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T PRIMA

Design et caractéristiques de la population

Eligible patients

« Newly diagnosed HGS/HGE aOC
« CRor PR to 1L PBCT? >
« Tumor sample for HRD testing

Primary andpoint _____ OStesting

. + Conducted at ~60% maturity in overall
* PFSby BICR population (=440 deaths)

Key secondary endpoint * Hierarchical testing: overall then HRd

Niraparib

Placebo

Stratification factors Patients treated once daily® - OS . Spo/ulprW?I;;I[?f detect E]Ic tS}'t]ati[Stical'llly |
o Neoadjuvant Chemotherapy: yes or no fOII' 36 months or l..!ntil Secondary endPOints: fla%r;l ;chsn S[;Tesr'?:(;?rlera"epgglejlazzf]r
« Best response to 1L PBCT: CR or PR disease progression « PFS2, TFST, PRO, safety

« Tumor HRD status: HRd or HRp/HRnd

Key risk characteristics of PRIMA population'~

Disease stage Residual disease Tumor HRD/BRCA status
35.1% stage IV disease at diagnosis >99% stage lll disease at diagnosis with residual disease after 50.9% HRd

Initial treatment primary debulking surgery 30.4% HRd/BRCAm
66.7% received neoadjuvant chemotherapy 47.5% postoperative visible residual disease or no debulking surgery 34.0% HRp
30.6% achieved partial response to 1L PBCT

Monk BJ et al Ann Oncol. Published online Sept 14, 2024. doi:10.1016/j.annonc.2024.08.2241
Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annoncl1623
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Survie sans progression a 6 ans

PRIMA

Overall population HRd HRp
100 - 100 - 100 .
Hazard ratio, 95% ClI: 0.66 (0.55-0.78) Hazard ratio, 95% ClI: 0.51 (0.40-0.66) Hazard ratio, 95% CI: 0.67 (0.50-0.89)
80 80 0 0 80
29% vs 18% E f{gs‘ﬁgf?' to
20 | 3.y PFS rate i . 60 , 38% vs 18% 60 11% vs 10%
173 24% vs 13% 4-yPFSrate ! 3.v PFS rat
! % vs 16% SRS R
A 40 Y PFS rate 40 35%vs16% | ) 9% vs 7%
: 22%5\!8 12% 5y PFS rate I 4y PFS rate
! 5.y PFS rat
20 . Al 20 . 20 . 8% vs 7%
we Nir ] L 1 we Nir wn Nir | 5.y PFS rate
. = PBO ! l T e m— PBO . ' I . m— PBO | . :
06 12 18 24 30 36 42 '4'8' 54 '6'0' 66 72 78 84 "6 12 18 24 30 36 42 '4'8' 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 64
No. Time since randomization, mo N Time since randomization, mo No. Time since randomization, mo
Nir 487 342 243 181 153 134 118 108 89 85 74 63 35 11 Nir 247 200 158 125 110 100 91 83 69 67 58 49 29 10 Nir169 95 5 36 27 22 16 14 12 11 9 7 4
PBO 246 150 92 66 51 43 39 34 27 24 22 19 6 1 PBO 126 91 57 41 34 28 26 22 18 17 15 12 3 0 PBO 80 3 19 13 9 7 7 6 5 4 4 4 3 1

Monk BJ et al Ann Oncol. Published online Sept 14, 2024. doi:10.1016/j.annonc.2024.08.2241
Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annoncl1623
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Survie globale (maturité 62,5%)

Overall® HRd? HRp®
100 63% vs 64% 100 74% vs T4% 100
I'3.y 0S rate | 3yOSrate .
80 ! 48% vs 51% 80 : 61% vs 61% 80 52% Vs 42%
o Vs 91% I 4y 0S rate I 3y 08 rate
| 4y O rate ' : 55% vs 56% [
3 60 . 42% vs 44% 60 | | 5 0 rat 60 3% vs 33%
7} ! | 5y OS rate : 4y 0S rate
I | 0 0
Oy Nir PBO 40 I I I 40 | 29% vs 21%
Overall population [T LS : 20 I Nir PBO : I 5.y 0S rate
Median OS, mo 46.6 48.8 | HRd population 6 : HRp population (n=169) | (n=B0)
20 Hazard ratio (95% CI)| 1.01 (0.84-1.23) I 20 Median OS, mo 719 69.8 I 20 Median OS, mo
0 P value 0.8834 : 0 Hazard rafio (95% CI)| 0.95 (0'.70—1.29) : 0 Hazard ratio (95% CI)| 0.93 (0:69—1 .26) :
N "6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
at risk Time since randomization, mo Time since randomization, mo Time since randomization, mo

Nir 487 480 451 418 378 334 294 261 227 208 192 177 115 39 5
PBO 246 242 223 204 191 171 153 138 121 111 105 100 62 17 3

247 245 238 224 207 191 173 156 143 134 126 121 75 31 &
126 126 118 112 107 98 91 82 75 70 68 67 40 14 3

169 164 148 134 120 101 84 73 60 653 47 40 29 5
80 76 67 57 51 44 33 31 26 25 21 19 14 2

Monk BJ et al Ann Oncol. Published online Sept 14, 2024. doi:10.1016/j.annonc.2024.08.2241
Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annoncl1623
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Patients, %

Discussion
00 - Subsequent PARP inhibitor therapy? « Comment expliqguer 'absence de
bénéfice en survie globale ?
.................................................... M Nir ,
75 - HRd M PeO » La molecule ?
S1.7 » La population ? Résidu ?
48.4
50 - : : , , . :
378 364 » L'usage ultéerieur de IPARP ?
: : » La durée de maintenance du
25 | o 159 19.1 o : 18.8 Niraparib ?
' : ' : 59 » Traitements de maintenance
_ : : ?
0nIN 57/487 93/246 39/247 611126  29/152 41/71 10/94  20/55 101169  15/80 ]
Overall HRd (all) HRd/BRCAm HRd/BRCAwt HRp

Monk BJ et al Ann Oncol. Published online Sept 14, 2024. doi:10.1016/j.annonc.2024.08.2241
Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annoncl1623



i v | PRIMA
Tolérance

TEAEs reported in 220% of patients®

¢ | .
romhoe/Bpene st'lm 19.7 [ Incidence de SMD/ LAI\/I]
Nausea 58.3 | 12 ] 08 | 209
Constipation - a7 040 |27 SOLO1 (Olaparib) ~ ~7 years
Fatigue - 372 | 23 I 0.4 | 311 PAOLA (Olaparib) ~ b years 1.7 2.2
Headache - 281 | 06fo  ]172 DUO-O (Olaparib) ~ 2.8 years 0.8 0.1
Insomnia 256 1.0]04 |152 ATHENA (Rucaparib) 0.9 (ESMO 2024) 0 12022
Abdominal pain 250 2404 | 32.8 PRIMA (Niraparib) ~ 7 years 2.3 1.6
Vomiting 244  08]08]134
Arthralgia - 217 06[0 | 258
Hypertension'- 207 [72] 2Jo 9.4
Dyspnea 202 06]08 | 156
Diarrhea - 198 0804 ]250
Decreased appetite 198 06]0]94
— 1 — T T

100 80 60 40 20 0 20 40 60 8 100
Patients, %

I Niraparib grade 23 TEAE  [_] Placebo any-grade TEAE

Monk BJ et al Ann Oncol. Published online Sept 14, 2024. doi:10.1016/j.annonc.2024.08.2241
Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annoncl1623

D Niraparib any-grade TEAE . Placebo grade =3 TEAE
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Design

ATHENA-COMBO

Key Patient Eligibility @a — Randomization 4:4:1:1 a5

 Newly diagnosed, stage
|1I-1V, advanced, high-grade
epithelial ovarian, fallopian tube, or
primary peritoneal cancer

 Completed frontline platinum-doublet
chemotherapy and surgery

— Achieved investigator-assessed
CRorPR

— Received cytoreductive surgery
(primary or interval; complete
resection permitted)

« ECOGPSOor1

« No prior frontline maintenance
treatment for ovarian cancer

O

Arm A (n=400)
rucaparib 600 mq BID PO +
nivolumab 480 mq IV

Arm B (n=400)

rucaparib 600 mq BID PO +
placebo IV

Arm C (n=100)
placebo PO + nivolumab 480 mg IV

Arm D (n=100)
placebo PO + placebo IV

Randomization Stratification Factors
 Tumor HRD test status?
» Disease status post-chemotherapy
* Timing of surgery

Treatment for 24

» Study Analyses

months P with a 4-week ATHENA-COMBO

lead-in of rucaparib;
study drugs could be
discontinued
independently

Arm A (n=400)

rucaparib 600 mg BID PO +
nivolumab 480 mqg IV

Arm B (n=400)

rucaparib 600 mg BID PO +
placebo IV

Primary endpoint: Investigator-assessed PFS in the ITT population

« ATHENA-MONO : mPFS de 20,2 mois avec le RUCAPARIB vs 9,2 mois avec le placebo (HR = 0.52 ; 95% CI [0,40-0,68]

Monk BJ et al. J Clin Oncol. 2022;40(34):3952-3964. Annals of Oncology (2024) 35 (suppl_2): 1-72. 10.1016/annonc/annonc1623
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Caracteéristiques de la population

Age, years, median (range) 61 (25-83) 61 (30-83)
Race, n (%)

White 325 (74.5) 328 (76.8)

Asian 81 (18.6) 80 (18.7)

Black or African American 8 (1.8) 5(1.2)

Other? 22 (5.0) 14 (3.3)
ECOG PS,° n (%)

0 298 (68.3) 295 (69.1)

1 138 (31.7) 131 (30.7)
FIGO stage, n (%)

1] 320 (73.4) 323 (75.6)

IV 116 (26.6) 104 (24.4)
Type of cancer, n (%)

Epithelial ovarian 340 (78.0) 336 (78.7)

Fallopian tube 63 (14.4) 50 (11.7)

Primary peritoneal 33 (7.6) 41 (9.6)
Timing of surgery, n (%)

Primary surgery 215 (49.3) 209 (48.9)

Interval debulking 221 (50.7) 218 (51.1)

Annals of Oncology (2024) 35 (suppl 2): 1-72. 10.1016/annonc/annonc1623
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Caracteéristiques de la population

Disease status post-chemotherapy
No residual disease 327 (75.0) 322 (75.4)
Residual disease 109 (25.0) 105 (24.6)
Best response to radiologic chemotherapy?
CR 71(16.3) 73 (17.1)
PR 78 (17.9) 76 (17.8)
No disease post-surgery 244 (56.0) 225 (52.7)
HRD status
BRCAm:t 94 (21.6) 91 (21.3)
BRCA"/LOHpigh 99 (22.7) 94 (22.0)
BRCA/LOHlow 188 (43.1) 189 (44.3)
B Ve 55 (12.6) 53 (12.4)
PD-L1 expression®
25% 69 (15.8) 72 (16.9)
21% 199 (45.6) 197 (46.1)
Measurable disease at baseline 39 (8.9) 41 (9.6)

Annals of Oncology (2024) 35 (suppl 2): 1-72. 10.1016/annonc/annonc1623
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Survie sans progression

Median  95% CI
Rucaparib + Nivolumab  15.0 12.1-17.4

100 == Rucaparib + Placebo  20.2 15.6-24.0
90 - o, Placebo + Placebo 9.2 8.5-12.2
80 - . HR 95% Cl
70 - 63% Rucaparib + Nivolumab vs Rucaparib + Placebo 1,29 1.08-1.53
< 60 - Rucaparib + Placebo vs Placebo + Placebo (.54 0.42-0.69
S oL R
o 50 - 56 /°: 45%
L 0
(a - 38 /o
40 : s 33% Rucaparib + Placebo
30 : 38&: 31cy:"' ¥ ! t C—— 8
90 | — Rucaparib + Placebo ! . ° - 26%1.II T 1[" " %= Rucaparib + Nivolumab
—— Rucaparib + Nivolumab 1 ! ! ' o ! —
10 — Pocabo + pacsto ! | i ! Placebo + Placebo
+ Censor I : : :
0 T i T T T T T T T T 1
0 6 12 18 24 30 36 42 48 o4 60 66
Patients at risk (events) Months
Ruca+Nivo 436 (0) 333 (69) 218 (174) 159 (224) 136 (244) 122 (253) 98 (267) 87 (272) 44 (280) 14 (282) 1(283) 0 (283)
Ruca+Plac 427 (0) 352 (57) 246 (149) 197 (193) 166(218)  136(234) 123 (243) 113 (249) 68 (258) 24 (260) 4 (261) 0 (261)
PlactPlac  111(0) 73 (34) 43 (61) 33 (69) 23 (78) 21 (80) 17 (83) 16 (84) 8 (84) 2 (85) 1(85) 0 (85)

Annals of Oncology (2024) 35 (suppl 2): 1-72. 10.1016/annonc/annonc1623
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Survie sans progression selon biomarqueurs

Rucaparib + Rucaparib Median, months

Nivolumab +Placebo Combination vs PFS
Population (n) (n) Monotherapy : HR (95% ClI)
ITT 436 427 15.0 vs 20.2 | —— 1.3 (1.1-1.5)
PD-L1 5% 69 72 22.8vs 52.2 - . 15 (0.9-2.4)
PD-L121% 199 197 18.3 vs 25.8 e 1.3 (1.0-1.7)
HRD 193 185 28.9 vs 31.4 —e 1.1 (0.9-1.5)
BRCA mutation 94 91 48.0 vs NR : o 1.1(0.7-1.7)
BRCA wild-type/LOHbish 99 94 17.3vs 22.3 ‘e = 1.1 (0.7-1.5)
BRCA wild-type/LOH" 188 189 11.0 vs 12.1 —e 1.3 (1.0-1.7)
BRCA wild-type/LOHindeterminate 55 53 9.2vs 17.5 - . 16 (1.0-2.5)
No BRCA mutation 357 336 12.1vs 15.2 —e— 1.2 (1.0-1.4)

0.5 1.0 15 2.0 2.5
<«——HR —»
Favors Favors

Combination Monotherapy

Annals of Oncology (2024) 35 (suppl 2): 1-72. 10.1016/annonc/annonc1623
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Tolérance

.
Any-grade TEAE 407 (99.3) 435 (97.1)
Grade 23 TEAE 306 (74.6) 286 (63.8)

Oral drug treatment interruption and/or dose reduction due to TEAE 321 (78.3) 283 (63.2)
Discontinued oral study drug due to TEAE 104 (25.4) 66 (14.7)
Discontinued IV study drug due to TEAE 145 (35.4) 43 (9.6)
Discontinued oral and IV study drugs due to TEAE 63 (15.4) 19 (4.2)
Deaths? due to TEAE (excluding disease progression) 9(2.2) 4(0.9)
MDS/AML 4 (0.98) 4 (0.89)

Rucaparib + Nivolumab | Rucaparib + Placebo
n =436 n = 427

Treatment received, n (%)

Yes 410 (94.0) 425 (99.5)

No? 26 (6.0) 2(0.5)
Reason for discontinuation, n (%)°

Disease progression 180 (43.9) 182 (42.8)

Adverse event 86 (21.0) 54 (12.7)

Completed protocol durations of study drug 103 (25.1) 147 (34.6)

Other® 41 (10.0) 42 (9.9)

Annals of Oncology (2024) 35 (suppl 2): 1-72. 10.1016/annonc/annonc1623
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JAVELIN 200
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Hamanishi et al, JCO 2021
ATALANTE
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Gyne Cancer 2021
JAVELIN 100
Lederman et al, SGO 2020
Imagyn 050
) Moore et al, JCO 2021
1¢ ligne
DUO-O

Harter et al, JCO 2023

Caelyx + Avelumab

Avelumab seul

Nivolumab

Platine doublet + Bevacizumab + Atezolizumab et
Bevacizumab et Atezolizumab maintenance

Platine doublet + Atezolizumab et
Atezolizumab + Niraparib maintenance

CT et Avelumab maintenance
CT + Avelumab et Avelumab maintenance

Platine + Bevacizumab + Atezolizumab et
Bevacizumab + Atezolizumab maintenance

Platine + Bevacizumab + Durvalumab

Platine + Bevacizumab + Olaparib + Durvalumab

Caelyx

Caelyx ou Gemcitabine

Platine + Bevacizumab et
Bevacizumab maintenance

Platine doublet et Niraparib
maintenance

Platine + Paclitaxel

Platine + Bevacizumab et
Bevacizumab maintenance

Platine + Bevacizumab

556

316

614

417

951

1301

1130

0,78 (0,59-1,24)

1,68 (1,32-2,60)

1,50 (1,20-1,90)

0,83 (0,69-0,93)

0,89 (0,71-1,10)

1,43 (1,05-1,95)

1,14 (0,83-1,56)
0,92 (0,79-1,07)

0,87 (0,71-1,04)
0,63 (0,52-0,76)

ATHENA-COMBO
Monk et al, ESMO 2024

Platine et Rucaparib et Nivolumab entretien

Platine et Rucaparib
entretien

863

1,29 (1,08-1,53)
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Design

Key Eligibility Criteria
* FIGO 2014 stage I1B2-11B
(node-positive disease) or
FIGO 2014 stage IlI-IVA
(either node-positive or
node-negative disease)

« RECIST 1.1 measurable or
non-measurable disease

* Treatment naive

~

Stratification Factors

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

» Stage at screening (stage I1B2-11B N+ vs IlI-IVA)
 Planned total radiotherapy dose (<70 Gy vs

>70 Gy [EQD2])

Cisplatin 40 mg/m2 QW for
5 cycles? + EBRT followed by
brachytherapy Pembrolizumab 400 mg Q6W
+

for 15 cycles

Pembrolizumab 200 mg Q3W
for 5 cycles

Cisplatin 40 mg/m2 QW for
5 cycles? + EBRT followed by
brachytherapy Placebo Q6W
+

for 15 cycles
Placebo Q3W

for 5 cycles

End Points

e Primary: PFS (per RECIST v1.1) by investigator or
histopathologic confirmation and OS

» Secondary: 24-month PFS, 36-month OS, ORR,
patient-reported HRQoL, and safety

3A 6th cycle was allowed per investigator discretion. ENGOT-cx11/GOG-3047/KEYNOTE-A18 ClinicalTrials.gov identifier, NCT04221945.

Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.
Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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Caracteéristiques de la population

Congress
BARCELONA

Pembro Arm Placebo Arm 134 Pembro Arm Placebo Arm
(N = 529) (N =531) (N = 529) (N=531)

Age, median (range) 49y (22-87) 50 y (22-78) Stage at screening (FIGO 2014 criteria)

Race? IB2-11B 233 (44.0%) 226 (42.6%)
White 254 (48.0%) 264 (49.7%) 1-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%)
Q{;g;ﬁ"a'&‘ga" or 24 (4.5%) 22 (4.1%) Positive para-aortic only 14 (2.6%) 10 (1.9%)
Black or African American 14 (2.6%) 8 (1.5%) Positive pelvic and para-aortic 104 (19.7%) 104 (19.6%)
e vl r 2o 102 g oatson)  smrsw

PD-L1 CPS Planned type of EBRT
<1 22 (4.2%) 28 (5.3%) IMRT or VMAT 469 (88.7%) 470 (88.5%)
>1 502 (94.9%) 498 (93.8%) Non-IMRT and non-VMAT 60 (11.3%) 61 (11.5%)
Missing 5 (0.9%) 5 (0.9%) Planned total radiotherapy dose (EQD2)

ECOG PS 1 149 (28.2%) 133 (25.0%) <70 Gy 47 (8.9) 46 (8.7)

Squamous cell carcinoma 434 (82.0%) 451 (84.9%) 270 Gy 482 (91.1) 485 (91.3)

a3 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, a positive lymph node is defined as 21.5 cm shortest dimension by MRI or CT.

Data cutoff date: January 8, 2024.

Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.

Annals of Oncoloav (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annoncl592
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Survie sans progression actualisee
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T

36-mo rate (95% CI)
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56.9% (50.4-62.9)
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404 | HR 0.68 (95% ClI, 0.56-0.84) Pembro Arm  29.3% (Ng_ﬁm
30 Placebo Arm  39.5% NR
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Progression-Free Survival, %
N (9))
TPLY
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Median follow-up: 29.9 months
I | I T I | | T | | T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39

No. at risk Time, months

o

529 515 474 430 402 353 317 280 217 179 86 69 2 0
531 513 452 395 366 325 283 241 178 148 78 69 2 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation. Since the success criterion of the PFS hypothesis was met at IA1, no formal testing of PFS was performed at 1A2.
Data cutoff date: January 8, 2024.

Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.
Annals of Oncoloav (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annoncl592
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Survie sans progression actualisée (sous-groupes)

A2 No. of Events/

Subgroup No. of Patients HR (95% CI)
Overall 365/1060 0.68 (0.56-0.84)
Age

<65 years 318/927 0.69 (0.55-0.86)

>65 years 47/133 — 0.64 (0.35-1.16)
Race

White 202/518 0.74 (0.56-0.98)

All others 161/539 0.65 (0.47-0.88)
ECOG PS score

0 266/778 0.72 (0.57-0.92)

1 99/282 0.59 (0.40-0.88)
Planned EBRT

IMRT/VMAT 325/939 0.66 (0.53-0.82)

non-IMRT/-VMAT 40/121 — 0.90 (0.49-1.68)
FIGO 2014 stage

IB2 to lIB 161/459 — 0.85 (0.62-1.16)

Il to IVA 204/601 0.57 (0.43-0.76)
Planned total RT dose

<70 Gy 32/93 — 0.67 (0.33-1.35)

>70 Gy 333/967 0.68 (0.55-0.85)

1 L] 1 1
0.2 <5 0.5 1.0 2.0 io
Favors Favors
Pembro Arm Placebo Arm
Data cutoff date: January 8, 2024. Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.

Annals of Oncology (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annonc1592
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Survie globale
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6-mo rate (95% ClI)
2.6% (78.4-86.1)
4.8% (70.1-78.8)

76.7% information fraction?

. 80- .
2
-~ 70- :
g . Pts w/  Median, mo
$ 60+ ! Event  (95% Cl)
@ 507 HR 0.67 (95% ClI, 0.50-0.90) : PembroAmm — 14.2%  NRNR)
= - I
S 407 P = 0.0040° i Placebo Arm  20.5% NR
2 304 . (NR-NR)
o I
20- |
10- !
Median follow-up: 29.9 months I
0 | | | | | | | | | | 1 i | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months

529 527 522 509 500 463 412 374 326 273 210 136 63 1 1
531 527 518 508 493 455 405 366 316 259 194 125 58 12 0

aWith 184 of the 240 deaths expected at the final analysis (76.7% information fraction), the observed P = 0.0040 (1-sided) crossed the prespecified nominal boundary of 0-01026 (1-sided) at this planned second
interim analysis. At this time, 66 patients had received immunotherapy as post-progression treatment, including 15/138 patients (10.9%) in the pembro arm and 51/193 patients (26.4%) in the placebo arm; of those,
10 (7.2%) and 41 (21.2%), respectively, had received pembro. Data cutoff date: January 8, 2024.

Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.
Annals of Oncoloqgy (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annoncl1592
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Survie globale (sous-groupes)

No. of Events/ HR (95% ClI)
No. of Patients

Overall 184/1060 0.67 (0.50-0.90)
Age

<65 years 162/927 0.61 (0.44-0.83)

>65 years 22/133 1.35 (0.58-3.11)
Race

White 96/518 0.92 (0.61-1.37)

All others 88/539 0.48 (0.31-0.74)
ECOG PS score

0 134/778 0.67 (0.47-0.94)

1 50/282 0.68 (0.39-1.20)
Planned EBRT

IMRTNVMAT 164/939 0.67 (0.49-0.92)

non-IMRT/-VMAT 20/121 0.69 (0.28-1.69)
FIGO 2014 stage

IB2 to 1IB 68/459 0.89 (0.55-1.44)

Il to IVA 116/601 0.57 (0.39-0.83)
Planned total RT dose

<70 Gy 16/93 0.64 (0.23-1.75)

>70 Gy 168/967 0.68 (0.50-0.92)

1
0.25 0.5 1.0 2.0 4.0
« >

Favors Favors
Pembro Arm Placebo Arm Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.

Annals of Oncology (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annonc1592
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Tolérance
All-Cause AEs Treatment-Related AEs? Immune-Mediated AEsP
Pembro Arm Placebo Arm Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N = 528) (N = 530) (N = 528) (N = 530) (N = 528) (N = 530)

Any grade 528 (100.0%) 526 (99.2%) 512 (97.0%) 513 (96.8%) 206 (39.0%) 90 (17.0%)
Grade 23 413 (78.2%) 371 (70.0%) 365 (69.1%) 325 (61.3%) 25 (4.7%) 7 (1.3%)
Serious 172 (32.6%) 151 (28.5%) 102 (19.3%) 71 (13.4%) 20 (3.8%) 6 (1.1%)
Led to death 5 (0.9%) 7 (1.3%) 2 (0.4%)° 2 (0.4%)¢ 1(0.2%)e 0
Led to discontinuation

Any treatment 109 (20.6%) 79 (14.9%) 99 (18.8%) 69 (13.0%) 16 (3.0%) 4 (0.8%)

All treatment 1(0.2%) 2 (0.4%) 0 1(0.2%) 0 0

Lorusso D, et al. Lancet. 2024;403(10434):1341-1350.
Annals of Oncology (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annonc1592
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Tolérance

70 - Grade
12 35
. 60.0 576 8 Pembro Arm [
1 55.8 ’
S Placebo Arm .

50 A
?;_40 1
§ AE =20 %
S 30 -

20 A

10

25 1

20

Incidence, %

Anemia Nausea Diarrhea wBC Neutrophil Vomiting Leukopenia Platelet Neutropenia Hypothyroidism
count count count
decreased decreased decreased
Grade
225

12 35
Pembro Arm .

Placebo Arm .

Immune-mediated AE = 3
patients

Hypothyroidism Hyperthyroidism Gastritis Colitis Thyroiditis ~ Pneumonitis Se;pre ) Adﬁr_epal Nephritis Pancreatitis Lorusso D’ et al. Lancet. 2024’403(10434)1341_1350
skin insufficiency
reactions

Annals of Oncology (2024) 35 (suppl 2): S544-S595. 10.1016/annonc/annonc1592
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Discussion

- Nouveau standard de traitement
chez les patientes atteintes d’'un
cancer du col utérin localement

avance a haut risque
Surtout chez les stades les plus avanceés (llI-IVA) ?




ENDOMETRE
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ENGOT-EN11/GOG-3053/KEYNOTE-B21: A Phase 3
Study of Pembrolizumab or Placebo in Combination
With Adjuvant Chemotherapy With or Without
Radiotherapy in Patients With Newly Diagnosed,
High-Risk Endometrial Cancer
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Design

Stage 1 Stage 2
Key Eligibility Criteria

* Newly diagnosed EC or carcinosarcoma

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

* radiotherapy
+ cisplatin®

* Curative surgery with no residual disease

* At high risk for recurrence:

Pembrolizumab
400 mg Q6W (6 cycles)

Pembrolizumab
— FIGO (2009) surgical stage I/ll, non-endometrioid with 200 mg Q3W (6 cycles)

myometrial invasion

— FIGO (2009) surgical stage I/ll of any histology with
known aberrant p53 expression or TP53 mutation with
myometrial invasion

— FIGO (2009) surgical stage llII/IVA of any histology

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

* radiotherapy
+ cisplatin®

+ No prior radiation or systemic therapy (including Placebo Placebo
neoadjuvant) for EC Q3W (6 cycles) Q6W (6 cycles)
( Stratification Factors h
« MMR status (pPMMR vs dMMR), and within pMMR stratum: Dual primary endpoints
— Planned radiation (chemo-EBRT vs EBRT vs no EBRT) * DFS as assessed radiographically by the investigator or by
. - - histopathologic confirmation
— Histology (endometrioid vs non-endometrioid) . OS

. — FIGO (2009) surgical stage (I/ll vs 11Il/IVA) J

aChemotherapy was administered for 4 cycles in patients planned to receive chemoradiotherapy and 6 cycles for all other patients, including those planned for radiotherapy without radiosensitizing cisplatin.
PRadiotherapy was optional at the discretion of the investigator, and cisplatin may have been given with EBRT as radiosensitizer; radiotherapy was started within 6 weeks after completion of carboplatin and
paclitaxel (radiation may have been initiated during Stage 1 or Stage 2 depending on the number of cycles of chemotherapy that were administered).

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Caracteéristiques de la population

Congress
BARCELONA

Pembro + Chemo Placebo + Chemo Pembro + Chemo Placebo + Chemo

Characteristic

Characteristic

(n = 545) (n =550) (n = 545) (n = 550)
Age, median (range), y 62 (29-95) 62 (27-89) FIGO 2009 stage at study entry
ECOGPS 0 409 (75%) 416 (76%) IA/B 146 (27%) 144 (26%)
Race 1] 40 (7%) 41 (7%)
H 0, 0,
White 315 (58%) 362 (66%) A 109 (20%) 94 (17%)
Asian 189 (35%) 157 (29%)
]]3] 20 (4%) 19 (3%)
Multiple 23 (4%) 10 (2%)
) ) Hc1 144 (26%) 169 (31%)
Black or African American 11 (2%) 13 (2%)
. . lncz 78 (14%) 81 (15%)
Am.erlcan Indian or Alaska 2 (<1%) 3 (<1%)
Native IVA/B? 8 (1%) 2 (<1%)
Missing 5 (<1%) 5 (<1%) Planned radiation therapy at study entry
H H 0, 0,
Lymph node dissection 483 (89%) 502 (91%) EBRT® with cisplatin 94 (17%) 95 (17%)
Lymph node status ) ) .
EBRT?® without cisplatin 256 (47%) 246 (45%)
Lymph node involvement 223 (41%) 250 (45%)
_ Brachytherapy only 49 (9%) 52 (9%)
No lymph node involvement 300 (55%) 284 (52%)
0, 0,
Not evaluable 22 (4%) 16 (3%) No EBRT or brachytherapy 146 (27%) 157 (29%)
MMR status at study entry Histology subtype
dMMR 141 (26%) 140 (25%) Endometrioid 297 (54%) 297 (54%)
pMMR 404 (74%) 410 (75%) Non-endometrioid 248 (46%) 253 (46%)

a3 patients with stage IVB were randomized, including 2 in the pembro + chemo group and 1 in the placebo + chemo group. PWith or without brachytherapy. Data cutoff date: March 4, 2024.

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Survie sans progression

: 89%
: 87%

: 76%

Events, Median HR P
n (%) (95% CI), mo (95% CI) value

: . Pembro+CT 119(22) NR (NR-NR) 1.02
30 : : (0.79-1.32) 9370
: :  Placebo+CT 121(22) NR(NR-NR) ‘"-/"7%

Disease-Free Survival, %
(4]
<

20
10 : :
0 T i T | I |
0 6 12 18 24 30 36
No. at risk Time from Randomization, months
Pembro + CT 545 505 452 347 134 27 0
Placebo + CT 550 515 470 358 132 23 0

aDFS was defined as the time from randomization to local or distant recurrence of EC (assessed radiographically by the investigator or by histopathologic confirmation) or death from any cause.
Data cutoff date: March 4, 2024.

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Survie sans progression (sous-groupes)

No. of Events/No. of Patients HR (95% ClI) No. of Events/No. of Patients HR (95% CI)
Overall 240/1095 —L— 1.02 (0.79-1.32) FIGO (2009) stage
Age 1l 58/371 e B 1.35 (0.80-2.27)
<65y 108/653 1.00 (0.68-1.46) nav 182/724 e 0.91 (0.68-1.22)
265y 132/442 I 0.97 (0.69-1.37) Histology
Race Endometrioid 98/594 —at 0.75 (0.50-1.11)
White 164/702 e 1.14 (0.84-1.55) Non-endometrioid 142/501 1= 1.26 (0.91-1.76)
Non white 75/383 o 0.76 (0.48-1.19) MMR status
Region pMMR 207/814 .- 1.20 (0.91-1.57)
Western Europe 70/311 —— 0.96 (0.60-1.54) dMMR 33/281 —_— 0.31 (0.14-0.69)
North America 56/213 T—— 1.52 (0.90-2.57) Planned radiotherapy
Rest of World 114/571 — . 0.88 (0.61-1.27) EBRT with cisplatin 36/189 — 1.02 (0.53-1.96)
ECOG PS EBRT without cisplatin  122/502 — 0.85 (0.60-1.22)
0 181/825 —a— 0.94 (0.70-1.25) No EBRT 82/404 1= 1.25 (0.81-1.92)
1 59/270 —1 1.23 (0.73-2.05) Lymph node involvement
Lymph node dissection Yes 127/473 Coml 0.83 (0.58-1.18)
Yes 214/985 —— 0.97 (0.74-1.27) No 103/584 —.— 1.17 (0.80-1.73)
No 26/110 — . 1.33 (0.60-2.93) Not evaluable 10/38 - 3.05 (0.65-14.4)
0.1 1 10 011 1 15
<4 B - »
Pembro + CT better Placebo + CT better Pembro + CT better Placebo + CT better

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Survie sans progression (PMMR vs dMMR)

PMMR Subgroup
Events, Median HR
n(%) (95%Cl), mo  (95% Cl)
Pembro+CT 111(27) NR (NR-NR) 1.20
Placebo+CT 96(23) NR(NR-NR) (0.91-1.57)
100-  86% .
90- : 84% :
75%
80—

: 69%

Disease-Free Survival, %
(4]
<

40—
30
20+
10+
0 T I I I I 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 410 381 343 259 94 16 0

dMMR Subgroup
Events, Median HR
n (%) (95% CI), mo (95% CI)
Pembro + CT 8 (6) NR (NR-NR) 0.31
Placebo + CT | 25(18) | NR (29.5-NR) (0.14-0.69)
96% .
. ‘I'I.U_IIIII.II.I.h o T
90+ : z
X 80
E 70
E 60
(77
g 50
L
& 40+
©
D 30_
2
O 20
10
0 T | I | T 1
0 6 12 18 24 30 36
No. at risk Time from Randomization, months
141 136 129 103 46 10 0
140 134 127 99 38 7 0

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Tolérance
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Alopecia

23

Hypothyroidism Hyperthyroidism

Grade
1-2 34
Pembro + CT .

Placebo + CT B

52 52
48
44
40
38
3 33 34 34 > o)
32 30 30 - 0
29 28 29 28 30
Anemia Nausea Diarrhea Neutrophil Constipation  Peripheral WBC count Arthralgia Fatigue
count neuropathy decreased
decreased

Grade

1-2 34

Pembro + CT .

Placebo + CT -

14
N Immune-mediated AE = 1 %
8
5
3 3 2
1 2 2 1 1
. <1 <1 <1
|| I— — | |

Infusion Severe skin Pneumonitis Thyroiditis Colitis Adrenal Gastritis

reactions? reactions insufficiency

Van Gorp T, et al. Published online August 23, 2024. do0i:10.1016/j.annonc.2024.08.2242
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Discussion

« Une étude négative mais importante et utile

» L'interét de 'immunothérapie en phase precoce
(néoadjuvant/adjuvant...)

» L'intérét d'inclure dans les essais les patientes en les
stratifiant selon leur groupe moléculaire
(études RAINBO)
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TROPHAMET

BARCELONA L oo CRMT

2024 CENTRE de REFERENCE des
MALADIES TROPHOBLASTIQUES

Avelumab + methotrexate to eradicate
low-risk gestational trophoblastic tumors
in 1st-line setting: TROPHAMET trial.
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Rationnel

« Tumeurs trophoblastiques gestationnelles (TTG) = tumeurs rares se developpant
pendant la grossesse a partir du placenta (1/10 000 grossesse, patientes jeunes)

« 80 % des TTG diagnostiquees sont des tumeurs de bas risque = FIGO £6

« Taux d’'hCG éleveé tant que la maladie reste active.

« Standard = monochimiothérapie jusque normalisation des hCG
» METHOTREXATE
» ACTINOMYCINE D

« Guérison de 70 % des patientes en 1° ligne

* Forte expression du PD-L1 dans les TTG

« Essai de phase [l TROPHIMMUN : guérison > 50 % chez des patientes résistantes
a la chimiothérapie

Seckl MJ et al, Lancet. 2010;376(9742):717-729. Bolze PA et al, Int J Gynecol Cancer. 2017;27(3):554-561.
Osborne RJ, et al. J Clin Oncol. 2011;29(7):825-831. You B, et al, J Clin Oncol. 2020 Sep 20;38(27):3129-3137.
Lok C et al, Eur J Cancer. 2020;130:228-240. Baas IO, et al, Gynecol Obstet Invest. 2024,;89(3):230-238.
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Population

Femmes = 18 ans

ECOG (performance status) < 2

TTG de bas risque (FIGO =< 6) avec indication d’'un traitement par MTX en L1

Absence de traitement antérieur ni de contre-indication aux 10

Fonctions hématologiques, rénale, hépatique adéquates

Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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Design et méthodologie

- SAFETY phase| <¢=mm=) [Effets indésirables, doses limites toxiques

 EFFICACY phase || =) Taux de normalisation des hCG permettant un
arrét des traitements

 SAFETY phase| «==ssm) A confirmer avec 6 patientes

 EFFICACY phase || =) Taux de normalisation des hCG =90 %
nécessitant un recrutement de 26 patientes avec 22
patientes a guérir

cycle 1 cycle2toN
semaine 1 semaine 2 semaine 1 semaine 2

112(3|14|5(6]|7(8(9]|10(11(12|13{14]1|2(3|4|5(6|7|8(9]10|11(12]|13|14
Méthotrexate IM (1 mg/kg)

Folinic acid (10 mg)
Avelumab IV

- Administration jusqu’a normalisation des hCG puis 3 cycles de consolidation

Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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Caracteéristiques de la population

e |"mom

Age Median (range), years 34.5 (20.0-50.0)
Disease stage Stage | 11 (42%)
Stage |l 1(4%)
Stage lli 14 (54%)
FIGO score FIGO 1-2 8 (31%)
FIGO 3-4 8 (31%)
FIGO 5-6 10 (38%)
Pathology Post complete mole 20 (77%)
Post twin pregnancy & complete 1(4%)
mole
Invasive mole 4 (15%)
Choriocarcinoma 1 (4%)

Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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Tolérance

Mucositis (stomatitis) 25.9% 22.2% | o7a% |
Nausea 20.6% 7.4%
Asthenia 18.5% 14.8%
Fatigue 14.8% 37%
CrllDrytEPyes (e Grade 3 Adverse Events
est Pain 7.4% 1.1% et et N,
Muscular Pains A - Mucosnys (stpmatltls). n=2
Skin Rash 14.8% (7.4%), including a patient not
Diarrhea e : treated with folinic acid
Athralgias 1.1%  37% Highest Grade Li Toxicitv (AST-ALT
Liver Toxicity a7 [ O - 'Ver' oxicity ( - AE > 5 0/
Back Pains 7% 37% 3 elevation): n=2 (7.4%) = o
Nosesia — 2 - Sepsis (Central veinous
Abdomen Pains | 7% R 1 catheter infection): n= 1 (3.7%)
Pelvic Pains 7.4%
Immunological colitis 7.4%
Dry Skin 7.4%
Constipation 37% 3.7%
Bronchus infection & Cough 3.7% 3.7%
Mouth Discomfort + Aphtous 7.4%
Skin Rash | 14.8%
Athralgias | 11.1% 3.7%
Liver Toxicity - 3_7%- Highest Grade
Immunological colitis | 7.4% - 3
2 -
ypotnyrocism | R 1 Immune-mediated AE
Hyperthyroidism - 3.7%
Hypersensitivity (Infusion-related reaction) - 3.7%

0 25 50 75 100

% of patients presenting the adverse event at least one time
Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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Efficacité

- Normalisation des hCG chez 96,2 % (25/26) des patientes (95% ClI [85,8-97,3))

- Médiane de 3,32 mois avant normalisation des hCG.
- Nombre de cycles meédians : 8 MTX (3-21) ; 8 Avelumab (2-21)

« Absence de recidive malgré 24,8 mois de suivi

« Aucun deces dans la population étudiee

- % de normalisation des hCG

| (11/12) 100
Stade | (1/1) 100
Il (13/14) 92,8
1-2 (8/8) 100
FIGO 3.4 (8/8) 100
5-6 (9/10) 90,0

Annals of Oncology (2024) 35 (suppl_2): S544-S595. 10.1016/annonc/annonc1592
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EEaEMD ™ ADCs et cancer de 'ovaire

Cible Anticorps Payload Linker Ratio | ORR DOR Réference
) (mois)

Mirvetuximab DM4 (anti- Cleavable 51,9 8,25 Annals of Oncology (2024) 35
. . (suppl_2): S544-S595.
FRa Soravtansine tubuline) 10.1016/annonc/annonc1592
(PICOLLO trial)
; ili Annals of Oncol 2024) 35
Rinatabart Exatecan Hydrophilic 8,0 18,2- NR e I_nggggz_g595_)
sesutecan (iTopol) protease-cleavable 50 10.1016/annonc/annonc1592
I Annals of Oncol 2024) 35
HER2 IB1354 NT3 (iTopol) Cleaveable 8,0 40- NR ””éjp‘; |_2’}?%§2Z-25 95_)
(Trastuzumab) 52,5 10.1016/annonc/annonc1592
i i Annals of Oncol 2024) 35
Sgutuzu mab KI__610023 Pyrimidine-thiol 7,4 40 5,3 “”(ij‘; l_zr)‘fg‘s’gz_(%gs?
Tirumotecan (iTopol) 10.1016/annonc/annonc1592
(MK-2870)
TROP2 Datopotamab Deruxtecan Cleavable 4 42,9 5,7 A””(?S'jp‘gl %??gggz_gggg) 35
Deruxtecan (iTopol) tetrapeptide-based 10.1016/annonc/annonc1592
linker
Claudin 6 TORL-1-23 ve-MMAE 4 30-50 22-30 Annals of Oncology (2024) 35

(suppl_2): S544-S595.
10.1016/annonc/annonc1592




mmer ADCs et cancer du col/endometre

Cible Anticorps Payload Linker Ratio | ORR Référence
€0)) (m0|s)

Rinatabart Exatecan hydrophilic 30,8 8,12 A“”("j‘s'ijFfl 02'}“;,';’21 e
sesutecan (iTopol) protease-cleavable 10.1016/annonc/annonc1592
i Annals of Oncology (2024) 35
Sgcnuzumab 34,1 5,7 P
Tirumotecan 10.1016/annonc/annonc1592
(MK-2870) KL610023 Pyrimidine-thiol 7,4
TROP2 Sacituzumab (ITOpOl) 57.9 NR Annals of Oncology (2024) 35
- ! (suppl_2): S544-S595.
Tirumotecan + 10.1016/annonc/annonc1592
Pembrolizumab
Datopotamab Deruxtecan Cleavable 4 27,5 16,4 Auriiells @ Qheeleay (Z028)) 2
. . (suppl_2): S544-S595.
Deruxtecan (iTopol) tetrapeptide-based 10.1016/annonc/annonc1592

linker
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