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Age médian au diagnostic : 63 ans
Age médian au déces : 74 ans
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Patients with ER+/HER2- MBC

If imminent organ failure

ET-CDK4/6 Inhibitor [, Al**

Somatic mutation testing
{tissue or liquid) - - - - - PD
Germline BRCAT/2 testing + PALB2

U 4
WV V'
No risk of organ failure Imminent organ failure
|
Everolimus-exemestane® *
Fulvestrant* |1 8] If PIK3CAmS: If germline BRCA/PALBZm+
(4 COK4/6 inhibitor if not ar tulvestrant—-alpelisily PARP inhibitor
used previously) Everolimus—ulvestant** |1, 8; MCBS 2; ESCAT 1A} [I, A, MCBS 4; ESCAT I-A}
{1, B]
+
vV

PD after several lines of ET + targeted therapies

*Hors AMM

Données non validées

par les Autorités de
Santé a ce jour
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Gennari et al. Ann Oncol. 2021




1¢'¢ lighe métastatique

Trial

Line of therapy

Menopausal
status

Endocrine
partner

Patient
population

Significant OS

MONALEESA-2 MONALEESA-3 MONALEESA-7 MONARCH-2 MONARCH-3
1L IL&2L 1L 1IL&2L 1L
‘ Pre (N=672 [ITT)) Post (N=413)
Post (N-668) Post (N=726) (N=495 [NSA)) Post (N=666) Pre (N=108)
Al Fulvestrant Al Fulvestrant Al
No prior £T for Progressed on or after
No prior systemic  No prior therapy for advanced disease; 1L No prior systemic prior ET; 1L of
therapy for advanced discase; of chemotherapy for therapy for chemotherapy for
advanced disease progressed after ET advanced disease advanced disease advanced disease
allowed allowed
v v v v Pending o/
G.N. Hortobagyi, et ASCO 2021 - UPDATE
o Esmo® 2001, D'sprés Siamon  Luetal. Cin Slecge Goetz ESMO
Abs LBA17 DJ et al., abstr. Can Res JAMA ONCOL 2022
1001. actualisé décembre 2021 2020: Slecge
JrGW, at al,
SABCS 2022

1L
Post (N=493)

Al

No prior
systemic therapy
for advanced
disease

X

Finn et al ASCO
2022

PALOMA-3
1L&2L

Post (N=551)
Pre (N=114)

Fulvestrant

Progressed on
or after prior
ET

v' X

ASCO 2021 -
D'apris
Cristofailli M et
al., abstr. 1000,
actualisd

Les 3 inhibiteurs CDK 4-6 n’ont pas été comparés directement entre eux dans le cadre d’un essai clinique




- then every 2 months

Tt T ! . 407 patientes avec évt de SSP
han 1017 t : 4 it r
z: c 2 : 017 patientes incluses et traitées par A+ PAL et pas de mutation DESR .
“1 |+ 1%line MBC 231 1 e —
“1 1+ HR+ WHER2- Al + palbociclib 32! ; 256 pts sous tratement

{ % © \ 5 pts sortis d'étude

I'|* «Al-sensitive »? By s & . H 3ol \

! I + + + &5 \

[ cfDNA analyses '*! | \ - ots avec p

. Shiglalel ol e, 1 275 pls avec mtaton BESR /e sous A+ PAL B0jia o poormmcn

| mut . |

: - atinclusion & at 1 month : \

I I

I |

47 pts sortis d'étude l

84 pts IA + PAL

Moiias s amamm ol e e e o |
(e e el e n=172pts
Q! | Avec mutation DESR e
2| | Al + palbociclib § ! £t pas de progression
," AL w
a1 | if rising ESR1,,,, g QyREIne 88 pts FUL + PAL
: and no concomittant PD ®
: |Ful + palbociclib £ |
|
T ——————, .. M. : _
Co-primary endpoints: PFS (RECIST) from randomization (step #2) & safety (all steps) * Le temps médan entre inclusion & I délection de Faugmentaton de la mutation hESRImut &ait de 14, 2 moss (28-47,1)

** Progression synchrone | progression cbservée (= 30 jours) aprés la détection des mutatons bESR1,,,

Bidard et al. Lancet Oncol 2022



PADA-1

SSP médiane, mois

(1Css)
HR (IC95), p

HR stratifié (ICys), p

Progression-free survival (%)

Number at risk

(number censored)

Fulvestrant and palbocidib
Aromatase inhibitor and palbociclib

Bidard et al. Lancet Oncol 2022

Palbociclib

Palbociclib

(9,1-13,6)
0,63 0,61 (0,45-0,88); 0,007

0,61 (0,43-0,86); 0,004

Time since randomisation (months)

First step: Second step (n=172) Crossover:
aromatase fulvestrant
inhibitor and and
palbocichb palbocidib
(n=1017) (n=47)

Aromatase Fubvestrant
inhibitorand and
palbocidib palbociclib

(n-84) (n-88)
Neutropenia
Grade3  614(604%) 33(393%) 38(432%) 16(340%)
Graded4 8S5(84%) 2 (2.4%) 1(11%) 0
Grade § 0 0 0 0
Febrile neutropenia
Grade 3 S(05%) 0 0
Grade 4 1(01%)
Grade § 0
Lymphopenia
Grade3 60(59%) 3(36%) 4(45%) 1(21%)
Grade 4 S(0S%) 0 0 0
GradeS 0O 0 0 0
Anaemia
Grade3 12(12%) 1(12%) 1(11%)
Grade4 O 0 0
GradeS O 0 0
Thrombocytopenia
Grade3 16(16%) 1(12%) 2(23%)
Grade 4  2(0-2%) 0 0
Grade § 0 0 0




!

Somatic mutation testing
{tissue or liquid) - PD
Germline BACAT/2 testing + PALB2
4 4
WV A
No risk of organ failure Imminent organ failure

Everolimus-exemestane” *
Fulvestrant* |1, B] If PIK3CAm: It germline BRCA/PALBZm+
(4 COK4/6 inhibitor if not ar tulvestrant—alpelisits PARP inhibitor
used previously) Everolimus~fulvestant** |1, 8; MCBS 2: ESCAT I-AJ# [I, A; MCBS 4; ESCAT 1-A}
[ B]

NV
PD after several lings of ET + targeted therapies

+
:7

*Hors AMM

Données non validées

par les Autorités de
Santé a ce jour

Gennari et al. Ann Oncol. 2021




BOLERO 2

Evérolimus 10 mg/j Patients, n (%)
s EVE + EXE PBO + EXE
Exémestane 25 mg/j (n = 485) (n=482) (n=238)
Placebo Serious adverse events 157 (32.6) 37 (15.5)
+ Suspected to be drug-related 63(13.1) 4(L.7)
Exémestane 25 mglj (n = 239) Grade 3/4 adverse events 266 (55.2) 70 (29.4)
Suspected to be drug-related 197 (40.9) 20 (8.4)
@ Critéres de jugement e Stratification : Adverse events leading to 140(29.0) 12(5.0)
® Primaires : SSP 1. Sensibilité a 'hormonothérapie treatment discontinuation
(évaluation locale) antérieure
® Secondaires : SG, RO, 2. Présence de métastase viscérale
benéfice clinique, ® Pas de crossover
QdV, tolérance, marqueurs
osseux, PK

100~
100
HR=0.45 Cl, 0.38-0.54)
e A m HR=0.89 (95% Cl=0.73-1,10)
* 80 % 80 Log-rank P=0.1426
Kaplan-Meier medians 1
§ EVEAEE: 7.8 mo g Kaplan-Meier medians
60 PBO+EXE: 32 mo % EVE + EXE: 31.0 months
s 2 60 A PBO + EXE: 26.6 months
4n- 5
2407
20
s Sepor gzo. G4 Censoring times
1 Brefaceams stugrosend — EVE + EXE (VN = 267/485)
’ -v‘- A ‘Nl‘- T v’ T T T T T T | SR T | TN | T ‘—PthXE(nINaM:}lZSQ)
0 6 12 18 24 30 36 42 48 54 60 B6 72 78 B4 O0 05 102 108 114 1: s S
Time, wk 02 46 8B10121416182022242628303234 36384042 44464850
Patiants ot risk \o. at risk Time, months
EVESEXE 485 438 306 Q04 257 221 1S 1S 14 @1 06 W 3B N 2 B oW o8 oz 1 | EVE+EXE 485471448429 414309 373347 330 371 262 279 268 248 232216 196 154 116 81 58 39 23 1 o
POO+EXE 2 MR KT NN NN WS S I 0 PBO + EXE zaz:;mzu‘a‘nmmmuu;ammmmwnozu 77 86 At 26 18 8 s‘ ' 0

Piccart et al. Ann Oncol. 2014



SOLAR 1

Men or postmenopausal
women, with HR+,
HER2- ABC
“*“Recumence/progression
pp/after prior Al

Identified PIKICA status (in

archival or fresh tumor tissue)
Measurable disease or

=1 predominantly Iytic

bone lesion

ECOG performance status s1

(N=572)

ALP 300 mg QD PO
+ FUL 500 mg IM* : .
AK3CA- =169 Primary endpoint
—» mutant cohort * PFS in AK3CA mutant cohort
(n=341) PBO (locally assessed)

+ FUL 500 mg IM*
=172

Secondary endpoints include:
» 0S (AK3CAmutant cohort)
» PFS (PIK3CA non-mutant cohort)

1:1, stratified by presernce of
Iiver/lung metastases and prior
COK4/6 inhibitar treatment

ALP 300 mg QD PO
 PFS (PIKSCAmutation in ctDNA)

+ FUL 500 mg IM*
AIK3CAnon- =115 * 0OS (AK3CAnon-mutant cohort)
—» mutant cohort ,
(n=231) ORR/CBR

Safety

Table 3. Updated adverse events

Most frequent AEs (220% In elther arm), n (%)

Alpelisib + fulvestrant (n = 284)" Placebo + fulvestrant (n = 287)"

Grade 3 Grade 4 Al grades Grade 3

0

0

0

0

Hors AMM ! 0

, oz Wesght decreased y : v = 5

Données non validées Fatigue 72 (25.4) 10 (3.5) 0 51 (17.8) 3(10) 0
par les Autorités de Stomatitis 71 (25.0) 7(25) 0 20 (7.0) 0 0
Santé 3 ce i Asthenia 64 (225) 7(25) 0 39 (13.6) 0 0
ante a ce jour Alopecia 58 (20.4) 0 0 7(24) 0 0

André et al. Ann Oncol 2021



SOLAR 1

100
Median PFS, months: g
=
o 80 e Alpelisib+ fulvestrant (n=169)  11.0 (95% CI 7.5-145) £
& e Placebo + fulvestrant (n=172) 5.7 (95% CL. 3.7-7.4) 8
s 604 g
B Leascaucviveneiiiy . cision &
3 §
g 40+ & Alpelisib + FUL Placebo + FUL
o H (n = 169) (n=172)
e 204 No.events, n(%) 87 (515) 94 (54.7)

20 ' Censored, 1 (%) 82 (48.5) 78 (45.3)

' Median OS, months (95% CI) = 39.3 (34.144.9) 31.4(268-41.3)
: HR (95% CI) 0.86 (0.64-1.15)

0 ! 0 P value (one-sided) 0.15 0 V¥ Censoring times*
Trrrrrrrrrrrrrrrrrrrrrrrrrrrrrror.—«t ———Tr—Tr—r—Tr—Tr—Tr—T—r—TTr 1T T T T T
012345678 90VNNRBUBBTBNDNRZDANLBNT8D0N 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) Time (months)
A o0
80 4
3
£
2 60+ ;
ﬁ 9 mois
§ o
2 PADA-1
Alpelisld + FUL Placebo + FUL
Hors AMM . saive i (o
z 02 No_events, n (%) ar(sen) 58 (87 4)
Données non validées Cemnored, n (%) 7 (44.0) 2 (26}
par les Autorités de Medan OS, monshs (95% CI) W2 267436) 28 (N0XB
Santé a ce jour o 1BER® SIPAS1N 0 ¥ Consoring tmess
T L T T T T T T L T T T T T L\l L\l T Al T L A L v 14 T L
, 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 29 40 42 44 48 48 50
André et al. Ann Oncol 2021 Tivie bmonihe)



BYLieve

Critere principal :
« Proportion
de patientes
sans progression
a 6 mois
(RECIST v1.1)

Patientes ayant recu un iCDK + IA comme dernier

Femmes pré- ou post- traitement(n =112)

ménauposées avec Cohorte A
cancer du sein avanceé Alpélisib 300 mg oral 1 fois/j + fulvestrant 500 mg

RH+/HER2- et

mutation PIK3CA
Traitement antérieur : Patientes ayant recu iCDK + fulverstrant comme
ICDK + HT, dernier traitement (n= 112)

Critéres
secondaires
SSP
SSP2
ORR, CBR, DOR
SG
Tolérance

chimiothérapie ou HT Cohorte B

ECOGPS =2 Alpelisib 300 mg oral 1 fois/] + letrozole 2,5 mg
Maladie mesurable
(RECISTv1.1)ou = 1
lésion osseuse a
predominance lytique

Hors AMM

D 5 lidé P
ONNSES non Ya1eees Patientes en progression sous/ou aprés IA ou ayant

recude laCT ou HT comme dernier traitement
(n=112) Cohorte C
Alpelisib 300 mg oral 1 fois/j + fulvestrant 500 mg

par les Autorités de
Santé a ce jour

Cross-over entre les groupes non autorisé on o ad
37(29%) 32(25%)

16 (13%) 10 (8%)
100
Critére Com)‘:e;::z!)(w A g L o A(n = 121) 12 (9%) 11(9%)
e 80 N d'événements : 72 10(8%) 6(5%)
SSP médiane : 7.3 mois ; -
Critére principal : 50,4 % § 6 :
taux de survie sans n=861; 8 . Asthenia 4(3%) 1(1%)
progression a 6 mois ICys - 41,2-59,6) 2 40- Pruntus‘ . 4(3%) 2(2%)
2 Stomatitis 4(3%) 2(2%)
Critére secondaire : 7'3201,3 3 2 Hypokalaemia 32%) 30%)
SSP médiane (n=72; & Pyrexia 32%) 0
ICqs : 5,6-8,3) 0 )
e Weight decreased 3(2%) 1(1%)
0 2 4 6 8 10 12 14 16 18 20 22 24 Cough 202%) 1(1%)
Patents, n Mois Headache 202%) 0
L R RS R D R R R Sl B Lipase increased 2(2%) 1(1%)

Neutrophil count decreased 2(2%) 2{2%)
Rugo et al. Lancet Oncol 2021 PSR S S



CAPITELLO-291

400 mg twice daily, Dual primary endpoints
4 days on, 3 days off

Patients with HR+/HER2- ABC

* Men and pre-/post-menopausal women

« Recurrence or progression while on or <12
months from end of adjuvant Al, or Fulvestrant
progression while on prior Al for ABC

« 22 lines of prior endocrine therapy for ABC
« <1 line of chemotherapy for ABC

+ Prior CDK4/6 inhibitors allowed (at least 51%
required)

* No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

Stratification factors:
 Liver metastases (yes/no)

* Region’

« HbA1c <8.0% (63.9 mmol/mol) and diabetes Placebo 43 Twice g%”y' "
not requiring insulin allowed ays on, S days o

« FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing Fulvestrant

Hors AMM

Données non validées

par les Autorités de
Santé a ce jour

Turner et al. N Engl J Med. 2023

500 mg: cycle 1, days 1 &
15; then every 4 weeks

* Prior CDK4/6 inhibitor (yes/no)

500 mg: cycle 1, days 1 &
15; then every 4 weeks

PFS by investigator assessment

* Overall

* AKT pathway-altered tumors
(21 qualifying PIK3CA, AKT1, or
PTEN alteration)

Key secondary endpoints

Overall survival
* Overall
« AKT pathway-altered tumors

Objective response rate
* Overall
* AKT pathway-altered tumors




CAPITELLO-291

Alteration; n (%)

Any AKT pathway alteration

Capivasertib + fulvestrant (N=355) i Placebo + fulvestrant (N=353)

155 (43.7) 134 {38.0)

103 {29.2)
92 (26.1)

Any 16(32.7)
PIK3CA only 110 (31.0)
PIK3CA PIK3CA and AKTT 2(0.6)
PIK3CA and PTEN 4(11)
AKT1 only 18(5.1)
PTEN only 21(59)
Non-altered 200 (56.3)
AKT pathway alteration not detected 142 (40.0)
Unknown 58 (16.3)
No sample available 10{2.8)
Preanalytical fallure 39 (11.0)
Post analytical failure 9(2.5)

Hors AMM

Données non validées

par les Autorités de
Santé a ce jour

Turner et al. N Engl J Med. 2023

Adverse events (>10% of patients) —

2(086)
9(2.5)

15 (4.2)
16 (4.5)

219 (62.0)

171 (48.4)
48 (13.8)
4(1.1)
34 (9.8)
10 (2.8}

overall population

Capivasertib + fulvestrant (N=355)
Total (%)/Grade 3 (%)

7?4"3

Placebo + fulvestrant (N=350)

T T T

346008
Rash 22054
Fatigue 20806
Vomiting 206117
Headache 16903
Decreased appetie 16.60.3
Hyperglycemia 16223
Rash maculo-papular 16.162 The adverse event profile was
Stomatitis 14.62.0 comparable in the AKT
Asthenia 13214 pathway-altered population
Pruritus 12406
Anemia 10,420
Urinary tract infection 10.111.4
100 80 60 40 20 40 60 80




CAPITELLO-291 S

Exploratory analysis: Investigator-assessed PFS in the Dual-primary endpoint: Investigator-assessed PFS in the
non-altered population (including unknownt) AKT pathway-altered population

Capivasertib + Placebo +

Caplvasentib + Flacebo +

100 fulvestrant (N=200) fulvestrant (N=219) 100 7 fulvestrant (N=135) | fulvestrant (N=134) )
Z @ PFS events 8 £ 90 PFS events
= B 80 Median PFY
; 70 4 (95% Ci; monthe 7.2 (4.5-74) 3.7 (30-5.0) § 70 (25% C1). monthy

) S 80 Adjusted HR (95% CI 0.50 {0.38, 0.65), Iwo-sidad p-value <0001
& g0 HR (95% Cf) 0,70 (0,56, 0.88) 3 < ' { gt £NEB-SON
€ g g %
g 40 g 4
- 10 1 5 30
g 201 £ 101
. 10 0

0 o ' o ' ! ! T ! o N 0 1 2 3 456 7 B 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26

0 1 2 3 4 5 6 7 8 9 1011 121314 1516 17 18 19 20 21 22 23 24 25 26 Time from randomization (months)

Time from randomization (months) Worber of petusts st st
W5 150 17 2 M N & T oS @2 SN 0N N D 2 N 2 1N Y 3 3 2 ’ 1  J

Nurrdens of pationnts o1 rnk
P B T O A W 0 O S TR T A i R R N RS TR Ny i T R R O e

00150 138 1IN We MM K OO NN M H» 8 R NN 23 s : 4 2 1 1 1 v
I XE AWM R RN MO BT 23n L | D ] L b ) 3 3 ' ' s a

Overall survival at 28% maturity overall

Overall population AKT pathway-altered population -
100 T, 100 T, p
%0 1 SR 90 - e,
2 50 R e e,
B 70 70 M - \\;"r"‘ e s
. J * | T ey —ree . a
§ 60 60 RN @, E
# 50 . 50 - 5 : ga
PLACHD0 + . ot + i
‘E 40 1 tulvestrant 40 7 fatvestrant v o« ’;
9 5 (N=133) 4 |
& 301 30 e |/
O earts 3 OS5 wvertis a a8 2 L &8
20 7 : 20 el . N g
HR (85% Cly 0.7410.56, 0.98)" HE (95 3 RIRTAD, %05 Y= =]
10 7 10 7 o
0+ — I B - — ' ' : 'y
Hors AMM :‘;’;:"ﬁ: 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 = > 0/
Données non validées risk Time from randemization (months) Time from randomization (months) 1 @ .
g # WME M3 1T W e 3[E oA AR W @ B 0 L 2 o 155 153 AA 19 M 1 1Y B W A » “ b | ' o [ ‘
par les Autorités de AL A
562 33 34 0 Z8) s 2% 1 1M O N M N 0 o B34 127 22 M2 1 9 5 & &8 N " 3 0 o

Santé a ce jour

Turner et al. N Engl J Med. 2023




SERENA-2

DS CRRE A a Stratification: H nte
ER+/HER2- ABC vy * Primary endpoint: PFS
candidates to receive Lung/liver mets : (investigator assessment®*)
fulvestrant camizestrant 75 mg (n=74) ]
michotiisrap 0 the * Secondary endpoints:
© ABCsetting 40 CBR24, ORR, OS, safety
R‘“‘"‘:g:“" . L * Translational endpoints:
ression on a = camizestrant 150 mg (n=73 : :
l:arg?ohéiine SFET g (n=73) serial ctDNA analysis
I including ESR1m, serial
CTCs analysis
fulvestrant (n=73)
€ 150 (n=73)
St detectable l"]h All grades Grade 23
57(77.0)  9(12.2)  66(904) 16(21.9) 19(950)  3(15)  50(68.5)  10(13.7)
D538G 9(122) 0 18(247) 0 7350 0 [ o M
4(5.4) 0 19260) 0 _ 8@00) 0 0 0 )k
¥Y537N 14.9 151 15.1 13.8 4(5.4) 0 13(17.8)  1(1.4) __ 4(20.0) 0 EYEY) P
¥537s 6.8 13.9 19.2 12.5 8{10.3) 0 11(15.1)  1(1.4) 1(5.0) 0 5(6.8) 2{2.7) ¥
£380a 2 B2 82 83 3 — V5 — 1 D—— 1 ——
L536H 1.4 8.2 4.1 4.6 2(2.7) 0 682 0 201000 0 5(68) 10141 4 |/
¥537C 4.1 4.1 2.7 3.3 1(1.4) 0 6(82) 1(14) __ 3(15.0) 0 1(5.5) 1(1.4) @~
a(5.4) 0 a(5.5) 0 3(15.0) 0 3(4.) (R o SR
4(5.4) 0 4(5.5) 0 31500 1(5.0) _ 2(27) _ 1(1.4) '
Hors AMM 1(1.4) 0 455 1(14) _ 2(10.0) 0 3(a.1) 0 D e
, . Dyspepsia 1(1.4) 0 3(4.1) 0 2(10.0) 0 1(1.4) 0 ! =
Données non validées Insomnia 1(14) 0 3(4.) 0 2(10.0) 0 1(14) 0 ® |
par les Autorités de Hyponatremia 0 0 3(4.1) 1(1.4) 2 (10.0) 0 1(1.4) 1(1.4) rn'“‘\
z o . Blood pressure increased 2(2.7) 1(1.4) 1(1.4) 1(1.4) 2 (10.0) 1(5.0) 0 0 |
Santé a ce jour Cataract 2(2.7) 0 0 0 2(10.0) 0 0 0 { ‘
Vitreous floaters 2(2.7) 0 0 0 2(10.0) 0 0 0 \?/

Oliveira et al. SABCS 2022



SERENA-2

ESR1Im detectable at baseline

0 EBE =20 | CIS0 (n=18) | F500 (»=35)
A Events [n (%)) 15 (68.2) 22 (B4.6) 31 (38.6)
Median PFS, months b3 92 22
w 08 (30% CI) (34-29) (37429) (19-3%)
Py Adsted HR 14 155
k) (213-0.58) (0.33-0.89)
Z 06
3
L75(e=8) | C1S0 (n=T3) F(s=73) 2
1.0 + 04 |
_—ees o 86 n4 £
Events [n (%)) 50 (§76) 5IE33) 58 (79 5)
o Median PFS. manths (30% 12 17 37 02 | comtem g
o) {34839 (55-28) {20-60) o
Adjusted HR 058 087 ”‘
g {04198 {048-057) 00{
%‘ 06 0" oo - 0 3 6 9 12 15 18 21 24
g Time (months)
04
ESR1Im not detectable at baseline
aid . 0 RIS eSO €150 (v=45) | F 500 (s=21)
— ’ Eveats [n (%)) 34 (68 7) 28 (60%) 26 (03
— Median PFS, marths 11 5t 77
00 | T tmmmes . w 081 (30% O) (37-109) (1814 9) (20-10.7)
: 4 A;ui HR K] 0%
0 3 6 ] 12 15 18 21 24 27 S ( u’. lu&mn) (B 48120)
Time (months) Z 06
N 3 b 2 " 7 2 ! 1 §
) 9 7 n 5 12 § 1 0
n o % o i 8 5 0 £ o4,
0.2
— Carizentrant 130 mg
0.0 | — PRSI 300 G
Hors AMM 0 3 6 9 12 15 18 21 24
Données non validées Time (months)
par les Autorités de
2 : b} 38 Pe) R} 15 0 f 1 | 0 !
Sl I 3 2 m i g i 2 0 )
n 2 1B L) I ] 4 | 0 ~Saudie &

Oliveira et al. SABCS 2022 ) o |



SERENA-6 ok

SERENA-6 (NCT04964934): a Phase lll, randomized, multicenter, double-blind, ctDNA-guided switch study of AZD9833
(camizestrant) in patients with HR+/HER2- metastatic breast cancer with detectable ESR7Tm

- Adults with HR+/HER2— Step 1: ESR1m detection e
locally advanced roTTTETEE ST ERRN Primary endpoint!2
(inoperable) or mBC!2 E

| &
Currently receiving Al : 1| <« PFS® :
(@rEETemDIE € ErTrElE) |  ESRIm screening in plasma ctDNA (every 2-3 treatment cycles) __ Disease | Secondary endpoints®:? v G
+ CDK4/6i (palbociclib or T G o G T L E e S e e oy o 1 --» progressionl B
abemaciclib) + LHRH as | gingasp End of studyy | B '8
1L treatment for advanced | _ I | e
disease for 26m with no \ ESR1m negative tumour and 1| OS A
: : no evidence of disease progression .
evidence of disease S 7/ « Chemotherapy-free survival s,
progression by ESR1m positive tumour .« ORR
investigator assessment*? detected and no evidence of _
12 disease progression® Step 2: Randomised treatment * CBRy,
« ECOGOor1* A e M e T T o e e e -
7’ N * PROs
. . . ] g \
Estimated enrolment: 302 participants? Switch to camizestrant (75 mg OD) Ml Safety and tolerability?
Start date: June 2021* + maintain same CDK4/6i + placebo for Al o :
Recruitment status: Recruiting® progizgifonl - AEs, SAEs, vital signs, clinical

and survival \_ safety laboratory assessments Y,
follow-up I

Estimated study completion date: June 2026

[
I
I
I
I
I
[

Hors AMM

Données non validées N e e e o e e e o e = e e o e m— o o - - —— — ”

1. Study NCT04964934. ClinicalTrials.Gov website. 2. Bidard et al. Poster 0T2-11-05 SABCS

par les Autorités de
Santé a ce jour




Guidelines ESMO 2023 - ADC

Patients with HER2+ MBC

1

W
2nd-line treatment after trastuzumab + pertuzumab
1
+ 4
=" W
Active BMs No, unknown
T or stable BMs
4 + ,
W W
Local intervention Local intervention
indicated’ not indicated
1
4 4
' W
1-10 BMs, >10 BMs Tucatinib-
favourable unfavourable capecitabine ¥
prognostic factors | | prognostic factors umab [I, A; ESCAT I-A)

r

Rasachon

(1. B]

Gennari et al. Ann Oncol. 2021

(preferred)
of
(preferred) T-DM1
or {1, A; MCBS 4
Trastuzumab ESCAT |-A}*
deruxtecan
(Il A; ESCAT |-A]

*Hors AMM

Données non validées
par les Autorités de
Santé a ce jour

Patients with mTNBC

v

Search theragnostic markers

PD-L1+

& Atezolizumab-nab-paclitaxel
ol A MCBS 3; ESCAT |-Ajias!
or
Pembrolizumab-ChT
|1, A; MCBS 3; ESCAT A"

gBRCAm

ChT-based therapy
(platinum? preferred
over taxane} [1, A

PARP inhibitor-based
therapy (preferred
over ChT) [1, A; MCBS
4; ESCAT I-A]Y

!

v
PD-L1-,

gBRCAm-wild-type

U

V'
Imminent organ failure

!

V
No imminent organ failure

1

Preferred; anthracycling~taxane-
hased combination
Alternative: taxane-bevacizumab
or capecitabine~bevacizumab

U

Preferred: taxane or
anthracycline monotherapy,
with opposite agent used
al progression

N/

N,

Sacituzumab povitecan (preferred) [1, A} MCBS 4] or ChT

ChT: enbulin, capecitabine or vinorelbing




ADC

n = DAR (drug-to-antibody ratio)

Dumontet C et al. . Nat Rev Drug Discov 2023



DESTINY Breast 03

Patients (N = 524)

* Unresectable or metastatic HER2 positive T.DXd Primary endpoint

breast cancer that has been previously 5.4 malkg Q3W + PFS (BICR)
treated with trastuzumab and taxane ' (n = 261) Key secondary endpoint
« Could have clinically stable, treated brain . 0OS
metastases )
» 22 weeks between end of whole brain Secondary endpoints
radiotherapy and study enrollment ORR (BICR and
T-DM1 investigator)
Stratification factors 3.6 mg/kg Q3W - DOR (BICR)
Hormone receptor status (n = 263) * PFS (investigator)
Prior treatment with pertuzumab - Safety

History of visceral disease

Trastuzumab T-DXd** Caractéristiques ADC % s
deruxtecan . P

(T-DXd)1 sl Payload MoA

topoisomerase |

~8:1 Drug-to-antibody ratio

Tumor-selective cleavable

Oy linker?

Evidence of bystander

i
& anti-tumor effect?

Cortés J et al. N Engl J Med. 2022



DESTINY Breast 03

1004 mPFS. mo (95% Cl)  NR (18.5-NE) 6.8(5.6-82)
12-mo PFSrate, % 758 341

(85% C1) (69.8-80.7) (27.7-40.5)
80 0.28 (0.22-0.37)

HR (95% Cl) P=78 x 102

40-

T et .

204

) +  Ceesor
e T-0Xd (0= 261)

04 —— ToMiI(h-283)

Progression-Free Survival Probability, %

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Time, months
Patients Still at Risk:
T-DXd (261)261 256 250 244 240 224 214 202 200 183 168 164 150 132112105 79 64 53 45 36 26 25 19 10 6 5 3 2 0

T-DM1(263) 263 252 200163 156132108 86 ©3 78 65 60 51 43 37 34 20 23 21 6 12 8 6 4 1 1 1+ 1 1 1 1 1 0

100 4 4t .
W-H*Rk‘

N M-‘-ﬂ

60
40 T-DXd T-DM1
mOS, mo (95% Cl) NE (NE-NE) NE (NE-NE)
| 12-mo OS rate, % 94.1 85.9
20 - {95% Cl) 90.3-96.4 80.9-89.7

Overall Survival Probability, %

0.55 (0.36-0.86)

Censor ’
‘ HR (95% ClI) P =0.007°

1 —+— T-Dxd (261)
0- i T-DM1 (263)

0 1 2 345 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
Patients Still at Risk: Time, months
T-DXd (261) 261 256 256 255 254 251 249 244 243 241 237 230218 202180 158 133108 86 71 56 S50 42 33 24 18 11 10 7 6 2 2 1 0

T-DM1 (263) 263 258 253 248 243 241 236 232 231 227 224 210188 165151 140120 81 75 58 52 44 32 27 '8 1 5 4 3 3 1 1 0

Cortés J et al. N Engl J Med. 2022



DESTINY Breast 03

100+

"°' T-DXd (n = 245)2

604

40+

100+
80+ — é
" T-DM1 (n = 228)?
404
204

20+
-40-
-60-
-80-
-100+

Best % Change in Sum of Diameters From Baseline

Cortés J et al. N Engl J Med. 2022

T-DXd T-DM1
(n=261) | (n=263)

Confirmed ORR

208 (79.7) 90 (34.2')'5}?‘?; ')

n (%) :
[95% ClI] [74.3-84.4]  [28.5-40.3] @ T%"
P < 0.0001 il
CR 42 (16.1)  23(8.7) . ‘A
PR 166 (63.6) 67 (255) | -
SD 44(169) 112 (426) "4
PD 3(1.1) 46 (17.5) | . .
Not evaluable 6 (2.3) 15 (5.7) 4
CR + PR + SD
(DCR) 252 (96.6) 202 (76.8)



DESTINY Breast 03

System Organ Class T-DXd (n = 257) T-DM1 (n = 261)
Preferred term, n (%) Any Grade Grade 23 Any Grade Grade 23
Drug-related blood and lymphatic system disorders
I Neutropenia I 110 (42.8) 49 (19.1) 29 (11.1) 8(3.1)
Anemia 78 (30.4) 15 (5.8) 37(14.2) 11(4.2)
Leukopenia 77 (30.0) 17 (6.6) 20(7.7) 1(0.4)
Thrombocytopenia 64 (24.9) 18 (7.0) 135(51.7) 65 (24.9) Q ~./'
Drug-related gastrointestinal disorders \ t
Nausea 187 (72.8) 17 (6.6) 72 (27.6) 1(0.4)
| Vomiting | 113 (44.0) 4(1.6) 15(5.7) 1(0.4)
Diarrhea 61(23.7) 1(0.4) 10(3.8) 1(0.4)
Constipation 58 (22.6) 0 25 (9.6) 0

Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis, n (%) ‘*‘3
T-DXd (n = 257) 7(2.7) 18 (7.0) 2 (0.8) 27 (10.5) Zu
T-DM1 (n = 261) 4 (1.5) 1(0.4) 0 0 0 5(1.9) :

*  There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd
. In the T-DXd arm, 21 patients (8.2%) discontinued treatment due to ILD/pneumonitis
. In the T-DM1 arm, 3 patients (1.1%) discontinued treatment due to ILD/pneumonitis

=> Majorité des effets secondaires étaient troubles gastro-intestinaux et hématologiques
Cortés J et al. N Engl J Med. 2022



Emergence du concept de HER faible (HER low)

= Traitements anti-HER2 sont réservés aux patientes avec surexpression de HER2 (IHC 2+ amplifi
v oy

= Avenement de nouvelles drogues cytotoxiques conjuguées a des anticorps anti-HER2 a montrié\
plus faible d’expression de HER2 > |

Concept de tumeur HER faible (erpics 2021)

IHC HERZ sur le contingent
invasit

Contriie des témuoins povitifs ef négatify

o JB

e,
g "

« o

L e




DESTINY Breast 04

Patients

 HER2-low (IHC 1+ vs IHC 2+/ISH-),
unresectable, and/or mBC treated
with 1-2 prior lines of chemotherapy in
the metastatic setting

 HR+ disease considered endocrine
refractory

Stratification factors

* Centrally assessed HER2 status® (IHC 1+ vs IHC
2+/ISH-)

* 1 versus 2 prior lines of chemotherapy

* HR+ (with vs without prior treatment with
CDK4/6i) versus HR-

Modi S et al. N Engl J Med. 2022

T-DXd

5.4 mg/kg Q3W
(n=373)
HR+ =494
HR-=63

TPC

Capecitabine, eribulin,

gemcitabine, paclitaxel, nab-
paclitaxel®

(n=184)

Primary endpoint

* PFS by BICR (HR+)

Key Secondary Endpoints

* PFS by BICR (all patients)

+ OS (HR+ and all patients)
Secondary endpoints

* PFS (investigator)

* ORR (BICR and investigator)
+ DOR (BICR)

« Safety

» Patient-reported outcomes (HR+)

Table 3. Most Common Drug-Related Adverse Events (in 220% of Patients) in the Safety Analysis Set.*

Event Trastuzumab Deruxtecan

Physician’s Choice of Chemotherapy

(N=37) (N=172)
All Grades Grade 23 All Grades Grade 23
number of patienss (percent)

Blood and Jymphaticsy<tern dlsiwrders

Neutropeniat 123 (33.2) 51 (13.7) 88 (51.2) 70 (40.7)

Anemiat 123 (33.2) 30 (8.1) 39 (22.7) 8 (4.7)

Thrombocytopenia§ 88 (23.7) 19 (5.1) 16 (9.3) 1(0.6)

Leukopenia{ 86 (23.2) 24 (6.5) 54 (31.4) 33 (19.2)
Gastrointestinal disorders

Nausea 27 (73.0) 17 (4.6) 41 (23.8) 0

Vomiting 126 (34.0) 5 (1.3) 17 (9.9) 0

Diarrhea 83 (22.4) 4 (1) 31 (18.0) 3(1.7)

Constipation 79 (21.3) 0 22 (12.8) 0
Investigations: increased aminotransferase levelsl 87 (23.5) 12 (3.2) 39 (22.7) 14 (8.1)
General disorders: fatigue** 177 (47.7) 28 (7.5) 73 (42.4) 8 (4.7)
Metabolism and nutrition disorders: decreased appetite 106 (28.6) 9 (24) 28 (16.3) 2(1.2)
Skin and subcutaneous tissue disorders: alopecia 140 (37.7) 0 56 (32.6) 0




DESTINY Breast 04

Hormone receptor-positive All patients (HR+ and HR~)
T-DXd (n=331) | TPC(n = 163) T-DXd (n =373) R

mPFS (95% Cl), mo  10.1(9.5-11.5) 5.4 (4.4-7.1) mPFS (95% CI), mo 9.9 (9.0-11.3) 5.1(4.2-6.8)
° 100 - Hazard ratio (95% CI) 0.51(0.40-0.64) e 100 1 Hazard ratio (95% CI) 0.50 (0.40-0.63)
& P value <0.00012 . P value <0.001
2 2
2 w1 8 80 -
< [
& o
2 607 S 0
<
(] . 40 A
g €
‘T T-DXd(n = 331) P T-DXd (n = 373)
2  J—— o  J—
§ 20 1 —_ § 20 A - X
-4 - £
R — : T Lo,
4 —_ { ) @
m 0 A L] Ll L) L] Ll T L] Ll T T L) L} L) L) L] T L] L] Ll T Ll Ll T T L) L} Al L) L] L) a 0 A L] A T Ll L] L] Ll L) L] L) L} T L} T Ll L) LJ L) T L) T Ll L] L] L] L) L) L) L} T | ” ". .
0123456789 1011121314151617181920212223242526272829 012345678 91011121314151617181920212223242526272829 " % N
No. st Risk Months No. atRisk Months AY Q'I.é
T-DXd (n = 331):33132429026526224821819818216514212810789 78 73 64 48 37 31 28 17 1412 7 4 4 1 1 0 T-DXd (n = 373)37336532529529027223821720118315614211810088 81 71 53 42 35322118158 4 4 1 1 0 °§ ‘
TPC (n=163). 16314610585 84 69 57 48 43 32 30 27 24201412 8 4 3 2 1 1 1 1 1 1 0 TPC(n=184)18416611993 90 73 60 51 45 34 32 2026 221513 92 5 4 3 1 1+ 1 1 1 1 0O e =)
//‘L-“:\
7 ,‘1 7‘ ..
"»/gd
" P

Modi S et al. N Engl J Med. 2022



Etude ASCENT

\

Locally advanced or metastatic TNBC
> 2" line of chemotherapy ‘

No relapse within 12 months following
adjuvant or neoadjuvant strategy

\ _/

n =529

Bardia A et al. N Engl J Med. 2021

Sacituzumab-govitecan 10 mg/kg IV
D1-D8/21
n =267

Primary end point: PFS in CNS- (independant central review)

Secondary end points: PFS, OS, ORR, DOR, TTR, Safety
R
11 Stratification factors
=»> Line of chemo: 2-3vs >3
=» Region: europa vs north-america
=» Brain metastases: yes or no

Investigator’s choice
(Capecitabine, Eribuline, Vinorelbine, Gemcitabine)

n =246

» Dirocsed toward Teop-2, an
apithallsl antigen exprassed
on many nokd cancers

SN-38 :
& ~=— * SN-38 more patent than
parent compound, Knotecsn




Etude ASCENT

12.1 months vs 6.7 months
5.6 months vs 1.7 months HR 0.58; p < 0.0001

HR 0.41; p < 0.0001

=

m |
P~

«

£
4

SG (n=258) ' TPC (n=224)
T°"5,:“"° Grade3, % | Graded, % T°“s,f”’"°' Grade3,% | Graded, %
Neutropenie' 63 46 17 43 27 13
Hematologique *\.. copénie 16 10 1 1 5 :
Gastrointesting DA™ 59 10 0 12 < 0
| (Nausée | &7 | 2 | <t | 26 | <« [ 0 |
Vomissement 29 1 <1 10 <1 0
Fatigue S 0 30 5 0
autre
Alopecie 46 0 0 16 0 0

« Utilisation du G-CSF: 49% (SG) vs 23% (TPC)
* Diminution de la posologie pour toxicité: 22 % (SG) vs 26% (TPC)
* Arrét pour toxicité : SG et TPC: 4.7% et 5.4%

Bardia A et al. N Engl J Med. 2021



Etude TROPICS-02

Metastatic or locally recurrent
inoperable HR+/HER2- (IHCO,
IHC1+, or IHC2+/ISH-) breast

cancer that progressed after®>:

* At least 1 endocrine therapy,
taxane, and CDK4/6 inhibitor in
any setting

« At least 2, but no more than 4,
lines of chemotherapy for
metastatic disease

« Measurable disease by
RECIST 1.1

N = 543

Tolaney ASCO 2023

Treatment of physician's choicet
(capecitabine, vinorelbine,
gemcltablne, or erlbulin)

Stratification:

« Visceral metastases (yes/no)
« Endocrine therapy in metastatic setting = 6 months (yes/no)
« Prior lines of chemotherapies (2 vs 3/4)

Treatment was continued until progression
or unacceptable toxicit

Sacituzumab govitecan
10 mg/kg IV

days 1 and 8, every 21 days

n=272

n=271

End points

Primary

+ PFSbyBICR

Secondary

« OS

*+ ORR, DoR, CBR
by LIR, and BICR

+ PRO

+ Safety

Exploratory

+ OS by HER2 IHC
status?




Etude TROPICS-02

Progression-Free Survival Overall Survival

| BGn=20Y

1301000 M2 {102420)

BICR analysis

g T 6 months 12 months 18months  Median PFS, (95% CI) mo 55(42:69)  4.0(3.044) ""f T = 12 mooti 18 monta 24 moeths  Median O8, mo (#5% C1)
3 i Stratified HR (95% Cl) 0,65 (0.53-0,81) i t 1 - Stratied HR (W% C1) 0w (0080 58)
: Nominal P-value* 0001 = N . Noeminal Pyvatue 0012
= 6-month PFS rate, % (95% CI) 456(38.9-52.0) 20.4(22.9-36.2) { : ] 13-month O rate, % (95% C1)  BUO (S 884) 471 (41,0530
3 12-month PFS rate, % (95% CI) 21.7(15.8-28.3) 8.4 (4.2-14,5) = < R hmonth OS rate, % (9S% CY) 202 (334450) 3N 7BINA)
@ 18-month PFS rate, % (95% CI) 14.4(9.1-20.8)  4.7(1.3-1186) ; o il { 2month OS rate, % (95% C1) 267 (05132 11 (1€3207)
W % x4 \“\-‘ ‘.-‘ e
e SRS TR nes . -,
4 ;H'-\w - wd e ] —
T T . : - ; : . - + v r + + v v . - '
18 21 2 27 30 33 36 o 3 < » w " " Pal M o x » 0 »
No. of Patients Sl at Risk (Evonts) Thna (@monttis) Mo of Patierds S8 ot Rieh (Events) T PRy—
SG 27210 148(88)  82(127)  48(148)  27(184)  17(170)  13{172)  ©(176) 3(178) 2(180) 2 (180) 1(180) 0(180) mw BT XA O WEI100)  130(TIH)  MSI8Y  FI164)  SUm|  IC0H B0 BN 1ok 0oy
271 (0) 108 (98) 42 (144) 18 (160) 7(168) 3(169) 1(170) 1(170) 1(170} 1(170) 1(170) 0(170) T o M (e 100008)  YOTINT) DR BO(10A)  EI00) M1 SEQ0A TV M) T 1 22 0

ontinued 10 demonstrate improvement in OS vs TPC at Jonger follow-up, with 21% redu

SG continued to demonstrate improvement in PFS vs TPC at longer follow-up, with 35% reduction in risk

propotion of patiants remaining alive st each landmark

of disease progression or death, and a higher proportion of patients remained alive and progression-free at each landmark

BICR, bilnded independent central review; C1, confidence Interval; HR, hazard rao; PFS, jon-Iree survival: SG, 1PC, of physician's cholce l;n corfdme Ml MR Satand 00, Of. dverst MV SO sesilunanss govivese TIC. eatedl M pAyneian s thutce
*Stratified log rank P-value. TH Al g R A

Tolaney ASCO 2023




Etude TROPICS-02

Sacituzumab Chemotherapy
govitecan (n=249)

(n=268)
Grade 3 or higher 198 (74%) 150 (60%)
Leading to treatment discontinuation 17 (6%) 11 (4%)

i | % % o
Lea:'"gwjmd;ay 378160%) 1‘;9 i 71% de neutropénie (tous grades) +++
Leading to dose reduction 90 (34% 2 (33% . ,

e : S 62% de diarrhées (tous grades)
Serious events 74 (28%) 48 (19%) B
Leading to death* 6 (2%) b 59% de nausées (tous grades)
Treatment-related death 1(<1%) 0 48% alopéCie
Treatment-emergent adverse events were defined as any adverse event that 37% anemie

began or worsened on or after the start of the study drug until 30 days after the
last dose of the study drug. *Of six treatment-emergent adverse events leading to
death, only one was considered by the investigator to be treatment related (septic
shock caused by neutropenic colitis). The other five deaths were caused by
COVID-19 pneumonia, pulmonary embolism, pneumonia, nervous system
disorder, and arrhythmia. Upon detailed review of the treatment-emergent
adverse events leading to death, no patterns were identified.

Tolaney ASCO 2023 0 (O



Etude TROPION Breast 01

Randomised, phase 3, open-label, global study

Kev inclusion criteria: Dato-DXd _
ey inclusion criteria: | 6 mg/kg IV Day 1 Q3W Endpoints:
* Patients with HR+/HER2- breast cancer* (n=365) * Dual primary: PFS by
(HER2- defined as IHC 0/1+/2+; ISH negative) BICR per RECIST
* Previously treated with 1-2 lines of ) ] } vi1,and OS
chemotherapy (inoperable/metastatic setting) Investigator’s choice of + Key secondary:
» Experienced progression on ET and for whom chemotherapy (ICC) ORR, PFS
ET was unsuitable ‘ as per protocol directions’ (investigator
. (eribulinmesylate D1,8 Q3W,; vinorelbine D1,8 Q3W, assessed) and safety
ECOGPSOor1 gemcitabine D1,8 Q3W, capecitabine D1—-14 Q3W)
(n=367)
Randomssation stratied by
+ Lines of chemotherapy in unresectable/metastatic seting (1 vs 2) . . . . : I g .
«  Geographiclocation (US/Canada/Eurcpe vs ROW) + Treatment continued until PD, unacceptable tolerability, or other discontinuation criteria

* Previous CDK4/6 inhibitor (yes vs no)

Dato-DXd: Humanised anti-TROP2 IgG1
monoclonal antibody Deruxtecan

] ‘ 1
“\ L ," . . JOL" e g e

). ol A ey i ~ A0
NP, T e

Hors AMM I
Données non validées g . : C!:afbled link o
par les Autorités de . . Tetrapeptice-ased inker Topo-linhibitor payload
(DXd)

Santé a ce jour

Deruxtecan

Bardia A et a/l. ESMO 2023 LBA11




Etude TROPION Breast 01

104 PFS by BICR: primary endpoint
09-
08 Dato-DXd KC
2 . Median PFS, months 69 49
E ' (95% C1) (57-74) (42-55)
é 06 3 §3.3% HR (95% C1) 0.63(0.52-0.76)
% 05 “ . P.valve <0.0001 System Organ Class Dato-DXd (n=360) ICC (n=351)
5 % ey o ! _— Preferred term, n (%)
& 03 o \\;
i Blood and lymphatic system
02- 1] ‘\-—-]
04 — Dato-DXd (n=365) 187% | e - T Anaemia 40 (11) 4(1) 69 (20) 72 %,
6 — IcC (n=367)' : ‘ Neutropenia* 39 (1) 4(1) 149 (42) 108 (31) & WU\
’ * " Time from randomisation (months) * ye
Number at risk me from randomisation (months
Dry eye 78 (22) 2(1) 27 (8) 0
Dato-DXd 365 240 158 % 15 4
oc %7 25 9 % 8 1 astrointestinal
PFS by investigator assessment: Median 6.9 vs 4.5 months; HR 0.64 (35% CI 0.53-0.76) Nausea 184 (51) 5(1) 83 (24) 2(1)
eye—— Stomatitis 180 (50) 23 (6) 46 (13) 9(3)
Events/n Hazard 71 (20) 4(1) 27 (8) 2(1)
DatoDXd  ICC ratio
All patients 212365 235/367 [ 063 65 (18) 0 32 (9) 0
Age at randomisation <65 years 163274 1907295 . 064
265 991 4572 ——— 065 :
Race o 88146 101152 — 0.70 Ffatngue 8 (24) 6@ 64 (18) 7@
Nor-Asian 109187 119183 - 059 Skin and subcutaneous
ECOG performancestatus 0 119197 1387220 —— 073 Alopecia 131 (36) 0 72 (21) 0
1 91165 88145 e 0.52 | |
Geographic region US, Canada, Eurcpe 110186 1121182 = 082 Newropena ncideshe PTs nedropena and nestrophil count decreased. "Ordl siomatisimucostis everts incuded PTs of aphihous uicer, dysphaga glossis b % A@ ’
Rest of Workd* 1021170 123185 ——— 0.66 siomatis, forgue icsraion; al grade: S9% wi Dato-DXd. 17% wih ICC; grade 3: 7% wih Dato-DXd, 3% with ICC. Ophhaimologe assessments were requred 5 ‘\@ *
anber of tous li 28220 5225 085 Coeneal Disorder SMQand select relevant PTs from Eye Dsorder SOC, all grade: 45% with Dato-DXd, 23% wih ICC, grade 3. 1% with Dato-DXd (one patert wit [4
cichmabaspy 2 s son ——— O S e i TUD et ot by 13 it b Pty %4
Prior use of COK4/6 Yes 1777299 190:286 —e— 0.62 Y
inhibitor No 3588 4581 b a7 ‘
Prior use of taxane Taxane alone 4880 4aTmM ————— 062 }
An l / 4
B -1~~~ W . 4 — o Hors AMM
Neither taxane nor anthracycine 1435 17728 : : J . 034 Données non validées
Sarel et prpwiontt B0 smber o svats swso bl bosbout s 025 05 075 1 15 par les Autorités de

“Thove patberts bore Camads were moorrecty stratied 1o Rest of Mord

Bardia A et a/l. ESMO 2023 LBA11

Santé a ce jour




Patients with mTNBC

W

Search theragnostic markers

PD-L1+
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Preferred: anthracycline~taxane-
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Etude KEYNOTE 355

From January 2017 through June 2018

ﬂocally advanced or metastatic TNBN

No previous therapy in metastatic
setting or completion of previous
therapy with curative intent2 6 mo

ECOG 0-1

No active CNS metastases

No active autoimmune disease

N\ J

n = 847

Cortes J et al. Lancet. 2020
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Pembrolizumab (up to 35 cycles)
+ Chemotherapy
n= 566
. J
R
2:1
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Placebo (up to 35 cycles)
+ Chemotherapy R
n =281 SE .
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Etude KEYNOTE 355

Pembro
Placebo

Median PFS: 9.7 vs 5.6 months
HR 0.65 (0.49-0.86) P = 0.0012

Event

o -

Hypothyroidism
Hyperthyroidism
Pneumonitis
Colitis

Severe skin reactions

Cortes J et al. Lancet 2020

w -

Immune-mediated adverse eventsi

Pembrolizumab-Chemotherapy Placebo-Chemotherapy
(N=562) (N=281)
Any Grade Grade 3,4,0r5 Any Grade Grade 3, 4,015
149 (26.5) 30 (5.3) 18 (6.4)
89 (15.8) 2 (0.4) 9(3.2)
24 (4.3) 1(0.2) 3(1.1)
14 (2.5) 6(1.1) 0
10 (1.8) 2 (0.4) 4(14)
10 (1.8) 10 (1.8)§ 1(0.4)

o © © © ©

Percentage of Patients

Placebo
90+
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704 HR 0.73 (0.55-0.95) P = 0.0093
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100+ Pembro
Placebo

Median OS: 17.6 vs 16.0 months
HR 0.86 (0.72-1.04) P = 0.0563
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Conclusion

Les traitements des cancers du sein sont actuellement en pleine mutation avec

=

I"introduction des thérapies ciblées, des ADC ou de I'immunothérapie 5 f,.l\vj

1 ("F'! »

Toutefois, leur place nécessite d’étre précisée notamment par rapport a la b o e

détermination et 'utilisation de biomarqueurs 2
I

Place de plus en plus importante de la biologie moléculaire (ex: recherche N
mutation ESR1 sur ADNtc) o Va



Merci de votre attention
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