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Essor du génomique et la médecine personnalisée/précision

Essor du génomique et connaissance de la biologie de la tumeur: ' n %

{ Avoiding immune
destri uct ion
g
Enabling
4~ replicative
immortality

T mor-promoting
inflammation

Deregulating
cellular
metabolism
Resisting cell
death =

, . A .
- Comprendre les mécanismes tumoraux ey
- Faire I'épidémiologie moléculaire des tfumeurs

- Aider au diagnostic s \Q e

Inducing or accessing Acti at g nvasion &

- Affiner la classification des tumevwrs
- |dentifier le « Tendon d’Achille » des tumeurs (mutations drivers)
- Développement des essais guidé par la génomique

- Mise en place d'une médecine de précision

‘ Profilage moléculaire des tumeurs

Carte d’'identitée des tumeurs

Pr L. KARAYAN-TAPON ' Hanahhanand Weinberg Cell 2000, 2011,20322
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Signatures génomiques

Table 1. Summary of the gene expression assays discussed, including methodological, clinical and evidence levels®

Multigene test

Central lab
Genomic scores

Risk category

Clinical parameters

Indication for testing

Clinical validation
Validated for prognosis
(resp late recurrences
after 5 years)

Validated for prediction
Prospective evidence

Prospective-retrospective
evidence

MammaPrint®

Yes
Genomic risk score

Low
High

No clinical parameters
taken into account
in risk scores

Invasive breast

cancer pT1-2
pNO/pN1

Yes
Mot separately shown

Yes
MINDACT

Multicenter validation

Oncotype DX®

Yes

Recurrence score
(RS 0-100)

Low

Intermediate

High

Interpretation of RS
using pN—/+

RSPC = RS + age +
pT + grade (NO)
Invasive breast
cancer pT1-2
ER+/HER2— pNO/pN1

Yes
Yes

Yes

TAILORx
PlanB
RxPONDER
ADAPT
NSABPB-14
NSABPB-20
ECOG 9127
SWOG 8814
ATAC

Breast Cancer Index®

Yes
Risk score (0-10)

Low
High

No clinical parameters
taken into account
in risk scores

Invasive breast cancer
pT1-2-3

ER+/HER2— pNO
Adjuvant ET

Yes
Yes

No
No

Trans-aTTom

Prosigna®

No

ROR score (0-100)
Intrinsic subtype

Low

Intermediate

High

ROR = PAMSD + pT
(+/— 2 cm) + pN(—/+)

Invasive breast cancer
pT1-2 /pNO or pT2 /pN1
ER-+

Adjuvant ET
Postmenopausal status
Yes

Yes

No
Mo

MA.12
MA.5
ABCSG 8
ATAC

Endopredict®

Mo

EP score (0-15)
EPClin score (1-6, 9)
Low

High

EPClin = EP score +
pT + pN

Invasive breast cancer
pT1-2

ER+/HER2— pNO/pN1
postmenopausal status

Yes
Yes

No
No

ABCSG 6
ABCSG 8
GEICAM-9906
ATAC

ABCSG, Austrian Breast and Colorectal Cancer Study Group; ATAC, Arimidex, Tamoxifen alone or in combination; ECM, extracellular matrix; ECOG, Eastern Cooperative Oncology
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Qui va récidiver ?
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TAILORX RxPONDER MINDACT

Node negative Node positive (1-3 N+) Node negative/positive
All ER+/HER2- All ER+/HER2- (1-3 N+ 21%)
N=9719 N=5083 81% ER+/HER2-

N=6693

2\
Sl MINDACT n
moammopRrine N=6,693 e — -
et Concer Recurresce Sgeatare

\ 4 v
(8.8%) (23.2%) (27.0%)
Discordance Rate=32%

R1

Arm B Arm C NO CHEMOTHERAPY CHEMOTHERAPY
Hormonal therapy alone Chemotherapy plus
hormonal therapy

21,495 patients



Biomarqueurs pour le cancer du sein précoce Recommandations de I’ASCO 2022

Biomarkers in Adjuvant Therapy in Early-Stage Breast Cancer

Women with early-stage invasive breast cancer

mmmm High quality of evidence/strong strength of recommendation
. /ntermediate quality of evidence/strong strength of recommendation
mm /ntermediate quality of evidence/moderate strength of recommendation

HER2 POS HER2 NEG
No mature evidence to |
recommend use of any other
biomarker for this patient ER POS ERNEG
population
| 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 Node NEG Node POS
Onc‘OWpe D)(n B Oncotype DX | |
uPA and PAI-1 Insufficient MammaPrint® 1-3 node POS > 4 node POS
evidence to EndoPredict
recommend a Prosigna I |
biomarker for use Ki67P
IHC4b Oncotype DX
BOI° MammaPrint® Insufficient
PA and PAL1¢ Kie7® evidence to
s EndoPredict recommend a
IHC4P biomarker for use
BCI®

Ar

dré F. et al J Clin Oncol 202




Arbres adjuvant RE+/HER2-

Patiente non ménopausée

4 4

Haut Risque Autres situations
clinique Toujours pNO
Test non Test
bas risque génomique
Chimio Pas de chimio adjuvante seulement
adjuvante si risque génomique faible

(équivalent RS 0-10)

A 4

Bas Risque
clinique

Pas de chimio
adjuvante

SENORIF

Bfffrenthel Fromciten de Poticdoghe Mammaine



Hypothesis: if we identify the mechanisms of cancer progression
in each patient and we can block them, it should improve PFS and OS

Patients with MBC Tumour specimen Molecular profiling Target identification
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Are they recurrent genomic drivers in metastatic breast cancers ?

HR+/HER2- HER2+ TNBC UN
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SOLTI-1903 HOPE Study Design
NCT04497285

A Patient-Centric Molecular Screening Program in ABC www.soltihope.com

Blood sample
extraction & shipment
to Guardant Health lab ctDNA Analysis

by Guardant360
Molecular Advisory

Board (MAB)
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<< tients with -
metastatic Molecular
breast cancer reports
in Spain
o900 O
- Uy
FFPE sample request ~ _ )
& shipment to Central lab QC DNA Analysis Patient FUP Oncologist
central lab by F1CDx —
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M Tomas Pascual Martinez, MD Content of this presentation is copynght and responsibility of the author. Permission is required for re-use.




alteration (%)

Samples with the alteration (%)

RESULTS: Molecular Results

Tissue DNA sequencing (F1ICDx, N=334) Liquid Biopsy (G360, N=384)
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Genomics toselect treatment for patients

with metastatic breast cancer

https://doi.org/10.1038/541586-022-05068-3
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Biopsie fraiche
congelée ou FFPE ou
biopsie < 12 mois (ou

ADN tumoral
circulant)

K Patientes atteinteA

d’un cancer du
sein métastatique
HER2-

* Résistantes a
I’hormonothérapie
(si RH+)

* Traitement
antérieur par une

NGS
CGH array

CR/PR/SD aprés 6-8 cycles de
CT
(ou 4 cycles si arrét pour tox)

y'\

d'une seule ligne

chimiothérapie
K maximum /

Test BRCA1/ 2

SAFIR 02-
immunothérapie

SAFIR-PI3K

Alpélisib/
fulvestrant

9 thérapies
ciblées adaptées
a la génomique

CT de
maintenance

ETAPE 1:

SSP pour ESCAT I/l
(n=115)
ETAPE 2 :

SSP en ITT (n = 238) aprés
qu'un nombre prédéfini
d'événements a été atteint
dans ESCAT I/l
Dans une analyse groupée
préplanifiée SAFIR02-
Breast & SAFIR-PI3K

CT de
maintenance

8 thérapies
ciblées adaptées a
la génomique

CT de
maintenance

Altération
moléculaire
ciblable ?

Durvalumab
10 mg/kg tous les
14j

CT de
Maintenance

André F et al., Nature 2022



Etude SAFIR 02 (5)

SSP dans la population totale (n = 238)

100
Chimiothérapie S
dentretien Thérapie ciblée
= 80
s SSP (mois) 2,9 (2,3-4,8) 5,5 (4,0-6,9)
[ =
o
g 60 - HR 0,74 (ICy : 0,56-1,06)
g p 0,109
o
(%)
s 40 A
o - Chimiothérapie de maintenance
g - Traitement ciblé correspondant a 'altération génomique
(7] 20 -
0 T T T T T T T T T - 1
0 6 12 18 24 30 36 42 48 54 60
Mois
e 81 18 7 2 1 1 1 0 0 0 0
e 157 66 25 11 7 3 1 1 1 1 1

SABCS 2021 - D’aprés André F et al., abstr. GS1-10, actualisé



La Détermination du Profilage Moléculaire et Actionnabilité

Annals of Oncofogy 29: 1895-1902, 2018

ESMD ==
SPECIAL ARTICLE L'echelle ESCAT 2018
Objectif :
A framework to rank genomic alterations as targets Aider & distinauer les altérations pertinentes
for cancer precision medicine: the ESMO Scale for ,g P .
Clinical Actionability of molecular Targets (ESCAT) de celles qui ne le sont pas, en un langage harmonise

J. Matea’, D. Chakravart)_f, R. Dienstmann’, 5. Jezdic®, A Gonzalez-Per_ezq, M. Lopeg—Bigas*’s, _
C. K. Y.Ng® P. L Bedard’, G. Tortora®”, J-¥. Douillard®, E. M. Van Allen'®, N. Schultz, C. Swanton'”,

F. André™* & L. Pusztai™®
Therapies
L B B R
. - I Letrait t i tclinique dans d i ctifs =
C|b|e en routme E e traltementa unIT;’;‘:;AA?E;Z:CTREES%S&SprOSpe 1 E STOndOrdS

Le traitement a une activité antitumorale, d’ampleur

Cible actuellement évaluée . cliniqueinconnue (amélioration de lasurvie ?) = .
A/B i utilisation dans |e cadre d’ESSAIS CLINIQUES plutdt &
R asEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEwe? M
Essais
T TTTITTTR T ETTPEPERTET E...A.c:c;\;i:cclé.(;a.r;s.é;;;r:;éél:a;l"E C”niques

précliniques (invivoetin

L
# Données cliniques positives =

Cible hypothétique E surdestumeursautres que El I I A/ B IV A/ B : vitro) :

celle en question

Le traitement ciblé a une activité contre la &
tumeurmaisaucunavantage clinique (SGet =
SSP) n’a pu étre démontré dans les études : E
envisager essais d’association

Candidat pour une
combinaison de
traitements

Pas de preuve
de bénéfice




Cancer du sein métastatigue

Table 4. List of genomic alterations level I/1I/lll according to ESCAT in
metastatic breast cancer (mBC)

Gene Alteration

Prevalence ESCAT

References

Hotspot
mutations
Hotspot
mutations
BRCAI/ Gemnline
2 mutations

Somatic

mutations

MSI-H
NTRK Fusions
E5R1 Mutations

resistance)
FTEN Mutations

EI7K

ERBB2  Amplifications

[mechanism of

AKTI1 Mutations
NF1 Mutations
(resistance
biomarker)
MDM2  Amplifications
ERBE3 Mutations

15%—20%

A%

30%—40%

A%

3%

1%

10%

5%

~1%

2%

1A

g

1A

1A

1A
1B

Not
applicable

1A

e

Slamon D, et al. N Engl J
Med. 2001%

Swain S, et al. N Engl /
Med. 2015%

Verma S, et al. N Engl J
Med. 2012%

Krop |, et al. Lancet
Oneol. 2014

Murthy R, et al. N Engl J
Med. 2020%

Hyman D, et al. Nature.
2018

André F, et al. N Engl J
Med. 2019™

Robson M, et al. N Engl J
Med. 20177

Litton 1, et al. N Engl J
Med. 2018™"
Balasubramaniam 5,

et al. din Cancer Res.
20175

Marcus L, et al. Clin
Cancer Res. 2019
Doebele RC, et al. Lancet
Oncol. 2020

Fribbens C, et al. J Clin
Oncol. 2016™

Schmid P, et al. J Clin
Oncol. 20187

Hyman D, et al. J din
Oncol. 20177°
Pearson A, et al. Clin
Cancer Res. 20207

Dembla V, et al.
Oncotarget. 20187°
Hyman D, et al. Nature.
2018~

ESCAT, European Society for Medical Oncology (ESMO) Scale for Clinical Actionability
of molecular Targets; MSI-H, microsatellite instability-high.

2020

GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

ANNALS &
ONCOLOGY

driving innovation in oncology

REVIEW ARTICLE

Recommendations for the use of next-generation sequencing (NGS) for
patients with metastatic cancers: a report from the ESMO Precision
Medicine Working Group

F. Mosele?, J. Remon?, J. Mateo®, C. B. Westphalen®, F. Barlesi', M. P. Lolkema®, N. Normanno®, A. Scarpa’, M. Robson®,
F. Meric-Bernstam’, N. Wagle'?, A. Stenzinger'’, J. Bonastre'?*3, A. Bayle™'*'3, 5. Michiels'**3, I. Bieche'?, E. Rouleau'®,
S. Jezdic'®, J-Y. Douillard'®, J. S. Reis-Filho'’, R. Dienstmann™® & F. André**°*°



SAFIR 02 (phase |||) Pts with ESCAT I-Ii 7.9%

Evaluated the clinical utility of a molec. screen. program

HRA adjusted for stratification factors:
0.41 (20% CI: 0.27, 0.81)

t 0.50 P < 0.001
N=1'462 N=646 N=238 . HR=0.41
1
. _ |
Pts with targetable ~ Pts randomized T e % o EREERIE
ts screened == ;onomic alteration > 2:1 after 6-8
cycles of chemo Pts beyond ESCAT Il
N=123
Maintenance 1.00 4
* HERZ2 neg mBC — Matenance
* 0 ormax 1L of chemo for targeted Tt 0.75 - = Taguind ﬁ?ﬁ ®
metastic disease n=157 Unadjusted HR:
Resistant to endoc Ttt & 050 1.16®6% Ci: 076, 1.78
0.25 - HR=1.15
Maintenance
u-

chemo T e b B % % & & o o

, monngress n=81 Months
: Herve Bonnefoi

André F et al, Nature 2022




Etude SAFIR 02

Analyse en sous-groupe dans la population ESCAT I/Ii

y - HR pour

Sous-groupe Nb evl\?gir:;ents/ p ssp ’()ICQD)

Tous 91/115 le: 0,48 (0,33-0,70)
1% ligne 81/103 0,090 0,47 (0,32-0,70)
2¢ ligne 10/12 i | 0,13 (0,02-0,68)
Répondeurs a la randomisation 44/52 0,184 —— 0,60 (0,35-1,03)
Stables a la randomisation 47/63 —{—i 0,37 (0,22-0,62)
A* 5/6 0,057 i | 0,43 (0,07-2,75)
B 39/52 ) =i 0,83 (0,47-1,48)
D 47/57 )= 0,32 (0,18-0,54)
Age <50 ans 35/44 0,047 —{— 0,22 (0,11-0,43)
Age > 50 ans 56/71 I—‘—| 0,61 (0,38-0,98)
Site métastatique < 3 40/56 0,006 —— 0,29 (0,16-0,51)
Site métastatique >3 51/59 |—‘—| 0,83 (0,51-1,37)
Tumeur TN 26/32 0,465 I—H 0,39 (0,20-0,78)
Tumeur non-TN 58/69 |—‘—| 0,52 (0,32-0,83)
Pas de métastases hépatiques 33/45 0,291 |—H 0,35 (0,19-0,64)
Métastases hépatiques 58/69 I—‘—| 0,61 (0,38-0,97)
Intervalle méta et rando < 1 an 48/59 0,117 |—‘—| 0,35 (0,21-0,59)
Intervalle méta et rando > 1 an 43/56 |—‘-—| 0,71 (0,41-1,25)
ECOG 0 56/73 0,0035 |—‘—| 0,51 (0,32-0,81)
ECOG 1 35/42 [ — — | 0,12 (0,05-0,30)
AZD5363 18/21 0,076 [ () ] 0,58 (0,22-1,51)
AZDR931 3/3 e 1,41 (0,13-15,00)
OLAPARIB 49/60 —0—i I 0,29 (0,17-0,49)
APELISIB 21/31 |—|‘—| 1,13 (0,53-2,39)

f T T T 1
0,25 0,5 1 2 5
En faveur de la thérapie ciblée En faveur de la chimiothérapie

* Classe de traitement B:PIK3CA/mTOR D: BRCA

SABCS 2021 - D’aprés André F et al., abstr. GS1-10, actualisé



OlympiAD

OlympiAD est une étude de phase lll comparant I'olaparib au
TPC dans le cancer du sein métastatique gBRCAm HER2-

négatifl

+ gBRCAm MBC
+ TNBC or HERZ-negative,
ER/PR positive

« =2 prior chemotherapy lines for MBC
« Previous treatment must include
anthracycline and taxane

-« Hormone receptor positive (HR+) disease
progressed on =1 endocrine therapy, or
not suitable

+ If patients have received platinum therapy
there shoukd be:

= No evidence of progression during
treatment in the advanced setting

- Atleast 12 months since (neojaduvant
treatment and randomisation

= ECOGPSO0-1

= Atleast one lesion that can be assessed
by RECIST v1.1

* Tabkel formuataon (2 tabkels twice daily)

FSI May 2014%

Global Study in 19 countries and
approximately 141 sites’

Olap:
300mg*
Randomise S
2:71
N=302*
Stratification by!

* Prior chematherapy regimens for
metastatic breasf cancer
Hormaonal receptor (HR) stafus
Prior plafinum therapy

Primary endpoint
PFS (RECIST 1.1,
Independent Review)

condary endpoints
0os

PFS2

ORR

PFS, PFS2 and OS based on
Myriad gBRCAm status
HRQolL (EORTC-QLQ-C30)
Safety and tolerability

M=metastabc breast cancer, HER2=tuman epedermal growth factor 2. TNBC=triple negative breast cancer, TPC=treatment of physican's choice, OS=overall sunvival, PFS=progresson-fres suraval,
PF52=progression-free survival 2, ORR=objective responsea rate, HRQoL=heakhralated quality of ifa, FSI=first subgect in, RECIST= Response Evaluanon Critana in Sokd Tumars, ER=pastrogen raceptor,

PR=progresterone receptor, ECOG PS= Eastem Cooperaive Oncology Group Pedamance Status, gBRCAm=pemilne BRCA mutation. po=oral

14

Qiaparib st sa formulation compnmés évaluse dans I'dtude Clympial sont hors du cadre de IAMNM de Lynparza™ & ce jour

Robson M et al, , N Engl J Med. 2017 Aug 10: 377(6): 523-533

Il 'y a pas d’amélioration
de la survie globale

Critére principal : le traitement par I'olaparib améliore
significativement la PFS évaluée par le BICR par rapport au

TPC!

Le risque de régression ou de décés au cours de I'étude a été réduit de plus de 40 %

Olaparib

5 10

& —— Olaparib 300 mg bd (N=205)

= 7

£ o TRC (N=57) 1n 2 ¢

; 08 Events (%) 163 (79.5%) 71(73.2%)
o1y Median (m) 70 | 42

g 08 HR = 0.58

g 05 95 % C1 (0,43, 0.80)

g e p=0.0009

T 03 PFS free at 6m (%) 54.1 329

=

£ 02

= PFS free at 12m (%) 259 15.0

g o1

g

= 00

6 2 4& & 8 10 12 14 18 18 30 24 26 28
Time from randomisation (manths)
At this ime:
Wamues of pactint's mehe . . . . olaparib does not have an indication registered in breast cancer

e PRTRRREDNRIRAYIRIIBNIYL 2 2 1311% olaparib in TABLETS does not have any indication registered
biind ndependent camraksed rawaw - FAS, Matursy rate. 234 ™

e oy piani B, SrEnRed by pOsis Chemomatapy for WBC | and Hits werss THBC. 2 sided fvake -

Olsparib o sa formutation comprimés dvalude cans Métude OlymplaD $ont hors du cadee de 'AMM de Lynparza™™ & ce jour

Olaparib TPC

3 n 205 o7
e Events (%) 94 {45.9%) 46 (47.4%)
2 Median (m) 193 19.6
E
H HR = 0.90
3 5% CI (0.63, 1.28)
5 p=0.57
g
E %21 —— oisparib 300 mg bd (N=205)

0.1 4 TPC (N=9T)

00

6 2 4 & & 10 1z 14 18 18 20
Time from randomisation (months)

Wiimbr of patket’s ot rish

Obapts M5 M6 M5 201 10 195180 WE T T0EH I WA 1T W0 95 T S0 46 B W B
Chemotherapy 97 83 32 86 85 42 T8 77 T& T B 8 R 67 S0 08 R OB 2 N W o

Maturity rater 140030 3=45% 2 ded p value
8 control am pasests have receved a subsequent PARPY

22 24 25 28 30

Currently & patients in the TPC arm
received subsequent treatment with
e PARP inhibitors?

B8 42 00

! Minglil e 48 Trmiilaten campnmes $vEiise Bans rétsce Clympial $on1 Nors du Cadee S8 IAMM de Lynparzs™ & cejour



Etude EMBRACA (Talazopari

EMBRACA : Schéma de I'étude

Patient with HER2— LA/MBC and a germline
BRCA1 or BRCAZ mutation?

Stratification factors
+  Number of prior chemo regimens (0 or z1)
+  TNBC or hormone receptor-positive
« History of CNS metastases or no
CNS metastases

Talazoparib
1 mg orally once daily

Treatment (21-day cycles) continues until
progression or unacceptable toxicity

Chemotherapy:
capecitabine, eribulin,
gemcitabine, or vinorelbine

International, open-label, Phase 3 study randomized .
431 patients in 16 countries and 145 sites

Primary endpoint
+ PFS by RECIST by blinded
central review

Key secondary endpoints
+ 0OS

» ORR by investigator

+ CBR

»  Safety

Exploratory endpoints

»  Duration of response for
objective responders
PRO (EORTC QLQ-C30,
QLQ-BR23)

100 — aopa Surve rovainey
904 Median 05, 193 MoNtS Al Month 12 (85% CI)  0.71(0.66-0.76) 0.74 (0.66-0.81)
50 —— Chemolherapy AtMonth24 (95%Cl)  042(036-047) 0.38 (0.30-0.47)
Median OS, 19.5 months
— o S et AtMonth36 (95%Cl)  027(022-033) 021 (014-0.29)
= AlMonth45 (05%Cl)  0.19(0.14-0.25) 0,07 (0.02-0.15)
Z 804 Hazard ratio, 0.848
3 95% CI, 0.670-1.073
£ 501 P=017
2 40-
2 30-
20 -
10
U T T T T T T T T T T T T T T L T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 38 39 42 45 48 51 54 57 B0
Time (months)
MNumber of patients al risk
Talazoparib 287 280 264 232 199 163 143 128 113 01 a5 (i) 54 Ehl a5 27 20 15 g 6 2
Chemotherapy 144 125 16 105 96 86 7 58 48 44 34 25 18 8 7 4 2 2 2 1

Litton JK et al, N Engl J Med. 2018 Aug 23;379(8):753-763

Critére d'évaluation principal : PFS par examen central

100 ¥
TALA
f_ 290 1—0 all PCT Evers. no. (%) 186 (65%) B3 (5E%)
s 80 Median, mo {#5% 1) BE (T2 83} EEHM2.6T
'g 0 Mazand ratio, .54, B5% C1 0 41, 0.7
i 60 = 000
E =
5 40
2 0
20
10 e
U l
[ 3 -] B 12 15 1a Fal 24 27 30 3 36 3% 42
Duration of PFS, mo
[T TP REESERI— -
TALM AR ISR WD O BITHS 28 REATH DES NETTR Pl SoNes 1 Al L TR £y
T 148 o AT M e ™ a— Ll ame apTw >y 1 o niwy £ en =P gy o ey

1-Year PFS 37 vs 20%  Median follow-up time: 11.2 months

OS finale : Les résultats de cette analyse préspécifiée
n'ont révélé aucune différence statistiquement
significative entre les groupes de traitement



RESULTS: MAB Outcomes

Median follow-up of 18.0 months (range 0,4 - 43)

Cases evaluated by the
Molecular Advisory Board (MAB)

356 (100)
1
| 1
No ESCAT I-il [
° o eratyns observed ESCAT I-Ill alterations observed
« 14 Other potentially relevant alterations 259 (72.8%)
(ATM, TMBhigh, suspected germ TP53, etc.) T
1 ]
Previousl
known Y Previously unknown
50 (14.0%) 209 (58.7%)
Resistance alteration (NF1): 4 (1.1%)
Germline testing Death before receiving targeted
recommended in [ ] T ] m?rapyr 35 {.g' 8%) y
65 cases (18.3 %) Already still Patient Under Loss of follow-up: 10(2.8%)
Targeted Untargeted receiving Follow-up
45 (12.6%) 51(1.4%) targeted 136(382%)
therapy
after HOPE
24 (6.7%)

ongress
m Tomas Pascual Martinez, MD Content of this presentabion is copynght and responsibility of the author. Permission is required for re-use.




Table 4. List of genomic alterations level 1/ll/lll according to ESCAT in
metastatic breast cancer (mBC)

Gene Alteration Prevalence ESCAT References
ERBB2 Amplifications 15%—20% IA Slamon D, et al. N Engl J
Med. 2001°°
Swain S, et al. N Engl J
Med. 2015"°
Verma S, et al. N Engl J
Med. 2012°’
Krop |, et al. Lancet
Oncol. 2014
Murthy R, et al. N Engl J
Med. 2020°°
Hotspot 4% 8 Hyman D, et al. Nature.
mutations 2018"
PIK3CA Hotspot 30%—40% IA André F, et al. N Engl J
mutations Med. 2019’7
BRCA1/ Germline 4% IA Robson M, et al. N EnglJ viosele F. Ann Oncol 2020 Nov;31(11):1491-1505
2 mutations Med. 2017"°
Litton J, et al. N Engl J
Med. 2018""
Somatic 3% A Balasubramaniam S,
mutations et al. Clin Cancer Res.

20175



SOLAR-1: a Phase 3 Randomized of Alpelisib in Double-Blind,

Placebo-Controlled Trial

Tissue testing

A Cohort with PIK3CA-Mutated Cancer

1.04

0.9
0.8
074
0.6
0.5
0.4
0.3

0.2

Probability of Progression-free Sunvival

P=0.001

0.14 Hazard ratio for progression or death, 0.65 (95%¢ CI, 0.50-0.85)

PIK3CA

mut

Alpelisib+fulvestrant

Placebo +fulvestrant

2 4 3 B 10 12 14 16
Month

No. at Risk

Alpelisib+fulvestrant 169 145 123 97 85 75 62 50 39
Placebo+fulvestrant 172 120 89 80 67 58 42 7 29

18 20 prd 24 16 28 3‘0 3‘1

30 17 14 5
0 14 9 3

B Cohort without PIK3CA-Mutated Cancer
1.0+

0.9
0.5
0.7
0.6
0.5
0.4
0.3

0.24

Probability of Progression-free Survival

Posterior probability of hazard ratio <1.00, 79.4%¢
0.0 T T T T T T T

PIK3CA,,,

Alpelisib +fulvestrant

Placebo+fulvestrant

0.14 Hazard ratio for progression or death, 0.85 (95%¢ Cl, 0.58-1.25)

1 2 3 4 5 [ 7
Month

No. at Risk
Alpelisib+fulvestrant 115 110 36 76 42 48 31 29
Placebo+fulvestrant 116 110 79 72 43 42 31 30

8 ] 10 11 12 13
14 12 7 5 3 0
20 20 B 5 1 0

André F N Engl J Med 2019;380:1929-40

Men or postmenopausal women
with HR+, HER2- ABC
Recurrence/progression on/after prior Al

Identified PIK3CA status
(in archival or fresh tumor tissue?)

Measurable disease or
= 1 predominantly Iytic bone lesion

ECOG performance status < 1
(N=572)

ctDNA testing

100+
£ 80
2
E
2 60 PIK3CA
2
a
®
& 40
€
[
|.|>J 20_
= 4 Censoring times
= Alpelisib + fulvestrant
0 === Placebo + fulvestrant

' PIK3CA-mutant

cohort (n =341) —n—

1:1, stratified by presence of
liver/lung metastases and prior
CDK4/6 inhibitor treatment

O

PIK3CA-non-
mutant
cohort (n =231)

ALP 300 mg PO QD
+ FUL 500 mg IM®
n=169

PBO
+ FUL 500 mg IMP
n=172

ALP 300 mg PO QD
+ FUL 500 mg IMP
n=115

PBO
+ FUL 500 mg IM®
n=116

mut

0 2 4 6 8

Number of patients still at risk

Alpelisib + ful
Placebo + ful

92 87 80 77 68 61 54 52 44 43 41 383431292423191816 9 8
9490 58 53424137343030262220191814141110 9 6 6

10 12 14 16 18 20 22 24 26 28

Time (months)

6 2 2
522

0
0

Primary endpoint
* PFSin PIK3CA-mutant cohort
(locally assessed)

Secondary endpoints include
* OS (PIK3CA-mutant cohort)

* PFS (PIK3CA-non-mutant cohort)

* PFS (PIK3CA mutation in ctDNA)

* PFS (PIK3CA-non-mutant in ctDNA)
* ORR/CBR (both cohorts)

» Safety



SOLAR-1: final overall survival results

2
=
e}
©
$
Q
(¥
o
g
o Alpelisib + FUL  Placebo + FUL
(n =169) (n=172)
20 4 No.events, n (%) 87 (51.5) 94 (54.7)
Censored, n (%) 82 (48.5) 78 (45.3)
Median OS, months (95% Cl) | 39.3 (34.1-44.9) 31.4 (26.8-41.3)
HR (95% Cl) 0.86 (0.64-1.15)
04 P value (one-sided) 0.15 O V Censoring times®

Non remboursé
AMM en 2L post IA

I I I I I I I 1 T 1 1 1 1 I I I I I I I I I I

T I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time (months)

Number of patients
still at risk

Alpelisib + FUL 169 162 159 156 145 141 138 133 126 122 112 111 108 103102 94 91 85 68 56 47 35 26 19 9 4 1 0
Placebo + FUL 172 164 155 150 149 143 133 126 119 115111104 98 92 86 80 74 73 60 49 42 29 20 13 7 6 3 O

F. André et al. Annals Oncol 2021




&\ Biomarqueurs

COURS
ST-PAUL

RPC 2023

* Hors screening pour un essai clinique, la recherche du statut
NTRK, PIK3CA, MSI est inutile en I'absence de remboursement
des drogues correspondantes

Oui 87% 62%
Non 10% 33%
Abstention 3% 5%



Autres agents ciblant PIK3CA en développement

RLY-2608 selectively : = : e .
inhibits mutant P13Ka High selectivity over the kinome and within PI3K family

50 - Biochemical IC50 “ |

.m -

= 304 S kN o —
-E- - “F N 3 ! hl' ' e |
g - < -‘: " \ f .. EX -
v ®ainl
§ > . Lipid
= _5‘ = e .-.'."
" D . = ==
-:J ‘I e -h‘\-- e "
# A b ) . :
n J 5 |I ‘.' 15 Ly Y ._.
B ot et g Bt 720l B B\ NN
‘0-* t‘).::'r" .eh-* t‘lp:ﬁ'\.é g‘P: ) ’#.0, 1)y \ w

' * 20-80% inhibition
< 20 % inhibition

Aipetion m LY-2608 i : Kinase Inhibition @ 10 M
{ [ CAMK ® .30% inhibition
Orthosteric Allosteric

Non-selective Selective

‘azolh M, Decovery and draradierizabon of ALY - 2608 the frst aliostenc, mulant, and isoform-selective mhitstor of PiiKa Oral presentston st AACR-NCI-EORTC Vetus

namabonal Confermace on Moleouler Tamess Confesanca Oclober 7-10, 2021, Vidlual



MSI-H
NTRK Fusions

ESR1 Mutations
(mechanism of
resistance)

PTEN Mutations
AKT15%7% Mutations

NF1 Mutations
(resistance
biomarker)

MDM2 Amplifications

ERBB3 Mutations

Autres marqueurs

1%

1%

10%

7%

5%

6%

~ 1%

2%

IC
IC

A

A
I8

Not
applicable

HIA

Marcus L, et al. Clin
Cancer Res. 2019”7
Doebele RC, et al. Lancet
Oncol. 20207

Fribbens C, et al. J Clin
Oncol. 2016™*

Schmid P, et al. J Clin
Oncol. 20187

Hyman D, et al. J Clin
Oncol. 20177°
Pearson A, et al. Clin
Cancer Res. 2020"°

Dembla V, et al.
Oncotarget. 2018°°
Hyman D, et al. Nature.
2018

Mosele F. Ann Oncol 2020 Nov;31(11):1491-1505



Nouvelles explorations biologiques de la voie PI3BK/AKT/PTEN

Méthodologie Résultats

FAKTION : Nouvelles explorations biologiques
permettant de détecter 25% de plus de patientes

e Une analyse génomique a été effectuée e :
anayse g g | ayant une altération de la voie PI3K/AKT/PTEN
sur tissus et ADNtc avec respectivement
les tests Foundation One CDx et e 8 mutations E17K de AKT1 (AKT1 n'a pas été testé dans le panel
GuardantOMNI. d'origine)
® 5 mutations activatrices de PIK3CA non testées dans le panel
: : . d'origine
¢ Une mutation a(,:tlvatnce de PIK3CA (exons e 3 mutations de PIK3CA testée mais non détectée par le panel
1,4,7,9,20) ou I’AKT (E17K) et/ou des d'origine en raison d'une sensibilité limitée
altérations inactivatrices dans PTEN e 1 une altération inactivatrice de PTEN
définissaient une altération de la voie. e 3 patientes présentaient plus d'un type d'altération sur AKT1, PTEN
ou PIK3CA

orgme. AR -
corpetes |1 110l N

PIK3CA Autres mutations Perte de PTEN -
I E542K, E545K, H1047L or H1047R | de PIK3CA | AKT! ET7K | PTEN (IHC) Vole non altérée

R.H. Jones, et al, Lancet Oncol. 2022 Jul;23(7):851-864.



FAKTION : SG selon altération de la voie PISBK/AKT/PTEN

—— Voie altérée

Voie non altérée

Fulvestrant +

Fulvestrant +
placebo
(n=37)

20,0 mois
(14,8 — 31,4)

0,46 (95% Cl 0,27-0,79);

Nb a risque
Fulvestrant + placebo

Fulvestrant + capivasertib

Mois apres la randomisation

37 27 14 10

39 33 23 17

10

72

capivasertib
(n =39)
100 1
SG médiane 38,9 mois
o 801 (1C 95%) (23,3 - 50,7)
s o
O 60 A HR ajusté p = 0,005
[e)
)
S 40
-]
(7))
20 A
0 r
) 12
-20

Fulvestrant +

Fulvestrant +

capivasertib placebo
(n =30) (n =34)
100 1
SG médiane 26,0 mois 25,2 mois
80 - (IC 95%) (18,4-33,8) (20,3-36,2)
()
©
o C 0,86 (95% C1 0,49 — 1,52) ;
% 60 - HR ajusté p = 0,60
.0
> 40 1
]
wn
20 A
0 ' ' ' ol ' ,
D 12 24 36 48 o0 (2
-20
Mois apres la randomisation
Nb a FISQUE  reerseeeesseeesse s8R0
Fulvestrant + placebo 34 28 16 11 3 1
Fulvestrant + capivasertib 30 24 16 8 5 1

> Amélioration de la SG uniquement chez les patientes

ayant une altération de la voie PI3K/AKT/PTEN

R.H. Jones, et al, Lancet Oncol. 2022 Jul;23(7):851-864.




Post CDKi 70%

Turner, NEJM 2023

AKT: CAPITELLO phase Il

A Overall Population

Capivasertib—fulvestrant

Progression-free Survival (%)
S
|

el Median
90 Progression-
80 No. of No.of  free Survival
704 Patients Events (95% ClI)
60 mo
Capivasertib-Fulvestrant 355 258 7.2 (5.5-7.4)
Placebo—Fulvestrant 353 293 3.6 (2.8-3.7)

Adjusted hazard ratio for disease
progression or death, 0.60
{95% CI, 0.51-0.71)

Capivasertib—fulvestrant

Progression-free Survival (96)
S
|

Placebo—fulvestrant

Months since Randomization

No. at Risk
Capivasertib—fulvestrant 155 127 99 80 &5 54 38 26 21 12 3 2 1
Placebo—fulvestrant 134 77 48 37 28 24 17 11 3 2 1 1 0

201 P<0.001
10 Placebo—fulvestrant -
o l
T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib—fulvestrant 355 266 207 172 138 115 78 55 43 25 8 5 2 ]
Placebo—fulvestrant 353 207 142 106 83 66 51 33 23 11 4 3 1 1]
B Patients with AKT Pathway-Altered Tumors
100 Median
90 Progression-
80 No. of No. of free Survival
704 Patients Events (95% ClI)
60 o
Capivasertib-Fulvestrant 155 121 7.3 (5.5-9.0)
Placebo-Fulvestrant 134 115 3.1(20-3.7)

Adjusted hazard ratio for disease
progression or death, 0.50
{95% CI, 0.38-0.65)

P<0.001




ESCAT Esmo Scale for Clinical Actionability of molecular Targets (DNA level only)

Clinical
implication

ESCAT evidence
tier
|. Adm* - improved  Prospective R trials and Prospect. Non R trials and Basket trial Should be
outcome in clinical increased survival outcomes ESMO MCBS 1.1 (clinical considered
trials meaningful) standard of
Ex: HER2 amplif, gBRCA1/2, Ex: sBRCA1/2, gPALB2 Ex: NTRK transloc, care
PIK3CA mut MSI
< m* = anti- Retrospective trials = clinical Prosepective trials = clinical NA Treatment to be
ur activity but meaningful benefit responsiveness but no considered
gnitude of benefit survival data « preferable »
unk. Ex: PTEN loss, ESR1 mut Ex: AKT1 mut, HER2 mut
. Adm* 2> Clinical benefit but in a NA Clinical trials to
improved outcome in  different tumour type be discussed
other tumour types with patients
Ex: MDM2 amplif Ex: HER3 mut
IV. Preclinical evid.
of actionability
T mnngress ‘ Condorelli R et al, Ann Oncol 2019;
] * Adm: Aleteration-drug match Mosele F et al. Ann Oncol 2020

Tung N et al, JCO 2020



La biopsie liquide



Activating ESR1 Mutations: Mechanism of Action?2

ESRTWT ESR1 Mutant
20— Y5375
& Ny
¥ \

AT RQrT Art are
9)D)P)D)B)P)% ﬁ)@@@

Ligand-independent and
unigque chromatin binding

Ligand-independent, mutant-specific
transcriptional network

!

b e
Primary fumor EMWM *

Potential therapeutic targets

Melastasis

Polling question answer option 2
ESR1 mutations allow ERa to be activated

in the absence of its ligand (estradiol)

* Primary tumors: not detectable
« First relapse: rare (<5%)
* Progression on Al: frequent

Adjuvant phase Metastatic phase
| |

Daagnoslﬁ Relapse F‘mgressmn

C——

J Surgery £ CT £ RT 0% 5.3% 33%
l 2l endocrine therapy Q o Q

m ESRT mutation
= ESR1 wild-type

Polling question answer option 3
ESR1 mutations are often selected during
adjuvant first-line Al-based therapy

1. Jeselsohn R et al. Cancer Cell. 2018,33:173-186.e5. 2. Allouchery V et al. Breast Cancer Res. 2018,20:40.



Background: ESR1,, & PADA-1 design

ESR1 mutations

 are acquired during aromatase inhibitors (Al) therapy in ~40% of ER+ HER2- mBC pts and drive resistance
 can be detected by ctDNA analysis in blood (bESR1,,,)

+ retain partial sensitivity to fulvestrant (FUL), a selective estrogen receptor dégrader (SERD)

PADA-1
« Strategy: targeting rising bESR1,,,. when they become detectable under Al+Palbociclib (PAL) [l
Optional
Step #1 Step #2 cross-over

1 mut S "
+ Al-sensitive ER+ bESR = -.% 2
HER2- mBC N ®00000000 =
« No prior treatment Al+PAL ’—> g ctDNA analysis (blinded)
for mBC _ O0000e 2 00000000 5: @000
Balaedsesse | cpna — RisngbESRIn, 3 TN §  EIEZI)
analysis ~ and no disease o
progression
2023 ASCO presenteD Bv: Francois-Clement BIDARD, MD PhD ASCO puisIcAN SOy oF
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



PFS2 results — secondary endpoint

Data cut-off: June 21, 2022 N= 93 PFS2 events (54% maturity)

Progression-Free Survival 2, from randomization

FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR]

s 38 Arm of randomization Al+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]
-+ AI+PAL

g + FUL+PAL PFS2 HR= 0.37 [0.24;0.56]

;:l’ 80% 1

g

g 60% 1

w

B e e e e e R e e e s

o]

i

c  40% 1

o

? |

o ' —

S 20% | : i e

& : :

0% T T T T — T T T . L T
0 3 6 9 12 15 18 21 24 2T 30 33
Months
= 88 (0) 81 (5) 64 (15) 44 (24) 26 (35) 15 (42)
- 84 (0) 69 (0) 43 (3) 26 (9) 17 (12) 11 (15)

2023 ASCO #ASCO23 presenteD By: Francois-Clement BIDARD, MD PhD ASCE) s
ANMNUAL MEETING Presentation is property of the author and ASCO. Permission re: quired for reuse; contact permissions@asco.org.

KNOWLEDGE CONQUERS CANCER

Cabel L ASCO 2023



ESR1 MUTATION MONITORING

PADA -1: ctDNA ESR1 mutation — guided change in therapy .

prior to disease progression. (1)

2023 ASCO

ANNUAL MEETING

c >
=i | 1LmBC Al + palbociclib 23
£] « HR+, HER2- . g:
v e - = o !

i | Al-sensitive bESR1,,,, detection So
at inclusion [1 month/then g2months el
i o Ny - .
< i/ Al + palbociclib &
ot | If rising bESR1,,,, and a
b =
& | | no synchronous PD o |
Ful + palbociclib JE
2 Al + palbociclib Ful + palbociclib
st by (n=84) (n=88)
mPFS, mo (95% Cl) 5.7(3.9,75) 11.9(9.1, 13.6)
Hazard ratio (95% ClI) 0.63(0.45,0.88)
p value p=0.007
Stratified hazard ratio (95% CI) 0.61(0.43,0.86)
p value p=0.005
101 A mPFS: 6.2 months

&£ 084

=

> 064

:3 04 Ful + palbociclib

£

[=]

& 02 —_

e Al + palbociclib
T o 3 6 9 12 15 18

Manths

presenTED BY: Cristina Hernando

Screening (n =

+ Histologically confirmed
HR+/HER2- ABC

* Received =6 months of 1L Al
(letrozole or anastrozole)
plus CDK4/6i (palbociclib or
abemaciclib) therapy for
ABC with no evidence of
disease progression

*ECOGPSof0or1

» No prior exposure to
camizestrant, fulvestrant or
an investigational endocrine
therapy (in any setting)

ESR1m surveillance

Every 2-3 treatment
cycles

Tumor imaging per standard—
of care

Centrally tested plasma ~ —»

ctDNA for ESA1 status

]

ESR1m

Discontinuation upon
disease progression

Can we tailor ET according to ESR1
mutations or other biomarkers by analyzing

ctDNA?

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

SERENA-6: ctDNA ESR1 mutation — guided therapy. )

Step one: ESR1m detection phase Step two: double-blind, randomized treatment phase

1L standard of care treatment with Al (letrozole or anastrozole) + CDK4/6i (palbociclib or abemaciclib)?,

Study treatment®
Second screening®

Key inclusion criteria

* ESR1m detected by central
testing of ctDNA

+ Evaluable disease

* No evidence of disease
progression by investigator
assessment

+ ECOG PSof0or1

* Adequate organ and marrow
function

Switch to camizestrant
(75 mg OD)

Maintain same CDK4/6i
Add placebo for Al

Randomization® 1:1 iRy

Continue Al
Maintain same CDK4/6i

Add placebo for
camizestrant

(1) Bidard FC SABCS 2021; Abstract G53-05.
(2) Turner NC Future Oncol. 2023;19(8):559-573.

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Phase 3 EMERALD: Study Design'2
Overall Survival (Interim Analysis)?-?

All Patients

100 =—8— Elacestrant
=8— S0C
W-
8-
704
2 601
Ui 504
o 40 Elacestrant S0C
n 799 758
309 Events, n (%) 70 (29.3) 79 (33.2)
o0 Median OS5, mo NG N
P 0.0821
109 wir (95% ci) 0.751 (0.542-1.038)
D L] L] L} L] L L] L] L} L} L] L} L} L) L] L} L L] L] L] L] L]

Mo. of Patients Time, mo

Elscestrant X390 233 230 229 220 218 211 202 197 191 180 188 130 198 08 B0 TR 60 49 I 2 W 8§
S0OC X8 223 216 206 164 18T 1TH ITT AT 163 157 144 118 o5 TR 6T 40 42 M 23 15 & 3

LI L] L] L] L] L]
01 2 3 4 567 8 91MNMI121314151617 1819 2021 22 23 24 25 26 27

Patients With Tumors Harboring ESRTmut

100 —8— Elacestrant
=8— S0C
w-
BU—
709
= 607
) 50+
o
40 Elacestrant S0C
n 115 13
309 Eevents, n (%) 28 (24.3) 40 (35.4)
ag= Median Q3, mao NC 16.95
P 0.0325
10 1 (95% ) 0.592 (0.361-0.958)
G L] L] LJ L] LI L LI L] L] L] L} L] LJ LI L] LI L] L] L] L] L} L] L] L] L} L] 1
01 2 3 4567 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27
Mo. of Patients Time, mo

Emscesteant 115 192 111 191 905 903 101 95 93 90 84 B8 55 4% 40 M 25 7 3 oM o4 2 2 2 2
™ 1 1 1

B0 o
S0C 113 106 100 1w 5 B0 A5 B B4 TT 6B 55 44 33 27 22 1 4 10 & 4 2 o

« While no statistically significant differences were noted at the a = 0.0001 level in OS, an evident trend
favoring elacestrant over SOC was noted in both groups

» Final analysis with mature data is expected to take place in late 2022/early 2023

1. Bardia A et al. SABCS 2021. Abstract G52-02. 2. Bidard F-C et al. J Clin Oncel. 2022,JC02200338.



Testing for ESR1 Mutations to Guide

Therapy for Hormone Receptor-Positive, Human
Epidermal Growth Factor Receptor 2—Negative
Metastatic Breast Cancer: ASCO Guideline Rapid
Recommendation Update

Harold J. Burstein, MD, PhD?; Angela DeMichele, MD?; Mark R. Somerfield, PhD?; and N. Lynn Henry, MD, PhD?; for the Biomarker
Testing and Endocrine and Targeted Therapy in Metastatic Breast Cancer Expert Panels

Expert Panel recommends routine testing for emergence of ESR1 mutations at

JCO May 18, 2023 recurrence or progression on ET+ or - CDK4-6 inhibitor

Testing ESR1 should be performed on blood (preferred) or tissue obtained at the time of progression,
as ESR1 mutations develop in response to selection pressure during treatment and are typically

undetectable in the primary tumor

2023: reimbursement of ctDNA test in breast cancer by Medicare

38



Patients with ER+HER2— MBC

| If imminent crgan failure

.

ESMO BC Guidelines 2023

ET-CDE4/6 inhibitor [1, A] (a, b) PD or intolerable toxicities

Somatic mutation testing (tissue

or liguid) IF HER2low:
PD d Trastuzumab demxtecan [I, A;
Germline BRCA1/2 testing + CRTTE ] 2 MCBS 4] (1)
PALB2

F 3

: I
1 1

No imminent organ failure and
long PFS on prior endocrine
therapy

Imminent organ failure or short
PFS on endocrine-based therapy

Everclimus—exemestane (a) [l, B] I PIK3CAm-+: if ESR1m+: If germline BRCAMPAL B2m+:

or Fulvestirani—alpelisib [I, B; MCBS Elacesirant [, A] PARP inhibitor I, A; MCBS 4;

Everolimus—fulvestrant (a, cj [l, 2; ESCAT I-A] (d, ) ESCAT I-A] (d, )
B]

or

Switch endocnne therapy +
CDKA4/6 inhibitor
or
Fulvesirant monotherapy

https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guide ine/er—positive-her2-nkgative—breast-cancer
G Curigliano et al; "Ann Oncol 2021;32(12): 1475-1495"
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https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline/er-positive-her2-negative-breast-cancer

Genetic Tests: Medicare Expands Coverage of

Molecular Cancer Screening Tests
Publication Date: May 22, 2023

* Epic Sciences’ Breast Cancer Profiling ctDNA Test

* Epic Sciences announced that it received a positive Medicare
coverage decision from Palmetto MolDX® for a 56-gene circulating
DNA (ctDNA) panel for genomic profiling of metastatic breast cancer.

* Medicare will reimburse the test at $1,934.21, according to media
reports.

* Others ctDNA circulating test are also reimbursed


https://www.epicsciences.com/press-releases/epic-sciences-announces-medicare-coverage-for-breast-cancer-focused-ctdna-gene-panel/
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Understanding breast cancer complexity to improve
patient outcomes: The St Gallen International
Consensus Conference for the Primary Therapy of
Individuals with Early Breast Cancer 2023

* The Food and Drug Administration (FDA) has granted approval for the
use of liquid biopsy to detect circulating tumor DNA (ctDNA) in solid
tumors in the early and in the metastatic setting.

* The approval of liquid biopsy in solid tumors by the FDA signifies its
recognition as a potentially valuable diagnostic and monitoring tool in
management of early-stage cancers. The panelists did not
recommend routine ctDNA liquid biopsy testing at this time, awaiting
studies showing clinical utility.

St Gallen Consensus Conference Panelists 2023 Ann Oncol sept 2023



Une RCP en pleine expansion

= (Création : Février 2021

= Inclusions au fil de I'eau de toutes les patientes sein ayant une analyse génomique en routine

= Nombre de patientes incluses (02/21 —01/23): 845 ( en moyenne: 40 patientes /RCP)

Répartition par sous-types Répartition par phase de traitement
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Une RCP en pleine évolution

Création d’une plateforme de données
— RCP moléculaire sein

Developpement de projets Screening essai Pop Art
translationnels clinique/translationel ALCINA PDX
DEMETER
ALCYTA

RCP moléculaire
sein

Prediction

IA et pathologie digitale

VUS/BRCA Imagerie
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Implémentation de la NGS a partir de 2013
+ — Financement INCa

Implémentation de RNAseq a partir de 2020

Patients ayant eu un test NGS

En 2020
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Conclusions

* Indication en situation adjuvante ou post néoadjuvante
* BRCA : en adjuvant pour olaparib
e Signatures génomiques: désescalade thérapeutique

* En situation métastatique:
* Absence de bénéfice démontré en survie globale
* Bénéfice en PFS pour:
* Inhibiteur de PARP mais mutations germinales

* Inhibiteur de PI3KCA (non remboursé)
* Mutation ESR1

* Programme de screening systématique pour tout cancer du sein métastatique
* Recherche (RCP Moléculaire, SEQOIA)
* Inclusion dans les essais cliniques

* Autres marqueurs: en IHC pour les ADC  HER2 faible, Trop2?



Fvolution



