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Cancers du sein triple négatitsbesoins médicaux

| 15% des cancers du sein Iocalisiés

| Chirurgie + chimio 8"¢ génération + R]L
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Questions de désescalade??
- Certains Sou.gypes BESOin méd|Ca| majeur

- Certains profils moléculairesp - Adjuvant
- Phase metastatique




Une maladie tres hétérogene sanskiver »
oncogénigue majeur identifie

a Histological subtypes Metaplastic carcinoma with Spindle-cell metaplastic
squamous differentiation carcinoma

¢ |[nvasive ductal carcinoma (95%)
¢ [nvasive lobular carcinoma (1-2%)

* Metaplastic carcinoma with squamous
differentiation (<1%)

¢ Spindle-cell metaplastic carcinoma
(<1%)

Secretory carcinoma

-

¢ Adenoid cystic carcinoma (<1%)

e Secretory carcinoma (<1%)
¢ Typical medullary carcinoma (<1%)
» Atypical medullary carcinoma (<1%)

* Apocrine carcinoma (<1%)

Bianchiniet al, Nat ClirRevOncol2016



Une maladie tres hétérogene sanskiver »

b Intrinsic PAM50 subtypes

[] HER2-enriched
E Luminal A

B Luminal B
B Normal-like
B Basal-like

¢ Molecular subtypes defined
by Lehmann et al.

l UNS/UNC
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oncogénique majeur identifie

d Integrative clusters

Bianchiniet al, Nat CliRevOncol2016
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lesquelles sont pertinentes?

TCGA Nature 2012 t 500 échantillons
U approches génomiques multiples
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lesquelles sont pertinentes?

Al t ®r ati on des voies Pl 3K
frequente dans les TNBC

a Pl(3)K pathway (390 tumours with mENA/mutation/protein data)
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lesquelles sont pertinentes?

Perte de fonction de TP53 quasi constante

b TP53 pathway (506 tumours with mRNA/mutation data)
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Altérations génomiques« exploitables»
dansle cancer duiseinTNBC
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Stephens et al, Nature, 2012, TCGA, Nature, 2012,
Gewinner, Cancer Cell, 2009, Andre, Clin Cancer Res, 2009, Turner, Oncogene, 2010
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Trois grandes pistes!!!
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Trois grandes pistes!!!
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Bianchiniet al, Nat ClilRevOncol2016

Box 1| Potentially actionable pathways in TNBC

DNA repair pathway
* BRCA1/2 mut/del

PI3K/mTOR pathway

* PIK3CA mut/amp, AKT3 amp/mut, PTEN del/mut,
TSC1 del/mut, INPP4B del, TSC1

RAS/RAF/MEK pathway

* FGFR1 amp, EGFR amp, IGF1R amp, ERBB2 mut,
ERBB3 mut, ERBB4 mut, BRAF amp/mut, KRAS amp/mut,
HRAS mut, DUSP4 del

Cell-cycle checkpoints

* RB1 del, CDK6 amp, CCND1 amp, CCND2 amp

JAK/STAT pathway,
* JAKZ amp

Other pathways

* Androgen receptor pathway
* Notch pathway

¢ INK/AP-1 pathway

* HIF1-a/ARNT network

amp, gene amplification; del, gene deletion; mut, gene
mutation; TNBC, triple-negative breast cancer.



Les TNBC moléculairapocrineset anti-
androgenes

Etude AMAAbirateronedans les moléculairespocrinesavancés (TNBC AR+)

Table 2. Clinical benefit at 6 months (efficacy population, n = 30)

Complete response 1 3.3

Partial response 0 0

Stable disease 5% 16.7

Progression 23 76.7

Treatment stopped for toxicity before evaluation at 6 1 33
months

Bonnefol et ahnnalsOncol2016




Trois grandes pistes!!!

Restaurer la
reponse immune

PD1/PDL1
TI LEé



TILs infiltrate predict OS in TN and HER2+ BC.

Loi S, JCO 2013, Ann Oncol 2014; Dieci MV, Ann Oncol 2015, Ann Oncol 2014,

Denkert C, JCO 2015....
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Figure 1. Prognostic value of TIL. Estimated Kaplan-Meier curves of disease-free survival for all patients (A) and in different subgroups: ER+/HER2 (B) ER

—/HER2- (C) and HER2+ (d).



La synapse immunologique

T-cell
receptor \
\

e
o Antigen '

Merci a MP Sablin, Institut Curie



Inhibiteurs de checkpoints
dans le cancer du sein

Cible  Molécule Etude Sous- Statut PD- Pts Résultats Ref
type PD-L1 L1+  évaluabl
es
PD-1 Pembrolizuma Keynote- TN PD-L1+ 59% 27 TRG : Nanda, JCO 2016
b 012 18,5%
Stabilité  : Rugo, SABCS
RH+/HER PD-L1+ 19% 25 26% 2015
Keynote- 2.
028
TRG : 12%
Atezolizumab TN PD-L1+  69% 21 TRG:24%  Emens AACR
Atezolizumab+ TN Indif NC 24 TRG :42%  Adams S, SABCS
Nabpaclitaxel 2015
Avelumab Javelin TN Indif NC 58 TRG : 8,6 % Dirix LY, SABCS
RH, 72 TRG:28% °
HER2+ 26 TRG : 3,8%
Tremelimumab RH+/HER Indif NC 26 Stabilité  : Vonderheide, CCR
+ exemestane 2- 42% 2010

Merci a MP Sablin, Institut Curie



Anti PD1 : Pembrolizumab

Essali KEYNOD&E?2

Réponse complete ou UIENSET
TN partielle NS .Y2 A
M-+/Localement ou maladie stable progression
> ou toxicité

?)\éagceei Pembrolizumab
>1 Iégil:)n mesurable 10 mg/kgi.v.
= w toutes les 2 sem. Maladie progressive .
Pas de M+ cérébrales s s Arrét du

: = confirmée ou toxicité¢ —» .
actives : pembrolizumab

inacceptable

PD-L1+

Evaluation
de la réponse /8 semaines

*PD-L1+ =>1% des cellules (tumorales ou stromales) sur tissu archivé ;
58% des patientes screenées étaient-RD positives

Nanda Ret al. J Clin Oncol 2016;20:2460
Nandaet al. SABCS 2014; Abs-GL



Anti PD1 : Pembrolizumab

B Confirmed complete response
B Confirmed partial response
B Stable disease

B Progressive disease
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Nandaet al. SABCS 2014: Abs Time (weeks)



Anti PDL1 : Atezolizumab+ Nabpaclitaxel
en neoc-adjuvant

PDL1- PDL1+ Unknown
(n=7) (n=9) (n=28)

ORR 57.1% 77.8% 75%
(IC 95%) (18.4, 90.1) (40.0, 97.2) (34.9, 96.8)
CR 0 0 12.5%
PR 57.1% 77.8% 62.5%

SD 42.9% 22.2% 0
PD 0 0 25%

Adams S et al. SABCS 2015:; Abs 850477.
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Anomalies constitutionnelles de la réparation
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Couch et al, J Clin Oncol 2015



Etudes princeps Inhibiteurs de PARP

Mutations germinales BRCA1/2: ORR-@0%



