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Study Background

 The achievement of pathological complete response (pCR) in triple
negative breast cancer (TNBC) has a strong prognostic value 2.

 Neoadjuvant chemotherapy is considered the preferred approach
for TNBC patients, also in the earlier stage 3.

 The role of platinum-based neoadjuvant chemotherapy in TNBC is
highly controversial and its use is not endorsed by current
guidelines.

 To provide up to date evidence on this controversial topic, we
conducted a systematic review and meta-analysis aiming to better
elucidate the role of platinum-based neoadjuvant chemotherapy in
TNBC patients.

1. Cortazar P, Lancet 2014; 2. von Minckwitz G, J Clin Oncol 2012; 3. Harbeck N, Breast 2017.
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Study Design
* Quantitative synthesis of randomized trials evaluating the
activity, efficacy and safety of platinum-based

(experimental arm) versus platinum free (control arm)
neoadjuvant chemotherapy in TNBC patients.

e The work was done and reported according to the PRISMA
guidelines for reporting of systematic reviews.

* A literature search using PubMed, Embase and the
Cochrane Library was performed with no date restriction
up to October 30t", 2017; abstracts presented at ASCO,
SABCS and ESMO meetings were also searched.
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Eligibility Criteria

* Inclusion criteria:
a) phase Il or lll randomized controlled trials (RCTs);
b) RCTs including TNBC patients who received platinum-based neoadjuvant
chemotherapy in the experimental arm and platinum-free neoadjuvant
chemotherapy in the control arm;
c) studies with available information on pCR rates in the experimental and
control arms to estimate the odds ratio (OR) and 95% confidence intervals
(Cl).

* Exclusion criteria:
a) non-randomized controlled trials on this topic;
b) RCTs investigating platinum-based neoadjuvant chemotherapy in
patients with breast cancer subtypes other than TNBC ;
c) ongoing studies with results not presented or published at the time of
the literature search.
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Study Objectives and Endpoints

* Primary objective: to compare the activity of platinum-
based versus platinum-free neoadjuvant chemotherapy in
TNBC patients in term of pCR (i.e. ypTO/is pNO)

 Secondary objectives:
a) to compare event-free survival (EFS) and overall survival
(OS);
b) to compare the grade 3 and 4 adverse events (AEs, i.e.
neutropenia, anemia, thrombocytopenia and neuropathy)
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Statistical Considerations

* ORs and 95% Cl were calculated for pCR, ORR, grade 3 and 4
AEs.

 Hazard ratios (HRs) and 95% Cl were calculated in terms of EFS
and OS.

* |n presence of significant heterogeneity among the trials, the
method of Der Simonian and Laird using random effect model
was performed.

* Avisual inspection of the funnel plot and the Harbord’s
asymmetry test were used to assess the likelihood of
publication bias.
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Results

% 1328 identified and screened records 1176 excluded

= g N=216 duplicates

g % {n=1328 in MEDLINE, Web of Knowledge , ESMQ, ASCO and SABCS > M= 960 title/abstract not relevant for the
E o websites) presentmeta-analysis

= [

[TH] wl

o

140 full textarticle excluded
N= 34 review/meta-analysis
E 152 identified for possible records on the neoadjuvant treatment N=83 observational studies
% with platinum agents in TMBC patients - N=9 prospective non randomized trials
L MN=9 other reasons
- MN=3 excluded (no data for TNBC)
N=2 no results available
12 records eligible for the present meta-analysis
v
o
é > M=3 updated after prior publications
E K
9 different studies eligible for the present meta-analysis
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Characteristics of the studies

GEICAM/2006-03 Phase Il EC-DCb 47
Phase Il P + Dox + Bev + Cb 158
P + Dox + Bev 157

Phase Il P + Cb tBev > ddAC 221
P+ Bev > ddAC 212

Phase Il PCb > CEF 37
P > CEF 38

Phase Il Cis + P = Cis + Dox 30
P> FAC 31

Phase Il PCb 44
EP 43

Phase Il PDoxCh 203
ddEPC 200

Phase Il Nab-P + Cb 146
Nab-P + Gem 178

Phase Il P+Cb > AC 160
P> AC 158

Presented at the AIOM Giovani 2018 Presented by: Francesca Poggio, MD




Results:
pCR in all the studies

Tnal name Year OR (95% CI) Platnum Controls
i
GEICAM/2006-03 2012 v : 0.97 (0.40,2.35) 14/47 14/46
1
GeparSixto GBG66 2014 —‘w— 1.78 (1.14,2.78) 90/158  67/157
1
CALGB 40603 Alliance 2014 — 1.68 (1.15,2.45) 119/221 87/212
1
1
UMINOOCO0O3355 2014 . - 4.60(1.72,12.27) 23/37 10/38
1
Aguilar Martinezetal. 2015 : - 2.38(0.85,6.64) 18/30 12/31
1
NCT01276769 2016 : -~ 3.88(135,11.15) 1744  6/43
|
GeparOcto GBG84 2017 o i 1.14 (0.77, 1.68) 105/203  97/200
I
U
WSG-ADAPT 2018 —_— 2.11(1.33,335) 67/146 S1/178
]
BrighTNess 2018 ':—0— 3.01(1.90,4.77) 92/160 49/158
Random effect (I-squared = 56 3%, P=0.019) @ | 1.96 (1.46, 2.62) | 545/1046 393/1063
I
) 52.1% vs. 37.0%
I
' 1

0815

T
123
Favors Controls Favors Platinum
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Results

RCTs with the same RCTs with the same standard
CT backbone anthracycline- and taxane-based CT

Tnal name Yex OR (95%CT) PMaimum  Comtrols
Tnal name Year OR(F5%CD Fatenn  Conwels

GEICAN2006.03 12 —_— 097(040,235) 1447 L4

X CALGB 40603 Allamnce 2034 ——‘_‘: 1 47(086,251) S&IN 42107
GeparSixto GBG66 014 —_—— L78(114.278) 90158 67157 '

_ ' LMINDDI00313S 2014 ——————qo0(u7n1227) 2VSY 1038

CALGB 40603 Alliance 2014 — 168115245 19221 82212 :
UMIN0000035S 2014 ——————— 60 (1721227) 2337 1078 BTN 2018 e INAWAT) . R0 IS

BeighTNess 018 _— 301{190,477) 92160 49158 Random effect (-squared = 65 3% p=0.054) O 1657308 1017303
. H 54.9% vs. 33.3%
Random effect (1-squared = 57 7% P =0 .05)) 204139 300) 138e 2ve11 !

54.2% vs. 37.1%

T e T
! 08135 1 123
. L . Favees Comerols Favors Matimum

0815 1 123
Favors Commrols Favors Platinas
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Results

BRCA-mutated patients BRCA-negative patients

Trial name Year OR (95% CI) Platinum  Controls Trial name Year OR (95% CI) Platinum  Controls

GeparSixto GBG66 2017 : 0.94(0.29,3.05) 17726 16/24 GeparSixto GBG66 2017 R 2.14(1.28,3.58)  66/120 44/121
BrighTNess 2018 . ) 1.44 (0.45,4.64) 1224 9/22 BrighTNess 2018 ———— 343(2.07,567) 80/136 40/136
Random effect (I-squared = 0.0%. P = 0.615) <> 1L17(0.51,267) | 29/50 25/46 Random effect (I-squared = 39.3%, P = 0.199) 272(1.71,432)) 146/256  84/257
i 58.0% vs. 54.3% : 57.0% vs. 32.7%
. H r T * T
215 1 4.64 176 1 5.67
Favors Controls Favors Platinum Favors Controls Favors Platinum
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Results

Event-free survival

Overall survival

Tnal name Year HR (93%CD Tnal name Year HR (954 C1)
CALGD 40603 Alliance 056 —é—-’— 054(058,1.22) CALGB #0603 Allrance 2016 —-——0-— 115(0.74, 1.79)
GegarSino GBGSH 017 —_— 0.56 (0.33,0.96) GeparSixto GBG66 2017 { : 0.60 (032, 112)
] e
& . . e ) e
Random effect (1-squared = 13 0%, Pw 0.222) <_\ y o 0.72 (0.49, 1 06) Random effect (I-squared = 639%, O=0,006) 8T : - R0 (040, 1.63)
‘ | — 2 .
~ ST e
T + ] T T T
i3 1 303 32 31}
Favors Planmom Favors Comerols Favees Planmm Favors Conwols
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Results:
Safety profile overview

AEs OR (95% CT) Platinum Controls  I-squared
Neutropenia grade 3-4 e 3.19 (1.55,6.54) 535/1007 237/1023 90.0
Anemia grade 3-4 - 15.01 (4.86,46.30) 104960 4/979 29.6
Thrombocytopenia grade 3-4 —_— 8.32(2.88,23.98) 111/1007 10/1023 355
Neuropathy grade 3-4 — 1.05 (0.64, 1.71) 35/960 35/977 0.0
T T
0216 46.3

Favors Platinum ' Favors Controls
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Conclusions

* Our meta-analysis showed that platinum-based
neoadjuvant chemotherapy was associated with
significant increased pCR rates in TNBC patients at
the cost of worse hematological toxicity.

* The addition of platinum agents to standard
anthracycline- and taxane-based neoadjuvant
chemotherapy may be considered an option in
unselected TNBC patients.
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