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Endometrial Cancer Post and beyond 10 :
New drugs and combinations?




New drugs and combinations

 |O rechallenge
v Pembrolizumab-Lenvatinib

« Looking for “druggable” targets (precision oncology)
v ER/CDK4-6

v P53

v BRCA, HRD

v HER2

v PIK3CA ?

v KRAS (?)

* Antibody drug conjugates
v’ Targeting TROP2

v' Targeting HER2

v' Targeting Fra




Table 1
Patient Tumor and Treatment Characteristics.

Patient MMRd MLH 1 Age” Stage FIGOD  Grade Prior Duration of  Response to Duration of Drate initiated Response
number methyl 2009 Systemic Pembro Pembro Pembro/ Lenvima Dose
Therapy lenvima Starting/Final (#
Courses)

MLH1/ Present 54 Ic1 FIGOD CPx6 3 Cycles Stable 25 cycles 7/1/2021 20 (1) Radiologic PR (]
PMS2 Recurrent 2 10 (24) 44 %)
MLH1/ Present 56 IVB FIGO CPEx9Bx 5 cycles Progression 39 cycles+ 7/23/2021 20(6)  Radiologic PR (]
PMS2 G2 4 10 (33) 58 %)
MLH1/ Present 73 IVB FIGOD CPx6Letro 3 Cycles Stable CA125 22 cycles + 7/11/202210(2) Radiologic CR |
PMS2 Gl x3 Progression 4 (200 CAl125 39 to 9

U/ml
MLH1/ Present 71 ic2 FIGOD CAx4 47 cycles Progression 1 cycle 8/5/2022 10 (1) Radiologic PR (40
PMS2 recurrent G3 Letrox 13 B %) | CALZ5 59.6

x 45 to 44.4 U/ml
MLH1/ Present 62 Ic1 FIGO CDDP x 9 cycles Progression 8 cycles 9/26/202210(7) Radiologic PR (45
PMS2 recurrent G2 1CX1 CP X4 4 (1) %)
MLH1/ Present 71 IB FIGO CPx 7 Letro 5 cycles Progression 15 eycles + 10/31/2022 10 Radiologic PR (]
PMS2 Recurrent G3 x7 (15) 32 %)
PM52 Lynch B0 1B FIGO CIs5x2CPx 3 cycles Progression 3 eycles 11/7/202214(3)  Radiologic Stable
testing - Recurrent G3 4 (] 9 %)

MLH1/ Present 79 IB FIGO CPxb 11 eycles Progression 13 eycles + 1/5/202314(12)  Radiologic Stable
PMS2 Recurrent Gl 10 (1) (1 10 %)

Abbreviations: * Age when Pembo/lenvima started, A = Abraxane, B = Bevacizumab, C = Carboplatin, Cis = Cisplatin, Lenvima = Lenvatinib, Letro = Letrozole
MLH1Methyl = MLH1 promoter hypermethylation, P = Paclitaxel, Pembro = Pembrolizumab, -=negative, + currently in active treatment.

6 of 8 had radiological response
2 with SD (1- Lynch, 1-pre treatment with 11 monotherapy cycles

Rose PG et al: Gyn Oncol Rep. Nov 2023



|O after 10 in Endometrial Cancer

PFS Endpoint

MSS/MSI Stratification

~N
Advanced Recurrent Endometrial Cancer | 2:1

ARM A

Cabozantinib 40mg PO daily

Nivolumab 240mg IV q2w
From cycle 5: 480mg IVq4w

ECOG 0-2

At least one line of previous platinum
/\-_
J 10 4

ARM B
Nivolumab 240mg IV q2w

N

J

Biopsy From cycle 5: 480mg IVg4w
Cross Over
Cross Over from Arm B - b . A:T c PO dail
Post progression on immune therapy — capozantinib 40mg PO daily
OR |/\> Nivolumab 240mg IV q2w
Recurrent Carcinosarcoma \r From cycle 5: 480mg IVgaw

Lheureux S et al, JITC 2022

1 cycle= 28 days

CT every 8 weeks



Exploratory Cohort: Post 10
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Recurrent MMRd — NRG GY025

Recurrent MMR. deficient Endometrial Carcinoma with
Measurable or Non-measurable (detectable) Disease

s Prior Radiation

¢ Prior anti-PD1/PD-L1 therapy
¢ Measurable disease (ves/mo)

Safety lead-in

STRATIFICATION Open to NRG Oncology Phase

| Sites ONLY

R2:1

RANDOMIZATION?

= New agent combining dual checkpoint inhibitor
Ex: PD1/CTLA4 - PD1/TIGIT

Arm1
Nivolumab Q3W and

Low-Dose Ipihimumab Q6W (every other cvcle x
4) and then nivolumab alone Q4W
until disease progression, unacceptable toxicities
or CE.*

See Section 5.1
*patients with CE will recerve mamntenance therapy

for up to 12 additional months after radiologic
evidence of complete response.

Arm 2

Nivolumab Q3W x 8 cycles then Q4W

until disease progression, unacceptable
toxicities or CR*
See Section 5.1

*patients with CE will recerve maintenance
therapy for up to 12 additional months after
radiologic evidence of complete response.

Study Chairs: Haider Mahdi, MD, MPH; K. Moore, MD; Matthew

*Randomization 1s 2:1 (Arm 1 vs Arm 2). Twice as many patients will be randomized to Arm 1. Powell, MD; Stephanie Gaillard, MD, PhD.

NCT05112601



Beyond 10
Which alternatives in p-MMR?



What the TCGA has taught us?
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Molecular landscape of NSMP high risk EC

PORTEC-3 trial in high risk patients, n=122 NSMP cases with available FFPE material
IHC for ER/PR & L1CAM, NGS

ER+/PR+

ER/PR IHC

PTEN (45.7%)
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L1CAM IHC I

ER/PR IHC Mutational status Histology Grade L1CAM IHC

ER+/PR+ ER+/PR- .Eﬂ-[‘PR- Wildtype . Mutant . Endometriold . Serous . Clearcell 61 G2 .G) Negative . Poslitive

Mix of Few somatic mutations
Frequent mut in PTEN, CTNNB1, KRAS £V Unfavourable characteristics:
Favourable characteristics: - low grade unfay - high grade
- endometroid charact. - hone-endometroid

- LICAM neg - L1CAM pos

Lisa Vremij, ESGO congress Prague 2021
Vermij et al, British Journal of Cancer 2023



Aromatase inhibitors + CDK4/6 inhibitors in EC

Al + CDK4/6i; median PFS 8-9 months

Letrozol versus Letrozol+Palbociclib

(ENGOT-EN3-NSGO/PALEO)
Primary endpoint: PFS

100

75

50 -

PFS (%)

25

0

HR=0.56
(95% CI1 0.32-0.98)
p=0.0376
Median: 3.0 vs. 8.3 mo

0

Number at risk
Palbociclib + letrozole 36

Placebo + letrozole

21 14

T T 1
5 10 15

Time (months)

10

Mirza MR, et al. ESMO 2020

Patients (%)

Secondary endpoint: Disease control rate at 24 weeks

100 1
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0

= Palbociclib + letrozole (n=33)
= Placebo + letrozole (n=37)

Letrozole + Abemaciclib single arm

PALEO trial

« N=77, Stage 4 or relapsed ER-positive EC
« PFS =8.3 vs 3 mths (p=0.0376)

 DCR=63.6%vs 37.8%

Randomized Phase lll planned in ENGOT/GOG

Survival (x 100%)
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N= 30 (28 endometrioid EC)
ORR 30%, all endometrioid
Median PFS = 9.1 months

Predictors of response:

Konstantinopoulos JCO 2023

(CTNNB1/KRAS/CDKN2A mut)
Predictors no response(TP53mut)




NSMP EC
P53wt: the other face of the coin




Selinexor: XPO1 inhibition

Exportin 1 (XPO1) is the major nuclear export
A )t protein for:1

4
b

Cell Membrane

Nuclaar Pocs Complex
fotmtmtintni i tehetat. sy
)

s

*Tumor suppressor proteins (TSPs, e.g., p53,
kB, PTEN, and FOXO1)

Inhibition of XPO1 results in:1
*The increase in nuclear levels and activation
of TSPs
*Reduction of oncoprotein levels

Selinexor is an oral selective XPO1 inhibitor

Preclinical data for selinexor:?

*Reactivates multiple TSPs, including p53 wild
type, by preventing nuclear export

Nucleus

1. Fung HY, Chook YM. Atomic basis of CRM1-cargo recognition, release and inhibition. Semin Cancer Biol. 2014;27:52-61.

2. Tai YT, Landesman Y, Acharya C, et al. CRM1 inhibition induces tumor cell cytotoxicity and impairs osteoclastogenesis in multiple myeloma:
molecular mechanisms and therapeutic implications. Leukemia. 2014;28(1):155-165.



NSGO-CTU

ENGOT-EN5/GOG-3055/SIENDO -
SUBGROUP PFS: PATIENTS WITH WILD TYPE p53 EC Soamon

(BASED ON AUDITED STRATIFICATION FACTORS)

1.00; + Censored
— Selinexor
— Placebo / \
® 0.75;
2 Median PFS
° a Selinexor (n=67): 13.7 mo (95% CI 9.20-NR)
‘_—?" E Placebo (n=36): 3.7 mo (95% CI 1.87-12.88)
B2 % 0.50
25
o G
a 4 HR (audited) = 0.375 (95% CI1 0.210-0.670)
g 0.25. |—| One-sided nominal P value = 0.0003
D.
0 3 6 9 12 15 18
No. at Risk Months
Selinexor 67 48 33 24 15 10 7

Placebo 36 18 11 g 6 5 5



ENGOT-EN20/XPORT-EC-042: A phase 3, Randomized, placebo-controlled, double-blind,
multicenter trial of selinexor in maintenance therapy after systemic therapy in patients with p53 wild-
type, advanced or recurrent endometrial carcinoma

Primary Endpoint

* PFS assessed by Investigator

Key Eligibility Arm A

N=220 Selinexor 60mg QW
(n=110)

Key Secondary Endpoint
.« 0S

* Primary stage IV or
recurrent EC PR/CR

Known TP53 wild-type per
by central NGS RECIST

Treatment until PD or intolerable toxicity Other Seconda ry End po|nts
* PFSassessed by BICR

Received at least 12 w vl.l Armb » TFST, PFS2, TSST, QoL (EQ-5D-5L), Safety
of platinum-based Placebo QW Exploratory Endpoints
chemo (n=110) PFS per histology subtypes
. PFS per other molecular features
Carcmos'arcoma Stratification Analysis of tumor molecular biomarkers
allowed; clear «  Primary stage IV vs recurrent 118 PFS events needed to provide CR rate; duration of CR
cell/small cell excluded . 90% power to detect a HR of 0.55 Potential relationship between PK exposure
PR vs CR ) . and efficacy
with a two sides alpha of 0.05
CHEMOTHERAPY FOUNDATION MEDICINE TESTING RANDOMIZATION
Identify potential patients as soon as Complete FMI testing as soon Patients must be randomized
possible during their treatment as possible, ideally no later than and start study treatment 3-8 weeks

Must receive at least 12 weeks of therapy the end of Cycle 5 post chemotherapy

GeiCO O ENGO]
| 'O-CEEGOG N trials European Network of
G anol de Investigacion o

mireland Gynaecological Oncological Trial groups

5 P 5‘%"
‘.’5 J ‘ 'ﬂﬂ:?.- u h:h'.;:.%m A
v Qi/ INCICSO)) M. MdNGD
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What about adding a PARPi to 10 in first line? DUO-E

DUO-E study: PFS by MMR status

Prespecified exploratory analysis
dMMR (20% of population)

PFS, %

No. at risk
Durva+Ola

Durva
Control

How to identify
these patients?

pPMMR (80% of population)

100 1 12months 18 months 100 1
90 70.0% 67.7% 90 12 months
80 4 67.9% 67.9% 80 A 59.4%
20 4 43.3% 31.7% | 44.4%
L — __Durva+Ola 70 40.8%
60 - | - 0 60
| ! Durva = |
50 ' : A o 50 A !
1 ! [ i
07 ! : 07 ' Durya+Ol
30 ! * S * Control 30 - E w—uniaria
20 - | E 20 1 | Durva
I 1
10 ! i 10 ! i *Control
0 T T T T T : T T t T T T T T T 1 0 T T T T T : T T t T T T T T T 1
0 2 4 6 8 0 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
Months since randomisation No. at risk Months since randomisation
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
46 40 37 36 32 27 26 19 17 14 1N 9 5 5 2 0 Durva 192 182 169 152 113 83 79 53 36 31 27 15 8 7 2 0 0
48 46 46 4 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% ClI),* months 7.0 (6.7-14.8) NR (NR-NR) 31.8 (124-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% Cl) vs Controlf 0.42 (0.22-0.80) 0.41 (0.21-0.75) HR (95% CI) vs Controlf 0.77 (0.60-0.97) 0.57 (0.44-0.73)
HR (95% CI) vs Durvat 0.97 (0.49-1.98) HR (95% CI) vs Durvat 0.76 (0.59-0.99)

Westin SN et al. J Clin Oncol 2024;42:283—-99



PMMR biomarker-known subpopulation:

co-prevalence of biomarkers

The pMMR biomarker-known (n=486) subpopulation
was heterogeneous, with a large overlap of biomarkers:

» 84% of patients were positive for one or
more biomarkers

« PD-L1 positive and TP53m were the most
prevalent biomarkers

PD-L1 TP53m HRRm 'BRCAm POLEm Serous
positive

PD-L1
positive

TP53m
HRRm
BRCAm
POLEm

Serous

67% 44% 16% 6% 2% 20%

44% 59% 14% 6% 2% 24%

16% 14% 21% 8% 2% 6%

6% 6% 8% 8% 1% 3%

2% 2% 2% 1% 2% 0%

20% 24% 6% 3% 0% 27%

O pMMR
PD-L1 positive

O TP53m
HRRm
BRCAmM

© Serous

Venn illustrates the overlap for key biomarker populations but does not show a complete set of all overlapping populations.
Venn includes 11 patients with a POLEm; biomarker overlap in this subgroup is not shown. Aggregate results (tissue + ctDNA) are used for HRRm, TP53m and BRCAm.

TP53m: 286
(59%)

PMMR biomarker-known
subpopulation: 486 (100%)

Serous: 132

(27%)

Westin et al, IGCS2024



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

Post hoc exploratory analysis

HR (95% ClI)
All pMMR patients —@— 0.77 (0.60-0.97)
PD-L1 expression* Positive (TAP score 21%) ———i 0.71 (0.53-0.95)
Negative (TAP score <1%) b o 0.95 (0.61-1.45)

Unknown NC (NC-NC)"

POLEm and TP53m status POLEmM NC (NC-NC)!
TP53m —— 0.80 (0.57-1.11)
TP53 wt o 0.69 (0.44-1.04)
Unknown 1.05 (0.56-1.96)
HRRm status '’ HRRm < 0.45 (0.23-0.87)
Non-HRRm —— 0.82 (0.61-1.08)
Unknown b 1.05 (0.56-1.96)

BRCAm status’ BRCAm NC (NC-NC)!
Non-BRCAmM —— 0.77 (0.59-1.00)
Unknown b 1.05 (0.56-1.96)
Histology Endometrioid —e— 0.74 (0.52-1.04)
Serous ® 0.76 (0.49-1.18)
Other" o 0.93 (0.54-1.58)

| T |
0.25 0.5 1 2

<+<—Favours CP+D

Favours CP —

DCO: 12 April 2023. *PD-L1 expression was evaluated using the VENTANA PD-L1 (SP263) assay. PD-L1 positive defined as TAP 21%, PD-L1 negative defined as TAP <1%, and unknown included patients who withdrew consent or due to sample
unavailability; TStatus determined retrospectively in two ways: from tissue samples (FoundationOne®CDx assay; Foundation Medicine, Inc.), and by molecular profiling of ctDNA (FoundationOne®Liquid CDx; Foundation Medicine, Inc.) from blood
samples; ¥*TP53m status defined as a sample with a deleterious or suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; TP53 wt status defined as a sample with no deleterious or
suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; and unknown TP53m status included patients recruited in China, where TP53 and/or POLE testing was not performed,

patients who withdrew consent and patients for whom no sample was available; SPositive HRRm status defined as a sample with a deleterious or suspected deleterious mutation in any of the following prespecified genes: ATM, BRCA1, BRCA2,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D and RAD54L; negative HRRm status (non-HRRm) defined as a sample with no deleterious or suspected deleterious mutations in any of the prespecified

genes; and unknown HRRm status included patients recruited in China, where HRR testing was not performed, patients who withdrew consent and patients for whom no sample was available; 'Not calculated due to low event numbers; TOther’
includes carcinosarcoma, mixed epithelial, clear cell, undifferentiated, mucinous, and other. Westin et al, IGCS2024
DCO, data cutoff; NC, not calculable.



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%) — e — 0.87 (0.59-1.28)

Unknown NC (NC-NC)S§

POLEm and TP53m status™ POLEm NC (NC-NC)"
TP53m — 0.47 (0.32-0.67)
TP53 wt ° 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" o 0.64 (0.38-1.06)

| | |
0.25 0.5 1 2
<+<—— Favours CP+D+0O Favours CP —

DCO: 12 April 2023. *PD-L1 expression was evaluated using the VENTANA PD-L1 (SP263) assay. PD-L1 positive defined as TAP 21%, PD-L1 negative defined as TAP <1%, and unknown included patients who withdrew consent or due to sample
unavailability; TStatus determined retrospectively in two ways: from tissue samples (FoundationOne®CDx assay; Foundation Medicine, Inc.), and by molecular profiling of ctDNA (FoundationOne®Liquid CDx; Foundation Medicine, Inc.) from blood
samples; ¥*TP53m status defined as a sample with a deleterious or suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; TP53 wt status defined as a sample with no deleterious or
suspected deleterious mutation in TP53 excluding samples with a deleterious or suspected deleterious mutation in POLE; and unknown TP53m status included patients recruited in China, where TP53 and/or POLE testing was not performed,
patients who withdrew consent and patients for whom no sample was available; SPositive HRRm status defined as a sample with a deleterious or suspected deleterious mutation in any of the following prespecified genes: ATM, BRCA1, BRCA2,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D and RAD54L; negative HRRm status (non-HRRm) defined as a sample with no deleterious or suspected deleterious mutations in any of the prespecified
genes; and unknown HRRm status included patients recruited in China, where HRR testing was not performed, patients who withdrew consent and patients for whom no sample was available; 'Not calculated due to low event numbers; TOther’

includes carcinosarcoma, mixed epithelial, clear cell, undifferentiated, mucinous, and other.

DCO, data cutoff; NC, not calculable.

Westin et al, 1GCS2024



Conclusions

« DUO-E met both dual primary endpoints in the ITT population. The addition of
olaparib maintenance to durvalumab further enhanced PFS benefit in the
PMMR subpopulation’

« The pMMR subpopulation was highly heterogeneous with large overlap of
biomarkers and histology; 84% of patients had one or more markers

« The PFS benefit provided by the addition of olaparib maintenance to durvalumab
was observed across a range of biomarker and histological subgroups

« The safety profile of durvalumab plus olaparib in the pMMR subpopulation was
generally consistent with the ITT population’

The pMMR subpopulation was highly heterogeneous, adding olaparib maintenance

enhanced the PFS benefit observed across a range of biomarker and histological subgroups

. ) Westin et al, IGCS2024
1. Westin SN et al. J Clin Oncol 2024;42:283-99.
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ENGOT-EN6-NSGO/GOG-3031/RUBY Part 2 (dostarlimab /niraparib)
Statistically Significant PFS Benefit in MMRp/MSS Population

= 'iEI
avdams ‘ymEMED;EJ;H GOG FOUNDATION’ Eg

100
HR, 0.63
(95% CI, 0.44-0.91)
. P=0.0060
o Median duration of
N follow-up, 19.1 months?
T
o 60 —
[T
o
>
=
2 40+
el
E 31.1% Dostar +
Median Events, ) 0 hira + CP
20 — (95%Cl), mo niN (%)
Dostar + nira+ CP  14.3 (9.7-16.9) 79/142 (55.6) ‘Placebo IV +
Placebo + FP 8.3 (7.6-9.8) 53/74 (71.6) placebo oral + CP
0 —{ PFS maturity 132/216 (61.1)

| | | | | | | | | | | | | | | |

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

% Chemotherapy period % Time since randomization, mo

No. at risk (events)
Dostarlimab + niraparib +CP  142(0)  127(5) 119(10) 100(24) 75(42) 67(50) 61(55) 57(58) 47(68) 28(76) 24(76) 11(78)  4(78) 2(79) 1(79) 0(79)
Placebo IV + placebo oral + CP  74(0) 71(1) 65(5) 49(18) 32(33) 22(42) 19(45) 18(45) 13(50) 9(52) 5(52) 4(53) 1(53) 1(53) 0(53)

Mansoor Raza Mirza, SGO 2024

2aMedian expected duration of follow-up.
CP, carboplatin-paclitaxel; dostar, dostarlimab; HR, hazard ratio; MMRp, mismatch repair proficient; MSS, microsatellite stable; nira, niraparib; PFS, progression-free survival.
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Exploratory PFS Molecular Subgroup Analyses in Overall Population =™
Dostarlimab + Placebo IV +
niraparib + CP placebo oral + CP
N=192 N=99
No. of patients with events/No. of patients HR (95%CI) HR (95%CI)

All patients 95/192 69/99 0.59(0.43-0.81) —0—

Molecular subgroup?
POLE 0/3 1/2 NA

dMMR/MSI-H 12/37 10/17 0.45 (0.20-1.05) ®

TP53mut 10/10 0.29 (0.13-0.63) ®

NSMP 37175 31/46 0.61 (0.38-0.99) ®

Not evaluable® 19/38 17124 0.71(0.37-1.37) ®

0.0.156 0.0.313 0.0:525 0.1.25 0.l25 075 ‘.I é :l Eli 1.6
«—Dostar + nira + CP better Placebo + CP better—

Results should be interpreted with caution as the study was not powered to detect a treatment difference in any subgroup, and there were small numbers and low data maturity in some subgroups. Where there were less than 20 events in the subgroup, the
HR estimation and 95% CI were not analyzed as there were too few events (“not applicable”).

aBased on available whole exome sequencing results. ®'Sample not available.

CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard ratio; IHC, immunohistochemistry; IV, intravenous; MSI-H, microsatellite instability high; nira, niraparib; NSMP, no specific molecular profile; PFS, progression-free
survival; POLE, polymerase epsilon.



Adavosertib (AZD1775) inhibits WEE1 and may be most
active in p53-mutant background

Cell cycle checkpoints slow down the cell cycle
» Allow time for appropriate DNA replication

* Prevent progression to mitosis with DNA damage or
underreplicated DNA

Cells with TP 53 mutation/loss lose their G1/S
checkpoint

» Leads to early entry into S phase
* Increases replication stress
* Increases dependency on the G2/M checkpoint

WEE1 is a Key regulator of G2/M checkpoint

« WEE1 inhibition leads to disregulation of the G2/M
checkpoint and to mitotic catastrophy

Adavosertib | C27H32N802 - PubChem (nih.gov)



https://pubchem.ncbi.nlm.nih.gov/compound/Adavosertib

lesion size (%)

Best change from baseline in target

ADAGIO: Deep and sustained responses were
observed in some patients with adavosertib

Depth of response by BICR

100 - Adavosertib 300 mg qd
30 | ORR, n (%) 27 (26.0)
60 - (95% ClI) (17.9-35.5)
40 - Disease control rate, n (%)* 56 (51.4)
20 e (95% Cl) (41.6-61.1)
0 "IIIII““IIIH ""“l“"
2

-40 -

_60 -

_80 _

-100 - . . o og e . . o o . .
......... while Weel inhibition results in antitumor activity and may remain a viable
treatment target, the therapeutic window for adavosertib is narrow

BOR mmmm  Complete response mmm=  Partial response == Stable disease == Progressive disease mmmm Not evaluable

fIndicates an imputed value; *Indicates progression due to non-target and/or new lesions
LIU et a|) SGO 2023 BICR, blinded independent central review; BOR, best overall response; qd, once daily




Antibody drug conjugates

ADC Target Antibody Linker Payload
Antibedy-antigen Cell death
interaction ‘ 0 T . . @ ﬁ
| l- * et 1,I.1',‘:‘:”.':
o i Mirvetuximab soravtansine FRa IgG1-kappa Cleavable DM4

S MORAb-202 FRa lgG1-kappa Cleavable Eribulin
(farletuzumah)

—

Payload acts on

; microtubules or DNA Anetumab ravtansine Mesothelin lgGl-lambda  Cleavable DM4
Complexis

internalized Tisotumab vedotin Tissue factor 1gG1-kappa Cleavable MMAE
2 Lifastuzumab vedotin NaPi2B 1gG1 Cleavable MMAE
,\ Payloadlis released Trastuzumab emtansine (T-DM1) HER2 lgG1 Noncleavable = DM1
oo, m into the cytoplasm Trastuzumab duocarmazine (SYD985) HER2 1gG1 Cleavable Duocarmicyn
/ Trastuzumab deruxtecan (T-DXd) HER2 1gG1 Cleavable Topoisomerase 1 inhibitor
o Complex is degraded . .
in the endolysosomal Sacituzumab govitecan Trop2 lgG1l-kappa Cleavable SN38

compartment . . . . ) .
Figure 2. Main ADCs under development in gynecological cancers and their structural composition. FRa: folate receptor alfa;

NaPi2b: anti-sodium-dependent phosphate transport protein 2b; Trop2: human trophoblast cell-surface marker 2

Tolcher A et al: Can Treatment Rev 2023
Nerone M et al: Exploration target antitumor therapy 2022



Tumor Agnostic Prevalence of HER2 Alterations (Mutations and Amplifications)

M Mutation M Amplification M Multiple alterations

!
15%
5%

-:ws_om._"_ uolnesd|y

II-
1]
+ + +

Mutation data

+ + + + + + + + + + + + + + 4+ + + + +F + + 4+ + + + + + + 4+ o+ o+ o+ o+ o+

CAN data

Raghav. Clin Cancer Res. 2023;29:3251.



Endometrial cancer

Trastuzumab deruxtecan
HIERE DB-1303/BNT323

++ [ +++
(530) 77 13 8 2
(475) 81 13 4 0 4%
(33) 36 12 33 18 51%
(11) 27 27 36 9 45%
(11) 36 18 27 18 45%

Nakajima et al. Hum Pathol. 2024;152:105649.



Efficacy and Safety of Trastuzumab Deruxtecan in Patients With HER2-Expressing Solid Tumors:
Primary Results From the DESTINY-PanTumor02 Phase Il Trial

Median PF5S in months (85% CI)

100 - 1.0 S —=— Endometrial cancer: IHC 3+ NR [7.3-NR)
-E__ =t Endometrial cancer: [HC 2+ 8.5 (4.6-15.1]
aQ - 2 084 —+— Endometrial cancer: Total 11.1 (7.1-NR)
846 =
L= I -
_ = :
80 2
S 04
704 P
o= 0.2 A
60 - a -

50

40

0 3 B 9 12 15 18 21 24 27 1.0 4
Time Since First Dose (months) 0.8 !=l|=| I—|____

Confirmed ORR (%)

0 - = e
m 0.6 4
= I-—L—'u-—-—'—-
= 0.4 Median OS in months {95% CI}
"”] ] (] e Endometrial cancer: IHC 3+ 26.0 (18.8-MR]
© 0.2 { —— Endometrial cancer: IHC 2+ 16.4 [E.0-NR)
ﬂ _ ——— Endometrial cancer: Total 2E.0 (12.8-MA}
n= 40 13 17 | T | | | T | T | T |

. 0 3 & 9 12 15 18 21 24 27 30 33
Endometrial

Time Since First Dose (months)

Funda Meric-Bernstam et al. JCO November 2023
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ENGOT-EN24/NSGO-CTU/DESTINY-ECO01
ENGOT GOG ey o*g;gEEG?G
T D GOG
Study design Endpoints e G oo e

ENHERTU 5.4 mg/kg Q3W until
progression

Primary:

PFS BICR (IHC 3+/ 2+)

Secondary:
N=480 Carboplaﬁ;m_/lxgc(:ge;? zfﬂ,'liﬁfé ;)75 mg/m? * PFS Investigator-assessed (IHC 3+/ 2+)
e 05 (HO3+/ 20
* ORR and DoRin patients with measurable
disease at baseline
Stratification factors « HRQoL

* HER2 expression 3+ vs 2+
* Recurrent vs Primary Stage Ill vs Primary Stage IV

10: Pembrolizumab 200mg q3w x 6 cycles = Pembrolizumab 400 mg qéw x 14 cycles

ENGOT

European Network of
Gynaecological Oncological Trial groups

31




DB-1303/BNT323 in EC

DB-1303

Efficacy

Safety

*  Monoclonal antibody directed to HER2

* Linker: cleavable maleimide
tetrapeptide-based

* Payload: Topoisomerase | inhibitor
(P1003)

* DAR=8

* Highest non-severely toxic dose: 80
mg/kg Q3W

* DB-1303 IV, Q3W
+ DLT observation 21d
+ Advance, recurrent or metastatic solid tumors which failed prior standard treatments

Moore K et al presented at ESGO 2023

Part 1 Dose Escalation
(HER2 IHC 3+, IHC 2+

Part 2 Dose Expansion
Excluded patient prior treated with DS8201, up to 205 pts

Cohort 2a Trastuzumab-treated HER2+ (IHC3+ & 2+/ISH positive)
gastric or junction (n=30), HER2+
esophageal cancer (n=10), and HER2+ CRC (n=15)

Cohort 2b Both HERZ overexpression & HR2 low (IHC3+2+,1+ or
med to be safe by SMC, the ISH positive) endometrial carcinoma including USPC(n=30)
be backfiled 1

g 2‘4:,“;?9'“5’:'2";“ Cohort 2c HR+/HER2 Low (IHC 2+ ISH negative, or IHC1+) Breast
additi R2 low BC, HER2+ BC, Cancer (n=30-50)
HER2+/low endometrial carcinoma, and HER2
activation mutation NSCLC) will be enrolled
and 226 patients should be enrolled from
China,

. IHC 1+ or ISH +, or HER2 positive by
NGS, or HER2 mutation by NGS), up to 108 subjects.

Cohort 2d HER2 +(IHC3+ & 2+/ISH positive) Breast Cancer (n=20-40)

r
ATD =
2.2mg/kg, n=1-3 Cohort 28 NSCLC with activating HER2 mutation (n=15-30)

DB-T303-0-7001, protocol version 4.0

32 patients with EC had received 7 or 8 mg/kg doses of DB-
1303
A total of 17 patients were evaluable for response
PR: 58.8%
ORRs: 50.0% and 61.5%, for 7 and 8 mg/kg dose
respectively
Overall DCR was 94.1%

Histologies: USPC 34.4%, adenocarcinoma 25.0%, UCS 18.8%
Median treatment duration: 2.6 (range, 0.7-10.4)
29 patients (90.6%) remained on treatment

Median number of prior regimens for metastatic disease: 2
(1-10)

Nineteen patients (59.4%) had prior immunotherapy (10)
therapy

TEAEs of any grade occurred in 30
patients (93.8%)
the most common (220%) were:
* nausea (50.0%)
» fatigue (31.2%)
* vomiting (28.1%)

Grade 2 3 occurred in 10 patients (31.2%)
the most common (25%) were:

* hypokalaemia (12.5%),

* anaemia (6.2%)

* syncope (6.2%).

No TEAEs led to drug discontinuation or
death.
No interstitial lung disease occurred.




FDA Grants Breakthrough Therapy Designation to BNT323/DB-1303 in
Endometrial Cancer

Author(s): Ashling Wahner

The FDA has granted breakthrough therapy designation to the HERZ2-targeted antibody-drug conjugate BNT323/DB8-1303 for use as a potential
therapeutic option in patients with advanced endometrial cancer who have progressed on or after treatment with immune checkpoint inhibitors,

The FDA has granted breakthrough therapy designation to the HER2-targeted

antibody-drug conjugate (ADC) BNT323/DB-1303 for use as a potential therapeutic
r option in patients with advanced endometrial cancer who have progressed on or

after treatment with immune checkpoint inhibitors.’

ENGOT-en25/ GOG-3105/ BNT323-01:
A Phase lll, Randomized, Multi-site, Open-label Trial of BNT323/DB-1303 Versus Investigator's Choice of
Chemotherapy in Previously Treated Patients With HER2- Expressing Recurrent Endometrial Cancer



Folate receptor a expression and significance in endometrioid endometrium
carcinoma and endometrial hyperplasia
FRa immunreactivity

Evaluation of folate receptor a (FRa) expression in endometrial carcinoma (EEC), atypical-
complex endometrial hyperplasia (EH), simple endometrial hyperplasia, end normal
endometrium

EEC Atypical-Complex EH  Simple w/o atipical Normal endometrium
Negativity.in secretory S - n (%) (n=95) (n=61) EH (n=58) (n=30) p
endometrium Negativity in simple EH
n (%) n (%) n (%) n (%)
FRa Negative 18 (18.9%) 37 (60.7%) 47 (81.0%) 30 (100.0%) 0.001**
+ 29 (30.5%) 17 (27.9%) 10 (17.2%) 0 (0.0)
++ 27 (28.4%) 7 (11.5%) 1(1.7%) 0 (0.0%)
+++ 21 (22.1%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
4 e : FRa Low 47 (49.5%) 54 (88.5%) 57 (98.3%) 30 (100.0%) 0.001**
+1/weak High 48 (50.5%) 7 (11.5%) 1(1.7%) 0 (0.0%)

Fisher Freeman Halton Test, *p<0.05, **p<0.01.

50.5% 0%

2/moderate +3/strong

Serkan Senol, et al. Int J Clin Exp Pathol 2015



Discovery of STRO-002, a Novel Homogeneous ADC Targeting Folate Receptor
Alpha, for the Treatment of Ovarian and Endometrial Cancers

A Protease cleavable linker
{ A \
HsN 0
2 \f Hemiasterlin derivative
HN Warhead (SC209)

Anti-FolRa antibody !
SP8166

STRO-002 lacks nonspecific cytotoxicity toward FolRa-negative cell lines

* Bystander killing of target negative cells when cocultured with target positive cells.
STRO-002 is stable in circulation with no change in drug—antibody ratio for up to 21 days
and has a half-life of 6.4 days in mice

Xiaofan Li, et al. Mol Cancer Ther; 22(2) February 2023



ADCs Emerging as Highly Active Therapeutics in EC- Folate Receptor a- STRO-002-GM1:
Phase 1 Dose Expansion cohort of luveltamab tazevibulin in EC-NCT03748186

Maximum Reduction in Target Lesions*

TPS (%) 99 45 BHS8 35 B8N 4575 B8N 70 30
20% -
N ||

2 pts had A 0%

-30% Partial Response

TPS >25% Treatment ongoing

<25%

Anti-tumor Activity*

Overall FolRa 21% (n=16)

FolRa <25% (n=9)

FolRa >25% (N=7)

PR 3 (19) 1(11) 2 (29)
SDt 8 (50) 4 (44) 4 (57)
PD 5(31) 4 (44) 1(14)
DCR 11 (69) 5 (56) 6 (86)

t3 unconfirmed PRs

Individual patients treated with luveltamab

Treatment Duration and Dose Modifications
TPS, %

I
B e e o o o | |
BT o
45| | o [N
45| [

Dose Level, Q3W
s 2.9 mg/kg
3.5 mg/kg

| e
(35| [ |

I m— 2.3 mg/kg
- s 5.2 mg/kg
TPS
s >25%
<25%
® PR

Treatment ongoing
as of 04 Aug 2023

Dose adjustment

0O 5 10 15 20 25 30 35 40 45 50 55 60
Weeks

* Median exposure (range): 12 (3—53) weeks
« 50f 17 (29%) patients received =5 cycles
* Median follow-up: 10.1 months

Data cutoff; 04 August 2023. *n=16 response evaluable patients. DCR, disease control rate; EC, endometrial cancer; PR, partial response;

Q3W, every 3 weeks; TPS, tumor proportion score.

Pothuri B. et al. ESMO 2023



TROP-2 (trophoblast cell surface antigen 2)

as a Therapeutic Target

- TROP-2 is a transmembrane

glycoprotein overexpressed in solid

tumors, including endometrial and
cervical cancer

- TROP-2 is an epithelial adhesion
molecule and regulates stem cell

marker—associated cell regeneration

Jiang. Oncol Lett. 2013;6:375. Shvartsur. Genes Cancer. 2015;6:84.

TROP-2: Cell Sienali

TROP-2

DR S
\Ki-674
Cyclin E

Cyclin D
Cell cycle S~—,
rogression
Prog AP-1 Ubiquitination
Invasion . )
metastasis 4—/ Anglogenesw Proteasomal
viaMMPs,  abostosis emt V@ VEGF, etc  degradation

Pdpn, Ezrin, ] BCL-2, Proliferation ;5 Pdpn, etc

CD44, etc FOXO3a

FasL, etc via cyclins,

CDKs
Cell

/ survival

—> Cell growth

Figure modified from Shvartsur. Genes Cancer. 2015;6:84 under the terms and conditions of the
Creative Commons Attribution 4.0 International license (CC BY 4.0 https://creativecommons.org/licenses/by/4.0/)




Strong Scientific Rationale for Targeting TROP2 in EC

TROP2 is a transmembrane calcium signal transducer that is expressed in many normal tissues, but overexpressed in a variety of tumors

TROP2 mainly promotes tumor cell growth, proliferation, and metastasis by regulating the calcium ion signaling pathway and cyclin expression and reducing fibronectin adhesion

TROP2 RNA expression in TCGA

Prostate adenocarcinoma = : c
Head and Neck squamous cell carcinoma Hlsmhglcal subtypes °f Utenne cancerm
Cervical squamous cell carcinoma
Breast, HER2+
Breast, ER+
Bladder Urothelial Carcinoma,
Ovarian serous cystadenocarcinoma

| | | 1 |

Esophageal carcinoma Endometrioid Papillary Clear Cell Mucinous Squamous Mixed
Ling.ad i o . f Ii
I Uterine Corpus Endometrial Carcinoma, MSS [:II'I:IIIJIII SH'OtIS Cmmm Clmm CII'I:II'IIIIIE m
Lung squamous cell carcinoma caﬂ:im

Pancreatic adenocarcinoma
I Uterine Corpus Endometrial Carcinoma, MSI-h
e e 80% A0 <% 1% <% 10%

Stomach adenocarcinoma, MSS o
Thyroid carcinoma
Kidney renal papillary cell carcinoma
Cholangiocarcinoma
Stomach adenocarcinoma, MSkh
l Uterine Carcinosarcoma
Colorectal

|

TROP2 Expression in Endometroid Histology is inversely correlated with
differentiation.

Kidney Chromophobe
Colorectal, MSS

Thymoma

Kidney renal clear cell carcinoma
Skin Cutaneous Melanoma
Testicular Germ Cell Tumors
Sarcoma

Mesothelioma

Liver hepatocellular carcinoma
AML

Adrenocortical carcinoma

Glioblastoma multiforme

Uveal Melanoma

Pheochromocytoma and Paraganglioma
DLBCL

Brain Lower Grade Glioma

=]
®

20% 40% 60% 80% 100%

m TROP2 medium/expressed (based on IHC-informed distribution) m TROP2 high (top pan-cancer tertile)
200 micron

Unlike other ADC targets, which may have variable expression across histological subtypes (ie Her2), TROP2 is broadly

expressed across MMR status and EC histologies.

Morice, Lancet, 2016

Gordon, Global Library of Women’s Medicine, 2008

Cerner Enviza, CancerMPact, PatientMetrics, Data Updated 26JAN2022.
Bardia, et al, Annals of Oncology, 2021,

Bignotti Int'L Gynecol Cancer Journal 2011



Anti—-TROP-2 Antibody—Drug Conjugates

Characteristic Dato-DXd Sacitu.zumab Safcituzumab
Govitecan Tirumotecan

Antibody Anti—-TROP-2 IgG1  Anti—TROP-2 1gG1 kappa Anti—-TROP-2 IgG1

High affinity binding +++ +++ +++

Linker Cleavable Cleavable Cleavable

Payload Deruxtecan derivative SN-38 Belotecan derivative

DAR 4 7.6 7.4

Dose/schedule 6 mg/kg Q3W 10 mg/kg D1,8 Q3W 5 mg/kg Q2W

Okajima. Mol Can Ther. 2021;20(12):2329-2340. Sacituzumab govitecan PI. Xu. ASCO 2024 Annual Meeting. Abstr 880. NCT05347134.



Sacituzumab govitecan (SG) in patients (pts) with previously treated
metastatic endometrial cancer (mEC): results from a phase I/II study.

Linker for SN-38

* Hydrolyzable linker for
payload release

* High drug-to-antibody
ratio (7.6:1)

% '
»
SN-38 payload
» * Metabolite of Topo |
¢ inhibitor

* SN-38 more potent
than parent compound,
irinotecan

Humanized anti-Trop-2
antibody

* Directed toward Trop-2,
an epithelial antigen
expressed on many
solid cancers

Sacituzumab govitecan ADC: anti—Trop-2
antibody linked to drug SN-38.
Future Medicine. 2020 Mar.
doi:10.2217/fon-2020-0163

Table 1. Demographics and clinical

characteristics

Median age at study entry, y (range)
Race, n (%)

White

Black or African-American

Asian

Other

Histological/cytological diagnosis, n (%)

Serous
Endometrioid
Carcinosarcoma
Other

Number of prior anticancer regimen, n (%)

1-3
>3

Median prior anticancer regimens, n (range)

Median follow up duration, m (IQR)

Santin A et al ASCO 2023Abstract 5599. DOI: 10.1200/JC0.2023.41.16 suppl.5599

SG (n=21)

63 (47-77)

15 (71.4)
0
2(9.5)
4 (19.0)

10 (47.6)
6 (28.6)
3(14.3)
2(9.5)

11 (52.4)
10 (47.6)

3 (1-6)

17 (7.6-35.2)

ORR 33% in mEC

Table 2. Overall response rate and SG (n=21)
durable disease control n (%)
Best overall response
Confirmed complete response (CR) 1(4.8)
Confirmed partial response (PR) 6 (28.5)
Stable disease 11(47.6)
Progressive disease 3(14.3)
Objective response rate (confirmed CR + PR) 7(33.3)
Durable disease control (confirmed CR + PR + 7(35.0)*

SD 2 6 months)

*Out of 20 H.llient& evaluable for durable disease control

Table 3. Most Common Treatment-Related
Adverse Events

Grade 23
(2 10% of patients)
Neutropenia 9 (43%)
Fatigue 4 (19%)
Anemia 3(14%)
Diarrhea 3 (14%)
Febrile neutropenia 2 (10%)


https://doi.org/10.1200/JCO.2023.41.16_suppl.5599

Sacituzumab govitecan in endometrial cancer

Poster!

T33P - Efficacy and safety of sacituzumab govitecan (SG) in patients with advanced/metastatic endometrial cancer (EC): Updated results from TROPICS-03

Presentation Number 733P
Speakers Bradley R. Corr (Aurora, United States of America)
Onsite Poster display date Saturday, 14 September 2024

All Patients (n = 41)
ORR (confirmed CR + PR), n (%) [95% Cl] 11 (27) [14-43]
Clinical benefit rate (confirmed CR + PR + SD duration = 6 months ), n
(%) [95% Cl] 17 (42) [26-58]
Median DOR ¢ [95% CI], months 9.0 [2.8-NR]
Median PFS [95% Cl], months 5.0 [2.8-9.8]
Median OS [95% Cl], months 15.0 [5.9-NR]

Corr et al, ESMO 2024



A Randomized, Open-label, Phase 3 Study of Sacituzumab
Govitecan Versus Treatment of Physician’s Choice in Participants
With Endometrial Cancer Who Have Received Prior Platinum-
Based Chemotherapy and Anti-PD-1/PD-L1 Immunotherapy

Recurrent endometrial
carcinoma

» Histologically confirmed

diagnosis of epithelial
endometrial carcinoma,
including carcinosarcoma

» Prior treatment with platinum-

based chemotherapy and anti-
PD-(L)1 therapy.

* Measurable or non-measurable

disease

Arm A: Sacituzumab Govitecan (SG)
10 mg/kg IV
Days 1 and 8, every 21 days

—>

N=520

Arm B: Treatment of Physician’s
Choice (TPC)

Doxorubicin 60 mg/m? IV on Day 1, every 21 days, or
Paclitaxel 80 mg/m? [V on Days 1, 8, and 15, every 28
days

+  # of Prior lines of systemic therapy in any setting (£2

vs 3)

Prior Anti-PD-(L)1 therapy (yes vs no)
Enrollment of participants who have not received prior
anti-PD-1/PD-L1 therapy will be capped at approximately
10%.

Geographic region (North America/Europe vs

Asia/ROW)

Primary Endpoint:
PFS by BICR
- 0S

Key Secondary Endpoints:

*  ORR by BICR

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

Secondary Endpoints:

PFS by INV
*  ORR by INV

DOR, CBR by BICR and INV
+ Safety

» Change from baseline in
GHS/Qol as assessed by
EORTC-QLQ-C30

Model C
ENGOT EN26/MaNGO

ENGOT PI: Nicoletta
Colombo

GOG led study
Sponsor Gilead Sciences

A
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Safety and Efficacy of Sacituzumab Tirumotecan
(sac-TMT) in Patients with Previously Treated

Advanced Endometrial and Ovarian Cancer from a
Phase 2 Study

Presenter: Danbo Wang, MD, PhD
Liaoning Cancer Hospital, Shenyang, China

Danbo Wang, Ke Wang, Ruifang An, Guohua Yu, Kegiang Zhang, Dong
Wang, Kui Jiang, Yunong Gao, Ying Cheng, Yunpeng Liu, Hui Qiu, Xiang
Wang, Tianshu Liu, Omobolaji O. Akala, Elliot Chartash, Yaling Li, Xin Li,
Xiaoping Jin, Junyou Ge, Jin Li

Sun, 15.09.2024, 14:50-14:55
715MO




TPV Preliminary Results: Efﬁcacy in EC cohort

ORR, % (n/N)
Confirmed ORR
Subgroups
TROP2 H-score >200
Prior 10
DCR, % (n/N)
PR
SD
DoR
Median (range), months

PFS

Median (95% Cl), months

34.1 (15/44)p
273 (12/44)

47 (5/12)
375 (6/16)
75.0 (33/44)
34.1 (15/44)
40.9 (18/44)

57(3.8,744)

57(37,94)

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 rale, DoR, duration of response; EC, endometnal cancer, 10, immunotherapy, ORR, ohjectve response

Time to response and duration of treatment for confirmed responders

& Parial Response [Firs1 oCcumed)

B Ongoing (no PO
0 3 6 a 12
Months
Best percentage change from baseline for target lesions
100 4 B Confrmed Fartial Responsa
B Stable Disease
80+ B Frogressve Disease

40

:

% Change from Baseline
g o

88 ¢

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



Study Schema: MK-2870-005/ENGOT-en23/G0OG-3095

Phase 3, randomized, active-controlled, open-label, multicenter study to compare the efficacy and safety of
MK-2870 monotherapy versus treatment of physician’s choice in participants with endometrial cancer who

have received prior platinum-based chemotherapy and immunotherapy
/Dual Primary Endpoints\

Key Eligibility Criteria:
MK-2870 D byB
PD by BICR - PFS* (BICR)
7 [ . . . 4 mg/kg IV Q2W
Histologically-confirmed endometrial e OS
cancer i ..
! . Randomization
v Radiologically apparent measurable 1:1 - darv Endooint
or non-measurable disease N=710 Treatment of Physician’s econdary Endpoints
v’ Prior platinum exposure AND prior Choice (TPC) * ORR
anti-PD-1/PD-L1 exposure (given Doxorubicin 60 mg/m2 |V PD by BICR * DOR
separately or in combination), in any Q3W or Paclitaxel . QoL
setting 2
80 mg/m? IV Q4W * Safety/Tolerability
(3 weeks on, 1 week off)
Stratification': _ N *Futility Analysis for PFS is planned to ensure a minimal threshold of
** MMR (deficient MMR or proficient MMR) efficacy is being met early in the conduct of the study
+»» TROP2 expression (high or low/negative), per immunohistochemistry (IHC)
+¢* Prior lines of therapy (< 2 or 3)
+» Disease status at baseline per RECIST 1.1 as assessed by BICR (measurable vs nonmeasurable) ENGQT
MK-2870 internal data: Protocol MK-2870-005. Merck 2023. European Network of
Gynaecological Oncological Trial groups

BICR, blinded independent central review; dMMR, mismatch repair deficient; DOR, duration of response; ECOG, eastern cooperative oncology group; MMR, mismatch repair; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-1, programmed
cell death receptor-1; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; pMMR, mismatch repair proficient; QoL, quality of life; TROP2, transmembrane glycoprotein encoded by the Tacstd2 gene.
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Efficacy in Endometrial Cancer: Dato-DXd

As of June 14, 2024, median duration of follow-up* was 13.6 months (range 2.1-19.6) in the endometrial cohort

Waterfall plot: best change from baseline in target lesion sizef
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*Duration of follow-up calculated as the median time from randomisation to the date of censoring, in censored patients only; tUnconfirmed CR/PR, or SD 235 days; fRECIST progression or death <13 weeks; 8 SD <35 days, no valid baseline assessment or evaluable follow-up
assessment; IDefined as the percentage of patients who achieved CR, PR or SD; fBest change in target lesion size is the maximum reduction from baseline or the minimum increase from baseline in the absence of a reduction. Lines at -30% and 20% indicate thresholds for PR
and PD, respectively. If best percentage change cannot be calculated due to missing data, +20% will be imputed as the best percentage change in the following situations (otherwise left as missing): patient has no post-baseline assessment, has died, has new lesions or

progression of lesions, or has withdrawn due to PD and has no evaluable target lesion data. Patients with imputed values marked with #.

Oaknin et al, ESMO 2024



Puxitatug samrotecan (P-Sam): A B7-H4 targeting

topoisomerase | inhibitor (TOP1i) ADC

» B7-H4 is a promising ADC target:’

v" Highly expressed in several tumors including
endometrial (EC), ovarian (OC), breast cancer
(BC) and cholangiocarcinoma (CCA).

v" Limited normal tissue expression.
* P-Sam is a B7-H4 TOP1i ADC (DARS).!

v Novel, membrane-permeable “bystander-capable”

TOP1i payload with a stable, cleavable linker.

v" Robust antitumor activity in PDX models, activity
in PDX correlated with B7-H4 expression.

* Here we present data from a Phase 1/2a study
investigating P-Sam monotherapy in patients with
advanced/metastatic EC, OC, BC or CCA.

ADC, andbody drug corjugate; DAR, drug-to-anikody rafio; ORR, chjecive response rate; PO, patient derived xenograft THEC, friple negative breast cancer

B7-H4 expression

P-3am robust activity in preclinical TNBEC PDX models
correlates with B7-H4 expression
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Figure reproduced with permission from Sapra P, et al. AACR 2023,

1. Kinnessr, K. et al. Glin Ganoer Res 2023:28- 1086-101.

Meric-Bernstam F, ESMO 2024



Bluestar(NCT05123482): First-in-human, Phase 1/2° open label, multicenter study

Nine responders in 44 patients treated with doses S (2N | S
21.6 mg/kg across B7-H4 expression levels
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Al doses are IV O3W. Response evaluable set; data cut-off: July 3, 2024. Response based on RECIST vi1.1 (response and progression defined as -30% and +20% change from baseine, respectively).
TPatients with baseline CA-123 value and =1 post-baseline CA-125 value were included. According fo the GCIG criteria, paberts can be evaluated for an nvestigator-assessed response based on RECIST vi.1 only if they have a baseline sample that is =2x the wpper limit of normal, obiined
within 2 weeks prior io stariing freatment. CA-125 response is defined as a 250% reduction in CA-125 levels from a pretreatment sample. The response must be confrmed and mantained fior 228 days.
BC, breast cancer (includes hommone recepior + and -); CCA, cholangiocarcinoma; EC, endometrial cances; GCIG, Gynecological Cancer intergroug; IV, intravenous; NE, not evaluakle; OC, ovanan cancer; PO, progressive disease; PR, partial response; Q3W, every 3 weeks; RECIST w11,
Response Evaluafon Critesia in Solid Tumors version 1.1; 50, stable disease; PR, unconfimed PR; TOP, fopoisomerase 1 inhibitor .
Meric-Bernstam F, ESMO 2024




ctDNA reductions observed at cycle 2 day 1 across all ~ ESEIESMD™
indications in patients treated with doses 21.6 mg/kg
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Al doses are [V O3W. Response evaluable set, data cut-off: July 3, 2024. Response based on RECIST vi.1. ciDMA samples analyzed at C201 ws C101 using GH360. TFatents with baseline CA-125 value and 21 post-baseline CA-123 value werz included. According o the GCIG witeria, pafients
can be evaluated for an mvestigator-assessed response based on RECIST v1.1 only if they have a baseline sample that is =2x the wpper limit of normal, obtained within 2 weeks prior to starting freatment. CA-125 response is defined as a 250% reduction in CA-123 levels from a pretreatment
samgle. The response must ke confirmed and maintained for =228 days. BC, breast cancer (ncludes hormone receptor + and -); ©, cycle; CCA, cholangiocarcnoma; ciDNA, circulating tumeor DNA; O, day; EC, endometial cancer; GCIG, Gynecological Cancer Intergrowg; IV, intravenous; OC,
ovarian cancer; PO, progressive disease; PR, parfal response; O3W, every 3 weeks; RECIST v1.1, Response Evaluation Criberia in Solid Tumors version 1.1; 50, stable disease; uPR, unconfirmed PR
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ENDOMETRIAL CANCER: SUMMARY

* Treatment according to molecular profile is the way to move forward in advanced, and in
the future, also adjuvant setting

* The majority of patients will receive immunotherapy with chemotherapy in the first line
setting ( or even adjuvant setting)

* Different strategies are currently under investigations in the post-l0 scenarium taking
into consideration the molecular characteristics of the tumor:

— NSMP ER+: CDK4-6/Al

— P53wt: Selinexor

— P53 abn: DDR modulators

— HER2, FR alpha, TROP2, B7H4: ADC !!!

51
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