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Signatures Génomigques

Au dela de la désescalade de la chimiothérapie

|
Qui peut béneficier de la

chimiothérapie néoadjuvante ?

|
Qui a un cancer RH+ actant

comme un CSTN ?

|
Comment optimiser le

traitement neoadjuvant ?

Qui peut éviter la
chimiothérapie ?

|
Extension de nos connaissances

sur le cancer du sein
Données du transcriptome total

|
Qui peut bénéficier d’'une
hormonothérapie standard ?

|
Qui peut réduire la durée de
I’hormonothérapie ?

|
Qui peut bénéficier d’'une
hormonothérapie plus longue ?




La signature génomique au sein de la cascade
métastatique et des caractéristiques du cancer

MammaPrint et les 10 caractéristiques du cancer

DIAPH3, NUSAP1, FGF18, BBC3, CMC2, SCUBE2, EXT1, TSPYL5, NUSAP1, FGF18, BBC3, SCUBE2, FLT1, MMP9,
FLT1, MMP9, JHDM1D-AS1, ECT2, GMPS, NDC80, JHDM1D-AS1, ECT2, NDC80, WISP1, CDC42BPA, UCHLS,
WISP1, CDC42BPA, LPCAT1, GSTM3, RAB6B, MTDH, MTDH, GRHL2, MELK, COL4A2, DTL, DCK, ORC6, RFC4,
GRHL2, TGFB3, MELK, COL4A2, DTL, DCK, GPR126, CDCA7, MCM6, IGFBPS, PRC1, LIN9, CENPA, CCNE2, AP2B1
SLC2A3, ORC6, RFC4, CDCA7, MS4A7, MCM6, IGFBPS,
NMU, PRC1, LIN9, CENPA, EGLN1, CCNE2, ESM1, Sustaining Evading DIAPH3, NUSAP1

rolifer rowth 2 %
TMEMG65, EBF4, SERF1A, RTN4RL1, ECI2, AP2B1 p:;:aal?rt\';e sugp?:lslsovs MMPS, TGFB3, DCK,

SLC2A3, PITRM1,
FLT1, OXCT1, MMP9, WISP1, GSTM3, Dereguiating Avoiding | pHxs8, CCNE2, EBF4,
COL4A2, DTL, SLC2A3, ECI2, AP2B1 cellular immune
g destruction Eci2
NUSAP1, FGF18, BBC3, SCUBE2, FLT1,
OXCT1, MMP9, WISP1, CDC42BPA, BBC3, GMPS,

ZNF385B, UCHLS5, MTDH, GRHL2, GRHL2, TGFB3,

MELK, COL4A2, DCK, SLC2A3, ORC6, Rez‘;‘l'"g >0 ,5".?2’;2."3,, IGFBP5, PRC1, LINO,
TSPYLS, IGFBPS, TGFB3, FGF18, ESM1, RARRES3, PITRM1, EXT1, EXTL3, SCUBE2, RFC4, CDCA7, IGFBPS, LIN9, CENPA, doath ‘ immoraliy | EGLN1
es Lo . EBF4,CDC42BPA, CDCA7, CDCA7L, GMPS, MELK, RFC4, WISP1, HRASLS, BBC3, DTL, EGLN1, CCNE2, EBF4, SERF1A 3
Prolifération et croissance FBXO31, EGLN1, GNAZ, MTDH, FLTL, ECT2, DIAPH3, NUSAP1, AKAP2, NDC80, PRCL, ALDH4A1, BBC3,
ORC6L, CENPA, DCK, CCNE2, MCM6, QSOX2, STK32B TSPYLS, DIAPH3, NUSAP1, umor. | SCUBE2, FIT1, MMP9,
Angiogenése COL4A2, FLT1, FGF18, MMP9 ALDH4A1, QSOX2, FGF18, e N promoting | WISP1, LPCAT1, GSTM3,
CAPZB, BBC3, SCUBE2, EXT1, i ‘s. inflammation | UCHLS, MTDH, TGFB3,
FLT1, GNAZ, OXCT1, ECT2, STK32B, SLC2A3,
Invasion |oca|e FLT1, TGFB3, IGFBPS5, FGF18, RARRES3, CDCA7L, WISP1, DIAPH3, AKAP2, GMPS, NDC80, LPCAT1, Inducing Activating IGFBPS, NMU, DHX58,
CDC42BPA, PALM2, DCLK2, NMU, NMUR1, NMUR2 GSTM3, GPR180, UCHLS, wgogeness ::‘éf:s“":sfs CCNE2, ESM1
X MTDH, GRHL2, TGFB3, MELK,
Intravasation COL4A2, FLT1, MMPS, TGFB3, MTDH, DIAPH3, PALM2, DCLK2, NMU, NMUR1, COL4A2, DTL, STK32B, DCK NUSAP1, FGF18, SCUBE2, FLT1, TSPYLS, DIABBC3, GMPS, GRHL2, TGFB3, IGFBPS,
NMUR2 GPR126, SLC2A3, ORCG, RFC4, J| MMP9, JHDM1D-AS1, ECT2, PRC1, LIN9, EGLN1PH3, NUSAP1, FGF18,
Survie dans la circulation COL4A2, FLT1, MMPY, TGFB3, DIAPH3, PALM2, DCLK2, NMU, NMURL, NMUR2 &CCTG[IEJB;ES&::E&TMU' ;h:fz,é/:/)lf::é’hgzségﬁggsizﬁ’ fﬁgsffggtﬂgﬂmaHECGT:H‘Z\;'S:GlFBC;’CQZE?EA
EBFA, SERFIA, C160rf0S, SLC2A3, RFC4, MCM6, IGFBPS, COL4A2, STK32B, SLC2A3, RFC4, MCMS, IGFBPS,
Extravasation COL4A2, FLT1, MMP9, TGFB3, MTDH, DIAPH3, PALM2, DCLK2, NMU, NMUR1, NMUR2 AP2B1, PALM2-AKAP2 NMU,EGLN1, ESM1 HMU, GENEA, CONES BT, PALMZ AKARZ

Genes Chromosomes Cancer. 2021;1-13.
Adaptation au micro-environnement mwmp9, coLaA2



BluePrint — Profilage moléculaire

Traditional Pathology

ER PR

BluePrint, le test a 80 genes, va plus loin
pour évaluer la biologie sous-jacente et le sous-type génomique de la tumeur




Les signatures genomiques

Plateformes multigéniques — traitement adjuvant

21- gene
Recurrence Score® / | 70- gene assay / Breafst cancer ||| PAM50|Risk of P
| Oncotype DX® | MammaPrint | index Recurrence =
o e ES e Agendia, Biotheranostics, | NanoString Myriad Genetics,
— City‘C A Amsterdam, Inc, San Diego, | Technologies, | SaltLake, UT
; Netherlands CA Seattle, WA
Metlho_de qRT-PCR RNA qRT-PCR RNA qRT-PCR
e Mini Array Mini Array
Nombre de genes 21 génes 70 génes 11 génes 58 génes 12 génes
pris en compte
Taille et statut
Facteurs cliniques Aucun Aucun Aucun Taille : :
ganglionnaire




SIGNATURES GENOMIQUES ET
CHIMIOTHERAPIE ADJUVANTE



Les signatures genomiques en validation clinique

MINDACT
Essais TAILORx RxPONDER

2y ECOG SWO0G EORTC

Coordination
- - N-et N+
Criteres d'inclusion N- Rit+ Stades I-ll N +RH +
Signature utilisée Oncotype Dx Oncotype Dx MammaPrint
Nb patiente screenées 10500 9393 6693
Criterede sélectionpourla  Patientes avecrisque intermédiaire Patientes avec risque discordant entre
randomisation (RS entre 11 et 25) (RS : 0-25) MammaPrint et Adjuvant On Line
Nb patientes randomisées 6712 5083 1706
Traitement par bras Hormono vs Hormono vs Recommandation MammaPrint vs
Chimio+hormono Chimio+hormono Recommandation Adjuvant On Line

MO e IDFS IDFS Survie sans métastase
Etatd'avancement Sparano, NEJM 2018 San Antonio BCS 2020 Cardoso, NEJM 2016




Résultat principal de TAILORX

=— =— =— Endocrine therapy ~————— Chemoendocrine therapy
A Invasive Disease—free Survival
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o 12 24 36 48 60 7 o 84 96 108
Months
No. at Risk
Chemoendocrine therapy 3312 3204 3104 2993 2849 2645 2335 1781 1130 523
Endocrine therapy 3399 3293 3194 3081 2953 2741 2431 1859 1197 537

B Freedom from Recurrence at a Distant Site
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o 12 24 36 48 60 72 84 96 108
Months
No. at Risk
Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1866 1197 554

Endocrine therapy 3399 3318 3239 3147 3033 2833 2537 1947 1267 581




MINDACT : DMFS patientes ménopausees
haut risque clinique et bas risque genomique

Distant metastasis-free survival (%)
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San Antonio Breast Cancer Symposium®, December 8-11, 2020

RxPONDER: A Clinical Trial Rx for Positive Node, Endocrine
Responsive Breast Cancer

First results from a phase Ill randomized clinical trial of
standard adjuvant endocrine therapy +/- chemotherapy in
patients (pts) with 1-3 positive nodes, hormone receptor-

positive (HR+) and HER2-negative breast cancer with
recurrence score of 25 or less: SWOG S1007

Kevin Kalinsky, William E Barlow, Funda Meric-Bernstam, Julie R Gralow, Kathy S Albain,
Daniel F Hayes, Nancy U Lin, Edith A Perez, Lori J Goldstein, Stephen K Chia,
Sukhbinder Dhesy-Thind, Priya Rastogi, Emilio Alba, Suzette Delaloge, Miguel Martin,
Miguel Gil Gil, Claudia Arce-Salinas, Etienne Brain, In Hae Park, Jean-Yves Pierga, Ana
Lluch, Manuel Ramos Vazquez, Manuel Ruiz Borrego, Kyung Hae Jung, Jean-Marc Ferrero,
Anne Schott, Steve Shak, Priyanka Sharma, Danika L Lew, Jieling Miao, Debu Tripathy,
Gabriel N Hortobagyi, Lajos Pusztai

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.



mailto:kkalins@emory.edu

San Antonio Breast Cancer Symposium®, December 8-11, 2020

RxPONDER Schema

Key Entry Criteria
 Women age > 18 yrs
« ER and/or PR > 1%,
HERZ2- breast cancer
with 1*-3 LN+ without
distant metastasis

* Able to receive
adjuvant taxane and/or
anthracycline-based
chemotherapy**

 Axillary staging by
SLNB or ALND

_
~

/V Recurrence Score 0-25 | =)

Recurrence Score > 25

Z0—4H>» 040w —G0MZ=7D

Z0—4d>»N—X<Z00Z2> 20

N =

(34

,000 pts
Off Study

Chemotherapy Followed by
Endocrine Therapy Recommended

* After randomization of 2,493 pts, the protocol was amended to exclude enrollment of pts with pN1mic as only nodal disease.
** Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.
ALND = Axillary Lymph Node Dissection, SLNB = Sentinel Lymph Node Biopsy

Arm 1:
Chemotherapy Followed by
Endocrine Therapy

Arm 2:
Endocrine Therapy Alone

Stratification Factors
Recurrence Score: 0-13 vs.14-25
Menopausal Status: pre vs. post
Axillary Surgery: ALND vs. SLNB

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 8-11, 2020

IDFS in Overall Population by Treatment Arm

1.0
1

CET 5-year IDFS 92.4%

ET 5-year IDFS 91.0%

CET (N = 2,509; 198 events)

ET (N = 2,506; 249 events)
Adjusted HR = 0.81; 95% CI 0.67-0.98; p=0.026

0.80
|

0.60
|

0.40
|

Invasive disease-free survival
0.20
|

5 year IDFS Absolute Difference: 1.4%

0.00
|

0 1 2 3 4 5 6 7 8 9
Years since randomization

Number at risk
CET 2509 2277 2104 1893 1648 1397 857 403 122 4
ET 2506 2327 2161 1910 1696 1404 846 397 135 11

CET = Chemotherapy + Endocrine Therapy; ET = Endocrine Therapy Alone

447 observed IDFS events (54% of expected at final analysis) at a median follow-up of 5.1 years

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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IDFS Stratified by Menopausal Status

Postmenopausal Premenopausal

2 ET 5-year IDFS 91.9% S CET 5-year IDFS 94.2%
(_“ _F
23 | CET 5-year IDFS 91.6% 2o
go- 'Eg E ET 5-year IDFS 89.0%
;O No Statistically Significant IDFS Difference i 5-year IDFS Absolute Difference 5.2%
“:(O . = - q‘—JO -
5 CE;EI ’\fN1 ; ,765751, 5137 evetnt)S) £ 2 CET (N=834; 51 events)
& =1, ) events 17} ET = .
o ] N o o @ (N=831; 91 events)
231 Adjusted HR = 0.97; 95% Cl 0.78-1.22; p=0.82 22 | Adjusted HR = 0.54; 95% Cl 0.38-0.76; p=0.0004
) To
> ()
2o =2
RE 85 -
IS >0

£

o

S 4 o

o T T T T T T T T T T S A

o T T T T T T

©

0 1 2 3 4 5 6 7 8

Years since randomization 0 1 2 3 4 5 6 7 8
. Years since randomization
Number at risk

CET 1675 1514 1400 1268 1113 943 585 287 88 3 Number at risk

CET 834 763 704 625 535 454 272 116 34
ET 1675 1567 1462 1308 1167 975 601 298 104 9 ET 831 760 699 602 529 429 245 99 31

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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IDFS Stratified by Recurrence Score and Menopausal Status

Postmenopausal Premenopausal

(=3 (=3
S 4 S 4
§ % B CET 5-year IDFS 93.4% § % i CET 5-year IDFS 96.5% \:
s e ET 5-year IDFS 92.9% Ee ET 5-year IDFS 92.6%
3 3
O v o
LS4 LS
g (=3 CET (N=765; 56 events) “q.—) (=3 CET (N=311; 10 events)
& — ET (N=736; 58 events) B — ET (N=334; 25 events)
8 Adjusted HR = 0.96; 95% CI 0.66-1.38; p=0.81 2 Adjusted HR = 0.46; 95% Cl 0.22-0.97; p=0.04
S s 5 3
2 2
RS0-13 £ RS 0-13 ¢
T o f=1 "
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No Statistically Significant IDFS Difference
=3 o
S 4 S 4
S T T T T T T T T T S T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 765 685 636 570 505 432 276 137 50 o CET 311 284 257 230 202 165 101 39 11 o
ET 736 685 637 578 504 421 262 132 40 2 ET 334 310 284 248 215 182 105 48 16 2
o o
S 4 S 4
- \: - \w
231 T Syear IDFS 91.2% ER=R CET 5-year IDFS 92.8%
= CET 5-year IDFS 90.1% =
2 2 ET 5-year IDFS 86.6%
[ e=] (=]
LD oS
3 e CET (N=910; 91 events) =S CET (N=523; 41 events)
e —— ET (N=939; 100 events) e ET (N=497; 66 events)
RS 1 4-25 =) Adjusted HR = 0.98; 95% Cl 0.74-1.30; p=0.89 RS 1 4_25 =) Adjusted HR = 0.57; 95% Cl 0.39-0.84; p=0.005
25 254
o o
= =
7} 7}
£8 i P ; £81 5-year IDFS Absolute Difference 6.2%
No Statistically Significant IDFS Difference
(=3
S 4 S 4
o T T T T T T T T T T o T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 910 829 764 698 608 511 309 150 38 3 CET 523 479 447 395 333 289 171 77 23 1
ET 939 882 825 730 663 554 339 166 64 7 ET 497 450 415 354 314 247 140 51 15 o

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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IDFS Stratified by Number of Nodes and Menopausal Status

Postmenopausal Premenopausal
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Years since randomization Years since randomization
Number at risk Number at risk
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©o so
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8s - B
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>Oo >o B
£ e L . £ 5-year IDFS Absolute Difference 5.1%
< | No Statistically Significant IDFS Difference S y
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0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 585 519 471 417 360 299 179 92 28 1 CET 298 280 264 235 199 168 92 43 14 0
ET 576 539 500 447 382 307 173 85 33 1 ET 283 254 230 194 169 139 70 31 13 2

This presentation is the intellectual property of the author/presenter. Contact him at kkalins@emory.edu for permission to reprint and/or distribute.
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Women with early-stage invasive breast cancer

HER2 POS HER2 NEG
No mature evidence to |
recommend use of any other
biomarker for this patient ERPOS ER NEG
- |
| No mature evidence to
recommend use of any other
Premenopausal Postmenopausal biomarker for this patient
or age < 50 years or age > 50 years population
Node NEG Node POS Nodol NEG Node POS
Oncotype DXd Oncotype DX | I
i b Insufficient MammaPrint® 1-3 node POS =4 noda POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Kig7?
IHCab Oncotype DX
BCE Mammal:rint‘ Insufficient
uPA and PAL1¢ Ki67 evidence to
EndoPredict recommend a
IHC4® biomarker for use
BCIF

mmm High quality of e vidence/strong stre ngth of recommendation
m /nte mediate quality of evide nceStrong strength of recommendation
mm /nte mediate quality of evide nce/moderate strength of recommendation




SIGNATURES GENOMIQUES ET

HORMONO

HERAPIE ADJUVAN

E



LR: Bas risque
Pas / Faible bénéfice de la chimiothérapie
MINDACT validation prospective:
Clin-Haut / MP-Bas peuvent se passer de la CT
pour certains sous-groupes pour maladie N- ou N+

Sensibilité a la chimio et augmentation du taux de pCR pour MP-Haut

Clin-Haut / MP-Haut ont le plus haut risque de récidive

HR: Haut Risque

Bénéfice de la chimiothérapie

MINDACT validation prospective:

A \
. LR > < HR >
| | | | | | | | | | |
1.0 0.8 0.6 0.355 0.2 0.0 -0.2 04 -0.6 -0.8 -1.0
< uL »<4— LNUL—
Y Y

LNUL.:
MammaPrint Bas
(non-UltraLow)

UL: MammaPrint
Risque UltraLow

7)) AGENDIA

1. Cardoso et al. NEJM. 2016.
2. Piccart et al. Lancet Oncol. 2021.



ViammaPrint — Prédiction du bénéfice de ’hormonothérapie:
le seuil UltraLow et I'essai STO-3

Stockholm Tamoxifen Study (STO):
652 femmes ménopausées

JAMA Oncology | Original Investigation
= T<3cm Use of Molecular Tools to Identify Patients With Indolent
. L : .. Breast Cancers With Ultralow Risk Over 2 Decades
® Ganglions négatifs (risque clinique bas)
Laura J. Esserman, MD, MBA: Christina Yau, PhD:; Carlie K. Thompson, MD; Laura J. van 't Veer, PhD;
® 339 randomisées : Sans hormonothérapie Ty Fomances Mo, P, ORe St P05 Criophe . Barz WO Lo, Lnchrom P>+
" 3 1 3 ran d omisees : IMPORTANCE The frequency of cancers with indolent behavior has increased with screening. L
. Better tools to identify indolent tumors are needed to avoid overtreatment.
= Tamoxifen 2 ans seulement (100%)
OBJECTIVE To determine if a multigene classifier is associated with indolent behavior of

u O u 5 a n S k ( 3 5 % ) invasive breast cancers in women followed for 2 decades.
= 98 avec risque MammaPrint UltraLow (~15%)
|

20 ans de suivi

Bras “traité”:

* Si absence de récidive, re-consentement possible pour 3 années supplémentaires, soit 5 ans de Tamoxifen

Esserman et al. JAMA Oncol. 2017.




ViammaPrint Ultra Low — Excellent pronostic a long terme avec
peu ou pas d’hormonothérapie

1

e . Risque MammaPrint Ultralow

o P-log rank=0.39 BCSS a 20 ans:
02 , . .
S * 97% (hormonothérapie adj.)
s 07
Z B * 94% (sans traitement adj.)
:?',
2 05 . _
: BCSS 2 10 ans:
: 0'4 Vé . .
8 * 100% (hormonothérapie adj.)
L v * 98% (sans traitement adj.)

0.1

Ultralow risk - treated arm = *=*= Ultralow risk - Untreated arm
00 5 10 15 20

Time (years)

Bras “traité”:
2 ans de Tamoxifen (100%)

H 0,
5 ans de Tamoxifen (35%) Esserman et al. JAMA Oncol. 2017.

BCSS: Evenement inclus = Déceés liés au cancer du sein



ViammaPrint Low (pas UltraLow) bénéficient significativement
de I’'hormonothérapie

1 1

0.9
0.8
0.7
0.6
0.5
04

03

Breast cancer-specific survival

0.2

0.1

—————— e MammaPrint UltraLlow (> 0.355 — 1.000)
*\~‘ \-------.-.-----.‘-
'“L‘----L--.T....\I__._.\_ * 97% (hormonothérapie adj.)
s i * 94% (sans traitement adj.)
MammaPrint Low (pas UltraLow)
(0—0.355)
* 90% (hormonothérapie adj.)
Ultralow risk - treated arm = ==*** Ultralow risk - Untreated arm
==l owrisk - treatedarm ~ ==*=* Low risk - Untreated arm ¢ 78% (Sa ns traitement adJ)
5 10 15 20

Time (years)

Excellent pronostic a long terme pour les patients avec un index MammaPrint Ultralow avec peu ou pas d’HT.

Bénéfices importants de I’HT pour les patients avec un MammaPrint Low (but not UltraLow)

Esserman et al. JAMA Oncol. 2017.
BCSS: Evenement inclus = Déceés liés au cancer du sein



D
Analyse de |la sous-population
ViammaPrint UltraLow dans 'essai MINDACT

Journal of Clinical Oncology*

An American Society of Clinical Oncology Journal

“Outcome of Patients With an Ultralow-Risk
~70-Gene Signature in the MINDACT Trial

Josephine M. N. Lopes Cardozo, MD"?; Caroline A. Drukker, MD, PhD'; Emiel J. T. Rutgers, MD, PhD'; Marjanka K. Schmidt, PhD>;
Annuska M. Glas, PhD*; Anke Witteveen, BSc*; Fatima Cardoso, MD®; Martine Piccart, MD, PhD®; Laura J. Esserman, MD, MBA;
Coralie Poncet, MSc?; and Laura J. van 't Veer, PhD®

EUI%I.IO

syrodou |

1000 patientes MammaPrint UltraLow

Lopes Cardozo, et al., JCO. 2022.



Excellents resultats pour les patientes avec MammaPrint UltraLow

1.0 ————— ———
0.9 -
— 0.8+ P <.0001
>
:L:" 0.7 -
=z
= DMFI a 8 ans:
= 0.5+
= UltraLow 97.0%
o 044
= Low 94.5%
i o 70-gene signature
o,
0.2 - H |gh 89-2 A) = Ultralow risk
0.1 4 e Ld.:>w ri'sk
= High risk
I T |} I T T I ] I I
0 1 2 3 4 5 6 7 8 9 10
Time (years)
No. at risk:
Ultralow risk 1,000 978 958 939 917 878 821 776 652 403 198
Low risk 3,295 3,199 3,142 3,091 3,018 2,870 2,675 2,507 2,137 1,259 575
High risk 2,398 2,319 2,251 2071 2,111 1,994 1,894 1,788 1,507 832 357

DMFI: Intervalle sans métastases a distance (Evénements inclus: métastases, déces du au cancer du sein ou cause inconnue)

BCSS: Survie spécifique du cancer du sein
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Ultralow risk 1,000 985 967 955 940 906 862 825 710 446 219
Low risk 3,295 3,215 3,170 3,135 3,082 2,962 2,801 2,637 2,293 1,384 646
High risk 2,398 2,344 2,310 2,249 2,176 2,092 1,998 1,908 1,640 930 412

Lopes Cardozo, et al., JCO. 2022.



Excellents résultats pour les patientes avec VlammaPrint UltraLow
avec hormonothérapie seule ou sans traitement adjuvant
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No AST 157 149 146 143 140 128 117 105 93 61 36
ET only 685 678 663 649 636 612 571 546 459 284 133
CT (xET/Tras) 144 142 141 139 133 130 125 117 93 56 28

DMFI: Intervalle sans métastases a distance (Evénements inclus: métastases, déces du au cancer du sein ou cause inconnue) Lopes Cardozo, et al., 1CO. 2022



B o
Le désign de I'etude LESS (UNICANCER)

Post menopausal
women with
invasive unilateral
breast cancer,

tumor completely
resected and no
indication of
adjuvant
chemotherapy

HR+/HER2-, primary |/

* K

* Grade 2

A° pTlc-2

* pNO/pN1mic

* Gradel

|+ Age >=65 years

* pT1pNO
+ Ki67 < 10%

**Testing up to 80 Grade 1
ultra low risk enrolments,

‘ MammaPrint ® and BluePrint tests I

luminal A ultralow risk
according to
MammaPrint®

(MP index > +0.355)
and Blueprint® tests

STUDY INCLUSION

Adjuvant endocrine
therapy for 2 years*

Letrozole (per os 2,5mg daily)
Or

Anastrozole (per os 1mg daily)
Or

Exemestane (per os 25mg

daily)

*patient who have received
a maximum of 4 months of |
adjuvant HT can be included =



Conclusions

* Les SG sont devenues incontournables dans la prise en charge
adjuvante des cancers du sein luminaux

* Seules les SG de premiere génération ont fait I'objet d’études
prospectives randomisées

* Plusieurs pistes de développement a venir : durée de I’HT, indications
de CTNA, de RT ....



