Actualités cliniques en immuno-oncologie
Cancer du sein
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" Biologie et hétérogénéité tumorale
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Relapse-Free Survival (probability)
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. Un développement plus récent
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~ Deux situations cliniques



Cancer du sein localisé

Taux de rechute a 10 ans sans traitement adjuvant :

T
<lcm la2cm 2a3cm 3a4cm 4a5cm >5cm
0 10 19 25 31 37 44
1a3 40 44 50 53 42 63
Z 4a6 54 58 62 65 69 73
6a9 64 68 71 74 79 82
> 10 78 81 83 84 86 87




. Cancer du sein métastatique

Molecular subgroups = HR+HER2- = HER2+ = HR-HER2-

1.00- Molecular Median‘overall 95% CI
subgroups survival
HR+/HER2- 43.3 months 42.5-44.5

0.75- HER2+ 50.1 months 47.6-53.1
% HR-/HER2- 14.8 months 14.1-15.5
g
S e B N R T :
i . 1
2
c
3
@ 0.251

p <0.0001
0.00- : ’ :
0 20 40 60 80 100 120
Overall Survival (month)
§ Number at risk
o
EHR»,HERZ-- 13656 9432 4562 2008 686 148 18
2
; HER2+ 4017 2857 1496 729 330 112 13
‘-3 HR-HER2-1— 2063 971 300 11 43 15 2
g 0 20 40 60 80 100 120
Overall Survival (month)

Deluche, EJC 2020 10




CCCCCCCCCCCCCCCC

~ " Cancer du sein localisé



ALEXANDRA / IMpassion030 study design

Early TNBC

e Stage II-llI

e At least 50%
node-positive

e N=2300

S
U
R
G
E
R
b

Axillary nodal status

(0 vs. 1-3 vs. 2 4 positive lymph nodes)
Surgery

(breast conserving vs. mastectomy)
Tumor PD-L1 status

(ICO vs. IC1/2/3)

Arm A: Atezolizumab + Chemotherapy experimental arm

Week 1 3

| | | |
l {

5 9 13 1921 24 27 33

| |

*

R . Followup>
42 51

Induction Treatment

Arm B: Chemotherapy only control arm

a LU *eo o o

Maintenance Treatment

Paclitaxel qw for 12 weeks
ddAC/EC g2w for 4 doses supported with G-CSF/GM-CSF
Atezolizumab

e Induction: 840 mg q2w for up to 10 doses
e Maintenance: 1200 mg q3w to complete 1 year
Monitoring visit Arm B

Y& End of 30-day
safety reporting
period after last
study treatment

Ignatiadis, Cancer Research 2024




ALEXANDRA / IMpassion030 : DFS

Invasive Disease-Free Survival

Chemo alone

Atezo + chemo

20

10

1098
1101

Atezo + chemo Chemo alone
(n=1101) (n=1098)
iDFS events, n (%) 127 (11.5) 112 (10.2)
iDFS HR 1.12°(0.87-1.45)
p=0.37
3 6 9 12 15 18 20 24 27 30 3B 36

Time (months)

1022 970 923 864 812 731 663 565 471 372 289 204
1042 995 932 869 820 735 648 564 481 391 294 202

109
120

42

74
66

17
22

5 1 0
5 2 0

Ignatiadis, Cancer Research 2024




A-BRAVE study design

High Risk TNBC patients who completed locoregional
and systemic treatment with curative intent

Avelumab

Key eligibility criteria: 10mg/kg, iv, q 2 weeks for 52 weeks

» Age 218 years

+ ECOG PS 0-1

* TNBC (ER & PgR <10%, HER2 0-1+ or 2+ FISH-)"

« Anthracycline and taxane (neo)-adjuvant ChemoRXx

« Tissue samples for central PD-L1 assessment

» Randomization <10 weeks from last chemo or surgery

* Stratum A (Adjuvant): PT2N1’ PT3'§ NO-?, pN2'-3 anyT_# 2 In case of ER 1-9%, adjuvant HT allowed at discretion of treating physicians.
+ Stratum B (Post-neoadjuvant): residual mvaswe_ carcinoma in the Whenever indicated, radiotherapy allowed concomitantly with avelumab.
breast and/or axillary lymph nodes$*

Observation

]
I E A N S PF Conte, ASCO 2024




A-BRAVE : OS

1.00-

0.75-

OS probability
o
(€]
o

Avelumab Control HR P value
0.25- A (95% Cl)
# Events 46 62
== Avelumab ~3.year0s% 84.8 76.3 8.5% 0.66 0.035
+ Control (95% Cl) (79.5-88.8)  (70.1-81.3) (0.45-0.97)
0.001
0 1 2 3 4 ) 6
Number at risk Time (years)
235 220 201 191 123 55 22
231 209 187 161 107 43 13

PF Conte, ASCO 2024




. SWOG S1418/ NRG BR-006 : résultats tres attendus

SWOG S1418/NRG BR006
Ph 3 Pembrolizumab for Residual TNBC post NAC

TNBC with >/=1 cm /v Pembrolizumab 200 mg IV q 3 weeks x 1y

residual invasive breast
cancer or any + LN after

1:1
neoadjuvant chemotherapy \
N=1000 Observation

Hypothesis:
~ Pembrolzumab reduces IDFS by 33% c/w observation alone

Registration:
s Endpoint:
Central PD-L1 testing - Invasive DFS in PD-L1-positive and overall cohort
+  Stratification: Secondary Endpoints:
- Nodal stage ypNo vs ypN+ P eont =
- Residual tumor >2 vs < 2em O‘: Y
- PD-L1pos vs neg : DRFS
- Prior adjuvant chemo yes vs no -~ QOL (PROMIS, PRO-CTCAE forms, inflammatory markers)
- Tissue banking

P PartaManounas

Pusztai, SABCS 2017 16




Néoadjuvant : des résultats contrastes

N

*primary endpoint

GeparNuevo IMpassion031 NeoTRIP // GeparDouze Keynote 522 \

Durvalumab Atezolizumab Atezolizumab / Atezolizumab Pembrolizumab \

Nn 174 333 280 \ 1550 1174 ]

pCR +16.5%* +4.6% \ +6.3% +13.6%* /
EFS| HR0.48 HR 0.76 HR 0.63’/




. Keynote-522 Study Design

- Neoadjuvant Phase g Adjuvant Phase =p

Stratification Factors:

* Nodal status (+vs -) Neoadjuvant Treatment1 MNeocadjuvant Treatment 2 Adjuvant Treatment
= Tumor size (T1/T2 vs T3/T4) (cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)
» Carboplatin schedule (QW vs Q3W)

.Key Eligibility Criteria

Age 218 years

H'EW“" diagnﬂEEd TNBC of Pembrolizumab 200 mg Q3W
either T1c N1-2 or T2-4 NO-2

A Pembrolizumab 200 mg Q3W

ECOG PS 01

Tissue sample for PD-L1
assessment?

S
U
R
G
E
R
Y

- Placebo

Placebo

Primary Endpoints
+ pCR (ypT0/Tis ypNO)
* EFS Neoadjuvant phase: starts from the first neoadjuvant treatment and ends

_SESSE‘EET?;‘;?&";; ypTOTis) after definitive surgery (post-treatment included)

+ pCR, EFS, and OS in PD-L1+ population Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (post-treatment included)

Schmid, ESMO 2023




. Keynote-522 : pCR

pCR at IA11

Pembro + Chemo (N = 401)
Pbo + Chemo (N = 201)

100

- A 13.6 (5.4-21.8)2
©
80—

64.8%

70

51.2%
60— - X

50—
40—

PCR, % (95% ClI)

30—
20—
10—

0_

[
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Pusztai, ASCO 2022 19




. Keynote-522 : EFS

100+ ! l
I o |
90- , 184.0% . '81.2%
2 80- | | ||: o _
cC | 1 ) |
@ I R T T S ———
= 70+ 176.4%
e_‘j 60~ : :72.253
=) |
e 20+ [ HR? 0.65 (95% CI, 0.51-0.83) J l
[v-] |
g 497 : :
O 304 ' ;
b I I
g I |
o 20- I |
10- : I
. Medianfollow-up: 75.1 months , :
|| | 1 ] | | 1 1 | | | ] 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8
Time, months
No. at risk

784 769 728 702 681 665 654 644 633 625 618 602 409 164 0
390 382 358 330 312 300 293 287 285 278 273 264 178 76 0

Schmid, ESMO 2024 20




. Keynote-522 : EFS by pCR

100+
- - PCRYes
90 HR (95% Cl)

0.65 (0.39-1.08)

(00]
o
|

ay =l
o o
| 1

- pCRNo
HR (95%Cl)

| 0.72(0.54-0.96)

o
]

Pembro + Chemo/Pembro Responder

Percentage of Patients

N oW B
o
|

—
o o O
] |

Placebo + Chemo/Placebo Responder

o
]

|
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time, months

485 495 48B4 479 473 468 463 458 451 439 295 120 0
217 217 214 206 200 199 197 195 194 185 130 53 0

C : S
| A N Data cutof dae: March 23, 2023,
| ]




. Keynote-522 : Overall survival

100 4— ,
90+ : Ll T .:

- [ —
£ 807 i P —
s |
% o :5 te (95% Cl)

1 5-yrrate (95%

; 60- ' 86.6% (84.0-88.8)

@ 50- HR2 0.66 (95% CI, 0.50-0.87) 181.7% (77.5-85.2)
..E 40— P=0.00150b !
S 30- |
L I
o 20- :
I
10- I
Medianfollow-up: 75.1 months :

0 | 1 | 1 | | | | | 1 1

| | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8

Time, months
No. at risk

784 777 760 742 720 712 698 693 683 677 670 656 448 176 O
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

Schmid, ESMO 2024 23




. Médecine personnalisee ?

4 ) C )
34 ans 45 ans
cT2NO cT1N1
MBRCA _— \ TILS 5%

N e N\ y

Q Rembroliztimaly )

74 ans — / 52 ans
cT4bNO cT2N1
PDL1 1% TILs 40%
\_ J & J




. Défis majeurs

« 8 femmes sur 10 sont guéries sans immunothérapie dans le bras standard
» |l faut traiter 20 femmes pour sauver 1 vie

« Toxicites importantes, définitives, pour un traitement préventif

 Pas de biomarqueurs

« Pas de chimiothérapie dose dense
« Pas de chimiothérapie de rattrapage




GeparDouze study design

Placebo*
N =1550 +

wP + Carboplatin Placebo™ a
* Invasive Breast Cancer Diagnosed P >
by Core Needle Biopsy q3wkT > 3
Negative for ER, PgR, HER2 on i 3
Central Testing by ASCO/CAP x ;
7] =
Clinical Stage T1c if node-positive Atezolizumab* >
(cN1,cN2 or cN3), T2 or T3 . >

irrespective of nodal status Atezolizumab ***

wP + Carboplatin
q3wk T

STRATIFICATION FACTORS

To complete 1 year
Group (NSABP; GBG) 12 weeks > 8-12 weeks ft > of tﬁerapyy >

Clinical Size of Primary Tumor (1.1-3.0 cm; >3.0 cm)

# PD-L1 status was not available at randomization for 374 patients enrolled prior to amendments in July 2019.
Clinical Nodal Status Documented by Imaging, FNA or * Atezolizumab (atezo) 1200 mg or placebo IV Day 1 every 3 wks for 4 doses.
Core Biopsy (negative; positive) 1 Paclitaxel 80 mg/m2 IV weekly x 12 doses (WP) + Carboplatin AUC of 5 IV Day 1 every 3 wks for 4 cycles.
PD-L1 status by VENTANA SP142 assay (positive 21% IC Atezo 12'9!2! mg or placebo IV Day 1 every 3 wks. for 3 to 4 doses depending on AC/EC schedule used.
[proportion of tumor area occupied by PDL-1+ immune 11 Doxorubicin (A) 60 mg/m2 IV + cyclophosphamide (C) 600 mg/m2 IV Day 1 every 2 or 3 wks for 4 cycles.

OR Epirubicin (E) 90 mg/m2 IV + cyclophosphamide (C) 600 mg/m2 IV Day 1 every 2 or 3 wks for 4 cycles.

cells]; negative; indeterminate; not available®)
Atezo 1200 mg or placebo IV Day 1 every 3 wks after surgery until 1 yr after the first dose. Adjuvant

Hkdk

AC/EC Schedule (q2wk; q3wk) capecitabine was allowed for non-pCR as of February 2020 and olaparib as of December 2021.
=
ICATS
— A N Geyer, SABCS 2024




. GeparDouze : EFS

1.00- 4-year EFS .
3;5 20 Median follow-up 46.9 months
_m' 0.75 - 4-yeal’ EFS I
2 81.9% ! Chemo/Placebo Chemo/Atezolizumab
?_ : n =777 n=773
: .
VLIPS . #ofevents 133 110
g I 3-year EFS 83.8% 87.7%
L= : (95%Cl) (81.0%; 86.3%) (85.1%; 89.9%)
et .
c : 4-year EFS 81.9% 85.2%
0.25 - ,
g stk Chemo/Placebo ' (95%Cl) (78.9%, 84.6%) (82.4%, 87.7%)
T i .
=t ChemojAtezolizumab ; HR = 0.8 (95% CI =0.62, 1.03)
: Logrankp =0.
0.00- : ogrankp =0.08
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at Risk Time in Months

mm—— 777 743 T07 675 645 624 571 425 281 173 920 30 8
BN 773 749 719 689 666 645 610 450 299 196 94 35 15

Geyer, SABCS 2024 27




. GeparDouze : pCR

100
£8 80
£ —~
>2
- & 60
=
c .2
- -
v —
EE 40
Q >
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Eg 20
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0

Chemo/Placebo Chemo/Atezo




Test d’hétérogeneité positif

Subgroup N events/patients HR (95% Cl) P P for interaction
Group 0.457 |
GBG 146/978 0.868 (0.627, 1.202) 0.395 —
NSABP 97/572 0.714 (0.478, 1.067) 0.100 —-—:—
Clinical Nodal Status 0.039 :
Negative 109/901 1.066 (0.732, 1.552) 0.739 —
Positive 134/649 0.623 (0.441, 0.879) 0.007 ——
ACIEC Schedule 0.401 5
Every 2 weeks 159/996 0.872(0.638, 1.191) 0.389 —a
Every 3 weeks 84/554 0.694 (0.450, 1.069) 0.097 ——
Clinical Size of Primary Tumor 0.098 E
>3.0cm 128/647 0.653 (0.459, 0.929) 0.018 —_—
1.1-3.0 cm 115/903  1.003 (0.696, 1.446) 0.986 e
PD-L1 status 0.712 :
Negative/indeterminate/not available 160/853 0.831 (0.609, 1.135) 0.244 —l——
Positive 83/697 0.752 (0.487, 1.160) 0.198 —
0.086
180/960 0.925 (0.690, 1.239) 0.560
63/583 0.551 (0.330, 0.920) 0.023
243/1550 0.805 (0.626, 1.037) 0.093 =}
i i 0.25 0.5 1 2 4

Atezolizumab Better Placebo Better

ICANS

Geyer, SABCS 2024




Neoadjuvant ICl : ER+

1

pCR, % (95% Cl)

00

KN756

A 8.5 (4.2-12.8)
P=0.00005 I Pembrolizumab

| B Placebo
24.3%

PCR % (95% Cl)

154/635 100/643

50
40
30
20
10

A 10.5 (4.0-16.9)
P=0.0021 I Nivolumab
2 41'.5% - Placebo

13.8%

Cardoso, ESMO 2023 ; Loi, ESMO 2023




Perspectives

Etudes de biomarqueurs : médecine de précision
Etudes de désescalade
Etudes d’escalade : combinaisons avec les ADC

Désescalade :

— SCARLET : randomise la desescalade anthracyclines apres 3 cycles TC + pembrolizumab
— NeoTRACT : désescalade basée sur les TILs

— Optimice-pCR : pembrolizumab adjuvant versus observation si pCR

Escalade :

— TROPION-Breast04 : neoadjuvant Dato-DXd + durvalumab versus schéma Kn-522
— TROPION-Breast03 : adjuvant Dato-DXd +/- durvalumab si résidu

— OptimICE-RD (escalade) : ajout SaciGovi au pembrolizumab adjuvant si résidu

ICANS
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" Cancer du sein métastatique



Premiere ligne

Impassion130 Impassion131 Keynote-355
Atezolizumab Atezolizumab Pembrolizumab
n 902 651 847
ITT PDL1+ CPS 210
PFS 7,2 mois 6 mois 9,7 mois
HR PFS 0.80* 0.66*
HR OS 1.11 0.73*

*primary endpoint




. Keynote-355

Key Eligibility Criteria

*« Age =18 years

» Cenftral determination of TNBC and
PD-L1 expression®

* Previously untreated locally recurrent
inoperable or metastatic TNBC
De novo metastasis or completion of
treatment with curative intent =6 months
prior to first disease recurrence

« ECOG performance status 0 or 1

« Life expectancy =12 weeks from Placebod + Chemotherapy®
randomization

« Adequate organ function

. HE Z'”b-.tem"'btem'ds. mene Stratification Factors:

ctive CNS metastases . i .
. No active autoimmune disease + Chemotherapy on study (taxane or gemcitabine-carboplatin)
» PD-L1 tumor expression (CPS =1 or CPS <1)f

Pembrolizumab® + Chemotherapy®

Progressive

disease®/cessation
of study therapy

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes or no)

Cortes, SABCS 2021 35




Keynote-355 : OS

PD-L1 CPS 210 PD-L1 CPS 21
HR P-value HR P-value
n/N Events (95% Cl) (one-sided) n/N Events (95% Cl) (one-sided)
Pembro+ Chemo 155/220 70.5% 073 0.0093° Pembro+ Chemo 336/425 79.1% 0.86 0.0563°
(0.55-0.95) (0.72-1.04)
Placebo + Chemo 84/103 816% Placebo + Chemo 177/211 83.9%
100 100+ 48.4%
90 Q0 4 41.4%
80- 80 1 |
704 70 5
604 60 |
& - . T —— 23.0 months o1 | (. 17.6 months &
g 16.1 months 8 16.0 months g
“ : 2 :
30 ' 301 l
] |
20 : - |
1 |
10- : 101 |
| |
!5 o o S ) R D S S S e S e o e e e e VJE S B o S S e e s S S S S S e e
0 3 6 9121518212427303336394245485154 0 3 6 9 1215182124 273033 339424548 5154
Time, months Time, months

No. at risk
22021419317115413012711610501 84 78 73 5043 31 17 2 0

1039891 77 66 55 46 3035302522 221712 8 6 2 0

No. at risk
425406365308271236204175150137120108 90 80 60 38 21 3 0
21120018716313311087 71 62 54 47 40 39 30 21 1510 2 O

ITT
HR
n/N Events (95% CI)
Pembro+Chemo  460/566 81.3% 089
(0.76-1.05F
Placebo + Chemo 238/281 B847%
o 47.8%
90 4 41.8%
80- !
704 :
|
60- !
W GRS AN, 17.2 months
15.5 months
40‘ |
304 :
24 i
104 E
o ; | 1

T T T 17 T T 1
18 21 24 27 30 33 356 39 42 45 48
Time, months

T T 11
03691215 51 54

No. at risk

566 53948641536330926922620017415313712494 69 42 22 4 0
28126724620917414411797 857362 54 5038251812 3 0




Conclusion

« Seuls les ICI ont pour l'instant leur place dans le traitement du cancer du sein triple negatif

« En situation localisée :
— L’ajout du pembrolizumab permet de diminuer la mortalité d'un tiers
— MAIS aux prix de toxicités parfois graves et/ou définitives
— MAIS sans critére de sélection a I'ere de la médecine de précision

« En situation métastatique
— Le pembrolizumab diminue la mortalité d’'un quart dans une population sélectionnée

ICANS




Phase 2 ABCSG-34

Tecemotide = vaccin anti mucine-1 pour induire réponse immune
Situation neoadjuvante, tout sous-type

SoC +/- 12 injections de Tecemotide

n =400

Pas d’effet sur le taux de réponse (pCR)

Mais apres 7 ans de follow-up :

— DFS =69,1% vs 60,5% (HR =0,75; p=0,141)
— 0OS =83% vs 68,2% (HR = 0,53 ; p = 0,008)

ICANS

Singer CF, SABCS 2024




TNBC, ajout a une 1¢ ligne par taxanes

Anticorps bispécifiques PD-1/VEGF

lvonescimab
PM8002/BNT327
AK10510

29
42
19

ORR mPFS

80.0% 9.36 mois
73.8% 13.5 mois
75.0% 10.6 mois

Ouyang, SABCS 2024 ; Wu, SABCS 2024 ; Sun, SABCS 2024




Phase 2 SPARK (NCT04734262)
1€ ligne TNBC
Tislelizumab (anti-PD1) + sitravatinib (ITK multicible) + nab-paclitaxel
ORR =75,7%

DCR =97,3%
MPFS = 10,6 mois

[
I C A N S Liu X, Cancer Research 2024 SABCS “




Phase 2 COMPLEMENT (NCT05174832)

1€ ligne TNBC
Cisplatine + nab-paclitaxel + pembrolizumab, maintenance par olaparib randomisée

ORR =86,5%
12-months PFS = 72,7%




Phase 1/2 BRIA-IMT (NCT03328026)

6 lignes de traitements préalables, tous types de cancer du sein métastatiques
Cyclophosphamide puis Vaccin SV-BR-1-GM + retifanlimab (anti PD-1) + interferon-alpha

ORR =9,5%
DCR = 55%

Phase 3 va débuter

Chumsri S, SABCS 2024




Je vous remercie pour votre attention




