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ENGOT-cx11/ GOG-3047/KEYNOTE-A18

Key Eligibility Criteria
* FIGO 2014 stage 1B2-11B
(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 IB2-11B N+ vs IlI-IVA)
« Planned total radiotherapy dose (<70 Gy vs

270 Gy [EQD2])

Loruso D, Lancet, 2024

Cisplatin 40 mg/m? 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:

« 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

Primary Endpoint: Overall Survival at IA2

100
90+
80+
70+
604

i
i
1
1
i
50+ [HR 0.67 (95% ClI, 0.50-0.90)J |
i
i
i
t

36-morate (95% CI)
82.6% (78.4-86.1)
74.8% (70.1-78.8)

Ptsw/ Median,mo
Event (95% CI)

Pembro Arm 14.2%

NR
(NR-NR)
40+ P =0.0040?
304
20
10

Median follow-up: 29.9 months

0 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months

Placebo Arm 20.5%

NR
(NR-NR)

Overall Survival, %

76.7% information fraction®

529 527 522 509 500 463 412 374 326 273 210 136 63 " 1
531 527 518 508 493 455 405 366 316 259 194 125 58 12 0
With 184 of the 240 deaths expected at the final analysis (76.7% information fraction). the observed P= 0.0040 (1-sided) crossed the prespecifisd nominal boundary of 0-01026 (1-sided) at this planned second

interim analysis. At thistime, 66 patients had received immunotherapy as post-progression treatment, including 15/138 patients (10.9%) in the pembro arm and §1/193 patients (26.4%) in the placebo arm; of those,
10/(7.2%) and 41 (212%). respectively, had received pembro_ Data cutoff date: January 8, 2024
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ENGOT EN6-NSGO/GOG-3031/RUBY (NCT03981796) Part 1==

Eligible patients

Primary endpoint
Stage lII/IV disease or first

Dostarlimab IV + PFS by INV2 (IA1)

it EC=
L . (500 mg) + Dostarlimab IV + OS(IA1&1A2)
= All histologies except i+ (1000 mg)
e — carhcvlptlaur: g
Naive to systemic e Seconda
anticancer therapy or had endgoints

a recurrence or PD 26
months after completing
systemic anticancer therapy

PFS by BICR (IA1)
PFS2 (1A1 & IA2)

Q3W (6 cycles)

Qsw
(up to 3 yearsd)

- ORR (IA1)

+ DOR (A1)

Stratification Placebo + + DCR (IA1)
MMR/MSI statuse carboplatin + Placebo IV + HRQOL/PRO (IA1)

Safety (IA1 & 1A2)

paclitaxel

Prior external pelvic
radiotherapy
Disease status

dmmﬁdu,lmsﬂgmmmulpelRECIETvl 175;-& wonemmumgu
o or
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NRG-GY018/KEYNOTE-868 (NCT03914612):
Randomized, Placebo-Controlled, Phase 3

Arm 1
Placebo IV Q3W +
Paclitaxel 175 mg/m? IV Q3W +
Carboplatin AUC 5 IV Q3W

Arm 1
Placebo IV Q6W

Key EI C
« Measurable stage III/IVA or
measurable/nonmeasurable stage IVB or
recurrent endometrial cancer

N =810
(588 pMMR,

222 dMMR) for up to 14 additional

for 6 cycles RS
« Pathology report showing results of

institutional MMR IHC testing
+ECOGPSO0,1,0r2

+ No prior chemo except prior adjuvant
chemo if completed 212 mo before study

Arm 2
Pembrolizumab 200 mg IV Q3W +
Paclitaxel 175 mg/m? IV Q3W +
Carboplatin AUC 5 IV Q3W

Arm 2
Pembrolizumab
400 mg IV Q6W

for up to 14 additional

for 6 cycles cycles

Stratification Factors
* dMMR vs pMMR
*ECOGPS (Oor1vs2)

Endpoints
« Primary: PFS per RECIST v1.1 by investigator in pMMR and dMMR populations
« Select secondary & exploratory*:

+ OS in pMMR and dMMR populations

« PD-L1 status (positive vs negative) in pMMR and dMMR populations

« PFS per RECIST v1.1 by investigator by PD-L1 status in pMMR and
dMMR populations

* BICR vs investigator assessed outcomes by MMR status

« Prior adjuvant chemo (yes vs no)

o jo THE POWER OF SHARED PURPOSE:
Transforming Gynecologic Cancer Care

*MMR status as randomized
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ENGOT-EN6/GOG-3031/RUBY trial

Statistically Significant OS Benefit in Overall Population
Primary endpoint

100 HR, 0.69
(95% ClI, 0.54-0.89)
P=0.002
Median duration of
80 | follow-up, 37.2 months?
0,
< 70.1%
©
2
2 607 54.9%
>
0
4 .
; 54.3% Dostarlimab + CP
= 40+
o
g 0
2 42.9%
a Placebo + CP
204 Median (95% CI), mo Events, n/N (%)
Dostarlimab + CP 44.6 (32.6-NE) 109/245 (44.5%) 38.2% of patients in the placebo + CP arm
received subsequent immunotherapy
Placebo + CP 28.2 (22.1-35.6) 144/249 (57.8%)
0+ _OS maturity 253/494 (51.2%) + Censored
T T T T T T T T T T T T T T T 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 34 36 38 40 42 44 46 48
No. at risk(events) Time since randomization, mo
Dostarlimab + CP 245(0) 239(3) 232(9) 223(16) 211(27) 201(37) 198(40) 188(48) 184(51) 181(54) 175(60) 168(67) 164(71) 154(80) 146(86) 137(93) 118(98) 95(102) 70(104) 52(107) 37(107) 17(108) 6(108) 2(109)  0(109)
Placebo + CP 249(0) 244(3) 239(8) 228(18) 223(23) 210(36) 197(47) 181(63) 168(74) 156(84) 143(97) 135(105) 127(111) 122(116) 117(120) 112(123) 96(127) 78(131) 53(134) 39(139) 22(142) 13(143) 4(144) 2(144)  0(144)

2Median expected duration of follow-up; range 31.0-49.5 months.

CP, carboplatin-paclitaxel; HR, hazard ratio; NE, not estimable; OS, overall survival. Scan hslme‘s
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NSGO-CTU GOG s

“;E Hospital Universitario

12 de Octubre melpipirs

1+12"

Clinically Meaningful OS Difference in MMRp/MSS Population?

100 HR, 0.32
(95% CI, 0.17-0.63)
nominal P=0.0002
1 Median duration of
80 '1HH| follow-up, 36.6 months®
82.8%
ES
- i +
E 78.0% Dostarlimab + CP
E 60
S
@
k3 57.5%
z
= 404
§ 46.0%
] Placebo + CP
o
204 Median (95% CI), mo Events, n/N (%)
Dostarlimab + CP NE (NE-NE) 12/53 (22.6%) 41.5% of patients in the placebo + CP an
received subsequent immunotherapy
Placebo + CP 31.4 (20.3-NE) 35/65 (53.8%)
0- _OS maturity 471118 (39.8%) + Censored
T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
No. a risk{events) Time since randomization, mo
Dostarlimab+ CP 53(0) 52(1) 50(3) 48(5) 46(8) 4571 45(7) @) 4AE) 42T A1) ANB) AN MO0) 2810 11T 412 BID) 61 AW i 012
Placebo + CP 650) 632) 823 SeE) 6@ 5510 (13 4B(|ﬂ} 43(10) ﬂﬂ!) B23) AR5 M) 28 28 INW) 2332) 1933 1233) ME) A 634 136 0R5)

=Overall sunvival i Hand was
CP, carboplatn-pacitavel; dMMR, mismatch repar deficent; HR, hazard ratic; MSI-H,

endpoint. *Median

nge 31 048 7 months.

100+ HR, 0.79
(95% Cl, 0.60-1.04)
nominal P=0.0493
Median duration of
80 follow-up, 37.5 months®
=
= 66.5%
2
2 604
S
]
s
=
= 404 .
§ Dostarlimab + CP
2 41.9%
o Placebo + CP
20 Median (95% CI), mo Events, n/N (%)
Dostarlimab + CP 34.0 (28.6-NE) 97192 (50.5%) 37.0% of patients in the placebo + CP arm
received subsequent immunotherapy
Placebo + CP 27.0 (21.5-35.6) 109184 (59.2%)
0 _OS maturity 2061376 (54.8%) + Censored
T T T T T T T T T T T T T T T T T T T T T T T T
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

No. at risk(events)

Dostarfimab + CP 192(0) 187(2) 182(6) 175(11)} 185(21) 156{30) 153(33) 144(41) 140(44) 137(47) 131(53) 125(58) 122(62) 11371} 105(77) 96(B4) B4{s8) 67(81) 51(g3)

Placebo + CP

| sunvival in the MMR/MS)

Time since randomization, mo

Oveal 1 and
OF, ccaboptat ociione, HR, e 1o, MAF, ot ropo profiacrs,

endpoint. *Median expected duration of follow-up; range 31 2-48 5 months.
NE. 3 L

38(95) 28(25)
184(0) 181(1) 177(5) 16B{12) 167(14) 155(26) 146(34) 133(47) 125(54) 11563) 104{74) 0B(SD) O3(84) BO(BS) BO{1) 81(B4) 73{eG) 5B(08) 41(101) 23{106) 15(108) 7(108) 3(108) 2(108) O{109)

1988 406) WOT) OE7)
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NRG-GY018/KEYNOTE-868
Favorable Trend in OS With Pembro + CT for dMMR EC

OS Data Immature at IA (18.0% information fraction)

100
90
80
o
= 70
g Events, Follow-up Duration?, Median OS HR (95% Cl)®,
E 60— n/N median (range), mo  (95% Cl), mo P-value®
& s0- Pembro+CT  10/110 133 (0.6-39.4) NR (NR-NR) 0,55 (0.25-1.19)
= us Placebo +CT  17/112 13.7 (1.0-38.0) NR (NR-NR) P=0.0617
§
2 30
[e]

Among those who discontinued
20 treatment, more patients in the

104 placebo +CT group vs the Favorable Trend in OS With Pembro + CT for pMMR EC

pembro + CT group received

o/ : . .
0 § > : ) ; - ’ subsequent PD-1/PD-L1 OS Data Immature at IA (27.2% information fraction)
0 6 12 18 24 30 36 42 inhibitors (54.5% vs 19.1%)

Nozat fisk Jime from Randomization; months 100 Events, Follow-up Durations, Median OS HR (95% CI)P,
Pembro+CT 110 88 55 29 12 1 2 nN  median (range), mo (95% Cl), mo P-value®
Placebo +CT 112 87 52 18 8 7 1 90

Pembro +CT  45/294 8.8 (0.1-37.0) 27.96 (21.42-NR) 0,79 (0.53-1.17)
P 80+ Placebo + CT  54/294 8.4 (0.1-37.2) 27.37 (19.52-NR) P=01157
of e THE POWER OF SHARED PURPOSE: *Follow-up duration is defined as the time from the date of death or if the participant s stil alive. B3
Transforming Gynecologic Cancer Care *Based on Cox regression model with Efron's method of tie handling with treatment as a covariate stratified by prior chemotherapy. - 704
4 : “One-sided P-value based on log-rank test stratified by prior chemotherapy. g Among those who
Distuwe G sof: Dae 16 22 ] 01 discontinued treatment, more

@ 50 patients in the placebo +CT
& group vs the pembro + CT
s 40 group received subsequent
[ PD-1/PD-L1 inhibitors (45.0%
o vs 19.3%)

20+

10

0
b T T T T T T 1
0 6 12 18 24 30 36 42
No. at risk Time from Randomization, months
Pembro + CT 294 179 97 51 16 10 1
. Placebo + CT 294 174 % 46 1 7 0
o\ THE POWER OF SHARED PURPOSE:  *Follow-up curatin s defined as thetime fom the date fth participant s sl alive
Teansforming Gynecologic Cancer Care *Based on Cox with Efron's mathod of ng with treatment by prior

4 “One-sided P-value based on log-rank fest strafified by prior chemotherapy.
Database cutoff: Dec 6, 2022.




¥
|
‘ VIl SIMPOSIC
ONCOL{:““’
‘r‘n ;ltés.p\t:ﬂ Universita
de Octubbkrjgo ‘{. /]2
g institto de Investiga

Date:
te: 07 Oct 2024

EM
A Extensio
n Of In d. .
icatio
ns for P
embroliz
umab
KEYTRU Hinatiod ar tin 2 dpachtaxe\ dicate fhe firs Aine treatmem
of pﬁmary dvanc 3 or 1€ a1 carcin® . adul wh d’xdatesf © gystemic
: therapy
Y1 DA, com ation th len atinib, 18 i for \ catm 0 dvance curren
endome rial carcino® 0 adul who have disease PF gre ; followi prior treatm® fwith @
\ p\at'm _contd ng I apy & any setting nd wh and aates (ve surg® ot



VIl SIMPOSIO NAC
de ONCOLOGIA de P

DUO-E study

Patients
@Newly diagnosed FIGO 2009 cP
Stage IlI/IV or recurrent  am

endometrial cancer
(measurable disease if newly
diagnosed Stage Il disease)
@Known MMR status
@Naive to first-line systemic
anticancer treatment for
advanced disease

@Naive to PARP inhibitors and

N=718

Stratified by:
OMMR status

i N (proficient vs

immune-mediated therapy deficient)
@Adjuvant chemotherapy @(D\sease sttalus

TR MO OO A (fecurrentvs

I

last treatment to relapse zz’;r""osed)
@All histologies except @Geographic

sarcomas region (Asia

vs non-Asia)

e THE POWER OF SHARED PURPOSE:
Transforming Gynecologic Cancer Care

@

CP+D+0O
L= — =,

arm

Endpoints

Primary
@PFS (RECIST per investigator) in:
«@CP+D arm vs CP arm
©CP+D+0 arm vs CP arm

|

CPt (q3w) Placebos

Secondary
@OS (key secondary)
©TFST, PFS2 and TSST
@Safety

CPt (q3w)
+

Durvalumab (1500 mg IV 4w,
Durvalumab (1120 mg IV q3w)

Post hoc exploratory analyses

©®VIMR subpopulation analyses of OS,
TFST, PFS2 and TSST (DCO1)

CP' (q3w) Durvalumab (1500 mg IV g4w)
+

Patients without disease progression

o
Olaparib (300 mg tablets bid)

Durvalumab (1120 mg IV q3w)

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

*DUO-E is a placebo-controlled, double-blind study

Six cycles of carboplatin at an area under the concentrationcime curve of 5 or 6 mg/mL/min and paclitaxel 175 mg/m?.
bid, twice daily; CP, carboplatin/paclitaxel; D, durvalumab; DCO1, data cut-off 1; FIGO, Intemational Federation of
Gynaecology and Obstetrics; IV, intravenously; O, olaparib; q3(4)w, every 3(4) weeks; R, randomization;

RECIST, Response Evaluation Criteria in Solid Tumors.

‘r‘ﬂ Hospital Universitario
12 de Octubre

1+12 .

OS: Secondary endpoint; prespecified interim analysis

100 -
90
80
70 CP+D+0 arm
S 60 12 months CP+D arm
< ) 87.7% |
n 50 o i 18 months CP arm
O 401 ) | 79.4%
30 79.7% 74.6%
20 | 69.0%
10 1 ;
0 ‘ ‘ ‘ ‘ 1 ‘ ‘ ‘ ‘ ‘ ‘
0 3 6 9 12 15 18 21 24 27 30 33 36
N Time since randomization (months)
CP+D+O 239 233 227 208 202 152 109 77 38 18 8 2 0
CP+D 238 227 221 205 192 147 105 64 34 17 6 0 0
cpP 241 229 215 201 185 136 104 69 35 15 4 0 0
CP arm CP+D arm CP+D+0 arm
(N=241) (N=238) (N=239)
Events, n (%) 82 (34.0) 65 (27.3) 52 (21.8)
. 259 NR NR
0,
Median OS (95% CI), months (23.9-NR) (NR-NR) (NR-NR)
0.77 0.59
HR (95% CI) vs CP armt (0.56-1.07); (0.42-0.83);
P=0.120 P=0.003
0.77
0, fir
HR (95% CI) vs CP+D arm (0.53-1.10)

Overall data maturity: 27.7%
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bue MMR subpopulations: OS

Post hoc exploratory analyses

dMMR (20% of ITT population) PMMR (80% of ITT population)
100 g =w—t 100 -

90 - T ' CP+D+0O arm 90 ’“&-t%

80 1 CP+D arm 80 1 -

70 1 12 months b 70 1 ! RO
= gg ] 01 206 & gg ] 12 months CP+D arm
0 1 91.2% CP arm * il 87.3% § CParm
8w SR 8

20 1 86.1% 20 1 81.0% 71.1%

10 - 65.8% 10 - 69.9%

0 T T T T T T T T T T T T T T | 0 T T T T T T T ; T T T T T T T |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 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+O 48 47 47 45 44 40 39 36 33 27 22 18 9 5 2 2 0 cp+D+O 191 187 185 182 176 167 163 138 108 82 64 48 29 20 9 6 2 O
CP+D 46 44 44 44 43 42 41 40 31 25 19 15 9 7 5 2 0 CP+D 192 187 180 177 169 159 151 128 104 80 59 41 25 18 7 4 2 0
cP 49 49 45 40 36 35 34 28 23 20 16 11 5 4 1 0 O cpP 192 185 181 175 169 158 151 125 99 84 66 51 30 15 10 2 0
CP arm CP+D arm CP+D+0 arm CP arm CP+D arm CP+D+0 arm
(n=49) (n=46) (n=48) (n=192) (n=192) (n=191)
Events, n (%) 18 (36.7) 7 (15.2) 6 (12.5) Events, n (%) 64 (33.3) 58 (30.2) 46 (24.1)
. o 23.7 NR NR . o 25.9 NR NR
Median OS (95% CI), months (16.9-NR) (NR-NR) (NR-NR) Median OS (95% Cl), months (25.1-NR) (NR-NR) (NR-NR)

0 . 0.34 0.28 0 . 0.91 0.69

IR[R (S @) vs @ e (0.13-0.79) (0.10-0.68) IR[R 0 €l) v P i (0.64-1.30) (0.47-1.00)
0.84 0.75

0, * 0, *

HR (95% CI) vs CP+D arm (0.27-2.52) HR (95% CI) vs CP+D arm (0.51-1.11)
Overall data maturity: 21.7% Overall data maturity: 29.2%
e THE POWER OF SHARED PURPOSE: DCO: April 12, 2023. For the dMMR subpopulation, median duration of follow-up for OS was 18.4 (CP), 19.1 (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 immunohistochemistry panel. OS rates were
estimated by the Kaplan—Meier method. *HRs and Cls were estimated from an unstratified Cox proportional hazards model. Sam Die

Transforming Gynecologic Cancer Care
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ENGOT-en11/GOG-3053/KEYNOTE-B21 Study Design

Stage 1

Stage 2
Carboplatin Sor6)+
paclitaxel 175 mg/m?

1 radiotherapy

(Q3W, 4 or 6 cycles) i

Pembrolizumab Pembrolizumab

200 mg Q3W (6 cycles) 400 mg Q6W (6 cycles)
paclitaxel 17 dd::s’;?‘r::‘py
(Q3W, 4 or 6 cycles) i
Placebo Placebo
Q3W (6 cycles) Q6W (6 cycles)

Dual Primary Endpoints

+ DFS as assessed radiographically by the investigator or by
histopathologic confirmation

+ OS (not mature at this interim analysis)

Key Eligibility Criteria
+ Newly diagnosed EC or carcinosarcoma

+ Curative surgery with no residual disease
« At high risk for recurrence:

~ FIGO (2009) surgical stage I/ll, non-endometrioid with
myometrial invasion

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

~ FIGO (2009) surgical stage II/IVA of any histology

Carboplatin (AUC 5 or 6) +

+ No prior radiation or systemic therapy (including
neoadjuvant) for EC

Stratification Factors
+ MMR status (pMMR vs dMMR), and within pMMR stratum:
~ Planned radiation (chemo-EBRT vs EBRT vs no EBRT)
- Histology id vs
— FIGO (2009) surgical stage (V/1l vs II/IVA)

Pembrolizumab Plus Chemotherapy Improved DFS?2 per
Investigator in dMMR Subgroup

96%
. 92%

92%
: 80%

90-
® 0
3 70-
£ 6o
"
8 %0
G 40~ .
& : :
g 307 Events, Median HR
8 20 n (%) (95% Cl), mo (95% CI)
10| Pembro +CT 8(6) NR (NR-NR) 0.31
Placebo + CT  25(18) NR (29.5-NR) (0.14-0.69)
"o 6 12 18 24 30 36
No. at risk Time from Randomization, months
Pembro+CT 141 136 129 103 46 10 0
Placebo + CT 140 134 127 29 38 Ve o
*DFS was defined as the time from G al of EC (s d by the of by hi " 9 death from any cause. Data
4,2024.
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PRIMA/ENGOT-0V26/GOG-3012 trial of niraparib 1L maintenance

Phase 3 PRIMA trial enrolled patients with newly diagnosed aOC at a high risk for disease recurrence

Eligible patients | Endpoints |
« Newly diagnosed HGS/HGE aOC Primary endpoint:

+ CRor PRto 1L PBCT? = PFS by BICR®

+ Conducted at ~60% maturity in overall

« Tumor sample for HRD testin . population (=440 deaths)
P J Placebo Key secondary endpoint * Hierarchical testing: overall then HRd
Stratification factors Patients treated once daily® - 08 » 80% power to detect a statistically
. Neoadjuvan[ chemotherapy: yes or no for 36 months or until Secondary endpoints: S|gmﬁcant difference if the true hazard

. . ratio was <0.75 in overall population
« Best response to 1L PBCT: CR or PR disease progression - PFS2, TFST, PRO, safety Pop

« Tumor HRD status: HRd or HRp/HRnd

Key risk characteristics of PRIMA population'?2

Disease stage RISK Residual disease Tumor HRD/BRCA status
35.1% stage |V disease at diagnosis >99% stage Ill 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

PRIMA/ENGOT-QV26/GOG-3012 trial (NCT02655016). 2Patients must have either had CA-125 in the normal range or a >90% decrease in CA-125 during 1L treatment that was stable for at least 7 days. At baseline, 7.1% of the overall population had CA-125 above the
upper limit of normal. bAt study start, all patients received a fixed starting dose of 300 mg once daily. Subsequently, the protocol was updated to use an individualized starting dose adjusted according to baseline body weight/platelet count. <Primary endpoint of PFS by
BICR assessed by hierarchical testing, firstin patients with HRd tumors and then in the overall population. 1L, first-line; aOC, advanced ovarian cancer; BICR, blinded independent central review; BRCAm, BRCA-mutated; CA-125, cancer antigen ?(25, CR, complete
response; HGE, high-grade endometrioid; HGS, high-grade serous; HRD, homologous recombination deficiency, HRd, homologous recombination deficient; HRnd, homologous recombination status not determined; HRp, homologous recombination proficient; OS, overall
survival; PBCT, platinum-based chemotherapy; PFS, Ero%ression—free survival; PFS2, progression-free survival 2; PR, partial rej)onse; PRO, patient-reported outcomes; TFST, time to first subsequent therapy.

1. Gonzalez-Martin A, et al. N Engl J Med. 2019;381(25):2391-2402. 2. O'Cearbhaill RE, et al. Gynecol Oncol. 2022;166(1):36-43.

EEESMD ™™
2024 Antonio Gonzalez-Martin
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Final OS (62.5% maturity in overall population)

No difference in OS between niraparib and placebo arms in the overall, HRd, and HRp populations

Overall? HRd? HRp®
— 83% vs 64% e 78% vs T4% .
| 3.y OS rat 1 3-y OS rate
80 e Q 80 l 61% vs 61% 80 52% vs 42%
48% vs 1% | 4.y OS rate 1
Yy 3-y OS rate
14.y OS rate | | 55% vs 56% . .
= 60 ! 42% vs 44% 80 | 1 5y OS rate 60 | 37% vs 33%
- | 4.y OS rate
72] ! 1 5-y OS rate 1 ;
O 4o Nifl PBO o 40 1 X 40 29% vs 27%
| Overall population [GEET RGED) | Nir PRO | PRO ! 5.y OS rate
Median OS, mo 466 488 | HRd population (0=247) " (n=126) | HRp population 69 N
20 [ Fiazard ratio (95% )| 101 (0.84-123) : 20 {[Wiedian 05, mo 19 | 698 i 201 ["Median 05, mo 366 | 322 i
P value (.8834 | Hazard ratio (95% CI)| 0.95 (0.70-1.29) ! Hazard ratio (95% C1)| 0.93 (0.69-1.26) 1
0 0 . 0
N O 6 1218 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 5 247 245 238 224 207 191 173 156 143 134 126 121 75 31 169 164 148 134 120 101 84 73 60 53 47 40 29 5
PBO 246 242 223 204 191 171 153 138 121 111 105 100 62 17 3 126 126 118 112 107 98 91 8 75 68 67 40 14 80 76 67 51 44 33 31 2% 26 21 19 14 2
A HRA/BRCAm B HRA/BRGAwt
b Hazand rato, .94 (35% C1 0E3-1.41) =1 Hazard rat, 0,87 (95% C1, 0.62-0.53)
HRD status i - :
HRd (all) 120247 85128 + 0.85 {0.70-1.29) m
HRA/BRGAmM 71152 35T —.%— 084 {083-141) F F3 .
HRA/BRGAWL 4pm4 ES + 007 082153 3 = E =
HRp 120180 61120 —— 0,03 (0.60-1.28) E = e
HRnd 8571 28140 —%—0— 1.30 (0.88-2.19) g « E “
0z 050 100 200 10 . -

© 2 16 &0 %4 1818 20 22 24 28 25 30 32 34 35 35 40 47 &3 45 48 50 57 54 59 56 &0 62 64 66 85 7072 74 76 78 80 42 4 45 68

Timg sines randomization (montng)
arzars

RN ErECSSNNEB AT CRT DL 420
Pacsba 7171 T MG DM M N E DN M NSNS G L M DO NN O BHB T B S 4 20

Tima sinea randomization (montne}
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Subsequent PARP inhibitor therapy

3-fold higher subsequent PARP inhibitor use in placebo arm than niraparib arm across populations

0
nN 57/487 931246
Overall

30247 611126 29152 4171 10194 20/55
HRd (all) HRd/BRCAm  HRd/BRCAwt

101169 15/80
HRp

— = o
b Subsequent PARP inhibitor therapy Subsequent PARP inhibitor use
T m—— * Most predominant in HRd population, with
75 1 HRd i MPe0 highest use in HRd/BRCAm population
% 5.7 « Most patients initiated in the 2L setting
o Any subsequent Overall HRd
: i ZUGRLLITCEYE Nir PBO | Nif  PBO
25 | : : LA IR (n=487) (n=246) (n=247) (n=126)
. : | Any treatment line 17 378 158 484
A 82 305 | 130 373
; i | 3L+ | 35 73 | 28 114 |
H i

*Percentages calculated out of the tosal number of padents in each poputabon, not the number of patents who expenanced disease progression. 21, second-ine; 3L+, fard-ine and beyond, BRCAm, BRCA.mutated, BRCAW, BRCA wid-type, HRd, homologous
recombinaton deficent, HRp, homologous recombination proficient, Nir, nirapanb, PARP, poly(ADP ribose) pofymerase; PBO, placebo

Antonio Gonzalez-Martin
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MIRASOL (NCT04209855) — Study Design'-2

An open-label, phase 3 randomized trial of MIRV vs investigator’s choice

chemotherapy in patients with FRa-high platinum-resistant ovarian cancer

Primary Endpoint

Patle?ltl:;)g;)latlon N Treatment Regimen-Experimental PES by INV
Enrollment and Key Eligibility 5 " /kM,IA'IRI}‘s,W — (BICR sensitivity analysis)
Platinum-resistant disease ® mg/kg -
(PFI <6 mo) g Key Secondary Endpoints
FRa detected by IHC with PS2+ intensity ° = 1) 02R)Robsy INV
among 275% of viable tumor cells & Treatment Regimen-Control 3) PROS?
High-grade serous histology bR . , .
1° platinum-refractory disease excluded — Investlgator s Choice Secondary Endpoints
UL o) _ Chemotherapy Safety and tolerability
(Paclitaxel, PLD, or Topotecan) DOR

1-3 prior lines of therapy
Prior BEV and PARPI allowed Stratification Factors

Patients with BRCA mutations allowed IC chemo: paclitaxel, PLD, or topotecan
Prior lines of therapy: 1 vs 2 vs 3

CA-125 response®
PFS2

Enrolled patients: 62% prior Bevacizumab, 55% prior PARPI
Moore et al. NEJM 2023; Konecny GE SGO 2024
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DESTINY-PanTumor02

Efficacy and safety of trastuzumab deruxtecan in patients

with HER2-expressing solid tumors: biomarker and subgroup
analyses from the cervical, endometrial, and ovarian cancer cohorts
of the DESTINY-PanTumor02 study

Vicky Makker,2 Ana Oaknin, Luis Manso, Antonio Gonzalez-Martin, Iwona tugowska,
Funda Meric-Bernstam, Domenica Lorusso, Susana Banerjee, John B Liao, Salvatore Siena,
Chien-Hsing Lu, Naiyarat Prasongsook, Bohuslav Melichar, Anitra Fielding, Lindsey Jung,
Soham Puvvada, Flavia Michelini, Jung-Yun Lee

1Gynecologic Medical Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY, US
2Department of Medicine, Weill Cornell Medical College, New York, NY, US

2024 SGO Annual Meeting on Women’s Cancer | 16 March 2024, 08:30-09:45 PST

e THE POWER OF SHARED PURPOSE: 560
Transforming Gynecologic Cancer Care SIS NG
ON WOMEN'S CANCER

San Diego, CA * 2024
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Error bars represent 95% confidence intervals
e THE POWER OF SHARED PURPOSE: *In patients with IHC 1+/0/unknown by central testing, responses were observed in 4/10 patients with endometrial cancer, 6/12 patients with

cervical cancer, and 4/10 patients with ovarian cancer; fone patient with endometrial cancer was reported to have received no prior regimens

Transforming Gynecologic Cancer Care
IHC, immunohistochemistry; INV, investigator; ORR, objective response rate
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Pembrolizumab in addition to chemoradiotherapy as a new standard of care for
LACC.

- Immune checkpoint inhibitors should be incorporated to first line Chemo
in patients with advanced/recurrent endometrial cancer.

- No difference in OS between niraparib and placebo arms in overall
population and by HRD status.

- T-DXd demonstrated clinically meaningful ORRs in heavily pre-treated
patients with HER2-expressing endometrial, cervical, and ovarian tumors.



