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CARBOPLATINE TAXOL : un long regne

GOG0209 1.0

0.8 4

Progression-Free Survival (proportion)

Treatment group  Event Total Median
Pac-carbo 492 672 13.2
— TAP 470 656 13.9

Hazard ratio stratified: 1.032
90% confidence limit: 0.928 to 1.148

+ Censored

0

No. at risk:

12 24 36 48 60 72 84 96 108 120 132 144 156 168
Time (months)

Pac-carbo 672 349 244 213 197 179 155 141 131 121 100 24 13 6
TAP 656 349 247 215 194 175 164 157 148 139 108 29 11 1 O

Miller DS, Filiaci VL, Mannel RS, et al. Carboplatin and Paclitaxel for Advanced Endometrial Cancer: Final Overall Survival and Adverse Event Analysis of a Phase Ill Trial (NRG Oncology/G0OG0209). J Clin Oncol. 2020;38(33):3841-3850. doi:10.1200/JC0.20.01076
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Overall Survival (proportion)

0.2 +

Treatmentgroup Event Total Median
Pac-carbo 438 672 37.0
— TAP 427 656 41.1

Hazard ratio stratified: 1.002
90% confidence limit: 0.895 to 1.121

+ Censored

0

No. at risk:

12 24 36 48 60 72 84 96 108 120 132 144 156 168
Time (months)

Pac-carbo 672 525 392 325 281 243 214 195 184 167 135 33 19 8 1
TAP 656 497 392 338 285 247 221 205 193 178 137 39 17 2 0




Fin 2023 : le pouvoir a « change »




- ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796

Phase 3, randomized, double-blind, multicenter study of dostarlimab plus carboplatin-paclitaxel versus placebo
plus carboplatin-paclitaxel in patients with primary advanced or recurrent EC

Eligible patients
Histologically/cytologically proven advanced
or recurrent EC

Stage lI/IV disease or first recurrent EC with
low potential for cure by radiation therapy or
surgery alone or in combination

» Carcinosarcoma, clear cell, serous, or
mixed histology permitted

Naive to systemic therapy or systemic
anticancer therapy or had a recurrence or PD
>6 months after completing systemic
anticancer therapy

ECOG PS 0-1
Adequate organ function

Stratification

e MMR/MSI status
* Prior external pelvic radiotherapy
* Disease status

Further study details can be found at Mirza MR, et al. N Engl J Med. 2023 Jun 8;388(23):2145-2158.

Dostarlimab [V 500 mg
Carboplatin AUC Dostarlimab IV 1000
5 mg/mL/min mg
Paclitaxel 175 mg/m?
Q3W for 6 cycles

Q6W up to 3 years?

Placebo IV

Carboplatin AUC
Placebo IV
5 mg/mL/min SCER0

Paclitaxel 175 mg/m?
Q3W for 6 cycles

Q6W up to 3 years?

End points

Primary end point: PFS by INV per
RECIST v1.1, OS

Secondary end points: PFS by BICR
per RECIST v1.1, PFS2, ORR, DOR,
DCR, HRQOL/PRO,

Safety

2Treatment ends after 3 years, PD, toxicity, withdrawal of consent, investigator’s decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the Sponsor and the Investigator.

AUC = area under the plasma or serum concentration-time curve; BICR = blinded independent central review; DCR = disease control rate; DOR = duration of response; EC = endometrial cancer; ECOG PS = Eastern Cooperative Oncology Group performance score; ENGOT = The European Network for Gynecological

Oncological Trial groups; GOG = Gynecologic Oncology Group; HRQOL = health-related quality of life; INV = investigator assessment; IV = intraveneous; MMR = mismatch repair; MSI = microsatellite instability; NSGO = Nordic Society of Gynecologic Oncology; ORR = objective response rate; OS = overall survival; PD =
progressive disease; PFS = progression-free survival; PFS2 = time to second disease progression or death; PRO = patient-reported outcome; QxW = every x weeks; R = randomisation; RECIST v1.1 = Response Evaluation Criteria in Solid Tumours version 1.1.
Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.
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} Patient Population and Baseline Characteristics

Overall

Dostarlimab + CP Placebo + CP
Variable, n (%) (N=245) (N=249)

MMR/MSI status

dMMR/MSI-H 53 (21.6) 65 (26.1)

MMRp/MSS 192 (78.4) 184 (73.9)
Prior external pelvic radiation

Yes 41 (16.7) 45 (18.1)

No 204 (83.3) 204 (81.9)
Disease status

Primary stage Il 45 (18.4) 47 (18.9)

Primary stage IV 83 (33.9) 83 (33.3)

Recurrent 117 (47.8) 119 (47.8)

Data cutoff date: September 28, 2022.

CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; MMR, mismatch repair; MMRp, mismatch repair proficient; MSI, microsatellite instability; MSI-H, microsatellite instability high; MSS, microsatellite stable.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation # LBA1.



} Baseline Characteristics

Overall Overall
Dostarlimab + CP Placebo + CP Dostarlimab + CP Placebo + CP

Variable (N=245) (N=249) Variable (N=245) (N=249)
Age Prior anticancer treatment, n (%)

Median (range), y 64 (41-81) 65 (28-85) Yes 48 (19.6) 52 (20.9)

265y, n (%) 118 (48.2) 135 (54.2) Carboplatin-paclitaxel 36 (14.7) 39 (15.7)
FECE Histology type, n (%)

White L9 () L (016.) | Carcinosarcoma 25 (10.2) 19 (7.6) |

Black 28 (11.4) 31(12.4) —

Asian 7(2.9) 8(3.2) Endometrioid 134 (54.7) 136 (54.6)

Othera 21 (8.6) 19 (7.6) Mixed carcinomac 10 (4.1) 9 (3.6)
ECOG PS, n (%) Serous 50 (20.4) 52 (20.9)

0 145 (60.2) 160 (65.0) adenocarcinoma

1 96 (39.8) 86 (35.0) Clear cell 8 (3.3) 9(3.6)
BMI adenocarcinoma

Mucinous

Median (range) (17.%(1.20.6) (17.?;2—.28.0) adenocarcinoma . (0]
Measurable disease at baseline, n (%) Undifferentiated 1(0.4) 2 (0.8)

Yes 212 (86.5) 219 (88.0) carcinoma

No 33 (13.5) 30 (12.0) Other 17 (6.9) 21 (8.4)

Data cutoff date: September 28, 2022.

aOther includes patients identifying as American Indian or Alaska native, native Hawaiian or other Pacific Islander, unknown, or not reported. °Number of patients with ECOG PS score: 52 dostarlimab + CP dMMR/MSI-H, 65 placebo + CP dMMR/MSI-H, 241 dostarlimab + CP overall,
246 placebo + CP overall. “Mixed carcinoma 210% of carcinosarcoma, clear cell, or serous histology.

BMI, body mass index; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; ECOG PS, Eastern Cooperative Oncology Group performance status; MSI-H, microsatellite instability high.

Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.



Statistically significant improvements in PFS in patients with primary advanced

or recurrent EC13

HR, 0.28
(95% Cl, 0.162-0.495)

dMMR/MSI-H

P<0.0001
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% with event  Median (95%Cl), mo
D +CP 35.8 NR (11.8-NR) : 4)
PBO + CP 72.3 7.7 (5.6-9.7) i 15 v A’
0.0 -{PFS maturity 55.9 : 3 + Censored
| | | | | I I I I T T T I I T T T T T I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No.atrik (events) |- Che'::rt_‘lgzrapv Months from randomization
D+CP 53(0) 48(3) 44(6) 39(10) 34(15) 31(17) 30(18) 29(19) 28(19) 27(19) 25(19) 19(19) 13(19) 9(19) 9(19) 4(19) 1(19) 0(19)
PBO + CP 65(0) 57(4) 54(7) 34(24) 26(32) 14(41) 12(43) 12(43) 11(44) 8(46) 8(46) 7(47) 4(47) 3(47) 3(47) 2(47) 1(47) 0(47)

Median duration of follow-up: 24.8 mo

HR, 0.64
(95% Cl, 0.507-0.800)
P<0.0001

Overall

1.0
0.8
[%2)
&
q(—) 0.6 4
z 48.2%
=
© 0,
804l 36.1% .
o 04 Dostarlimab + CP
% i
! 1 [0)
; . 18.1%
0.2 ‘ } o
% with event  Median (95%Cl), mo ‘ o ! -
D +CP 55.1 11.8 (9.6-17.1) !
PBO + CP 71.1 7.9 (7.6-9.5) i Placebo + CP
0.0 - PFS maturity 63.2 i 3 + Censored
| | | | | I I | I T T T 1 T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
} Chemotherapy Months from randomization
No. at risk (events) period
D+CP 245(0) 220(12) 197(25) 157(55) 130(80) 105(103) 94(110) 90(113) 84(118) 78(122) 66(127) 52(128) 34(131)23(132)22(132)12(133) 2(134) 0(135)
PBO+CP  249(0) 219(14)200(29) 144(77)103(115) 74(141) 59(155) 57(157) 48(166) 42(170) 39(170) 32(172) 20(175)14(176)13(176) 5(177) 2(177) 1(177) 1(177) O(177)

Median duration of follow-up: 25.4 mo

Cl = confidence interval; CP = carboplatin-paclitaxel; D = dostarlimab; dMMR = mismatch repair deficient; EC = endometrial cancer; HR = hazard ratio; mo = month; MSI-H = microsatellite instability—high; NR = not reached; PBO = placebo; PFS = progression-free survival.
1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158. 2. Mirza MR et al. Presented at the Society of Gynecologic Oncology Annual Meeting on Women's Cancer (Oral presentation). March 25-28, 2023, Tampa, FL, US. 3. Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meetiég.

October 20-24, 2023; Madrid, Spain; Presentation #740MO.



> RUBY molecular classification algorithm

In RUBY Part 1, molecular classification was performed for all participants with WES results — 400 of 494 patients

POLe status

MMR status

p53 status

Integrated diagnosis

EC

(histological subtype independent)

v

POLe non-pathogenic

J

MMRp]
T S

P53 WT

v

NSMP

Diagnostic test

at randomization

Prevalence in RUBY, % (n/N) 1.25% (5/400) 22.75% (91/400) 22% (88/400) 54% (216/400)
Results of local (IHC, NGS, PCR) or
WES central test (IHC) provided for RUBY WES

Efficacy per molecular classification was an exploratory analysis.
dMMR = mismatch repair deficient; EC = endometrial cancer; EDM = exonuclease domain; IHC = immunohistochemistry; MMR = mismatch repair; MMRp = mismatch repair proficient; MSI-H = microsatellite instability-high; mut = mutated; NGS = next generation

sequencing; NSMP = no specific molecular profile; P53 = protein 53; PCR = polymerase chain reaction; POLe = polymerase epsilon; TP53 = tumor protein 53; WES = whole exome DNA sequencing; WT = wild type.
Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.




PFS according to molecular subgroup

Based on 400/494 patients with known molecular classification per whole exome sequencing

POLe mut

TP53 mut

1.0 : —— :
Dostarlimab + CP ' 100%
0.8 - Placebo + CP ' 100%
- 'HR, NA
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Atrisk Months from randomization

D+CP 2 2 2 2 2 2 2 2 2 2 2 2 1 1 1 0 0 0
PBO+CP 3 3 3 3 3 3 3 3 3 3 3 2 2 2 1 1 1 0

1.0 1
HR, 0.55

0.8 - (95% Cl, 0.30-0.99)
(7]
w
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E Dostarlimab + CP
=
& 04
0
o

0.2 1 b e

Placebo + CP 517.8%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Atrisk Months from randomization
D+CP 47 39 38 34 27 22 20 20 18 17 11 10 4 3 3 3 0 0 0

PBO+CP 41 37 31 25 13 8 7 7 6 6 5 4 1 0 0 0 0 0 0

2Primary endpoint of PFS in dMMR/MSI-H patients (n=118) showed HR, 0.28; P<0.0001.

dMMR/MSI-H

NSMP

1.0 1

0.8 1

Probability of PFS

0.2 1

Atrisk
D+CP

0.6 1

0.4 1

HR, 0.312
(95% Cl, 0.17-0.56)

Dostarlimab + CP 57.0%

Placebo + CP 0.2%

0 2

39 36

PBO +CP 52 47

4

34
44

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months from randomization

30 25 23 22 21 21 20 19 13 9

27 21 10 8 8 7 5 5 4 2 1 1 0 0 0 0

oo

HR, 0.77
(95% ClI, 0.55-1.07)
e
o
[
5
2
'.E Dostarlimab + CP
-}
g
o
Placebo + CP —
'20.1%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Atrisk Months from randomization
D+CP 103 96 88 67 57 45 40 37 34 30 28 21 17 11 10 5 1 0 0 0
PBO+CP 113 103 94 69 52 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0

10

Cl = confidence interval; CP = carboplatin-paclitaxel; D = dostarlimab; dMMR = mismatch repair deficient; HR = hazard ratio; MSI-H = microsatellite instability—high; mut = mutated; NA = not applicable; NSMP = no specific molecular profile; PBO = placebo; PFS = progression-free survival; POLe = polymerase epsilon; TP53 = tumor protein 53.

Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.



} Statistically Significant OS Benefit in Overall Population — Primary Endpoint

100 —
o HR, 0.69
e, (95% ClI, 0.54-0.89)
L P=0.002
80 —
Median duration of
X 70.1%
<. follow-up, 37.2 months?
o I
= I
g 60 54.9%
e Dostarlimab
o
- 54.3% +CP
= i
5 407 |
38 42,99
e 142'9/0 et =
o | Placebo + CP
20 — Median (95% CI), mo Events, n/N (%)
Dostarlimab + CP 44.6 (32.6—NE) 109/245 (44.5) ‘ : :
38.2% of patients in the placebo + CP arm
Placebo + CP 28.2 (22.1-35.6) 144/249 (57.8) received subsequent immunotherapy
0 — (O maturity 253/494 (512) + Censored |
I I I I I I I I I I I I I I I I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
No. at risk (events) Time since randomization, mo
Dostarlimab + CP 245(0) 239(3) 232(9) 223(16) 211(27) 201(37) 198(40) 188(48) 184(51) 181(54) 175(60) 168(67) 164(71) 154(80) 146(86) 137(93) 118(98) 95(102) 70(104) 52(107) 37(107) 17(108) 6(108) 2(109)  0(109)
Placebo + CP 249(0) 244(3) 239(8) 228(18) 223(23) 210(36) 197(47) 181(63) 168(74) 156(84) 143(97) 135(105) 127(111) 122(116) 117(120) 112(123) 96(127) 78(131) 53(134) 39(139) 22(142) 13(143) 4(144) 2(144)  0(144)

aMedian expected duration of follow-up.
Cl, confidence interval; CP, carboplatin-paclitaxel; HR, hazard ratio; mo, month; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.



} Substantial OS Benefit in dMMR/MSI-H Population?

100 HR, 0.32
(95% Cl, 0.17-0.63)
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Dostarlimab + CP NE (NE-NE) 12/53 (22.6) | SR
! 41.5% of patients in the placebo + CP arm
Placebo + CP 31.4 (20.3-NE) 35/65 (53.8) received subsequent immunotherapy
o OS maturity 47/118 (39.8) "+ Censored
I I I I I I I I I I I I I I I I I I T I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
No. at risk (events) Time since randomization, mo
Dostarlimab + CP 53(0)  52(1)  50(3)  48(5)  46(6)  45(7)  45(7)  44(7)  44(7)  44(7) 44(7)  43(8)  42(9)  41(9)  41(9)  41(9)  34(10) 28(11) 19(11) 14(12) 8(12)  6(12)  2(12) 1(12) 0(12)
Placebo + CP 65(0)  63(2) 62(3)  59(6) 56(9)  55(10) 51(13) 48(16) 43(20) 41(21) 39(23) 37(25) 34(27) 33(28) 31(29) 31(29) 23(32) 19(33) 12(33) 11(33)  7(34)  6(34)  1(35)  0(35)

aQverall survival in the dMMR/MSI-H and MMRp/MSS populations was a prespecified exploratory endpoint ®Median expected duration of follow-up.
Cl, confidence interval; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; mo, month; MSI-H, microsatellite instability-high; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.



} Clinically Meaningful OS Difference in MMRp/MSS Population?

100 — -
A HR, 0.79
(95% CI, 0.60-1.04)
nominal P=0.0493
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— 66.5%
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- | 48.6% -
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) 53.2% I
5 40 My
o | - 41.9% b : -
s Placebo + CP
20 — Median (95% CI), mo Events, n/N (%)
Dostarlimab + CP 34.0 (28.6-NE) 97/192 (50.5) | | —
I 37.0% of patients in the placebo + CP arm
Placebo + CP 27.0 (21.5-35.6) 109/184 (59.2) | received subsequent immunotherapy
0| OS maturity 206/376 (54.8) + Censored
I I I I I I I I I I I I I I I I I I T I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
No. at risk (events) Time since randomization, mo
Dostarlimab + CP 192(0)  187(2) 182(6) 175(11) 165(21) 156(30) 153(33) 144(41) 140(44) 137(47) 131(53) 125(59) 122(62) 113(71) 105(77) 96(84) 84(88) 67(91) 51(93) 38(95) 29(95) 11(96)  4(96)  1(97)  0(97)
Placebo + CP 184(0)  181(1) 177(5) 169(12) 167(14) 155(26) 146(34) 133(47) 125(54) 115(63) 104(74) 98(80) 93(84) 89(88) 86(91) 81(94) 73(95) 59(98) 41(101) 28(106) 15(108) 7(109)  3(109)  2(109)  0(109)

aQverall survival in the dMMR/MSI-H and MMRp/MSS populations was a prespecified exploratory endpoint. PMedian expected duration of follow-up.
Cl, confidence interval; CP, carboplatin-paclitaxel; HR, hazard ratio; MMRp, mismatch repair proficient; mo, month; MSS, microsatellite stable; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.




} Safety Summary?

Dostarlimab + CP Placebo + CP

Parameter (N=241) (N=246)
Any TEAE, n (%) 241 (100) 246 (100)
Any grade 23 TEAE, n (%) 174 (72.2) 148 (60.2)
Serious TEAE, n (%) 96 (39.8) 69 (28.0)
Any treatment-related irAE, n (%) 98 (40.7) 40 (16.3)

Any TEAE leading to discontinuation of dostarlimab or placebo, n (%) 46 (19.1) 20 (8.1)
Any TEAE leading to discontinuation of carboplatin, n (%) 20 (8.3) 15 (6.1)
Any TEAE leading to discontinuation of paclitaxel, n (%) 26 (10.8) 25 (10.2)
Any TEAE leading to death, n (%) 5(2.1)° 0

Any TEAE related to dostarlimab leading to death, n (%) 2 (0.8)¢ —
Duration of overall treatment, median (range), weeks 43.0 (3.0-192.6) 36.0 (2.1-193.1)

aData are based on the safety analysis set, which consists of patients who received 21 dose of study treatment. PThree deaths were not related to study treatment (opiate overdose, COVID-19, and general physical health deterioration). “One death was considered by the investigator as related to dostarlimab,
carboplatin, and paclitaxel and occurred during the first 6 cycles (myelosuppression); one death was related to dostarlimab and occurred during the 90-day safety follow-up (hypovolemic shock).

CP, carboplatin-paclitaxel; irAE, immune-related adverse event; TEAE, treatment-emergent adverse event.

Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.



A dMMR-MSI-H Population
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A dMMR Cohort
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Eskander RN, Sill MW, Beffa L, et al. Pembrolizumab plus Chemotherapy in Advanced Endometrial Cancer. N Engl J Med.

Colombo et al, Annals of Oncology 2023 2023;388(23):2159-2170. doi:10.1056/NEJM0a2302312



C pMMR-MSS Population
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Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Me

2023; Madrid, Spain; Presentation #740MO

Events/Total
HR [95% CI) 092 (0.73-115)
100 A
90 4
30 1
70
60
.
u 50
40 1
30 4
' 213%
20 4 i
1 1
10 - | 16.4% | -
| i
1] T } T ! T : :
1] 6 12 18 24 30 36 42 48
Temps (mais)
Atero 269 205 103 52 40 31 16 2
Placebo 140 117 35 24 14 11 7 3 0

Colombo et al, Annals of Oncology 2023

Chimiothérapie + anti PD1 chez les pMMR : HR = 0,6-0,7
Anti PD-L1 moins efficace ?

Median
- Progression-
A No. of No.of free Survival
2 Events Patients (95% Cl)
t.‘é: mo
2 Paclitaxel-Carboplatin+ 89 290 13.1 (10.5-18.8)
g o5 S Pembrolizumab
B 7 \ Paclitaxel-carboplatin+
g 0.4 ik "*L“ pembrolizumab Paclitaxel-Carboplatin+ 133 292 8.7 (8.4-10.7)
Lol
w03 e Placebo
Fy 0.2 Stratified hazard ratio for disease
£ 027 T progression or death, 0.54
T 01- aclltaxe —carboplatin+ (95% Cl, 0.41-0.71)
° placebo
[« % 00 T T T T T T
0 6 12 18 24 30 36
Months
No. at Risk
Paclitaxel-carboplatin+ 290 150 45 20 7 3 0
pembrolizumab
Paclitaxel-carboplatin+ 292 129 33 10 2 1 0

placebo

Eskander RN, Sill MW, Beffa L, et al. Pembrolizumab plus Chemotherapy in Advanced Endometrial Cancer. N
Engl J Med. 2023;388(23):2159-2170. doi:10.1056/NEJM0a2302312



Perspective : Une place pour les inhibiteurs de PARP ?




UTOLA (GINECO)

Olaparib vs placebo comme traitement d'entretien
aprées une chimiothérapie a base de platine chez
des patientes atteintes d'un cancer de I'endometre
avancé/métastatique

2023



Olaparib vs placebo en maintenance apres chimiothérapie a base de platine dans le
cancer de 'endomeétre advancé/metastatique : Etude GINECO UTOLA : Phase 1I1B

randomisée

: Objectif principal :
Cancer de 'endometre Qlﬂm]b .
maintenance m SS5PenlTT
N=93
Objectif secondaires
Jusqu’a progression principaux
Placebo m 5SP selon statut p53
R — SSP selon réponse
N=49 SGen|TT et selon p53 s
m Tolérance
Facteurs de strafication : 147 patientes incluses
= P53 et statut MMR 75% endométrioide
= Réponse ala CT antérieure 20% séreux

30% en RC, 45% en RP

* Chemotherany, o lzast 4 eycles
Recommanded Regimen: Corboplotin plus Poclitaae]




PFS* by investigator assessment: ITT (v)emeco

N=147

100 —
. Olaparib Placebo
median follow-up = 31 mo (n=98) (n=49)
80— Median [months) [95% C.1]
2 5.62[3.71;8.84] 3.98[3.48;7.66]
i 60 - HR : 0.94 [0.65 -1.35]
= p=0.360
=
E
% 40 -
20
b | 1
-_
U —]
| | L I | | 1 L | | | 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36
MMonths since randomization
Olaparib 98 65 47 38 27 21 18 14 10 7 4 3 3
*PFS calculated from randomization (end of CT) © @ 2 @ @ ) ® @ M’ (10 10)  (10)
Placcho 49 33 2 17 12 9 8 5 4 4 3 2

MADRID Mn"m“ '
2023 . . . . -
L)) () (1 (1) (1) 1) (n (1) M (3 3) i3 (4



Definition of HRD status - NGS methods : Chromosomic instability

DMA cxtraction DMA fragmentation
100-700 ng 4 Indew ligation

1

3 Tarpet eorichment of regions of Interest

-

- - - _I_ u Patient 1 Pafient 7 Control

! g e =— === '_l"_ Genes Panel (127 genes) !
T S S . 4 > LGE*
—l - H “ “ -_ = -_ GTCCAGEAT
Stable Instable | Cut-off for HRD status -
Median

* Large Genomic Event (LGE)*
Structurale Instability Score (515)
Allelic Imbalance (Al)

Copy ratio {log2)

*LGE = LST = large-scale state transition

— LGE = 6 == HRD

1.Leman ef al clin cancer Res 2023



SSP / investigateur en fonction de p53

iIE
g
a

100

a0 4

60

40

20 4

Probability (3] of event

1] T T T T

9 12 15 18 21 24 27 30 33 36
Months since randomization

|
!
E-

g
[
g

100 -

al

60 4

40

20

Probability (36) of event

o 3 & 9 12 15 18 21 24 27 30 33 35
Meonths since randomization

— SSP: selon statut HRD

HRD (LGE=6) N=73
nedian (95%C1), months 536 (3.52-1015) 361 [LE3-7.33)
HR [o5% o) 0.59 [0.35-0.99); p=0.021
100
T a0
o
S &0 |
=
£ 40
=
S 20
o
1] r r ' ' r r r r r r r !
o 3 & 9 12 15 18 2 24 27T 30 33 36
Months since randomization
HRp (LGE<G) N=67
M=43
Median [95%C1), months 6.0 [3.58-8.31) 736 [2.89-14.75)
HE {055 o) 127 (0732 1) p=0.153
100 ~
T a0 -
o
© g0 -
#
£ 40 -
3
© 20 L
('
1]

0o 3 & 9 12 15 18 21 24 27 30 33 35
Meonths since randomization

— Analyse exploratoire : p53 muté et HRD -

Placebo

[HN=27]

Probability (35) of event
H & 2 8

=

o 3 6 9 12 15 18 21 24 7 30 33 36
Months since randomization

= En|ITT, pas de bénefice sur la SSP avec
I'olaparib en maintenance

= On note une amélioration de la SSP avec
I'olaparib dans la sous-population mutée
p53 et surtout dans la population HRD



Next step ?
Une place pour les inhibiteurs de PARP + immunothérapie ?




Effets immunogéniques des PARPI

- La génétique influence l'infiltrat immunitaire
- Tumeurs HRD/BRCAmM : plus immuno-infiltrées (Strickland et al 2016, Nolan et al 2017)
- Tumeurs MSI/TMB high : plus immuno-infiltrées (Liosa et al 2015, Rizvi et al 2015)

- Les inhibiteurs de PARP agissent sur l'infiltrat immunitaire dans des modéles murins
- viala voie cGAS/STING (Pantelidou et al 2019)
- Favorise le recrutement lymphocytaire T et 'expression de PD-L1 (Pantelidou et al 2019)

- Lacombinaison PARPi + immunothérapie est synergique dans des modéles murins (Jiao et al 2017, Ding et al 2018)

1501 = Contich (nef) ] 157 = Control s [
Anti-PD-1 (n=10) |2 2 - 5 -+
« Olapand (n=10) ]' A g;qmnb 5
10.01 -+ Olaparib + Anti-PD-1 (n=10)]' 795 )
5 : - =+ Otapanb + BX795
35 w' & ~1.01
5850 7 T .
2x 1 r 58 /
S5 307 ‘ ez
EQ 55
2 [+
' b=
o F 05
1.0 e
04—y — =
0 3 7 10 14 17 23 27 0.0-

Start treatment Stop reatment

‘ '
Days after tumor implantation Start treatment  Stop treatment

Days after tumor implantation



PARP PARP inhibition DSB ‘ n&
inhibitor and DNA trapping o X

S?B x a0 -~ Cell Death
OB > > 2000000 T

PARP \) Impaired HR and

DSB accumulation

-—

v
Licensing of

cytotoxic T cells
for antitumor activity
= /—> cGAMP =9

;“J’"‘- ATP STING

%o | GTP

i IFN
i TCL Leoe GRS
.o : (X B "
Dendritic cell Tumor cell

https://www.caymanchem.com/news/helping-recruit-immune-cells-to-cancer



* ENGOT-EN6-NSGO/GOG-3031/RUBY Part 2

Eligible patients

( )
« Stage lll/IV disease or first
recurrent EC* Dostarlimab PFS by INV per RECIST v1.1
— All histologies except Dostarlimab 1000 mg IV Q6W up Overall
sarcomasP N=192 (500 mg IV to 3 yearse MMRp/MSS
+ Naive to systemic anticancer _ Q3W) + L y
therapy or had a recurrence or + Niraparib
PD =6 months after completing CPd (Q3W) 200 or 300 mg' QD
systemic anticancer therapy up to 3 years®
- Naive to PARP inhibitor therapy (6 cycles) os
PFS by BICR
ORR
Stratification DOR
Placebo IV Placebo IV DCR (BOR of CR, PR, or SD)
« MMR/MSI status® (Q3W) Q6W up to 3 years® PES2
— 25% dMMR/MSI-H N=99 * Placebo PO EEQO'—/PRO
— 75% MMRp/MSS CP9 (Q3w) QD up to 3 years® Safety

Prior external pelvic
radiotherapy
Disease status

(6 cycles)

On-study imaging assessments were performed Q6W (7 days) from the randomization date until week 25 (cycle 8), followed by QOW (+7 days) until week 52. Subsequent tumor imaging was performed every 12 weeks (+7 days) until radiographic PD was documented by investigator
assessment per RECIST v1.1 followed by 1 additional imaging 4—-6 weeks later, or subsequent anticancer therapy was started, whichever occurred first. Thereafter, scans were performed per standard of care.
aHistologically/cytologically proven advanced or recurrent EC; stage Ill/IV disease or first recurrent EC with low potential for cure by radiation therapy or surgery alone or in combination. ®Carcinosarcoma, clear cell, serous, or mixed histology permitted (mixed histology containing 210%
carcinosarcoma, clear cell, or serous histology). Patients were randomized based on either local or central MMR/MSI testing results. Central testing was used when local results were not available. For local determination of MMR/MSI status, IHC, next-generation sequencing, and
polymerase chain reaction assays were accepted. For central determination of MMR/MSI status IHC per Ventana MMR RxDx panel was used. Carboplatin AUC 5 mg/mL/min and paclitaxel 175 mg/mZ2. €Treatment ends after 3 years, PD, toxicity, withdrawal of consent, investigator's
decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the sponsor and the investigator. fDose of 300 mg in patients with body weight 277 kg and platelet count 2150,000/uL and 200
mg in patients with body weight <77 kg or platelet count <150,000/uL or both.
AUC, area under the plasma or serum concentration-time curve; BICR, blinded independent central review; BOR, best overall response; CP, carboplatin-paclitaxel; CR, complete response; DCR, disease control rate; dMMR, MMR deficient; DOR, duration of response;
EC, endometrial cancer; HRQOL, health-related quality of life; IHC, immunohistochemistry; INV, investigator assessment; IV, intravenous; MMR, mismatch repair; MMRp, MMR proficient; MSI, microsatellite instability; MSI-H, MSI high; MSS, microsatellite stable;
ORR, objective response rate; OS, overall survival; PARP, poly(ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetic; PO, by mouth; PR, partial response; PRO, patient-reported outcome; Q3W, every 3 weeks; Q6W, every 6 weeks;
Q9W, every 9 weeks; QD, once daily; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease.

Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



} Patient Population and Baseline Characteristics

Overall MMRp/MSS
Dostar + CP Placebo + CP Dostar + CP Placebo + CP
followed by Dostar + nira  followed by placebo  followed by Dostar + nira  followed by placebo

Variable, % (n) (N=192) (N=99) (N=142) E)
MMR/MSI status

dMMR/MSI-H 26.0 (50) 25.3 (25) 0 0

MMRp/MSS 74.0 (142) 74.7 (74) 100 (142) 100 (74)
Prior external pelvic
radiation

Yes 15.6 (30) 16.2 (16) 14.8 (21) 16.2 (12)

No 84.4 (162) 83.8 (83) 85.2 (121) 83.8 (62)
Disease status

Primary stage Il 16.1 (31) 17.2 (17) 14.1 (20) 16.2 (12)

Primary stage IV 32.8 (63) 31.3 (31) 34.5 (49) 32.4 (24)

Recurrent 51.0 (98) 51.5 (51) 51.4 (73) 51.4 (38)

CP, carboplatin-paclitaxel; dMMR, MMR deficient; dostar, dostarlimab; MMR, mismatch repair; MMRp, MMR proficient; MSI, microsatellite instability; MSI-H, MSH high; MSS, microsatellite stable; nira, niraparib.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



Baseline Characteristics

Variable

Age

Median (range),y 65.0 (36-86)

265y, % (n)
Race, % (n)
White
Black
Asian
Other2
ECOG PS, % (n)®
0
1
2
BMI

Median (range),
kg/m?

Overall

Placebo + CP
followed by

Dostar + CP

followed by
dostar + nira
(N=192)

54.7 (105)

84.9 (163)
8.9 (17)
1.6 (3)
4.7 (9)

62.2 (117)
37.2 (70)
0.5 (1)

30.1 (17.0-56.2) 30.7 (1.6-70.2) 30.1 (17.4-56.2) 30.5(1.6-70.2)

placebo
(N=99)

64.0 (40-83)

49.5 (49)

77.8(77)
9.1 (9)
1.0 (1)

12.1 (12)

65.7 (65)
34.3 (34)
0

MMRp/MSS
Dostar + CP Placebo + CP
followed by followed by
dostar + nira placebo
(N=142) (N=74)
65.0 (36-84) 64.5 (40-83)
52.8 (75) 50.0 (37)
85.2 (121) 77.0 (57)
9.9 (14) 10.8 (8)
1.4 (2) 1.4 (1)
3.5(5) 10.8 (8)
65.5 (91) 71.6 (53)
34.5 (48) 28.4 (21)
0 0

Variable

Overall
Dostar + CP

followed by
dostar + nira
(N=192)

Histology type, % (n)d

Placebo + CP
followed by

placebo
(N=99)

MMRp/MSS

Dostar + CP Placebo + CP

followed by followed by

dostar + nira placebo
(N=142) (N=74)

Carcinosarcoma 9.4 (18) 10.1 (10) 12.0 (17) 12.2 (9)

Endometrioid® 63.0 (121) 69.7 (69) 54.2 (77) 62.2 (46)

Mixed carcinomaf 5.2 (10) 3.0(3) 7.0 (10) 4.1 (3)

Serous

adenocarcinoma 15.1 (29) 13.1 (13) 19.7 (28) 16.2 (12)

Clear cell

adenocarcinoma 4.2 (8) 3.0(3) 5.6 (8) 4.1 (3)

Mucinous _ 0.5 (1) 0 0 0

adenocarcinoma

Undlf_ferentlated 1.6 (3) 0 0.7 (1) 0

carcinoma

Other 1.0 (2) 1.0 (1) 0.7 (1) 1.4 (1)
Evaluable disease at baseline, % (n)9

Patients 84.4 (162) 86.9 (86) 84.5 (120) 85.1 (63)

aQther includes patients identifying as mixed race, unknown, or not reported. PPatients with ECOG score: 188 dostar + CP followed by dostar + nira overall, 99 placebo + CP followed by placebo overall, 139 dostar + CP followed by dostar + nira MMRp/MSS, 74 placebo + CP followed by
placebo MMRp/MSS. cOne patient had an ECOG PS of 2, and 1 patient had an ECOG PS of 2 or greater. 9At diagnosis. ¢Adenocarcinoma or adenocarcinoma variants. Mixed carcinoma 210% of carcinosarcoma, clear cell, or serous histology. 9Includes patients with target or non-target

lesions.

BMI, body mass index; CP, carboplatin-paclitaxel; dostar, dostarlimab; ECOG PS, Eastern Cooperative Oncology Group performance status; MMRp, mismatch repair proficient; MSS, microsatellite stable; nira, niraparib.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



} Statistically Significant PFS Benefit in Overall Population — Primary Endpoint

100 [ S . Y &
HR, 0.60
(95% ClI, 0.43-0.82)
P=0.0007
80 —
Median duration of
N follow-up, 19.0 months?
2 60 - 57.0%
o
©
Py
= 40 - Dostar +
= 33.7% 4 o : }
s nira + CP
o R
o 20 — Median Events, = o :I
(95% ClI), mo n/N (%) == = Placebo |V +
Dostar + nira+ CP  14.5(11.8-17.4) 95/192 (49.5) placebo oral +CP
Placebo + CP 8.3 (7.6-9.8) 69/99 (69.7)
0 - PFS Maturity 164/291 (56.4)
\ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
% Chemotherapy period % Time since randomization, mo

No. at Risk (events)

Dostar + nira+ CP 192(0)  169(7) 155(15) 131(32) 104(51) 91(63) 84(69) 79(73) 68(84) 43(92) 37(92) 16(94)  6(94)  3(95) 2(95)  0(95)

Placebo IV + placebo oral + CP 99(0)  96(1) 86(9)  66(25) 43(45) 31(56) 27(59) 26(59) 19(66) 14(68)  10(68)  6(69) 2(69) 1(69) 0(69)

aMedian expected duration of follow-up.
Cl, confidence interval; CP, carboplatin-paclitaxel; dostar, dostarlimab; HR, hazard ratio; IV, intravenous; mo, month; nira, niraparib; No, number; PFS, progression-free survival.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



} Statistically Significant PFS Benefit in MMRp/MSS Population — Primary Endpoint

100 HR, 0.63
(95% Cl, 0.44-0.91)
P=0.0060
80 —
Median duration of
° follow-up, 19.1 months?
X
2 60 -
al
©
>
S 40 —
©
2 ‘ Dostar +
6: Median Events, nira+ CP
20 — (95% ClI), mo n/N (%) e
Dostar + nira+ CP ~ 14.3(9.7-16.9)  79/142 (55.6) - Placebo IV +
Placebo + CP 8.3 (7.6-9.8) 53/74 (71.6) p|aceb0 oral + CP
0 _ PFS Maturity 132/216 (61.1)

\ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

% Chemotherapy period % Time since randomization, mo

No. at Risk (events)

Dostar + nira+ CP 142(0)  127(5) 119(10) 100(24) 75(42) 67(50) 61(55) 57(58) 47(68) 28(76) 24(76) 11(78)  4(78)  2(79) 1(79)  0(79)

Placebo IV + placebo oral + CP  74(0) 71(1) 65(5)  49(18) 32(33) 22(42) 19(45) 18(45) 13(50)  9(52)  5(52)  4(53) 1(53)  1(53) 0(53)

aMedian expected duration of follow-up.
Cl, confidence interval; CP, carboplatin-paclitaxel; dostar, dostarlimab; HR, hazard ratio; 1V, intravenous; MMRp, mismatch repair-proficient; mo, month; MSS, microsatellite stable; nira, niraparib; No, number; PFS, progression-free survival.

Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



} Clinically Relevant PFS Difference in dMMR/MSI-H Population — Exploratory Endpoint

100
HR, 0.48
(95% ClI, 0.24-0.96)
nominal P=0.0174
80 L‘—L
© Median duration of
°© follow-up, 18.7 months?a
5 64.4% P
Iﬁl: 60 i b x : . Dostar +
S nira + CP
2
= 140.8%
-g 40 — '
S |'| | | Placebo IV +
o Median Events, placebo oral + CP
20 (95% CI), mo n/N (%)
Dostar + nira + CP NE (11.8-NE) 16/50 (32.0)
Placebo + CP 7.9 (5.4-NE) 16/25 (64.0)
PFS Maturity 32/75 (42.7)
0 —
| | | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

}7 Chemotherapy period 4|

42(2)  36(5)
250)  21(4)  17(7)

Time since randomization, mo
No. at risk (events)

Dostar + nira+ CP  50(0)
Placebo IV + placebo oral + CP  25(0)

22(15)  21(16)
8(14)  6(16)

15(16)
5(16)

13(16)
5(16)

31(8)  29(9)  24(13)
11(12)  9(14)

23(14)
8(14)

aMedian expected duration of follow-up.

5(16)
2(16)  1(16)

2(16)  1(16)  1(16)
0(16)

0(16)

Cl, confidence interval; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard ratio; IV, intravenous; mo, month; MSI-H, microsatellite instability high; NE, not estimable; nira, niraparib; No, number; PFS, progression-free survival.

Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.



DUO-E/GOG-3041/ENGOT-EN10

Durvalumab (durva) plus carboplatine/paclitaxel (CP)
svivi d'un traitement d'entretien (mtx) durva * olaparib
(ola) comme traitement de premiere ligne (1L) du cancer
de I'endometre (CE) avancé ou récurrent nouvellement

diagnostiqué.

2023

Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without
Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase Ill DUO-E Trial. J Clin Oncol. 2024




phase 1ll DUO-E/COG-3041/ENGOT-EN1O0 trial
Intérét du durvalumab + olaparib associé a la chimiothérapie dans le cancer de I'endomeétre récidivant ou métastatique

Chimiothérapie Maintenance

Durvalumab placebo

Objectifs principaux
m SSP [RECIST per investigator) in:

Placebo Durvalumakb

+

Olaparib placebo

progression

Durvalumab + Key secondary Endpoints

Olaparib placebo

Durvalumab = SG (analytical)

m Safety

Patients wirhout disease

N=718
Exploratory Endpoints
Durva+0Ola Durvalumab)
L Durvalumab + ® Subgroup analyses of S5P

- Including MMR, PD-L1,

Olaparib

Facteurs de strafication -

m  Statut MRR status Traitement jusgu’a progression ou toxicité inacceptable

aaaaaaaa

718 patientes randomisées

Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without
Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase Ill DUO-E Trial. J Clin Oncol. 2024



Caractéristiques des patientes

Control
MN=241

SSPen ITT

Age, ans, médiane 64 (31-85) B4 (22-84) 63 (27-86)

Statut de la maladie, %

Mouvellement diagnostiqus 48 47 48
FIGD Stade 1| L) 7 L
FIGD Stade IV 42 40 41

Recidive B2 53 g2

Histologie au diagnosic

Endometriode =) by &4

Sereux 22 24 18

Carcinosarcome ) 5 )

Mixte, epithelial g 4 4

Cellules claires 3 2 3

Indifférenciés 1 2 2

Mucineux ou autre 2 4 2

Mesurable 22 85 77

Statut MMR %

Proficient 20 a1 20

| Deficient 20 15 20

PD-L1 statut, %

Positif (TAP score 21%) =] 71 63

Megatif (TAP score <1%) 31 26 34

Indéterming 1 e 3

HRRm statut, %

HRRmM 13 11 16

Mon-HRRm GG 3] 53

Unknown 3z 31 25

Previous chemotherapy, % 21 21 23

Previous radiotherapy, % 29 31 36

Prior suregery; % 24 26 a7

Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without

Events, n (%)

HR [95% C1) vs Control
HR [955% Cl) vs Durva

100

173 (718)

9.5 (9.09.9)

Durva+Ola

139 (52.4) 126 (52.7)
102 (9.7-14.7) 151 (12 .5-20.7)
071 (0.57-0.89) 055 (0.43-0.69)

p=0.003 preo0UDO0L

Overall data maturity 61.0%

90
o
E’ &0
=
= 70
L]
> 60 .
- :
E 50 :
i 40 :
& :
& 30 !
20 i
10 i i
0 . : . ! . . . . .
0 3 [ 12 15 13 21 24 27 30 33
Time (months)
Durvat+Ola 239 214 198 135 95 51 30 16 7 3 ]
Durva 238 211 188 105 69 45 26 13 g Q ]
Control 241 213 184 86 45 26 10 3 1 1 ]

Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase Ill DUO-E Trial. J Clin Oncol. 2024




— 55P selon statut MMR SSP selon statut PD-L1

dMMR (20% of population) PD-L1 positive [TAP >1%; 69% of population) Durya
( 3 H=170]
Events, n 3] Events, n (%) 114 (69.9) o7 ([571) 68 [45.3)
5 mediane (95%C1), mois 55p médiane [S59601), mois 95 113 208
100 4 100 4 053 (043-083) 042 (031-057)
W 90 & 80 067 [0.45-001)
s 80 = 80
z 70 - = 70 -
@ B0 - l | @ g0 - '
a I 62 T% i !
£ 50 | 67.9% £ 50 : |
c 40 P | 3T 5 40 ~ !
w 30 - i I @ 30 - : |
g 20 ; | g op i i
L] i i [=11) ) 1
2 10 ! ! g 10 - : !
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Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without
Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase Ill DUO-E Trial. J Clin Oncol. 2024



Conclusion

* Chimiothérapie + anti-PD(L)1 en lere ligne : 5 études de
phase Il positives = un standard validé
« Bénéfice +++ chez les dMMR : HR = 0,3
« Bénéfice ++ chez les pMMR (anti PD-1 > anti PD-L1) : HR = 0,6

Nécessité de la chimiothérapie chez les dMMR ?



DOMENICA

Up to 2 years or
n=130 to progression*

* Endometrial cancer
*  MMR deficient (local IHC, >

confirmed by centralized analysis)
* Metastatic/ advanced /\
+  Stage IlIA to I1IC2 or Stage IV, N

Cross over allowed at progression

Relapse n= 260 A
P " Carbo AUC5-Paclitaxel Cross over to dostarlimab
n=130 175mg/m?, 6 cycles allowed at progression

: Stratification factors:
' » CT adj/ yes- no
& Previous pelvic irradiation/ yes- no

PFS by RECISTV1.1 **
BICR-assessed

advanced - relapse g ~ Secondary endpoi OS (key secondary endpoint)
e i i PES2

* Disease status / newly diagnosed

Quality of life,

ORR, DoR, DCR,

TFST, TSST,
* Continued treatment with dostarlimab beyond 2 years may be Self-reported toxicity PRO-CTC-AE
considered case by case, only after discussion with the sponsor and its =3 4
agreement. Safety and tolerability,

PK, immunogenicity

** Radiologic scans ~6 weeks up to 6 months, then ™9 weeks up to 1

Efficacy, safety and PROs according to geriatric assessment
year or progression and then ~12 weeks thereafter until progression. Y ty El08

Efficacy according to biomarkers of interest
Translational (MSI, immune signature)




Une place en adjuvant ?

ENGOT-EN11/GOG-3053/KEYNOTE-B21 Study Design

Stage 1 Stage 2

Key Eligibility Criteria
* Nowly diagnosed EC or carcinosarcoma
» Curative surgery with no residual disease
« At high risk for recurrence:

-~ FIGO (2009) surgical stage I/Il, non-endometrioid with
myometrial invasion R1:1

Carboplatin (AUC 5 or 6) +
paclitaxel 175 mg/m?
(Q3W, 4 or 6 cycles)*

% radiotherapy
% cisplatin®

Pembrolizumab Pembrolizumab
200 mg Q3W (6 cycles) 400 mg Q6W (6 cycles)

N=1095

-~ FIGO (2009) surgical stage /Il of any histology with

Carboplatin (AUC S or 6) +
known aberrant p53 expression or TP53 mutation with

paclitaxel 175 mg/m? % radiotherapy

myomaetrial invasion (Q3W, 4 or 6 cycles)* £ cisplatin®

- FIGO (2009) surgical stage lIVIVA of any histology

* No prior radiation or systemic therapy (including Placebo Placebo
neoadjuvant) for EC Q3W (6 cycles) Q6W (6 cycles)

Stratification Factors
* MMR status (pPMMR vs dMMR), and within pMMR stratum: Dual primary endpoints
- Planned radiation (chemo-EBRT vs EBRT vs no EBRT) . 2"3 as :osfeﬁscd ':diogflaph‘ca"v by the investigator or by
~ Histology (endometrioid vs non-endometrioid) . ol\;’lopal 0gI¢ conhmstion

- FIGO (2009) surgical stage (/1 vs IIKIVA)

SChamothaed ppry was administorned foe 4 Syclos in patents planned 10 rocove chamoradiothe dgy and 6 cyclos foe all other pationts, Including hose plannod fof radothorapy Without radosensilizng cpiatn
HRadwothorapy was opbonal ot the descrobon of the investigator, and cisplatin may have boen grven with EBRT as radiosensitizor; radsotherapy was started within 68 woeks afor completion ol carboplatin and
pachtaxed (radisbion may have been intiated during Stage 1 or Stage 2 depending on the number of cydies of chemotherapy Tiat were adminatored)




Disease-free survival, %

| N
30

Madian HR
(95% CI), months | (95%CH | Pvalue :

20 Pembro + CT  119{22) (N::m o
: NR LR R
10 Placebo + CT  121(22) (NR-NR}
0 T 1 T 1 T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months
Pembro+CT 545 505 452 347 134 27 [
Placebo + CT 550 515 470 358 132 23 0
96%
B 92%
100 . 92% : 80%
w .
= 80+
® ]
s
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5 60 :
@ :
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< 40 :
@ Events Median HR
] o
s 4
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a 20— (N 0.31
X e NR (0.13.0.69)
10+ (SRR JSUR 29.5-NR)
0 T t T T T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months
Pembro+CT 141 136 129 103 46 10 0
Placebo + CT 140 134 127 99 38 7 0
100 : es%
90~ s
X 80+
®
s 70
=
5 60
I :
@ 50 :
£ :
@ Madlan HR
3 (95% CI), months | (95% Cn)
@
w NR
a 20 Pembro + CT 111 (27) (NR-NR) e
s NR (0.91-1.57)
10 Placebo « CT 96 (23) {NR-NR)
0 T T T T T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months
Pembro + CT 404 369 323 244 88 17 0
Placebo + CT 410 281 247 289 a4 16 0

Disease-free survival, %

No. at risk

Pembro + CT
Placebo + CT

Events
n (%)
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oy |
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e T T I I I I I
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Peut étre chez les dMMR
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Refining Adjuvant treatment IN endometrial cancer Based On molecular features:
the RAINBO clinical trial program

2k Chemoradiotherapy
Women with p53abn i (Mi+) - L @ ®< Chemoradiotherap
¢ i rapy

completely resected A —OMaoh Uniform data
stage I-lll registration

endometrial cancer sl
MMRd stage 1l (LvSI+) -11I N Radiotherapy

tumor tissue
biobanking

Eligible hlstqtypes: = L Radiotherapy
endometrioid, g | + Durvalumab

serous, clear cell,
un/dedifferentiated,

mixec aag ' Chemoradiothera
py
carcinosarcoma NSMP tR+ stage Il (LVSI+{ -l

Radiotherapy
Molecular profiling — Progestogens
according to the Overarching and

WHO 2020 \ translational
classification POLEmut stage I-1i 7\ No adjuvant therapy research program

or de-escalation

[ POLEmut

The RAINBO Research Consortium
@RAINBOprogram

@IJGConIine Copyright © 2020 BMJ Publishing Group Ltd, International Gynecologic Cancer Society & European Society of Gynaecological Oncology. All rights reserved,




Le cancer du col utérin
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KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 175 ma/kg IV Q3W

Key Eligibility Criteria

» Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted)

« ECOG PS O or 1

Placebo IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 17.5 mg/kg IV Q3W

Stratification Factors

* \etastatic disease at diagnosis (yes vs no) ]
End Points

* PD-L1 CPS (<1 vs 1to <10vs 210)
« Planned bevacizumab use (yes vs no) * Dual primary: OS and PFS per RECIST v1.1 by investigator

« Secondary: ORR, DOR, 12-mo PFS, and safely

=Faclitaxel. 178 mg/m?. Cisplatin. cisplatin 50 mg/m?. Carboplatin. AUC 5 mg/mL/min. The &-cycle limit was introduced with protocol amendment 2, although participants with engoing clinical benefit whoe were
tolerating chemotheraoy could continue bayond B cycles after sponsor consultation. CPS, combined positive score (number of P0-L1-staining cells [tumor cells, lymphocytes, macrophagas] divded by the total
number ofviabla tumor cells. multiplied by 100). KEYNOTE-826 ClinicalTrials gov identifier. MCT03635567
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ProtocoI-Spemfled Final OS: PD-L1 CPS 21 Population

1004 - ' 12-mo rate (95% Cl) | 24-mo rate (95% Cl)
90 - | 75.5%(69.9-80.1) | 53.5% (47.4-59.2)
80 ' 63.2% (57.2-68.6) ' 30.4% (33.6-45.2)
70 - HR 0.60 (95% CI, 0.49-0.74)
nominal P < 0.0001
""E" 60 ]
o~
E;' 50 - |
(@) 40 Ptsw/ Median,mo
7 Event (93% ClI)
304 Pembro+ 96.0% 28.6
Chemo i Bev (22.1-38.0)
204 Placebo+ 73.1% 16.5
Chemo  Bev (14.5-20.0)
10 - 5
0 I 1 I II 1 I I I: 1 I 1 I I 1 I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
] Time, months
No. at risk
273 261 251 231 206 189 168 157 148 136 128 116 90 B2 22 2 0
275 261 235 207 173 149 129 117 107 91 81 68 45 24 3 0 0
Datz cutoff date: October 3. 2022,
2023 ASCO ASCO ausiseass
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Protocol-Specified Final OS: All-Comer Population

100 - . .
' 12-mo rate (95% CI) . 24-morate (95% Cl)
90 - ) ' 74.9% (69.7-79.4) 1 92.1% (46.4-57.5)
80 + 63.7% (58.1-68.8) + 38.7% (33.2-44.1)
70 - HR 0.63 (95% CI, 0.52-0.77)
60— nominal P < 0.0001
E?
o °0- |
(@) 40 Ptsw/ Median,mo
7] Event  (95%Cl)
304 Pembro+ 97.8% 26.4
Chemo 1 Bev (21.3-32.5)
204 Placebo+ 73.8% 16.8
Chemoi Bev (14.6-19.4)
10+ 5
0 | 1 1 i 1 | | II 1 1 I | | | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time, months
No. at risk
308 292 278 256 230 210 187 173 1680 150 138 125 95 55 22 2 0
309 205 268 235 196 170 149 130 118 101 87 72 48 26 3 0 0
Data cutoff date: October 3, 2022,
2023 Asco presenTen 8y Bradley J. Monk, WD, FACS, FACOG — abstract #5500 ASCO AMERE AN I0CHTYC!
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Protocol-Specified Final OS in Subgroups, All-Comer Population

MNo. of Events/

No. of Participants HR (956% CI)

Overall 406/617 0.63(052-0.77)
Age

<65 years 245/517 0.60(D.49-0.75)

=65 years 61/100 0.84 (0 48-1.46)
Race

White 238/360 0.63(0.49-0.83)

All others 144/221 0.62(0.44-0.87)
ECOG performance-status score

0 192/348 0.62 (0. 46-083)

1 2121267 0 68 (0 51-091)
PD-L1 combined positive score

<1 52160 087 (0 50-152)

1to =10 155/231 0.63(0.45-0.86)

=10 100/317 0.58(0.44-0.78)
Concomitant bevacizumab

[ Yes 220/380 0.61(0.47-0.80) ]

Mo 17771226 0.67 (0.49-091)
Metastatic disease at diagnosis

Yes 1351190 0.85(0.60-1.21)

No 2711427 0.54(0.43-0.70)

025 05 1.0 2.0 4.0
- >
Favors Favors
Pembro + Chemo Placebo + Chemo
* Bev * Bev

Datz cutoff date: October 3, 2022,
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En 2¢ ligne ?

ORIGINAL ARTICLE f X in B

Survival with Cemiplimab 1n Recurrent Cervical
Cancer

Authors: Krishnansu S. Tewari, M.D., Bradley ]. Monk, M.D., Ignace Vergote, M.D., Austin Miller, Ph.D., Andreia C. de
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A Overall Survival, All Patients

1.0

0.94
= 03-
g 0.7 No.of  Median Overall
3 Patients  Survival (95% Cl)
v 0.6+
(P mo
> 0.5 g
g o Cemiplimab 304 12.0 (10.3-13.5)
;: 0.4+ Chemotherapy 304 8.5 (7.5-9.6)
S 034 - Cemiplimab Hazard ratio for death, 0.69
& 02- —— g (95% Cl, 0.56-0.84)

' Two-sided P<0.001
Ll Ll 3
Ok Median duration of follow-up, 18.2 mo (range, 6.0-38.2) T GherCteragy
00 | | | I

I 1 I | | | 1 | 1 I 1 | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month

No. at Risk
Cemiplimab 304 281 236 206 167 139 110 83 65 52 35 26 13 10 9 4 2 2
Chemotherapy 304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2



0.9+
— 0.8-
S
g 0.7+
v 0.6+
LS L ]
[ %
= 044 H-H —+H | ~# Cemiplimab, PD-L1 =1%
2 03- Cemiplimab, PD-L1 <1%
a 0.2 1 e Chemotherapy, PD-L1 21%
0.1_ | | L | :
Chemotherapy, PD-L1 <1%
00 | | | | | | | | | | | | | | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk
Cemiplimab, PD-L1 =1% 82, 78 65 55 45 39 30 22 16 15 109 £ 3 3 0O O 0O O
Cemiplimab, PD-L1 <1% 44 41 30 25 18 13 11 9 6 4 3 2 i 0 0 0 0 0 0
Chemotherapy, PD-L1 =1% 80 69 58 50 36 28 20 16 10 8 5 5 4 2 1 1 1 0 O
Chemotherapy, PD-L1 <1% 48 40 30 26 19 15 12 10 6 4 4 2 1 1 1 | 0 0 0




Une place pour les tumeurs
localisées/localement avancées ?

f X in B
Improved Treatment for Cervical Cancer —

Concurrent Chemotherapy and Radiotherapy
Author: Gillian M. Thomas, M.D.  Author Info & Affiliations
Published April 'I Engl ] Med 1999;340:1198-1200 | DOI: 10.1056/NE)M199904153401509
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O

Radiochimiothérapie concomitante :
o Chimiothérapie Radiothérapie
Platine hebdo (40 mg/m2) pelvis +/- LA 45 Gy / 25 fc

+

Curiethérapie utérovaginale guidée par image (IGBT)

Etalement: — 55 jO urS (Mazeron,Radioth Oncol, 2015)




A

CTRT Control
Trial ID events pts. events pts. O-E Variance Hazard Ratio (Fixed)
Trials of Chemoradiation v radiotherapy
(a) Platinum-based CTRT

Onishi** (CDDP or CDBCA) 16 26 15 23 1.52 7.59
Pearcey* (CDDP) 53 130 60 129 -5.00 2820 ——— iy
GOG0123° (CDDP) 49 185 69 189 -12.90 29.38 —_— —

Chen? (a) (CDDP FU VCR) 8 30 8 30 o021 4.00 >
Chen? (b) (CDDP FU VCR) 6 30 7 30 -045 3.25 >
Pras (CDBCA FU) 17 28 16 26 -0.47 8.15 »
GOG0165% (a) (CDDP) 8 26 12 24 -3.03 4.92
Cikaric*” (CDDP) 37 100 48 100 -8.02 21.12 —— e
Leborgne (CDDP FU) 75 170 85 170 -3.07 3991 ———

Gariapagaoglu* (CDDP) 9 22 8 22 0.70 4.23
Lal* (CDDP) 14 94 12 86 0.62 6.49
Sub-total 292 841 340 829 -29.89 157.23
(b) Non-platinum-based CTRT HR.#0.83, £=017
Thomas?* (a) (FU) 24 57 32 58 -5.16 13.83 —_—

Thomas? (b) (FU) 26 58 25 60 071 1274 >

Lorvidhaya® (a) (MMC FU) 40 233 59 242 -12.52 2457 ———}

Lorvidhaya® (b) (MMC FU) 54 230 49 221 0.31 25.67 —_—

Roberts* (MMC) 25 124 39 124 -839 1592 [ — ]

GOG0165* (b) (FU) 11 27 12 24 -0.82 5.55 >
Sub-total 180 729 216 729 -25.87 98.28 <t | HR=0.77, P=.009
Total 472 1,570 544 1,534 -54.56 251.54 < | HR=0.81, P=.0006
Trials of CTRT + adjuvant chemotherapy v radiotherapy

SWOG8797°* (CDDP FU) 28 135 54 133 -15.61 20.36 i

Kantardzic*s (CDDP BLM) 15 40 25 40 -7.74 9.74 [N —

Sub-total 43 175 79 173 -23.35 30.10 HR = 0.46, P = .00002
T T T T
0 0.5 1 1.5 2
CTRT Better Control Better
B __ 10
>
x
=
o 0.8
a
o
—
2 06
©
2
Z 0.4
=
w
E 0.2 = Control (Group of 2 trials comparing CTRT + CT vRT)
@ = CTRT (Group of 2 trials comparing CTRT + CT v RT)
> == Control (Main group of 13 trials comparing CTRT v RT)
= CTRT (Main group of 13 trials comparing CTRT v RT)
0 1 2 3 4 5 6 7 8 9 10
Time (years)
No. at risk
Main group of 13 trials (Additional numbers at risk on control arm due to double
counting of control arm from one three-arm trial*)
Control 1,558 1,244 921 760 610 499 350 274 192 131 81
CTRT 1,570 1,285 1,019 836 694 582 401 309 223 158 101
Group of two trials comparing CTRT + CT vRT
Control 173 155 133 121 106 95 82 67 51 35 21
CTRT 175 165 155 144 129 115 106 89 74 58 37

Reducing Uncertainties About the Effects of Chemoradiotherapy for Cervical Cancer: A Systematic Review and
Meta-Analysis of Individual Patient Data From 18 Randomized Trials, JCO 2008



IMRT / VMAT

- Controle local a 5 ans >90%
- Survie globale a 5 ans : 75%
- Profil de toxicité diminué

‘IDO——r.t'__ | 1 - —t 4
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g
_‘E’ 70+
= FIGO stage
= B0
& — IB1 A
— B2 ne
— a1 VA
— Az B
50:.» — B
041’ T T T T 1
0 12 24 36 43 [+14]
Number at rick Time since diagnosis (months)
{number censored)
IB1 124 (0) 117{6) 101 (21) 02 3m 79 (43) 56 (66)
B2 119(0) 98 (18) 8329) 7339 63 (49) 52 (59)
nal 380 12(5) 7 (8) 26(9) 24(11) 19 (16)
a2 31{0) 263 27 19 (9) 15(13) n{a7y
g 693 (0) 612 (61) 519 (130) 459 (183) 378 (262) 285 (354)
ma  13(0) 10 (3) B(5) 7106) 4(9) 4(3)
ME  190(0) 146 (24) 120 (56) 106 (70) 96 (B0 B0 (96)
VA 34(0) LY E 22 (9) 17 (14) 15 (16) 12 (19)
WBE  98(D0) 78 (16) 62 (30) 54 (38) 39 (51) 28 (62)

Figure 2: Kaplan-Meier estimates of local control and FIGO,,,, stage
FGO=The Intermational Federation of Gynaecology and Obstetrics.

MRI-guided adaptive brachytherapy in locally advanced cervical cancer (EMBRACE-I): a multicentre prospective cohort study
Potter, RichardChargari, Cyrus et al.
The Lancet Oncology, Volume 22, Issue 4, 538 - 547
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ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

Cisplatin 40 mg/m? QW for
Key Eligibility Criteria 5 cyclesé + EBRT followed by

« FIGO 2014 stage 1B2-1IB brachytherapy Pembrolizumab 400 mg Q6W

" . : + for 15 cycles
Azalen el Al i Rt Pembrolizumab 200 mg Q3W
FIGO 2014 stage I/I-IVA

for 5 cycles
(either node-positive or
node-negative disease)

. Cisplatin 40 mg/m2 QW for
e e T,
brachytherapy Placebo Q6W
+

for 15 cycles

« Treatment naive

- Flacebo Q3W
Stratification Factors for 5 cycles

*» Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

» Stage at screening (stage IB2-1I1B N+ vs [11-IVA)

* Planned total radiotherapy dose (<70 Gy vs
=70 Gy [EQD2])

2A G6th cycle was allowed per investigator discretion. ENGOT-cx1/GOG-304T/HKEYNOTE-418 ClinicalTrials.gov identifier, MCTO4221345.

Domenica Lorusso Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Baseline Characteristics

Lorusso KNA1SE ESMO 2024

Pembro Arm Placebo Arm 134 Fembro Arm Placebo Arm
(N = 529) (N = 531) (N = 529) (N = 531)
Age, median (rance) 49y (22-87) 50y (22-78) Stage at screening (FIGO 2014 cnteria)

Races IB2-IB 233 (44.0%) 226 (42 6%)
White 254 (48.0%) 264 (49.7%) -IVA 296 (56.0%) 305 (57 4%)
Asian 156 (29.5%) 148 (27.9%) Lymph node involvement?

Multiple 78 (14.7%) 86 (16.2%) Positive pelvic only 327 (62 2%) 324 (61.0%)
igg&iﬁqﬂaﬂ an or 24 (4.5%) 22 (4.1%) Positive para-aortic only 14 (2.6%) 10 (1.9%)

e — 14 (26%) 8 (1.5%) Positive pelvic and para-aortic 104 (19.7%) 104 (196%)
e 204% 102 e s s3aTow

PDL1 OPS Planned type of EBRT
<1 22 (4.2%) 28 (5.3%) IMRT or VMAT 460 (88.7%) 470 (88.5%)
v 502 (94.9%) 498 (93 8%) NonIMRT and non-VMAT 60 (11.3%) 61 (11.5%)
Missing 5 (0.9%) 5(0.9%) Planned total radiotherapy dose (EQD2)

ECOG PS1 149 (28.2%) 133 (25.0%) =70 Gy 47 (8.9) 46 (3.7)

Squamous cell carcinoma 434 (82.0%) 451 (84.9%) =70 Gy 482 (91.1) 485 (91.3)

23 patients (0.3%) had missing information for race. 1 (0.2%) in the pembro arm and 2 {0.4%) in the placebo arm. ®*Per protocol. & positive lymph node is defined as =1.5 cm shortest dimension by MRI or CT.
Datzs cutoff date: Januany B, 2024,

Uomenica Lorusso Content of this presentation 15 copyright and responsibility of the author. Parmission 15 required for re-use.



Lomsso KNA1E ESMO 2024

Updated Progression-Free Survival at |A2

100 ' 36-morate (95% Cl)
2 00- , 69.3%(62.7-75.0)
- 0 -
E 80 :56.9;{1[51}.4 62.9)
K 1
Z 70- |
® 60 . .
o Iy wemn Pts w/ Median, mo
E 50 I Event (93% CI)
1
J Pembro A 29.3% NR
.E 40 = HR 0.63 (95%’0 CI, 0.56'0.84) E R i {MR'NR}
@ 30- - PlaceboArm  39.5% NR
d , (32.0-NR)
3 20- :
I:I': 104 I
0 Median follow-up: 29.9 months !
| [ | |

| | | | | | | 1 1
0 3 3] 9 12 15 18 21 24 27 30 33 36 39
No. at risk Time, months

520 515 474 430 402 353 317 280 217 179 86 69 2 0
331 513 452 395 366 325 283 241 178 148 78 69 2 0

Response assessed per RECIST w11 by investigator review or histopathologic corfirmation. Since the success crterion of the PFS hypothesis was met at [A1, no formal testing of PFS was peformed  at 142
Data cutoff date: January B, 2024,

LUomenica Lorusso Lontent of this presentation 1s copynght ana responsibdity of the author. Permission 15 required for re-use.



Lomsso KNA18 ESMO 2024

Primary Endpoint: Overall Survival at |1A2

100 | 36-mo rate (95% CI)
1 82.6% (78.4-86.1)
90— 1 74.8% (70.1-78.8)
80- I
32
- 70— !
S .
S 60— |
@ 507 HR 0.67 (95% CI, 0.50-0.90) !
s 40- P = 0.00402 !
2 30- |
20— !
10+ |
Median follow-up: 299 months I
0 | 1 T I T | I I | I T i —
0 3 6 9 12 15 18 21 24 27 30 33 36 39 @
No. at risk Time, months [ —

529 527 622 509 500 463 412 374 326 273 210 136 63 11
631 527 518 508 493 455 405 366 316 259 194 125 58 12

MWith 184 of the 240 deaths expecied at the final analysis (TE.7% information fraction), the obsernved F= 00040 (1-sided) crossed the prespecified nominal boundary of 0-01026 (1-sided) &t this planned second
intenm analysis_ Atthis time, 66 patients had recewved immunotherapy as post-progression ireatment, including 15/138 patients (10.9%) in the pembro arm and 51/193 patients (26.4%] in the placebo am; of those,
10 (7.2%) and 41 (21.29%). respectvely. had recaived pembro. Data cuteff dates Januvary 8, 2024

Domenica Lorusso Content of this presentation is copyright and responsibility of the auther. Permission is required for re-use.
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Secondary End Points: Overall Response Rate and Response Duration

JARRR:
| |

100- 87.5% 100-

84.4-90.2 83.7%
(84.4-90.2 (80.3-86.8) 00-

| 24-morate (95% Cl)
v 171.2%(72.7-81.1)
! 67.0% (61.9-71.6)
1
1

804 —1

sponse, %
-]
T

CR: 63.0%

Objective Response Rate, %

10 Pembro Arm

Placebo Arm
0 1 I I I I I | I | | I 1
No. at risk Time, months

FResponse assessed per RECIST w11 by investigator review. Data cutoff date: January 8, 2024 jgg ;;g ggg g:g g;g g:g gi; :;g :g; ;ﬁ g; i g

Domenica Lorusso Content of this presertation is copyright and responsibility of the author. Permission is required for re-use.
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Treatment-Related Adverse Events, Incidence 220% in Either Arm

70 Grade
] 12 35
a0.0 g0t PembroArm I
60 4 55 9
Placebo Arm .
50.8 91.1
90
3;40 -
g 378 34.5
©
8 10 | 295 57.9 28.3
= 256
237
20 -
10 -
0 - .
Anemia Nauses Diarrhea WBC Meutrophil Vomiting Leukopenia Platalet Meutropenia Hypothyroidism
count count count
decreased decreased decreased

Data cutoff date: January &, 2024,

Domenica Lorusso Content of this presentation is copynght and responsibility of the author. Permission is required for re-use.



Et les anti-PD-L1 ?

Immunotherapy in Locally Advanced Cervical Cancer
CALLA Study ATEZOLACC trial (ESGO2025)

Concurrent CRT * durvalumab (anti-PD-L1) in locally
advanced cervical cancer

Primary Arm A:
: b *  Week 1to 5: IMRT 45 Gy in 25 fractions + Cisplatin 40 mg/m? IV
Primary locally CRT + durvalumab Egspomt' (or carboplatin AUC2*)
advanced carcinoma of up to 24 months or .
: 2 . Week 7: Uterovaginal Brachythera
the cervix (Ib2-1I1B node until progression Secondary sl PR TRET 2 ad
% ) . N=190

positive or IlIA-IVA any Endpomts:
nodal status) Arm B:

ble disease b : * 0S —
Measurable disease by Week 1 to 5: IMRT 45 Gy in 25 fractions Cisplatin 40 mg/m2 IV
RECIST v1.1 ORR > (or carboplatin AUC2*)
ECOG-PS: 0-1 DOR Week 7: Uterovaginal Brachytherapy

Safety
HRQoL

Enrolling 714 patients Week 1 to 57: atezolizumab 1200 mg IV Q3W

Monk BJ, et al. J Clin Oncol. 2019;37: Abstract TPS5597.

100 -
g
3 80
2 e
2 60
g
§ 40
¢
$ 20- — Durvalumab plus chemoradiotherap
a —— Placebo plus chemoradiotherapy Hazard ratio (95% Cl): 0-84 (0-65-1.08), p=0-17
0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 3
Ninibepatiok Time from randomisation (months)
(number censored)
Durvalumab plus chemoradiotherapy 385 363 330 294 270 215 163 110 43 1 1 0
(0) (13) (17) (22) (27) (70) (116) (165) (230) (262) (272) (273)
Placebo plus chemoradiotherapy 385 368 318 282 257 203 146 109 49 14 2 0

(0) (12) (18) (22) (30) (68) (117) (150) (209) (243) (255) (257)




Next step ? COLIBRI-2

pri ipoint
ORR post-induction
Key inclusion criteria ] .
2 INDUCTION MAINTENANCE sEfficacy : PFS, Time to local
«—  Gweeks - _ 1year s progression, Time to

= Patients >18y with locally advanced 2 cycles Q3W ‘ 13 cycles, Q4w metastatic progression, ORR
cervical squamous or adenosquamous : . after CCRT and end of
carcinoma Nivolumab + Nivolumab + maintenance therapy & 0S

* FIGO 2018 stage 183 if N21 or Il 10 IVA Relatlimab Relatlimab SSiaty - incidence of adierse
with any N stage and no evidence of . (360/360mg) (480/480mg) events as per NCI-CTCAE V5.0

metastatic disease (M0) . ; 3 s

Exploratory endpoints

*Tumor : Gene expression
profile (RNASeq), genomic
profile (WES), TME dynamic
changes (IHC/Multi-IF)

=Blood : Serum LAG3 level
(Elisa), ctDNA (WES), HPV
ddPCR

* Naive of any anti-cancer treatment and
to be treated by standard CCRT

* PSECOGO-2

CCRT: concurrent chemoradiotherapy R: randomisation, Q3W : every 3 weeks, Q4W : every 4 weeks, w: weeks, PFS: progression free suevival, 05: overall survival, N= sample size.



Le cancer de |'ovaire

A of Oneokogy 3 1080- 1081, 019
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ORIGINAL ARTICLE

Antitumor activity and safety of pembrolizumab in
patients with advanced recurrent ovarian cancer:
results from the phase Il KEYNOTE-100 study

U. A Matulonis', R Shapira-Frommer?, A. D. Santin®, A. S. Lisyanskaya®, S. Pignata®, |. Vergote®,

F. Raspagliesi’, G. 5. Sonke®, M. Birrer®, D. M. Provencher'’, J. Sehouli'', N. Colombo'?,

A Gonzalez-Martin', A. Oaknin', P. B. Ottevanger'®, V. Rudaitis', K Katchar'?, H. Wu'®, S. Keefe'?,
J. Ruman'® & ). A Ledermann®

“s ® Avelumab alone or in combination with chemotherapy
versus chemotherapy alone in platinum-resistant or

Neoa:‘]]uvantand atuuvant pembrolizumab in 1* line Platinum-sensitive
advanced high-grade serous carcinoma: the I'CI pascs

randomized phase Il NeoPembrOV clinical trial

tsabedle | Ray-Coquard ™, Aude-maris Camille Schiffier, Marie-Anay Offs Derhel,

Lefevre, Frank Priou, Nigalas Claares, Laurence Venat, Frédésic Selle, Dominique Bertan, Qlivier Collard,
Elodie Coquan, Olivia Le Saus, lsabelle Treilleux. Sophis Goussant. Antoine Angelergues, Flosence loly &
Olivier Treday

© Atezolizumab, Bevacizumah, and Chemotherapy
< for Newly Diagnosed Stage Il or IV Ovarian

o Cancer: Placebo-Controlled Randomized Phase
£ Il Trial (IMagyn050/60G 3015/ENGOT-0V39)

iachas W, MO Rustom Safi, MO, Fan Wa, MS™ Luciana Molinero, D™ Vidya Madps, MO Victer K. Khee, PhD™;
Tvonne . Lin, WD and Sance Penata, WO¥

Tumor volume expressed
MUV/ml of CA 125

Platinum-resistant
relpases

Gl G D

Il

platinum-refractory ovarian cancer (JAVELIN Ovarian 200):
an open-label, three-arm, randomised, phase 3 study
Fric Pujade-Lauraine, Keiichi Fujiwara, jonathan A Ledermann, Amit M Oza, Rebecca Kristeleit, Isabelle-Laure Ray-Coquard, Gary E Richardson,

Cristiana Sessa, Kan Yonemari, Susana Banerjee, Alexandra Leary, Anna V Tinker, Kyung Hae Jung, Radoslaw Madry, Sang-Yoon Park,
Charles K Anderson, Fabian Zohren, Ross A Stewart, Caimiao Wei, Samue S Dychter, Bradley | Monk

Occlusion

1o

_Randomized Phase Il Trial of Nivolumab Versus
Nivolumab and Ipilimumab for Recurrent or
Persistent Ovarian Cancer: An NRG

> Oncology Study

5 Dmitrly Zamarin, MO, PRD'; Robert A. Burger, MD7; Michael W. Sill, PRO"; Danie! 1. Powsdl Jr, PhD; Heather A. Lankes, Phi, MPH;
Michaed D. Feldman, MD, PhD*; Oliver Zivanavic, MD, PhD'; Camille Gundersan, MD®; Emily Ko, MD, MSCR; Cara Msthews, MD7;
Sudarshan Sharma, MD®; Andrea R. Hagemann, MIP; Samir Khieif, MD™; and Carol Aghajanian, MD®

rodaux peurd

;|

Months

e

| | | | 1 | | |
f | | I | 1 | ] |
Desease-free-interval

‘,‘ atural history of ovarian cancer evolution Chemotherapy with or without avelumab followed by
S QQ\ avelumab maintenance versus chemotherapy alone in

patients with previously untreated epithelial ovarian

Let,S not th_rOW ﬂ'le baby out cancer (JAVELIN Ovarian 100): an open-label, randomised,

5 h ial
with the bath water. pSSE3t:mam

GYNAECOLOGICAL CANCERS - Volume 33, Supplement 2, S546, September 2024
" ®
R 712MO Final overall survival (OS) from the phase ITI ATALANTE/ENGOT-ov2g trial
evaluating atezolizumab (Atz) versus placebo with standard chemotherapy (Cx) plus
bevacizumab (bev) in ovarian cancer (OC) patients (pts) with platinum-sensitive
relapse (PSR)

).E. Kurtz - E. Pujade-Lauraine * - A. Oaknin®- .. - N. Bonichon Lamichhane ® - E. Kalbacher - F. Heitz ... Show more

Affiliations & Notes v Article Info ‘v
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YaroslavV Shparyk, Myong Cheol Lim, Snehalkumar M Bhoola, Joohyuk Sohn, Kan Yonemaori, Ross A Stewart, Xiaoxi Zhang, Julia Perkins Smith,

Carlos Linn, Jonathan A Ledermann™®



Draft

DUO-0O study design

CTx cycle1*

Patients

» Newly diagnosed
FIGO stage llI-IV
high-grade
epithelial OC

* No prior systemic
therapy for OC

T ,
=1l Endpoints
Primary endpoints
Arm 2 * PFS (RECIST per investigator)
PC + bev + CTxt Bevacizumab total 15 months inArm 3 vs Arm 1

~ Non-tBRCAm HRD-positive?

durva + +
~ ITT population

+ PARP inhibitor/
immune-mediated

5 Stratified by:
therapy naive s

+ Timing and
+ Primary debulking outcomes of
or planned interval cytoreductive
debulking surgery surgery
+  Non-tBRCAm * Geographical
region

DUO-0 also included an independent
single-arm, open-label tBRCAm cohort -
results are not presented

Dosing and schedule bevacizumabd (15 mgkg IV &

AUC, area under the curve, bev, bevaczumab, bid, twice daily, CTx, chemotherapy, DCO, data cut

bevacizumab durvalumabtotal 24 months
+ +

durvalumab olaparib placebo total 24 months Key secondary endpoints
« PFS (RECIST per investigator)

Arm 3 . in Arm 2 vs Arm 1
PC + bev + CTxt Bevacizumab total 15 months ~ ITT population
durva + ola » + « OS

bevacizumab durvalumabtotal 24 months + Safety
+ +

durvalumab olaparib total 24 months

Treatment continued until disease progression, study treatment was complete or other discontinuation criteria were met

00 mg po bid), chemotherapy. packaxel 175 mg'm? IV g3w and carboplatin at AUCS or ,«J B IV q3w. PFS intenim analysss DCO. December 5. 20 u

Jw), durvalumab (1120 mg IV q3w), olaparnb (3

“With or without bevacizumab acx sely by " riad MyChoice CDx ass:
durva, durval me_r f L ¥ < bination ceficiency, IT l interd.to nea'
IV, intravenous, ola, olapanb, OS, overal sunaval, PC, pacitaxel'carboplatin, po, by mouth, q3w, every 3 weeks, R ra :«L 'mah n Rf IS8T bvapum Evaluation Critena for Soid Tumors

2023 ASCO m\stn.w er. Dr Philipp Harter ASCO AMERICAN SOCRTY OF

0N 1 property of B Suthor and ASCO Permnsdn foquiod 10r teune . CONMMEL permnsormasco oy ENOWLEDGE CONQUERS CANCER



Final PFS

Non-tBRCAm HRD-positive

Arm 2
CP+B+D

N=148

Arm 3
CP+B+D+0
N=140

34.6
57 (41)
45.1

0.46
(0.33-0.65)

Median follow-up,* months 384 331
Events, n (%) 94 (66) 89 (60)
mPFS,T months 233 251
HR (95% Cl) vs Arm 1% 0.89
(0.67-1.19)
100
90
80
70
g 60
® 50
a 40 !
30 :
20 Data maturity across all I
10 1 three arms: 56% :
0 T T T T T T L] 'l T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from randomization (months)
No. at risk:
Am1 143 141 13 126 116 105 95 80 63 54 45 42 33 27 16
Am2 148 142 136 128 118 112 102 89 68 59 45 36 29 22 13
Am3 140 138 135 131 120 116 1M 103 94 82 66 50 41 35 22

Arm 1
45 48 51
9 3 1
9 5 0
13 3 1

Non-tBRCAm ITT

Arm 2 Arm 3
CP+B+D CP+B+D+0
N=374 N=378
Median follow-up,* months 34.5 33.1 32.0
Events, n (%) 283 (75) 257 (69) 221 (58)
mPFS,t months 19.3 20.6 251
HR (95% Cl) vs Arm 1% 0.87 0.61
(0.74-1.03) (0.51-0.73)
100 1 P=0.11§ -
90 -
80 -
70 1 53.0
£ 60 - 38.7
® 50 -
& gg ] | Arm 3
o0 4  Datamaturity across all I 339 Arm 2
10 - three arms: 67% i Arm 1
|
0 T L] L] L] L] | § L] L) T L] L] L] L] L] L] L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)
No. at risk:
Am1 378 363 341 297 260 223 196 150 17 95 77 65 50 42 27 15 6 1
Am2 374 354 335 302 255 222 190 161 130 109 8 71 54 43 27 16 8 0
Arm3 378 367 352 324 287 267 244 205 178 144 116 87 7 5 35 18 5 1

DCO2 = 18 Sep 2023. *In censored patients; tMedians and rates were estimated by the KM method (medians are unstable in arms with <560% maturity); $HRs and Cls were estimated from a stratified Cox PH model. Model was stratified by timing and outcome of cytoreductive surgery for
the non-tBRCAm HRD-positive population, and by timing and outcome of cytoreductive surgery and geographic region for the non-tBRCAm ITT population; §P value was calculated from a stratified log-rank test. Statistical significance for Arm 3 versus Arm 1 was achieved at the interim PFS
analysis in both the non-tBRCAm HRD-positive (DCO1 = 5 Dec 2022; HR 0.49 [95% Cl 0.34-0.69]; P<0.0001) and non-tBRCAm ITT (DCO1 = 5 Dec 2022; HR 0.63 [95% Cl 0.52-0.76]; P<0.0001) populations; the updated analysis (DC02) is descriptive in nature for Arm 3 versus Arm 1,
s0 no P value is reported. The comparison of Arm 2 versus Arm 1 in the non-tBRCAm HRD-positive population was not part of the predefined MTP and so was not formally tested. The comparison of Arm 2 versus Arm 1 was not statistically significant at the time of the interim PFS analysis

and so was retested at the final PFS analysis; the boundary for declaring statistical significance at the final PFS analysis was 0.0248 (Arm 2 vs Arm 1) for 2.5% alpha.
MTP, multiple-testing procedure.



Vergote KLOO1 ESGO 2025
ENG T FOUNDATION L9 ®
— GOG 860

ENGOT-0OV43/GOG-3036/KEYLYNK-001 Study Design (NCT03740165)

Induction
(1 course)

Treatment Period Maintenance Period
(6 cyclesincludinginduction) (Cycle 7 onwards)

Key Eligibility Criteria
Advanced (FIGO Stage zlll)
epithelial ovarian cancer
BRCA 1/2-nonmutated

No prior systemic therapy

Contreol (C)

Group Olaparib Placebo BID

for up to 2 years®

Pembrolizumab Placebo Q3W for up to 35 cycles

Olaparib Placebo BID
for up to 2 years*

Pembrolizumab 200 mg Q3W for up to 35 cycles

Carboplatin/Paclitaxel

Carboplatin/
Faclitaxel

Candidate for carboplatin +
paclitaxel® as adjuvant or
neoadjuvant therapy

Pembrolizumab (P)

Group Carboplatin/Paclitaxel

Bevacizumab permitted per
investigator discretion

E
=
on
(o8
o
]
[
Lo
O

Paclitaxel

Stratification Factors
Pembrolizumab-Olaparib (P-0)

PD-L1 expression®

> =g Group : : Olaparib 300 mg BID
(CPS210vs <10) 5% s Carboplatin/Paclitaxel ‘ P > J :
Planned bevacizumab use o= or up to 2 years"
(yes vs no) Y :
: o Pembrolizumab 200 mg Q3W for up to 35 cycles
Surgery status (no residual
tumor [RO] after primary 1. T : . , __
debulking vs residual tumor Frlm.?irg,t Endpnmt: PF§ aaafaaed by the investigator _per
. . Primary e Gl RECIST vi.1in the CPS 2108 and total ITT populations
[R1] after primary debulking - I RSN oy Secondary Endpoint: OS in the CPS 210 and total
vs planned interval debulking) €y secondary tndpoint: LS in the =1 and foid

ITT populations

ANocetaxel may be considered for participants who experience either a severe hypersensitivity reaction to pacltaxel or an adverse event requiring discontinuation of pacltaxel. “Assessed at a central laboratory using PD-L1 HC
22C3 pharmDx and measured using the combined positive score (CPS, number of PD-L1-positive tumor cells, lvmphocytes, and macrophages divided by total number of tumor cells x 100). =Only participants with no evidence of
dizease at start of maintenance and no progression stopped after 2 vears. dincluding induction cycle.



Vergote KLOO1 ESGO 2025

H3-4: Progression-Free Survival P vs C at FA
in CPS 210 and Total ITT Populations

CPS 210 Median, HR Total ITT Median, HR
Population | months Events (95% CI) P-value Population months Events (95% CI)
P Group 17.3 69.6% 0.95 0.33395 P Group 15.2 73.8% 1.012
(0.77-1.19) (0.87-1.18)
C Group 15.2 72.4% C Group 14.6 77.5%
100 48-mo 100
< 80+
=
S 70-
&
o 60
"'l.: 504
S 40-
@
2 30+
S 20-
o
104
0 | | | | 1 | | 0 | | | | I| | |
0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70
No. at risk Time, months No. at risk Time, months
230 150 85 56 33 17 1 0 458 279 144 99 61 32 2 0
228 142 81 58 37 14 2 0 454 285 157 106 64 26 3 0

. —
Fesponse assessed per RECIST vi.1 byinvesigaior review. aHazard rado (Cl) analyzed based on a Cox regrees@n%%ﬁﬂ%%%%ﬁnyg dmduagrige ré.r}?jﬁed bythe randomizadon siraffication faciors. bPrespedfied P-value boundary not met cDefined as
the ime from randomizaion fo the data cuioff daie. Data cuioff date: August 26, 2024.



Vergote KLOO1 ESGO 2025

H2: Progression-Free Survival P-O vs C, GOG woror NI

Total ITT Population at IA1 and FA —
Median, HR Median, HR
AT months Events (95% Cl) P-value FA months Events (95% CI)
P-O Group 22 1 53.0% 0.68¢ <0.0001¢ P-O Group 22.2 64.0% 0.71¢
(0.58-0.81) (0.61-0.84)
C Group 14.6 69.2% C Group 14.6 77.5%
100= 36-mo 100 48-mo
S 2 907
® ® 804
= -
s s 70-
@ 7
2 @ 60—
'u; "".: 50—
S S 40
% 2
@ @ 304
2 2 20-
o o 10— :
Median follow-up®: 30.1 mo Median follow-up®: 49.6 mo :
0 I T | | | 0 I I I T | I |
0 10 20 30 40 50 0 10 20 30 40 50 60 70
No. at risk Time, months No. at risk Time, months
455 317 186 72 15 0 455 317 209 145 93 40 8 0
454 285 134 52 9 0 454 285 157 106 64 26 3 0

Fesponse assessed per RECIST vi.1 by invesigaior review. aData cuioff daie: January 9, 2023. bData cuioff date: August 26, 2024. cHazard rafio (Cl) analyzed basaed on a Cox regression mode! wih freaiment as a covariaie straffied by the randomizadon
siraffication faciors. dPrespeciied P-value boundarymet eDefined as fhe ime from randomizalon o the data cuiof daie.



Ftude FIRST

Stock exchange announcement
For media and investors only

Issued: 20 December 2024, London UK

GSK announces FIRST trial met its primary endpoint of
progression free survival in first line advanced ovarian

cancer

o Addition of Jemperli (dostar\imab) to both p\at‘mum-based chemotherapy and
Zejula (niraparib) maintenance, with or without pevacizumab, demonstrated

a statistically significant effect on progression free survival (PFS) versus
active comparator arm



Perspective : cibler au-dela de PD-1/PD-L1

NACT NACT +P

Treatment_arm
time
||| ] ; , . *  PTPRC (CD45)

Ml f | | **** EPCAM

| 1) AN I | *** CDB T cells (MCP)

*** CD8B/FOXP3

CD8 T cells (quantiseq)
CD8 / Treg (quantiseq)
M1 Macrophages (quantiseq)
M2 Macrophages (quantiseq)
M1 / M2 (quantiseq)
NK cells (quantiseq)
|l NK cells (MCP)

*kk

JCHAIN
MZB1 + TNFRSF17
\ IGHG1-4

~** IGHA1-2

Endothelial cells (MCP)
'a' '[‘L i
l] 1

HJ I

T cells (MCP)
Treatment_arm time ' Scaled scores (Log10)

Cytotoxic lymphocytes (MCP)
CD4 T cells (quantiseq)
]
[ NACT NACT+P [ Pre IPost_4 20 2 4

Tregs (quantiseq)

B lineage (MCP)

B cells (quantiseq)
CXCL13

Monocytic lineage (MCP)
Monocytes (quantiseq)
Neutrophils (MCP)
Neutrophils (quantiseq)
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Perspective : cibler au-dela de PD-1/PD-L1

ABSTRACT ONLY - Volume 176, Supplement 1, 535-536, September 2023

Botensilimab, a novel innate/adaptive immune activator, plus balstilimab (anti-
PD-1) in patients with recurrent platinum refractory/resistant ovarian cancer (041)

Bruno Bockorny @ - Ursula Matulonis ® - Steven O'Day % ... - Xin (James) Song ' - Daruka Mahadevan! - Michael Gordon X... Show more

Affiliations & Notes ~  Article Info

] Botensilimab (BOT)?

w04 N Fc-enhanced CTLA-4 Inhibitor

Cancer de l'ovaire

-

L | ® Traitement en as: fréfractaire aux sels de platine
:: # En progression aj ' ' isponible ou recommandée
0+ "

il /e\ @ Pas de surexpres APC NK

04 ; APC activation | ”

04 \ .‘ uHCiCOs L‘chRIIIA LU‘FCVR"'A

X ++ Fc-enhanced 2 Fc-enhanced
\\ Stronger immune botensilimab b
s oger i mnsilia botensilimab depleton
A
- TCR/

v VCTLAA CTLA4 V /,
T cell priming, +_L ‘/ ///4

activation & T Cell Treg
memory

£ =
i A

Percent Change From Baseline (%)

8 & 2
bt i

s 3

; , : ‘ * 1 T cell priming, expansion, memory * 1 Treg depletion
6 1 18 % W % 42 4 M & & M M oM W % o - 1 Frequency of activated APCs « | Complement mediated toxicity
Duration of Treatment From First Dose (Weeks)

ORR =29%



Conclusion

e Cancer de '’endometre :
* Carboplatine paclitaxel + anti-PD(L)1 = standard 1ere ligne
* DOMENICA pour les populations dMMR
e Une place pour PARP + 10 chez les pMMR ?

e Cancer du col de I'utérus
* Radiochimiothérapie — pembrolizumab = standard pour les stades IlI-IVA —\
- COLIBRI-2

e Cancer de l'ovaire
* FIRST attendu (ASCO 2025)

* Recherche de biomarqueurs et nouvelles cibles (immune checkpoints, cellules
immunosupressibe, combinaisons...)
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