Immunotherapy and breast cancer :
iImplications for clinical practice

Prof. Anthony Goncalves

Medical Oncology Department

Institut Paoli-Calmettes

Cancer Research Center of Marseille
Aix-Marseille University/ CNRS/INSERM

—— CRCM . . Marseille, France
— ! Aix:-Marseille
INSTITUT PAOLI-CALMETTES nnéi'?;;edﬁfﬁﬁéﬁﬂi uni \/e rS i te

unicancer Marseille

eeeeeeeeeeeeeeeeeeeee



Disclosures

Research funding (for institution ): Pfizer, Novartis, Lilly, MSD, Astra Zeneca
Consultant (paid to hospital) : Novartis, Pfizer, Novartis, MSD, AZ/Daiichy

No personal compensation, no stock from Pharmaceutical industry

INSTITUT PAOLI-CALMETTES RCM (Aix Marseille
@ cccccc Marseille ,n(.wfyii;?.';;';‘.fio Ve SILE



Introduction

Clinical development of immunotherapy = most advanced in TNBC
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Introduction

Clinical development of immunotherapy = most advanced in TNBC

Stromal TiLs

Higher TILs... ngher PD-L1 expreSSIon _ _
YR ww _ Associated with

- Higher pCR
- More favorable outcome
after conventional treatment

ritumoural

Loi et al, 2013, J Clin Oncol
Sabatier et al, 2015, Oncotarget
Denkert al, 2018, Lancet Oncol

Savas, 2015, Nat Rev Clin Oncol Mittendorf, et al, 2014, Cancer Immunol Res
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ADVANCED BREAST CANCER




Immunotherapy in advanced TNBC
single-agent, non comparative studies

Anti-PD1/PDL1 RR % % PDL1+ RR%
(in PDL1+)

Pembrolizumab

Keynote 12 185 100

Keynote 086 A — 2d and +line 5.3 61.8 5.72

Keynote 086 B — first line 1.4 100 @

Atezolizumab

All 10 80 123

1st line - 24

2nd and + line 6

Avelumab

1stand + line 5.2 18 224
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- No new safety signal

1- Nanda et al, 2016, J Clin Oncol
PDL1+: stroma or >1% tumor cells -22C3

2- Adams et al, 2019, Ann Oncol
CPS >1% ratio tumor, Ly, Ma/ tumor cells -22C3

3- Emens et al, 2019, JAMA Oncol
PDL1+ >1% IC — SP142

4- Dirix et al, 2017, Breast Cancer Res Treat
PDL1+ >10 IC — 73-10

- Detectable but moderate anti-tumor activity as single agent
- Higher in First-line, PD-L1 +



Immunotherapy in advanced TNBC

Pembrolizumab versus investigator-choice chemotherapy 3 it ()]

S I n g | e'ag e n t y p h aS e I I I ran d O m | Zed S t u d y for metastatic triple-negative breast cancer (KEYNOTE-119):

a randomised, open-label, phase 3 trial

him Eva Mufioz-Cousel kLes. Peter Schmid, KenjiTemura LauraTesta,
Ohtani Nichalas Turne, Stefania Zambeli Nadia Harbeck, Fabrice Andre, Rebecca Dent, Xuan Zhow,
<, on behalf of the KEVNOTE-119 investigators*

K EYNOTE-119 Stu dy Des | g Nn Winer et al, 2021, Lancet Oncol

Patients

* Recurrent mMTNBC

* 1 or 2 prior systemic treatments for
MTNBC

* Documented disease progression

Pembrolizumab
200 mg Q3W

up to 35 cycles Follow-up for safety

(=90 days)

1:1
N = 600

Follow-up for survival

- . a .
Investigator choice? of: (every 3 months)

» Capecitabine
e Eribulin
 Gemcitabine
* Vinorelbine

on/after most recent therapy

* Previous treatment with an
anthracycline and/or a taxane in the
neoadjuvant/adjuvant or metastatic
setting

Randomize

Stratification by: 4 Primar N
* PD-L1 tumor status (CPS 21 vs CPS <1) —hmary
* Prior neoadjuvant/adjuvant therapy vs * OS in patients with PD-L1 positive tumors (CPS =210)
de novo metastatic disease at initial diagnosis « OS in patients with PD-L1 positive tumors (CPS 21)
* OS in all patients




Immunotherapy in advanced TNBC

25®
for metastatic triple-negative breast cancer (KEYNOTE-119):
a randomised, open-label, phase 3 trial

Si n g | e_ag e n t’ p h aS e I I I ran d O m i Zed Stu d Pembrolizumab versus investigator-choice chemotherapy

EricPWiner, OlegLipatov, Seock-Ah Im. Peter Schmid, KenjiTemura LauraTesta,
Isabell Witzel Shoichira Oftani Nichalas Ture. Stefania Zambelli Nadia Harbeck, Fabrice Andre, Rebecca Dent Xuan Zhou, Vasilki Karantza
Juime M. Javie Cortes, on behalf ofthe KEVNOTE-118 investigatars*

KEYNOTE-119 Study

Winer et al, 2021, Lancet Oncol

100 1004
Event HR (95% Cl
ITT a0 — k) CPS 21 a0 (o5 )
a0 85.3% 0.97 a0 Events P
o (0.82-1.15) o 84.2% 0.86 0.073
" 88.1% _ . (0.69-1.08) .
. Median (95% CI) 2 " 90.6% Median (35% CI) No new Safety S|gnal
£ 5 9.9 mo (8.3-11.4) o 10.7 mo(9.3-12.5)
8 s 10.8 mo (9.1-12.6) 0 10.2 mo(7.9-12.6)
30+ 30 =
ol oo Negative study...
104 10
o — T T T o T T T T T T 1 . . . .
wan © § 0B B B 0% ettt B B s e No survival gain in pre-specified
Pembra 312 3 164 M2 T8 B 11 6 @ Pambre 203 151 108 TE &1 40 3 0 SubgrOUpS_ ..
Chema 210 2531 1831 108 TE 43 n L] a cname 202 182 102 &8 42 27 12 ] o
1o HR T Events  HR (95% CI)
ELE 50
Events (95% Cl) P Y
CPS210 =] CPS220 0z os
0] 77.1% 0.78 0.057 o 0.3, (0.38-0.88)
(0.57-1.06) :
- &0 868.8% Median (95% CI) " Bl Median (95% Cl)
g 127 mo(9.9-16.3) g 14.9 mo (10.7-19.8)
i 11.6 mo (8.3-13.7) i 12.5 mo(7.3-154)
30| 30
20| 20
104 10 .
: : Atrend in exploratory CPS > 20
T T T T T T T 1 T T T T T T T 1 -
ww© 00 BB &S S d ¢ 2 F BB S S subgroup?
Pambro 9% T &7 41 b f2 ] n 1 e Fambra BT &0 an L n 1 ] 1 [
chsme L1 a0 Ee 18 21 12 4 [ Chema E2 41 k) m 18 1] 2 a [

0% in the MT, CPS =1 and CPS =10 populations were primary endpeints; 0S5 in the CPS =20 population was an exploratory endpoint.

Data cutoffdate: April 11, 2019



Immunotherapy in advanced TNBC
Combination with chemo

. Salas-Benito D et al. Cancer Discov 2021 Promising results in uncontrolled studies
ﬂ,!ﬁ\ Favorable safety profile Adams et al, 2018
[ y
'|' . " N = P
" ._; } MDSC depletion Table 3. Summary of Atezolizumab Plus nab-Paclitaxel Clinical Activity
Tuor cell ;;:m; Responses All Patients (N = 33)
{a) immunagenic call death  Refs. 12,1 Rels. 21, 22 Best confirmed response, No. (%)
() reduction of tumor cells R 1(3)
producing iImmunosupressive

Immunotherapy PR 12 (36)
/ SD 13 (39)
Rafs. 37, 33
Q -"“--.,____._ PD 6(18)
Raf. 28 —
. Missing/unevaluable 1(3)

Chemotherapy

mediators

Confirmed ORR, No. (%) [95% CIJ® 13 (39.4) [22.9-57.9]
Bl 85 Treg depletion Duration of confirmed response, median (range), mo® 9.1 (2.9-20.9)°
Median PFS (95% Cl), mo®¢ 5.5 (5.1-7.7)
Gut barrier disruption Median 0S (95% CI), mo® 14.7 (10.1-NE)
:&“t";‘;g ;:21.'1 :nganlz:rl‘:lsl;:t:lna b-Paclitaxel
®
.. . in the Treatment of Metastatic Triple-Negative Breast Cancer

With 2-Year Survival Follow-up
Homeostatic proliferation of T cells A Phase 1b Clinical Trial

Sylvia Adams, MD . Diamanc. D: Erlica Piamiiton. MD; Pauls R Porimann. MO. PRD; Sars M. Tolaney. MD: Ching-wal Chang. Phi:

Wei Zhang. MD: Koo ke, M, Pait G. Fostor, PhOn Luciana Molinero, Phi, Roal Funie, P, tohn Powder Fiy. MD



Immunotherapy in advanced TNBC
Combination, phase Illl randomized studies

IMpassion 130 Study

Atezolizumab and nab-Paclitaxel in mTNBC

/ Key IMpassion130 eligibility criteria?: \ Atezo + nab-P arm:
Atezolizumab 840 mg IV

+ Metastatic or inoperable locally advanced TNBC
— On days 1 and 15 of 28-day cycle

— Histologically documented®
B L + Nab-paclitaxel 100 mg/m? IV

* Mo prior therapy for advanced TNBC — oOndays 1, 8 and 15 of 28-day cycle
— Prior chemo in the curative setting, including taxanes, o RECIST vi.1 PD
allowed if TFI =z 12 mo ( 1F,{1 > Double blind; no crossover permitted VL
. or toxicrty
- ECOG PS 0-1 1

Plac + nab-P arm:
Placebo IV

Stratification factors:

+ Prior taxane use (yes vs no)

— On days 1 and 15 of 28-day cycle

* Liver metastases (yes vs na)

o ) + Nab-paclitaxel 100 mg/m?2 IV
k PD-L1 status on IC (positive [2 1%6] vs negative [< 1%])° / — Ondays 1, 8 and 15 of 28-day cycle

*«  Co-primary endpoints were PFS and OS in the ITT and PD-L1+ populations®
— Key secondary efficacy endpoints (ORR and DOR) and safety were also evaluated

IC, tumour-infiltrating immune cell; TFI, treatment-free interval. ® ClinicalTrials.gov: NCT02425891 2 Locally evaluated per ASCO—College of American Pathologists (CAP)
guidelines. = Centrally evaluated per VENTANA SP142 |HC assay (double blinded for PD-L1 status). @ Radiological endpoints were investigator assessed

{per RECIST wv1.1).
Schmid P, et al. N Engl J Med. 2018 Nowv 29,;379(22):2108-2121




Immunotherapy in advanced TNBC
Combination, phase Illl randomized studies

IMpassion 130 Study

IGINAL ARTICLE

in Advanced Triple-Negative Breast Cancer

Atezolizumab and Nab-Paclitaxel

H. Barrios, H. Iwat

Schmid, 2018

Primary PFS analysis: ITT population Primary PFS analysis: PD-L1+ population
1001 Stratified HR = 0.80 Atezo+nab-P  Plac+nab-P 1004 Stratified HR = 0.62 Atezo+nab-P  Plac+nab-P
i R (N = 451) (N =451) : (n=185) (n=184)
_ (95% ClI: 0.69, 0.92) 1 (95% Cl: 0.49, 0.78)
g g0l P =0.0025 PFS events, n 358 378 E 20 P<0 0061 PFS events, n 138 157
] . 1-year PFS 24% 18% £ i <0 1-year PFS 29% 16%
3 B (95% Cl), % (20, 28) (14, 21) § E (95% Cl), % (22, 36) (11, 22)
w 60 [ 60
o o . cpe . .
. b Significant increase in ORR
S F S 40 _
% ] 2 ] 58% vs 42%, p=0.002
:’9" 20 :’c_," 20
o | 5.5mo 7.2 mo o ] 5.0 mo 7.5mo
ol (5.3,5.6) (5.6, 7.5) ol (2.8,5.6) (6.7,9.2)
6 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months Months
No. at risk: No. at risk
Atezo +nab-P 451 360 226 164 7 34 20 " 6 1 NE NE Alezo + nab-P 185 146 104 75 38 19 10 6 2 1 NE NE
Plac + nab-P 451 327 183 130 57 29 13 5 1 NE NE NE Plac + nab-P 184 127 62 a4 22 1 5 ) 1 NE NE NE
NE, not estimable. Data cutoff: 17 April 2018, Median PFS durations (and 95% Cl) are indicated on the plot. Median follow-up (ITT): 12.9
months, Schmid P, et al. N EnglJ Med. 2018 Now 28,379(22):2108-2121 Data cutoff: 17 April 2018. Schmid P, et al. N Engl J Med. 2018 Nov 29:379(22):2108-2121

A modest but significant increase in PFS, higher in PD-L1+ subgroup
No unexpected adverse events

PD-L1 IHC= SP142 Ventana
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Immunotherapy in advanced TNBC

Combination, phase Il randomized studies 2% _ o

L A. Emens'’, 5. Adams”, C. H. Barrios", V. Didras’, H. wata’, S. Loi’, H. . Rugo’, A. Schneeweiss", €. P. Winer”, S. Patel'”,
V. Henschel, A Swat'?, M. Kaul"”, L Molinero™, 5. Patel"”, 5. Y. Chui™ & P. Schmid™*

First-line atezolizumab plus nab-paclitaxel for unresectable, locally
I M aS S I O n I 3 O St l l d d d, or ic tripl gative breast cancer: IMpassion130 final
overall survival analysis

:
OSmnen () MOS8k, o Exploratory analysis
o — AmP 322(T1) 21.0{190-23.4)
1 — PuP  344(76) 18.7(16.9-20.8) B
804 Stratified HR, 0.87 (95% CI, 0.75-1.02); P= 0.077 100 4 0S events, n (%) Median OS {95% CI), mo
— AP 120 (65) 25.4(19.6-30.7)
704 804 — P+nP 138 (76) 17.9(13.6-20.3)
® 804 Stratified HR, 0.67 (95% Cl, 0.530.86)
2 604
§ 70
50 =
5 £ &0
40 g
L § 50 4 .
= 3-year 0S: A+nP, 36%
- g 10l PenP, 22%
=]
201 0 T o St
........ Final survival rates:
104 3eyear 05: AtrP, 28% o e TE b e i A+nP, 18%
P+nP, 25% T
A0 — o
04 P+nP, 9%
...................
0 3 6 9 12 15 18 24 24 7 W 33 3B 30 4 45 4 5 5 e
No. atrisk Time (months) o 3 [ 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
(ITT population): No. atrisk Time (months)
(PD4L1 IC+ population):
A+nP 451 426 38O 342 312 270 240 214 188 172 152 130 99 58 33 20 16 & 4 AP 185 177 160 185 135 121 108 98 90 86 77 &7 56 2 17 11 8 & N
PinP 451 420 378 332 284 255 225 194 172 153 138 121 88 52 35 0 7 4 1 PinP 184 170 150 132 113 95 B5 72 66 62 54 47 28 14 7 6 3 1 NE

No significant impact on OS in ITT pop but....a clinically significant numerical advantage in PD-L1+
(+7.5 months)

iN:STITUT PA(?LI-CALMETTES CRCM (A'XJ,M?wrrsﬂlale Accelerated FDA-apprOval On MarCh 2019

EMA-approved



Immunotherapy in advanced TNBC
Combination, phase Ill randomized studies Miles, 2021 oni

IMpassion 131 Study ,;:f:(.

IMpassion 131: 1s* Line mINBC Paclltaxel +

Atezolizumab P —
/- Metastati ctable locally advanced ) S ¥y
TNae orunreseciabe ocly adkance paclitaxel 90 mg/m? d1, 8 & 15

= No prior chemotherapy or targeted therapy for —
advanced TNBC —* R; P 8-10 mg dexamethasone or equivalent for at

» Previous eBC treatment completed 2:1 least the first 2 infusions, cycles repeated g28d
=12 months before randomisation

= Taxane eligible

» Measurable disease Placebo d1 & 15 +

\_- ECOG PS 0/1 J paclitaxel 90 mg/m2d1, 8 & 15

Co-1° endpoints: PFS (investigator assessed)
Planned hierarchical look PDL1+ then ITT

INSTITUT PAOLI-CALMETTES CRCM (Aix Marseille
LV EADM A RIS h A
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Immunotherapy in advanced TNBC
Combination, phase lll randomized studies  B%9= Wiz

ORIGINAL ARTICLE

ANNALS

Primary results from IMpassion131, a double-blind, placebo-controlled,

]
randomised phase Il trial of first-line paclitaxel with or wnhoul
i for unr locally tripl 8
breast cancer

0. Mies™, ). oA, 0. Comuen’ A Schmmema’, C e, & ', A Wi, 0, taer'
L Andrade’", . Semighaion”, M. Rk, S. Patel”, M, Patre, L Mormles™, 5. L Patel”, M. Ko, T Barsta”
- CShmieonr o8 bk o Mo ertgen

A
1004 —— Plaosho—pachitaxsl (7= 101)
— Atezolizumab-paciitaxel (0 = 181)

o0- B P No significant impact on PFS and OS in

#7041
£ PD-L1 tient
: -L1+ patients
g A 100 pan —— PlECENO-PACILAYEl [ = 101)
? ap wose | — Alezolrumab—paciizxsl (7 = 191)
— ' &0 ! Siratifed HR = 1.11 (85% C1 0.76-1.64)
— 1
£ 70 i
a=%C|5472|I| (B5% CI 5.6-7.4) £ &0 !
0 T T T T T T g !
0 3 6 2 12 15 12 21 24 g S0 B - - TR
Time (menths E up ! I }
Nurmber &t risk ( ) b ! ! '
Placebo-paclitaxel 101 a1 33 14 7 4 2 0 0 & 30 ! i
Atezolizumab-paclitexel 191 162 5] 44 22 15 B 3 o 20 i I !
T |
! I
10 i 21| 203
i (B6% CI 18.2-30.5) | [96% C1 18.1-NE]
u T T T T T T T ! T T T T 1
o 3 -] a9 12 15 13 21 24 27 a0 33 38
[P Time {months)
Placeho-pacimel 101 ] m 86 75 53 34 5 12 7 ] 1 0
— Atezolzumab-pacites 191 1 AT 168 13 a7 &2 4 3 21 6 1 0

Sriinsesy CREML (e Genentech voluntarily withdrawal Sept. 2021

unicancer Marseille o Cancotoge e e




Immunotherapy in advanced TNBC |

Pembroli b plus ch herapy versus placebo plus r®

Combination, phase lll randomized studies =i
KEYNOTE-355 Study |

Cortes, 2020
Rugo, 2021

PD-L1= 22C3 (CPS)

Key Eligibility Criteria

= Age =18 years

= Central determination of TNBC and
PD-L1 expression
Previously untreated locally

[reha:;rcr:ent inoperable or metastatic : TaxaneS (nab_ P, paCI |taxe|)

Completion of treatment with

curative intent =6 months prior to - Carbo_ gem

first disease recumrence

ECOG performance status 0 or 1 c + C} th

Life expectancy =12 weeks from L = = rapy®
randomization

Adequate organ function

MNo systemic steroids

MNo active CNS metastases Primary EndeintS
MNo active autoimmune disease
— PFS2in patients with PD-L1—positive tumors? (CPS =210 and CPS =1)
and in the ITT population
— OSin patients with PD-L1—positive tumors? (CPS =10 and CPS =1)
and in the ITT population

Pembrolizumab= + Chemotherapy®

Progressive

diseased/cessation
of study therapy

fPambrolizumab 200 mg intravenous (IV) every 3 weeks (Q3W) “Normal saline
I’Chemc:ﬂherar:_:ty dosing regimens are as follows: Treatment may be continued until confirmation of progressive disease
MNab-paclitaxel 1 m%r.fm2 v on dagrs 1, 8, and 15 every 28 days CHNS=central nervous system; ECOG=Eastem Cooperative Oncology G_rouB;
Paclitaxel 90 mg/m2 IV on days 1, &, and 15 every 28 days PD-L1=programmed death ligand 1; R=randomized, TNBC=triple-negative breast cancer

Gemcitabine 1000 mg/m&/carboplatin AUC 2 on days 1 and 8 every 21 days




Immunotherapy in advanced TNBC

Pembrolizumab plus chemotherapy versus placebo plus B @

Combination, phase Ill randomized studies
KEYNOTE-355 Study

double- bllnd phase 3clinical !na’

Cortes, 2020
Rugo, 2021

Progression-Free Survival

PD-L1 CPS =10 PD-L1 CPS =1 ITT
HR HR HR
N Events {95% CI) nfN Ewvents {95% CI) n/MN Ewvents (95% CI)
Pembro + Chemo 144/220 65.5% 0.66 Pembro + Chemo 2995425 T0.4% 0.75 Pembro + Chemo 406566 T1. 7% 0.82
(0.50-0.88) (0.62-0.91) (0. TO-0.98)
Placebo + Chemo &1/103 TB.6% Placebo + Chemo 1667211 TB.T% Placebo + Chemo 2477281 TT.2%
100 — 100
90— 90—
a0 — an—
£ £ 2
3 7o = = 7o
& s0- & = a0
s L= k=
- 50— — @ @ 50—
g 5 &
1 20— = = 40—
2 30 2 2 30
& 4 &
20 ' 20— h
— 1 1 — 1
10 H H 10 H
L] —— 1 Lo —r— 1 (1] ——
o 3 8 2 12 15 1821 24 2? 3D 33 35 3942 454—3 51 54 o 3 & 9 12 15 1B 21 24 27 3D 33 3&39 42 454351 54 0O 3 &8 9 1z 15 13 21 24 2? 3D 33 35 39 424543 51 54
Time, months Time, months Time, months
Ho. at risk Mo. at risk Mo, at risk
22017312295 63 52 44 42 38 36 34 32 2T 1913 6 0 © O 425315 20214294 T2 60 56 45 44 41 38 32 24 1T 6 @ 0 ©O 566 408 260163 11684 70 63 51 4T 44 41 35 26 1T & 0 0 ©
103 B0 41 30 18 15 1211 11 10 8 & 6 4 4 3F 1 0 O 2111536 81 128 20 17T 14 14 12 1010 7 5 5 3 1 0 ©O 281214108 68 3929 23 20 20 17T 15 15 11 8 7 4 2 0 ©

insTiTut paoLi-catmeries CRCM (AIX Marsellle

Ty T vy g Iniv
unicancer Marseille g bt

en Canctrologe e

No new safety signal



Immunotherapy in advanced TNBC

py versus placebo plus *®

Combination, phase lll randomized studies =i
KEYNOTE-355 Study

Pembrolizumab plus chemoth

Cortes, 2020
Rugo, 2021

Overall Survival: PD-L1 CPS 210 Overall Survival: PD-L1 CPS 21

1007 niN Events (sstfcn (a'n’;';‘!sid,
100= HR P-value 90+ 148.4% Pembro+ Chemo 336425 79.1% 0.86 0.0563°
190 ! niN Events (95% C1) (one-sided) g 507 141.4% | Placeho~ Chemo 177211 3w o0
904 153 39 Pembro + Chemo 155220  70.5% 0.73 0.00932 § 7o ! 137.7%

e . (0.550.95) & o ; 120.5%
» 804 1 44.7% ! Placebo + Chemo 841103 81.6% 5 o I 17.6 months
E : | A8.29% % ! 16.0 months
o 70 1 : . £ 407 !
= ! 134.0% - |
o 60 1 & 204 i
g e ! - 23.0 months 1o |
o I 161 mOnths 0 T T T T T I‘ T T T T T T T T T T T
s A0 ! 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
5 : No. at risk Time, months
E 30_ : | 425 406 365 308 271 236 204 175 159 137 120 108 99 80 38 60 21 3 0
& ! ! 211 200 187 163 133 110 87 71 62 54 47 40 39 0 15 21 10 2 0
207 : :
10 | i Overall Survival: ITT
| |
! : N Events. lﬂivfﬂl
0 1 T 1 1 1 1 1 1 1T T T T T 11 P Fowe RO B B
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 418% Placst s Cheme - gam A :
No. at risk Time, months
,,,,,,,,,,,,,,,,,,,,,,,,,,, 17.2 months
16.5 months

220 214 193 171 154 139 127 116 105 91 84 78 73 59 43 31 17 2 0
103 98 91 77 66 55 46 39 35 30 25 22 22 17 12 8 €& 2 0

Percentage of Patients.

institut paoti-catmeries CRCM Aix--Marseille —— T
T T » - ° Iniversit 3 06 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 o4
unicancer Marseille o Cancotoge e e tiative descelience Mo, at ik Time, months

566 539 435 415 363 305 268 226 200 174 153 137 124 84 69 42 2 4 0

_ WOIT ME U M T T 85 TR oER oS4 S0 o3 o8 mom o °
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Immunotherapy in advanced TNBC

Pembrolizumab plus chemotherapy versus placebo plus * @

] ] ] ]
chemotherapy for previously untreated locally recurrent
O I I l I n a I O n aS e r a n O I I l I Z e S u I e S inoperable or metastatic triple-negative breast cancer
3 (KEYNOTE-355): a randomised, placebo-controlled,

KEYNOTE-355 Study

Overall Survival in Subgroups: CPS 210

Median OS {mo)

Subgroup M
QOverall —— 323
Age (years)

<65 — 257

265 L a— 66
Geographic region

N AmericalEU/ANZ ——] 212

Asia —— 56

Rest of warld (— L — 55
ECOGPS

1] ——] 196

1 —&—Hh 127
Cmn-study chemotherapy

MNab-paclitaxel —— 99

Paclitaxel —— 44

Gemcitabine-Carboplatin — 180
Prior same-class chemotherapy

Yes B 65

Mo —— 258
Prior (neojadjuvant chemotherapy

‘Yes — 193

Mo —— 130
Disease-free interval

de novo metastasis —— 104

‘ =12 months & 5]

212 months —— 153
Mumber of metastatic sites

<3 —— 184

=3 ——1 138

I T T T T 1
] 1 2 3

Hazard Ratio (95% CI)
Favors Favors
Pembro + Chemo Placebo + Chemo

Pembro +
Chemo

230

218
283

235
267
18.0

26.4
17.7

298
286
191

235
228

203
283

264
17.1
249

321
132

Placebo
+ Chemo

161

16.8
126

152
174
220

19.8
10.6

184
8.5
16.2

149
16.9

17.1
13.0

125
19.7
171

18.8
105

Hazard Ratio
for Death
(95%)

0.73 (0.55 to 0.93)

0.78 (0.58 to 1.03)
0.51 (0.28 to 0.92)

0.72 (0.52 to 1.00)
0.44 (0.23 to 0.84)
1.07 (0.57 to 1.98)

0.70 (0.49 to 1.00)
0.70 (0.47 to 1.05)

0.63 (0.39 ta 1.03)
0.34 (0.16 to 0.72)
0.88 (061 to 1.25)

0.60 (0.32 to 1.09)
0.74 (0.55 to 1.00}

0.86 (0.61 to 1.22)
0.53 (0.34 o 0.80)

0.54 (0.34 to 0.86)
1.44 (0.73 to 2.82)
0.65 (0.45 to 0.96)

0.63 (0.43 to 0.91)
0.75 (0.51 to 1.10)

double-blind, phase 3 clinical trial

Cortes, 2020
Rugo, 2021

Benefit higher in

- Taxanes-treated

(pacli or Nab-P)

- No previous CT (adj/neoad))
- De novo or DFI > 12 mos
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Immunotherapy in early stage BC

Loiibl et al,
2019, 2021

GBG
GERMAN N I 1 “Gepar
21‘0“32 StUdy DeSIgn 0 p atl n ﬂ\luevo eBe Primary Endpoint - pathological complete response G opar
| Durv. Only i dj hase —
~e
——— urv. Only in neoadjuvantp abg%
until amendment 0% P=0.287%
: 53.4%
Nab-Pac - ECx4 Primary 60% :
N=174 a +Durvalumab = +Durvalumab endpoint: 50% | Adjusted** OR 1.53 44.2%
=] o » [95%:C1 0.82-2.84]
H 8 CR (ypTO, ypNO
TNBC 8 = % PCR (ypTO, ypNO) 20% - p=0.182 - |
2 3 2 : 30% |
Stratum: 2 S Em Main secondary :
TiLs L. ® endpoints: 20% 1
(low/med/high) iDFS, DDFS, 0S 10% |
* ! ) * * e |
8 weeks Durvalumab Placebo
Samples Samples Samples Samples N=88 N=86  Comtinuous comeea  ven -
Durvalumab (0.75g) 1.5g nab-paclitaxel Epirubicin 90mg/m?; . 2018A5C0' g s L T ll_ﬂGo -B
d1q28 125mg/m? weekly Cyclophosphamide aBG
T e 600mg/m? d1q14 ’ ) “Gepar
SDF e tene e i Subgroup Analysis of the Window Cohort filievo
0S, overall survival
Loibl S, et al. Ann Oncol 2019 0% -
N 61.0% | P=0.052 | P=0.515 |
PRESENTED BY: SIBYLLE LOIBL, MD  #ASCO21 | Content of this presentation is property of the author, licensed by AscO. PRESENTED AT: 2021 ASCO 2] AGO B 0% 70%
Permission required for reuse ANNUAL MEETING  sreast 50% 60% 30.0%
so% s 37.9%
* Non significant increase in pCR with Durv. - -
H H (11 H L] r) 30% 30% —
* Increase higher in "window” pop. “ -
= 10% 10% I
0% 0%
Durvalumab Placebo Durvalumab Placebo
INSTITUT PAOLI-CALMETTES CRCM (A|x Marse|||e N=59 N=58 N=29 N=28
’Ecan(er Marseille oot § Iniversite . 20:ASCO [ MAGOB




Immunotherapy in early stage BC e

2019, 2021
GBG

ik iDFS, DDFS and OS Between Treatment Arms £

GROUP

“Gepar
Nuevo

7

iDFS DDFS oS

__100% 4 3yr91.7% 100% X 3yr95.2%

oo w
80%

70% 3yr 83.5%

60%
50%

40%
o, | + Censored
3% Placebo 15/86 events

3yr 85.6%

90%
80%
70%
60%
50%
40%
30% + Censored

Placebo 20/86 events

20%4 Durvalumab 7/88 events 20%4 Durvalumab 4/88 events
Stratified Logrank p=0.005

4% 10% Stratified Logrank p=0.0056
o
) Stratified HR* Durvalumab to Placebo = 0.31 (95%Cl 0.13, 0.74), p=0.0078 Stratified HR* Durvalumab to Placebo = 0.24 (95%Cl 0.08, 0.72), p=0.0108
T T T 1 0% T T T T 1 oo/° T T T T 1
0 12 24 36 48 60 0 12 24 36 48 60 0 12 24 36 48 60
Patients at risk: Time (months) Time (months) Time (months)
— Placebo 86 78 65 58 16 0 86 78 67 59 16 0 86 80 72 63 16 0

— Durvalumab 88 80 73 66 18 0 88 80 76 70 20 0 88 81 79 7 20 0

3yr 78.4%
3yr77.2% & °

40% | Stratified HR* Durvalumab to Placebo = 0.31 (95%Cl 0.13, 0.74), p=0.0078
+ Censored

Placebo 22/86 events

20% 4 Durvalumab 12/88 events

Stratified Logrank p=0.0356

Invasive Disease-Free Survival Rate (%
g
Distant Disease-Free SurvivalRate (%
Overall Survival Rate (%)

Durvalumab increases survival outcome

* Stratified by sTILs

institut paoti-catmeries CRCM (Aix Marseille
o * 1N rSite

unicancer Marseille en Conchriogs s Bacute e



Immunotherapy In early stage BC  sehmidetal 2020

H ORIGINAL ARTICLE

KEYNOTE-522 Study Design (NCT03036488)

Ap— Neoadjuvant Phase - Adjuvant Phase =y
Mecadjuvant Treatment 1  Neocadjuvant Treatment 2 Adjuvant Treatment
[cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria : Pembrolizumab 200 mg Q3W
Pembrolizumab 200 mg Q3W

Age =18 years

Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0O-2
ECOGPS 01

Tissue sample for PD-L1
assessmenta

<TImMOhICW»m

Placebo

Placebo

Stratification Factors:
+ Modal status (+ vs -)
+ Tumorsize (T1T2 vs T3/T4)

+ Carboplatin schedule (QW vs Q3W)

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)

"b?:-'lust congist of at least 2 separate tumor cores from the primary tumor. iDoxorubicin dose was 60 mg/ 5"'2 Q3w
arboplatin dose was AUC 5 QSW or AUC 1.5 QW. “Epirubicin dose was 20 mg/m=- Q3W.
“Paclitaxel doze was 80 mg/m? QW. foyclophozphamide dose was 600 mg/m?2 Q3W.



Immunotherapy in early stage BC
KEYNOTE-522

By PD-L1 Status® ypT0/Tis ypNO

Primary Endpoint: ypT0/Tis ypNO

100 ;
. A136(54-218p
P=0.00055
30 4
T 64.8%
S 60 51.2%
0
2
S
o
¥}
o %0
20 4
10 1
o I 103201

—
=1

PCR, % (95% CI)
s 5 8 =8

=3

Pembro + Chemo 10
Placebo + Chemo 0

A14.2(5.3-23.4p

68.9%

230334

90/164
PD-L1-Positive

£18.3(-3.3-36.8)°

]
45.3%

PD-L1-Negative

Estimated trealment diference based on Miettinen & hurminen method stratified by randomization sirafficalion faclors *PD-LY assessed af 2 central laboralory using the PD-L1 IHC
12C3 pharmD assay and measured using the combined postive score (CPS; number of PD-L1-positive fumor cells, lymphocyles, and macrophages dvided by tolal number of tumor
ells x 100), PD-L1-positive = CPS 21, Dala culolf dale: Seplember 24, 2018

Schmid P, et al. ESMO 2019

Pembrolizumab- Placebo—

Schmid et al, 2020

ARTICLE

H ORIGINAL

Pembrolizumab for Early
Triple-Negative Breast Cancer

Difference in Pathological

Subgroup Chemotherapy ~ Chemotherapy Complete Response (35% Cl)
no. of patients with response/no. of patients (%) percentage points

Overall 260/401 (64.8) 103/201 (51.2) i —— 136 (54 10 21.8)
Nodal status |

Positive 136210 (64.8)  45/102 (44.1) P 206 (8910 319)

Negative 124/191 (64.9) 5899 (58.6) — 63(-53t013.2)
Tumor size 2

Tlto T2 207/205 (70.2) 847149 (56.4) L —— 138 (4310 23.3)

Tito T4 537106 (50.0)  19/52 (36.5) 4 135 (3110 28.8)
Carboplatin schedule |

Every 3 wk 105/165 (63.6)  47/84 (56.0) —— 77 (5010 206)

Weekly 154/231 (667)  56/116 (48.3) f—— 184 (7410 20.1)
PD-L1 status i

Positive 730334 (68.9)  90/164 (54.9) I —— 142 (5310 23.1)

Negative 29/64 (45.3) 10/33 (303) —— 183 (-331036.8)
Age !

<65 yr 135355 (66.2)  95/176 (54.0) P —— 122 (34 10 21.0)

=65yr 25/46 (54.3) 8/25 (32.0) e 23(110435)
ECOG performance-status i

score :
0 215/328 (65.5) 85173 (49.1) P —— 164 (73 to 25.4)
45/73 (616) 18/26 (643) —————— 26 (-22110189)
—3|l}l—i(.'rl—1|(}I (II}IfOIEIOI}IOI-iIOISIO
Placebo- Pembrolizumab—
Chemotherapy Chemotherapy
Better Better
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Statistically Significant and Clinically Meaningful EFS at I1A4

EFS, %

No. at Risk

90—

80—

70

60—

50—

40+

30

20

10+

0

Median follow-up®: 39.1 mo

EFS in Patient Subgroups

Pembro + Chemo/Pembro
Pho + Chemo/Pho

Lo Lo ]
0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51

Months

T

I

I

Pembro + ChemofPembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
390 386 382 368 358 342 328 319 310 304 207 250 195 140 83 17 0 0

Pho + Chemo/Pbo

INSTITUT PAOLI-CALMETTES

unicancer Marseille

cRCM,

(Aix‘ Marseille

16.7%
23.8%

Subgroup Pembro + Chemo/Pembro Pbo + ChemolPbo
Overall —— 1231784 (15.7) 93/390 (23.8)
Nodal status
Positive —— 80/408 (19.6) 571198 (20.1)
Negative _— 437376 (11.4) 36/194 (18.6)
Tumor size
HR TIT2 —— 84/581 (11.0) 59/290 (20.3)
Events (95% Cl) P-value Tam4 — 1+ 56/203 (26.1) 341100 (34.0)
0 Carboplatin schedule
Every 3 weeks —— 50/334 (15.0) 37HET (22.2)
0.632 0.00031b Weekly —— 711444 (16.0) 56220 (25.5)
(0 48-0 82) PD-L1 status
. g Positive —— 98/656 (14.9) 88/317 (215)
Negative —_— 25/128 (19.5) 25189 (36.2)
Age category
<65 years —— 103/700 (14.7) 79/342 (23.1)
265 years —_— 20/84 (23.8) 14148 (20.2)
ECOG PS
0 —— 101/678 (14.9) 80/341 (23.5)
1 — 22/106 (20.8) 13149 (26.5)
T ]
01 1 10

Pembrolizumab for Early
Triple-Negative Breast Cancer

No. Events/No. Patients (%)

Favors Favors
Pembro + ChemolPembro Pbo + Chemo/Pbo

« Inall suvbgro(jp's...

Hazard Ratio
(95% CI)

0.63 (0.48 t0 0.82)

0.65 (0.46 to 0.91)
0.58 (0.37 to 0.91)

0.51(0.36 to 0.73)
0.84 (0.55t0 1.28)

0.65 (0.42 t0 0.99)
0.80 (0.42 to 0.86)

0.67 (0.49 10 0.92)
0.48 (0.28 10 0.85)

0.81(0.45t0 0.82)
0.79 (0.40 to 1.56)

0.60 (0.45 to 0.80)
0.81(0.41t0 162)

» Distant DFS =+6,3% at 3 ys (HR=0,61)

* Trendin OS ...
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EFS by pCR (ypT0/Tis ypNO)

100 1 94.4%
- pPCR Yes
90— . 192.5% .
g :
@
80— B - !
N [ -
70 2y
& i
5‘ 60— m;nmlu‘,m.?h g  pCR No
-~ I se.% o N
iy |
1
2 40 i
w 1
1
30 '
1
20— i
1
10— i
1
1
0 ] ] I 1 | | I I I | I 1 | 1 | | I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 61
No. at Risk Months
Pembro + Chemo/Pembro Responder 494 494 494 489 483 482 478 477 472 470 460 387 307 220 122 18 0 0
Pbo + Chemo/Pbo Responder 27 217 217 216 214 207 206 203 200 200 197 165 130 8 56 9 0 0
Pbo + Chemo/Pbo Non-Responder 173 169 165 152 144 135 122 116 110 104 100 85 65 53 27 8 0 0

institut paoti-catmeries CRCM (Aix Marseille
- J‘V‘\ I 7! f't'

unicancer Marseille o Cancotoge e e

Pembrolizumab for Early
Triple-Negative Breast Cancer

Very good outcome for pCR patients
(with and withpout pembro)

Who are the pCR with chemo only ?
Role of adjuvant pembro here ?

Significant survival impact of pembro in
patients with no pCR
Still a place for improvig outcome...



S@%® dj i b in combination with seq
~ nab-pacli | and antt line-based ct herap;
versus placebo and chemotherapy in patients with early-
stage triple-negative breast cancer (IMpassion031):

(g @

Immunotherapy in early stage BC

Mittendorf et al, 2020, Lancet

IMpassion031: No platin

Phase lll atezolizumab neoadjuvant study in eTNBC":2
A randomised, multicentre, international, double-blind, placebo-controlled trial

Atezolizumab
N = 333 Atczollzum.::b 840 mg IV q2w
» 840 mg IV q2w ' Atezolizumab Bareniun
« TNBC, with primary tumour > 2 cm * Doxorubicin s 1200 mg IV q3w 1
9 nab-paclitaxel 60 mg/m* IV q2w U x 11 doses follow-up*
+ cT2-cT4, cNO-cN3, cMO 125 ma/m? ;V aw Cyclophosphamide R
-
+ Known PD-L1 status (IHC) SR I LAV A G
No prior therapy for treatment Placebo E
. Placebo ’ R
or prevention of BC .
Doxorubicin Y | g
ECOGPS0Oor1 nab-paclitaxel 60 mg/m? IV q2w Survival follow-up
125 mg/m?® IV gw Cyclophosphamide
600 mg/m* IV q2w
Stratification Factors: 12 weeks 8 weeks PCR

+ Stage Il va Stage Il
* PD-L1IC< 1% vs IC = 1%

Co-primary endpoint: pCR (ypTO/is ypNO) in ITT and PD-L1+ (IC = 1%) subpopulation
Secondary endpoints: EFS, DFS, and OS in ITT and in PD-L1+ subpopulation, safety, PROs

pppienl manpgarmwnt of patients wan ot the disomat 1 of the trmaiing tvvastigetor and Sasnd o ) nl prasctice gukiaiines

EFS, wyant-fram musvival, DFS, dianano-lrm irvtval: P00 1IC, PD-LY—axprameing tumaor infirating immuns cells as parcentsgo of lumor ares using the VENTANA SP142 aeany, PO
palinnt-rey o Uit OMms

Mit wdart | fml SABCS 20717 Inbintrnct 17-07T2-07-03). 2. ChinicalTriain goy. Mip fimicalininds. goviet2/show/study NCTOI 197955, Accnused Augunt 2020



>@*% ® Neoadjuvant li ination with seq|
nab-paclitaxel and anthracy cline-based ¢ chemotherapy
versus placebo and chemotherapy in patients with early-
stage triple negat ve breast cancer(lMpassion031):

Immunother apy In earl Y S t age BC ===m==w—

Mittendorf et aI 2020 Lancet

Primary = pCR

A B PD-L1+ C Secondary
wo  ITT - A 19, 5% 4,2-34,8) - PD-L1- : )
£ A=16,5%(5,9-27,1) | nct 6 A=13% (-1-28) time-to-event endpoints
% 8o p=0-0044 —
iy 60 ﬂ—‘ i {» | Atezolizumab-Chemo Placebo-Chemo
;i 0 0 0
E ol . | 68,8% | ’—}‘ % EFS Events, n/N (%) 17165 (10.3%) 221168 (13.1%)
3 57,6% 19,35 Median (95% CI) NE (NE, NE) NE (NE, NE)
2 204 270 0
g |41,1% 48 r’ 34‘,% Stratified HR (95% Cl) 0.76 (0.40, 1.44)
¢ Atezolizumab I Placebo plus I Atezolizumab I Placebo plus I Atezolizumab I Placebo plus I DFS Events, n/N (%} 101154° (65%) 13/153° (85%)
’:hem[:;ltuhsemp)|I chemotherapy Chemﬂ;-lserapy chemotherapy Chemzl;.;?eraw chemotherapy Median (95% C” NE (NE, NE) NE (NE, NE)
Figure 2: Pathological complete response co-primary endpoints in the all-randomised and PD-L1-positive Stratffied HR (95% CI) 0.74 (0'32' 1‘70)
populations, and pathological complete response in the PD-L1-negative population
(A) All-randomised population and PD-L1-positive populations. (B) PD-L1-positive population. (C) PD-L1-negative 0S Events, niN (%} 7165 (4'2%) 9168 ( 4%}
population (not formally tested). PD-L1=programmed cell death ligand 1. Median (95% C|} NE (2?40 NE) NE (NE NE)
S Stratified HR (95% Cl) 069 (0.25, 1.87)

INSTITUT PAOLI-CALMETTES CRCM (Aix Marseille Harbeck N, et al. ESMO 2020

unicancer Marseille




Immunotherapy in early stage BC

San Antonio Broast Cancer Symposium®, Dacomber 10-14, 2019

Design of the NeoTRIP trial

“wera  No anthracyclines in CT backbone

negative, ER .
and PgR Carboplatin (AUC2) + nab-paclitaxel | | S Pri mary
: , | (125 mg/m?) weekly for 2 wks every 3; 8 oy
negative / = EFS
garly high-risk
(T1eN1; T2N1; : :
T3NO) o _ | Carboplatin (AUC2) + nab-paclitaxel
| (125 mg/m?) weekly for 2 wks every 3; 8¢y || S
locally + Atezolizumab (1200 mg) day 1 every
advanced 3 wks for & cycles
unilateral ‘
-breast cancer

~ “Estrogen receplor, progesterone receplor, HER2 and

PD-L1 were centrally assessed before randomization

Tumour & Blood

banked for
correlative studies

This presamaton is tha ntellactual proparty of the authors. Contact them at jagrateda@fendazooemnichelangalg ong for permssion to repnnt and/or distributa

i ——a
INSTITUT PAOLI-CALMETTES

unicancer Marseille

RCM (Aix Marseille
Py i VE ‘l‘, te

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

pCR rate and PD-L1 expression

604
501
44
30
201

|

43.5%| | 40.8%
Overall

|

51.9%

48.0%

] Withatezo ] No atezo

[
L |

32.2%| 32.3%

PD-L1 positive

PD-L1 negative

No impact on pCR
(Secondary)



Immunotherapy in early stage BC

Toxicity

Treatment-Related AEs in Combined Phases

100 - Grade
12 35
90 - Pembro+Chemo/F‘embro-
Pbo + Chemo/Pbo
20 | =
70 H
63.263.0
® 4 60.2
@ 06.6 54.855.3
Q
5 50 A 460476
° 421
Q _ 38.8
£ 40
30 +
20 H
10 +
0

Most of toxicity

Pembro + Pbo +
Chemo/Pembro Chemo/Pbo
All Treatment-Related (N=783) (N = 389)
Any grade 98.9% 99.7%
Grade 3-5 771% 73.3%
Led to death 0.5%32 0.3%" -
Led to discontinuation of 27.7% 14.1%
any drug -
28.8 -
252 261350 255 253262 950 240
22.1 » 219 236 201 197218

Treatment-Related AEs with Incidence 220%

KEYNOTE-522

institut paoti-catmeries CRCM (Aix Marseille
ancer Marseille :r«mm«».,,," 1 i L

unicancer Marseille

CT-related

Incidence comparable
between arms

During neoadj. phase




Immunotherapy in early stage BC
Toxicity

Immune-Mediated AEs and Infusion Reactions in Combined Phases
Grade Pembro + Pbo +
1-2 35 Chemo/Pembro Chemo/Pbo
20 q Pembro + Chemo/Pembro - (N = 783) (N = 389)
18 4 81  Pbo+ Chemo/Pbo B Any grade 43.6% 21.9%
16 - . Grade 3-5 14.9% 2.1%
14 Led to death 0.3%:2 0
;&: 12 A 115 Led to discontinuation of 10.9% 2.6%
g any drug
£ 10
2 5 Immune-related events
[ =
~ 6 s7 57 5 - As expected
4 1 - Dysthyroidisms+++
18 3 22 2.0 19 1.7 .
2 10 ) = 13 o5 0.8 L4 0s - Ea.Slly managed
0
& Se & & & PR - Stop and/or
_@@@"’ & 5 Qé@‘ W & < - Hormone replacement
& S = « and/or
Immune-Mediated AEs and Infusion Reactions with Incidence 210 Patients _ Steroids
— - Sometimes
institut paoti-catmeries CRCM Aix-Marseille - Severe and deﬁnitive
[Ecancer Marseille o ( 2 5 K EYN OT E_522



Conclusions — perspectives
Advanced breast cancer patients(1)

e First-line, PD-L1+, TNBC

« Pembrolizumab in combination with chemotherapy
(paclitaxel/nab-pac or Carbo-gem)

 Atezolizumab still registered in EU, but with nab-pac
only

 Single-agent pembro in hTMB ABC from any subtype
beyond 1st-line is registered in the US...




Conclusions — perspectives
Advanced Breast Cancer patients(2)

Many issues remaining....
* Adding other biomarkers than PD-L1+ ?
* Integrating novel ADCs ?
— Sacituzumab govitecan,
— T-DXd, Dato-Dx-D
 |nvestigating novel settings
— BRCA, ER+, HER2+ ?
— After neoadjuvant immunotherapy ?

||||||||||||| -camerres CRCM (Aix Marseille
i )




Conclusions — perspectives

Early breast cancer patients (1)

 Pembro is FDA-approved but still to be approved by EMA...
 Which patients ?

— Stage I/l TNBC

— Fit to receive chemo without CI° to ICI
 Which CT backbone ?

— anthracyclines +++ (no benefit of atezo with anthracyclines-free CT)

— is carboplatine needed ?
» Benefit seen with platin-free regimen (GeparNuevo, Impassion 031) but...
« Carboplatin improves survival in the absence of ICI (Brightness)

||||||||||||| -camerres CRCM (Aix Marseille
i )




Conclusions — perspectives
Early breast cancer patients (2)

Adjuvant phase ?
* Isit needed if pCR attained ?

* Which adjuvant treatment if no pCR ?
— Pembro alone ?
— Capecitabine alone ?
— Capecitabine pembro ?
— What if BRCAmMut = Olaparib ? Pembro ? Both ?

In lower stage ?

||||||||||||| -camerres CRCM (Aix Marseille
i )




