate
between self and non-self is the basis of the recognition and elim-
ination of emerging tumors. The combination of immunothera-
pies with standard treatments for cancer is an emerging challenge
and an emerging paradigm, in contrast to the concept that defines
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most standard treatments as immunosuppressive. The present
study reviewed and updated the clinical results of our dendritic
cell-based vaccine phase II clinical trial in stage IV melanoma
patients and analyzed a subgroup of patients treated with stan-
dard therapies after stopping vaccination.
Experimental design. From June 2003 to June 2009, 24 pre-

treated metastatic melanoma patients were enrolled onto a phase
II trial of vaccination with mature DC (mDC) pulsed with autolo-
gous tumor lysate (ATL) and keyhole limpet hemocyanin (KLH)
followed by a 5-day course of subcutaneously administered low-
dose interleukin-2.
Results. Overall response (OR) to vaccination was 37.5%

with a clinical benefit of 54.1%. All 14 responders showed de-
layed type hypersensitivity (DTH), positivity to KLH, 10 of
whom also to ATL. Median overall survival (OS) was 15 months
(8-33) (95% CI). In a previous study (26) we also observed a sta-
tistically significant difference in OS between DTH- (ATL) posi-
tive and DTH-negative patients, which seems to have been man-
tained, with a median OS of 21 months for DTH+ patients and 7
months for DTH- patients (Gehan-Wilcoxon test; p = 0.046).
Eleven (45.8%) patients underwent other treatments (3 surgery, 2
biotherapy, 2 radiotherapy, 2 chemotherapy and 4 biochemother-
apy 13) after stopping vaccination (8 due to progression, 3 be-
cause all of the ATL had been used). Of these, 2 patients had a
complete response and 5 had a partial response, with an OR of
63.6%. One patient showed stable disease, and 3 had progression
as the best response. OS was 34 months (median range 16-61).
Conclusions. Metastatic melanoma responds poorly to stan-

dard therapy. Our results suggest that therapeutic DC vaccination
could favor a clinical response in patients after more than one
line of therapy prolonging OS, especially in immunoresponsive
patients.

L4* BONEANGIOSARCOMA: ARETROSPECTIVE
ANALYSIS OF 73 PATIENTS FROM TWO REFERRAL
CENTRES

Palmerini E.1, Staals E.L.2, Alberghini M.3, Maki R.G.5,
Antonescu C.6, Zanella L.3, Ferrari C.4, Picci P.4,
Mercuri M.2, Ferrari S.1
1Chemotherapy, 2Orthopaedic Surgery, 3Surgical Pathology,
4Laboratory, Musculoskeletal Oncology, Istituto Ortopedico Riz-
zoli, Bologna, Italy; Departments of 5Medicine, 6Pathology,
Memorial Sloan-Kettering Cancer Center, New York, NY, USA

Background. Angiosarcoma is the most accepted term for
high-grade malignant vascular tumors of bone (2002 WHO clas-
sification). There is no general rule for treatment. Therapeutic
options for primary disease are surgical intervention and radio-
therapy. Chemotherapy is employed, although its usefulness is
not well documented. Survival rates of malignant vascular tu-
mors of bone are unknown.
Patients and methods. Angiosarcoma patients who referred

at Rizzoli Institute (1944-2009) and those from MSKCC from
1996-2009 were identified and analysed.
Results. Characteristics of the 73 patients included: 46 males:

27 females; median age 54 years (12-82); primary lesions sites:
femur (37%), pelvis (20%), tibia (16%), humerus (10%); sacrum
(7%), other (9%); primary lesion size >10 cm (55%); 45 (62%)
patients with localized disease and 28 (38%) with metastatic dis-

ease at presentation. 70% of patients underwent surgery, with
51% of patients achieving surgical complete remission (SCR).
Radiotherapy (RT) was administered to 30% of patients, and
chemotherapy (CT) to 41%.

With a median follow-up of 13 years (range 0.5-65), the 3-
year overall survival rate (OS) was: 50% for patients with local-
ized disease and 0% for patients with metastatic disease (p
<0.05); 59% in patients with SCR, and 0 for those with no SCR.
In localized patients 5-year OS was: 47% for males, 20% for fe-
males (p <0.05); 65% for patients under 26 years old, 38% for
adults (26-65 years), 17% for elderly patients (>65 years old) (p
= ns); 48% with CT, 35% with no CT (p = ns). RT was only
adopted in 6 patients with localized disease and no SCR; none of
them was alive at 5 years.
Conclusions. Metastatic bone angiosarcoma is always fatal.

The importance of SCR is emphasized in this cohort of patients.
Female have a poor prognosis. Given the high risk nature of
these tumors, it is not unreasonable to consider the use of adju-
vant chemotherapy for such patients, although the data from this
series showed only a trend towards a survival advantage for its
use.

L5* CAN OS-6 REPLACE PFS-6 ASA PRIMARY
ENDPOINT IN PHASE II STUDIES ON GLIOBLASTOMA
PATIENTS GIVENANTIANGIOGENETIC DRUGS?

Franceschi E.1, Tosoni A.1, Bacci A.2, Spagnolli F.3,
Bartolini S.1, DallʼOcca P.1, Poggi R.1, La Torre L.1,
Ermani M.4, Brandes A.A.1
1Medical Oncology Department, 2Neuroradiology Department,
3Radiotherapy Department, Bellaria-Maggiore Hospital, Azienda
USL, Bologna, Italy; 4Neurosciences Department, Statistic and
Informatic Unit, Azienda Ospedale-Università, Padova, Italy

Background. In the last decade, progression-free survival at 6
months (PFS-6) has been considered the best endpoint in phase II
trials on recurrent glioblastoma (GBM). However, since a “new
standard” of care was established by the EORTC/NCIC phase III
trial, no data have reported on the PFS-6 or overall survival (OS)
obtained with second line treatment following combined
RT/TMZ. Moreover, antiangiogenic agents might alter data on
response by repairing the blood-brain barrier and diminishing
contrast enhancement, thus precluding the accurate assessment of
any reduction in the tumor burden. The issue of a robust primary
endpoint for phase II studies is therefore still open. The aim of
the study was to evaluate outcome endpoints for second line
treatment at recurrence.
Methods. A retrospective analysis was made using a database

on 653 GBM patients (pts) followed prospectively between
5/2001 and 8/2008. Eligibility criteria: age ≥18 years; PS 0-2;
histological diagnosis of GBM; cytotoxic treatment at disease
progression after RT/TMZ. The log-rank test was used to evalu-
ate the significance of the prognostic variables, and the Cox mod-
el to ascertain any association between PFS and OS.
Results. 150 pts (median age: 52 years [24-76]) were enrolled.

MGMT methylation status, evaluable in 110 pts, was present in
38% of cases. Median OS was 18.5 months. At disease progres-
sion, 40 pts (27%) received temozolomide, 92 pts (61%), ni-
trosourea-based chemotherapy, and 18 pts (12%) other treat-
ments. At the time of recurrence, mPFS was 2.5 months (95% CI:
2.0-3.1), PFS-6 15% (95% CI: 9.5-21.3%, mOS 7.6 months (95%
CI: 6.9-8.3) and OS-6 64% (95% CI: 56.6-72.2%). In the Cox
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proportional hazard model, PFS with the second line treatment
was correlated with OS measured as from the start of the second
line treatment (p <0.0001).

Conclusions. The findings made in the present study, the first
in literature to evaluate outcome endpoints for a second line
treatment after RT/TMZ in GBM pts, confirm that a PFS-6 of
15% should be considered the cut-off for active cytotoxic drugs
in phase II studies on recurrent GBM. For antiangiogenic com-
pounds, OS-6 can be considered as a sound endpoint.

L6*ACTIVITYAND SAFETYOF DOSE-ADJUSTED
INFUSIONALCHOPCHEMOTHERAPYWITH
RITUXIMAB (DA-POCH-R) IN VERY ELDERLY
PATIENTSWITH POOR-PROGNOSTIC UNTREATED
DIFFUSE LARGE B-CELLNON-HODGKIN’S
LYMPHOMA

Franciosi V., Musolino A., Panebianco M., Vasini G.,
Salvagni S., Ardizzoni A.
Medical Oncology Unit, University Hospital of Parma, Parma, Italy

Background. This study was designed to assess the activity and
safety of dose-adjusted infusional CHOP chemotherapy with ritux-
imab (DA-POCH-R) in elderly patients with poor-prognostic un-
treated diffuse large B-cell non-Hodgkin’s lymphoma (DLBCL).

Methods. From April 2006 to November 2009, 23 patients,
aged ≥70 years, with an age-adjusted International Prognostic In-
dex (IPI) of 2 or 3, were enrolled. Only patients with left ventric-
ular ejection fraction (LVEF) ≥50% were allowed. DA-POCH-R
regimen was administered every 3 weeks for a minimum of six
and a maximum of eight cycles.

Results. Median patient age was 77 years (range 70-90); 83%
of patients had Ann Arbor stage III-IV disease. Median LVEF at
baseline was 62%. Four (17%) patients had history of abnormal
cardiovascular conditions. Twenty-one (91%) patients were
evaluable for response. The overall response rate was 90%, with
a CR rate of 57%. At 3 years, the overall survival and event-free
survival rates were 56% and 54%, respectively. Neutropenia
(48%) was the most frequent grade 3-4 adverse event (AE); no
grade 3-4 cardiac AEs were observed.

Conclusions. DA-POCH-R is an active and safe combination
therapy for patients aged ≥70 years with poor-prognostic untreat-
ed DLBCL. This regimen is a reasonable alternative for elderly
patients who are not considered to tolerate standard R-CHOP
treatment.

L7 PATIENTS TREATEDWITH RITUXIMAB-
CONTAINING IMMUNOCHEMOTHERAPYHAVE
PROLONGED LACK OFHUMORALRESPONSE TO
INFLUENZAVACCINEASSOCIATEDWITHA
PERSISTENT DEPLETION OF B MEMORYCELLS

Bedognetti D.1,2, Zoppoli G.1,3, Siffredi G.4, Zanardi E.4,
Massucco C.5, Sertoli M.R.4,5, Ferrarini M.4,5,
Boccardo F.4,5, Bruzzone A.1, Racchi O.6, Zupo S.5,
Messina M.4, Lia M.4, Caltabiano G.4, Provinciali N.4,
Blandini P.1, Sanguineti S.4, Ricci F.4, Schiavone G.4,
Marroni P.5, Ferraris A.M.1,5, Balleari E.1, Ansaldi F.7,
De Maria A.1,5

1Department of Internal Medicine, University of Genoa, Italy;
2Department of Transfusion Medicine, 3National Cancer Insti-
tute, National Institutes of Health, Bethesda (MD), USA; 4De-
partment of Oncology, Biology and Genetics, University of
Genoa, Genoa, Italy; 5Department of Medical Oncology, Nation-
al Cancer Research Institute, Genoa, Italy; 6Department of Inter-
nal Medicine, Villa Scassi Hospital, Genoa, Italy; 7Department of
Health Sciences, University of Genoa, Genoa, Italy

Background. Influenza vaccination is generally recommended
in non-Hodgkin’s lymphoma patients (NHL pts), but no data are
available about the activity of this vaccine after Rituximab-based
chemotherapy (R-CT).
Aim. To assess humoral response to influenza vaccine after R-

CT in complete remission NHL pts, as compared to healthy sub-
jects.
Methods. NHL pts without evidence of disease and that had

completed R-CT no less than 6 months before the accrual were
eligible. Healthy volunteers served as an age-matched control
group. All the subjects were vaccinated with the same commer-
cially available trivalent seasonal influenza vaccine. Hemagglu-
tinin inhibition assays were performed before and 4 weeks after
vaccination. The EMEA-parameters for assessment of vaccines
were determined for each strains: Seroconversion-
rate/Seroprotection-rate and Mean-fold-increase of antibodies
titers. B-lymphocytic subpopulations were also evaluated.
Results. During 2008/09 epidemic season, 31 patients (PTS)

and 34 healthy controls (CTR) were enrolled and analyzed. The
median time after R-CT administration was 29 months. 7/9
EMEA parameters were significantly lower in PTS group com-
pared to CTR group (p <0.05) and patients were not sufficiently
protected (Table 1). PTS that received Fludarabine-Rituximab
regimens had a high probability not to respond to vaccine (p
<0.05). Interestingly, while peripheral CD27- naïve B-cells were
present, CD27+ memory B-cells were significantly depleted
among the patients (p <0.0001) (Figure).
Conclusions. These results raise the concern that PTS treated

with R-CT, even though in complete remission or on follow-up
since a long time, may be at particular risk of infection. Careful
surveillance, during the seasonal flu spreading period is highly
advisable. The profound depletion in CD27+ B memory cells ob-
served in these patients may explain, in part, this humoral failure.
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Table 1
Antigens Parameters PTS CTR p value
A/H1N1 Seroconversion 29.0% 41.2% n.s.

Seroprotection 74.2% 94.1% <0.05
Mean-fold-increase 1,9 4.5 <0.01

A/H3N2 Seroconversion 22.6% 52.9% <0.01
Seroprotection 64.5% 94.1% <0.01

Mean-fold-increase 1.6 3.2 <0.05
B/HBNB Seroconversion 3.2% 29.4% <0.01

Seroprotection 22.6% 44.1% n.s.
Mean-fold-increase 1.3 2.4 <0.01

L8A PRIMARYOBSERVATIONAL ITALIAN NEURO-
ONCOLOGY: PROJECT OF EMILIA-ROMAGNA
REGION ON NEURO-ONCOLOGY (PERNO)

Tosoni A.1, Franceschi E.1, Mazzocchi V.1, DallʼOcca P.1,
Depenni R.2, Marcello N.3, Crisi G.4, Urbini B.5, Faedi M.6,
Mucciarini C.7, Guidetti D.8, Dazzi C.9, Pasini G.10,
Montanari L.11, Gamboni A.12, Baruzzi A.13, Brandes A.1 on
behalf of PERNO study group, Bologna, Italy
1Medical Oncology Department, Bellaria-Maggiore Hospital
Bologna; 2Medical Oncology Department, Azienda Ospedale
Università Modena; 3Neurology Department, Azienda Ospeda-
liera Santa Maria Nuova, Reggio Emilia; 4Radiology Depart-
ment, Parma Hospital, Parma; 5Medical Oncology Department,
Azienda Ospedale Università Ferrara; 6Medical Oncology De-
partment, Bufalini Hospital, Cesena; 7Medical Oncology De-
partment, Carpi Hospital, Carpi; 8Neurology Department, Pia-
cenza Hospital, Piacenza; 9Oncology Department, Santa Maria
delle Croci Hospital, Ravenna; 10Oncology Department, Rimini
Hospital, Rimini; 11Oncology Department, Lugo Hospital, Lu-
go; 12Oncology Department, Faenza Hospital, Faenza; 13De-
partment of Neurological Sciences, University of Bologna, Bo-
logna

Introduction. No previous Italian observational population-
based studies were available in neuro-oncology.

The aim of this observational study was to evaluate the clini-
cal presentation and therapeutic course of GBM patients resident
in Emilia Romagna, a region in Northeast Italy (3,983,346 inhab-
itants). The second objective was to promote an interdisciplinary
network for neuro-oncology research and the improvement of
healthcare in the region.
Methods. Medical specialists in Oncology, Neurology, Neuro-

radiology, Neurosurgery, Radio-therapy, Biomolecular, Anatomi-
cal Pathology, and Genetics throughout the region were invited to
participate in the project. They were asked to report all new adult
cases of GBM observed from January 1st 2009.
Results. From January 2009 until December 2009, 82 GBM

patients were diagnosed and registered in the study. There were
47 males, median age was 62 (range 33-76), and median KPS
was 90 (range 60-100). All patients underwent surgery, 7% had a
biopsy, 37% a total resection and 56% a partial resection. MGMT
methylation status was assessed in 38% of patients. Radiotherapy
data were available for 69 patients (84%). Among them 78%,
11% and 11% began treatment within 6, 7 and >7 weeks from
surgery. Temozolomide was given as concomitant treatment in
75% of the cases. Only 13% of GBM patients were enrolled in
clinical studies.

Conclusions. The preliminary findings obtained through the
study demonstrated a general adhesion to standard treatment
guidelines. However, only a few patients received molecular tu-
mor determination and were enrolled in clinical trials. Due to the
worst prognosis and to the rarity of the disease every effort
would be made to increase clinical trial enrolment.

L9 PMLEXPRESSION IN SOFT TISSUE SARCOMA:
PROGNOSTIC VALUE INALKYLATING
AGENTS/ANTHRACYCLIN BASED FIRST LINE
THERAPY

Silletta M.1, Vincenzi B.1, Perrone G.2, Santini D.1,
Grosso F.3, Frezza A.M.1, Rossi S.4, Russo A.5, Rabitti C.2,
Gebbia N.5, Badalamenti G.5, Casali P.3, Onetti Muda A.2,
dei Tos A.P.4, Tonini G.1
1Oncologia Medica, 2Anatomia Patologica, Università Campus
Bio-Medico, Roma, Italia; 3Oncologia medica, Istituto Nazionale
dei Tumori, Milano, Italia; 4Anatomia Patologica, General Hos-
pital, Treviso, Italia; 5Oncologia Medica, Università di Palermo,
Italia

Background. Soft tissue sarcoma are rare tumors, represent-
ing less than 1% of all adult neoplasias. Despite the progresses
done in the last decades, the prognosis of patients affected by
these aggressive tumors is still extremely poor. The present study
aims to assess PML value as prognostic factor and as a factor
predicting response to alkylating agents/anthracyclin based first
line therapy.

Methods. 111 patients affected by locally advanced and
metastatic soft tissue sarcoma have been selected and only cases
with paraffin blocks available were included. PML expression
was evaluated by IHC analysis in pathological samples and in the
corresponding normal tissue from each case. PML immunohisto-
chemical staining results were correlated with prognosis and with
radiological response to alkylating agents/anthracyclin based first
line therapy.

Results. PML expression was significantly reduced in syn-
ovial sarcoma (p <0.0001), in myofibroblastic sarcoma (p
<0.0001), angiosarcoma (p <0.0001) and in leiomyosarcoma (p =
0.003) when compared with the normal tissue. No significant dif-
ference was found between pleomorphic sarcoma (31.8 [95% CI:
16.7-41.0]) and the normal tissue control (p = 0.21). As for li-
posarcoma, PML expression was found significantly reduced in
mixoid liposarcoma (p <0.0001) and in dedifferentiated liposar-
coma (p < 0.0001), while no significant difference was detected
in pleomorphic liposarcoma (p = 0.51). The loss of PML expres-
sion was found to be correlated with TTP (p <0.0001), with me-
dian duration of response (p = 0.007) and OS (p = 0.02). No cor-
relation was found between PML expression and treatment effi-
cacy.

Conclusions. PML IHC expression was found to be signifi-
cantly downregulated in synovial sarcoma, myofibroblastic sar-
coma, angiosarcoma and leiomyosarcoma and its correlation with
prognosis was proven. Further studies are needed to evaluate its
possible predictive value and its utility in clinical practice.

L10 T-CELLLARGE GRANULAR LYMPHOCYTE
LEUKEMIA SUCCESSFULLYTREATEDWITH
IMATINIB MESYLATE
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Fedele R., Massara E., Moscato T., Cuzzola M., Dattola A.,
Rigolino C., Martino M., Console G., Irrera G., Messina G.,
Iacopino P.
Centro Unico Regionale Trapianti Midollo Osseo e Terapie Cel-
lulari “A. Neri”, Azienda Ospedaliera Bianchi-Melacrino-
Morelli, Reggio Calabria

Polyclonal or oligoclonal T-cell Large Granular Lymphocyte
(T-LGL) expansions occur in patients with viral infections, au-
toimmune diseases, malignancies, solid organ transplantation or
allogeneic hematopoietic stem cell transplantation (allo-HSCT).
Yang recently demonstrated that an autocrine PDGF regulatory
loop mediates survival of leukemic cells, suggesting that targeting
of downstream components of PDGF signalling may be a poten-
tial therapy of LGL leukemia. Similarly, recent studies showed
that patients with chronic Graft-versus-Host Disease (cGVHD)
scleroderma-like (SL) have autoantibodies against the PDGF re-
ceptor. We have diagnosed T-LGL clonal proliferation in two pa-
tients affected with cutaneous cGVHD SL. These patients have
been successfully treated with imatinib mesylate (IM), a molecule
that antagonizes tyrosine kinases that mediate fibrotic pathways,
including PDGFR. They are two men with acute myeloid
leukaemia who underwent allo-HSCT from HLA-matched sibling
donor. After allo-HSCT, they suffered from cutaneous cGVHD
SL associated with an expanded clonal population of CD3+/CD4-
/CD8+/CD57+ T-cells of donor origin. Clonality was assessed by
analyzing the rearrangement of the T-cell receptor (TCR) gamma
gene (region VJ-A). Because of the cGVHD, the patients under-
went IM according to the protocol “Imatinib Mesylate in the
treatment of refractory extensive cGvHD with features Scleroder-
ma-like” (Eudract no. 2007-001508-19). During IM treatment,
both patients displayed improvement of cutaneous sclerosis and
clearance of T-LGL clonotype. After IM discontinuation, one of
patients maintained clinical and biological benefit for 4 months
(time of last follow-up), while the other patient quickly experi-
enced a worsening both cGVHD and T-LGL expansion. This sec-
ond patient restarted IM obtaining clinical and laboratory results
similar to those observed after the first TKI course.

We think that IM acts in cGVHD and T-LGL leukemia with
the same mechanism antagonizing PDGF pathway and it could
be a good option for T-LGL leukemia that complicates allo-
HSCT, particularly in patients affected by cGVHD. Because
there are no effective therapies in aggressive forms of T-LGL
leukemia, we think that further studies are needed about the use
of TKI in these patients.

L11 ANALYSIS OF RESULTSAFTER TREATMENT OF
BRAIN TUMORSWITH THREE-DIMENSIONAL
CONFORMALRADIOTHERAPY (3D-CRT) AND ORAL
CHEMOTHERAPY

Levote M.*, Santoro M.*, Cicero G.°, Condemi G.°°,
Citrino A.*, Naso E.*, Spagnolo F.*, Mirabelli R.*,
Greco E.**, Arena M.G.§, Molica S.*, Pingitore D.*
*Department of Hemato-Oncology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unit of Medical Oncology, Hospital of
Castrovillari; °°Operative Unit of Medical Oncology, Hospital of
Siderno; **Operative Unit of Medical Oncology, Hospital of
Lamezia Terme; §Operative Unit of Medical Oncology, Hospital
of Tropea

Objectives. We have appraised the overall survival (OS), the
relapse-free survival (RFS) and the toxicity in 51 patients affect-

ed from brain tumors, submitted to surgical resection for astrocy-
tomas and glioblastoma multiforme and subsequent ra-
diochemotherapy.
Materials and methods. Between 2005 and 2009, 42 patients

with brain tumors were treated at “Hospital Pugliese-Ciaccio”,
Catanzaro. For our study eligible patients have been considered
with cerebral astrocytomas and glioblastoma multiforme, histo-
logically confirmed, not previously essays and with a perfor-
mance status according to Karnofsky superior to 50. All the pa-
tients have been submitted to surgery the most radical possible.
Later around 21 days, the patients received 3D-CRT and con-
comitant chemotherapy (temozolamide, 75 mg/m2) for all
through the radiant treatment. Statistical analysis was made ac-
cording Kaplan-Meier method regarding the OS and RFS. The
Table 1 shows the clinical characteristics of the patients included
in the present study, while the Figure 1, 2 and 3 show some phas-
es of the 3D treatment planning.

Table 1 - Clinical characteristics of patients analyzed
All patients 42
Sex

Male 31
Female 11

Age, in years, median 55
(range) (22-73)

Histology
astrocytomas 18
glioblastoma multiforme 24

RT dose
6600 cGy 6
≤6000 cGy 36

Follow-up time, in months, median 5.5
(range) (1-39)

Figure 1 - Treatment planning: contouring with MRI.



L12 BRCA2 GERMLINE MUTATIONAND RISK OF
LYMPHOMA

Adami F., Carbonardi F., Iridile C., Zamagni D.,
Cengarle R., Cavazzini G., Aitini E.
Ematology and Oncology Department, Mantova, Italy

The inactivation of the pathway containing the BRCA1 and
BRCA2 proteins would increase the risks for lymphomas and
leukemias (Friedenson J, BMC Cancer, 2007). In people who do
not have BRCA1 or BRCA2 gene mutations, the encoded proteins
prevent breast/ovarian cancer. However BRCA1 and BRCA2 pro-
teins have multiple functions including participating in a pathway
that mediates repair of DNA double strand breaks by error-free
methods. Inactivation of “BRCA pathway” due to a gene mutation
should inactivate this error-free repair process. DNA fragments
produced by double strand breaks are then left to non-specific
processes that rejoin them without regard for preserving normal
gene regulation or function, so rearrangements of DNA segments
are more likely. These rearrangements are typically associated
with some lymphomas and leukemias. The evaluation of the risks
for cancers other than breast and ovarian in BRCA1-2 mutations
carriers were performed in only one case-control studies (Kadouri
H, Med Genet, 2007). In this study the HR for lymphoma was
11.9 (95% CI 3.1 to 46.2%, p = 0.001) in BRCA2 carriers. In 10%
of our BRCA2 carriers patients (3/28 pts) we performed lym-
phoma disease. In 17 mutated families we have 12 STOP-code-
mutations with premature interruption in protein synthesis. Two
lymphoma cases arise in BC/OC patients. In two patients we per-
formed BRCA2’s breaking mutation (1466delT, 429 Stop) and
BRCA1’s unknown variant (3768T/C, Ser1217Leu).

The double alteration promotes the premature age of disease’s
onset and the association of several tumors in the same patient.
Our results suggest a role for BRCA2 mutations in lymphoma dis-
ease risk in a subgroup of BC/OC affected carriers. A correct sur-
veillance in the BRCA2 carriers patients BC/OC affected including
physician examination for the evaluation of superficial lympho-
nodes status and the anamnesis for the systemic symptoms.

L13 A LINKED DONOR RECIPIENT STUDYTO
EVALUATE BAND C HEPATITIS VIRUS
TRANSMISSIONAND LIVER DYSFUNCTIONAFTER
ALLOGENEIC BONE MARROWTRANSPLANTATION

Console G., Scaramozzino P., Surace R., Irrera G.,
Martino M., Messina G., Moscato T., Fedele R.,
Massara E., Pucci G., Cuzzola M., Pontari A.,
Callea I., Dattola A., Garreffa C., Spiniello E., Meliadò A.,
Rigolino C., Iacopino O., Cannatà M.C., Marcuccio D.,
Iacopino P.
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Results. At December 2009, 42 patients with a median age at
diagnosis of 55 years (range 22-73 years) were analyzed. Of
these, 31 (72%) were males and 11 (28%) females. Six patients
received 6600 cGy, 27 patients 6000 cGy and the remaining pa-
tients doses between 5000 and 5600 cGy. The average follow-up
time was 5.5 months (range 1-39 months). The OS results better
in the patients essays with superior doses to 6000 cGy. Acute tox-
icity has consisted only in a thrombocytopenia that has not need-
ed any therapy. The extension of the surgery, the KPS >70 and
total dose have shown a statistically meaningful incidence on the
OS and on RFS.
Conclusions. In summary, our data confirm the good present

results in literature in the care of brain tumors using a combina-
tion of 3D-CRT (total dose >6000 cGy) and chemotherapy. The
association of 3D-CRT and oral chemotherapy is well borne by
patients.

Figure 2 - Treatment planning: contouring with PET-CT.

Figure 3 - Treatment planning: DRR.
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Bone Marrow Transplant Unit, Azienda Ospedaliera Bianchi-
Melacrino-Morelli, Reggio

In pairs patient/donor (pt/don) with HBV+ or HCV+, allo-
geneic transplant is at high risk of developing severe HBV and
HCV reactivation. The risk would be even higher if unrelated
donor is used. The reduced-intensity is similar, because they are
equally immunoablative. No studies have systematically deter-
mined the impact of HBV+ or HCV+ of don or pt. Between
March 1993 and March 2010, a total of 178 pairs donor/recipient
were included in the study, 151 with related donor, 27 with unre-
lated donor. HCV RNA and HBV DNA PCR and serologic mark-
ers were tested for pt and don. 161 pairs (90.4%) were negative
for all markers, 17 pairs (9.6%) were positive, 2 (1.1%) both don
and pt, 7 (3.9%), only don was positive, 8 (4.5%) the pt was posi-
tive. About don, 5 were positive for HBV markers, 4 for HbcAb,
1 was inactive carrier, 4 were positive for HCV markers (2 HCV
Ab+, 2 HCV RNA+); about pt, 7 were HBV positive (5 HbcAb+,
1 was active carrier, 1 was inactive carrier), 1 HCV Ab+, 2 had
coinfection. The outcome of Hepatitis C was: in two pairs with
don positive and pt negative, 1 pt is alive with infection, 1 pt ear-
ly died for acute GVHD, in two pairs with don negative and pt
with coinfection HBV+HCV+, both pts are alive in treatment
with Lamuvidine or Adenofovir. In conclusion, 3 pts of 4 are
alive at +11, +12, +15 years after allo-SCT, with not evidence of
clinical flare of HCV infection. About Hepatitis B, in 1 pair with
HBV DNA +, both pt and don, the pt was in preemptive treat-
ment with Tenofovir, is alive with Hbsag+ HBV-, in 2 pairs with
pts Hbsag+ and don seronegative, in post transplant the pts are
Hbsag+ HBVDNA- and alive in treatment with Lamuvidine. In 4
pairs with don HbcAg+ 2 pts, 1 in therapy with Entecavir and 1
in therapy with Lamuvidine, are not evaluable because developed
aGVHD and Graft failure respectively, 2 pts in therapy with
Lamuvidine are alive and the postransplant status is HbcAb+,
HbsAb-, HbvDNA-, in 4 pairs with don HbcAb+ HbsAb + and
the pts negative, 1 pt in treatment with Lamuvidine died early for
acute liver necrosis, 3 are alive, 1 seronegative, 2 with Hbcab+
and HbsAb+ in preemptive treatment with Lamuvidine (2 pts) or
Entecavir (1 pt). In conclusion, HBV infection and HCV infec-
tion do not seem increase the rate of aGVHD, cGVHD, VOD.
HBV and HCV infection do not prohibit BMT, but hepatitis virus
infection can cause liver dysfunction and active prophylaxis of
hepatitis virus infection remains necessary in accordance with
guidelines.

L14 BEVACIZUMABAND FOTEMUSTINE IN
RECURRENT HEAVILY PRETREATED HIGH-GRADE
GLIOMAS: A SERIES OF 13 CASES

Lolli I.1, Cimmino A.°, Carella A.2, DeTommasi A.a,
Calace A.a, Cascardi P.a, Logroscino A.1, Colamaria A.a,
Salvati A.2, Ingravallo G.°, Piombino M.3, Troccoli G.1

1Medical Oncology,°Pathology, 2Neuroradiology, aNeurosurgery,
3Radiotherapy, University of Bari

Background. Recently, Bevacizumab (BV), a neutralizing
monoclonal antibody to vascular endothelial growth factor
(VEGF), has demonstrated promising therapeutic benefit in re-
current malignant gliomas (MG) patients, with or without
chemotherapy.

In this study, we report on the efficacy of BV plus Fotemustine
(FTM), a third-generation nitrosourea, as rescue therapy in a case
series of 13 patients with recurrent, heavily pretreated high-grade
MG.

Methods. Standard therapy with surgical resection followed
by adiuvant chemotherapy and radiation had failed in all 13 pa-
tients (GBM, n = 9; grade 3 MG, n = 4). The median number of
therapies applied, including initial surgery, was 5 (range 3-7 ther-
apies). 4 pts underwent repeated surgery.

BV was administered on days 1 and 15 at 10 mg/kg and FTM
on days 1 and 8 at 75 mg/m2 (induction phase), followed by a 3
weeks rest period.

Control MRI scan with post-Gd T1 weighted and FLAIR se-
quences was obtained 5 weeks after initiation of the treatment.

Maintenance therapy(BV 15 mg/kg and FTM 75 mg/m2 every
3 weeks) was started in non-progressive patients. Follow-up MRI
scan was performed every 3-4 cycles.
Results. 10/13pts (6 GBM; 4 MG) (77%) had partial response,

3/13 pts (23%) had stable disease.
Disease progressed in 8 patients (6 GBM; 2 MG) despite an

initial response with local (4) or multifocal (1) recurrence or pro-
gression of predominantly non-enhancing tumor (3).

The PFS-6 was 46%; median PFS was 24 weeks.
1 GBM patient underwent repeated surgery after 11th treatment

cycle for growing non-enhancing mass in the right frontal lobe.
Pathological examination revealed only radionecrosis, lack of in-
filtrative glioma and vascular “normalization” with thin-walled
and evenly distributed vessels, result of anti-angiogenic treat-
ment.

The therapy had acceptable toxicity with no >grade 3 haema-
tological toxicity and no CNS haemorrhages.
Conclusions. Bevacizumab plus fotemustine was well tolerat-

ed in this relapsed, heavily pretreated series of patients with high-
grade malignant gliomas and was associated with encouraging
anti-tumor activity.

L15 RELATIONSHIP BETWEEN CD34+ CELLDOSEAND
EARLY IMMUNOLOGICALRECOVERY IN PATIENTS
WITH NON-HODGKIN’S LYMPHOMAANDMULTIPLE
MYELOMAUNDERGOINGAUTOLOGOUS
PERIPHERALBLOOD STEM CELL
TRANSPLANTATION: A PROSPECTIVE STUDY

Moscato T., Fedele R., Massara E., Messina G.,
Console G., Irrera G., Martino M., Cuzzola M., Spiniello E.,
Dattola A., Garreffa C., Iacopino P.

Centro Unico Regionale Trapianti di Cellule Staminali e Terapie
Cellulari “A. Neri”, Azienda Ospedaliera Bianchi Melacrino
Morelli, Reggio Calabria

The objectives of study were to evaluate the effect of a large
number of infused CD34+ cells on the early immunological re-
covery (IR) after autologous stem cell transplantation (ASCT).
The primary endpoint was a day 15 absolute lymphocyte count
(ALC-15) >500 cell/µl and the second was a day 15 natural killer
count (NK-15) >80 cell/µl. We analyzed prospectively 23 pa-
tients with non-Hodgkin’s Lymphoma and 26 pts with Multiple
Myeloma with respect to the number of CD34+ infused. The pa-
tients were divided into four groups, two for each disease, in ba-
sis of CD34+ cells higher or lower 6x10E6/kg (median number
of CD34+ infused were 7.4 and 5.4 for LNH; 7.2 and 5 for MM).

In the MM, for patients infused cell >6x10E6/kg, 5 pts (41%)
on 12 obtained the endpoint for ALC-15 and 5 pts (35%) ob-
tained the endpoint for NK-15, same infusing cell <6x10E6/kg, 6
pts (42%) on 14 obtained the first endpoint and 6 pts (42%) the
second endpoint. In the LNH, for patients infused CD34+ cell
>6x10E6/kg, 5 pts (38%) on 13 obtained the endpoint for ALC-
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15 and 5 pts (38%) obtained the endpoint for NK-15, on the con-
trary infusing CD34+ cell <6x10E6/kg, 1 pt (10%) on 10 ob-
tained the first endpoint and 1 pt (10%) obtained the second end-
point.

Myeloma’s patients, also increasing cell dose, don’t show sig-
nificant differences in the early IR. Yet all these patients received
a substantial cell dose and this may have reduced the differences.
On the contrary in lymphoma’s patients the increase of CD34+
dose was associated with better immunological outcome. The dif-
ferent results may be due to different schedules of chemotherapy,
mobilizing drugs or pretransplant conditioning regimen or even
that patients with MM are subjected to double autologous trans-
plantation.

A threshold number of CD34+ should not be the only parame-
ter considered for a good IR and a positive clinical outcome but
could be needed new mobilizing drugs to improve the quality of
the graft.

L16 NON-HODGKIN’S LYMPHOMA IN VERY ELDERLY
PATIENTS (>80 YEARS): A SINGLE INSTITUTION
EXPERIENCE

Faricciotti A., Vismara A., Belloni P., Candido P.,
Corradini G., Cozzi C., Della Torre S., Toniolo D.,
Zannier F., Bollina R.
Oncology-Hematology Unit, A.O. “G. Salvini”, Rho Hospital,
Rho (MI)

Background. The life expectancy of the overall population
in Italy has grown impressively, and further increases are pro-
jected. The incidence of non-Hodgkin’s lymphoma (NHL) has
been found to increase 10% per year. In Europe >50% of new
NHL cases occur in patients older than 65 years. It is assumed
that very elderly NHL patients, older than 80 years, are more
difficult to get on treatment, requiring a specific management.
Most of the studies, however, have focused on patients aged be-
tween 60 and 80 years with NHL. Age has been identified as
one of the strongest adverse prognostic factors of NHL. Numer-
ous studies described that older age was significantly correlated
with shorter survival. This shorter survival has been related
mainly to a trend in prescription of weaker treatments assumed
better tolerated and a poorer tolerability of standard treatments
widely due to the presence of concomitant diseases. We iniziat-
ed a a retrospective analysis in patients older than 80 years re-
ferred in our institution for a diagnosis of NHL and treated with
curative intention with chemotherapy (CT) and/or radiotherapy
(RT).

Patients and methods.We reviewed the records of 7 NHL pa-
tients older than 80 years (4F/3M; median age: 83 years, range
80-91) treated with CT and/or RT in our institution from January
2008 to January 2010.

Results.Among these patients 4 (65%) had aggressive NHL, 3
(35%) had indolent NHL. Advanced-stage or “bulky” disease
was noted in 5 (75%) patients. Two patients (25%) had a poor
performance status (PS) with ECOG score 2 or >2 and 4 (60%)
had an intermediate or high risk International Prognostic Index
(IPI). 6 (85%) patients were treated with CT and 2 (25%) with
RT alone or in combination with CT. All patients received full-
dose therapy, but only 25% completed the expected cycles of
combination chemotherapy. The overall response rate was 100%
(complete 35%, partial 65%). Only two patients (25%) had 3-4
WHO grade toxicity.

Patient Age Type Stage PS IPI Therapy Response WHO
ECOG (No. cycles) (CR or PR) tox 3-4

D.A. 81 DLBCL IVB 1 2 R-CVP (6) CR No
D.F. 81 DLBCL IVB 1 2 R-CVP (6) PR Yes
F.M. 90 DLBCL I A 2 3 R-CVP(2) PR No

bulky + CP os CR No
G.L. 86 FL I A 1 1 RT-if
V.F. 80 FL I A 1 1 R-CVP (2) CR No

bulky + RT-if
D.P. 80 FL I A 1 1 R-CVP (2) PR No

bulky
E.M. 80 DLBCL I A 2 2 R-CVP (1) RP Yes

DLCBL = Diffuse Large B-Cell Lymphoma; FL = Follicular Lymphoma;
R = Rituximab; C = Cyclofosfamide; V = Vincristin; P = Prednisone; RT-
if = Radiotherapy involved field.

Conclusion. In our experience very elderly NHL patients who
have good PS can tolerate immuno-chemotherapy at standard
dose but often with reduced number of cycles. Toxicity is not
high and overall response rate is very good.

L17 TOLERABILITYOFHIGH-DOSE INTERFERON
ALFA2B (HD-IFN) TREATMENT IN HIGH RISK
MELANOMA

De Maio E.1, Alfieri S.1, Della Vittoria Scarpati G.1,
Sabbatino F.1, Pepe S.1, Matano E.1, Staibano S.2,
Molea G.3, Scalvenzi M.4, Cimminiello C.1

Dipartimenti di 1Endocrinologia e Oncologia Molecolare e Clin-
ica, 2Anatomia Patologica, 3Chirurgia Plastica, 4Dermatologia,
Università degli studi di Napoli “Federico II”

The aim of the study is to analyze the tolerability of HD-IFN
treatment in high risk melanoma. From 2004 to present, 30 pa-
tients (15 males and 15 females) with a median age of 49 years
(range 22.2-70.4) have been treated with HD-IFN as adjuvant
treatment. Primary cutaneous melanoma was diagnosed in 26 pts
(86.7%), then in 4 pts (13.3%) the primary site was unknown.
TNM stage distribution was: 5 pts (16.6%) IIB, 4 pts (13.3%)
IIC, 7 pts (23.5%) IIIA, 6 pts (20%) IIIB, 4 pts (13.3%) IIIC and
4 pts (13.3%) IV. Patients received 4 weeks induction treatment
of IFN (20 MU/m2 e.v. 5 days/week), followed by subcutaneous
IFN (10 MU/m2 s.c. 3 times/week for 48 weeks). Toxicity was
recorded according to the NCI-CTC.

Twenty-eight pts (93.3%) completed the induction treatment;
1 pt (3.3%) received only 3 weeks of treatment for recurrent G3
neutropenia, then only 1 pt (3.3%) stopped the treatment for atri-
al fibrillation. Four pts (13.3%) received ≤50% of the scheduled
dose and 26 pts (86.7%) >50% (mean dose 64.24%). Twenty-
nine pts started the subcutaneous regimen. Four patients are still
in treatment; therefore we considered 25 patients for the analysis
of post induction therapy. Twenty-two pts (88%) received ≤50%
of the scheduled dose and 3 pts (12%) >50%. Only 4/25 pts
(16%) completed the treatment of 48 weeks (mean dose 57.89%).
For the other pts the average duration of the subcutaneous treat-
ment was 23.6 weeks (mean dose 22.97%).The most important
adverse effects were grade 3-4 neutropenia in 13 pts (43%),
grade 3 hypertransaminasemia in 10 pts (33%), grade 3-4 hyper-
triglyceridemia in 1 pt (3.3%). Grade 1-2 “flu-like syndrome”
was experienced by 21 pts (70%). After a median follow-up of
17.8 months 12 pts (40%) relapsed and 5 (16.6%) died.

Our data underline the low compliance of HD- IFN schedule
as adjuvant treatment in high risk melanoma.
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L18 TREATMENT OF RECURRENTMALIGNANT
GLIOMAS (GBM)WITH FOTEMUSTINE

Savio G., Leonardi V., Laudani A., Alù M., Usset A.,
Palmisano V., Pepe A., Ignoto A., Agostara B.
Department of Oncology, ARNAS CIVICO, Palermo, Italy

Background. Malignant Gliomas are the most common types
of malignant primary brain tumors. Despite progress of treatment
the median survival is 12 to 15 months, but for patients with recur-
rent GBM median overall survival is 6-8 months. No standardized
salvage treatment has proved effective in GBM and the aim of the
treatment is palliation with improvement in the quality of life.

Patient and methods. The aim of this study is to assess the
feasibility and the effectiveness of second line Fotemustine
chemotherapy in patients with recurrent Glioblastoma after stan-
dard primary treatment. 20 patients with relapsed malignant
glioma underwent second line chemotherapy with Fotemustina
(three weekly doses 100 mg/m2 followed after a 5 weeks rest by
Fotemustina 100 mg/m2 every 3 weeks).

Results.All patients completed the induction period. In six pa-
tients was observed partial remission, in five patients stable dis-
ease. Median progression free survival was 26 weeks, median du-
ration of response and/or stabilization was 24 weeks. Median sur-
vival from the beginning of Fotemustine chemotherapy was 7.3
months. The main toxicity was hematological: thrombocytopenia
and leucopenia.

Conclusion. Fotemustine second line treatment for recurrent
glioblastoma was safe and effective with few manageable hema-
tological toxicities.

L19 GLIOBLASTOMAMULTIFORME: A
RETROSPECTIVEANALYSIS

Bianchi E.°, Bruschi D.*, DallʼAgata M.°, Gentili G.§,
Guiducci G.^, Faedi M.*
°IRST, Istituto di Ricerca per lo Studio e la cura dei Tumori
(Meldola); *U.O. Oncologia, Ospedale Bufalini, Cesena; §IOR
(Istituto Oncologico Romagnolo); ^Neurochirurgia, Ospedale
Bufalini, Cesena

Glioblastoma (GBM) is still the most malignant primary brain
tumor in adults.

After more than 30 years without change in the results of treat-
ment of glioblastoma (GBM), today radiation therapy (RT) and
concomitant chemotherapy (CHT) with temozolomide improve
the outcome of the disease with acceptable hematologic toxicity.

Aim. To evaluate retrospectively the treatment and survival
data for patient treated between 1-01-2003 and 30-07-2009 in
neuro-oncology unit in Cesena.

Material and methods. 77 patients with newly diagnosed and
histologically confirmed GBM were treated with RT+ concomi-
tant CHT with TMZ.

Median age was 59 years (range 24-76) 51 males and 26 fe-
males.

Complete surgical resection, partial resection or biopsy was
performed in 48, 15 and 14 patients respectively.

Results.At a median follow-up of 24 months (range 2-36) me-
dian survival was 17 months; PFS was 8 months.

Conclusion. These data confirm that following the protocol of
the EORTC trial in daily clinical practice improves survival and
patient compliance. Our experience confirmed the importance of
multidisciplinary team.

L20 EXTRA-SKELETALMYXOID CHONDROSARCOMA
IN THE LUNG: ACASE REPORT

Bernardini I., Giardina D., Rossi G.°, Ruggiero C.*, Artioli F.
Oncology Department, “Ramazzini Hospital of Carpi (MO);
°Section of Pathologic Anatomy, *Department of Surgery and
Surgical Specialties, Policlinico di Modena

Extra-skeletal myxoid chondrosarcoma (EMC) is a genetically
distinct sarcoma with a propensity for local recurrence and
metastasis despite an indolent course.

We present a 59 years old male, admitted in our hospital in
May 2008 because of hemoftoe and dry cough. Computed To-
mography (CT) showed a bilobated mass in the right upper lobe
of the lung, measuring 28 x 17 mm; ground-glass areas were also
present in peri-lesional lung. In the same site a positron-emission
tomography (PET) showed an area of slight uptake. In June 2008
thoracoscopy was performed; bioptic samples showed bloody
and cerebral-like substance.

Histologic examination seemed to exclude a neoplastic dis-
ease, and a following CT evaluation showed a regression of the
lesion. However, a revision of the histologic sample was sugges-
tive for an unclassified myxoid tumor, suspected for low grade
sarcoma. So, according to the surgeon, we decided for a tight
control. In May 2009, a pseudo-nodular and poly-cyclic lesion
(46 x 26 mm) appeared in the superior lobe of the right lung. In
the same site, a new PET examination showed a slight and dif-
fuse uptake. Patient underwent upper right lung lobectomy, with
excision of ilo-mediastinal lymph nodes. Histologic examination
showed a mesenchimal tumour, with abundant myxoid matrix,
compatible with medium-high grade EMC. Immunostains
showed: MIB1 of 20%; smooth muscle aktin and estrogenic re-
ceptor were positive; while pan-keratin, AE1/AE3, CAM 5.2, S-
100 protein, and GFAP were negative. Perilesional tissue showed
wide areas of chronic alveolar haemorragy, justifying the ground-
glass-like CT images. The tumour’s growth within the lung sug-
gests its metastatic nature, being the primary lesion not yet iden-
tified. Otherwise, at our knowledge, the present was the third de-
scribed case of pulmonary EMC. At present, the patient is disease
free.

Surgery still stands as the primary treatment for EMC; howev-
er, it is rarely curative with a high tendency to local recurrence;
additional value of chemotherapy is still doubtful. Therefore a
tight control is mandatory in every patient.

L21 UNUSUALCLINICAL PRESENTATION OF
FIBROSARCOMAOFTHE HEART: CASE REPORT

Giardina D., Longo L., Bernardini I., Artioli F.
Oncology Department, “Ramazzini” Hospital of Carpi (MO)

We present a 44-year old female patient who came at our clini-
cal examination for a relevant urticaria syndrome. The patient,
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with a positive familiar history for LNH, performed firstly a CT-
PET assessment which showed a mild accumulation of radio-la-
belled drug in correspondence of the posterior leaflet of the right
cardiac atrium. Following this report abdomen and chest-wall
CT-scan, heart MRI, echocardiography were also conducted. A
mass of about 2 cm was seen in the interatrial septum.

The patient was admitted for surgery with a tentative diagnosis
of mixoma. The mass infiltrating the interatrial septum was com-
pletely resected and plastic reconstructive surgery was done. His-
tology indicated low-grade primary atrial fibrosarcoma diagnosis.
Therefore adjuvant chemotherapy was not planned. Since 10
years the patient is routinely performing clinical and instrumental
assessments. Patient is still free-disease and without urticaria-like
symptoms.

To our knowledge, this is the first case of cardiac tumor with
urticaria syndrome reported in the international literature.

Cardiac fibrosarcoma is a rare malignant tumor originating
from the mesenchymal structures of the heart. The overall inci-
dence of fibrosarcoma within the group of malignant cardiac tu-
mors is estimated at about only 3.3%. Echocardiography, CT, and
MRI applications give an accurate indication about localization,
size, shape, point of insertion, mobility, and whether the lesion is
sessile or pedunculated. Surgery still stands as the primary treat-
ment for cardiac fibrosarcoma; however, it is rarely curative, ad-
ditional value of radiotherapy and chemotherapy is still doubtful.

The primary fibrosarcoma of the heart is a rare tumor with an
incidence of only around 3% within the group of malignant car-
diac tumors. Diagnosis is often delayed because of non-specific
symptoms. In spite of surgery and several possible postsurgical
adjuvant strategies, survival is poor.

L22 SINGLE NODULAR LIVER LESION IN MULTIPLE
MYELOMAMIMICKINGAKLATSKIN TUMOR: ACASE
REPORT

Pasquini M.C.1, Ragazzi A.2, Inzoli A.1, Motta E.1, Fiorini G.1
1U.O. Medicina Generale, 2U.O.C. Farmacia Ospedale Mag-
giore, Crema

Background. Plasma cell infiltration of the liver can be de-
tected in up to 45% of multiple myeloma (MM) at autopsy main-
ly as diffuse sinusoidal infiltration and less frequently in form of
multiple nodules. Ultrasound imaging is unable to detect a dif-
fuse infiltrative pattern, so liver biopsy is essential to make a di-
agnosis. A few cases have been reported of massive plasma cell
infiltration of the liver leading to non obstructive cholestasis with
progression to liver failure. Plasmacytoma as a single mass is less
common: this entity can be detected by ultrasound imaging as a
space-occupying lesion that mimics metastatic tumor. Rare cases
of MM show acute liver disease.
Aims. We report an unusual case of a patient with MM which

had a single hepatic lesion mimicking Klatskin tumor.
Methods. A 79 years old man had been diagnosed with MM

IgG-κ in June 2008 and was treated with 2 therapeutic lines. In
October 2009 he reported acute abdominal pain, anorexia and de-
veloped worsening jaundice. The liver function tests revealed to-
tal bilirubin 5.91 mg/dl (direct bilirubin was 5.02 mg/dl), gam-
ma-glutamyltransferase 899 UI/l, alkaline phosphatase 674
mU/ml. An abdominal ultrasound imaging documented hypere-
cogenic solid tissue involving biliary ducts. ERCP confirmed
common hepatic duct stenosis. Klatskin tumor, a cholangiocarci-
noma of the hepatic hilar duct tract as second neoplasia was sus-
pected. A fine-needle aspiration of the lesion was performed un-

der echographic control and cytology surprisingly showed pleo-
morphic plasmacytoid cells.
Results. The patient was treated with bortezomib and high

dose of dexamethasone, but his clinical condition progressively
worsened and he died in November 2009 with clinical findings of
small bowel ischemia.
Conclusions. The number of clinically reported cases of bil-

iary duct involvement with MM is low, therefore it is difficult to
ascertain the prognosis of this clinical presentation of the disease
or its response to therapy. The optimal approach in managing
these cases can only be standardized after studying a larger num-
ber of patients.

L23 PREDICTIVE FACTORS OF RESPONSE TO THE
TREATMENTWITH RADIOTHERAPYAND
TEMOZOLOMIDE IN GLIOBLASTOMA

Durante O.*, Santoro M.*, Mirabelli R.*, Cicero G.°,
Condemi G.°°, Citrino A.*, Spagnolo F.*, Battaglia C.*,
Greco E.**, Molica S.*, Pingitore D.*
*Department of Hemato-Oncology, Hospital Pugliese-Ciaccio,
Catanzaro; °Operative Unity of Medical Oncology, Hospital of
Castrovillari; °°Operative Unity of Medical Oncology, Hospital
of Siderno; **Operative Unity of Medical Oncology, Hospital of
Lamezia Terme

Despite the efforts to improve the standard treatment [surgery,
radiotherapy (RT) and chemotherapy], at present, the median sur-
vival of patients with glioblastoma (GBM) is poor and most pa-
tients die for local recurrence. In 2005, the trial of EORTC/NCIC
has established that the treatment with concomitant temozolo-
mide (TMZ) and RT (plus adjuvant TMZ) has increased the over-
all survival from 10% (after the RT alone) to the 26% (after com-
bined treatment). This benefit however is not reached in all pa-
tients, because of the presence of molecular abnormality among
the patients and also inside the same patient. Hegi (2004) has re-
ported that the mechanism of action of the TMZ resides in the
alkylation of the DNA (position O6 of the guanine): such damage
comes in the normally by the O6-methyl guanine-DNA methyl
transferase (MGMT). The MGMT is implicated in the tumoral
resistance since it is partially able to invalidate the effect of the
alkylant agents on the O6 guanine. Hegi (2005) has brought that
the patients, treated with TMZ + RT in which the promoting gene
of the MGMT is methylated, show a median survival (at 2 years)
of 46%, in comparison to those essays with RT alone, for which
instead the survival is of 23%. In the patients that present the pro-
moter gene unmethylated survival, at 2 years, after treatment
with TMZ + RT, is of 14%. Chakravarti in 2006, using a panel of
four primary human glioblastoma cells, reported that TMZ “en-
hances radiation response most effectively in MGMT-negative
glioblastomas by increasing the degree of radiation-induced dou-
ble-strand DNA damage. In MGMT-positive glioblastomas, de-
pletion of MGMT by the addition of the O(6)-benzylguanine sig-
nificantly enhances the antitumor effect of concurrent radiation +
temozolomide.” Moreover, the TMZ expounds also its function
alkylant in the respects of the position N-7 of the guanine and the
position N-3 of the adenine, whose damages are mended then by
enzymes of the family of the PARP. The latter two are repaired
by enzymes in the base excision pathway, which can be inhibited
by PARP inhibitors. At present, are ongoing clinical trials using
MGMT or PARP inhibitors to overcome the TMZ resistance
(Weller, 2005). To improve the results it is necessary to work on
two directives:
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1) modulation or inactivation of the MGMT (Chakravarti,
2006; Weller, 2005; Metha, 2005) through:

a) continuous TMZ
b) addition of 0 (6)-benzylguanine
c) PARP inhibitors
d) agents sensitizing both the effect of RT and TMZ (MGd)
2) use of molecular targeted therapies (Chakravarti, 2004;

Reardon 2004) through
a) radiosensitization with PI3K Inhibition
b) VEGF inhibitors
c) EGFR pathway
In conclusion, in the treatment of glioblastoma, further studies

are needed to the purpose to integrate basic research and clinical
practice.

L24 KAPOSI’ S SARCOMATREATED CONTINUOUSLY
FORABOUT THREE YEARSWITH VINBLASTINE
WITH GOOD DISEASE CONTROL: ACASE REPORT

Rizzo P., Nacci A., Mazzoni E., Calvani N., Orlando L.,
Sponziello F., Schiavone P., Fedele P., Cinefra M., Cinieri S.
U.O.C. Oncologia, Ospedale “Senatore Antonio Perrino”, Brin-
disi, Italy

Background. Kaposi’s sarcoma is a vascular tumor localized
mainly in the skin and often also in internal organs. Initially
known as a slow course and multifocal tumor, characteristic of
Mediterranean area populations, in the last thirty years new clini-
cal variants have been described.
Case report. A seventy-one years old patient with a history of

nephrotic syndrome, on 2001 already undergone surgery for resec-
tion of a single nodule in the right arm for Kaposi’s sarcoma. After
three years, disease relapsed on the lower limbs and from April to
August 2004 the patient underwent chemotherapy with bleomycin
and vincristine, interrupted for G3 neurological toxicity of the up-
per limbs. From February to September 2007 the patient was treat-
ed with Caelyx for thirteen cycles, obtaining a partial response.
After a further progression, from October 2007 to January 2009,
was treated with vinblastine weekly for a total of forty-nine weeks,
obtaining a stable disease. Because of the onset of G2 neurotoxici-
ty, from January 2009 to May 2009 continued infusion of vinblas-
tine every two weeks for nine cycles, confirming the stability of
the disease. As a result of improving the neurological toxicity from
May to November 2009 resumed the weekly treatment for nine-
teen additional cycles. From November 2009 a following further
increase of neurological toxicity induced to resume treatment with
biweekly vinblastine confirming a substantially stable disease. To
date patient has undergone eighty-nine administrations of vinblas-
tine at a dose of 4 mg in 15-minute infusion with good tolerance
and maintaining a substantially stable disease.

Conclusions. Alternating cycles of weekly and biweekly vin-
blastine at a dose of 4 mg, patient has obtained a long good dis-
ease control with a low neurological and hematological toxicity.
Treatment did not affect renal function.

L25 ARARE CASE OF FALSE POSITIVE IMAGING INA
PATIENTWITH LIVER MELANOMAMETASTASES

Pigozzo J.1, Gregianin M.2, De Rossi C.1, Campana L.G.3,
Cervino A.R.2, Evangelista L.2, Montesco M.C.4,
Chiarion-Sileni V.1
1Melanoma and Skin Cancer Unit, 2Nuclear Medicine Service,
Radiotherapy, IOV I.R.C.C.S. Padova, Italy; 3Department of On-
cological and Surgical Sciences, 4Section of Pathology, Depart-
ment of Oncological and Surgical Sciences, University of Pado-
va, Italy

A 57 year-old female was diagnosed in 2001 of a malignant
melanoma on the back, stage pT4bN0M0, and she entered in a
regular follow-up program.

In October 2007 she complained about early satiety and
weight loss, the liver US showed multiple hypoechogenic lesions
and a FNAB confirmed melanoma metastases. Serum levels of
LDH, γGT, ALP, PCR were >2 ULN values and the S100β unit
was 0.43 (nv <0.20). A CT scan confirmed diffuse liver metas-
tases. DTIC 850 mg/m2 and Cisplatin 75 mg/m2 q21 days was
started with an immediate improvement after the first cycle with
liver enzymes, LDH and S100β normalization. The CT after 4
cycles showed a PR. After 8 cycles of chemotherapy, considering
improvement, good conditions, and persistence of only liver le-
sions at the US, CT and PET/CT we decided a laparotomy to
place an arterial catheter for intrahepatic chemotherapy.

The surgeon described brown enlarged nodes at the hilum and
multiple brown liver lesions, he performed only multiple biop-
sies. Unexpectedly node biopsies showed only enlarged sinus full
of melanophages; liver biopsies showed necrosis infiltrated by
lymphocytes and melanophages without melanoma cells. In Feb-
ruary 2009 the CT evidenced a suspicious increase of some le-
sions thus the patient started treatment with Interferon-α 3MU
s.c.TIW. In July a new CT showed SD in liver hypodense nod-
ules. In November 2009 we repeated a PET/CT showing again
areas of increase uptake, normal LDH and S100 values. In April
2010, the patient is still in good conditions even if the last liver
US confirmed again multiple lesions, now hyperechogenic.
Conclusion. This is the first case in which a CR of liver

melanoma metastases was consequence of melanophage infiltra-
tion with nodular lesions simulating active disease at CT, US,
PET/CT and surgical macroscopic evaluation. Without the liver
and node biopsies we would have continued the chemotherapy
until toxicity or indefinitely. Immune related effects could be-
come more frequent with the new immunologic treatments and
should be considered.
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M1AIOM POLICY INABSTRACT SELECTION: IS IT
TIME TO RECONSIDER THE REVIEWING PROCESS?

Anastasia A., Secondino S., Bramanti S., Tronconi M.C.,
Granata A., Santoro A., Pedrazzoli P.
Oncology and Hematology Department, Istituto Clinico Humani-
tas, Rozzano (MI)

Background and aim. The Italian Society of Medical Oncol-
ogy (AIOM), is a non-profit organization with the overarching
goals of improving cancer care and prevention, and of enhancing
the professional development of members across the continuum
of their medical education. The annual AIOM meeting attracts
hundreds of abstracts which are likely to represent the latest in
clinical and translational research in Italy. However, the value of
clinical or experimental studies presented at any meeting will be
irrelevant if the results are not going to be published on peer re-
viewed journals. Aim of the present study was to verify the scien-
tific value of abstracts selected for the AIOM annual meeting.

Methods.We performed a literature search on the NIH data-
base (www.pubmed.org), using first and last author of any ab-
stract selected for presentation at the 2007 annual AIOM meeting
(Ann Oncol 2007, Suppl 11) as keywords. The search was per-
formed with time restriction from October 2007 until March
2010. We calculated the percentage of abstracts published in peer
reviewed journals and their impact factor (IF - Journal Citation
Reports Science Edition 2008), as surrogates of their scientific
value. We looked separately at abstracts selected for oral or
poster presentation and within the various congress sections.

Results. Among 364 abstracts selected for oral and poster
presentation, 30% (108/364) have been subsequently published
(47% and 23% of oral and poster presentations, respectively).
The mean IF/paper has been 4.2 (4.9 oral, 3.45 poster), 11% of
all the abstracts being published on journals with an IF greater
than 4. Twenty-three% of published abstracts (25/108) were pre-
viously selected for the 2007 ASCO meeting.

Conclusion. While 30% of abstracts selected were subse-
quently published, only a minority reached the target of leading
oncology journals. Results of this survey may help to stimulate a
debate about the policy of abstract selection for the national
AIOM meeting.

M2 1ST YEARAFTER… RESUMPTION OFONCOLOGIC
ACTIVITY IN L’AQUILA

Ricevuto E., Cannita K., Lanfiuti Baldi P., Tudini M.,
Bruera G., Palluzzi E., Cocciolone V., Brollo M., Adinolfi I.,
Ciccone S., Sarno I., Brigandì A., Santomaggio A.,
Mancini M., Pelliccione M., the entire nursesʼ staff,
Iacobelli S.*, Ficorella C. on behalf of CINBO, Oncology
Together for LʼAquila initiative
Medical Oncology, San Salvatore Hospital, University of
L’Aquila, L’Aquila, Italy; *Medical Oncology, University G.
D’Annunzio, Chieti, Italy

Background. After the earthquake in L’Aquila (April 6th,
2009), integrated oncologic activities failed.

Methods. Professional human resources (Oncologists, Stu-
dents of the Oncology School University of L’Aquila, Psycholo-
gists, Nurses) tried to rebuild it. CINBO (Consorzio Interuniver-
sitario Nazionale Bio-Oncologia) initiative “Oncology Together
for L’Aquila – L’Oncologia Insieme per L’Aquila” (www.CI-
NBO.org), was developed.

Results. Early resumption and development of oncologic ac-
tivity progressed through 4 steps: the I and II performed under
tents; III and IV in hospital.

I step, 6 weeks (April 6th-May 17th), telephone calls to ad-
dress patients for chemotherapy (CT) in other oncologic centers
and ambulatorial consultations (AC): 109 pts were addressed in
>10 centers (average distance 150 km); 209 AC performed from
3rd week (range 48-59/week). II step, 4 weeks (May 18th-June
14th), CT administration under a tent organized as a day-hospital
(6 chairs and beds) and using a mobile laboratory in container for
drugs preparation: 214 AC were performed (range 21-86/week);
94 CT were safely administered (range 20-31/week).

III step, 20 weeks (June 15th-November 1st), activity at San
Salvatore Hospital L’Aquila and at Hospital of Giulianova (Ter-
amo): 1165 AC (average 233/4 weeks; range 195-272/4 weeks);
977 CT (average 195/4 weeks; range 170-216/4 weeks). IV step,
22 weeks (November 2nd-April 4th), at San Salvatore Hospital,
L’Aquila: 1194 AC (average 217/4 weeks; range 221-267/4-5
weeks); 1243 CT were performed (average 226/4 weeks; range
195-336/4-5 weeks).

Overall, were performed: AC 2782 (average 232/4 weeks);
Day-hospital patients 3043 (average 234/4 weeks); CT 2319 (av-
erage 178/4 weeks). New patients, 225: I step, 5 in 4 weeks; II
step, 10 in 4 weeks; III step, average 20 patients/4 weeks; IV
step, average 20 patients/4 weeks.

Conclusions. Early clinical activity after the earthquake
consisted of AC and, particularly, CT under tent (from the 39th
day, 4 weeks); AC were constant from the 3rd week; new ob-
served patients reached 20/4 weeks after 10 weeks; CT actually
shows a constant increase and day-hospital activity reached
70% than before.
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N1* COMPLEMENTARYTHERAPIES AND QUALITY
OF LIFE: ARANDOMIZED, PILOT, STRATIFIED TRIAL
REGARDINGTHE PERCEPTIONAND SATISFACTION
OF PATIENTSWITH COMPLEMENTARYTHERAPIES
INADEDICATED ROOM

Giacobbo M., Pastorelli D., Galtarossa N., Zanocco M.,
Grosso D., Shams M., Zafferi V., Polimeni S., Vascon F.,
Galimberti F., Padovan M.
Istituto Oncologico Veneto IRCCS, Padova

Holistic healing practices have always been an integral part of
nursing practice.

This project consists of combining Aromatherapy, Music ther-
apy, Touch therapy in order to create a total atmosphere which
helps to achieve optimum therapeutic results.

A review of the scientific literature suggests that these particu-
lar therapies are also those for which the most convincing evi-
dence of efficacy exists.

This is a randomized, pilot, stratified trial whose purpose is to
survey patients, who start their chemotherapy cycle, regarding
their perception and satisfaction with a hospice complementary
therapy program in a dedicated room.

The most interesting finding of this study is that patients who
receive complementary therapies are generally more satisfied
with overall hospice service in our Institute.

The aim is to demonstrate that these three complementary
therapies, used together, improve the quality of life, reduce anxi-
ety, pain, relieve chemotherapy-induced nausea and vomiting and
other side effects in cancer patients.

The effects and also the side effects are measured through
questionnaires given in both groups before and after therapy: the
State of Anxiety Inventory (STAI Y), and the EORTC Q30 for
the quality of life. Another kind of measurement is serotonin lev-
el which is performed before the medical examination and imme-
diately after the therapy for the patients in both groups. The pop-
ulation to be enrolled in the study is 140 patients and at present
there are 75 patients recruited, 30% of these patients have fin-
ished the trial. The partial results have demonstrated that the lev-
el of anxiety in the experimental group has been reduced of about
20% compared with the control group. Post analysis has demon-
strated that the anxiety level of subjects in the experimental
group decreased by 10% as compared with before intervention,
whereas the anxiety level of the control group did not change sig-
nificantly (1%). The perception of the quality of life (EORTC
Q30) has increased of about 15% in the experimental group.

N2* THERAPEUTIC PATIENT EDUCATION
AND MALNUTRITION RISK ON CANCER PATIENT:
ARANDOMIZED CLINICALTRIAL

Marcucci F.*, Rossini G.°, Mazzufero F.^, Simonetti E.**
*Clinica di Oncologia, Ospedali Riuniti di Ancona; °Scienze In-
fermieristiche, Università Politecnica delle Marche; ^Diparti-
mento di Oncologia ed Ematologia, Ospedali Riuniti di Ancona;
**Ospedali Riuniti di Ancona

Background. The course of neoplastic disease includes,
among its consequences, another disease: the malnutrition, that
can determine the quality and duration of life of cancer patients.

This randomized study aims to evaluate the effectiveness of
nursing education to maintain adequate nutrition and also to eval-
uate the clinical benefit from proper nutrition and stress the im-
portance of patient compliance and family for an adequate intake
of foods and liquids.
Materials and methods. Brochures and guided interview at

start of treatment with telephone counseling through educational
reinforcement during treatment and at the end for only group A-
(experimental); evaluation of performance status (ECOG), body
weight and assessing nutritional status, quality of life (QoL-
FACT) and nutritional assessment (Mini- Nutritional- Assess-
ment, MNA) for both groups.
Results. The study is currently under way. To date, 46 pa-

tients were enrolled: 23 in both groups. 49% of patients in the
experimental group shows weight maintenance until the end of
treatment, and 24% recovers loss body weight without nutrition-
al support, while 56% of patients in the control group lost
weight during chemotherapy and the 26% maintains weight.
68% of patients in the experimental group, compared with 26%
in the control group, maintains a good quality of life (mean
score of 7).
Conclusions. Uncontrollable variables that exist in this study

and that may affect the results are varied and, among these, the
progression of the tumor has undoubtedly a decisive role.
The significant information which emerges from this study is the
high percentage of patients in group A, which maintains a good
quality of life. This figure is even more important when com-
pared with the results of group B, which notes in 74% of patients
no improvement or, more representative, a deteriorating quality
of life. The results obtained from the experimental group indicate
that the nutrition education of the nurse, with the involvement of
family interventions to maintain/restore nutritional status, causes
the patient’s compliance with proper nutrition.

N3* THERAPEUTIC PATIENT EDUCATION
IN ONCOLOGY: EVALUATION OFAN EDUCATIONAL
PROGRAM

Demichelis M.M., Cerri R., Bagnasco A., Ponzetti A.,
Scarcella C., Budicin C., Infantino G., Silvestrin D.,
Settimio E., Penengo M., Ballarin D., Sola E., Tuccillo S.,
Tessitore A., Cibelli L., Cojocaru M., Pizzuti A., Racca P.,
Lista P., Airoldi M., Ciuffreda L.
University Hospital San Giovanni Battista, Turin, Italy

According to the literature, education of cancer patients is
mostly a nurse-driven activity: since the nurses are supposed to
find out the real needs of the patients and to translate technical
information into plain language. A recently AIMAC published
study showed that QoL, anxiety and depression are markedly re-
duced if a good information has been given to the patient. In
2009 Bakital et al. published a paper on advanced-stage cancer
patients: information given by the nurses improved the QoL,
without affecting either symptom intensity or acute complica-
tions.
Objective. Evaluating the efficacy of a program of self-assess-

ment and medication for patients and relatives, considering
changes in caregiver’s burden and post-dismissal revisits.
Materials and methods. We chose a prospective, randomized,

qualitative study. Our population is made of patients suffering
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from cancer and having multiple comorbidities, in the hospital
setting; they’ve been chosen by the nurses by means of selections
interviews.

We used Barrow’s charts, HA&DS, TIQ, CIBG and other self-
written evaluation questionnaires.
Results. All patients needed self-assessment and medication

education, either for CVC management, of for self-administration
of painkillers, or other common drugs. Anxiety was lower in the
treated group.

90% of the educated pts obtained self-caring abilities. QoL
was much better in the trained group of pts, with a statistically
significant result (p <0.026). Pain was better controlled (NRS ≤3)
and the need of hospital care reduced to 1/3.

76.5% of the treated patients were thankful for the education
they received, and, most of all, for having been attended as per-
sons, by persons.
Conclusions. Our study underlined the utility of an education

program for elderly, advanced-stage patients.
Educating neoplastic patients during the hospital setting can

reduce the anxiety, improve QoL, lower the caregivers’ assistance
burden upon hospital dismission, and reduce the rate of further
hospital care for toxicity related symptoms and side effects.

The contribution of the nurses has been of paramount impor-
tance in order to reach our aim.

N4* “WEEK HOSPITAL” SECTION INAMEDICAL
ONCOLOGYREFERRALCENTRE: EVALUATION OF
MANAGEMENTAND CASE HISTORIESAFTER 1 YEAR

Canu C.°, Mascia L.°, Massa D.°, Putzu R.°, Pusceddu C.^,
Podda G.^, Argiolas F.*, Serafini V.*, Carboni E.*, Piga A.°,
Angelucci E**
°SSC Oncologia Medica, ^U.O. Radiologia Interventistica, **Di-
partimento di Oncologia, P.O. “A. Businco”, Cagliari

Background. “A. Businco” Oncology Regional Referral Cen-
tre is presently facing an important re-organization focused on
patients cure courses, defined by cure intensity.

We present the results of an interim analysis of the case histo-
ries from the first 13 months of a “Week Hospital” section (WH,
14 beds, Monday 7 a.m. to Friday 20 p.m.), inside the Medical
Oncology Complex Unit (OM).
Methods. The analysis of the case histories of the patients as-

sisted in OM and potentially eligible to be hospitalized in WH
(<5 days/4 nights hospitalization) was done by data from dedicat-
ed access and dimission forms. Congruity of the access into the
WH was evaluated according to the adherence to specifical crite-
ria codified by joined representatives from Medical Oncology
Department, Medical Oncology Unit and Hospital Direction.

Admission criteria are evaluated by the clinical oncologists at
the moment of the admission proposal and refer to specific areas:
necessity of hospitalization, patients conditions, planned patients’
hospitalization.
Results. Between April 2009 and April 2010 there have been

in OM 1313 ordinary accesses, median age 60 yrs, 53.7% women
and 46.3% males. Median time of staying and percentage of oc-
cupation are presently being evaluated, and will be presented
during AIOM meeting.

63% of patients remained in hospital for 4 nights or less, ac-
counting for 9365 of the 14,865 total days of the examined pe-
riod.

14.3% of the admitted patients into WH was judged as inap-
propriate by violation of the admission criteria listed in the WH
admission form. Principal cause of inappropriateness was the de-
layed dimission time, in respect of what planned: these patients
have subsequently been hospitalized in the ordinary section of
the OM unit (28 beds) after Friday evening.

2 of the 14 beds of the WH have been dedicated to Interven-
tional Radiology, leading to 160 procedures in the examined peri-
od (radiofrequency liver and lung ablation, lung cryoablation,
percutaneous bone-plasty).

In the WH are also present 2 beds dedicated to the Pain Man-
agement Unit: these data are not present in this paper, and will be
presented during AIOM meeting.

Conclusions. Attention to the appropriateness of the cure level
and nursing leads to a progressive reduction of the hospitalization
time: so, identification of management instruments to correctly
plan the cure courses, and efficiency in resources utilization are
needed. We think the WH model could be applied to the medical
units as an importan part of their global activity, responding to
these 2 fundamental points: 1) good phisical conditions (ASA 1-
2) of the patients, leading to their complessive self-sufficiency
and low probability of complications, and 2) start, duration and
ending of the hospitalization planned in time, with high probabil-
ity, always below 5 days/4 nights.

The main impact on the resources redistribution is due to a re-
duction of the nurses presence and shift working, the latest re-
duced from 21 to 14 per week.

WH section, in combination with a more careful monitoring of
patients admission criteria to the ordinary section of the OM unit,
has reduced to zero the stand-by list, ensuring the effective exe-
cution of the planned cure in the right time to patients who previ-
ously had to wait because of the unavailability of beds.

N5* NURSEAND MANAGEMENT OF CANCER PAIN.
AS THE USE OFATEST CAN IMPROVE
THE PATIENT’S SUFFERING. EXPERIENCE
OFADAYHOSPITAL

La Rocca R., Todaro F.M., Licciardello P., Di Mauro G.,
Scandurra G., Clementi S., Miano E., Caruso M.,
Aiello R.A.
Day Hospital, Humanitas Centro Catanese di Oncologia, Cata-
nia

Background. Pain is a common symptom and one of the most
frightening consequences of cancer. Experiencing pain strength-
ens a closer relationship with medical and paramedical staff.
However, cancer pain is still frequently undetected and unman-
aged nowadays.

Management of pain is a fundamental aspect of nursing oncol-
ogy.

Purpose. In oncology Day Hospital we’ve detected and as-
sessed pain by administering a questionnaire processed by our in-
ternal staff. It intends to correlate perception of pain and treat-
ment received.

Material and methods. The test was administered to 102 pa-
tients [age: median 55 yrs (range 21-87); sex: 65 F, 37 M] affect-
ed by different oncological pathologies, using a VAS (0-10).
They were asked also to indicate their specific treatment: 80%
were treated with oral analgesics; 15% with transdermal opioids
(fentanyl) and the remaining 5% with i.v. therapy.
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Results. Our study revealed that, prior to analgesic therapy,
patients rated their perception of pain in the following way:
61.2% 5.4 of VAS; 30.6% 7.4 of VAS and 8.2% 9 of VAS.

In addition, it appeared that 4/10 patients don’t receive the ad-
equate treatment. Trying to better understand this phenomenon
we’ve deepened our figures and 25% of this sample declared in-
correct assumption of therapy - especially oral - citing they
don’t’ trust oral therapy and tolerate a large number of pills.

So, non-adherence to prescribed treatment and poor compli-
ance of patients is strongly correlated with ineffective therapy.

Significance of these results relies on the possibility of im-
proving therapy outcomes by adjusting and/or changing opioids’
doses or administering transdermal drugs.
Conclusions. Nurses and use of assessment tools are essential

aspects in the management of pain.

N6* PAIN-FREE HOSPITAL:
CERTIFICATION PATHWAY FOR CANCER PAIN
AT S. ORSOLA-MALPIGHI HOSPITAL IN BOLOGNA

Mattei M., Rocchi G., Alberani F., Sarnataro S., Galli S.,
Baroncini M., Innocenti E., Melotti B., Filippini F., Cricca A.,
Martoni A.A.
Onco-Hematology Department, S. Orsola-Malpighi Hospital
Bologna, Italy

Background. Cancer pain is an important symptom affecting
more than 60%-70% of patients (pts) with advanced disease. The
objective of achieving optimal pain control in each cancer pt re-
quires an accurate knowledge of its intensity and its modifica-
tions.
Methods. The Pain-Free Hospital Committee (COSD) was set

up in 2002 within the Pain-Free Hospital Project at S. Orsola-
Malpighi Hospital in Bologna. In the same year, a survey was
carried out across the Emilia Romagna Region on the prevalence
of pain in hospitalized patients. Data from the Onco-Hematology
Department (OHD), have not been very satisfactory: 100% un-
derestimation of severe pain by nurses and the presence of mod-
erate/severe pain in 18%-40% of patients at the time of detection.
Results. In January 2003, the Oncology Unit (OU) imple-

mented systematic monitoring of pain as perceived by patients in
the ward itself.

After a training course addressed to the whole of the Depart-
ment’s nursing staff, in all of the OHD systematic pain measure-
ment was introduced. The VAS scale was initially used for pain
measurement, but this showed problems in understanding the pa-
tient, for this reason has been replaced with the NRS scale. The
awareness of using such tools in pain measurement has led pro-
fessionals to evaluate the efficacy and efficiency of their work: to
this end indicators have been identified to monitor the whole pain
management process. These indicators, after an initial trial in
OU, were shared by the whole of the OHD, and from 2007 to the
present these indicators are constantly evaluated and modified for
specific matches to improve understanding and efficacy.
Conclusions. In 2007 the OHD implemented a common ap-

proach to pain by means of systematic monitoring and therapeu-
tic strategies based on guidelines. This model provides an innov-
ative system employing the basic tools of quality management
system (ISO), mixed with those of local health facilities, allow-
ing for the personalization of new materials with issues related to
clinical practice. In May 2009, the Pain-Free Hospital program

related to cancer pain in adults acquired the certified service pro-
vision standard.

N7 CUSTOMER’S SATISFACTION DATACONCERNING
ANT EUBIOSIA PROJECT IN ITS ONCOLOGICAL
HOSPITALS-AT-HOME (OHH)

Casadio M., Bonazzi V., Pannuti R., Mineo M., Fierro C.,
Messana R., Pannuti F.
Fondazione ANT Italia ONLUS, Bologna

Since 1978 ANT Foundation has assisted more than 75,000
advanced and very advanced cancer patients in its 20 OHH ANT,
in ten Italian regions. The core of ANT Eubiosia Project is digni-
ty of life for oncological patients and their families.

In some of the OHH ANT (Bari/Acquaviva, Bologna, Ferrara,
Trani/Molfetta and Vignola/Modena) ANT Foundation submit-
ted, after the patients’ death, 1,687 customer’s satisfaction ques-
tionnaires (dating from 01.01 to 31.12.2009) to the families of
the assisted, in order to have a better chance of improving the
quality of the multidisciplinary medical team assistance.

The questionnaire has six multiple-choice questions concern-
ing the evaluation of the global assistance, the physicians, the
nurses, the psychologists and the social ANT service. Familiars
can vote with excellent, good, sufficient or insufficient marks.
There are also three open questions about suggestions of what
they want to improve or complain about the assistance.

ANT received back 659 (39%) questionnaires from these
OHH (Bari/Acquaviva 21.1%, Bologna 54.28%, Ferrara 17.3%,
Trani/Molfetta 24.4% and Vignola/Modena 38%.)

The global assistance evaluation was judged very positive (ex-
cellent + good = 95.31%). The evaluation of physicians, nurses
and the social ANT service have also received a high satisfaction
percentage.

Relatives were mostly satisfied with professionalism, avail-
ability, human and emotional participation of the multidiscipli-
nary medical team. The 24 hours 7/7 medical assistance was par-
ticularly appreciated.

Relatives were satisfied with the global assistance and in par-
ticular with physicians, nurses and social services, but they un-
derlined that the psychologists service was activated only in
23.38% of the cases.

The critical aspects underlined were: increasing the number of
the medical teams, improving the communication between ANT
medical team, the G.P. and health service doctors, and increasing
the number of ANT health equipments.

Thanks to the suggestions we received, we are working to im-
prove our efficiency modifying some procedures in our organiza-
tion management, improving the interpersonal communication
and the psychological approach.

N8 CLINICAL SIGNSAND MANAGEMENT OF SKIN
TOXICITY DURING THERAPYWITH EPIDERMAL
GROWTH FACTOR RECEPTOR INHIBITORS

Pommella C., Cavarra M., Russo S., Buconovo S.,
Verani S., Sarandrea M.C., De Carli R., Scoppola A.,
Marchetti P.
Divisione di Oncologia, Istituto Dermopatico dell’Immacolata,
Roma
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Introduction. Monoclonal antibodies against the EGFR (e.g.
cetuximab, panitumumab) or EGFR tyrosine kinase inhibitors
(e.g. gefitinib, erlotinib) are generally well tolerated and do not
have the severe systemic side effects usually seen with cytotoxic
drugs. A considerable number of patients treated with these
EGFR inhibitors, however, develop dermatological side effects,
most frequently an acneiform eruption. If not properly managed,
they have the potential to cause dose reductions and delays,
which may in turn impact on treatment efficacy.

The aim of our study was to classify the cutaneous side effects
and to determine the efficacy of topical Clobesol® cream.

Methods. Between November 2009 and April 2010, 18 pts
were treated with epidermal growth factor receptor inhibitors ±
chemotherapy. Topical use of a cream containing Clobetasolo
propionato 0.050 g (Clobesol cream) was applied when an acne-
like rash grade 2 (NCI CTCAE version 3) appeared. Pts were
monitored weekly for at least 12 weeks.

Results. 18 patients were treated with latatinib (2), erlotinib
(1), sorafenib (2), cetuximab (12), panitinumab (1) for different
types of cancer (2 breast, 1 lung, 2 kidney, 13 colon-rectal can-
cer), with a median age of 71 years (range 45-79). The median
number of administered cycles was 3 (range 1-7). All patients de-
veloped an acne-like rash after a median of 1.2 weeks after first
administration (range 1- 4), 1 pt grade 3, 7 grade 2 and 10 grade
1. Twice-daily application of cleobesol cream resulted in a grad-
ual decrease in cutaneous toxicity. Median time to improvement
(all toxicity grades) was 1.5 weeks and 3 weeks to a downstaging
of the rash by at least 1 grade. Dose reduction of lapatinib was
necessary for only 1 of the 18 pts with grade 3 toxicity. Topical
clindamycin was used concomitantly in grade 3 reactions.

Conclusions. This study demonstrated the efficacy of topical-
ly applied clobesol cream in the management of epidermal
growth factor receptor inhibitors-induced acne-like skin rash.

N9 PICC: EXPERIENCE IN CARRARAONCOLOGYDH

Corsi C., Ferrarini A., Lorenzani D., Marchetti A., Ruffini L.,
Zanetti L., Orlandi M., Tartarini R., Crudeli R.
Oncological Department, Carrara city Hospital, Azienda USL n.
1 di Massa e Carrara, Italy

Introduction. The most part of oncological patients need a
catheter to administrate safely chemotherapic agents. PICC (pe-
ripherally inserted central catheter) is a recently introduced kind
of catheter in our clinical practice to administrate chemotherapy.

Patients and methods. In our Institution has been established
the PICC team: nurses working in different units have been
trained to insert PICC using ultrasound device in Angiographic
Unit. From November 1st, 2009 to February 28th 2010, 36 onco-
logical patients underwent PICC positioning.

Results. 7 patients (19.4%) are not valuable (4 patients were
treated at home, 3 patients died before nurse check). 11 patients
(30.6%) needed a second PICC team intervention for a partial (5)
or complete (6) removal PICC. 1 patient (2.8%) needed 3 inser-
tions for inappropriate management by the patient himself. 1 pa-
tient (2.8%) needed a second insertion because the first device
was positioned in the arm that underwent limphoadenectomy. 3
patients (8.3%) underwent light complications: pain, rash, infec-
tion. 13 (36.1%) patients did not notify any problem.

Conclusions. Oncological nurse team considers PICC a very
useful catheter for a selected group of patients: older, bedridden,
without employment, without social activity or hobbies, short
therapy, home cared.

For younger patients, with an active life and a job, with a long
therapy (more than 3 months) PORT is the appropriate catheter.

N10 FROZEN GLOVESAND NAILTOXICITY DURING
THERAPYWITH DOCETAXEL

Cavarra M., Pommella C., Russo S., Buconovo S.,
Verani S., Sarandrea M.C., De Carli R., Scoppola A.,
Marchetti P.
Divisione di Oncologia, Istituto Dermopatico dell’Immacolata,
Roma

Background. Taxane probably causes nail changes more com-
monly than other drugs. The incidence of nail changes (ranging
from 0% to 44%) is reviewed from a Medline search of the litera-
ture.

The inflammation of the nail fold (mainly of the great toe; oth-
er toes and fingers may be involved as well) is usually the first
sign. This paronychia can be very painful and mimics an ingrown
toenail in the severe cases where pyogenic granuloma of the nail
fold develops. Cold treatment of the scalp has been used to re-
duce hair loss after chemotherapy. It is not known precisely how
the cold prevents chemotherapy damage to the nails and skin, but
some studies suggest that lower temperatures reduce the amount
of the drug that reaches these tissues.

Methods. Patients, treated with docetaxel for different types
of cancer, were monitored for at least 24 weeks. All patients wore
ELASTO-Gel flexible gloves (made by Sanofi-Aventis). The
gloves were refrigerated for at least 3 hours at minus-80 °C and
patients wore the frozen gloves for a total of 60 minutes, during
the intravenous infusion of docetaxel.

Results. 31 patients were treated with docetaxel for different
types of cancer (4 lung, 2 gastric, 25 breast cancer), with a medi-
an age of 58 years (range 27-78). The median number of admin-
istered cycles was 2 (range 1-6). Grade 1 nail changes occurred
in 22% of patients (7/31) and grade 2 in only one patient. The pa-
tient’ hands that were protected by the frozen gloves had fewer
problems with their unprotected feet nails.

Conclusions. Supportive care clinical trials, like our study, fo-
cus on the chemotherapy side effects, testing solutions that may
improve easily the quality of life for cancer patients.

N11 MALIGNANT SKIN ULCERS: A SERIOUS
COMPLICATION FOR THE PATIENT, AGREAT
CHALLENGE FOR THE NURSE

Licciardello P., La Rocca R., Di Mauro G., Todaro F.M.,
Scandurra G., Taibi E., Miano E., Caruso M., Aiello R.A.
Day Hospital, Humanitas Centro Catanese di Oncologia, Catania

Skin ulcers are complications caused by malignant neoplasm
generating great discomfort in patients. Many tumors can devel-
op this kind of complications; head and neck cancer, breast can-
cer and cutaneous primary diseases are the most common.
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In the last two years, 40 patients affected by breast cancer, fol-
lowed up at our department, experienced skin ulcers at first diag-
nosis, at local recurrence or at metastatic site.

Skin ulcers and their consequent peculiarities have a strong
emotional impact on women, reducing all aspects of their social,
family and sexual life.

What makes intolerable this complication is: bad smell, dis-
gusting sight, steady pain and non-healing wounds. In addition
patients experience a psychological distress, caused by an altered
perception of their body.

The nurse, during medications, plays a pivotal role in ensuring
privacy, avoiding bacterial overlapping, preventing and treating
bleeding and reducing bad smell.

Medications frequency is variable and depends on ulcers’ se-
cretions. Clinical practice recommends to apply protective and
therapeutic covering in tree layers.

The first layer is the first contact to the wound, so must be per-
meable to the exudates and not adhere; the second one must soak
up and the final one reduces odours thanks to its active carbon
filter.

We can conclude also underlining the role of the nurse and his
touch which is determinant in coming trough the mind of being a
repulsive person. The nurse, his professionalism and empathy are
a gold standard in achieving physical and psychological relief.

N12 HOWCAN NURSES RELIEVE RASH DISTRESS
DUE TOANTI-EGFR MONOCLONALANTIBODY
TREATMENT?

Di Mauro G., Todaro F.M., Licciardello P., La Rocca R.,
Scandurra G., Clementi S., Miano E., Caruso M., Aiello A.
Day Hospital, Humanitas Centro Catanese di Oncologia,
Catania

Anti-EGFR monoclonal antibody are targeted therapies which
inhibit cancer growth by interacting with specific molecules in-
volved in cell signaling pathways.

In our institution experience, since March 2006 to April 2010
we treated 62 patients with Cetuximab (colonrectal or head neck
cancer) and 6 patients with Panitumumab (colonrectal cancer)
and one of the most disabling side effects, mainly psychological,
is cutaneous rash.

Rash can spread on face, especially cheeks and chin, back or
nails. Sometimes desquamation involves eyebrows and scalp too.
Consequent psychological distress must not be underestimated.
Patients experience difficulties in relating to other people, they
feel diverse, shame and don’t accept such a “new face”. The fear
of judgement makes patients lonely and confined at home.

The nurse’s role is helping patients in providing a continuous
physical and mental support. They have a more privileged role
than doctors, because nurses are perceived at “the same level”
and not superior because of their knowledge and credentials and
have more time to dedicate. They build a strong and close rela-
tionship with patient.

Nurses are the best at encouraging and giving advices (some
clever devices can be useful to relieve the unpleasant sensation of
itch, sting and skin tension; for example, moisturizing creams or
body lotions to mitigate desquamation, wearing large cotton
clothes avoiding synthetics, decongestant products such as men-
tholated talcum and avoiding prolonged sun exposure) to pa-
tients. In addition, patients can draw conclusions about the hospi-
tal and the team care.

The main purpose of our team is to make the targeted therapy
more tolerable to patients by explaining them that all disturbs are
reversible and how to alleviate them.

In our experience nurse is considered as a close friend to the
patient, always reliable to listen and understand patients’ suffer-
ings providing physical and psychological comfort. Our aim is to
reach an holistic approach to oncological cares that makes the pa-
tient feel at home.

N13 IMPROVING PATIENTSACCEPTANCE
OFTOTALLY IMPLANTED PORTS (TIP);
THE EXPERIENCE OFA SINGLE INSTITUTION

Palazzo S., Fedele P., DʼAmico M., Marino A.,
Sponziello F., Chetrì M.C., Rizzo P., Orlando L.,
Schiavone P., Calvani N., Mazzoni E., Nacci A., Cinefra M.,
Cinieri S.
UOC and Breast Unit, Ospedale Antonio Perrino, Brindisi

Background. Venous access devices are indicated for many
persons who require reliable long term venous access. Totally
implanted ports (TIP) have become a standard part of patient
care, providing long term central venous access for treatment
administration and other procedures. Central venous catheters
(CVC) have provided many benefits in modern day medical
practice; however they also put patients at risk of catheter relat-
ed complications. While there were several systematic reviews
of CVC related issues, there was few reports about the patient’s
degree of satisfaction and psycological and physical problems
CVC related.

Methods. From December 2009 to February 2010 we evaluat-
ed patient’s knowledge about TIP, degree of satisfaction and
changes in quality of life, frequent complications (infection,
thrombosis, occlusion and extravasation), issues of TIP manage-
ment, through a questionnaire administered to 65 consecutive pa-
tients. Moreover we developed an information leaflet to improve
patient’s understanding and acceptance of TIP.

Results. Among 65 enrolled patients, 64 were evaluable; 33
males and 32 females. Age was: 30-50 in 20%; 50-70 in 66%;
and >70 in 14%. ECOG performance status (PS) was >2 in 4 pa-
tients, <2 in 61 pts. TIP holding time was >6 months in 43%, <6
in 57%. Thirty five of 65 patients received chemotherapy before
TIP insertion, 41 pts reported improvement in quality of life, 24
reported no change. TIP management was performed by nurse in
80%; by the patient in 3% and by family in 17%. No catheter re-
lated complications were recorded, nor psychophysical discom-
fort. All patients interviewed revealed great benefit from TIP and
the need to learn more about TIP through an information leaflet.

Conclusions. Our study reveals a high rate of preference to a
totally implantable port. The results of this study support the use
of information leaflet to improve patients compliance to TIP and
to suggest strategies for TIP management.

N14 IMPLEMENTATION OF P.I.C.C. (PERIPHERALLY
INSERTED CENTRALCATHETER) AT THE
DIPARTIMENTO ONCOLOGICO, REGIONE
LOMBARDIA

Parini R., Zerla P.A., Gianoli M., Canelli A., Cerne L.,
Ciarlatani M., Rodia C.
Azienda Ospedaliera Melegnano (MI), Dipartimento Oncologico,
Regione Lombardia
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Aim and background. People involved in healthcare must
look to the centrality in the process of care, quality and patient
safety.

For us, Nursing Coordinators, the problem of prevention,
treatment administration occurs in the course of medical treat-
ment of cancer patient.

The toxic, potentially lethal effects, characterizing the anti-
cancer drugs, have urged the adoption of adequate preventive
measures to reduce the risk of complications.

Nurse is aware of the ethical values, of responsibility for his
skills, safety practices and the humanization of care.
Study design. From literature data on the central intravascular

devices, the possibility of using P.I.C.C. is an optimal solution,
which emphasizes the process that is already in HUCARE project
(humanization of cancer care).
Results. For planning the introduction of the P.I.C.C., nursing

coordinators produced reports ad hoc and sent them to the Head
of Department, S.I.T.R.A. and to Medical Devices Commission,
to obtain an assessment.

After the favorable opinion, it was created a multidisciplinary
table with medical, biologist, immunologist, pharmacist and radi-
ologist, called P.IC.C. TEAM.

It was organized a training course for nurses involved in the
installation of the P.I.C.C. After that, it was organized a meeting
with the Heads of S.C., S.I.T.R.A and Pharmacy, to define the op-
erational strategies aimed at implementing the project.

The P.I.C.C. team recognized these aims:
• developing a protocol
• implementing the procedure
• training the staff
• verifying results.
Conclusions. With this design of organization, lasted two

years, we were able to implement a new nursing procedure of
great multidisciplinary value.

After the doctor’s diagnosis, the nurse takes care of the pa-
tient, “communicates”, “implants”, “administers”.

N15 NURSINGAND MANAGEMENT OFTRANSITION
FROMACTIVEANTICANCER THERAPYTO HOME
BASEDASSISTANCEAND PALLIATIVE CARE:
EXPERIENCE OFAN ONCOLOGICALDAYHOSPITAL
INA SINGLE INSTITUTION

Todaro F.M., Licciardello P., La Rocca R., Di Mauro G.,
Scandurra G., Taibi E., Miano E., Caruso M., Aiello R.A.
Day Hospital, Humanitas Centro Catanese di Oncologia,
Catania

Metastatic cancer treatment progresses during time by gradual
steps: diagnosis, active therapies (surgery, radiotherapy and/or
chemotherapy) and, in the final phase of the disease, palliative
care and home-based assistance. During this “journey” patient re-
lates to many practitioners like medical doctors, psychologists
and nurses.

Thanks to modern pharmacological treatment patients attend
for long times Oncological Day Hospital Service encouraging the
possibility to build up strong relationships between practitioners
and patients based on esteem, confidence and support.

Nurses’ presence, their “touches” represent a relief for pa-
tients’ anxiety and concerns about their health and lives. The
nurses motivate patients in carrying out treatments and also pro-
vide practical advice for toxicity management. So patients per-

ceive their whole work as essential care and link place and peo-
ple to their survival and future.

They perceive nurses as allies, until they are able in receiving
therapy. But comes the time when they can no longer continue
cancer treatments and patients are sent home for palliative care.

Patients experience pain due to falling out, because they un-
derstand there is nothing more to do. In addition, they go back
home but assisted by a new staff; consequently, they refer a deep
sense of abandoning, just in the last weeks of their lives. In order
to minimize the traumatic separation, the nearest person, the
nurse, should make the transition slighter, explaining that new
staff is highly trained and able to face every kind of complication
and emphasize the benefits of not having to come back to the day
hospital. Also nurses have to face a significative distress because
they are at burn out risk.

We intend to underline the pivotal role played by nurses in the
management of transition’s phase from active to palliative care:
their effort is directed to the goal of reducing the sense of aban-
doning, especially after a long attendance of day hospital service,
trying to avoid a deep emotional involvement.

N16 MANAGEMENT OF CENTRALVENOUSACCESS
DEVICES, PORT: ATTEMPT TO DEFINEA STANDARD
USE

Tagliaferro G., Angelini T., Brascia M., Condoleo R.,
De Monte M., Di Pace P., Minuti P., Passera F., Toniolo D.,
Corradini G.M., Bollina R.
UO di Ematologia e Oncologia Medica dell’Azienda Ospedaliera
G. Salvini, Rho, Garbagnate, Bollate (MI)

Background and aims. Use of totally implanted systems
(PORT) has been developed particularly in recent years, tanks
to the advantages that this system offers compared to external
central venous catheters of peripheral veins. Reservoir of the
PORT is located subcutaneously in the upper thorax zone and
the catheter is positioned in subclavian vein; this big vein per-
mits infusion of chemotherapy, blood transfusions, parenteral
nutrition, contrast for radiology technique and blood samples.
These systems improve quality of life of patients and often per-
mit them to receive chemotherapy at home reducing hospital-
ization.

In our experience we need to find the best way to use PORT,
because it is widely employed, but the management in not stan-
dardized; evidence of the best way to handle it is lacking.

This protocol was also established to achieve Joint Commis-
sion certification of quality.
Method. The detailed drafting of a protocol of nursing care is

necessary for the proper management of this device; its aim is the
uniformity of use by all actors to prevent complications such as
infection, thrombosis or irreversible obstruction that often needs
replacement.

The first part of this protocol defines 18 steps required for
proper access to catheter specifying which medical devices are
necessary, in every time which hand to use and in what position
to get from the patient.

Also important is the removal of the needle from the PORT:
for these manoeuvres we defined further 11 operations to follow
strictly; like before describing the right position of the hands. All
steps will be presented at the congress.
Conclusion. Nurses play an important role in the management

and monitoring of central venous access implantable. We want to
define a standard use of PORT to reduce, compared to historical
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series, adverse events. We started to use this protocol in January
2010. Data will be presented at the congress.

N17 CANCER IN NURSING HOMES: A PRELIMINARY
REPORT ONANEW ISSUE

DʼAlessandro C., Sandri R., Viti N., Pirri F., Ricciardi T.,
Cantatore A., Cossovich P., De Domenico D., Rebecchi I.,
Galetti G., Monfardini S.
UO Medicina Oncologica Geriatrica, RSA Istituto Palazzolo,
Fondazione Don Carlo Gnocchi, Milano

No information is presently available on cancer incidence and
management in the nursing homes in Italy as well as in the other
European Countries. In our big nursing home (660 beds) in the
city of Milano from February 2008 to April 2010 we observed 35
cancer cases. The median age was 85 years (range 77-101), 14
were males and 21 females, 33/35 were frail.

Breast cancer was observed in 9 pts, 4 with locally advanced
disease, 3 on follow-up after surgery, 1 on adjuvant endocrine
therapy and 1 with metastatic disease. Head and neck carcinomas
were 3, of whom 2 of salivary glands. Advanced lung cancer was
diagnosed in 6 pts. Two cases each of gastric, prostatic, ovarian,
renal cancer were also recorded. Only a single case of endometri-
al, colic, pancreatic, skin and primary unknown cancer was ob-
served. Two initial diagnoses of malignant lymphomas, one of
sarcoma and one choroidal melanoma were also made.

Fifty-one% (18 of 35) were in an advanced phase. Surgery
was proposed in 2 pts and refused by one. Of 4 cases considered
for radiotherapy, only one could be treated. Chemotherapy was
administered in the only two pts with malignant lymphomas.
Even in the other pts (10) with possible indications to chemother-
apy, this was not feasible because of frailty. Endocrine therapy
with aromatase inhibitors was administered in all cases with lo-
cally advanced and metastatic breast cancer.

In conclusion, the majority of elderly pts in this nursing home
were frail and females, cancer being quite often only one of the
multiple heavy problems. In these pts chemotherapy should be
planned all the time in malignant lymphomas, while in the major-
ity of the other cases should not be excluded a priori but in gen-
eral is not feasible. Obviously endocrine therapy remains an use-
ful option for patients with breast and prostate cancer.

N18 ELECTRONIC PATIENT RECORD: USEFUL FOR
THE PATIENTS, FOR THE ONCOLOGYTEAM
AND FOR RESEARCH

Guerretta L., Benedetto N., Bucci A.R., Cavagnetto A.,
Di Massimo N., Gauna R., Minacapelli M., Paris M.,
Perfetti E., Polimeri M.A., Rabbachin A., Reale E.,
Sartorello B., Seles E., Sozzi P., Zavallone L.,
Valz Cominet A., Clerico M.
Oncologia Medica, Biella

The Oncology Department of Biella started recording patients
data since 2000, moving slowly from paper to the computer,
starting from the outpatient to the ward.

This task was time consuming at the beginning, but soon after
we noticed a great improvement in our organisation and in our
communication skills. Now we have different tools for exchang-
ing information other than clinical data: notes readily available at
a glance, a messaging system, telephone calls, meetings, memos
are used to keep in touch everyone in the team, together with the
patients, their families and other colleagues.

Data are collected from the patient’s perspective instead of the
classical way of recording from the operator point of view.

The electronic system is quickly adaptable to our way of
working and has a very friendly appearance. This is an important
subject, since many electronic tools have difficulties to be shared
by everybody.

A well organized hierarchical tree is useful in preparing com-
plex texts, in suggesting how to behave in practical decision, in
preparing follow-up plans according to the evidence based medi-
cine. Computed automation is a powerful way to guarantee the
full adherence to validated protocol of treatment, to afford ac-
countability, to reduce the risk of mistakes, to be the basis of a
good clinical governance.

Furthermore, data managers and research nurses have the op-
portunity to collect data and check the proper behaviour of the
staff when the patient is entered into a clinical trial. This opportu-
nity is appreciated by the clinicians: they do not waste time wor-
rying about the correct things and have a lot of clinical data for
outcome analysis.

After a long period of hard work, everyone agrees that the ef-
fort was worth doing: doctors, nurses, psychologists, administra-
tive staff and volunteers have different access to the data but the
same tool for working and the same way to communicate.
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