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| es différentes formes moléculaires
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| es différentes formes moléculaires

Luminal A ‘Luminal A-like’
all of:
ER and PgR positive
HER2 negative
Ki-67 Tow™
Recurrence risk ‘low” based on

multi-gene-expression assay (if available)b

Luminal B ‘Luminal B-like (HER2 negative)’
ER positive
HER2 negative
and af least one of:
Ki-67 high’
PgR ‘negative or low’
Recurrence risk ‘high’ based on
multi-gene-expression assay (if available)b

‘Luminal B-like (HER2 positive)’
ER positive
HER2 over-expressed or amplified
Any Ki-67
Any PgR

Erb-B2 overexpression ‘HER2 positive (non-luminal)’
HER2 over-expressed or amplified

ER and PgR absent

‘Basal-like’ “Triple negative (ductal)’
ER and PgR absent

HER2 negative

The cut-point between ‘high’ and low’ values for Ki-67 varies between

laboratories.” A level of <14% best correlated with the gene-expression
definition of Luminal A based on the results in a single reference
laboratory [23]. Similarly, the added value of PgR in distinguishing
between ‘Luminal A-like’ and ‘Luminal B-like’ subtypes derives from the
work of Prat et al. which used a PgR cut-point of >20% to best
correspond to Luminal A subtype [24]. Quality assurance programmes
are essential for laboratories reporting these results.

‘Luminal B-like’ disease comprises those luminal cases which lack the

characteristics noted above for ‘Luminal A-like’ disease. Thus, either a
high Ki-67" value or a low PgR value (see above) may be used to
distinguish between ‘Luminal A-like’ and ‘Luminal B-like (HER2

negative)

There is an 80% overlap between ‘triple-negative’ and intrinsic ‘basal-like’

subtype. Some cases with low-positive ER staining may cluster with non-
luminal subtypes on gene-expression analysis. “Triple negative’ also
includes some special histological types such as adenoid cystic

carcinoma.

Goldhirsch, Ann Oncol 2011
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Quelle chimio pour les ‘luminaux’ ?

Pathological complete response and long-term clinical
benefit in breast cancer: the CTNeoBC pooled analysis

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantina, NormanWaolmark, Hervé Bonnefoi, David Cameron,
Luca Gianni, Pinuccia Valagussa, Sandra M Swain, Tatiana Prowell, Sibylle Loibl. D Lawrence Wickerham, Jan Bogaerts, Jose Baselga,

Charles Perou, Gideon Blumenthal, Jens Blohmer, Eleftherios P Mamounas, Jonas Bergh, Vladimir Semiglazov, Robert Justice, Holger Eidtmann,

Seonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, ShenghuiTang, Bernd Gerber, Charles E Geyer Jr,
Richard Pazdur, Nina Ditsch, Priya Rastogi, Wolfgang Eiermann, Gunter von Minckwitz

13856 patients enrolled in 12 necadjuvant trials

1901 excluded
1667 assigned to adjuvant treatment (904
from ECTO; 763 from NSABP B-18)
99 in the HER2-negative treatment
group of the NOAH trial
—» 1 in the HER2-positive treatment
group of the NOAH trial for whom no
data obtained
134 never began assigned treatment
(60 from GeparTrio; 74 from
GeparQuattro)

h 4
11955 included in responder analysis

2515 excluded
1713 in non-randomised neoadjuvant
groups (451 from ECTO; 285 from
— GeparTrio-Pilot; 760 from NSABP
B-18; 217 from TECHNO)
802 given additional adjuvant taxane
in NSABP B-27

y

9440 included in the trial-level analysis

@x®

CrossMark

Cortazar, Lancet 2014



Quelle chimio pour les ‘luminaux’ ?

Pathological complete response and long-term clinical @+k ()
benefit in breast cancer: the CTNeoBC pooled analysis -

Patricia Cortazar, Lijun Zhang, Michael Untch, Keyur Mehta, Joseph P Costantina, NormanWaolmark, Hervé Bonnefoi, David Cameron,

Luca Gianni, Pinuccia Valagussa, Sandra M Swain, Tatiana Prowell, Sibylle Loibl. D Lawrence Wickerham, Jan Bogaerts, Jose Baselga,

Charles Perou, Gideon Blumenthal, Jens Blohmer, Eleftherios P Mamounas, Jonas Bergh, Vladimir Semiglazov, Robert Justice, Holger Eidtmann,
Seonmyung Paik, Martine Piccart, Rajeshwari Sridhara, Peter A Fasching, Leen Slaets, ShenghuiTang, Bernd Gerber, Charles E Geyer Jr,

Richard Pazdur, Nina Ditsch, Priya Rastogi, Wolfgang Eiermann, Gunter von Minckwitz

‘ 13856 patients enrolled in 12 necadjuvant trials

Hormone-receptor-positive, HER2-negative, grade 1/2 (n=1986) 75 (6:3-87)
Hormone-receptor-positive, HER2-negative, grade 3 (n=630) 162 (13-4-193)
HERZ-positive, hormone-receptor-positive, trastuzumab (n=3% —— 0-9 (20335
HER2-positive, hormone-receptor-positive, no trastuzumab (n=701) _— 183 (15:5-213
HER2-positive, hormone-receptor-negative, trastuzumab (n=364) _— 503 (45:0-55:5)
HER2-positive, hormone-receptor-negative, no trastuzumab (n=471) - 302 (26-0-34:5)
Triple negative (n=1157) —_ 33:6(30-9-364)
a 1:] Elﬂ 3|Il} 4|'|] 5!0 Erlﬂ

Pathological complete response (%)

|

‘ 9440 included in the trial-level analysis

Cortazar, Lancet 2014




Quelle chimio pour les ‘luminaux’ ?

Breast Cancer Res Treat (2012) 132:1049-1062
DOI 10.1007/s10549-011-1895-2

CLINICAL TRIAL

Chemotherapy response and recurrence-free survival

in neoadjuvant breast cancer depends on biomarker profiles:
results from the I-SPY 1 TRIAL (CALGB 150007/150012;
ACRIN 6657)

Laura J. Esserman * Donald A. Berry * Maggie C. U. Cheang * Christina Yau -

—)

Centre Lfe__pn Berard

ET RHORE-ALFE

Overall pCR,
distribution % (n)
available
for analysis,
% (n)
Entire population n =215 27%
(58/215)
THC/FISH n =210 27%
(56/210)
HR+/HER2— 44% 9%
(n = 93) (8/93)
Intrinsic subtype n =120 n=116
Luminal A 3%
(1/36)
Luminal B 16%
4/25
Her2-enriched 9% 50%
(n=11) (5/10)
Basal 36% 33%
(n =43) (14/42)

Esserman, Breast Cancer Res Treat 2012



Quelle chimio pour les ‘luminaux’ ?

Breast Cancer Res Treat (2012) 132:1049-1062
DOI 10.1007/s10549-011-1895-2

CLINICAL TRIAL

Chemotherapy response and recurrence-free survival
in neoadjuvant breast cancer depends on biomarker profiles:
results from the I-SPY 1 TRIAL (CALGB 150007/150012;

ACRIN 6657)

Laura J. Esserman * Donald A. Berry * Maggie C. U. Cheang * Christina Yau -

Pathological complete response (pCR) Recurrence-free survival
Rate of pCR (n) Odds ratio Hazard ratio Hazard ratio, pCR vs. no PCR
(P value) (95% CI) (95% CI within subgroup)
All patients with surgery 27% (215) - - 0.41% (0.18-0.82)
Luminal PAMSO0 (luminal vs. other) Luminal: 8% (5/61) 0.16 047%* Luminal: 0.00 (-)
Other: 36% (20/55) (<0.001) (0.23-0.93) Other: 0.26% (0.06-0.79)

Centre Lg_pn Berard

ET RHORE-ALFE

Esserman, Breast Cancer Res Treat 2012



Quelle chimio pour les ‘luminaux’ ?

Breast Cancer Res Treat (2013) 140:63-71
DOI 10.1007/510549-013-2620-0

PRECLINICAL STUDY

Breast cancer subtyping by immunohistochemistry
and histological grade outperforms breast cancer intrinsic
subtypes in predicting neoadjuvant chemotherapy response

E. H. Lips - L. Mulder - J. J. de Ronde - Definition Comments Count %

Immunohistochemical

TN ER—, PR—, 152 271
HER2—
HER2+/ER— HER2+, ER—, 56 10.0
PR—
HER2+/ER+ HER2+, ER+. 65 11.6
PR+
ER+/HER2— ER+ HER2—, 287 513
PR+
PAMS0®
Basal Based on 48 194
HER2-enriched expressionof 50 43 174
. ZCNes
Luminal A - 81 328
Luminal B 49 19.8
Centre Leon Beérard Normal % 105

O ET RHOME-ALFE

Lips, Breast Cancer Res Treat 2013



Quelle chimio pour les ‘luminaux’ ?

Breast Cancer Res Treat (2013) 140:63-71
DOI 10.1007/510549-013-2620-0

PRECLINICAL STUDY

Breast cancer subtyping by immunohistochemistry
and histological grade outperforms breast cancer intrinsic
subtypes in predicting neoadjuvant chemotherapy response

E. H. Lips - L. Mulder - J. J. de Ronde -

Table 3 Response according to different subtype classifications

% Ratio p value®
Immunohistochemical (n = 560)
TN 36.2 55/152
HER2+/ER— 554 31/56
HER2-+/ER+ 30.8 20/65
ER+/HER2— 4.9 14/287
PAMS0 (n = 247)
20/48

Basal 41.7

Luminal A

Luminal B
Centre Leon Berard Norma

ET RHORE-ALFE

3

Lips, Breast Cancer Res Treat 2013



Quelle chimio pour les ‘luminaux’ ?

Breast Cancer Res Treat (2013) 140:63-71
DOI 10.1007/510549-013-2620-0

PRECLINICAL STUDY

Breast cancer subtyping by immunohistochemistry
and histological grade outperforms breast cancer intrinsic

subtypes in predicting neoadjuvant chemotherapy response

E. H. Lips - L. Mulder - J. J. de Ronde -

Table 4 Multivariate analysis of pCR in ER+/HER2— tumors

OR

95 % CI

p value LR-)g2

Model based on PAMS0
Age (=50 vs. <50 years) 0.62
T-stage (T3/4 vs. <T1/2) 0.83
N-stage (N4 vs. N— 0.67
PAMS0 (Luminal B vs.

Luminal A)

0.06-6.32
0.08-8.93
0.07-6.75
0.22-13.64

0.68
0.88
0.73

Model based on grade
Age (=50 vs. <50 years) 0.12
T-stage (T3/4 vs. <T'1/2) 0.75

N-stage (N+ vs. N—) 0.94
Grade (3 vs. 1/2) 6.36

Centre Lg_pn Berard

ET RHORE-ALFE

0.01-0.95

0.3-1.85
0.53-1.66
1.82-22.3

0.04
0.53
0.82
0.004 9.08

Lips, Breast Cancer Res Treat 2013



Quelle chimio pour les

Tuminaux’ ?

Prognostic and predictive value of the 21-gene recurrence

@

score assay in postmenopausal women with node-positive,
oestrogen-receptor-positive breast cancer on chemotherapy:
a retrospective analysis of a randomised trial

Kathy 5 Albain, William E Barlow, Steven Shak, Gabriel N Hortobagyi, Robert B Livingston, |-Tien Yeh
Frederick L Baehner, Nancy E Davidson, George W Sledge, Eric P Winer, difford Hudis, James N Ingle, |
Lois Shepherd, Julie R Gralow, Carl Yoshizawa, D Craig Allred, C Kent Osborne, Daniel F Hayes, for The

Tamoxifen alone (n=148)

CAF-T (n=219)

Overall (n=367)

1-3 positive nodes
ER-positive by RT-PCR assay
Ethnic origin (black)
Tumour size

<2cm

2-5cm

>5¢cm
PgR-negative by RT-PCR assay
PgR-negative by local institution
HER2-positive by RT-PCR assay

94 (63-5)
145(98-0)
12(81)

46 (311)
94 (63:5)
8(54)
27 (182)
30(203)
13(88)

133(60-7)
210(959)
15(6-8)

74(338)
136 (62-1)
9(41)
49 (22:4)
45(205)
30(137)

Centre Léon Bérard

Ok ET RHORE-ALPES

227 (61:9)
355(967)
27 (74)

120(327)
230(627)
17 (4-6)
76(207)
75(204)
43(117)

Dissase free s bval (%)

Numbser at risk
Tamaoifen
AF-T

Diiseas e free survieal (%)

Numbser at risk
Tamixifen
AF-T

A Allpatients
100

75

50+ Stratified log-rank test p=0-054 at 10 years

B Low risk (recurrence score <13)

- Stratified log-rank test p=0-o7

at 10years

257 1
Randomised treatment group Randomised treatment group
— Tamoifen (63 events) — Tamawifen (15 avents)
— CAF-T{74 events) — CAF-T (26 events)
o T T T T 1 T T T T 1
148 136 118 106 75 26 55 4 51 48 3z 10
ng 205 182 152 114 55 a1 a8 & 7 53 n

C Intermediate risk (recurmence score 18-30)
100

75

50 Stratified log-rank test p=0-48 at 10 years

D High risk (recurrence score =31)

— Stratified log-rank test p=0-033

at10years

25+ -
Randomised treatment group Randomised treatment group
—— Tamaoxifen {22 events) —— Tamaxifen (26 events)
— CAF-T{20events) — CAF-T(2Bevents)
0 T T T T 1 T T T T 1
o 2 4 & B 10 o 2 4 & B 10
ears since registration Years since registration
46 43 2 30 3 2 47 3 ] 28 0 -1
57 Lx] 47 En) m 13 71 64 54 44 32 16

Albain, Lancet Oncol 2010
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Quelle chimio pour les ‘HER2 positif’ ?
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Quelle chimio pour les ‘HER2 positif’ ?

HER2 and TOPO lla in BCIRG 006
2990 of 3222 patients tested

4.0 N N 17q212
HER2 TOPO 11
TDPO IT N=2948 Core region region

I

1761(60%)

Non Co-Amplified

143 (5%) B ———

Co-Amplified { 1044 (35%)  me—

IIIIIIIIIIIIPIII

w==Normal |  Amplified Tae Deletion

Slamon, NEJM 2011



Quelle chimio pour les ‘HER2 positif’ ?
DFS by Arm: Topo IIa Non Co-Amplified
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Patients Events HR (95% C.I.)
—ACT 643 191 1 (reference)
—AC-TH 643 119 0.53 (0.42 - 0.67)
==TCH 618 130 0.61 (0.49 - 0.77)

12 24 36 48 60

Time (months)

o
U1

o
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Slamon, NEJM 2011



Quelle chimio pour les ‘HER2 positif’ ?

DFS by Arm: Co-Amplified for Topo Ila

% alive
o
o

o
o

Patients Events HR (95% C.I.)
=—AC-T 328 55 1 (reference)
—AC-TH 357 52 0.90 (0.62 - 1.32)
-—TCH 359 72 1.20 (0.85 - 1.71)

12 24 36 48
Time (months)

o
U

Slamon, NEJM 2011



Quelle chimio pour les ‘HER2 positif’ ?

Annals of Oncology 22: 321-328, 2011

original article v
Long-term follow-up of HER2-overexpressing stage 1l or
Ill breast cancer treated by anthracycline-free
neoadjuvant chemotherapy

S. Guiu', M. Liegard’, L. Favier', I. van Praagh?, R. Largillier®, B. Weber®, D. Coeffic®, L. Moreau®,
F. Priou”, M. Campone®, J. Gligorov?, L. Vanlemmens'®, V. Trillet-Lenoir' ', L. Arnould’ &

B. Coudert™
140 patients with breast cancer treated with
anthracyclin free, trastuzumab based PST
4 N 4 ™
67 patients treated with the TH regimen 73 patients treated with the TCH regimen
[ - :
™ 4
T 4 mg/kg loading dose d1 then 2 mg/kg weekly T 4 mg/kg loading dose d1 then 2 mg/kg weekly
plus D 100 mg/m2 g3w for 6 cycles plus D 75 mg/m2 and C AUC 6 g3w for 6 cycles
AN \ v G J
e I I

r

/< Xtentre Léon Bérard

Guiu, Ann Oncol 2011



Quelle chimio pour les ‘HER2 positif’ ?

Annals of Oncology 22: 321-328, 2011

original article PR et

Published online 6 August 2010

Long-term follow-up of HER2-overexpressing stage Il or
Il breast cancer treated by anthracycline-free
neoadjuvant chemotherapy

S. Guiu', M. Liegard’, L. \J\ Relapse Free Survival

F. Priou”, M. Campone®,
B. Coudert™

Survival(%)
0.50 0.75 1.00
| | |

0.25
\

0.00
|

I I I I I I I I I I I I I
/>\ 0 6 12 18 24 30 36 42 48 54 60 66 72
: : . Months
) Centre Leq_:|51. _EEI;EN at risk

135 134 127 114 103 92 77 67 47 26 18 13 6

Guiu, Ann Oncol 2011



Quelle chimio pour les ‘HER2 positif’ ?

N %
Age
<50 132 33
50-70 233 57
270 41 10
Size of Primary Tumor
T1a 0.5 cm 77 19 } 50%
T1b >0.5-1.0 124 k|
T1c >1.0-=2.0 169 42
T2 >2.0-3.0 36 9 } ke
Histologic Grad
| Well differentiated 44 1
Il Moderately differentiated 131 32
lll Poorly differentiated 228 56
HR Status (ER and/or PR)
Positive 272 67
Negative 134 a3
Enroll P
HER2+ ¥
E‘;de Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12
<JCcm

Planned N=400

Centre Léon Béra

Lo ET BHOME-Sores

|
S

FOLLOWED BY 13 EVERY 3 WEEK DOSES
OF TRASTUZUMAB (6 mg/kg)*

Tolaney, SABCS 2013



Quelle chimio pour les ‘HER2 positif’ ?

Disease-Free Survival

o
3 | S —
¥
3-year DFS 95% Conf. Interval
=5 98.7% 97.6% to 99.8%

Poisson p-value: <0.0001

04

Disease-Free Survival (Probability)
02
1

0.0

1 ) | | |
12 24 36 48 60
Time (Meonths)

Number at risk
All patients 406 390 382 307 126 27
Centre Lépn :Bgér_alrd

o

Tolaney, SABCS 2013
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Quelle chimio pour les ‘triple-négatifs’ ?

97 TNBC

23/97
74197 (24%)

(76%_) not basal-
basal-like like

8 LUmA, 4 Lum B

12 HERZ2 6 HER2, 5 Normal

/<§Z':nlre Léon Bérard
Uik ET RHOME-ALPER

Parker, JCO 2009



Quelle chimio pour les ‘triple-négatifs’ ?

BRCA1 mutant
and BRCAnNness

TNBC
ER-negative

Basal-like Pg R-negatiye EGFR and
tumors HER2-negative cytokeratins

Claudin-low
subtype

/<§2:\enlre Léon Bérard
LYOM ET RRORE-ALFES

Metzger-Filho, JCO 2012



Quelle chimio pour les ‘triple-négatifs’ ?

place du carboplatine (situation néoad)) ?

etudes MENES \ A PCR
contrble carbo

AC/paclitaxel/beva 595

O +/- carbo hebdo AUC 1,5 (315 TN) A 7
(241%;(();38 in/ﬁgi\ﬁxe' 433 41 % 54 %
+/- carbo AUC 6
GieaR | croaoAes %4 0% 0%
IPSY-2 paciitaxel 71 ~26% ~52%

+/- carbo/veliparib

\
Centre Léon Bérard




Quelle chimio pour les ‘triple-négatifs’ ?

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Impact of the Addition of Carboplatin and/or Bevacizumab
to Neoadjuvant Once-per-Week Paclitaxel Followed by
Dose-Dense Doxorubicin and Cyclophosphamide on
Pathologic Complete Response Rates in Stage II to 111
Triple-Negative Breast Cancer: CALGB 40603 (Alliance)

William M. Sikov, Donald A. Berry, Charles M. Perou, Baljit Singh, Constance T. Cirrincione,
Sara M. Tolaney, Charles S. Kuzma, Timothy J. Pluard, George Somlo, Elisa R. Port, Mehra Golshan,

Jennifer R. Bellon, Deborah Collyar, Olwen M. Hahn, Lisa A. Carey, Clifford A. Hudis, and Eric P. Winer
ry 3

Arm 1 4 Paclitaxel 80 mg/m? once per week x 12 ddAC x 4

Paclitaxel 80 mg/m? once per week x 12 ddAC x 4
Arm 2 >

Bevacizumab 10 mg/kg once every 2 weeks x 9 Surgery™f
2x2 XRT+

random assignment ddAC x 4 » No adjuvant

systemic
Arm 3 » (Carboplatin AUC 6 once every 3 weeks x 4 treatment

plannedt

Paclitaxel 80 mg/m? once per week x 12

Paclitaxel 80 mg/m? once per week x 12 ddAC x 4

Arm 4 » Carboplatin AUC 6 once every 3 weeks x 4

Bevacizumab 10 mg/kg once every 2 weeks x 9

L J

. : Research biopsies
Centre LFD I,.IT I??FEEEF frozen and fixed

Sikov, JCO 2014



Quelle chimio pour les ‘triple-négatifs’ ?

/<§Z':nlre Léon Bérard
Uik ET RROME-ALPES

pCR Breast/Axilla
(ypT0/is NO) (%)

70+

60 -

50 -

40

30

20 1

10

B No carboplatin
Carboplatin

41% (35% to 48%)

54% (48% to 61%)

Odds ratio: 1.71
1-sided P =.0029

n=212

n=221

Sikov, JCO 2014



Quelle chimio pour les ‘triple-négatifs’ ?

JOURNAL OF CLINICAL ONCOLOGY

Response to Neoadjuvant Therapy and Long-Term Survival
in Patients With Triple-Negative Breast Cancer

Cornelia Liedtke, Chafika Mazouni, Kenneth R. Hess, Fabrice André, Attila Tordai, Jaime A. Mejia,
W. Fraser Symmans, Ana M. Gonzalez-Angulo, Bryan Hennessy, Marjorie Green, Massimo Cristofanilli,

Gabriel N. Hortobagyi, and Lajos Pusztai

Probability Being Alive

Centre Leun Berard

CIhE- ALFES

ORIGINAL REPORT

1.0 g |
&;... SB%L}P 24
0.9 - Heu, ——a
88%]|" bmy,
m,
0.8_ \ '.‘ .
) P =.0001 ‘Rew
0.7 e )
68% ",
'I—' Il-..-
0.6 - - :
pCR/non-TNBC L ..
0.5- =e== RD/non-TNBC L
==« RD/TNBC
04 1 1 1 1 1 1
1 2 3 4 5 6 7

Time After Surgery (years)

Liedtke, JCO 2008



Quelle chimio pour les ‘triple-négatifs’ ?

Gene Pathways Associated With Prognosis and Chemotherapy
Sensitivity in Molecular Subtypes of Breast Cancer

Takayuki lwamoto, Giampaolo Bianchini, Daniel Booser, Yuan Qi, Charles Coutant, Christine Ya-Hui Shiang, Libero Santarpia,
Junji Matsuoka, Gabriel N. Hortobagyi, William Fraser Symmans, Frankie A. Holmes, Joyce O'Shaughnessy, Beth Hellerstedt,
John Pippen, Fabrice Andre, Richard Simon, Lajos Pusztai

Neoadjuvant datasets

MDACC/MAQC MDACC/IGR US0 02103

ER+/HER2— ER—/HER2—- ER+/HER2—- ER-/HER2—- ER+/HER2— ER-/HER2-
133 65 a1 a1 32 29

51.9 (26-79) 51.4 (29-75) 49.7 (31-78] 47.3 (31-75) 47.5 (26-60) 50.0 (32-66)

20.1 (0-80) 13.6 (0-100) — — 63.8 (23-140) 69.0 (20-175)
75 13.8 7.3 — — 3.4 1 7 1
60 Yo o _ s o High sensitivity to chemotherapy in
16.5 13.8 12.1 39.0 65.6 65.5 . .
15.0 215 24.4 9.8 — — trlple negatlve cancers was

consistently associated with higher
23 2. A o 25 expression of gene sets that included

67.7 76.9 43.9 22.0 65.6 65.5
- - wh o - - - microtubule spindle formation
958 — 73 — 3.1 — - DNA repair
56.4 215 46.3 14.6 46.9 13.8 .
Be 788 los 703 ams 789 - cellular aging Gene Ontology
T/FAC T/FAC FAC or FEC FEC/WTX FEC/WTX

Centre Léon Beérard

YoM ET RHOME-ALFES

Ilwamoto, JNCI 2010



Conclusions

» chimiotherapie pour les cancers ‘luminaux’ :
anthracyclines + taxanes (uniqguement pour les lum. B ?)

» chimiotherapie pour les cancers 'HER2-positif’ :
anthracyclines + taxanes (ou taxanes seuls ?)

» chimiothérapie pour les cancers ‘triple-négatifs’ :
anthracyclines + taxanes (association avec carboplatine ?)

K%ntre Léon Bérard




Perspectives

» obtenir de vraies sighatures génomiques
prédictives de la réponse a telle ou telle
chimiothérapie !
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OR 95% ClI P FDR
GGl 3.16 1.62to 6.36 8.8E-04 5.0E-03 ——
Gene70 419 2.01t08.96 1.6E-04 2.7E-03 —i—
CIN70 3.37 1.71t06.89 b5.8E-04 4.9E-03 —i—
Stromar 0.86 0.45t0 1.6 6.4E-01 6.4E-01 i
Stroma2 1.24 0.65t02.31 5.1E-01 5.7E-01
Immune1 1.95 1.01to03.75 4.4E-02 9.4E-02 —l—
Immune2 258 1.29tob5.2 7.4E-03 1.8E-02 ——
RAS 1.43 0.61to 3.28 4.0E-01 5.4E-01 I
MAPK 1.32 0.67to 255 4.1E-01 5.4E-01
PTEN 298 1.38to6.62 6.0E-03 1.8E-02 —a—
AKTmTOR 1.37 0.68to 2.87 3.9E-01 5.4E-01 i
PIK3CA 0.86 0.47to 1.57 6.3E-01 6.4E-01
IGF1 3.06 1.46t06.49 3.2E-03 1.4E-02 —i—
SRC 0.75 0.39to 1.45 3.9E-01 5.4E-01 |
MYC 2.02 0.96to4.27 6.3E-02 1.2E-01
E2F3 2.36 1.26to4.46 7.5E-03 1.8E-02 ——

BetaCatenin 0.77 0.37to 1.59 4.7E-01 5.7E-01
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