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Immunothérapie
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Cancer du sein triple negatif métastatique
Immunothérapie

KEYNOTE-355: Study Design

= Randomized, double-blind, multicenter phase Il trial

— Current analysis reports PFS by CT regimen and key secondary endpoints

Stratified by CT (taxane vs gemcitabine/carboplatin); PD-L1 tumor expression
{CPS > 1 vs < 1); previous Tx with same class of CT for EBC (yes vs no)

Adult patients with previously
untreated locally recurrent

inoperable or metastatic TNBC; /-r
completed curative intent

Pembrolizumab 200 mg IV Q3W + CT*
(n = 566)

Until PD, toxicity, or
completion of 35

cycles of
therapy = 6 mos before first \ Placebo + CT* pembrolizumab/
recurrence; ECOG PS 0/1; (n = 281) placebo

no active CNS mets

I:N = 84?} *|nvestigator's choice of CT was permitted: nab-paclitaxel 100 mg/m? IV on Days 1, 8, 15 of 28-day
cycle; paclitaxel 90 mg/m?2 IV on Days 1, 8, 15 of 28-day cycle; or gemcitabine 1000 mg/m? +
carboplatin AUC 2 on Days 1, 8 of 21-day cycle

®= Primary endpoints: PFS and OS (in PD-L1 CPS =2 10, PD-L1 CPS =2 1, and ITT)

= Secondary endpoints: ORR, DoR, DCR, safety -

Rugo. SABCS 2020. Abstr GS3-01. Slide credit: clinicaloptions.com




Cancer du sein triple negatif métastatique
Immunothérapie
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Cancer du sein triple negatif métastatique
Immunothérapie

Overall Survival: PD-L1 CPS 210
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Cancer du sein triple negatif métastatique
Immunothérapie

Avis favorable a l'autorisation d'acces précoce dans [indication stivante: KEYTRUDA, en
association a une chimiothérapie dans le traitement des patients adultes atteints d'un cancer du
sein triple négatif localement récurrent non résecable ou metastatique, dont les tumeurs
expriment PD-L1 avec un CPS 2 10 et qui n'ont pas recu de chimiothérapie antérieure pour la
maladie métastatique.



Cancer du sein triple négatif — phase
préecoce Immunotherapie- Pembrolizumab

San Antonio Breast Cancer Symposium®, December 10-14, 2019

KEYNOTE-522 Study Design (NCT03036488)

Neoadjuvant Phase > < Adjuvant Phase =i
Neoadjuvant Treatment 1 N djuvant Tr 2 Adjuvant Treatment
{cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age 218 years
Newly diagnosed TNBC of

Pembrolizumab 200 mg Q3W

either T1c N1-2 or T2-4 NO-2

ECOG PS 0-1
Placebo
Stratification Factors:

Tissue sample for PD-L1
+ Nodal status (+ vs -)

assessment®
* Tumor size (T1/T2 vs T3/T4)
= Carboplatin schedule (Q1W vs Q3W)

<IMOICO

Placebo

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

aMuslt consist of at least 2 separate tumor cores from the primary tumor. 9Doxorubicin dose was 60 mg/m? Q3W.
*Carboplatin dose was AUC S Q3W or AUC 1.5 Q1W. <“Epirubicin dose was 90 mg/m* Q3W.
cPaclitaxel dose was 80 mg/m? Q1W. *Cyciophosphamide dose was 600 mg/m? Q3W.

This presentation is the intellectual property of Peter Schmid. Contact him at d& for permission to reprint and/or distribute.



Cancer du sein triple négatif — phase
précoce Immunothérapie-
Pembrolizumab
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Cancer du sein triple négatif — phase
précoce Immunothérapie-
Pembrolizumab

La HAS autorise [acces precoce au PEMBROLIZUMAB en
neoadjuvant dans le traitement des patients adultes atteints dun
cancer du sein triple negatif



Cancer du sein triple négatif
meétastatique

Sacitizumab-Govitecan
|

Anticorps

- Taxanes
- Vinca-alcaloides

|,Poisons du fuseauJ

- monofonctionnels
- bifonctionneis

/Antimétaboli ues
- Antifoliques

- Antipyrimidiques

- Antipuriques

Intercalants

Nucléotides
Phosphorylés




ancer du sein triple négatif

meétastatique
Sacitizumab-Govitecan

Binding Cell Cytotoxiclity
Bystander Effect on Adjacent Tumor Cells
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Cancer du sein triple négatif
meétastatique
Sacitizumab-Govitecan

ASCENT: A Phase 3 Confirmatory Study of
Sacituzumab Govitecan in Refractory/Relapsed mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mg/kg IV Primary
22 chemotherapies for days 148, o(vory7)21 -day cycle ! c°""| e 's‘::ns;“y

advanced disease progression - « PFS for the full

[no upper Iimit; 1 of the required - oF s population?
prior regimens could be Treatment of Physician’s "';,d“w'm * OS, ORR, DOR,
progression occurred within a Choice (TPC)* TTR, safety
12-month period after (n=262) Exploratory
completion of (neo)adjuvant Biomarkers
therapy]
N=529 Stratification factors Data cutoff: March 11, 2020
= Number of prior chemotherapies (2-3 vs >3)
NCT02574455 + Geographic region (North America vs Europe)

+« Presence/absence of known brain metastases (yes/no)

We report the exploratory biomarker analysis in the brain metastases-negative (Brain Mets-Negative) population

*TPC: eribulin, vinorelbine, gemcitabine, or capecitabine. TPFS measured by an indepandent. centralized, and blinded group of radiclogy experts who assessed tumor response using RECIST 1.1 criteria in patients without
brain metastasis. 'The i popudation includes all randomized patients (with and without brain metastases). Baselne brain MR! only required for patients with known brain metastasis
ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists. DOR, duration of response. DSMC, Data Safety Monitoring Commiittee; IV, intravencus; mTNBC, metastatic triple-negative breast
cancer; ORR, objective response rate; OS, overall survival, PFS, progression-free survival, R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; TTR, time fo response
National institutes of Health. hitps /icinicaltrials gov/ct2/showNCT02574455
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Cancer du sein triple négatif
meétastatique
Sacitizumab-Govitecan

ASCENT : survie globale
dans la population sans mectastases cérébrales

@
f=2]
©
o
=
~
wy
S
o
=
o
=
5
w
~D
=
o
=
=]
|5
T

SG (n = 235) TPC (n = 233)
Nombre d’événements 155 185
100 5 - s -
SSP médiane, mois (ICgs) 12,1 (10,7-14,0) 6,7 (5,8-7,7)
80 - HR (ICss). P 0,48 (0,38-0,59), p < 0,0001
= 60 A
= — TCI
2
% 40
w
20 A

0] 3 6 9 12 15 18 21 24 27

Temps (mMois)

% E 2 £ § Patients (n)
g 2843
g%é‘.fﬁ“% 235 228 220 214 206 197 190 174 161 153 135 118 107 101 90 70 52 43 37 30 21 13 8 1 o o
i8 ?_’3%? 233 214 200 173 156 134 117 99 87 74 656 50 45 41 37 30 20 14 11 7 4 3 3 2 1 o
553
SsEZ5E
se.t3&
Egizay
egcd 23
EE s §2% , o i - ; )
ES5xEW®3 SG : sacituzumab govitécan ; TCI : traitement au choix de I'investigateur
o (LD E ) e TS el e T2 ESMO 2020 - D'aprés Bardia A et al., abstr. LBA17, actualisé

La Lertre du Sénologue



Cancer du sein triple négatif
meétastatique
Sacitizumab-Govitecan

Avis favorable au remboursement en monotherapie pour le tratement des acultes atteints de can-
cer du sein triple neqatif (TNBC) non resecable ou metastaticue ayant ceja rect aumoins cleux trai-
tements systemiques, dont au moin un pour ne forme avancee de la maladie



Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan
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Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan

Trastuzumab-deruxtecan
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Attention, ced est un compte-rendu de congrés

es informations sur

Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan

DESTINY-Breast03 : schéma de I'étude

- Etude de phase Ill multicentrique randomisée en ouvert (NCT03529110)
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/Patients \ /C:ritére principal )
= Cancer du sein HER2 + métastatique - SSP (BICR)
ou non résécable T-DXd . - - -
- Déja traité par trastuzumab et taxane 5.4 mg/kg toutes f:rgge secondaire principal
dans un contexte de stade avance les 3;;:“
. . n=
ou' metastath!.,le' i . ( ) Critéres secondaires
- Meta_s_tases cerebrales si traitees - ORR (BICR et
et cliniquement stables - T-DM1 investigateur)
Facteurs de stratification 3.6 mg/kg toutes = Dureée de la réponse
- Statut des récepteurs hormonaux les 3 sem. (BICR)
= Traitement antérieur avec le pertuzumab (n = 263) - SSF" (investigateur)
\ Présence de maladieviscérale - \ Toléerance W,
- ~ ™
Analyse intermédiaire de la SSP (date du cutoff : 21 mai 2021)
- Limite d'efficacité pour la supériorité : p < 0,000204 (sur la base de 245 événements)
= Recommandation de I'IDMC de lever I'aveugle (30 juillet 2021)
5 LCrit‘ere secondaire clé, SG : limite de I'efficacité : p < 0,000265 (sur |la base de 86 événements)
-o vy
b=
£
5
g BICR: blinded, independentreview committee ; ORR : taux de réponse global ; T-DM1 : ado-trastuzumab emtansine ;
3 T-DXd: trastuzumab déruxtécan ; SSP : survie sans progression; SG : survie globale
3 LR E O S E R 2 ESMO 2021 - D’aprés Cortés J et al., abstr. LBA1, actualisé
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Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan

L

#%"s DESTINY-BreastO3
£
Primary Endpoint: PFS by BICR

= 100+ mPFS, mo (95% Cl)  NR (18.5-NE) 6.8 (5.6-8.2)

- \ 12-mo PFS rate, % 75.8 34.1
z (95% Cl) (69.8-80.7) (27.7-40.5)
S 864 0.28 (0.22-0.37)
[ 0,
2 HR (95% CI) P=78 X 1022
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o —+— T-DXd (n = 261)
o o4~ T-OM1 (n=263)

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) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 O
T-DM1 (263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21 16 12 8 6 4 1 1 1 1 1 1 1 1 0

ongress
mc Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached.



Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan

DESTINY-Breast03 : survie globale

T-DXd T-DM1
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%g;&%é 3 Données immatures de SG avec relativement peu d’événements
ggg % BE (33 dans le bras T-DXd, 53 dans le bras T-DM1)
'§§§ §§L§ 2p = 0,007172, mais ne franchit pas la limite prespecifiecede p < 0,000265
s o=
T = 58
g £= iﬁg NE : non estimable ; SG : survie globale; T-DM1 : ado-trastuzumak emtansine ; T-DXd : trastuzumab déruxtécan.
3 LR E O S E R 2 ESMO 2021 - D’aprés Cortés J et al., abstr. LBA1, actualisé
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Cancer du sein HER 2 meétastatique
Trastuzumab-Deruxtecan

Avis favorable au remboursement en monotherapie dans le traitement des patients adultes ayant un

cancer du sein HER2 positif non resecable ou metastatique ayant recu prealablement au moins
deux lignes de traitement anti-HER2



Cancer du sein HER 2 low

DESTINY-Breast04: T-DXd vs Chemotherapy in
Unresectable HER2-Low Breast Cancer

= Randomized, open-label, active-controlled phase Il trial

Stratified by HER2 IHC status, no. of prior lines of CT, HR status (HR+
without previous COK4/6i vs HR+ with previous CDKi vs HR-)

Patients with HER2-low (IHC1+ or Trastuzumab Deruxtecan 5.4 mg/kg IV Q3W
IHC2+/ISH-), unresectable and/or ¥ (planned n = 360)
metastatic BC; progression on /
endocrine therapy; no prior
findings of high HER2 expression; \

> ’ Physician’s Choice of CT:
no prior anti-HER2 treatment Capecitabine, Eribulin, Gemcitabine, Paclitaxel or nab-Paclitaxel
{planned N = 540) (planned n = 180)

= Primary endpoint: PFS (RECIST v 1.1 by BICR)

= Secondary endpoints: OS, PFS (investigator assessment), ORR, DoR
O

MCT03734029. slide credit: clinicaloptions.com




Cancer du sein HER 2 low

FFEFES in HRE+ aod &S00 Falianl=s
Fiorrroae rECE s r—pETE e

e T == L e o
- R —

OE B RS ared Sl Farssrsts
Hzrmmrone "ecepsar—poabhase

Ll
r
|
|

— — e —

LSRR T S
1

- L= e R
B, Wt oI el
[ s B



Cancer mammaire BRCA muteé
Phase précoce
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Cancer mammaire BRCA muteé
Phase précoce

OlympiA: Study Design

* Prespecified interim analysis of international, randomized, double-blind phase lll trial (data cutoff: Mar 27, 2020)

Stratified by HR status (HR+ vs TNBC), prior CT (neoadjuvant
vs adjuvant), prior platinum-based CT {yes vs no)

TNBC Subgroup
Prior necadjuvant tx: no pCR
Prior adjuvant tx: zpN1 or 2pT2
(n = 1509%)

Men and women with
gBRCA1/2-mutated, HER2-,
high-risk primary BC; completed
definitive local tx and =6 cycles
of (neo)adjuvant CT containing
anthracyclines and/or taxanes;
ECOG P50/1
(N = 1836)

HR+/HER2- BC Subgroup
Prior neoadjuvant tx: no pCR and
CPS + EG score 23°
Prior adjuvant tx: 24 LN+
(n =325)

* Primary endpoint: iDFS

=  Secondary endpoints: distant DFS, OS, safety

*Excluded n = 2 (both in claparib arm) due to unconfirmed HER2- status.
TStaging system for BC-specific survival after necadjuvant tx incorporating
pretreatment dinical stage, ER status, nucdear grade, pathologic stage (range: 0-6).

Tutt. NEIM. 2021;[Epub]. NCTO2032823.

Olaparib
300 mg BID for 1 yr
(n=921)

Placebo
BID for 1 yr
{n=915)

/ \-

Prespecified interim analysis of ITT population triggered
when 165 invasive disease or death events occurred in
first 900 patients enrolled (mature cohort); type | error
rate controlled with superiority boundaries per
hierarchical multiple-testing procedure [
Slide credit: clinicaloptions.com




Cancer mammaire BRCA muteé

Phase précoce
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Cancer mammaire BRCA muteé
Phase précoce

Autorisation dacces précoce octroyee le 31 mars 2022 a la specialite LYNPARZA (ola-
parib) dans lndication « en monotherapie ou en association a une hormonotherapie
pour le traitement adjuvant des patients adultes atteints d'un cancer du sein precoce a
haut risque HER2-negatif et presentant une mutation germinale des genes BRCA1/2,
qui ont ete precedemment traites par chimiotherapie neoadjuvante ou adjuvante ».
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