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Cancer du sein :

* les données du probleme

Male
Prostate
648,400

Lung & bronchus
482,600
Colon & rectum
389,700
Urinary bladder
177,800
Stomach
173,700
Kidney
111,100
Non-Hodgkin lymphoma
95,700
Melanoma of skin
85,300
Pancreas
84,200
Liver
81,700
All sites but skin
2,975,200

Female

Breast
692,200
“Colon & rectum
337,700
Lung & bronchus
241,700
Corpus uteri
142,200
Stomach
102,000
Ovary
100,300
Non—Hodagkinéymphoma
Melanoma of the skin

81,600
Pancreas
80,900
Cervix Uteri
76,500
All sites but skin
2,584,800

Male
Lung & bronchus
412,000
Colon & rectum
166,200
Prostate
136,500
Stomach
110,900
Pancreas
82,700
Liver
75,400
Urinary bladder
55,000
Esophagus
53,100
Leukemia
48,600
Kidney
43,000
All sites but skin
1,528,200

Female

Breast
189,500
ung ronchus

188,400
Colon & rectum
153,800
Pancreas
79,100
Stomach
70,800
Ovary
64,500
Liver
39,900
Leukemia
38,700
Non-Hodgkin lymphoma
33,500
Corpus uteri
33,200

All sites but skin
1,223,200

Jemal, Global Cancer Statistics 2011



i Le cancer du sein en France

= 49.814 nouveaux cas en 2005
= 11.441 déces en 2006
= 40% des déces prématurés avant 65 ans

= Probabilité pour une femme francaise d’avoir un
cancer du sein au cours de sa vie : 10,1 %

Guérin et al., Bull Cancer vol. 96 « N°L « janvier 2009, 51-7



i Les données du probleme
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i Pronostic en fonction du stade
= Etude EUROCARE4, survie a 5 ans

= TINOMO : 28,9% des stades, survie 98%

= 12-T3NOMO :18,6% des stades, survie 87%
= 11-3N+MO :31% des stades, survie 77%

= T4NXMO : 6,8% des stades, survie 55%

= M1:6,2% des stades, survie 18%

Santet al., Int. J. Cancer: 106, 416-422 (2003)



‘L Sous Types et Prise en charge

= La prise en charge systémique du cancer du
sein peut-elle et/ou doit-elle étre guidée

par la biologie ?

= Récepteurs Hormonaux

“Poor man’s” [HC definitions of microarray-based intrinsic subtypes
of breast cancer [5,33,34]

= HER-2

= Profil Triple Négatif

Breast cancer subtype

ER PgR HER2

Luminal A ER_and/or PgR pos neg
Luminal B* ER and/or PgR pos pos
HER2+/ER- neg neg pos
Basal-like neg neg neg

Linn S and Van'’t Veer, EJC Suppl 2009



i Les Cancers Triple Négatifs

= RE-
= RP-
= HER-2-

= Environ 15% des cancers du sein
= Forte agressivité clinique

= Carence en cibles thérapeutiques
= TN / Basal-like / BRCA-mutés



Le phénotype « Triple Négatif »

Prototypical features of triple negative breast cancer

Morphological features ~ High histological grade

Lack of tubule formation

Prominent nuclear abnormalities

High mitotic count

Broad pushing borders

Necrotic and fibrotic areas

Prominent lymphocytic infiltrate
Biological features Lack of ER and PgR immunoreactivity

Negative HER2 status

High Ki-67 labelling index

pS3 mutations

Immunoreactivity for basal cytokeratins, vimentin, P-cadherin, EGFR, PDGFR, IGF-IR and c-kit

Molecular classification  Basal-like (most commonly)

Viale and Bottiglieri, EJC Suppl Sept 2009



Profil Génomique et Cancer « Basal-Like »
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Theéorie de la différenciation tumorale

Proliferation
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& TN : TN vs 5N vs Basal-Like
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0.00 5.00 10.00 15.00 20.00 0.00 5.00 10.00 15.00 20.00
Total Follow-Up (years) Total Follow-up (years)
Breast Cancer Subtypes 5-yr BCSS (95% C.l.) 10-yr BCSS (95% C.l.) Patients (n) Events (n) Breast Cancer Subtypes 5-yr BCSS (95% C.l)  10-yr BCSS (95% C.l.) Patients (n) Events (n)
| Luminar 91 (89-92) 79 (77-80) 2620 669 | Luminal’ 91 (89-92) 79 (77-80) 2620 669
[ LuminaVHER2+ 75 (68-80) 60 (53-67) 221 91 1 LuminalHER2+ 75 (68-80) 60 (53-67) 221 91
_[] HER2+/ER-PR- 60 (54-66) 55 (49-61) 258 118 1 HER2+/ER-PR- 60 (54-66) 55 (49-61) 258 118
1 e 73 (70-77) 67 (63-70) 639 213 [ coreBasal 68 (63-73) 62 (56-67) 336 127
[ unassigned 89 (85-92) 80 (74-84) 302 76 1 sNP 79 (74-83) 72 (66-77) 303 86
Cheang et al., Clin Cancer Res 2008;14(5)March 1, 2 008 -1 wmazsigned Hieel MR %02 ®



i Carcinomes Basal-Like

Basal-like carcinomas

BRCA1 downregulation
(ID4 overexpression?) BRCA1 gene promoter methylation

Salivary gland-like IDC
tumors Basal-like

Rakhah et al., J Clin Oncol 26:2568-2581.



Cancers du Sein BRCA1 muteés

BRCA1-associated breast ~ Controls (sporadic P Ref

cancer cancers)
High grade 66%* 36% 0-001 35
Express EGFR 67%* 21% 0-0001 36
ER negative 90.4%* 33% = 36
ERBB2 negative 97%* 85% 0-018 37
p53 mutation 66%* 35% 0-05 38
Express CK 5/6 58%* 7% <0-0001 36
c-MYCamplification 53% 23% 0-003 39
Cytogenetic abnormalities  Relatively high Relatively low -- 40

*Feature of triple-negative/basal-like cancer.

Table 2: Pathological and molecular features of BRCA1-associated breast cancer

Cleator et al., Lancet Oncol 2007; 8: 235-44




& Overlaps...

.

ER, PgR and
. HER2 negative

Figure 1 | Shared features of triple-negative, basal-like and

BRCA1-associated breast cancers. Abbreviations:

AR, androgen receptor, BLBC, basal-like breast cancer;
ER, estrogen receptor; PgR, progesterone receptor;
TNBC, triple-negative breast cancer.

t Vimentin
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Carey, L. et al. Nat. Rev. Clin. Oncol. 7, 683-692 (2010)



Facteur Pronostique, Facteur Prédictif
et Cible Thérapeutique

Prognostic factor ‘

Predictive factor

No treatment

% Survival

+ Factor *

- Factor ;

Years

% Survival

No treatment

+ Factor *

= Factor %

Years

% Survival

Treatment A
+ Factor *

= Faclor *

Years

Linn S and Van't Veer, EJC Suppl 2009
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Dent et al., Clin Cancer Res 2007;13(15) Years after diagnosis



* Pronostic
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Dent et al., Clin Cancer Res 2007;13(15) Years after first surgery



i Prédictivite

= Facteur prédictif de réeponse et de pRC a la CT

= Plus forts taux de réponse

= Cependant durée de réponse souvent breve

Table 3 Markers and their value in prediction in breast cancer

Established and in routine Potential for clinical use; need refinement of Research interest, less likely to be
clinical use scoring systems or antibodies used clinically

Oestrogen receptor Epidermal growth factor receptor P53

Progesterone receptor Ki-67 (MIB-1) Cyclin E, cyclin D1, p21, p27

HER2 Topoisomerase |l alpha Bcl2, bax, bcl-x, survivin

Walker et al., J Clin Pathol 2008;61:689—696.



i En synthese

= Environ 15% des cancers du sein

= RE-

= RP-

= HER-2-

= Forte agressivité

= Recouvrement avec une partie des cancers basal-like
= Enrichi en tumeurs BRCA mutées

= Anomalies de la réparation de I’ADN (?)




Cibles putatives dans les tumeurs TN

Hormone Intracellular
Receptor kinase

~ Androgen

PTEN R
receptor EN/mTO

Triple-negative
Breast cancer

DNA repair Tyrosine
pathway kinase

VEGFA
antigens

Cancer

stem-cells

Berrada et al., Annals of Oncology 2010



from Three Randomized Trials of Bevacizumab (BV) and
First-Line Chemotherapy as Treatment for MBC

| Meta-Analysis of Patients with Triple-Negative Disease

No. of patients with TNBC (%) Median PFS, months
THal Chemotherapy Hazard ratio

partner Bev + Chemotherapy for PFS Bev + Chemotherapy
chemotherapy alone chemotherapy alone

E2100 iizsdy 122 (33) 110 (31) 0.49 10.6 5.3
paclitaxel
AVADO BB 58 (23)b 52 (22) 0.68 8.1 6.1
docetaxel
Docetaxel/ nab-
paclitaxel
RIBBON-1 monotherapy or
(taxane/ anthracycline- 96 (23) 46 (22) 0.78 6.5 6.2
anthracycline)a based
combination
therapy
ALEZONP Capecitabine 87 (21) 50 (24) 0.72 6.1 e

(capecitabine)a

aRandomized 2:1. P59 patients (24%) in earlier analyses of AVADO; one  patient excluded after further review.
1. O’'Shaughnessy J, et al. Cancer Res 2009;69(Suppl. 8)512s (Abstr. 207); 2. Glaspy J, et al. Eur J Cancer Suppl 2010;8:202(Abstr, 489)



Kaplan—Meier estimate of PFS
(TNBC subgroup)

1.0

Median (months)
(95% CI)

. _ 8.1
08 Bevacizumab + chemotherapy (n=353) (6.5-8.5)
5I4
Chemotherapy alone (n=258) (4.3-6.1)
>
Zz 0.6 Unstratified hazard ratio = 0.649
3 (95% CI 0.538-0.783)
o
S p<0.0001
3
‘g 0.4 Stratified hazard ratio = 0.680
E (95% CI 0.555-0.834)
p=0.0002
0.2
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
No. at risk: Time (months)
Bevacizumab + chemo 353 317 263 191 141 93 59 37 27 18 9 4 1 1 0
Chemo alone 258 206 142 88 60 36 24 15 9 6 4 2 0 0 0

SABCS 2010. O’'Shaughnessy J. et a/, P6-12-03



Ensemble de la population
(ASCO 2010)

= i Non-Bév Bév
g 0,8 (n=1 008) (n=1439)
% . 9,2
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0 3 6 9 12 15 18 21 24 27 30
Mois
Patientes a risque (n)
— Non-Bév 1008 680 464 210 111 38 18 9 1 0 0
- Bév 1439 1157 885 491 292 134 67 22 8 2 1

ASCO 2010 - D’apreés O’Shaughnessy J et al., abstr. 1005 actualisé



Cibles putatives dans les tumeurs TN

Hormone Intracellular
Receptor kinase

~ Androgen

PTEN R
receptor EN/mTO

DNA repair Tyrosine
pathway kinase

antigens

Cancer
Host
stem-cells
Berrada et al., Annals of Oncology 2010



Tumeurs TN, Phase 11
Cisplatine vs Cisplatine + cetuximab

2 0.9 — n=115 n=58
S 0.8=— Number of Events 92 47
S .
b 0.7 — Median PFS, months 3.7 1.5
o (95%Cl) (2.8 - 4.3) (1.4 -2.8)
§ 067 HR* (95%Cl) 0.67 (0.47 - 0.97)
ﬁ 0.5 =— p-value * 0.03
g
g 0.3=
% 0.2=
© (0.1= === Cetuximab + cisplatin
o mmm cisplatin

0.0

| | | | | |
0 3 6 9 12 15
Time (months)

No. of patients still at risk

(e}
o
o

Cetuximab + cisplatin 115 53 18
Cisplatin 58 16 5 1 1 0

*Stratified Cox's proportional hazards model, +Two-  side log-rank test stratified by line of treatment.
Cl, confidence interval; HR, hazard ratio; PFS, pro  gression-free survival

Baselga et a/. SABCS 2010. Abs PD01 01



Tumeurs TN, Phase 11
Cisplatine vs Cisplatine + cetuximab

1.0
Cetuximab + cisplatin Cisplatin
0.9- n=115 n=58
— ’ Number of Events 82 42
o Median 0S, month: 12.9 9.4
= 0.81 [ssw:: cll e [9.6-15.6] [6.7-14.2]
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a 0.7 1 p-value! 0.31
© 061
g
© 051
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Mutations in the epidermal growth factor
receptor (EGFR) gene in triple negative breast
cancer: possible implications for targeted therapy

Yvonne Hui-Fang Teng', Wai-Jin Tan', Aye-Aye Thike', Poh-Yian Cheok', Gary Man-Kit Tse?, Nan-Soon Wong?,
George Wai-Cheong Yip®, Boon-Huat Bay4 and Puay-Hoon Tan"

Table 4 Summary of EGFR mutations detected in primary
tumours of triple negative breast cancers (n = 8)

Mutations Number of samples (%)
Exon 19

del E746 to A750 (15 bp deletion) 2/70 (2.9%)

del 5752 to 1759 (24 bp deletion) 2/70 (2.9%)
inversion of complementary strand 1/70 (1.5%)

Exon 21

L858R 1/70 (1.5%)

18471 2/70 (2.9%)

Total 8/70 (11.4%)

Single nucleotide polymorphisms

Exon 18
T725T 3/70 (4.3%)
Exon 20
Q787Q 6/70 (8.6%)

Teng et al. Breast Cancer Research 2011, 13:R35



Cibles putatives dans les tumeurs TN

Hormone Intracellular
Receptor kinase

~ Androgen

PTEN R
receptor EN/mTO

Tyrosine
kinase

DNA repair
pathway

VEGFA
antigens

Cancer
Host
stem-cells
Berrada et al., Annals of Oncology 2010



BRCA1 et PARP et léetalitée cellulaire

‘SYNTHETIC LETHALITY”

i Synergie des dysfonctions des voies

HR= homologous recombination (BRCA1-dependent)

BER=Dbase excision repair (PARP-dependent)

[ Chemo, X-rays, other insults J

DNA damage J

Normal cell } [ BRCA loss ] [ PARP deficient } [ Sl

&= 6= Dl e = ] D
| VIABLE | | VIABLE | | VIABLE | " DEAD |

Adapted from Comen and Robson, Oncologist 2010



Cancer du sein TN, BRCA,
PARP et PARPI

Cellules tumorales Cellules tumorales
Lésion de ’ADN Lésion de ’ADN

Réparation de 'ADN Mort cellulaire

Viabilité cellulaire



cassures de I'ADN

i Role exact des agents induisant des

= Sels de platine, alkylants

= Tres hauts taux de pCR en néoadjuvant
= BRCA- >> autres TN

= Place non clairement définie

= Essais cliniques en cours



Olaparib
Tumeurs BRCA mutées, phase |

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JULY 9, 2009 VOL. 361 NO.2

Inhibition of Poly(ADP-Ribose) Polymerase in Tumors

from BRCA Mutation Carriers
Peter C. Fong, M.D., David S. Boss, M.Sc., Timothy A. Yap, M.D., Andrew Tutt, M.D., Ph.D., Peijun Wu, Ph.D.,
Marja Mergui-Roelvink, M.D., Peter Mortimer, Ph.D., Helen Swaisland, B.Sc., Alan Lau, Ph.D.,

Mark J. O'Connor, Ph.D., Alan Ashworth, Ph.D., James Carmichael, M.D., Stan B. Kaye, M.D,,
Jan H.M. Schellens, M.D., Ph.D., and Johann S. de Bono, M.D., Ph.D.
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54 patientes stade IV
* BRCA1/2 mutees

Phase Il Study Olaparib in BRCA1/2
Associated Breast Cancer (Tutt et al.)

Olaparib 100 mg
po X2/J

Olaparib 400 mg
po X2/J

|
O™

* Objectif primaire =
Réponse objective

A Olaparib 400 mg twice daily.
[ BRCA1
Il BRCA2
Increasing tumour shrinkage
>

B

11 | 1 |

Olaparib 100 mg twice daily.

I Increasing tumour shrinkage

* Objectifs secondaires :
— % modifications de volume
— Survie sans progression

Lancet 2010; 376: 235-44



Olaparib 400 myg twice daily (n=27) Olaparib 100 mg twice daily (n=27)
BRCA1{n=18) BRCA2(n=9) Trnplenegative(n=13) Non-tripke negative (n=14) BRCAI(n=16) BRCAZ(n=11) Triple negative (n=16) MNon-triple negative (n=11)

Objective response 9 (50%) 2(22%) 7(54%) 4(29%) 3(19%) 3(27%) 4(25%) 2(18%)
Completeresponse  1(6%) 0 0 0 0 0 0 0
Partial response B (44%) 2(22%) 7(54%) 41{29%) 3 (19%) 3(Z7%) 4(25%) 2(18%)

Stable disease 7(39%) 5(56%) 4(31%) 8(57%) 9(56%) 3(27%) 7(44%) 4(36%)

Progressivedisease 2 (11%) 2(22%) 2(15%) 2(14%) 4(25%) 5(45%) 5(31%) 5(45%)

Data are number (%).

Table 3: Best overall confirmed tumour response status (intention-to-treat population) by BRCA mutation status and hormonal status

00— S Dlaparf'h 100-mg IM'I:{E' r:l:lrlj.I
gad I'I_ —— Dlaparnib 400 myg bwice daily
804 | M

70- by

5

50

40 =
30 | -

20—

10

T T T T T T T 1
L] L0 100 3130 200 250 300 350 400 450
Frogression-free survival (days)

Fresdom from progression [ %)

Number of patients
Olaparib100mg 27 24 16 10 4 0 0 6 o 0
Olaparib400mg 27 26 22 17 13 & 6 5 1 a

Lancet 2010; 376: 235-44




& Tolérance

Olaparib 400 mg
twice daily (n=27)

Olaparib 100 mg
twice daily (n=27)

Mausea
lor2
Jorg
Fatigue
lor2
Jord
Vomiting
lor2
Jord
Anaemia®
lor2
jorg
Anorexia
lor2
Jord
Diarrhoea
lor2

jord

11 (41%)
4(15%)

11 (41%)
4(15%)

3(11%)
3 (11%)

1(4%)
3(11%)

3(11%)

3 (11%)
Q

11 (41%)
0

7 (26%)
1(4%)

4 (15%)

2 (7%)

2 (7%)

3(11%)
1(4%)

2 (7%)

Olaparib 400 mg Olaparib 100 mg
twice dafly (n=27) twice daily (n=27)

Discontinuations 0 1(4%)
Dose interruption B (30%) 2 (7%)
Dose reduction 9 (33%) 1(4%)

Data are number (%),

Table 5: Dose interruptions and reductions duve to adverse events

Lancet 2010; 376: 235-44




Inhibiteur de PARP BSI-201
Phase II randomisée dans les tumeurs TN

Schéma du traitement

Gemcitabine (1 000 mg/m 2, i.v., J1, J8)

Carboplatine (ASC 2, i.v., J1, J8)

_’® Cycle de 21 jours
BSI-201 (5,6 mg/kg, i.v., J1, J4, J8, J11)

Gemcitabine (1 000 mg/m 2, i.v., J1, J8)
Carboplatine (ASC 2, i.v., J1, J8)

2009 ASCO Meeting - O’'Shaughnessy J et al., abstract 3 actualisé



Phase II randomisée dans les tumeurs TN

i Inhibiteur de PARP BSI-201

Résultats préliminaires d’efficacité

Gemcitabine/ BSI-201 +
carboplatine | gemcitabine/
carboplatine P
(n =44) (n=42)
Réponse
objective 7 (16 %) 20 (48 %) 0,002
n (%)
Bénéfice
clinique 9 (21 %) 26 (62 %) 0,0002
n (%)

2009 ASCO Meeting - O’'Shaughnessy J et al., abstract 3 actualisé



SSP (%)

Inhibiteur de PARP BSI-201
Phase II randomisée dans les tumeurs TN

100
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40

20

0

Survie sans progression (SSP)

BSI-201 + gem/carbo (n = 57)
Geml/carbo (n = 59)

p < 0,0001
HR = 0,342 (ICq; : 0,200-0,584)

6,9 mois

3,3 mois
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SSP (mois)

60

Survie (%)

N
T

N
2

Survie globale (SG)

BSI-201 + gem/carbo (n = 57)
Geml/carbo (n = 59)

p = 0,0005
HR = 0,348 (ICqs : 0,189-0,649)

5,7 mois

2009 ASCO Meeting - O’'Shaughnessy J et al., abstract
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Progression-free Survival (%)

100
904
80+
70+
60
504
404
304
204
104

Inhibiteur de PARP BSI-201

Phase II randomisée dans les tumeurs TN

0.59 (95% Cl, 0.39-0.90)
P=0.01

W
4 Gemcitabine—carboplatin
- plus iniparib

Gemcitabine—
carboplatin
alone

Hazard ratio for progression with iniparib,

Months

Overall Survival (%)

Months

O’Shaughnessy J et al., NEJM 2011

100+
90- Hazard ratio for death with iniparib,
0.57 (95% Cl, 0.36-0.90)
80+ P=0.01
70+
60+ =
lee, Gemcitabine—carboplatin
50 i plus iniparib
40+ '
30+
204 Gemcitabine—carboplatin oo
alone
104
0 T T T T T T T T 1
0 2 10 12 14 16 18 20 22



Probabilité de survie sans progression

1,0

0,8

0,6

0,4 -

0,2

Etude de phase III1 :
iniparib dans les tumeurs triple négatives

Criteres d'efficacité —

opulationen ITT

. 11,8
Médiane SSP, 41 mgg?g S)SP’ © ;11; y | e
mois (IC 4z) (3,1-4,6) (4,2-5,8) 1.0 95 eTe 12,9)
HR (ICqs) 0,79 (0,65-0,98) HR (ICqs) 0,88 (0,69-1,12)
p 0,027 o 0,8 - p 0,28
b
>
n Alpha pré-spécifié = 0,04
© 06 pha pre-sp
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alpha pré-spécifié = 0,01 g
o]
S 04
o
a
0,2
| | | | | | 0 | | | | |
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Mois depuis l'inclusion

Patients a risque

GC
GClI

258 171 116 63 38 18
261 187 138 83 53

11

6
2

|
14 16

1 O
0O O

| | |

0 2 4 6 8 10 12 14 16
Mois

Patients a risque

GC 258 239 214 181 151 99 38 11 O
GCl 261 248 230 204 169 111 52 15 O

D’apres O’Shaughnessy J et al., abstr. 1007 actualisé



Etude de phase III1 :
iniparib dans les tumeurs triple négatives

Analyse multiparamétrique - Survie globale

Non ajustée 0,88 0,28 1,1 0,56 0,65 0,012

Avec facteurs

L eg e 0,81 0,08* 0,91 0,62* 0,72 0,07*
spécifiés initialement

Avec facteurs
spécifiés initialement 0,78 0,05* 0,83 0,32 0,71 0,05*
+ intervalle libre

* p-value os Wald Chi-Square test D'aprés O'Shaughnessy J et al., abstr. 1007 actualisé



Etude de phase III1 :
Iniparib dans les tumeurs triple négatives

1,0 -

0,8

0,6

0,4 -

Probabilité de survie

0,2 -

Analyse exploratoire

1€ ligne (n = 297) [57 %]

HR = 0,65 (0,46-0,91)

GCl 12,4 mois (10,6-NE)

—— GC 12,6 mois (11,9-NE)

[ S E R
2 4 6 8 10

Mois

|
12

| |
14 16

Probabilité de survie

1,0 -

0,8

0,6 -

0,4 —

0,2 —

2 eme /3eme [igne (n = 222) [43 %)

GCl 10,8 mois (9,7-3,1)
- GC 8,1 mois (6,6-10)

HR = 1,1 (0,78-1,56)

0O 2 4 6 8 10

| ! ! ! | | ! !
12 14 16

Mois

= Ajustement sur la différence en intervalle libre a la baseline

D’apres O’Shaughnessy J et al., abstr. 1007 actualisé



Olaparib et le phénotype "BRCAness”

Screening/
/ inclusion \
CS TN CS BRCA muté
BRCA inconnu (n=10)

21 réponse l

+ 20 patients

\ Olaparib 400 mg x2/J

Gelmon, ASCO 2010



Olaparib et le phénotype "BRCAness”

120 -
100 O TNBC BRCA
80 - H TNBC non-BRCA
0 Non-TNBC BRCA
60

% changement/ baseline

—100 -

Gelmon K, ASCO 2010



‘L Methylation du promoteur

Breast Cancer Subtypes LumA LumB HER2 Basal/TN
BRCAT1 methylated (n = 18) [Sporadic] 5 (28%) 2 (119%) 1 (5%) 10 (56%)
Not BRCA1 methylated (n = 59) [Sporadic]*® 25 (42%) 21 (36%) 3 (5%) 10 (17%)

Stefansson et al., Epigenetics 2011



Et simplement en changeant

!'_ notre chimiothérapie ???




FinXX final 5-year analysis: Results of the
randomised, open label, phase III trial in
medium-to-high risk early breast cancer
Schéma de lI'étude

T80 T80 T80 C600 RT
E75 Al*/tamoxifen
for5 years
F600 (ER+)
n=1,500
T60 Te0 T60 RT

c600 . Al*/tamoxifen
E75 for5 years
(ER+)
I | | | | | |

X900 X900 X900 X900 X900 X900

—
0 3 6 9 12 15 Weeks

Capecitabine dose: twice daily, days 1-14, every 21 days
*Anastrozole; RT = radiotherapy; ER = oestrogen receptor

20==2>0==2002>=2

= Primary endpoint: RFS; secondary endpoints: OS, safety
= Interim analysis based on 3-year follow-up JoensuuH et al. SABCS 2010. Abs S4.1



INTEGRATION OF CAPECITABINE INTO ANTHRACYCLINE-
AND TAXANE-BASED ADJUVANT THERAPY FOR
TRIPLE-NEGATIVE EARLY BREAST CANCER: FINAL
SUBGROUP ANALYSIS OF THE FINXX STUDY

T—-CEF (n=747) XT—CEX (n=753)

Median age, years (range) 53 (27-65) 52 (26-65)
Premenopausal, % 44 43
Z score, %

0 89 88

1 1 12
Tumour size (pT), %

lTor2 93 94

3or4 7 6
Nodal status (pN), %

pNo 10 1

pN+ 90 89
Histological grade, %

1/2/3 11/47/42 12/48/40
Receptor status, %

ER positive 76 77

PgR positive 61 63

HER2 positive 19 19

Triple negative 15 12




Recurrence-free survival

92.4%
86.6%  TX/CEX

80 841%  TICEF
60

HR = 0.79 (95% CI: 0.60 — 1.04)

40
P=0.087

20

0
Patients at risk: 0 L 2 3 4 5 6

T+ CEF 745 727 693 662 516 324 94
TX + CEX 751 739 717 694 538 319 105

Overall survival

96.1% 92 6%

TXICEX
80 95.3% 89.7% TICEF

60
HR =0.73 (95% CI: 0.52 — 1.04)

40 P =10.080

20

0
1 2 3 4 5 6 7 Years

745 738 723 710 561 347 101 0
7851 745 737 722 567 345 110 0

= Absence d'amélioration de la survie sans rechute, objectif principal
(HR=0,79), et de la survie globale (HR=0,73) par 'addition de
capécitabine dans la chimiothérapie adjuvante



‘_L Mauvais pronostic des TN

Time to any recurrence

1.00 *\N 86.7%

0.75 - —_—
E 76.8%
> 0504
=
o HR=0.50 (95% Cl: 0.36-0.69)
0251 p<0.001 Non-TNBC
— [NBC
0.00 . . . . . . )
0 1 2 3 4 5 6 7
Time (years)
TNBC 202 187 174 162 138 86 30 0

Non-TNBC 1,294 1,279 1,236 1,194 916 a9/ 169 0



Analyses exploratoires :
Sous type tumoral et RFS

ER+ and/or PR+, HER2- ER+ and/or PR+, HER2+
100 -\ o
80 = 80 =
60 = P =0.591 60 = P =0.845
HR =0.91 HR=1.11
40 A h = 1009 40 1 =163
20 = 20 =
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6
ER- and/or PR-, HER2+ ER- and/or PR-, HER2-
100 = 100 =
o] e ] 1
60 = 60 =
P=0.786 P=0.0177
40 4 HR = 0.91 40 1 Hr=048
20 - n=122 20 - n=202
0 . . 0
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6

-=T/CEF ==TX/CEX

Joensuu H et al. SABCS 2010. Abs S4.1



FINXX : analyse exploratoire
Sous-groupe TN

Time to any recurrence

1 ﬁ“\_\ 84.500
Des analyses exploratoires 0 :
’ \ 7y . = i DFS 70.3%
revelent une amelioration de la £ 050
. w - .
survie sans rechute et de la oas| 1048 Gt Ci025-050) B
survie pour les tumeurs TN 0.00 . . . . . . .
dans le bras capécitabine ! ‘ 22 . 2 : Z
ime (years)
TLCEF o e o G i',? " 0
1.00 -\\\ 89.1%
0.75 4
= 75.6%
< 050 oS . .
E HR=0.42 (95% CI: 0.20-0.87) ... mais analyse exploratoire...
025 P00 XT—>CEX
—— T—CEF
0.00 T T T T T T 1
0 1 2 3 4 5 6 7
Time (years)
XT—CEX 93 91 87 85 73 47 14 0

T—CEF 109 104 93 90 74 43 16 0



i Conclusion - Perspectives

= Environ 15% des cancers du sein
= Agressivité clinique
= Peu de cibles thérapeutiques validées

= Ciblage des mecanismes de réparation de I'’ADN
= Intérét de la détermination de leur fonctionnalité ?

= Recherche de nouvelles cibles thérapeutiques
= Modeles précliniques plus « réalistes » ?



