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New molecular and signatures, new

Predictive and prognostic biomarkers to guide standard chemotherapy
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High risk Endometrial Cancer
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. Time since randomisation (years) Number at risk
Number at risk (number censored)

umber censored)
Radiotherapy 330 (0) 286(1)  257(1) 230(3) 215(13) 163(b1) 116(106) 75(146)
emoradiotherapy 330 (0) 304(0)  275(0) 256 (5)  237(17) 182(64) 120(121) 78(162)

Radiotherapy 330(0)  319(1)  299(1)  273(3) 248(13) 187(66) 129(120) 81(166)
Chemoradiotherapy 330(0)  316(0)  295(1)  272(7)  258(19) 201(69) 137(130) 89(177)

Stephanie M de Boer Lancet Oncol 2019
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Molecular classification - predictive value

POLEmut EC POLEmut EC
100 4 100 1
75 - 75 -
= 5-year RFS: 100% (CTRT) v 96.6% (RT) =
v» 50 4 HR, 0.02;95% Cl, < 0.01 to >10%; Pyox = .637 ‘c';; 50 -4 5-year OS: 100% (CTRT) V96.6Zo (RT)
= s HR, 0.02; 95% Cl, < 0.01 to > 105; Pyoy = .637
25 - 25
— RT — RT
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0 1 2 3 4 5 0 1 2 3 4 5
Time Since Random Assignment (years) Time Since Random Assignment (years)
No. at risk: No. at risk:
RT 29 28 28 28 27 23 RT 29 29 28 28 27 23
CTRT 22 22 22 21 21 14 CTRT 22 22 22 21 21 14

Leon- Castillo A, et al. JCO 2020
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Molecular classification - predictive value
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FIGO staging of endometrial cancer 2023

Stage designation Molecular findings in patients with early endometrial cancer (Stages | and Il after surgical staging)

Stage IAmPOLEmut POLEmut endometrial carcinoma, confined to the uterine corpus or with cervical extension, regardless
of the degree of LVSI or histological type

Stage IICmp535Ibn p53abn endometrial carcinoma confined to the uterine corpus with any myometrial invasion, with or
without cervical invasion, and regardless of the degree of LVSI or histological type

Berek et al Int J Gynecol Obstet. 2023
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Recurrence-free survival

Further molecular stratification in NSMP category

Within the NSMP subclass, ER-neg stand out
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Gynaecological Oncology

Pathology
Low Intermediate R : - Uncertain
Intermediate
2023 FIGO staging” Molecular classification*
POLEmut MMRd NSMP low- NSMP high- pS3abn
grade+ERpos grade/ERneg**
| Confined to the uterine corpus
IA IA1 Low-grade endometrioid, limited to [Am POLEmut e
polyp/endometrium (no myoinvasion)
[1A2 Low-grade endometrioid, myoinvasion <50%, | [Am POLEmut
no/focal LVSI
IA3 Low-grade endometrioid carcinoma of the [Am POLEmut
endometrium & ovary#
IB Low-grade endometrioid, myoinvasion >50%, | [Am POLEmut
no/focal LVSI
IC High-grade histologies”, limited to [Am POLEmut n.a.
polyp/endometrium
11 Confined to the uterus
A Low-grade endometrioid, invasion of the [Am POLEmut
cervical stroma
1B Low-grade endometrioid, substantial LVST*** | [Am POLEmut
Inc High-grade histologies”, myoinvasion [Am POLEmut Myoinvasion <50%, n.a
no/focal LVSI
[Am POLEmut Myoinvasion >50%,
no/focal LVSI
[Am POLEmut Cervical stromal invasion,
no/focal LVSI
[Am POLEmut Substantial LVST**
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DEFINITION OF RISK GROUPS

Prognostic risks in the respective groups are defined as estimated

overall 5-year risk of recurrence:

low risk group:

intermediate risk group:
high-intermediate risk group:
high risk group:

risk less than 8%;

risk between 8 and 15%;
risk between 15 and 25%:;
risk higher than 25%.
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T Van Gorp. ESMO 2024

ENGOT-EN11/GOG-3053/KEYNOTE-B21 Study 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 Pembrolizumab
— FIGO (2009) surgical stage I/ll, non-endometrioid with 200 mg Q3W (6 cycles) 400 mg Q6W (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 II/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
- MMR status (pMMR vs dMMR), and within pMMR stratum: Dual primary endpoints
— Planned radiation (chemo-EBRT vs EBRT vs no EBRT) + DFS as assessedradiographically by the investigator or by
. - - histopathologic confirmation
— Histology (endometrioid vs non-endometrioid) . 0S

— FIGO (2009) surgical stage (I/11vs II/IVA)

2Chemotherapy 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.
®Radiotherapy 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 chematherapy that were administered).



Baseline Characteristics: ITT Population

T Van Gorp. ESMO 2024

Characteristic

Age, median (range),y
ECOGPS0
Race

White

Asian

Multiple

Black or African American

American Indian or Alaska
Mative

Missing
Lymph node dissection
Lymph node status
Lymph node invalvement
Mo lymph node involverment
Mot evaluable
MMR status at study entry
dMMR
pMMR

3 patients with stage IVB were randomized, including 2 in the pembro + chemo group and 1 in the placebo + chemo group. ®With or without brachytherapy.

Pembro + Chemo

(n = 545)
62 (29-95)
409 (75%)

315 (58%)
189 (35%)
23 (4%)
11 (2%)

2 (<1%)

5 (<1%)
483 (89%)

223 (41%)
300 (55%)
22 (4%)

141 (26%)
404 (74%)

Placebo + Chemo

(n = 550)
62 (27-89)
416 (76%)

362 (66%)
157 (29%)
10 (2%)
13 (2%)
3 (<1%)

5 (<1%)
502 (91%)

250 (45%)
284 (52%)
16 (3%)

140 (25%)
410 (75%)

Characteristic

FIGO 2009 stage at study entry
IA/B
I
A
B
Mc1
nca
VA/B=

Pembro + Chemo

(n = 545)

146 (27%)
40 (7%)
109 (20%)
20 (4%)
144 (26%)
78 (14%)
8 (1%)

Planned radiation therapy at study entry

EBRT®? with cisplatin

EBRT® without cisplatin

Brachytherapy only

MNo EBRT or brachytherapy
Histology subtype

Endometrioid

Mon-endometrioid

94 (17%)
256 (47%)
49 (9%)
146 (27%)

297 (54%)
248 (46%)

Placebo + Chemo

(n =550)

144 (26%)
41 (7%)
94 (17%)
19 (3%)
169 (31%)
81 (15%)
2 (<1%)

95 (17%)
246 (45%)
52 (9%)
157 (29%)

297 (54%)
253 (46%)

Data cutoff date: March 4, 2024.



T Van Gorp. ESMO 2024

DFS2 Similar Between Treatment Groups:
ITT Population (Primary Endpoint)

Disease-Free Survival, %

Events, Median HR P
n (%) (95%Cl), mo  (95%CIl) value
30- Pembro+CT 119(22) NR (NR-NR) 1.02 0570
. Placebo+CT 121(22) NR(NR-NR) (0-79-1.32)
10 :
0 | i | i I |
0 6 12 18 24 30 36
No. at risk Time from Randomization, months
Pembro + CT 545 205 452 347 134 27 0
Placebo + CT 550 915 470 358 132 23 0

2DFS 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.
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Pembrolizumab Plus Chemotherapy Improved DFS2 in

dMMR Subgroup

pMMR Subgroup

dMMR Subgroup

Events, Median HR
n(%)  (95%Cl), mo  (95% Cl)
Pembro+CT [ 8(6) NR (NR-NR) 0.31
Placebo+CT | 25(18) | NR(29.5-NR) (0-14-0.69)
96%
92% 92%
. ]

w80

Events, Median HR
n(%) (95% Cl), mo (95% CI)
Pembro+CT 111(27) NR(NR-NR) 1.20
Placebo+ CT 96(23) NR(NR-NR) (0-91-1.57)
100 Eaa% _ 100
| . 84% : ]
% ' . 75% %0
2 804 2 80
T 70- u1n S 704
= =
5 60+ 5 60—
w (]
ﬁ 50 E 50
w L
& 40+ o 404
w w
o 30— o 30-
0 n
O 20+ O 20+
10 104
0 T | T 1 T 1 0
0 B 12 18 24 30 36 0
No. at risk Time from Randomization, months No. at risk
Pembro+ CT 404 369 323 244 88 17 0 141
Placebo + CT 410 381 343 259 94 16 0 140

1
-] 12 18 24 30 36

Time from Randomization, months
136 129 103 46 10 a
134 127 a9 38 T 0

2DFS 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.



Adjuvant thera in endometrial carcinoma stage I-IVA ESG?
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ENDOMETRIAL CARCINOMA STAGE IHVAD

A 4
Intermediate risk ]

v v v v v v v A4
No adj. Tx VBT No adj. Tx® EBRT® VBT® No adj. Tx® EBRT +CT CT=VBT Stage IlI-IVA MMRd:

[, A] [1, Al [, C] [11, A] [1,B] [1V, B] (c&a-CT [I, A] or s-CT [I, B]) [L, B] CT+1Cl (£ EBRT) _
11, B]

Ofor patients with FIGO 2023 stage Illm POLEmut and IVAm POLEmut, no firm recommendation can be given, however de-descalation from high risk treatment can be considered.
®@Especially for patients under 60 years of age and/or low-grade [II, Al.

®EBRT is recommended for optimal pelvic control.

@VBT is an alternative option, especially for patients who underwent lymph node staging and are pNO.

®No adjuvant therapy can be considered, especially for patients who underwent lymph node staging and are pNO, without substantial LVSI and low-grade.

Adj. Tx adjuvant therapy; c&a-CT concurrent and adjuvant chemotherapy; CT chemotherapy; EBRT external beam radiotherapy; ICl immune checkpoint inhibitor; s-CT sequential chemotherapy; VBT
vaginal brachytherapy.




TransPORTEC RAINBO Umbrella Trial

ﬂ Chemoradiotherapy
T Chemoradiotherapy + DDR targeting agent | Frae
ﬁwgﬂ—\“ ﬂ: Radiation therapy
Molecular classification of EEEEE \-\-‘N‘ Radiation therapy + PD-L1 inhibitor
sndomenticancrs || ———00IE1__ ___» Chemoradiotherapy
SFE'EE Iy T Radiation therapy + Hormonal Rx

Mo adjuvant treatment/de-escalation

: — 7

ER-neg NSMP are not eligible for
orange NSMP, but will be followed as

an independent observational cohort
\_ _J
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GOG 209: platinum paclitaxel +/- anthracyclines

Treatment Group Event Total Median
=== Pac/Carbo 49?2 672 13.2
e AP 470 656 13.9

Stratified HR: 1.032
90% Cl: 0.928-1.148

+ Censored

0 12 24 36 48 60 72 84 96 108120132144156168
Mo

Pac/Carbo 672 349 244 213 197 179 155 141 131 121 100 24 13 6 1

TAP

656 349 247 215 194 175 164 157 148 139 108 29 11 1 O

PFS (median 13 vs 14 months)

OS Probability

1.0

0.8

0.6

0.4

0.2

Treatment Group Event Total Maedian
m=—= Pac/Carbo 438 672 37.0
AP 427 656 41.1

Stratified HR: 1.002
90% Cl: 0.895-1.121

GOG 209 established

Pac/Carbo as SoC + Censored

D 1T 1T 1T 1T 1T 1T 1T 1T 1rmri
0 12 24 36 48 60 72 84 96 108120132144156168

Mo

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

OS (median 37 vs 41 months)

Miller et al

. JCO 2020



C Marth. ESGO 2024

ENGOT-en9/LEAP-001 Study Design (NCT03884101)

-

Key Eligibility Criteria L tinib 20 llv QD until PD
«Stage I, Stage IV or recurrent endometrial carcinoma? SNaEE mgfra 4 .

*Radiographically apparent disease - either measurable Pembrolizumab 200 mg IV Q3W
or nonmeasurable until PD or x35 cycles

*No prior chemotherapy except in the

neo/adjuvant setting®
-ECOG PS 0-1

«Tumor tissue sample for MMR testing Paclitaxel 175 mg/m?IV
+

Carboplatin AUC 6 IV Q3W
Stratification Factors up to 7 cycles®

MMR status (pMMR vs dMMR),
.|f pMMR Endgnints

«ECOG PS (0O vs 1) * Dual primary: PFS per RECIST v1.1 by BICR and OS

. : : + Secondary: ORR per RECIST v1.1 by BICR, safety, and HRQoL
Measurable disease (yes vs no) + Exploratory: Included DOR per RECIST v1.1 by BICR

* Prior chemotherapy and/or chemoradiation (yes vs no)

ALUC, area underfhe conceniralon-ime curve; BICR, biinded independent ceniral review; DOR, durafon of response; HRCol, heakh-related quality of e,

ICarcincsarcoma (malignant mixed Millerian fumor), endometrial kelomyosarcoma or other high grade sarcomas, or endometrial sfromal sarcomas exduded.

B prior ine of necadjuvant andlor adjuvant chemaotherapy in the saSing of curafve-inient resscion was permited if recurrence occurred =6 monthe afier last doss; prior radictherapy with or wihout chemotherapy, or prior hormonal therapy were also permited.
“Pasents with ongoing clinical beneft could confinue chemotherapy beyond 7 cyces if approved by sponsor.



Baseline Characteristics

C Marth. ESGO 2024

PMMR Population All-comers
o LEN/PEMBRO TC LEN/PEMBRO TC

Characteristic n=320 n=322 n=420 n=422
Age, median (range) 64 (22-87) 64 (32—-88) 63 (22-93) 64 (32—-88)
Geographic location

North America 70 (21.9) 74 (23.0) 98 (23.3) 104 (24.6)

Western Europe o7 (17.8) 29 (17.1) 3(19.8) 78 (18.9)

Asia 76 (23.8) 80 (24.8) 99 (23.8) 92 (21.8)

Rest of World 117 (36.6) 113 (35.1) 140 (33.3) 148 (35.1)
MMR Status, no. (%)

pMMR 320 (100) 322 (100) 320 (76.2) 322 (76.3)

dMMR - - 100 (23.8) 100 (23.7)
ECOG PS 1, no. (%) 141 (44.1) 145 (45.0) 170 (40.5) 182 (43.1)
Measurable disease, no. (%) 318 (99.4) 317 (98.4) 418 (99.9) 416 (98.6)
Prior chemotherapy and/or chemoradiation, no. (%) 60 (18.8) 99 (18.3) 74 (17.6) 68 (16.1)

C:heamnradiatinn alnne T2 2 8 (2 /Y 11 (2 A 1N (2 4%

I[ Neo/adjuvant chemotherapy alone 52 (16 3) 90 (15 5) 62 (14.8) o7 (13.5)

Neo/adjuvant chemotherapy and chemoradiation 1(0.3) 1(0.3) 1(0.2) 1(0.2)

None 260 (81.3) 263 (81.7) 346 (82.4) 354 (83.9)
Histology, no. (%)

Endometrioid 196 (61.3) 199 (61.8) 280 (66.7) 283 (67.1)

Non-endometrioid/adenocarcinoma/other3 124 (38.8) 123 (38.2) 140 (33.3) 139 (32.9)
FIGO Stage IVE at initial diagnosis, no. (%) 131 (40.9) 124 (38.5) 165 (39.3) 150 (35.5)

dndudes non-endometricid, adenocarcinoma wih no further informason (17 padents in pMMR populaion;

Data cunff daw: Ociober 2, 2023

22 padents among all-comers) and ofher (2 padents in pMMR populaion; 3 padents among all-comers).



Progression-Free Survival Similar Between
LEN/PEMBRO and TC?

C Marth. ESGO 2024

PMMR Population All-comers
Events, Median HR Events, Median HR
n/N (95% CI), mo (95% CI) n/N (95% CI), mo (95% CI)
LEN/IPEMBRO 2241320 9.6 (8.2-11.9) 0.99 LEN/IPEMBRO 2711420 12.5(10.3-15.1) 0.91
082-1.21 Jb=1.
TC 1871322 10.2 (8.4-10.5) ( ) TC 2331422 10.2 (8.4-10.4) (0.76-1.09)
100
90
- 804 —
g S
3 70 s
® g0 : 44.0% @
@ : 39.5% @
o 50+ : e
S 40 s
w wm
£ 30 |
(=1 [=1]
E 20+ [TEETh —— ' / E
o o
104 I
0 T T T i T T T i T T T T T T T T T 1 0 T T T i T T T i T T T T T T T T T 1
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Mo. at risk Time, mo Mo. at risk Time, mo
320 2%1 190 137 M7 99 /8 6% 58 54 40 3 24 20 12 i1 3 0 0 420 336 266 203 181 161 135 119 104 99 ®3 63 52 40 26 17 4 0 0
322 264 209 12 73 54 6 29 24 23 18 13 13 Hi] F 1 0 0 0 422 343 B9 142 100 G 56 48 42 41 34 2725 15 i1 4 1 0 0

JBased on RECIST vi1.1 by blinded independent ceniral review. No stalsical fesiing was performed for PFS at the final analysis.

Data cuwnff dae: Ociober 2, 2023
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Overall Survival Similar Between
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Exploratory Analysis( No analytical)
PFS and OS in the dMMR Subgroup

Progression-Free Survival

Overall Survival

Events, Median HR Events, Median HR
n/N (95% CI), mo (95% ClI) n/N (95% Cl), mo (95% ClI)
LEN/PEMBRO 47/100 31.8 (22.5-NR) 0.61 LEN/PEMBRO 31/100 NR (47.0-NR) 0.57
0.40-0.92 0.36-0.91
TC 46/100 9.0 (8.2-17.1) ( ) TC 45/100 NR (27.2-NR) ( )
90.0%
1004 :81.8% :82.9%
o 90- : 562.6/0
"e\ -
,:.f X 80
g 2 70
5 T; Bo_
g .g IR RN TR
ul “I 1l 1 | w 50_
s T 40-
(7] Lo | TR | | o
o 30- 3 304
o
o 204 204
o
10- 10
0 T T T i T T T | T T T T T T T T T 0 T T T i T T T i T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Time, mo No. at risk Time, mo
100 85 76 66 64 62 57 54 46 45 43 32 28 20 14 6 1 0 100 98 93 90 90 89 86 85 82 79 74 63 54 39 26 15 5 1 0
100 79 60 30 27 22 20 19 18 18 16 14 12 7 4 3 1 0 100 96 92 87 81 75 68 63 62 60 57 48 35 24 17 8 3 0 0

C. Marth et al. Presented at ESGO 2024 Meeting
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Overall Survival Improved Following Progression on Prior
Systemic Therapy

pMMR Population All-comers
No. of Events/No. of Patients HR (95% CI) No. of Events/No. of Patients HR (95% Cl)
Overall 366/642 4 1.02 (0.83-1.26) Overall 442/842 0.93 (0.77-1.12)
Age A% s 200/448 0.99 (0.75-1.30)
<65y 170/334 e 1.13 (0.84-1.53) <bsy
65 y 196/308 - 0.94 (0.71-1.24) —F 2421334 -t 0.86 (0.66-1.10)
Race White 329/588 - 0.88 (0.70-1.09)
White 263/434 —.— 0.95(0.75-1.21) Non-white 113/254 — 1.04 (0.72-1.51)
Mon-while 103208 —T 1.21 {0.82'1 ?g} Reginn
Region Morth America 118/202 — 067 (0.47-0.97)
North America 92/144 — et 0.74 (0.49-1.12) Western Europe 87/161 — - 0.78 (0.51-1.19)
Western Europe 64/112 — - 1.00 (0.61-1.63) Asia 720191 —— 1.17 (0.73-1.86)
Asia 67/156 I - 1.25(0.77-2.02) Rest of world 165/288 —m— 1.09 (0.81-1.48)
143/230 — 1.10 (0.79-1.52 MMR Status
Hismls;:t of world = ( ) dMMR 76200 = —a— 0.57 (0.36-0 91)
Endometrioid 206/395 . 093 (0.71-1.22) Hisml'f:h;:m 266/G42 - 1.02 {0.83-1.26)
MNon-endometrioid/other® 160/247 —ta— 1.16 (0.85-1.58) Endometrioid ITAIRES —— 0.80 (0.63-1.01)
ECOG PS Non-endometrioid/other®  168/279 —t— 1.14 (0.84-1.54)
0 180/356 —u— 0.92 (0.68-1.23) ECOG PS
1 186/286 - 1.16 (0.87-1.54) 0 222/490 = 0.84 (0.64-1.09)
Prior chemo/chemoradiation ori 1h oeh diat 2200352 —n— 1.02 (0.78-1.33)
Yas T74/119 . 0.76 (0. 43 1.20 rior chemo/chemoradiation
0 { . ) Yes 83142 — 0.65 (0.42-1.00)
Prior neoladjuvant chemo Prior neoladjuvant chemo
Yes 64/104 Yes 700121 [ 0.64 (0.40-1.03)
No 302/538 No 372/721 0.96 (0.79-1.18
0.1 1 10 0.1 1 10
-t o -} -
LEN/PEMBRO better TC better LEN/PEMBRO better TC better

Andudes non-endometricld, adenocarcinema wih no further informadon (17 pafenis in the pMMR populafion; 22 paents among all-comers) and other (2 palents inthe pMMR populafion; 3 pasenis among all-comers).
Data cuwnff dae: Ociober 2, 2023
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Chemo-immunotherapy is the
NEW standard of care in 1° line patients



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 Dostarlimab IV 500 mg Primary endpoint
* Stage IlI/IV disease or first recurrent EC with Carboplatin AUC Dostarlimab IV « PFS by INV
low potential for cure by radiation therapy or 5 mg/mL/min 1000 mg . 0S
surgery al?ne or in combination Paclitaxel 175 mg/m? Q6W up to 3 years*
* Carcinosarcoma, clear cell, serous, or 3W for 6 |
mixed histology permitted? Q OEDICYCICS Secondary endpoints
* Naive to systemic therapy or systemic * PFS by BICR
anticancer therapy and had a recurrence or PD .« PFS2
26 months after completing treatment
« ECOG PS 0-1 Placebo * ORR
+ Adequate organ function Carboplatin AUC Placebo IV * DOR
Stratification 5 mg/mL/min Q6W up to 3 years® * DCR
* MMR/MSI statust Paclitaxel 175 mg/mz . HRQOL/PRO
* Prior external pelvic Q3W for 6 cycles * Safety

radiotherapy
* Disease status

. bPatients were randomized based on either local or central MMR/MSI testing results. Central testing was used with 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.

Mirza MR. et al N Engl J Med. 2023 Jun 8;388(23):2145-2158.
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Statistically Significant Improvements in PFS

dMMR/MSI-H HR, 0.28 Overall HR, 0.64

(95% ClI, 0.162-0.495) (95% ClI, 0.507-0.800)
1.0 P<0.0001 1.0 P<0.0001
0.8 0.8
0 0
o 63.5% 61.4% 0
- 67 | — | ' Dostarlimab + CP = %7 0
= | Q 48-2 /o
s z | 36.1% |
© S Dostarlimab + CP
a Q
o , 0 . H
S - - & |
0.2 % with Median 0 1 Placebo + CP 0.2 % with Median 0 — . )
event (95%CI), mo | 24.4 A) T i i i event (95%Cl), mo__ 29.0 A] s » -
D+CP 358 NR(11.8-NR) | 1 5 7% D+CP 551 11.8 (9.6-17.1) | :1 8 1 0/ Placebo + CP
PBO +CP 723 7.7 (5.8-9.7) ! ; . PBO +CP 711 7.9(7.6-9.5) ! 5 . o I
0.0—{PFS maturity  55.9 i i +Censored 0.0 |PFSmaturity  63.2 | | +Censored
1 ] | I I f I I I I | f I | | I I | | I T I I T 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 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
_ Fenamotnerepy peios] Months from randomisation _ Fenematnerspy perioa] Months from randomisation
Mo, strisk [events) Mo. atrisk {events)
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) 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 65(0) &T(4) 54(V) 34(24) 26(32) 14(41) 12{43) 12(43) 11(44) B(46) 8(46) T(47) 4(47) 3(47) 3(47) 2(47) 147) 0@47) PBO+CP 249(0)219(14) 200(29) 144(77)103(115) T4(141) 59(155) &7(157)48(166) 42(170) 39(170) 32(172) 20(175) 14(176)13(176) 5(177) 2(177) 1(177) 1(177) 0(177)
Median duration of follow-up: 24.8 mo Median duration of follow-up: 25.4 mo

From New England Journal of Medicine, Mirza MR, Chase DM, Slomovitz MD, et al. Dostarlimab for primary advanced or recurrent endometrial cancer. DOI: 10.1056/NEJM0a2216334. Copyright © 2023
Massachusetts Medical Society.
CP, carboplatin-paclitaxel; D, dostarlimab; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability-high; NR, not reached, PBO, placebo; PFS, progression-free survival.

2023 Dr Mansoor Raza Mirza Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



OS data of Dostarlimab + CP in dMMR

Dostarlimab arm

Hazard ratio = 0.32 (95% CI 0.17-0.63)
Nominal P = 0.00022

-+

Placebo arm

o o

I |
\
82.8 (95% CI 69.5-90.7) +—H—t—tt——t

[
[
[
| 78.0 (95% Cl 63.6-87.3)
|
|

57.5 (95% Cl 44.4-68.6)

46.0 (95% CI 32.9-58.2)

B 100
9
TB 80 m
2
&
»
fooeed 60 A
o
)
>
o
S  40-
Py
;:
-§ 20 -
o,
O —
No. at risk

No. of events

Dostarlimab + carboplatin—paclitaxel

—

Placebo + carboplatin—paclitaxel

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
Months since randomization

53 52 50 48 46 45 45 44 44 44 44 43 42 41 41 41 34 28 19 14 8 6 2 1 0

o 1 3 5 6 7 7 7 7 7 7 8 9 9 9 9 10 11 11 12 12 12 12 12 12

65 63 62 59 56 55 51 48 43 41 39 37 34 33 31 31 23 19 12 M1 7 6 1 0

0 2 3 6 9 10 13 16 20 21 23 25 27 28 29 29 32 33 33 33 34 34 35 35

M. A. Powell et al. Annal of Oncol 2024



PFS by Methylation Status in dVIVIR Population

72% 13%
Methylation No Methylation Methylation Status
Pembro + CP vs Placebo + CP Pembro + CP vs Placebo + CP Pembro + CP Arm
Events Median HR Events Median HR Events Median
niN (95% Cl), mo (95% Cl) niN (95% Cl), mo (95% Cl) niN (95% Cl), mo
Placebo + CP 5177 75(6.4-11.3) Placebo + CP 117 8.3 (44-NR) No Methylation 313 NR (14.2-NR)
0.307 (0.19-0.49) 0.263 (0.07-0.99)
Pembro + CP 28/83 NR (22.3-NR) P<0.0001 Pembro + CP 313 NR (14.2-NR) P=00172 Methylation 28/83 NR (22.3-NR)
w1004 100 - 100 -
§ 901 90 4 90 -
T g0- 80- 80 No Methylation
o i }
g 70 - 704 704
1]
o 604 60 - 60 - .
E LLL 1 Methylatlo!’l]l 1L
- 50— T ) 50 - 50 - T )
H
g 40 40 - 40 -
< 30 30 - } — 30 -
£ H :
5 20 20 - 20
o
S  10- 10 - 10 -
a
0 T T T T T T T T O T T T T T T T T C T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months from Randomization Months from Randomization Months from Randomization
Number at risk (Cumulative number censored) Number at risk (Cumulative number censored) Number at risk (Cumulative number censored)
Placebo+CP 77 (2) 55(3) 23(9) 11(16) 4 (22) 3(23) 2(24) 0(26) Placebo+CP 17 (0) 11 (1) 4 (2) 3 (3) 2 (4) 0 (6) No Methylation 13 (0) 12 (0) 10 (1) 6 (4) 4 (6) 1(9) 1(9) 0 (10)
Pembro + CP 83 (0) 76 (1) 56 (7) 30 (28) 18 (38) 6 (50) 5 (50) 3 (52) 0 (55) Pembro +CP 13 (0) 12 (0) 10 (1) 6 (4) 4 (6) 1(9) 1(9) 0 (10) Methylation 83 (0) 76 (1) 56 (7) 30 (28) 18 (38) 6 (50) 5 (50) 3 (52) 0 (55)
congress
MADRID m g Ramez N. Eskander , o , . L _
2023 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Data cutoff date: August 18, 2023.



Anti PD1 and PD-L1 In advanced EC

HR (95% ClI) Weight

%

1
anti PD-L1 E
MITO END 3 E - 0.46 (0.22,0.94)  11.23
1
DUO-E i - 0.42 (0.22,0.80) 14.21
ATTEND :f 0.36(0.23,0.57)  28.75

Subtotal (l-squared =0.0%, p = 0.833) 0.39(0.28, 0.55) 54.19

!

anti PD1
RUBY ( -*- 0.28 (0.16, 0.50) 18.24
NRG GY018 -~ 0.30(0.19, 0.48) 27.57

- o e - - - -

Subtotal (l-squared = 0.0%, p = 0.854) <> 0.29 (0.20, 0.42) 45.81

Overall (I-squared = 0.0%, p = 0.762) 0 0.34(0.27,0.44)  100.00

NOTE: Weights are from random effects analysis

| I
.16 1 6.25

Bartoletti et al. CTR 2024



DUO-E: Olaparib in maintenance in  Is it useful?

Prespecified exploratory analysis
dMMR (20% of population)

100 4 12 months 18 months
90 70.0% 62.7%
80 4 67.9% 67.9%
70 43.3% 31.7%
60 lH_' : il' H —HHH " Dur\(a+OIa
:;_. 50 Durva
& 40 ! i
30 - ! ' * Control
20 A i i
10 - ! |
O T T T T T i T T I| T T T T T T 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

No. at risk Months since randomisation
DurvatOla 49 43 39 28 17 16 13 9 7 5 4 2 2 2 0 0 0
Duva 46 40 37 3 32 27 26 19 17 14 11 9 5 5 2 0 0
Control 48 46 46 41 38 32 32 23 18 16 26 10 4 3 2 1 0

Control Durva Durva+Ola
(N=49) (N=46) (N=48)
Events, n (%) 25(51.0) 15 (32.6) 18 (37.5)
Median PFS (95% CI),* months 7.0 (6.7-14.8) NR (NR-NR) 31.8 (12.4-NR)
HR (95% CI) vs Controlt 0.42 (0.22-0.80) 0.41 (0.21-0.75)
HR (95% Cl) vs Durvaf 0.97 (0.49-1.98)
MADRID mﬂmgress Exploratory subgroup analysis. MMR status evaluated using the Ventana immunohistochemistry MMR panel. Rates were estimated by the KM method.
*Cl for median PFS was derived based on the Brookmeyer-Crowley method; TThe HR and Cl were estimated from an unstratified Cox proportional hazards model.



RUBY part 2: PFS in dMMR

100
HR, 0.48
(95% Cl, 0.24—0.96)
nominal P=0.0174
80 I I 'l
° Median duration of
e follow-up, 18.7 months?
s
o 60 = e o ' . Dostar 4
S nira + CP
2
) 40 - :
© 0
L 40.8 /""l , - | Placebo IV +
a ) ' placebo oral + CP
| Median Events,
20 (95%Cl), 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)
0 | PFS maturity 32/75 (42.7)
| | | | | | T | | T | T T T |
0 2 4 10 12 14 16 18 20 22 24 26 28 30
No. at risk (events) [ ramonersy s —| Time since randomization, mo
Dostarlimab + niraparib +CP 50(0) 42(2) 36(5) 31(8) 29(9) 24(13) 23(14) 22(15) 21(16) 15(16) 13(16) 5(16) 2(16) 1(16) 1(16) 0(16)
25(0)  25(0)  21(4)  17(7) 11(12)  9(14)  8(14)  8(14)  6(16)  5(16)  5(16)  2(16)  1(16)  0(16)

Placebo IV + placebo oral + CP

Mansoor MR et al. Presented at SGO Meeting 2024

aMedian expected duration of follow-up.

CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard ratio; MSI-H, microsatellite instability high; NE, not estimable; nira, niraparib;

PFS, progression-free survival.



The the better?



KEYNOTE-C93/GOG-3064/ENGOT-en 15
Study design

Phase lll randomized trial of pembrolizumab vs. platinum doublet
chemotherapy in first-line dMMR advanced or recurrent EC

+ Histologically confirmed diagnosis of
Stage lll or IV or recurrent EC
* Received no prior systemic therapy of
advanced EC except:
+ Prior radiation with or without
radiosensitizing chemotherapy
* Prior hormonal therapy for
treatment of EC, if discontinued
2 1 week prior to randomization |
+ Radiologically evaluable disease
(either measurable or non-measurable
as per RECIST v1.1, as assessed
by BICR)
» ECOG PS 0 or 1 within 7 days
of randomization

Stratification:
+ Prior chemoradiation (yes vs. no)
+ Histology (endometrioid vs. non-endometrioid)

Progression as per
Pembrolizumab 400 mg Q6W RECIST by BICR
(16 cycles)

N=350

Progression as per

+ paclitaxel 175 mg/m? Q3W*

CarboplatinAUCS or 6 Q3W RIS |

M

Follow up:
Safety
Long-term (chemo arm)
Efficacy
Survival

PFS - primary
08 - primary
ORR - key secondary

* Parficipants on the chematherapy arm may have the opportunity to participate in the cross-over phase to receive

pembrolizumab monotherapy upon RECIST 1.1 progression as per BICR

clinicaltrials.gov:01244789; clinicaltrials.gov:05173987

ESREVD™
2024

Ana Oaknin MD PhD

ENGOT-en13/GINECO/DOMENICA
Study design

Phase lll randomized trial comparing chemotherapy alone vs.dostarlimab
in first-line dMMR EC advanced/metastatic

Dostariimab 500 mg

Dostariimab 1,000 mg
Q6w

Upto 2 years or

Q3w fo progression*

» Endometrial cancer
» MMR deficient (local IHC)

+ Metastatic/advanced
» Stage IV, relapse or Stage
[1IC2 (with residual disease 10550
( ) Carbo AUC5-paclitaxel @ alp m‘;;zf;:w
T 2
vl T5mgim-6 cyces - AR

+ Previous pelvic imadiation

Primary endpoint: Investigator-assessed PFS by RECIST v1.1

Secondary endpoints: 0S and PROs (key secondary endpoints), ORR, DoR, PFS2, TFST, safety and
{olerability, central MMR

Exploratory endpoints: Translational (MSI, PD-1/-L1 status, immune signature); PFS according to iRECIST

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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UNRESECTABLE STAGE IlI-1lV OR RECURRENT ENDOMETRIAL CARCINOMA WITH NO PRIOR CHEMOTHERAPY EXCEPT IN THE ADJUVANT SETTING

[MMRdtumours } [ Non-MMRd tumours ]

y

Chemotherapy® + ICl in
combination, followed by ICI
as maintenance therapy@
[1, Al

Surgery or definitive EBRT £ brachytherapy in patients responding to systemic treatments
[1V, B]

-
-«
=



70% of endometrial cancer are

Should we use 10 even in not dMMR advanced endometrial cancer?



Study Design

Key Eligibility Criteria ) ' Arm 1 '
N =816 Placebo IV Q3W + P At;rm“;l Q6W
Measurable stage IlI/IVA or (591 pMMR, Paclitaxel 175 mg/m2IV Q3W + dceno

measurable/nonmeasurable stage IVB or 225 dAMMR) Carboplatin AUC 5 IV Q3W

) for up to 14 additional
recurrent endometrial cancer

cycles

for 6 cycles

Pathology report showing results of
institutional MMR [HC testing

ECOG PS 0. 1, or 2 Arm 2 Arm 2

Pembrolizumab 200 mg IV Q3W + Pembrolizumab
No prior chemo except prior adjuvant chemo Paclitaxel 175 mg/m2IV Q3W + 400 mg IV Q6W

if completed 212 mo before study Carboplatin AUC 5 IV Q3W

for up to 14 additional

Stratification Factors for 6 cycles cycles

dMMR vs pMMR Endpoints

* Primary: PFS per RECIST v1.1 by investigator in pMMR and dMMR populations
» Secondary: Safety, ORR/DOR per RECIST v1.1 by BICR or investigator by treatment

Prior adjuvant chemo (yes vs no) arm and MMR IHC status, OS in pMMR and dMMR populations, PRO/QoL in pMMR
population, and concordance of MMR |HC testing at institution vs centralized

ECOG PS (0 or 1 vs 2)

Median follow-up:
* |A1 data cutoff date of December 16, 2022: dMMR cohort, 12 months; pMMR cohort, 7.9 months
« Current analysis data cutoff date of August 18, 2023: dMMR cohort, 20.6 months; pMMR cohort, 15.8 months

EERESM "
2023 Ramez N. Eskander Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



pMMR Cohort

Probability of Progression-free Survival

0.5 S, Paclitaxel-carboplatin+
e i .
0.4 *1 pembrolizumab
- +

0.3 i

0.2

01- Paclitaxel-carboplatin+

' placebo
0.0 I I | | | I
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

Paclitaxel-Carboplatin+
Pembrolizumab

Paclitaxel-Carboplatin+
Placebo

Median
Progression-
No. of No. of free Survival

Events Patients (95% Cl)
mo
89 290 13.1 (10.5-18.8)
133 292 8.7 (8.4-10.7)

Stratified hazard ratio for disease
progression or death, 0.54
(95% CI, 0.41-0.71)

Eskander et al. NEJM 2023



Overall Survival, %

No. at risk

Pembro + CT
Placebo + CT

Still immature OS data for Pembrolizumalb or placebo + carbopaclitaxel

pMMR

100
90
80
70
60—
50— Ll 1 Ll L J
40
30
20 Pe——
10—
0 T T T T T T 1
0 6 12 18 24 30 36 42
Time from Randomization, months
294 179 97 51 16 10 1
294 174 94 46 " 7 0
Events, Follow-up Duration?, Median OS HR (95% CI)®,
n/N median (range), mo (95% Cl), mo P-value®
Pembro +CT 45/294 8.8 (01—370) 27.96 (21 .42—NR) 0.79 (053_117)
Placebo + CT  54/294 8.4 (0.1-37.2) 27.37 (19.52-NR) P=0.1157

Overall Survival, %

No. at risk

100
90
80
70
60
50
40
30
20
10

dMMR

T TE RN | 1 Ll

- L

Pembro+CT 110

Placebo + CT

112

88
87

Pembro + CT
Placebo + CT

I I I I 1 1

12 18 24 30 36 42
Time from Randomization, months
55 29 12 1 2
52 18 8 7 1
Events, Follow-up Duration?, Median OS HR (95% Cl)®,
n/N median (range), mo (95% Cl), mo P-value®
10/110 13.3(0.6-39.4) NR (NR-NR) g 55 (0.25-1.19)
17/112 13.7 (1.0-38.0) NR (NR-NR) P=0.0617

Eskander SGO 2024



OS data of Dostarlimab + CP in pMMR

100 Hazard ratio = 0.79 (95% CI 0.60-1.04)
Nominal P = 0.0493?
— D I.
é ostarlimab arm
= 80
2
< 66.5 (95% Cl 59.2-72.8)
=
0 Placebo arm
i 60
© 48.6 (95% Cl 41.0-55.7)
[} |
> |
o |
) ] |
o 40 | 53.2 (95% Cl 45.6-60.2)
> ! L
= | 111 1 11
= | LER T 1
= | 41.9 (95% Cl 34.3-49.4)
© . 349,
o 20 | ’
(o] |
el |
o |
|
|
0- |
N I R B S R S . N S B S R R E T R R R E— R R E— —
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 Nog-efi{tgr'jst'; Months since randomization
: : - 192 187 182 175 165 156 153 144 140 137 131 125 122 113 105 96 8 67 51 38 29 11 4 1 0
Dostarlimab + carboplatin—paclitaxel "™ >° 'g° 45" 27 30 33 41 44 47 53 59 62 71 77 8 88 91 93 95 95 965 96 97 97
, : 184 181 177 169 167 155 146 133 125 115 104 98 93 89 86 81 73 59 41 28 15 7 3 2 0
+ —
Placebo + carboplatin—paclitaxel """ 20 LT W o8 3 47 54 63 74 80 84 88 91 94 95 98 101 106 108 109 109 109 109

M. A. Powell et al. Annal of Oncol 2024



RUBY part 1:

Immunotherapy use

dMMR/MSI-H MMRp/MSS Overall

Dostarlimab plus Placebo plus Dostarlimab plus Placebo plus Dostarlimab plus Placebo plus
carboplatin— carboplatin— carboplatin— carboplatin— carboplatin— carboplatin—
paclitaxel paclitaxel paclitaxel paclitaxel paclitaxel paclitaxel

(n = 53) (n = 65) (n = 192) (n = 184) (n = 245) (n = 249)

Any follow-up 15 (28.3) 39 (60.0) 105 (54.7) 134 (72.8) 120 (49.0) 173 (69.5)

anticancer therapy, n (%)

Immunotherapy 8 (15.1) 27 (41.5) 34 (17.7) 68 (37.0) 42 (17.1) 95 (38.2)
Pembrolizumab 4 (7.5) 21 (32.3) 9 (4.7) 20 (10.9) 13 (5.3) 41 (16.5)
Pembrolizumab—Ilenvatinib 3 (5.7) 2 (3.1) 22 (11.5) 43 (23.4) 25 (10.2) 45 (18.1)
Dostarlimab 0 3 (4.6) 0 0 0 3 (1.2)
MK7694A 0 1(1.5) 0 0 0 1 (0.4)
Pembrolizumab—tamoxifen 1(1.9) 0 0 0 1 (0.4) 0
Retifanlimab—epacadostat 1(1.9) 0 0 2 (1.1) 1 (0.4) 2 (0.8)
Investigational product 0 0 1 (0.5) 1 (0.5) 1 (0.4) 1(0.4)
Atezolizumab—ipatasertib 0 0 0 1 (0.5) 0 1(0.4)
Avelumab—axitinib 0 0 0 1 (0.5) 0 1(0.4)
Bevacizumab—atezolizumab 0 0 0 1 (0.5) 0 1 (0.4)
Durvalumab—cediranib 0 0 0 2 (1.1) 0 2 (0.8)
Durvalumab—olaparib 0 0 2 (1.0) 0 2 (0.8) 0
Nivolumab—BMS986207— 0 0 0 1 (0.5) 0 1 (0.4)
comM701
Nivolumab—Ilucitanib 0 0 0 1 (0.5) 0 1(0.4)
SGN-ALPV 0 0 0 1 (0.5) 0 1 (0.4)

IMMR, mismatch repair deficient; MMRp, mismatch repair proficient; MSI-H, microsatellite instability-high; MSS, microsatellite stable.

M. A. Powell et al. Annal of Oncol 2024
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RUBY Molecular Classification Algorithm

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

EC

(histological subtype independent)
[

v
oc s (PO " POLE nonpathogenic |
|

v
MMR status [ MMRp ]
l v
p53 status [ P53 WT ]
v
Integrated diagnosis NSMP
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)
Diagnostic test WES or central test (IHC) provided for WES

RUBY at randomization

Efficacy per molecular classification was an exploratory analysis.
dMMR, mismatch repair deficient; IHC, immunohistochemistry; MMRp, mismatch repair proficient; MSI-H, microsatellite instability-high; mut, mutated; NGS, next generation sequencing; NSMP, no specific

molecular profile; PCR, polymerase chain reaction; POLe , polymerase epsilon; SCNA, somatic copy number alterations; TIL, tumor-infiltrating lymphocytes; TLS, tertiary lymphoid structures; TP53, tumor protein
53; WES, whole exome DNA sequencing; WT, wild type.

2023 Dr Mansoor Raza Mirza Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




PFS According to Molecular Subgroup

1.0 1

0.8 1

0.6 1

0.4 1

Probability of PFS

0.2 1

POLg mut

Dostarlimab +CP 100%
Placebo + CP 100%

HR, NA
1(95% CI, NA-NA)

Probability of PFS
o o
£ »

o
o

TP53 mut

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

2 2 2 2 2 2 2 2 1 1 1 0 0 0 0 o]

3 3 3 3 3 3 3 2 2 2 1 1 1 0 0 0

HR, 0.55
(95% Cl, 0.3-0.99)

Dostarlimab + CP

Placebo + CIFI’

17.8%

0 2 4 6
Atrisk
D+CP 47 39 38 34
PBO+CP 41 37 31

2023

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

27 22 20 20 18 17 11 10 4 3 3 3 0 0 0 o]

13 8 7 7 6 6 5 4 1 0 0 0 0 0 0 0

0.8 1

0.6 1

0.4 1

Probability of PFS

0.2 1

0

NSED CTU GOG FOUNDATION’

Nw.cmevydc,ynmogulmmgy ~Cinical Tria Unit

HR, 0.31
(95% ClI, 0.17-0.56)

Dostarlimab + CP

57.0%,

H-ISW/JINWP

Placebo + CP

10.2%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months from randomisation

25 23 22 21 21 20 19 13 9 5 5 3 1 0 0 0

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

Atrisk
D+ CP 39

PBO +CP 52

1.0

o o o
» o e

Probability of PFS

o
[N}

0

36
47

34
44

30
27

HR, 0.77
(95% Cl, 0.55-1.07)

Dostarlimab + CP

dINSN

Placebo +CP ' " :
520.1%

Atrisk

D+CP 103 96
PBO+CP 113 103 94

88

67
69

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

Months from randomisation
57 45 40 37 34 30 28 21 17 11 10 5 1 0 0 0
52 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0

Data based on exploratory analysis based on 400 patients from the RUBY trial with known molecular classification with whole exome sequencing.
CP, carboplatin-paclitaxel; D, dostarlimab; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability—high; mut, mutated; NR, not reached; NSMP, no
specific molecular profile; OS, overall survival, PBO, placebo; POLe , polymerase epsilon; TP53, tumor protein 53.



DUO-E study design

Patients

Newly diagnosed FIGO Control
2009 Stage III/IV or
recurrent endometrial
cancer
Known MMR status
Naive to first-line N=718
systemic anticancer
treatment for advanced Durva
disease
Naive to PARP
inhibitors and immune- Stratified by:
mediated therapy < MMR status
Adjuvant (proficient vs
ici +

chemotherapy allowed d?ﬂc'ent) Durva+Ola
if 212 months from last  * Disease ?tatus
treatment to relapse (recu"e.n 'S

newly diagnosed)

All histologies except
sarcomas

* Geographic region
(Asia vs non-Asia)

2023

Shannon N. Westin

CP* (q3w)
+
Durvalumab pbo (IV g3w)

CP* (g3w)
+
Durvalumab (1120 mg IV q3w)

CP* (q3w)
+
Durvalumab (1120 mg IV q3w)

Patients without disease progression

Durvalumab pbo (IV g4w)
+

Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
+

Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
+

Olaparib (300 mg tablets bid)

Treatment until disease progression, unacceptable toxicity or other
discontinuation criteria were met

Endpoints

Primary

PFS (RECIST per
investigator) in:

— Durva vs Control

— Durva+0Qla vs Control

Key secondary
OS (analytical)
Safety

Exploratory
PFS in Durva+Qla vs durva
Subgroup analyses of PFS

— Including MMR, PD-L1,
and HRRm

*Six cycles of carboplatin at an area under the concentration—time curve of 5 or 6 mg per mL/min and paclitaxel 175 mg/m2.
bid, twice daily; CP, carboplatin/paclitaxel; durva, durvalumab; FIGO, International Federation of Gynaecology and Obstetrics; HRRm, homologous recombination repair mutation;

IV, intravenously; ola, olaparib; pbo, placebo; q3(4)w, every 3(4) weeks; R, randomisation; RECIST, Response Evaluation Criteria for Solid Tumours.

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



PFS: ITT population e

Events, n (%) 173 (71.8) 139 (58.4) 126 (52.7)

Primary endpoint
d y € dpo Median PFS (95% CI),* months 9.6 (9.0-9.9) 10.2 (9.7-14.7)  15.1 (12.6-20.7)
0.71 (0.57-0.89); 0.55 (0.43-0.69);
0 t
00 HR (95% CI) vs Control P=0.003 P<0.0001
90 - 12 months HR (95% Cl) vs Durvaf 0.78 (0.61-0.99)
80- 61.5% Overall data maturity 61.0%
48.5% 18 months
70~ 41.1% 46.3%
60 ; 37.8%
2 ! 21.7%
P 50 - ! ’
L |
- 40 | Durva+Ola
30 Durva
20 | |
10 i + Control
O I I I : I II I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33
N . Months since randomisation
0. atrisk
Durva+Ola 239 214 198 169 139 95 51 30 16 7 3 0
Durva 238 211 188 138 105 69 45 26 13 5 0 0
Control 241 213 184 125 86 45 26 10 3 1 1 0

The median (range) duration of follow-up for PFS was 12.6 (0.0-31.6), 15.4 (0.0-29.1), and 15.4 (0.0-31.7) months in censored patients for the Control, Durva, and Durva+QOla arms, respectively.
PFS rates were estimated by the KM method. *Cl for median PFS is derived based on the Brookmeyer—Crowley method; TThe primary PFS analysis for each comparison was performed
separately. The HR and Cl were estimated from a Cox proportional hazards model stratified by MMR and disease status. The Cl was calculated using a profile likelihood approach. The P value

mcongress was calculated using a log-rank test stratified by MMR and disease status. ITT, intent-to-treat; KM, Kaplan—Meier.
2023 Shannon N. Westin Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Subgroup analysis of PFS by MMR status

Prespecified exploratory analysis
dMMR (20% of population)

pPMMR (80% of population)

100 4 12 months 18 months 100 7
90 70.0% 62.7% 90 - 12 months
80 4 67.9% 67.9% 80 - 59.4%
70 4 43.3% 31.7% 0 44.4% 18 months
Y= 1w +us_ . DurvatOla 40.8% 42.0%
e 907 H o | o 601 31.3%
o 50 | . Durva - 20.0%
[T : L
40 ' ! 40 - .
| I . . ~ Durva+Ola
30 ; ': * Control 30 - | H—#
20 - : i 20 : ! Durva
10 - 10 - +Control
O T T T T T : T T I| T T T T T T 1 0 T T T T T : | | ; T T | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Months since randomisation No. at risk Months since randomisation
Duva+Ola 49 43 39 28 17 16 13 9 7 5 4 2 2 2 0 0 0 Durva+Ola 192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0
Duva 46 40 37 36 32 27 26 19 17 14 11 9 5 5 2 0 Durva 192 182 169 152 113 83 79 53 36 31 27 15 8 7 2 0 0
Control 48 46 46 41 38 32 32 23 18 16 26 10 4 3 2 1 0 Control 191 183 164 157 134 114 107 75 46 35 31 19 12 10 5 2 0
Control Durva Durva+Ola Control Durva Durva+Ola
(N=49) (N=46) (N=48) (N=192) (N=192) (N=191)
Events, n (%) 25 (51.0) 15 (32.6) 18 (37.5) Events, n (%) 148 (77.1) 124 (64.6) 108 (56.5)
Median PFS (95% CI),* months 7.0 (6.7-14.8)  NR(NR-NR)  31.8 (12.4-NR) Median PFS (95% Cl),* months 9.7 (9.2-10.1) 9.9 (9.4-125)  15.0 (12.4-18.0)
HR (95% CI) vs Controlt 0.42 (0.22-0.80) 0.41 (0.21-0.75) HR (95% ClI) vs Controlt 0.77 (0.60-0.97) 0.57 (0.44-0.73)
HR (95% Cl) vs Durvaf 0.97 (0.49-1.98) HR (95% Cl) vs Durvaf 0.76 (0.59-0.99)

2023

Exploratory subgroup analysis. MMR status evaluated using the Ventana immunohistochemistry MMR panel. Rates were estimated by the KM method.
*Cl for median PFS was derived based on the Brookmeyer-Crowley method; TThe HR and Cl were estimated from an unstratified Cox proportional hazards model.



DUO-E immature OS data

dMMR (20% of ITT population)

pMMR (80% of ITT population)

100 + 100 -
gg 1 ; bR CP+D+0 arm gg 1
i : : CP+D arm ] ,
70 - 12 months| 70 - CP+D+0 arm
& gg T 89.2%| , & gg 1 12 months | | CP+D arm
8 40 - 91'2365 | 18 months camm S 40 + o : 18 months o
20 | 74.4% | 89.2% 30 - 82.5% ! . 76.9%
! | 86.1% 81.0% ' 11.1%
20 1 , i ©0. 20 | ;
10 - | } 65.8% 10 - | : 69.9%
G T T T T T i T T E T T T T T T T 1 0 T T T T T i T T : T T T T T T T L
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time since randomization (months) No. at risk Time since randomization (months)

CP+D+0O 48 47 47 45 44 40 39 36 33 271 22 18 9 5 2 2 0
CP+D 46 44 44 44 43 42 41 40 3 25 189 159 7 5 2 0

CcP 49 49 45 40 36 35 34 28 23 20 16 MM 5 4 1 0 0
CP arm CP+D arm CP+D+0 arm
(n=49) (n=486) (n=48)
Events, n (%) 18 (36.7) 7(15.2) 6 (12.5)
. 237 NR NR
Median OS (95% CI), months (16.9-NR) (NR-NR) (NR-NR)
. 0.34 0.28
HR (95% CIl) vs CP arm (0.13-0.79) (0.10-0.68)
* 0.84
HR (95% CI) vs CP+D arm (0.27-2.52)
p n Overall data maturity: 21.7%
@ e THE POWER OF SHARED PURPOSE:
j'f Transforming Gyvnecologic Cancer Care
e— e

DCO: April 12, 2023. For the dMMR subpopulation, median duration of follow-up for OS was 18.4 (CP), 19.71 (CP+D) and 19.9 months
(CP+D+0) in censored patients; for the pMMR subpopulation, median duration of follow-up was 18.6 (CP), 18.2 (CP+D) and 18.4 months
(CP+D+0) in censored patients. MMR status was evaluated using the Ventana MMR immunachistochemistry panel. OS rates were
estimated by the Kaplan—Meier method. "HRs and Cls were estimated from an unstratified Cox proportional hazards model.

CP+D+0 191 187 185 182 176 167 163 138 108 82 64 48 29 20 9 6 2 0
CP+D 192 187 180 177 169 159 151 128 104 B0 589 41 25 18 7 4 2 0

CP 192 185 181 175 169 158 1571 125 99 B84 66 51 30 15 10 4 2 0
CP arm CP+D arm CP+D+0 arm
(n=192) (n=192) (n=191)
Events, n (%) 64 (33.3) 58 (30.2) 46 (24.7)
- a 259 NR NR
Median OS (95% CI), months (25.1-NR) (NR=NR) (NR=NR)
o 0.91 0.69
HR (95% CI) vs CP arm (0.64—1.30) (0.47-1.00)
. 0.75
HR (95% Cl) vs CP+D arm (0.51-1.11)

Overall data maturity: 29.2%

SGO 2024



DUO-E: who benefit the mosie
PMMR subpopulation: PFS by subgroup

Post hoc exploratory analysis  Cp+D+0 versus CP alone CP+D versus CP alone
HR CP+D+0 arm CP arm HR CP+D arm CParm
(95% CI) niN (%) n/N (%) (95% ClI) n/N (%) n/N (%)
gu patien{sl e 0.57 (0.44-0.73 . —o— 0.77 (0.60-0.97) 124/192 (64.6) 148/192 (77.1)
ISease status
Newly diagnosed —a—i 0.46 50.31—0.66} 48/92 552.2} 69/91 (75. g —a— 0.64 (0.45-0.91 59/91 (64. 2 69/91 (75. g
RRegurrentdisease —e—i 0.69 (0.49-0.96) 60/99 (60.6) 79/101 (78.2) —e— 0.90 (0.65-1.25) 65/101 (64.4) 79/101 (78.2)
egion
A%a . 0.78 E{HQ—‘I .26} 33/54 (B1. ) 361‘54&66.?% ——e—— 1.23(0.78-1.94 39/54 (72. & 36!54&66.?%
Non-Asia —e— 0.50 (0.37-0.67) 75/137 (54.7) 112/138(81.2) o 0.63 (0.48-0.84) 85/138(61.6) 112/138 (81.2)
e group, ars
Agﬁsg R | 0.65 50.45—0.91} 60/101 (59.4) 77/99 E??.B} —— 0.72 }0.51—1 .01} 59/97 %60.8} 77/99 ??.8}
H‘Eﬁém —— —a— 0.49 (0.33-0.71 48/90 (53.3) 71/93 (76.3 —— 0.81 (0.57-1.13) 65/95 (68.4 71/93 (76.3
HRRm P — 0.25 (0.10-0.58) 11/21 (52.43 15/17 (88.251 —e—1 0.44 (0.17-1.07 8;14(5?.1}5 15/17 {83-28
Non-HRRm —e—i 0.62 (0.45-0.86) 70/118(59.3) 85/111 (76.6) [ =t 0.79 (0.58-1.08) 78/121 (64.5) 85/111 (76.6)
Pll_:!'nt?nwn i —. 0.58 (0.36-0.93) 27/52 (51.9) 48/64 (75.0) - 0.83 (0.54-1.26 38/57 (66.7) 48/64 (75.0)
= exprassion
Positive (TAP score 21%) —e— 0.44 EDJ'I—O.EH} 54/112 [748.2} 94/124 ()?5.8} = 0.71 }0.53—[}.95} 85/133 g&&g} 94/124 (75.8)
Negatn.re (TAP score <1%) —— 0.87 (0.59-1.28) 52/73 (71.2) 53/67 (DGQ.‘I} —— 0.95 (0.61-1.45 35;53é 6.0) 53/67 59.1}
HUn ?nwn NC (NC-NC) 2/6 (33.3) 1/1 (100.0) NC (NC-NC) 4/6 (66.7) 1/1 (100.0)
istolo
T o RBREBE WEE wBE TS fhpE s Dy
rous A . . . . 0.76 10.49-1.18) 40/56 (/1.4 .
Homelr | arad — e 0.64 (0.38-1.06) 28/42 Eﬁﬁ.?} 34/42 (81.0 e . 003(051-158 23/28 faz.'l 34/42 (81.0
istological grade
Low grade (G1+G2 —— 0.68 (0.46-0.98) 48/90 (53.3 64/87 (73.6 —a 0.89 (0.61-1.28 51/89 (57.3 64/87 (713.6
Eléigré%éasde({(}m ) — 0.46 Eﬂ.31—0.6?} 45/77 ESBA} 66/84 E?B.G —— — 0.65 }0_45_0,93} 58/83 Esg,g 66/84 ?3.6}
0 —e— 0.61 (0.45-0.82) 74/135 (54.8) 96/127 (75.6 —e—| 0.80 (0.59-1.07) 84/133 (63.2) 96/127 (75.6
F?GO [ 0.49 EDJ'I—O.]'?} 34/56 ( D.T)} 52165 (ED.O}) ._._j 0.70 (0.46-1.07 39/58 ( ?.2}} 52/65 {%0.0})
sta
I 9 NC NC—NC}) 4/11 {36.4& 7/10 {?O,[g NC NC—N%} 4110 (40.& 710 (7[}.03
IV ——i 0.49 (0.33-0.72) 42/78'(53.8) 61/79(77.2) —e—i 0.71 (0.49-1.03) 55/80(68.8) 61/79(77.2)
0125 0.25 05 1 2 0125 0.25 0.5 1 ?
+— Favors CP+D+0 Favors CP —* +— Favors CP+D Favors CP—*

DCO: April 12, 2023, Stratification factors (disease status, MMR status, and geographic region) are per the randomization code. HRRm status was
evaluated using the Foundation One CDx NGS assay and includes deleterious or suspected deleterious mutations in ATM, BRCAT, BRCAZ, BARD1,

i BRIP1, COKT2, CHEKT, CHEKZ, FANCL, PALBZ, RAD51B, RAD5S1C, RAD51D, and RADS54L. HRRm status unknown includes patients recruited in
e THE POWER OF SHARED PURPOSE: China, where HRR testing was not performed, and patients with samples that were unavailable for testing. PD-L1 status in baseline tumor tissue was
Transforming Gynecologic Cancer Care determined centrally using Ventana SP263 assay. Expression was assessed using a TAP score, calculated based on the proportion of the tumor area

populated by tumor cells or immune cells with membranous PD-L1 staining. FIGO stage determined at the time of initial diagnosis of endometrial cancer
under investigation.

SGO 2024
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Durvalumab plus carboplatin/paclitaxel followed by
durvalumab with/without olaparib in endometrial
cancer: exploratory analyses of
biomarker/histological heterogeneity and

efficacy in the DUO-E mismatch repair

proficient subpopulation

DL K ¥ERIIA Dithesta: Brian Semorts: Elor Vetes Femand Caner > -

Kofi Agyemang-Prempeh,"" Flora Zagouri,'? Jae-Weon Kim,' Qinglei Gao,* Fernando Contreras Mejia,"®
Andreia Cristina De Melo,'® Tadaaki Nishikawa,'” Matthew Kowgier,'® Sonia lyer,'® Els Van Nieuwenhuysen!

PMMR subpopulation: PFS by biomarker subgroup
CP + durvalumab + olaparib versus CP

Post hoc exploratory analysis

HR (95% CI)
All pMMR patients —— 0.57 (0.44-0.73)
PD-L1 expression* Positive (TAP score 21%) —— 0.44 (0.31-0.61)
Negative (TAP score <1%) — 0.87 (0.59-1.28)

Unknown NC (NC-NC)"

POLEm and TP53m status’+ POLEm NC (NC-NC)'
TP53m R 0.47 (0.32-0.67)
TP53 wild-type e 0.71 (0.47-1.07)
Unknown 0.74 (0.37-1.45)
HRRm status’ HRRm - 0.47 (0.26-0.86)
Non-HRRm — 0.58 (0.43-0.78)
Unknown ; 0.74 (0.37-1.45)

BRCAm status’ BRCAm NC (NC-NC)"
Non-BRCAm — 0.57 (0.43-0.75)
Unknown ’ 0.74 (0.37-1.45)
Histology Endometrioid —— 0.60 (0.42-0.85)
Serous —— 0.46 (0.27-0.76)
Other! —— 0.64 (D.EE—‘I .ﬂﬁ}

| | 1
0.25 0.5 1 2

+—Favours CP+D+0 Favours CP—*

Potential benefit seen in TP53mut group, but we need to understand more

about NSMP given the heterogenous nature of the group




Is TP53 a potential biomarker to predict benefit from ICI +
chemotherapy () PARPI?

RUBY Part 11 RUBY Part 22

Molecular subgroup analysis based on 400/494
patients with known molecular classification per WES

1.0

0.8

06

04

Probability of PFS

TP53 mut

0.2

PFS oS
HR 0.55 HR 0.41
(95% CI, 0.30-0.99) (95% CI, 0.20-0.82)

Dostarlimab + CP

Placebo + CP 17.8%

0o 2 4

D+ CP 47 39 38 34 27 22 20 20 18 17

PBO+CP 41 37 3

NSMP
Probability of PFS

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

Months from randomization
11 10 4

3 3 4] 0 (4] 0
25 13 8 7 7 6 6 5 4 1 0 0 0 0 0 0 0
PFS 0s

HR 0.77 HR 0.87

(95% Cl, 0.55-1.07) (95% CI, 0.56-1.36)

Dostarlimab + CP

Placebo + CP

120.1%

0 2 4
Atrisk
D+CP 103 96 &8
PBO+CP 113 103 94

6

67
89

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

Months from randomization
57 45 40 37 34 30 28 21 17 11 10 5 1 0 0 0
$2 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0

All patients

Molecular subgroup?

POLE

dMMR/MSI-H

TP53

NSMP

Not evaluable®

Dostarlimab +
niraparib + CP
N=192

Placebo IV +

placebo oral + CP

N=99

HR (95% Cl)

Neo. of patients with events/No. of patients

95/192

0/3

12137

27139

37175

19/38

69/99

112

1017

10/10

31/46

17/24

—Dostar + nira + CP better | Placebo + CP better—

_._

+_

—.—

_._

_.__

HR (95% ClI)

0.59 (0.43-0.81)

NA

0.45 (0.20-1.05)

0.29 (0.13-0.63)

0.61 (0.36-0.99)

0.71 (0.37-1.37)

Exploratory PFS molecular subgroup analyses in overall population

aPD-L1 was
assessed by CPS
score per Dako
PD-L1IHC 22C3
pharmDx with a
CPS 21 cutoff to
define PD-L1
positivity. PSample
not available.
cDefined by a
mutation in 1 or
more genes
included in the
FMI14 panel:
BRCA1, BRCA2,
ATM, BARD1,
BRIP1, PALB2,
RAD51B,
RAD51C,
RAD51D,
RAD54L, CDK12,
CHEK1, CHEK2,
and FANCL

0.0156 00313 00625 0125 025 05 1

2 4

16

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

CP, carboplatin/paclitaxel; dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard ratio; ICI, immune checkpoint inhibitor; MSI-H, microsatellite instability high; NA, not applicable; nira, niraparib; NSMP, no specific molecular profile;

OS, overall survival; PARPI, Poly (ADP-ribose) polymerase inhibitor; PFS, progression-free survival; TP53, tumour protein 53; WES, whole exome sequencing.

1. Mirza MR, et al. European Society for Medical Oncology (ESMO) Annual Meeting. 2023;Presentation #740MO. 2. Mirza MR, et al. Society of Gynecologic Oncology (SGO) Annual Meeting on Women’s Cancer. 2024; Presentation LBA2.



Targeting HER2



Randomized Phase Il Trial of Carboplatin-Paclitaxel vs Carboplatin-
Paclitaxel-Trastuzumalb in Uterine Serous Carcinomas That

Overexpress HER2

1.0 . 1.0 X
= Censored Advar}ced dtsansi Censored
% Primary efficacy analysis: One-sided log-rank P=.013
08+ One-sided log-rank P = .0052 Trastuzumab 0.8 HR, 0.40 (30% Cl, 0.20 to 0.80) Trastuzumab
- HR, 0.44 (90% Cl, 0.26 to 0.76) No = No
g & Yes g Yes
S 0.6 - S 06
o Q oo
4 =t N It et e e 2 [T s A a— o
o 8.0 o
— 0.4 4 months .. — 04 months
w ~ P— b o w
(. [N,
a a |
B2 o 0.2 s
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Time Since On-Treatment Date (months) Time Since On-Treatment Date (months)
No. at risk No. at risk
No 28 20 6 5 5 5 4 3 = 1 No 20 16 6 5 5 5 4 3 2 1

Fader JCO 2018
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UNRESECTABLE STAGE IlI-1lV OR RECURRENT ENDOMETRIAL CARCINOMA WITH NO PRIOR CHEMOTHERAPY EXCEPT IN THE ADJUVANT SETTING

[ MMRd tumours } [ Non-MMRd tumours ]
|
v v
Symptomatic advanced disease OR Low-grade ER+
rapidly growing recurrent disease Low volume/asymptomatic advanced disease OR
: slowly growing recurrent disease
I
v Chemotherapy® o
Chemotherapy [1, Al :h ;t;rme
contraindicated T By
v I \ 4 B

1
]
1
! Addition of ICI to Addition of ICI to v Aromatase inhibitors
: chemotr]erapy, followed by chemotherapy, followed by ICI (= PARPi) Tamoxifen
: ICI as maintenance therapy® ICI +PARPi as maintenance contraindicated : [V, C]
¥ [L, B] therapy® ' : I
: [LB] e — ! :
Recurrent EC with prior : i Patients with HER2 3+ tumour: addition ! ;
chemotherapy (adj/neoadj setting): ! ; of trastuzumab to chemotherapy I :
pembrolizumab + lenvatinib I : [Il, B] : !
i1, cl | : : | I
v v v e : 1
A | |
[ Surgery or definitive EBRT = brachytherapy in patients responding to systemic treatments }___ A :
(v, Bl -



After platinum chemotherapy

s the patient dMMR or oMMR?e



Single-Agent |O activity in dMMR Endometrial Cancer

Patient selection

Advanced/metastatic
KEYNOTE158° Pembrolizumab 49 dMMR 48%

Previously treated
Recurrent/advanced 45%

GARNETP Dostarlimab 103
d-MMR

Advanced/metastatic

PHAEDRA® Durvalumab 35 SLy Lyl 43%

Advanced/metastatic

Konstantinopoulos® Avelumab 15 dMMR 26.7%

Marabelle et al. J Clin Oncol. 2020; b. Oaknin A, et al. Ann Oncol 2020; c. AnfillY, et al. ASCO®. 2019; d. Konstantinopoulos PA, et al. ASCO®. 2019;



GARNET - Last up date

101 =* ey e EC: dMMR or MMR-unk/MSI-H median (95% Cl): NR (38.9-NR)
0.9 =TS
7 I
1
2 s | T T = —H - —
c 07
— —|-— —
o | | |
g 071 | | PR S —
©
- 0.6 | |
i)
S 054 | |
=2
5 o4 | |
> | |
% 0.3 4 Estimated % probability of DOR (95% CI)
3 | | 12 months 24 months
© 024 | | 93.3% (83.0%-97.4%) 83.7% (70.8%—91.2%)
= 0
0.1 | |
+ Censored |
0.0 - | |
| I

T T T T T T T I T I T T T T T T T T T T

I T I
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

_ . Time since initial response (months)
Number of patients at risk

EC: dIMMR or MMR-unk/MSI-H 65 63 60 59 58 63 52 46 44 40 36 33 29 24 219 19 17 12 11 10 8 4 4 2 0

Oaknin et al Clin Can Research 2023



Keynote - 158

A CR

A PR

®PD

B Treatment duration
| Response duration
= Ongoing response

B Death

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 6

Time (months
( ) O'Malley et al. JCO 2021



Keynofte - ] 58

Median
No. (95% CI), months
C o0 : 88 : g 38 NR (2.9 to 49.7+)
1 I . .
_ 90 A ; 173 68
= 80 o
| ] 1l :
g 70 4 M 1l TR N B |
< :
2 60 1 5 5 :
bt 50 _ ........................... e boeeeees .........................................
oc : : :
o 40
c
‘o 30 A ; ; :
(@) : : : .
c 20 A ; : . ——— 95% confidence bands
© 10 - Duration of response
' ' | ' ! I ! ' I ! ! I ! ' I ' ' I ! ! I ' ' | ' ! I
0 6 12 18 24 30 36 42 48 54

Time (months)

No. at risk:
38 34 24 19 18 17 12 8 2 0

O’Malley et al. JCO 2021



Single-Agent IO activity in pMMR Endometrial Cancer

Study Drug N Patient selection (0] {3
Advanced/metastatic PD-
KEYNOTE 28 Pembrolizumab 24 L1 pos 13%
Previously treated
GARNET® Dostarlimab 142 Recurrent/advanced 13%
pPMMR
Advanced/metastatic
c pIVIMR 0
PHAEDRA Durvalumab 36 3%
Advanced/metastatic
. . pMMR 0
Konstantinopoulos Avelumab 13 6%

a. Marabelle et al. J Clin Oncol. 2020. b. Oaknin A, et al. Ann Oncol 2020; c. Anfill Y, et al. ASCO®. 2019; d.Konstantinopoulos PA, et al. ASCO®. 2019



Phase lll KEYNOTE-775: Second-line Pembrolizumab
+ Lenvatinib vs Chemotherapy in Advanced EC

Lenvatinib
20 mg PO QD

+
Pembrolizumab®
200 mg IV Q3W

Treat until progression
or unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We¢e

or

Paclitaxel

80 mg/m? IV QW
(3 weeks on/1 week off)

Primary
endpoints

* PFS by BICR
- 0S

Secondary

endpoints

+ ORR
*HRQoL
« Pharmacokinetics

+ Safety

Key exploratory
endpoint

+ Duration of response



All-comer (15% dMMR)

100 -+ Median OS (95% Cl)
E 90 - Lk Lenvatinib plus
e pembrolizumab: 18.7 months (15.6-21.3)
g 80 1 Chemotherapy: 11.9 months (10.7-13.3)
— 70 -
< HR for death,
g 60 - 0.65 (95% Cl, 0.55-0.77)
< 50
o Lenvatinib plus
g 40 - pembrolizumab
2] 30 -
E Chemotherapy
D 20 -
—
©
a- 10§ | Censored
] 1 1 | | I I I ] 1 1 | I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
No. at risk:
Lenvatinb plus 0 33 337 292 258 229 211 186 160 125 91 58 30 10 2
pembrolizumab
Chemotherapy 416 378 305 246 196 158 129 104 84 64 49 28 6 3 1

Makker JCO 2023



PMMR (updated follow-up)

Median OS (95% Cl)

100 Lenvatinib plus
" pembrolizumab: 18.0 months (14.9-20.5)

g 90 - 'y Chemotherapy: 12.2 months (11.0-14.1)

o 801 HR for death,

—_— 0,

= 70 - 0.70 (95% ClI, 0.58-0.83)

o

@ 60 -

g 50

o

- Lenvatinib plus

40 - .

; pembrolizumab

n 4

= 30 Chemotherapy

D

= 20 4

a

10 - | Censored
1 1 1 I | | I I I 1 1 1 ] ] I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)

No. at risk:
tenvatinb plus = g, 370 285 242 214 188 171 148 124 95 65 41 20 7 2
pembrolizumab
Chemotherapy 351 324 267 217 171 138 111 86 71 53 40 21 6 3 1

Makker JCO 2023



What's next?



S5 DESTINY-PanTumor02

DESTINY-PanTumor02: A Phase 2 Study of T-DXd for
HER2-Expressing Solid Tumors

An open-label, multicenter study (NCT04482309)

« Advanced solid tumors not eligible
for curative therapy

» 2L+ patient population
« HER2 expression (IHC 3+ or 2+)

* Local test or central test by
HercepTest if local test not
feasible (ASCO/CAP gastric

cancer guidelines’)a n=40 per
« Prior HER2-targeting therapy Sl
allowed BiiS
(Cohorts with no objective
« ECOG/WHO PS 01 responses in the first 15 patients

were to be closed)

g?@ Cervical cancer

% Endometrial cancer

5\%? Ovarian cancer

(ﬁ( Biliary tract cancer

% Pancreatic cancer

T

g

% Other tumors®

Primary endpoint

Confirmed ORR
(investigator)°c

Secondary endpoints

DORe
DCRe®
PFS&°®
OS
Safety

Data cut-off for analysis:

Nov 16, 2022

aPatients were eligible for either test. All patients were centrally confirmed. PPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer.

°Investigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1.

2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College of American Pathologists; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization.

1. Hofmann M, et al. Histopathology 2008;52(7):797-805.

2023 ASCO #ASCO23 PRESENTED BY: Funda Meric-Bernstam, MD

ANNUAL MEETING

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.
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A

#%% DESTINY-PanTumor02

Objective Response Rate by HER2 status

100 -
90 1 84.6
80 -
X 70 -
E - 61.3
o e 56.3
g 50 - 44.4
= 39.0 i
= 40 1 35.0
30.0
o i
o 30 "
20 - :QE) 18.8
10 -
5 I 0.0 < < i
n= 40 8 20 40 13 17 40 11 19 41 16 14 25 2 19 41 16 20 40 9 16 267 75 125
Cervical Endometrial Ovarian BTC Pancreatic Bladder Otherc Total
All patients (N=99) IHC 3+ (n=46) | IHC 2+ (n=34)
Median DOR, months (95% CI) 11.8 (9.8-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)

Analysis of ORR was performed in patients who received 21 dose of T-DXd; all patients (n=267; including 67 patients with IHC 1+ [n=25], IHC 0 [n=30], or unknown IHC status [n=12] by central testing) and patients with centrally confirmed HER2 IHC 3+
(n=75) or IHC 2+ (n=125) status. Analysis of DOR was performed in patients with objective response who received 21 dose of T-DXd; all patients (n=99; including 19 patients with IHC 1+ [n=6], IHC 0 [n=9], or unknown IHC status [n=4] by central testing)
and patients with centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. 2Responses in extramammary Paget's disease, head and neck cancer, oropharyngeal neoplasm, and salivary gland cancer.

BTC, biliary tract cancer; Cl, confidence interval; DOR, duration of response; IHC, immunohistochemistry; NE, non-estimable; ORR, objective response rate.

2023 ASCO #ASCO23 presenten By: Funda Meric-Bernstam, MD ASCO) ey

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Maximum Tumor Shrinkage (%)

HER2 3+ HER2 1/2+

B
100 - Confirmed ORR 54.5% 100 - Confirmed ORR 70.0%
80 - 95% Cl, 32.2-75.6 80 - 95% Cl, 34.8-93.3
60
40 -
20 -

Maximum Tumor Shrinkage (%)

601 m5.4mgkg B 5.4 mg/kg
-80 { i 6.4 mgtkg 801 me.4mgkg
-100 -100

Nishikawa et al JCO 2023



ENGOT EN24

European Network of ;

Gynaecological Oncological Trial groups

Study: ENGOT-en24 / DESTINY-ECo1

An Open label, Randomized, Multicenter, Controlled, Phase III Study of First-Line
Trastuzumab Deruxtecan (T-DXd) Monotherapy versus Carboplatin and Paclitaxel
with or without Pembrolizumab in Patients with HER2-expressing (THC 3+/THC2+)
Mismatch Repair Proficient (pMMR) Primary Advanced or Recurrent Endometrial
Cancer



Sacituzumab — Tirumotecan (anti TROP2)

ORR, % (n/N) 34.1(15/44)°
Confirmed ORR 27.3 (12/44)
Subgroups

TROP2 H-score >200 41.7 (5/12)
Prior 10 37.5 (6/16)

DCR, % (n/N) 75.0 (33/44)
PR 34.1 (15/44)
SD 40.9 (18/44)

DoR
Median (range), months 5.7 (3.8, 7.4+)

PFS
Median (95% CI), months 5.7(3.7,94)

a. Responses assessed per RECIST v1.1 by investigator.
b. Two patients with unconfirmed response were still receiving treatment at the data cutoff date.

Cl, confidential interval; DCR, disease control rate; DoR, duration of response; EC, endometrial cancer; |0, immunotherapy; ORR, objective response
rate; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; TROP2,

trophoblast cell surface antigen 2.

Time to response and duration of treatment for confirmed responders

@ Partial Response (first occurred)

» Ongoing (no PD)
0 3 6 9 12
Months
Best percentage change from baseline for target lesions

100 M Confirmed Partial Response

B Stable Disease

80 4 B Progressive Disease
M Not Evaluable

% Change from Baseline

*: Percentage Change from Baseline for Target Lesions was 0%

Data cutoff: March 05, 2024.



ENGOT-cx20/MK-2870-020: Sacituzumab Tirumotecan
A Phase 3 Randomized, Active-Controlled, Open-Label, Multicenter Study

Key Eligibility Criteria:
Recurrent or metastatic cervical cancer that:

v Has progressed on or after 1 prior line
of systemic platinum doublet treatment
(with or without bevacizumab)

AND

Has received anti-PD-1/anti-PD-L1 therapy
as part of prior cervical cancer regimens

Note: May have also received and progressed
on or after 2" line treatment with tisotumab
vedotin (TV)

— €SS
BARCELONA w Toon Van Gorp

Arm 1: MK-2870 4 mg/kg by IV

q2w
RAND
L |
N=666 Treatment of Physician’s Choice

(TPC)

(pemetrexed, topotecan,
vinorelbine, gemcitabine, or
irinotecan, Tisotumab Vedotin)

Stratification: 3 Factors

«+ Prior use of bevacizumab (yes vs. no)
“+ TROP2 expression (low vs. high)

“+ Selection of ICC (TV vs. other)

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

PD by BICR

PD by BICR

Primary Endpoint
*+ 0S

Secondary Endpoints
* PFS (BICR)

ORR (BICR)

DOR (BICR)

QoL
Safety/Tolerabi

-

~

.

\

v

!

l



ENGOT EN26 (Sacituzumab Govitecan)

Key Eligibility Criteria

Recurrent, advanced or metastatic
endometrial carcinoma
Histologically confirmed diagnosis of
epithelial endometrial carcinoma,
including carcinosarcoma

Prior treatment with platinum-based

chemotherapy and anti-PD-(L)1 therapy
» These agents may have been received
separately/ sequentially or in
combination and in any setting
» For pts who are ineligible for anti-PD-
(L)1 therapy due to comorbidities, or if
anti-PD-(L)1 agents are not available as
standard of care in any line of
treatment according to local
standards, prior treatment with an
anti-PD-(L)1 agent is not required
Up to 3 prior lines of systemic therapy,
with no more than 2 prior lines in the

recurrent or advanced setting
» Hormonal or hormonal-based
therapies do not count as a line of
therapy

ECOG PS 0-1

N=520

—@

Arm A: Sacituzumab Govitecan (SG)

10 mg/kg IV
Days 1 and 8, every 21 days

Arm B: Treatment of Physician’s Choice

(TPC)
Doxorubicin 60 mg/m? IV on Day 1, every 21 days, or

Paclitaxel 80 mg/m?2 IV on Days 1, 8, and 15, every 28 days

Stratification Factors

# of Prior lines of systemic therapy in any setting (<2 vs 3)
Prior Anti-PD-(L)1 therapy (yes vs no)
Histology (endometrioid vs non-endometrioid)

Key Study Endpoints

Primary Endpoint:
* PFS by BICR

Key Secondary Endpoints:

* 0OS

* ORRbyBICR

* Change from baseline and TTdD
in Physical Function as assessed
by EORTC-QLQ-C30

Secondary Endpoints:

*  PFSbyINV

* ORRDbyINV

* DOR, CBR by BICR and INV

» Safety

* Change from baseline in
GHS/Qol as assessed by

EORTC-QLQ-C30



Selinexor: Oral XPO1 Inhibitor

R 3 . Selinexor is an oral selective inhibitor of XPO1-mediated
CANCER CELL e | AW

}9 : W ' nuclear export (SINE) compound
"  mMRNAs (g o

XPO1 exports the major tumor suppressor proteins (TSPs)
including p53 away from the nucleus, where TSPs carry out
Cytoplasm y/ 4 ; ; : ; | their function

Tumor cells overexpress XPO1

Nuclear Pore
XPO] Tumor cells inactivate cytoplasmic p53 through protein
degradation

Cargo Proteins

el Oncoprote4 hoany, N Nucleus Selinexor inhibits XPO1 nuclear export, leads to retention /
MRNAs, growth i R | reactivation of TSPs in the nucleus and stabilization of p53

regulators) , ‘ -4, : &
Cargo Proteins

Retention of wild-type p53 (p53wt) and other TSPs in the cell
nucleus leads to selective killing of cancer cells, while largely
sparing normal cells

) : . foot " AMERICAN SOCIETY OF
2022 AS CO #ASC022 ERESENTED:BX: Content of this presentation is the property of the AS CO CC?NICAL ONCOLOGY

ANNUAL MEETING Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO suthor, censed by ASCO. Parmisslon required for teuse. 001 sDGE CONQUERS CANCER




Preliminary Analysis of a Prespecified Exploratory
Subgroup PFS: Patients with p53 Mutant/Aberrant EC

1.00

+ Censored
— Selinexor
= Blaceby Median PFS
G5 Selinexor (n=74): 3.7 mo (95% CI 3.32-5.55)
Placebo (n=40): 5.6 mo (95% Cl 3.71-7.49)
Audited
0.50

HR = 1.306 (95% CI 0.795-2.145)

I—\ Nominal one-sided P value = 0.8530

0.25; n Unaudited
HR = 1.345 (95% CIl 0.819-2.208)

\ Nominal one-sided P value = 0.8785 /

Probability of
Progression-free Survival

0 -
0 3 6 9 12 15 18
) Months
No. at Risk
Selinexor 74 33 11 - 3 4 0
Placebo - i " ! 3 » : Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival

2022 AS CO # ASC022 ERESENTED.BY: Content of this presentation is the property of the AS CO éff;féi‘t%i‘%gfgcgr
Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO author, licensed by ASCO. Permission required for reuse. PR -

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Preliminary Analysis of a Prespecified Exploratory
Subgroup PFS: Patients with p53 wild-type EC

(Wodian s )

Selinexor (n=67): 13.7 mo (95% CI 9.20-NR)
Placebo (n=36): 3.7 mo (95% CIl 1.87-12.88)

Audited
HR = 0.375 (95% CI 0.210-0.670)

Nominal one-sided P value = 0.0003

Unaudited

1.00;
+ Censored
— Selinexor
— Placebo
g 0.75 1
S
“ 5
o wn
Z 3
s % 0.50
c <
S S
£ 3
1%
1 _\ﬂ
£ 0.25]
01
0 3 6 9 12 15 18
No. at Risk Months
Selinexor 67 48 33 24 15 10 7
Placebo 36 18 11 9 6 5 5

HR = 0.407 (95% CI 0.229-0.724)

\ Nominal one-sided P value = 0.0008 /

Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival

2022ASCO

ANNUAL MEETING

PRESENTED BY:

Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO

Content of this presentation is the property of the AS( O éffﬁféi’ﬁ%i‘égf&?r

author, licensed by ASCO. Permission required for reuse.
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ONSS0CT

synaocoiogical Oncobogy - Ciny

I ESMD ™ ENGOT-EN3 / NSGO-PALEO T,

ENGOQ'
Eurapean Network of
Cynascslegical Uncchagical Tral g

Gynaecological Oncok

N

Measurable/evaluable endometrial cancer

Placebo 125 mg days 1-21

* Primary stage 4 or relapsed disease

Letrozole 2.5 mg days 1-28
21 prior systemic therapy

| Repeated every 28 days until progression

ENGOT model A, sponsor NSGO-CTU, NCT02730429
* ER+ (210%) endometrioid adenocarcinoma

\
j i
randomisation
» ECOG PS 0/1 Palbociclib 125 mg days 1-21

* No prior endocrine therapy except MPA and Letrozole 2.5 mg days 1-28
megestrol acetate

\° No prior CDK inhibitor /
Primary endpoint: Investigator-assessed PFS (target HR 0.625, 80%
power, 15% 1-sided a)
o _ _ Secondary endpoints:
* No. of prior lines (primary advanced disease vs « PFS in subgroups
Ist relapse vs 22 relapses)  Objective response rate, disease control rate, PFS2, overall survival
* Measurable vs evaluable disease per RECIST e PROs

* Prior use of MPA/megestrol acetate

Stratification:

 Safety and tolerability

HR = hazard ratio; MPA = medroxyprogesterone acetate; PROs = patient-reported outcomes

14

Mirza, ESMO GYN 2023



ENGOT-EN3 / NSGO-PALEO

FEESMD ™ Etficacy (ITT population)

Primary endpoint: PFS

100 T HR=0 56 100 -
(95% CI 0.32-0.98)
p=0.0376 o
[Eh Median: 3.0 vs. 8.3 mo
= g
» 90 £
o 5
oo o
25
0 T T | 0~
0 9 10 15
Number at risk Time (months)
Palbociclib + letrozole 36 21 14
Placebo + letrozole 37 17

10
Cl = confidence interval: HR = hazard ratio
Mirza et al. ESMO 2020

(=]
o
1

70

60

50

40

30

20 -

10

Secondary endpoint: Disease control rate’

M Palbociclib + letrozole (n=33)

* = at 24 weeks

Disease control rate

H Placebo + letrozole (n=37)

Mirza, ESMO GYN 2023
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Conclusions

of EC is needed for a tailored approach in early
and advanced setting

« Some of the evidence guiding actual indications need to be
and new biomarkers need further (053, HRR/HRD)

in freatment approach(POLE stage IlI/IV)

« With the next coming new bullets (selinexor, CDK 4/6i, ADC) tfreatment’s
will increase importance



Grazie

michele.bartoletti@cro.it

CRO
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