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Peut on prédire I’avenir avec les « outils de
biologie moléculaire » pour poser les bonnes
indications des traitements systémiques ?

Pr.Mario Campone UNI
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INTRODUCTION



le cancer du sein est une maladie
hétérogene



Principe du traitement adjuvant :
Fradication des micro-métastases
circulantes
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Gene expression patterns of breast carcinomas

distinguish tumor subclasses with fL Ly s st catietisods s

clinical implications g o s wik . g ek g g, s
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Progesterone Receptor Status Significantly Improves Oufcome
Prediction Over Estrogen Recepitor Status Alone for Adjuvant
Endocrine Therapy in Two Large Breast Cancer Databases

By WValerie-Jeanne Bardou, Grazia Arpino, Richard M. Elledge, C. Kent Osbome, and Gary M. Clark
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Bardou, V.-J. et al. J Clin Oncol; 21:1973-1979 2003 JOURNAL OF CLINICAL ONCOLOGY



"(%68T) TTE sem —Yd/—Ud PUB {(%61) SIT Sem —Yd/+dd
(%9¥) PES Sem +Yd/+Ud Suaned jo saqumu Ay, *(sased
78 “%.) yuedyruSisul jou si syuaned +yd/—yd Jo Iqunu
AU} Jey) PUNOJ JABY M ‘SILIIS INO Ul {[e }2 0N0AI[O Aq papod
-21 250U} YIm A[paxrewr jsenuod symsar dnoxdqns 10ydadax
auouuioy InQ) "pasdejar aaey syuaned onejselpwiuou €67
pue ‘paip aAey syuaned 9o¢ ‘dn-mofjoy ay Suum(y (—yd
/=44 %1€ Pue ‘—Yyd/+Ud %E8 ‘+Ud/—UT %SL ‘+id

[+Ud %¥8) sased —Yd pue — 7 Ut uey) +3d 10/pUe +3q

ur yuanbaly 210w Sem SIY) PUB ‘0469 SEM UIJIXOWR) JueAn(pe
Yim pajean sased jo uontodoid ayy ‘sjuaned onejselaw
-uou 3y} uf 's1eak g'G Sem Sauds Ay} ur dn-mo[jo) ueIpa|y
"SISED €G1°1 Ul umouy a1am s1oydasar yrog (71 “yied noq
-qQV ‘SaL1I0Je10qQRT 10qQY ) ABSSROUNILUUI [BIDIIWILOD Paseq
-Apoqnue [euopouow JuISn PauIuLIdAP a1am s10)dadal
duouLIOH *(%8°6) 0TI ‘Al 23e1s pue £(%8°11) SP1 ‘111 23e3S
(965°9S) €69 ‘11 23®1s (%6°17) 89T ‘] 23els :Buimoy[o) ay)
sem uonnquysip 23e14 ‘snjels 103dadal auowrioy ay) Jo uone
-N[BA? 2A1DIPaId a1 B SMO[[E YoIyMm “dqe[reae st dn-mojfjoj
‘saL13s SIY) U] 8661 03 7661 woyy pouad ay) 3uLmp pajean
‘uredg ‘pupepy ur a1qndO) 2p 71 eydsoH ayy wouy syuaned
JATINIASUOD 8T T 1 JO SALIAS B UI SINBA Y J PUB YT pAuIquuiod
) PIzA[eUR dARY IM ‘SUONBAIISQO 119y} 4q paydwolg

"uieds ‘pupepy ‘eignioQ ep Zi oueysiean) |epdsoH
sopanai) " pup VIOIPUuIN D
o3I\ D UnuIA ‘A ‘opaulo ‘[ ‘saung-saio) ‘H

uleds ‘euosi ‘e1bojoduQ.p ejele) sy
spauo(] [ puv ‘uvyjag "W ‘4auiojo) Y

"J01daoe) euolelseboid ‘Y4 -10ydedes uebonse ‘H3 (6E0°L = N)
sdnoiBgns J0)deces euouwoy AQ seand jeanns eelpeseesig 'L By

(sywow) ewyy
i 0z! 96 L ay 2 0

vo

F S0

———

-Hd-w3 | m
>
3
+ 20§
e
* 80 m
*Hd*H3 - 60

A

120ue)) Jsearq ur 3unsa ], 101doday
QU013)$930.1J do)S 0) Wil ] JON S ]




FONCTIONNEL: INTENSITE
D’EXPRESSION

i



Institut de
Cancérologie

de I'Ouest
= - - Annads of Ocology 1& 716725, 2005
Original article anit101 05 ¥annoachnding3
Pullished online 7 April 2005
Timing of CMF chemotherapy in combination with tamoxifen
in postmenopausal women with breast cancer: role of endocrine
responsiveness of the tumor
M. Colleoni'*, S. Li’. R. D. Gelber’, A. S. Coates’, M. Castiglione-Gertsch®, K. N. Price’, J. Lindtner”,
C.-M. Rudenstam®, D. Crivellari’, J. Collins®, O. Pagani’, E. Simoncini'’, B. Thiirlimann'’,
E. Murray'?, J. Forbes'?, D. ErZen®, S. Holmberg'*, A. Veronesi’ & A. Goldhirsch'?
On behalf of the Intermmational Breast Cancer Study Group (IBCSG)7T
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Leading Edge H

Principles of Cancer Therapy:

Oncogene and Non-oncogene Addiction Tu m e u r

Ji Luo,' Nicole L. Solimini," and Stephen J. Elledge’”
‘Howard Hughes Medical Insttute, Department of Genetics, Harvard Medical School, Department of Medicine, Division of Genetics,
Bnghmanquﬂen‘aHumd Boston, MA 02115, USA

med harvard adu
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Principles of Cancer Therapy:
Oncogene and Non-oncogene Addiction

Environnement

Brigham and Women's Hospital, Boston, MA 02115, USA
h : sall | harvard edu
DOI 10.1016/.c0ll 2009.02.024
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Randomized Adjuvant Chemotherapy Trial in High-Risk,
Lymph Node-Negative Breast Cancer Patients Identified
by Urokinase-Type Plasminogen Activator and
Plasminogen Activator Inhibitor Type 1

Fritz Jéiinicke, Anita Prechtl, Christoph Thomssen, Nadia Harbeck,

Christoph Meisner, Michael Untch, C. G. J. Fred Sweep, Hans-Konrad Selbmann.
Henner Graeff. Manfred Schmiti

For the German Chemo N, Study Group

1.0
E__‘—I‘_‘_‘_ I Unicenter prospective study:

Low uPA and PAI-1 (n=57)

Chemo N, trial:

0.9 Low uPA and PAI-1 (n=208)
i
(=]
o
S
= 0.8
% Chemo N, trial:
'§ High uPA and/or PAI-1 (n=166)
o
0.7
l Unicenter prospective study:
High uPA and/or PAI-1 (n=44)]
0.6 T T T T I T T 1
o} 12 24 36 48 60 72 84 96

Time (months)
Patients at risk: Chemo N, trial

Low uPA/PAI-1 173/5 119/7 57/10 p=0.006
High uPA/PAI-1 141/5 106/15 51/19 ’
Patients at risk: Unicenter prospective study

Low uPA/PAI-1 57/0 57/0 56/1 56/1 46/1 29/2 19/2 p<0.001
High uPA/PAI-1 43/1 35/8 28/14 27/14 24/14  21/14  16/15 )

Janicke, F. et al. J. Natl. Cancer Inst. 2001 93:913-920; do0i:10.1093/jnci/93.12.913

Copyright restrictions may apply. \J N C I




Pronostigue

° pN
e pN-vs pN+
‘\\E‘_U_ICC Union Internationale Contre le Cancer

TINM
Classification ® 10mm VS

des tumeurs malignes ~20mm
e Grade
histologique
e SBR I vs SBR II-llI
e RH
e RH+ vs RH-
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e UPA/PA1
ASCO
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National
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NCCN Guidelines Ind
Breast Cancer Table of Contents
Discussion

SYSTEMIC ADJUVANT TREATMENT - HORMONE RECEPTOR POSITIVE - HER2 POSITIVE DISEASED

¢ Tumor <0.5cmor pNO
* Microinvasive <
pN1imi >
pT1, pT2, or pT3;
and pNO or pN1mi
(< 2 mm axillary Tumor 0.6-1.0 cm N
Histology:" node metastasis)
*Ducta
* Lobular
*Mixed Tumor > 1 cm .
*» Metaplastic
Node positive (one or more

metastases > 2 mm to one or more »
ipsilateral axillary lymph nodes)

» Consider adjuvant endocrine therapy

Adjuvant endocrine therapy

+ adjuvant chemotherapy U:¥¥%
with trastuzumab*

Adjuvant endocrine therapy

t adjuvant chemotherapy“¥%
with trastuzumab*

Adjuvant endocrine therapy
+ adjuvant chemotherapy
with trastuzumab (category 1)“¥¥
Adjuvant endocrine therapy
+ adjuvant chemotherapy
with trastuzumab (category 1)W¥¥
See Follow-Up (BINV-16)

See Adjuvant Endocrine Therapy (BINV-J) and Adjuvant Chemotherapy (BINV-K)

Recommandations INCA

L'association de chimiothérapie et trastuzumab dans les tumeurs

infracentrimétriques pTlab, NO n’est pas contre indiguée mais a, elle seule, la

surexpression de HER2 ne peut la justifier. Son indication doit tenir compte

des autres facteurs pronostiques utilisés pour prescrire une chimiothérapie.




& Institut de
‘ O Cancérologie
de I'Ouest

Prédictif

Une variable prédictive de la réponse au traitement est un cas particulier de variable pronostique.
C'est une variable d'interaction qui modifie I'effet d’un traitement ou d’une exposition sur un
¢vénement futur. En épidémiologie, on préférera le terme de « modificateur d'effet ».




Prédictif

anti-HER2+

e HER2+

Institut de
| O Cancérologie
g de I'Ouest

Anti-Estrogenes

e RH+




A) Proportion of patients who would consider the ex
accept adjuvant chemotherapy compared with 1) 5 yea
such treatment.

A

Percentage accepting treatment

100

60 -

=5 years

Compared with living for

Institut de
O Cancérologie
de I'Ouest

tra years in survival plotted sufficient to

rs or 2) 15 years of survival without

La patiente

15 years
40
20
O " 1 " " 1 M " " " 1 " " 1 1 N M . 1 N M 1
0.0 1.0 2.0 3.0 4.0 5.0

Survival gain needed (extra years)

© Oxford University Press Simes R J, Coates A S J Natl Cancer Inst Monogr

2001;2001:146-152

MONOGRAPHS
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PNO ou
PN+
(1-3)
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0.0

Grade Il

Risque faible , Risque I
pas de CT intermédiaire
CT?

Risque
important
CT oui



P 2 rtout vous. .
f}‘ﬂé c‘:)tre ;me de conversation !

Le Guide de la
bonne
Indication adjuvante

Référentiel :
NIH
Saint Paul de Vence
Saint Gallen
Adjuvant Online
NPI
Signatures

i©
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Cancérologie
de |'Ouest



[ HORMONOSENSIBILITE J




& Institut de
‘ O Cancérologie
de I'Ouest

Les OUTILS

Signature Génomique
ONCOTYPE DX
Grade Génomique

Adjuvant ONLINE
NPI

[ HORMONOSENSIBILITE J
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Signature
Génomique
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Signature Amsterdam

« 295 patientes :

» 151 N-:
10 TT adjuvant

» 144 N+:
120 TTT adjuvant

* Follow-up de 7,8 ans
« 78 genes :
Invasion
Angiogenese
Transduction du signal

van de Vijver, M. J. et al. N Engl J Med 2002;3

A
o
B
=
‘oW
ES
@ YT
o .8
s B
£8
=
p=}
o =
0
=]
o

No, aT Risk

All Patients

1.0

0.8+ =
Gaod signature

0.4 Foor signature

0.2+ P=0.001

0.0

Good signature 11% 111 107 87 59 38 19
Poor signature 180 146 111 84 52 33 17

(5] Lymph-Node—-Megative Patients

Qverall Survival

A e o
Good signature

0.6+ \_"\,

0.4- Paar signaturs

0.2 P<0.001

0.0 T T T T

o 2 4 & 8 10 12
Years

Mo, aT Risk
Good signature 80 59 58 ag 35 24 12
Poor signature 81 B8 68 B0 a3 21 10

B All Patients

———
Good signature

Poor signature

P=0.001

1.0+
0.8
=
=
£ 0.6+
S
w
T 0.4+
@
2
=1
0.2
0.0
0o
Mo, AT Risk
Low risk 118
High risk 180

i
E-
o
®

LA 3
Years

114 112 9 65 43 23
167 134 100 62 40 19

E Lymph-Node—Positive Patients

1.0

0.8+

0.4

Metastasis-free

0.2~

Prabability of Remaining

1
Good signature b

Poar signaturs

P-=0.001

No. a7 Risk
Good signaturs 55
Poor signature 29

2 4 & & 10 12
Years

'
A
m
w

4z 2B 14 7
43 26 16 8

H
w
]

C Lymph-Node—Negative Patients

ity of Remaining

Metastasis-free

Proba

MNo.aT Fisk

1.0+
b N =

o84 Good signature
%% \1
0.4 Paor signature
0.2+ P<0.001
0.0 T T T T J

o 2 4 & a8 10 12

Years

Good signature 60 &7 64 48 31 22 12

Poor signature 91 72 &5

41 26 17 8

F Lymph-MNode—Positive Patients

Overall Survival

Mo aT Risk

1.0
py Eoe
Good signaturs
0.8
0.6
Poor signature
0.4
0.2 P=0.001
0.0 T T ; ; T 1
2 4 6 8 10 12

Good signature 56 S5 54 43 30 19 11
Poorsignature 82 a1 B8 S0 29 19 9

47:1999-2009
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ENDOPREDICT
UN TEST PRONOSTIQUE POUR LES RH+ IDENTIFIANT
LES RISQUES DE RECHUTE PRECOCES ET TARDIFS.

ENDOPREDICT

HORMONOSENSIBILITE ‘




ENDOPREDICT

Clinical

Imaging, Diagnosis, Prognosis neg::f:.:

A New Molecular Predictor of Distant Recurrence in ER-Positive,

HER2-Negative Breast Cancer Adds Independent Information to
Conventional Clinical Risk Factors

Martin Filipits', Margaretha Rudas?, Raimund Jakesz®, Peter Dubsky?, Florian Fitzal®, Christian F. Singer®,
Otto Dietze’, Richard Greil®, Andrea Jelen®, Paul Sevelda®, Christa Freibauer®, Volkmar Miuiller',

Fritz Janicke'®, Marcus Schmidt'!, Heinz Kolbl'", Achim Rody'?, Manfred Kaufmann'2, Werner Schroth'?,
Hiltrud Brauch'®, Matthias Schwab'3, Peter Fritz'®>'#, Karsten E. Weber'®, Inke S. Feder'®, Guido Hennig'®,
Ralf Kronenwett™®, Mathias Gehrmann'®, and Michael Gnant?, for the EP Investigators

* Sélection de 8 genes et construction d’un algorithme BIRCS5,
UBE2C, DHCR7, RBBPS, IL6ST, AZGP1, MGP, STC2 and 3
normalization genes CALM2, OAZ1, and RPL37A.

[ Sclin=0.35.T+0.64.N +0.28 . S (D) j

e Where t codes the tumor size
(1:<1 cm,2:>1to<2cm, 3:>2to<5cm,and 4:>5cm)
and n the nodal status

* 1: negative, 2: 1-3 positive nodes, 3: 4-10 positive nodes,
and 4: > 10 positive nodes

P. Dubsky et al., SABCS 2012, S4-3
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Design de I'étude : résultats

0-5years
[J]
ABCSG-6 £ 1y EPlow
5 EP high
Surgery 3 08- &
+/-RT AG + TAM =
/ (2 years) § 0.6 4 P (LogRank) < 0.001
2 Hazard ratio: 2.80 (1.81 — 4.34)
S 041
o
S 0.
Surgery g
+/_ RT < 0 T T T T
- ANA (3 years) 0 2.5 5 7.5 10 Years
Jakesz R et al. Lancet 2005 Sequence analysis © > 5 years
Jonat W et al., Lancet Oncol, 2006 O _
Dubsky P et al., JCO 2012 s 1! R
e 1,702 ER+ / HER2- postmenopausal breast cancer S 08- b
patients 2 06 P(logRank)=0.002 EP low
» Median age 63.8 years g o Hazard ratio: 2.91 (1.98 — 4.27) EP high
e Two-thirds T<2cm and NO 5
(O]
* 4% G3, 22% Ki67 > 14% g 02-
* No adjuvant chemotherapy 2 0 T . T T |
0 2.5 5 7.5 10 12.5 Years

* 998 patients at risk after 5 years (median FU: 7.12 years)

¢ Le group endopredict de bas risque (49%) a un avantage en survie
avant et aprés 5 ans

. . .. ; * 96,3% sont sans métastases entre 5 et 10 ans
Endopredict : parametre pronostic indépendant

ni le grade, ni le Ki67 ne sont prédicteurs de métastases tardives

P. Dubsky et al., SABCS 2012, S4-3
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Patients in monotherapy arms
N = 4922

RNA available samples for GGIPCR
N = 1440

N=557

Design de I’'étude

(39%)

Samples included in the analysis

N = 883 (61%)

& Institut de
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. de |'Ouest

Pre-analytical failures
N=341 (61%)
Insuficient RNA quantity
Poor RNA quality

Technical failures
N=216 (39%)

Robotic liquid handling process
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Grade génomique grade SBR : méme combat '@

_ 1,0 A —_ 1,0 -—— GG1
T _=___q___“ HG2 T Eq
@ HG3 5
€ 0,8 -+ £ 08 A
(] (]
o o
= 0,6 ~ < 0,6 -
© ) @ .
e Chi-square=10,99 Q Chi-square=13,24
£ 04 - p=0,004 £ 04 p=0,001
2 02 - = 0,2 -
3 3
8 0,0 A 8 0,0 -
I I I I I 1 I I I I
0 24 48 72 96 120 0 24 48 72 96 120
No. at risk Months No. at risk Months
HG1 82 52 80 76 51 21 GG1 177 176 173 168 116 45
HG2 280 276 272 256 179 71 Eq 186 183 181 163 109 43
Grade SBR Grade génomique
10 year DRFI 0 10 year DRFI o
(%) 95% CI (%) 95% ClI
HG1 (18%) 100 (100-100) GG1 (38%) 99 (97-100)
HG2 (60%) 94 (91-97) Eq (40%) 94 (90-98)

HG3 (22%) 90 (84-96) GG3 (22%) 87 (80-94)
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Oncotype Dx (Genomic Health, Redwood City, CA) recu  rrence score (RS): genes a@

Institut de
Cancérologie

de I'Ouest
algorithm.
Proliferation Estrogen RS = +0.47 x HER-2 group score
Ki-67 ER - 0.34 x ER group score
STK15 PR + 1.04 x proliferation group
St Bol2 + 0.10 x invasion group score
urvivin
+ 0.05 x CD68
Cyclin B1 SCUBE2 © 0.08 x GSTM1
MYBL2 - 0.07 x BAG1
GSTM1 BAG1
Invasion
Stromelysin 3 CD68 Category RS (0-100)
Cathepsin L2 Reference Low risk RS < 18
HER-2 Bgt;;a[;ﬁn Intermediate risk | RS2 18 and < 31
GRB7 RPLPO High risk RS = 31
HER-2 GUS
TFRC

Sparano J A, Paik S JCO 2008;26:721-728

©2008 by American Society of Clinical Oncology

JOURNAL OF CLINICAL ONCOLOGY
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100 T Table 1. Kaplan-Meier Estimates of the Rate of Distant

l..‘____._"‘—' — . .

8 40— A Lo vix Recurrence at 10 Years, According to Recurrence-Score
g 50 o e A Risk Categories.*

3 ) e - I:s— :

E'E‘ [ — TR Rate ofDIStal"It

5 E bl Percentage  Recurrence at 10 Yr
ga Risk Category of Patients (95% Cl)i

E2 40

eE percent

% W Low 51 6.3 (4.0-9.6)

z 10- Intermediate 22 14.3 (8.3-20.3)

N —— High 27 30.5 (23.6-37.4)3
e 2 4 & & W 12 14 18
A * Alow risk was defined as a recurrence score of less than

No. at Risk 18, an intermediaterisk as a score of 18 or higher but
Lowrisk 333 323 33 298 76 258 A1 170 M lessthan 31, and a high risk as a score of 31 or higher.

nermedinte 143 B8 LE He D 0 0 A6 e T €l denotes confidence interval.

e i P<0.001 for the comparison with the low-risk category.

Highrisk 181 154 137 113 105 gL 43 €3 13

Kaplan-Meier Estimates of the Rate of Distant Recurrence at 10 Years, According to Recurrence-Score Risk
Categories.

Paik, S. et al. N Engl J Med 2004;351:2817-2826
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Oncotype Dx (Genomic Health, Redwood City, CA) recu  rrence score predicts dista e
recurrence when analyzed as either a (A) categoric  or (B) continuous variable.

N 100 = —
=] . e . —— - Loww risk
E 290 "-..-____ - e e e g —_
o 50— e e L e o o s i INntermediate
= T —— risk
L2 = A RE e e e e e e e ————— High risk
£ E  so]
T ] fa= 50 —
—-—
B2
=
= R
=
5 20
ar
i 1O —
O LJ L] L] L L] L] L] 1
Lo ] 2 4 “= k=1 10 12 T =3 1S
Wears

No. at Risk
Loww risk =38 =228 =213 2o8 2T 258 231 T O =28

Imntermediate 149 139 12 11S 104 =11 =20 SG 1S
risk
High risk TE1 154 137 = 105 = == =3 1=

Imnterrmediate—
Loww -Risk Grou e Risk Group High-Risk Group

Rate of Distant Recurenceat 10 Y (of patents

(o) = 10 15 20 25 320 =25 <y g5 50

Recurrence Score

Sparano J A, Pailk S JCO 2008;26:721-7/28

JOURNAL OF CLINICAL ONCOLOGY

©2008 by American Society of Clinical Oncology
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(A) Relative and (B) absolute risk of chemotherapy  (Chemo) benefit as a function @ R
recurrence score (RS) risk category in low, interme  diate (Int), and high recurrence score

arniling
A Chemo Better Chemo Worse
Low '|.3l1 (0.46 to 3.78) .
RS <18 | L
Int 05.61 (0.24 to 1.59)E
RS 18-30

0.26(0.13 to 0.53)]

High
Rs=31 | H

0.5 1.0 1.5
Relative Benefit of Chemotherapy (mean + 95% CI)

Lowi n =353
RS <18
1 n=134
Int i
RS 18-30 J
High
RS 231

0% 10% 20% 30% 40%
Absolute Increase in Proportion DRF at 10 Years (mean + SE})

Sparano J A, Paik S JCO 2008;26:721-728

JOURNAL OF CLINICAL ONCOLOGY

©2008 by American Society of Clinical Oncology
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Association between the 21-gene recurrence score (RS)
and benefit from adjuvant paclitaxel (Pac) in
node-positive (N+), ER-positive breast cancer patients
(pts): Results from NSABP B-28

Abs S1-10. Mamounas EP et al.

ONCOTYPE DX

HORMONOSENSIBILITE ‘




N=3060
Operable
Breast

Cancer

N+

& Institut de
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NSABP-B28
AJARAJA
R

+ HT (RE+ et <50 ans; > 50 ans)
+ RT si conservation

0| >

A A A
CHCjCC

Réduction du risque d’événement DFS de 17% (HR=0.83, p=0.006)
Amélioration de la survie globale non significative (HR=0.93, p=0.46)

J Clin Oncol, 2005, Mamounas

i



Progression overall survival

Oncotype DX et bénéfice du paclitaxel dans les cancers du s‘ecqriﬁ,'o"eST
RE+ de I'étude NSABP-B28

Survie globale selon le score Oncotype DX

1.0+ 91.5%
\
os] ¢ 88.5%
AC+P
0.6 -
HR=1.28 (0.72, 2.27)
0.4 P-value = 0.40
0.2+ N Events
AC 186 20
04 AC+P 200 28
T T T T T
0 2 4 6 8 10
Time (years)

RS intermediate

1.0 4
AC 79.3%
0.8+ AC+P
0.6 - 69.9%
HR=0.74 (0.51, 1.09)
049 p.value=0.12
0.2 1 N Events
AC 180 58
04 AC+P 184 47
T T T T
0 2 4 6 10
Time (years)

Institut de
Cancérologie

1.0 4
AC
081 Ac+p 65.3%
0.6
60.7%
0.4 - HR=0.26 (0.60, 1.23)
P-value = 0.45
0.2 N Events
AC 153 62
04 AC+P 162 59
T T T T
0 2 4 6 10
Time (years)

Test for common
treatment benefit of
adding paclitaxel
to AC: P-value=0.30
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Comparative performance of breast cancer Index (BCl)
vs. Oncotype Dx and IHC4 in the prediction
of late recurrence in hormonal receptor-positive lymph
node-negative breast cancer patients:
A TransATAC Study

DC Sgroi et al., SABCS 2012, S1-9

HORMONOSENSIBILITE
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All study patients 10-yr rate of distant recurrence HR(95% Cl)(adjused for CTS)
>0 BCI L Low (N=390, 58%) 4,2% Reference
BCl inter (N=168, 25%) 18,3% 2,89 (1,55 - 5,40)
40 |
BCI High (N=109,17%) 30,0% 4,86 (2,58 — 9,17)
BCI high
30 —
S
2
< 20 | BCl inter
S P<0,001
©
o
10 — BCl low
1
0 | | | | | | | |
0 5 10 10
Follow-up time (<years)

e BCl subdivise la population des cancers du sein NO, RE+,
traités par HT en 3 sous-groupe de pronostic distinct

DC. Sgroi et al., SABCS 2012, S 1-9
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BCI IHC4 RS

40 H
P<0,0001 P<0,0001 P<0,0002

30 7

LRX? statistic

20 H

10

BCI IHC4
|| Univarate il Multivariate (adjusted for CTS)

e BCl a une valeur pronostique additionnelle comparable a IHC4,

* BCl et IHC4 semblent faire mieux que Oncotype DX

Comme les autres prédicteurs IHC4 et Oncotype DX, BCI prédit la récidive a
distance dans les cancers du sein localisés, NO, RE+ recevant une HT

Seul le BCI prédit la récidive a distance tardive
dans les cancers du sein localisés, NO,
RE+ recevant une HT
DC. Sgroi et al., SABCS 2012, S 1-9
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Les algorythmes

Adjuvant online
NPI
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Adjuvant ONLINE
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CONCLUSION
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A DOE a

In favor of adjuvant chemotherapy Agalnst adjuvant chemotherapy
» ER negative » ER positive
» Ductal histology » Lobular histology
» Grade 3 » Grade 1
« High proliferation » Low proliferation
» High uPA and PAI1 » Low UPA and PAI1

» Luminal A

Bedard and Cardoso, Nat Rev Clin Oncol 2011
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SYNTHESE des recommandations

CANCER DU SEIN INFILTRANT NON METASTATIQUE

INSTITUT
NATIONAL
pu CANCER

www.e-cancer.fr

Recommandations

Compte tenu des limites de ces ouitils, leur
utilisation doit étre prudente. Il n'est pas
recommandé de décider d’'un traitement
adjuvant a partir de ces seuls outils.



Ces signatures
explorent
essentiellement
le
compartiment
tumorale

Ne tient pas
compte des
regulation
épigénetique

©

]
ARN
]

Protéines
Corrélation
parfaite ?
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