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Learning Objectives

Upon completion of the activities in this series, learners will demonstrate increased knowledge
regarding:

1. Differentiate endometrial cancer across molecular classifications in terms of biology, clinical behavior, and

treatment outcomes.

2. Evaluate current evidence and clinical considerations for treatment of, primary advanced and recurrent
endometrial cancer.

3. Discuss therapeutic sequencing strategies in advanced/recurrent endometrial cancer, especially in the
context of disease progression.

4. Apply real-world patient case scenarios to guide treatment decisions, manage toxicities, and address gaps in
sequencing data.
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Genomic Characterization of EC

Nature
Nature Publishing Group

THIS ARTICLE HAS BEEN CORRECTED.
See the correction in volume 500 on page 242.

Integrated genomic characterization of endometrial
carcinoma

Douglas A. Levine and The Cancer Genome Atlas Research Network

Nature 497, 67-73 (2013)




Genomic Characterization of EC

Using a combination of:
* nucleotide substitutions
« MSI

« SCNAs

Endometrial carcinomas were characterized into 4 groups:
1. Ultramutated group (POLE-EDM)

2. Hypermutated group (MSH)

3. Copy number low (NSMP)

4. Copy number high (Serous-like)




Genomic Characterization of EC
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Genomic Characterization of EC
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Key Research Finding

Approximately 25% of endometrioid endometrial
adenocarcinomas classified as grade 3 and 5% classified as

grade 1&2 tumors by pathologists have a molecular phenotype
similar to uterine serous carcinomas.
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Tests

* Immunohistochemistry (p53, MSH-6, PMS-2)

¢ Somatic mutation analysis of POLE (exons 9, 11, 13, 14)

Groups

1. Ultramutated (Pathogenic POLE mutations)
2. Hypermutated with MSI/MMRd (loss of MMR protein immunoreactivity)
3. High copy number p53abn (p53 mutant immunoreactive pattern)

4. Low copy number/NSMP (retained MMR protein immunoreactivity, and p53 wild-type
immunoreactive pattern
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Bringing Biology into the Clinic
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Endometrial Cancer: Molecular Subtypes

POLE
ultramutated

MSI
hypermutated

Copy-number
lowt

Copy-number
high#*

Ultra-high somatic mutation frequency; MSS; frequent mutations in the exonuclease domain of POLE; high
ASNS and CCNB1 expression

Represents ~4% of endometrioid tumors*
Best prognosis

High mutation rate and few copy number alterations; high rate of MLH7 promoter methylation; high
phospho-AKT; low PTEN expression; frequent PIK3CA and PIK3R1 mutations co-occurring with PTEN
mutations

Represents ~39% of endometrioid tumors*t

High frequency of mutations in CTNNB1, KRAS, SOX17; frequent PIK3CA and PIK3R1 mutations co-
occurring with PTEN mutations; elevated levels of progesterone receptor and RADS0 expression

Represents ~49% of endometrioid tumors*

Greatest transcriptional activity; frequent TP53 mutations; decreased levels of phospho-AKT; mutually
exclusive PIK3CA, PIK3R1, and PTEN mutations

Represents ~9% of endometrioid tumors*
Worst prognosis

G Getz et al. Nature 497, 67-73 (2013)
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Endometrial Cancer: Molecular Subtypes are
Important & Relevant

Jabn EC 53abn EC
A F B 4 C POLEmut EC D POLEmut EC
100 4 — AT 100 - — BT
10 1 —,
— CTHAT — CTHT |:| m
75 7E -
= 75 4 75
= = - =
; 50 ] = Ef i B-ypar RFS: 100% (CTRT v 96.8% (RT) =
g = e B0 - HR, 0.02:85% 03, = 001 to =105; Py, = BIT o5 50 | B-vaer OS: 100% (CTAT) VBG.G% (AT)
= T = HR, 0.02; 95%: Cl, < 00T 10 = 'II]E; Froge = 837
S-year 03 6497 {CTART) v 41.8% IRT) s
25 25 MR, 055 959 £, 0.30 80 1 00; P, =048 2g a6 |
S-year RFS, SEE% (CTAT v 36,.2% IRT| — AT — AT
HA, (.52 85% CI, 030 10 0.81; Fay = 021 — CTRT — CTRT
0 1 2 3 4 5 ] 1 2 3 4 5 ' ! ; : ! : i T ! !
Time Since Random Assi ty I Time Zince Random Assi i | : ! : : : : ; ) ; . ¢ !
ime Since Random Assignment {years ime Since Random Assignment (years : . ; : : ;
N ik 9 ¥ e 9 ¥ Time Since Random Assignment {years] Time Since Random Assianment [years)
AT a4 28 23 18 18 1t AT M 41 a1 26 2 1 Mo. at risk: ho, it risk:
CTAT 48 43 M 1 2 CTRT & oM@ %5 &l 4 AT - A 28 28 25 g A -5 . A 2 @
CIRT 22 2 - S N 14 CTRT 22 2 2 | 2 1
E MMRd EC F MMRd EC G NSMP EC H NSMP EC
i " __ﬁ-\-‘ﬁ M 5 —
Th 75 75 - 75
E CTRT) :5-":: 5 G5 TRE% {CTATH v B4.0% (ATH E E-?
£ P LSRR KT SRl T PR B e i il Heandh v 90 B.aar AFS: T9.7% ICTRTY v 67.7% IRT) o 50 5-yasr DS 29.3% (CTAT vET.E% (AT
= bk el s s e 1 b =) T S et DL AL o Mty 0 HRA, 0.68; 854, €1, 0.35 to 1,30, Pu_, - 245 3 HR, 0.68: D85, O, 0.0 1o 1.77; A, - 434
25 | 25 | 25 25
s AT — T CAe e e
. CTHT e CTAT — CTRT — CTHRT
1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 4] 1 v 4 3 q b ] 1 2 3 4 B [i] 1 2 3 4 5
Time dince Random Assipnment [years) Time Since Random Assignment [years) Time Since Random Assighment (years) Time Since Random Assignment (years)
Wo. ar risk: M. 81 risl Mo. =t risk: [
AT ! e - S G AT 70 B8 &5 8 65 43 RT & B2 47 43 3| B RT 57 B B4 82 48 m
CTRT &7 &1 hd 44 a7 k-] CTRT &7 B7 -4 &3 L3 42 CTRT 72 =] ] Bz 56 41 CTRT T2 o =] BE EZ 47

Leon-Castillo et al, JCO 2020.



TCGA Molecular Classification
According to Endometrial
Cancer Histotype

Santoro A. Zannoni GF. Cancers 2021



Molecular Classification of 381 Patients G3 Endometrioid
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« Grade 3 Endometroid

» Clear cell

« Mixed

« Serous

« Undifferentiated

+ Mesonephric-like and gastrointestinal type mucinous
« Carcinosarcoma

Rios-Doria E, et al. (MSKCC) Gynecol Oncol 2023
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HERZ2 Signaling in EC

Extracellular space s R S s ™ d

ﬁ%; p- -
= e e

Citosol

Ettore et. al. Cells. 2025 Aug 19;14(16):1282.




HER2 Slgnallng in EC
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HER2 Immunohistochemical categories, EC criteria
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Ekaterina Menshikova et al. / Lab Invest 105 (2025) 104240



HER2 and Trastuzumab

Endometrial Serous
(Fader et al Clinical Trial)?'

HER2 IHC 3+

HER2 FISH
amplification

>30% strong complete or
basolateral/lateral

HERZ2/CEP17 ratio >2.0

* A: HER2 3+ score with strong, complete membranous

staining in >30% of tumor cells.

+ B: HER2 2+ score showing weak to moderate membranous
staining in a basolateral pattern in 210% of tumor cells

» C and D: Heterogeneity of HER2 protein expression (C) and
lack of apical membrane staining (D) are often present

Arch Pathol Lab Med. 2021 Jun 1;145(6):687-691.

If 2+ staining, then should reflex to FISH to see if




Clinical Trial > J Clin Oncol. 2018 Jul 10;36(20):2044-2051. doi: 10.1200/JC0.2017.76.5966.
Epub 2018 Mar 27.

Randomized Phase II Trial of Carboplatin-Paclitaxel
Versus Carboplatin-Paclitaxel-Trastuzumab in
Uterine Serous Carcinomas That Overexpress Human
Epidermal Growth Factor Receptor 2/neu

Amanda N Fader ', Dana M Roque ', Eric Siegel 1, Natalia Buza 7, Pei Hui 7,

Osama Abdelghany 7, Setsuko K Chambers ', Angeles Alvarez Secord ', Laura Havrilesky 7,
David M O'Malley *, Floor Backes ', Nicole Nevadunsky ', Babak Edraki ', Dirk Pikaart 1,
William Lowery ', Karim S ElSahwi !, Paul Celano ', Stefania Bellone ', Masoud Azodi ',
Babak Litkouhi 1, Elena Ratner ', Dan-Arin Silasi ', Peter E Schwartz 1, Alessandro D Santin '

Affiliations + expand
PMID: 29584549 DOI: 10.1200/JC0.2017.76.5966



Trastuzumab + Chemotherapy in Serous EC
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Efficacy and safety of trastuzumab deruxtecan =
in patients with HER2-expressing solid tumors: ,?f::;':ntm
DESTINY-PanTumor02 interim results

Funda Meric-Bernstam

The University of Texas MD Anderson Cancer Center, Houston, TX, USA
June 5, 2023

Additional authors: Vicky Makker, Ana Oaknin, Do-Youn Oh, Susana Banerjee, Antonio Gonzalez-Martin,
Kyung Hae Jung, lwona tugowska, Luis Manso, Aranzazu Manzano, Bohuslav Melichar, Salvatore Siena,
Daniil Stroyakovskiy, Chiedozie Anoka, Yan Ma, Soham Puvvada, Jung-Yun Lee

On behalf of the DESTINY-PanTumor02 investigators

Funda Meric-Bernstam, MD



Trastuzumab Deruxtecan (T-DXd) was
Designed with Seven Key Attributes

T-DXd is an ADC with three components:
1. A humanized anti-HER2 IgG1 mAb with the same amino acid
sequence as trastuzumab Payload mechanism of action:

2. Atopoisomerase | inhibitor payload, an exatecan derivative topoisomerase | inhibitor
3. Atetrapeptide-based cleavable linker

Seven Key Attributesa -5

High potency of payload

Humanized anti-HER2 Deruxtecan'? High drug-to-antibody ratio =8
IgG1 mAb*-3 |

’o e 4 O Payload with short systemic half-life
NWYN"LN'YN _
o H & K H Stable linker payload
9 no©
Tumor-selective cleavable linker
Topoisomerase | inhibitor payload

Cleavable tetrapeptide-based linker .
pep Bystander antitumor effect

(DXd=DX-8951f derivative)

aThe clinical relevance of these features is under investigation.
ADC, antibody—drug conjugate; HERZ2, human epidermal growth factor receptor 2; IgG1, immunoglobulin G1; mAb, monoclonal antibody; T-DXd, trastuzumab deruxtecan.
1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019,;67(3):173—185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126—142.

4. Okamoto H, et al. Xenobiotica. 2020;50(10):1242—1250. 5. Nagai Y, et al. Xenobiotica. 2019;49(9):1086-1096. Funda Meric-Bemstam, MD



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

An open-label, multicenter study (NCT04482309)

Primary endpoint
+ Confirmed ORR

%?F Endometrial cancer (investigator)®
o 2L+ patient pOpUIation Secondary endpoints
- HER2 expression (IHC 3+ or 2+) T-DXd SYf° Ovarian cancer . DOR¢
- Local test or central test by 5.4 mg/kg v . c
HercepTest if local test not g3w Cﬁ{ Biliary tract cancer bCR
feasible (ASCO/CAP gastric © PFSC
cancer guidelines®)a n=40 per % Pancreatic cancer - 0OS

%?\@ Cervical cancer

* Advanced solid tumors not eligible
for curative therapy

- Prior HER2-targeting thera cohort - Safet
allowed oo i planned @ Bladder cancer y
(Cohorts with no objective : Data cut-off for
+ ECOG/WHO PS 01 respons&i;ntéhgeﬁgfégeSd;)atients % Other tumors® anaIyS|s:

* Nov 16, 2022

aPatients were eligible for either test. All patients were centrally confirmed. bPatients 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.

cInvestigator-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. Funda Meric-Bernstam, MD
1. Hofmann M, et al. Histopathology 2008;52(7):797-805. !
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ORRin Cervical Endometrial Ovarian BTC Pancreatic Bladder Other2
IHC 3+ (n=8) (n=13) (n=11) (n=16) (n=2) (n=16) (n=9)
n (%) 6 (75.0) 11 (84.6) 7 (63.6) 9 (56.3) 0 9 (56.3) 4 (44.4)

Analyses were performed in patients who received 21 dose of T-DXd (n=267). Analysis of ORRin IHC 3+ was performed in patients with centrally confirmed HER2 status (n=75).
aResponses in extramammary Paget's disease, head and neck cancer, oropharyngeal neoplasm, and salivary gland cancer.
BTC, biliary tract cancer; IHC, immunohistochemistry; ORR, objective response rate.

Funda Meric-Bernstam, MD




Percentage Change in Target Lesions Over Time
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Analyses were performed in patients who received 21 dose of T-DXd (n=267).

Funda Meric-Bernstam, MD



Biomarkers play a key role in cancer care

* Diagnostic biomarkers: used to detect the presence of cancer

* Prognostic biomarkers: provide information about likely
disease course

* Predictive biomarkers: help determine the likely response to
treatment

* Monitoring biomarkers: used to track the progress of the
disease and assess effectiveness of treatment



MMR deficiency predicts for response to ICl in
recurrent endometrial cancer

MSI-H/dMMR

mn—m ORR (%)

Pembrolizumab'2
Avelumab?®
Durvalumab#

Dostarlimab?®

MSS/pMMR

15
35
103

PD-1
PD-L1
PD-L1
PD-1

26.7
43
44.7

0S (mos)
NR NR

NR
NR NR

m_mm

Avelumab’
Durvalumab?
Dostarlimab?3

35
142

PD-L1
PD-L1
PD-1

6.25
3
13.4

1.8* 121
Le - NR

Marabelle et a|., J Clin Oncol EUQU; !5'Malley et al., J Clin Oncol 2022; *Konstantinopoulos et al., J Clin Oncol 2019; #Antill
et al., J Immunother Cancer 2021; *Oaknin et al., ESMO Annual Meeting 2020; §0aknin et al., SGO Annual Meeting 2021



1L immunotherapy + chemotherapy for
metastatic or recurrent endometrial cancer

NRG-GY018 RUBY Part 1 DUO-E AtTEnd
(N=816) (N=494) (N=718) (N=551)
10 agent Pembrolizumab Dostarlimab Durvalumab Atezolizumab
Primary endpoint PFS (separately powered PFS and OS (hierarchical) PFS (each exp arm against PFS and OS (hierarchical)
dMMR and pMMR) control)
Arms 1.Carbo/pac 1.Carbo/pac 1.Carbo/pac 1.Carbo/pac
2.Carbo/pac/pembro = 2.Carbo/pac/dostarlimab 2_Carbo/pac/durvalumab 2.Carbo/pac/atezolizumab
pembro maintenance - dostarlimab - durvalumab - atezolizumab
maintenance maintenance maintenance

3.Carbo/pac/durvalumab
— durvalumab + olaparib
maintenance

Length of IO 2 years 3 years Until progression/toxicity Until progression/toxicity
Patient population Stage Ill measurable and Stage |l measurable and Stage |l measurable and Stage |ll measurable and
Stage |V or recurrent Stage |V or recurrent; high- Stage IV or recurrent Stage |V or recurrent

risk stage Il non-
measurable (~15%)

Eskander et al., N Engl J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with gignificant
PES benefit in dMMR endometrial cancer

NRG-GY018 RUBY m AtTEnd

Pembrolizumab Dostarlimab Durvalumab Atezolizumab
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07468 UHERNDNEBDD AR

HR 0.30 HR 0.28 HR 0.42 HR 0.36
95% C1 0.19-0.48 95% CI1 0.16-0.50 95% Cl1 0.22-0.80 95% CI1 0.23-0.57
7.6 mos vs NR PFS24 15.7% vs 61.4% 7.0 mos vs NR 6.9 mos vs NE
p<0.001 p<0.001 (exploratory) p=0.0005

Eskander et al., N Engl J Med 2023; Mirza etal., N Eng! J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with potential
QS benefit in dMMR endometrial cancer
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HR 0.55
95% Cl 0.25-1.19 HR 0.32 HR 0.34 HR 0.41
0 : ] b
NR vs NR 95% CIl 0.17-0.63 95% CI1 0.13-0.79 95% Cl 0.22-0.76
P=0.0617 nominal p<0.0002 23.7 mos vs NR 25.7 mos vs NE

Eskander et al., Nat Med 2025; Powell et al., Ann Oncol 2024; Sato et al., 2024 ESMO Congress; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with some PES
benefit in pMMR endometrial cancer

Pembrolizumab Dostarlimab Durvalumab Atezolizumab

H zard ratio, 0.7 {35% C1, 0.59-0.98)

i Eree Survival
¢ 2 4 = £ F

Prabability of Progression-free Survival

i
o M;ﬂm £ % [ T ;m:g;m; PRI I T - R A S m‘:;;m‘_mn g | o ; : y TR
95ch$§ lnsfo 71 HR 0.76 HR 0.77 HR 0.92
: 7°VS S pieid 95% CI 0.59-0.98 95% CI| 0.60-0.97 95% Cl 0.73-1.16
] ; PFS24 18.8% vs 28.4% 9.7 vs 9.9 mos 9.2 vs 9.5 mos

p<0.001

Eskander et al., N Eng! J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024
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Durvalumab

Immunotherapy + chemotherapy with uncertain
QS effect in pMMR endometrial cancer

Atezolizumab
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Time since randomizaton, mo

HR 0.79
95% CI1 0.53-1.17
27.4 vs 28.0 mos
(27.2% maturity)

HR 0.79
95% CI 0.60-1.04
27.0 vs 34.0 mos
(54.8% maturity)
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Eskander et al., Nat Med 2025; Powell et al., Ann Oncol 2024; Sato et al., 2024 ESMO Congress; Colombo et al., Lancet Oncol 2024

HR 0.77
95% CI 0.56-1.07
25.9 mos vs NR
(27.7% maturity)

HR 1.00
95% CI 0.74-1.35
28.6 vs 31.5 mos

(—50% maturity)




Conclusions

* Molecular profiling is critical in endometrial cancer management
 MMR deficiency is an established predictive marker in EC
* High expression of HER2neu is a predictive biomarker in EC

* Precision therapy is expanding in EC and should be embraced by all
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Charting the Course:
Treatment Approaches for
dMMR Endometrial Cancer

Ramez N. Eskander, MD

University of California San Diego
Moores Cancer Center

San Diego, California, USA



Endometrial Cancer 2025

* Only gynecologic cancer with rising incidence and mortality
* Now exceeds ovarian cancer in annual estimated deaths

69,1200 new cases 13,860 deaths

Increasing
Incidence

Increasing

~2/3 of these will be Mortality

early stage and low
grade with excellent
prognosis

~1/3 will have high

grade or advanced
stage disease

Has surpassed ovarian
l_'_’ cancer annual estimated
mortality

Population of
interest

Siegel et al. Cancer Statistics 2025



Treatment of advanced stage/recurrent Endometrial Cancer

RT agent vs. : Doublet vs. :
- Doublet Single agent vs. Doublet Doublet Doublet vs. Triplet TAP vs. TC

GOG 122
Randall et al.
JCO '06
Population
(Stage) -1V
n 396
WART
Regimen VS
Dox-Cis
Signif
PFS HR 0.71
oS Signif

HR 0.68

EORTC55872

Van Wijk

Ann Onc 03

Stage 34 &
Relapsed

177

Dox
VS.
Dox-Cis

NS

NS

GOG 107
Thigpen
JCO '04

Stage 3-4 &
Relapsed

299

Dox (A)
VS.
Dox-Cis (AC)

Signif
HR 0.73

NS

GOG 163
Fleming.
Ann Onc '04

Stage 3-4 &
Relapsed

317

Dox-Cisplat
VS.
Dox-Paclitax

NS

NS

GOG 177
Fleming
JCO 03

Stage 34 &

Relapsed

273

Dox-Cisplat

VS

Dox-Cisplat-Tax

GOG 209
Miller
SGO 12

Stage 3-4

Carbo-Tax
VS.
Dox-Cisplat-Tax

Signif
P <0.01

Signif
P <0.037

NS

NS




GOG 209

Established carboplatin and paclitaxel as the chemotherapy
backbone for patients with advanced stage or recurrent disease

GOG 209

= Stage IIl. stage 1Y or récurrent endomeatrial
carcinoma
= Na prior cytotoxic chemetherapy
- ER/PR assessed on primary tumor [required)
-Patients with known LVEF <50% within 6 months
of study entry are ineligible

* Fiigrastim (G-CSF, Neupogen) 5 meg/kg days 3-12 or
Pegfilgrastin (G-CSF) 6 mg Day 3.

Randomization to Regimen | requires determination of LVEF.
LVEF 250% receive treatment par Regimen 1.
LVEF <B0% crossover to Regimen Il

Regimen |
Doxorubicin
45 mg/m? 1V day 1

“| Cisplatin

50 rng.'m2 day 1
Paclitaxs|
3 hr 160 mg/m® day 2
G-CSF”
Repeatad every 21 days for 7 cyclas

Japanese institutions will use 2 mcg/kg/day dosing.

Regimen Il ™
Faclitaxel
3 hr 175 mg/m” day 1
Carboplatin
AUC 6 IV day 1
Repeated every 21 days for 7 cycles

Y See section 5.2211 for initial reduced starting dosss for
prier radiation therapy

- NO prior cytotoxic chemotherapy, including chemotherapy used

for radiation sensitization

« GOGPSO0,10r2

Miller DS, et al. J Clin Oncol. 2020 Nov 20;38(33):3841-3850.

Progression

Overall

Free Survival

Survival

1.0

Treatment group Event Total Median

= Pac-carbo 492 672 13.2
‘g TAP 470 656 138
‘6 Hazard ratio stratified: 1.032
a 084 803 confidence limit: 0.928 ta 1.148
A
= | Median PFS 13.2 mo
c
|
L]
3
e 044
L]
=
=
K]
v
D 0.2
o
=
o

+ Censored

L] U

0 12 24 36 48 60 72 B84 96 108 120 132 144 156 168

: Time (months)
No. at nsk:

Pac-carbo 572 349 244 213 197 179 155 141 131 121 100 24
TAP 656 349 247 215 194 175 164 157 148 138 W08 29

13 & 1
1 1 L]

Treatment group

Event

Total

Median

s Pac-carbo 438 672 37.0
— TAP 427 656 410

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

|
o
1

e
@
1

o
E=1
L

Overall Survival (proportion)

o
h
1

+ Censored

T T T T T T T T T T T T T T

0 12 24 36 48 60 72 B84 96 108 120 132 144 156 168
sz Time (months)
No. at risk

Paccarbo 672 525 392 325 281 243 214 195 184 167 135 33 19 8
TAP 656 497 392 338 285 247 221 205 193 178 137 38 17 2 o




GOG 209

Established carboplatin and paclitaxel as the chemotherapy backbone for patients with advanced

stage or recurrent disease

GOG 209
R ‘ ”
A o
- Staga |Il. stage IV or recurrent endomatrial N L
carcinoma D ~
- No prior cytotoxic chemotherapy o
- ER/PR assassed on primary tumor (redquired)
-Patients with known LVEF <50% within 6 months M “
of study entry are ineligitle. | \\_
- .
E

* Filgrastim (G-CSF, Neupogen) 5 meg/kg days =12 or
Pegfilgrastin (G-CSF) 6 mg Day 3.
Japanese institutions will use 2 mcg/kg/day dosing.

** See section 5.2211 for initial reduced staring dosss for
prier radiation therapy.

Kev eligibility criteri

’| Cisplatin

Randomization ta Regimen | requires determination of LVEF
LVEF z50% receive treatment per Regimen .
LVEF <80% crossover to Regimen I1.
Reaimen |
Doxorubicin
45 mg/m® IV day 1

50 mg/m® day 1
Paclitaxe! .
3 hr 160 mg/m* day 2
G-CSF'
Repeated every 21 days for 7 cycles

Patients with measurable
disease at enroliment did

Regime
Paclitaxel
3hri1vs
Carboplai
AUC § IV

Repeatad 4

exceedingly poorly...

. st 1L S v end rial . N
mandate for measurable disease

* NO prior cytotoxjc chemotherapy, including chemotherapy used

for radiation sensitization

« GOGPSO0,10r2

Overall Survival

Overall Survival (proportion)

No. at risk:

1

2
3
1

Disease/ftreatment Event Total Median

1.0

== 1: Meas or rec and pac-carbo 310 400 20.4
= 7: Meas or rec and TAP 306 386 22.0
] w=== 3: Not meas/not rec and pac-carbo 128 272 113
\| == 4: Not meas/not rec and TAP
0.8 -
0.6
0.4 -
0.2 -
+Censored

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Time (months)

400 281 182 136 115 96 83 75 69 64 52 16 11 4 1
386 257 181 151 116 93 80 71 69 62 48 12 & 2 O
272 244 210 189 166 147 131 120 115 103 83 17 8 4 0
270 240 211 187 169 154 141 134 124 116 89 27 8 0

Miller DS, et al. J Clin Oncol. 2020 Nov 20;38(33):3841-3850.




Incorporatlon of anti-HER-2 treatment: Trastuzumab

with Chemotherapy

Key eligibility criteria

Primary stage Ill or IV or recurrent HER2/neu-
positive USC: IHC score 3+, or 2+ with +
FISH
« ECOG 0-2
« <3 prior lines of therapy
« “platinum sensitive” recurrence (6 mo)
L = 8 + Censored
1 Primary efficacy analysis:
. 084 One-sided log-rank P = .0052 Trastuzumab
= HR, 0.44 {90% CI, 0.26 to 0.76) No
8 Yes
£ o5
=W
S el I o s
U-EJ. 0.4 1 mfrl\ghs ™
L - - - - - 10
o
0.2 4 | N sy
E
0 6 12 18 20 30 3 42 48 5 ;?_L
Time Since On-Treatment Date (months) 02
No. at risk a0

No 28 20 6 5 5 5 4 3 2 1

Nickles-Fader J Clin Oncol 2018

W Advanced disease: *Censdred 104 « Censored
One-sided log-rank P=.013 Recurrant diseasa:
08 HR, 0.40 (90% CI,0.20t0 0.80)  Trastuzumab 08 - One-sided log-rank P=,0029 Trastizimab
3 No = HR, 0.14 (90% C1, 0.04 10 0.53) N
1% Yes 1_9: Yes
o 086 S 0.6 -
(=R . Q
o . - e T
204 £ 0.4 {monns
&2 rid
L
| o
= 0.2 1 0.2 4
T AT A KT 0 6 12 18 24 30 36 42 48 5
Time Since On-Treatment Date (months) Time Since On-Treatment Date (months)
No. at risk
No. at risk
No 8 4 0
No B8 B0 R Y B By oW LB

Overall survival vs. Trastuzumab, advanced USPC

= 0,041, HR = 0.49. 90% C1 0.25-0.97).

Overall survival vs. Trastuzumab, recurrent USPC
With number of subjects at nsk

With numbar of subjacts at risk » Cansonsg

* Consored

HR = 0.492,

1\ 90% Cl, 0.249-0.974; 2 HR = 0.864,
One-sided P=0.041 s o 90% Cl, 0.355-2.100;
= One-sided P=0.39
S. 0s
e
o
02
oo
! 7 [} 12 24 38 48 80 72 [N
U] 12 24 36 48 8 72 a4 Sl R oo s ik
Months from on-treatment date
Trastuzumab No Yeos



Disease Homogeneity to Molecular Granularity
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500
50

Sestessssne, ¥
Sede,

MSI (hypermutated)

Copy-number low (endometrioid)

Copy-number high (serous-like)

5

0.5 n=17 n=65

Mutations per Mb

100

(o2
o

60
40
20

0

Substitution
frequency (%)

POLE
MSI/MLH1
CN cluster

TP53

PTEN ﬂﬂqulll-l-l-ll-ll'll'll DR RS PRI E S B l'-”l & e S dlss s

. LA A L L

Histology ] ‘ i
Tumour grace [ JIEPETI IR EYEE PERFCEE R ® p _ Bl nE = L
Nucleatide substitutions POLE mutations MSI DNA methylation  CN cluster Histology Tumour grade
fcalcc cr TafltcltG HvanL p2seR  Other [MSlhigh | MSllow MSstable | NA gMLHT silent I+ 012 B3 B4 I Nonsense [l Missense | Frameshift [l Serous | Mixed Endometrioid B3 2 1
b c 100+ ~ d & 100 7
= £
- (232) £ -
o 3 807 = : i+ 9
r,on ; “!;’_ =
o 60— S 60 k=
POLE (ultramutated) (215) 8 ¢ t = z 2
& & t t i - y | g £
T i ! =
‘bi/ 5 40+ 2 404 L 1 3 5z
150) O & Log-rank P = 0.02 3 ﬂ 1 | 3 §‘
MSI (hypermutated) (65) s, S 20+ @ POLE (ultramutated) T 204 Il i . ‘ =
W o o MSI (hypermutated) = | ] | I 8
Copy-number low (endometrioid) § Ilﬂ I e iilﬂ. I =
0= | high ~lik =) LI Al —
“(%%[CA] > 0.2) AND e i Co[lay numlber |gI (sermlls i e)I : 0 . s - - - -, -
% opy-number high
(%6[CG] < 0.03) AND (serous-like) (60) 0 20 40 60 80 100 120 @ & & & NS
{SNV count > 500) : - s ¥ & & & o
5 & ‘f‘z <

G Getz et al. Nature 497, 67-73 (2013) doi:10.1038/hature12113




B -
Frequency of dMMR in Endometrial Cancer

'4

30 - &
Endometrial cancer can be classified as
oS « PMMR/MSS (70%-75%)
g 20 - « dMMR/MSI-H (25%-30%)
o
&
f 10 -
7]
=

g = T 1 I | | [ | | [

UCEC COAD STAD READ KIRC OV PRAD LUAD HNSC LIHC LUSC BLCA GBM LGG BRCA KIRP SKCM THCA

aUCEC (n =437); COAD (n =294); STAD (n = 278); READ (n = 96); KIRC (n = 279); OV (n = 63); PRAD (n = 463); LUAD (n = 480); HNSC (n = 506); LIHC (n = 338); LUSC, (n = 443); BLCA (n
=253); GBM (n = 262); LGG (n = 513); BRCA (n = 266); KIRP (n = 207); SKCM (n = 268); THCA (n = 484).
1. Hause RJ et al. Nat Med. 2016;22:1342-1350.



Single Agent 10 in “biomarker” Selected Endometrial
Cancer Populations (Recurrent dMMR EC)

Response to single agent 10 in recurrent dMMR or MSI-high endometrial

Study & Drug

Patient Population Outcome

Keynote 158: Pembrolizumab
(N=90)

PHAEDRA trial: Durvalumab
(N=35 dMMR)

GARNET study: Dostarlimab
(N=129)

Ph Il Avelumab study (N= 15
dMMR)

O’Malley D, et al. J Clin Oncol, 2022

Antill PSK et al. J Clin Oncol 2019

Oaknin A et al. Journal for InmunoTherapy of Cancer 2022
Konstantinopoulos PA et al. J Clin Oncol 2019

Advanced stage or metastatic JORR: 48%
dMMR endometrial cancer

Advanced stage or metastatic JORR in dMMR: 43%
endometrial cancer

Previously treated, recurrent ORR in dMMR: 43.5%
advanced stage endometrial
cancer

Advanced stage or metastatic JORR: 26.7%
endometrial cancer




Rational for Combinatorial Approach with
Chemotherapy + 10
-

~

Tumor cell death
* Immunogenic cell death

* Reduction of tumor cells . MDSC N
producing immunosuppressive gui B depletion
mediators :

| % N Treg
Increased expression of tumor Chemo depletion

antigens
* Recognized and targeted by \ J
the immune system u

Homeostatic proliferation
of Tcells

1. Hato SV et al. Clin Cancer Res. 2014. 2. Chen Y et al. Am J Cancer Res. 2021. 3. Pfannenstiel T et al. Cell Immunol. 2010. 4. Sevko A et al. J Immunol. 2013.



Benefit of |IO + Chemo in EC: 1L studies in patients with advanced stage or
recurrent EC Benefit of IO + Chemo in EC: 1L studies in patients with advanced
stage or recurrent EC

Carboplatin +
Paclitaxel
+

Immune Checkpoint
Key Eligibility Criteria Inhibitor |

End Points

* PFS (BICR/
Investigator)

« OS

Immune Checkpoint
Inhibitor

* Measurable disease

« ECOG PS £1 (2)
« Carcinosarcoma ()
« Different trials pMMR/dMRR

» Safety

* ORR

* HRQoL

Stratification Factors:
« dMMR vs pMMR
« ECOG PS, geographic region,

history of pelvic radiation 2-3 Years or PD
-

BICR=blinded independent central review; dMMR=deficient mismatch repair; ECOG PS=Eastern Cooperative Oncology Group Performance Status; HRQoL=health-related quality of life; ORR=overall
response rate; OS=overall survival; pMMR=proficient mismatch repair; PD=progressive disease; PFS=progression-free survival; R=randomized.

Mirza M et al. NEJM March 2023
Eskander et al. NEJM March 2023
Colombo N, et al. Lancet Oncol Sept 2024
Marth C, et al. SGO 2024 Annual Meeting
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ORIGINAL ARTICLE

Dostarlimab for Primary Advanced
or Recurrent Endometrial Cancer

M.R. Mirza, D.M. Chase, B.M. Slomovitz, R. dePont Christensen, Z. Novak,
D. Black, L. Gilbert, S. Sharma, G. Valabrega, L.M. Landrum, L.C. Hanker,
A. Stuckey, |. Boere, M.A. Gold, A. Auranen, B. Pothuri, D. Cibula, C. McCourt,
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®Durvalumab Plus Carboplatin/Paclitaxel Followed by

Maintenance Durvalumab With or Without Olaparib as
First-Line Treatment for Advanced Endometrial Cancer: The
Phase Il DUO-E Trial
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Ramez N. Eskander, M.D., Michael W. Sill, Ph.D., Lindsey Beffa, M.D.,
Richard G. Moore, M.D., Joanie M. Hope, M.D., Fernanda B. Musa, M.D.,
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Benefit of IO + Chemo in the dMMR EC population
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Methylation
Pembro + CP vs Placebo + CP

No Methylation

Months from Randomization

Number at risk (Cumulative number censored)

Placebo + CP
Pembro+ CP

77 (2)
83 (0)

55 (3)
76 (1)

23 (9)
56 (7)

11 (16)
30 (28)

4(22)
18 (38)

3(23)
6 (50)

Data cutoff: Aug 18, 2023
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Number at risk (Cumulative number censored)

Placebo + CP
Pembro + CP

2 (24)
5 (50)

0 (26)
3 (52)

17 (0)
13 (0)
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12 (0)
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0 (55) 10 (1)

Eskander R, et al. ESMO 2023; Eskander R et al. Nature Medicine 2025
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NRG GYO018: PFS by MMR methylation status in the dMMR EC cohort

Methylation Status
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No Methylation

e
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Benefit of IO + Chemo in the dMMR EC population

HR 0.42
95% CI 0.22-0.80
D + CT arm

| 2% FDA approves dostarlimab-gxly with
= chemotherapy for endometrial cancer

o "' FDA approves durvalumab with chemotherapy
i for mismatch repair deficient primary
a advanced or recurrent endometrial cancer FiiEi

Median

tio'n)

mmmmmmmm

approved test, or 1 psatellite instabilitv-nigh (VIS1-H | 32.6 NR (NR-NR)

June17, 2024 EPA approves pembrolizumab with™°
chemotherapy for primary advanced-6f

31.8 (12.4-NR)

7.0 (6.7-14.8)

57 ¢



Benefit of IO + Chemo in the dMMR EC population

GY018 , AtTEnd [ HR 036 ]

HR, 0.30 95%Cl 0.23 to 0.57

e (96% C1, 0.19-0.48) Evenis/Toinl
g - P<0.00001 g o *'*:m* | p=0.0005
= ;L
§ #0- L= Pembro + CT ém
B e HR 0.42
: £ 95% Cl 0.22-0.80
E 5 Placebo + CT e \ I DUO_E D+ CT arm
b RUBY HR, 0.28 : . 4 ' e 2
i e . U (85% C1, 0,16-0.50) , dMMR(ZO%of;::::::mn)
— ™ P<0,0001 ® & A Nk AR T a2 Ny 00% | o27%
} o .- I 57.922 67.9%
. 43.3 7%
No with Me. == — No with = Duna+ls
events% o events% Durea
Pembro 232 NR (30.6-NR) o+ 457  NR(12.3-NR) sy
+CT “™ Placebo + €T " ;
Placebo 52.2 7.6 (6.49.9) = . s ebo 841 6.9 (6. T W ST W
ik | °”m$1323§?%£2§£&.’7&ﬁ§22223
+CT Conlrd 48 46 486 4 33 32 32 23 W W© 22 w 4 3 2 Vv O
No with Median
events %
Dorsta 358 Durva + CT 326 NR (NR-NR)
Gl
Durva+ O + 375 31.8 (12.4-NR)
Placebo 723 CT
Placebo + 51 7.0 (6.7-14.8)

Who are these ~30% of dMMR patlents who progress on

immune checkpoint inhibition?
- | suspect dMMR but TMB low



Recent Data...DUO-E (Westin et al. 1117P ESMO 2025)

Concordance between MMR and TMB status

(concordance analysis set; N=479)

S“bpr‘:?;')a'“m’ dMMR oMMR Concordance TMB & MMR status: 90.4%
. P (95% Cl 87.4-92.7)
TMB-H 92 (19.2%) 32 (6.7%) (25.9%) Positive concordance between TMB-H &

TMB-L 14 (2.9%) 341 (71.2%) dMMR: 86.8% (95% CI 79.0-92.0)

106/479 433/479
(22.1%) (90.4%)

T T e e - e -

Progression does

& Durvalumabanﬂ
: ] t tob
= - ] not appear to e
w
T4 cin) 40- Durvalumab arm . t d . th
0- a5 associatea wi
% | ¥ i Control atrm
g i i t Contral arm 20 I BM status
104 | 104 [ ]
Bt A=t T T i e e e A 0 T T T T T T T T T T T T T T T 1
012345678 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32
Time fr isation
NG, at risk Time from randomisation (months) Fo..at Hisk me from randomisation (months)
Durvalumabarm 43 39 38 35 353535322828 252525161616 1411 9 9 4 4 3 1 1 1 0 Durvalumab arm I 127262619191917171411119 8 7 5§ 5§ 5 2 2 1 00 0
Contrelarm 3634 333129211912 8 8 7 7 7 5 56 4 4 3 231111110 Conitral arm \ , T161513109 8 7 7 5 4 4 2 22222000000

Control arm (N=36) Durvalumab arm (N=43) 7 ntrol arm (N=49) Durvalumab arm (N=46)
Events, n (%) 21 (58.3) 12 (27.9) Events, n (%) | 25 (51.0) 15 (32.6)
Median PFS (95% Cl), months 6.8 (5.5-14.8) 26.0 (NR-NR) Median PFS (95% Cl) 7.0 (6.7-14.8) NR (NR-NR)
HR (95% CI) vs control 0.30 (0.14-0.60) HR (95% CI) vs control 0.42 (0.22-0.80)




Recent Data...Attend (Mazzarella et al. ESMO 2025)

+ Censor
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WES-ANEUPL(
Overall
(N=110)

100 (90.9)
10 (9.1)

IDY SCORE IN MMRd POPULATION
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34 (85.0) 66 (94.3)
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Low score

Progression Free Survival

High score

10+

WES-ANEUPLOIO)Y SCORE IN NON-MMRd POPULATION

0 T T T T T T T T

Overall Placebo arm Atezolizumab arm 0 6 12 8 24 30 36 42 48
(N=121) (N=41) (N=80) G
Atezolizumab 4 1 0
Low score of (47.1) 24 (58.5) 33 (41.3) s 4 | 1 1 1 | ! 0
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0 . ' ! é . g % &
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(ENGOT-EN11/GOG-3053/KEYNOTE-B21)

Stage 1 Stage 2

Key Eligibility Criteria Carboplatin (AUC 5 or 6) +
* Newly diagnosed EC or carcinosarcoma paclitaxel 175 mg/m?
(Q3W, 4 or 6 cycles)2

* 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 l/ll of any histology with
known aberrant p53 expression or TP53 mutation with
myometrial invasion

— FIGO (2009) surgical stage IllI/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 assessed radiographically by the investigator or by
. . . histopathologic confirmation
— Histology (endometrioid vs non-endometrioid) . OS
— FIGO (2009) surgical stage (I/Il vs lIlI/IVA)

Van Gorp et al. ESMO 2024



What about 10 in early stage completely resected dMMR:
(ENGOT-EN11/GOG-3053/KEYNOTE-B21)

- Pembro + Chemo Ch teristi Pembro+Chemo

Age, median (range), y 62 (29-95) 62 (27-89) FIGO 2009 stage at study entry
ECOGPS 0 409 (75%) 416 (76%) IA/B 146 (27%) 144 (26%)
Race I 40 (7%) 41 (7%)
1 0, o
White 315 (58%) 362 (66%) I 109 (20%) %4 (17%)
Asian 189 (35% 157 (29%
' (35%) (29%) B 20 (4%) 19 (3%)
Multiple 23 (4%) 10 (2%)
. _ IIC1 144 (26%) 169 (31%)
Black or African American 1(2%) 13 (2%)
(o) o,
American Indian or Alaska 2 (<1%) 3 (<1%) ez 78 (14%) 81 (15%)
Native IVA/Ba 8 (1%) 2 (<1%)
Missing 5 (<1%) 5 (<1%) Planned radiation therapy at study entry
Lymph node dissection 483 (89%) 502 (91%) EBRT® with cisplatin 94 (17%) 95 (17%)
h
Lymph node status EBRT® without cisplatin 256 (47%) 246 (45%)
Lymph node involvement 223 (41%) 250 (45%)
Brachytherapy only 49 (9%) 52 (9%)
No lymph node involvement 300 (55%) 284 (52%)
No EBRT or brachyth 146 (27% 157 (29%
Not evaluable 22 (4%) 16 (3%) © or brachytherapy (27%) (29%)

Histology subtype

MMR status at study entry
dMMR 141 (26%) 140 (25%) Endometrioid 297 (54%) 297 (54%)
pMMR 404 (74%) 410 (75%) Non-endometrioid 248 (46%) 253 (46%)

Van Gorp et al. ESMO 2024




S
What about 1O in early stage completely resected dMMR:

(ENGOT-EN11/GOG-3053/KEYNOTE-B21)

100-
90-
80-
70-
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50-
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20-
10-

- 89%
87%

Pembro + CT
Placebo + CT

Disease-Free Survival, %

Median
(95% CI), mo

Events,

n (%)
119 (22)
121 (22)

HR P
(95% ClI) value

1.02
(0.79-1.32)

NR (NR-NR)
NR (NR-NR)

0.570

0 I ' I ' |
0 6 12 18 24 30
No. at risk Time from Randomization, months

Pembro + CT 545 452 347 134
Placebo + CT 550 470 358 132

505
515

27
23

36

o o

Van Gorp et al. ESMO 2024



What about 10 in early stage completely resected dMMR:
(ENGOT-EN11/GOG-3053/KEYNOTE-B21)

PMMR Subgroup dMMR Subgroup

Events, Median HR
n (%) (95% CI), mo (95% ClI)

Events, Median HR
n(%) | (95%Cl), mo | (95% Cl)
Pembro+CT  111(27) NR (NR-NR) 1.20 Pembro + CT 8 (6) NR (NR-NR) 0.31
Placebo+CT  96(23) NR(NR-NR) (0-91-1.57) Placebo+CT  25(18)  NR (29.5-NR) | (0-14-0.69)

96%

- . _ . 92% - 92%
100 ' 88% 100 i ' 80%
. . T ] I}
90- : 84% ; . -
- 75% 9%

X 80 X 80

§ 70 S— § 70 ! LI

E 60 E 60

(77} (7}

g 50 g 50

L LL i

& 40 A 40

0 0

S 30- o 307

@ &

O 20 O 20-

10- : 10 : :
0 I I I I I | 0 I I I I I
0 6 12 18 24 30 36 0 6 12 18 24 30
No. at risk Time from Randomization, months No. at risk Time from Randomization, months

Pembro + CT 404 369 323 244 88 17 0 141 136 129 103 46 10
Placebo + CT 410 381 343 259 94 16 0 140 134 127 99 38 7

Van Gorp et al. ESMO 2024
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What about 1O in early stage completely resected dMMR:

(ENGOT-EN11/GOG-3053/KEYNOTE-B21)

dMMR Subgroup

96%
. 92% . 92% n/N (95% C1), mo
I -

. 0
oy iBO% g8 De/11p NR(30.6-NR)

latebo+CT  59/113 7.6 (6.4-9.9)

100100

|
[=2]
o
|

|
-3
o
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i 30_ 1T I :” LU

Proportion Alive and Progression-Free
DiseasesFree Survival, %
| |
N ($)]
T T

'_l
=
I
-
o
|

T T1
0 6 12 118 224 230 336 42

No. at risk Time fronyRandomization, months
nulRembro: '[tLGTIat'w14L1mber censorec’l)36 129 103 46 10 0

Placebo +CT 140 134 2427, 5199 2138 2 (s2f 0 (520

Pembro+ CT 112 (1) 80 (22) 44 (46) 22 (65) 5 (78) 8(79) 2 (24) 0 (26)

(o]
o

Van Gorp et al. ESMO 2024



Chemotherapy replacement...

‘GOG 3064 ENGOT-en13
KN-C93 DOMENICA

Dostarlimab

ENGOT-en9
LEAP-001

Lenvatinib +
pembrolizumab

Pembrolizumab

Pembrolizumab/Lenvatinib Miss OS, PFS in
Endometrial Cancer

December 8, 2023
Sabrina Serani

Primary endpoints: Primary endpoint:
PFS: 0OS PFS PFS in Prior o
Key secondary endpoints: Key secondary endpoints: gsg{nAodtjr:]e‘:;n;y
ORR, DCR, DOR OS, PROs, ORR, DOR g ! o
Recruitment ongoing Recruitment ongoing

atient population m atient population REf ks bR RE I ERLL
p entpop P il patient populations




LEAP-001: Lenvatinib Plus
Pembrolizumab vs Chemo

Key Eligibility Criteria Lenvatinib 20 mg orally QD until PD
«Stage 1, Stage IV or recurrent endometrial carcinoma? &

«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/m2[V

+
Carboplatin AUC 6 IV Q3W

Stratification Factors X7 cycles®
MMR status (pMMR vs dMMR),
*|f pMMR

*ECOGPS (0vs 1)

* Measurable disease (yes vs no)

Endpoints

+ Dual primary: PFS per RECIST v1.1 by BICR and OS
+ Secondary: ORR per RECIST v1.1 by BICR, safety, and HRQoL
« Exploratory: Included DOR per RECIST v1.1 by BICR

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

K |

NCT04865289
Marth C et al. J Clin Oncol 2024

pMMR Population
Evants, HR
N {95% CI}
Lenvatinib plus 224220 Fiaii
100 S pembrolizumab i Ez"[‘é‘] -
50 - Chemotherapy 187/322 =
20
70 4 Median (5% Cl), mo
5.6{8.21t011.9)
g 60 10.2 (2.4 to 10.5)
o 50
o
o. 40
30
20 i TS o o | RN S S |
10 H |
0 T T T — T T i T T T T T T T T T T
0 3 6 89 12 158 18 21 24 27 30 33 3 329 42 45 48 51 B4
Time (months)
o ol risk (No. oossonod
Cemiaiinti plus persy il 3230 (80 6N T GO T T WD W@ e SR MiE 40 ITW M @AW 12E EE

Comotherapy

271261 254 (20 200 G4 112000 TAEI BAGl BRI BIE MM B[W O VIR YIm 1316 A%

Fa 11

E E DN
W om D

All-Comers
Events, HR
nfN {95% CI}
Lanvafinit plus 271420 =
i pembrolizumab " "BGrEI‘I )
a0 | Chemotherapy 233422 Lt e
B0 —
70 {61.4% Madian (95% Cl), mo
141.0% 125{10.3 to 15.7)
= 5o :
E : 10.2 (B4 to 10.4)
e 50+
| .
[~ 40 4
30
20
10 4
o T T T T T T T T T T T T T T T T T T
0 3 6 85 12 15 18 21 24 Z7 30 32 3B 29 42 45 4B K1 B
Time (months)
Mo, ai rik INo. comsomd |
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LEAP-001: Lenvatinib Plus Pembrolizumab vs Chemo

OS - pMMR Population OS - All-comers
Events/Patients HR (95% CI) Events/Patients HR (95% CI)
Overall 366/642 1.02 (0.83-1.26) Overall 442/842 0.93 (0.77-1.12)
Prior neo/adjuvant chemo Prior neo/adjuvant chemo
Yes 64/104 0.67 (0.41-1.11) Yes 70/121 0.64 (0.40-1.03)
No 302/538 1.11 (0.88-1.39) No 372/721 0.96 (0.79-1.18)
0.1 1 10 01 1 10
< > < >
LEN/PEMBRO better TC betier LEN/PEMBRO better TC better
PFS - pMMR Population PFS - All-comers

Events/Patients HR (95% CI)

Events/Patients HR (95% CI)

Overall 411/642 0.99 (0.82-1.21) Overall 504/842 0.91 (0.76-1.09)
Prior neo/adjuvant chemo Prior neo/adjuvant chemo
Yes 72/104 0.60 (0.37-0.97) Yes 81/121 —— 0.52 (0.33-0.82)
No 339/538 1.09 (0.88-1.35) No 4237721 0.94 (0.78-1.14)
0..1 1 1.0 0:1 '; 1l0
« > < >
LEN/PEMBRO better TC better LEN/PEMBRO better TC better

 OS and PFS were similar between arms for the pMMR and All-Comer populations
 Numerical increases in OS and PFS were observed with lenvatinib/pembrolizumab among
patients with prior neoadjuvant/adjuvant chemotherapy

1. https://clinicaltrials.gov/study/NCT03884101. 2.Marth C et al. ESGO 2024. 3. Marth C et al. SGO 2024. 4. Pignata S et al ESMO-GYN 2024 Abstract 390.

NCT04865289



https://clinicaltrials.gov/study/NCT03884101

Management of Recurrent
Disease




Evolving Treatment Landscape for the Management of
Advanced Stage or Recurrent Endometrial Cancer

US FDA Approved in
the dAMMR and pMMR
populations
- C/P + Pembrolizumab Progression Lenvatinib + Pembrolizumab
(NRG GY018)
Diagnosis - C/P + Dostarlimab _
(RUBY/GOG 3031) No Prior-10 Progression
MAINTENANCE US FDA approval of T-Dxd
S Carboplatin + | IMHERZST | /
ymptoms : ;
e, bleedi , W Faclitaxel + Immune Pembrolizumab il
fi.e. bleeding, pain, ll Checkpoint Inhibition Dostarlimab : | I o I
1 11 |
' Single agent vs combination :
| 11 |
_ 1| NCCN Compendium Trastuzumab : | : Chemotherapy :
Surgical = | Listed | | OtherLines
Staging I'| - C/P + trastuzumab ! ] US FDA approval of T-Dxd ' oof Therapy
I | (HER2+ serous and | | In HER2 3+ ! and
1 i 11 1 . .
| %rfllvn:f;rgoma) | With chemotherapy: t  Clinical
P ORR 15%; mPFS 3.8 mo ! Trials
il I
1 |
’ !

1
i
i(- Progression-Free Survival —_—
1

Post-Progression Survival
(9-13 months in the pMMR EC population) >

(12-18 months)

Potential alternate strategies: hormonal
therapy, single agent 10, T-Dxd in HER 2 2+
(NCCN)

T




Keynote 775 (NCT03517449) : Lenvatinib + Pembrolizumab

« Advanced, recurrent or
metastatic endometrial

* Progressive disease 1-2 prior
platinum regimens

« Measurable disease per
RECIST 1.1

= Available archival tumor tissue

* Performance status of 0 to1

= Adequate organ function

Stralification:

o100

MMR status (eMMR or dMMR)

ECOG performance status (0 or 1)
Geographic reglon
Prior history of pelvic radiation (yes or no)

Primary endpoints:
1) Progression-free Survival (PFS) by RECIST 1.1 by BICR
2) Overall Survival (OS).

Secondary endpoints:
1) ORR, DOR, TTF, AEs, PK, PROs

Makker et al. J Clin Oncol Apr 2023

= 100 Median PFS (95% CI)

é 90 4 Lenvatinib plus

g pembralizumab: 6.7 months (5.6-7.4)

‘0 B0 Chemotherapy: 3.8 months (3.6-5.0)

w

@© 70 ]

‘a,, HR for progression or death,

o 60 0.60 (95% CI, 0.50-0.72)

o

+ B0

=

2 a0

&=

< 30/

v Lenvatinib plus

E 20 pembrolizumab

.z

B - H—H—+—

o | Chemotherapy

T T T
0 36 39 42

No. at risk:
L Syt phs 265 166 116 80 61 55 43 3 24 18 14 B 4 0
pembrolizumab
Chemotherapy 351 177 83 38 23 16 12 9 6 4 3 3 1 0 0

Median Overall Survival (95% CI)

Lenvatinib plus
pembrolizumab: 18.0 months (14.9-20.5)

Chemotherapy: 12.2 months (11.0-14.1)

Hazard ratio for death,
0.70 (95% Cl, 0.58-0.83)

Lenvatinib plus
pembrolizumab
| Censored

0 I i I L ] b L T I I 1 | 1 I 1

0 3 6 9 12 A5 78 T2 2 B 0. 33 3B 38 Z-l5
No. at risk Time (months)

Lenvatinib plus
pembrolizumab 346 322 285 242 214 188 171 148 124 95 65 41 20 7 2

Chemotherapy 351 324 267 217 171 138 111 8 71 53 40 21 5 3 1

30 Chemotherapy

Percent of Patients Who Were Alive
3
i




|O after 10 in Endometrial Cancer

PFS Endpoint Ed T |_>
!‘:_ — L\ ' = a

MSS/MSI Stratification i i B
Ca!:nzantmnb 40mg PO daily =@ Arm C-Prior 10
Nivolumab 240mg IV g2w o A C-C :
Advanced Recurrent Endometrial Cancer | Fromcycle 5:480mg IVadw | | 1 cycle=28 days ] bl eifeairdic
At least one line of previous platinum - g O Cross-over
ECOG 0-2 p ,
CT every 8 weeks ",—> i :
ARM B B X MS instable
Nivolumab 240mg IV q2w : i
Biopsy From cycle 5: 430mg IVgaw ===d] | :
ol v == | 4 Partial response start
=3l : ® Reponse episode end
; [:J[: : = Durable responder
] 3 | ARM C == |
Cross Over from Arm B - i X y ! "
Post progression on immune therapy |—— Cai.mzantlmb 40mg PO daily B3 : =2 Cont!nued response
OR i | g g e : — Continued treatment
Recurrent Carcinosarcoma | FIOM Ly SLARIME IV, = .
- S P— '6 months
| s T I | |
o 0 o n S cta

Time (months)

Lheureux S et al, JITC 2022
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Contents lists available at ScienceDirect

Gynecologic Oncology Reports

el ]

ELSEVIE

I journal homepage: www.alseviar.com/locate/gynor i ot Ve it Gl il 3y ade de 0
Case series — p— p—
Activity of pembrolizumab and lenvatinib in mismatch repair deficient |:| .
(dMMR) endometrial cancer patients who have failed pembrolizumab
monotherapy: A case series
Peter G. Rose ™', Myra Feldman °, Iwona Podzielinski ©, Aaron P. Petty ¢, Roberto Vargas®
Table 1 g e
Patient Tumor and Treatment Characteristics. =3 L
Patient MMRd Age®  Stage FIGO  Grade Prior Duration of Duration of Date initiated Response g Patient ID
number 2009 Systemic Pembro Pembro/ Lenvima Dose - —— 7
Therapy lenvima Starting/Final (# o — 8
courses) E (5]
= 50 4
1 MLH1 mci FIGO  CPx6& 3 Cyeles 25 cycles 7/1/2021 20 (1)  Radiologic PR (] = 1
PM52 Recurrent 2 10 (24) 44 %) @ | 5
i MLH1 FlGO CPEx9Bx  Seycles 39 cvelest 7/23/202] 20 (6)  Radiologic PR (] E' 2
FMs2 G2 4 10 (33) 58 %) © 3
3 MLH1 FIGO CPx6 Letro 3 Cyeles 23 cyeles + 7/11/202210(2} Radiologic CR | L
FMs2 Gl x3 4 (20) CA125 396 to @ o
U/ml R 715
4 MLH1 Mmicz FlGO CA x4 47 eveles 1 eyele 8/5/2022 10 (1) Radiologic PR (40
FPMs2 recurrent G3 Letrox 13 B %) | CA125 59.6
x 45 to 44.4 Uyml
5 MLH1 mc1 FIGO CDDP x @ cyvecles g8 cycles 9/26/202210(7)  Radiologic PR (45
FM32 recurrent G2 1CX1 CP X4 4(1) %)
& MLH1 FIGO CPx7 Letro  Scycles 15 cycles + 10/31/2022 10 Radiologic PR (|
PM32 Recurrent G3 x7 (15) 32 %) 100
7 PMs2 g FIGO CIEx2CPx 3eyeles 3 eyeles 11/7/202214(3)  Radiologic Stable
i Recurrent G3 4 [l 9%) e
8 MLH1 FlGO CPx6 11 eveles 13 cyeles + 1/5/2023 14 (12)  Radiologic Stable
FMs2 Recurrent Gl 10 (1) [l 10 %)
Abbreviations: * Ag envima started, A = Abraxane, B = Bevacizumab, C =2 1 = Cisplatin, Lenvima = Lenvatinib, Letro = Letrozole
MLH1Methyl = ymoter nypermethylation, P = Paclitaxel, Pembro = Pembrolizumab, - e, + currently in active treatment.



U
NRG GY025: Efficacy of ICl after ICl in Previously

Treated dMMR EC (NCT0511260)

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

STRATIFICATION

¢ Prior Radiation
¢ Prior anti-PD1//PD-LI therapy
¢ Measurable disease (yes/no)

RANDOMIZATION*
R2:1
Arm 1 Arm 2
Nivolumab Q3W and Nivolumab Q3W x 8 cycles then Q4W
Low-Dose Ipilimumab Q6W (every other cycle x until disease progression, unaceptable
4) and then nivolumab alone Q4W until di- toxicities or CR*
sease progression, unacceptable See Section 5.1

toxicities or CR* *patients with CR will receiv aintenance
*patients with CR will receivmaintnance therapy therapy for up to 12 additional month af-
for up to 12 additional months after radiologic radiologic evidence of complete response
evidence of complete response

*Randomization is 2:1 (Arm 1 vs Arm 2). Twice as many patients will be randomized to Arm 1.

Prior 10 but mandates at least 12
month “lO free interval”

12-months of maintenance - “de-
escalation”




Charting the Course:
Treatment Approaches for
PMMR Endometrial Cancer

Leslie Randall, MD

Inova Health
Fairfax, Virginia, USA



Immunotherapy + chemotherapy with some PES
benefit in pMMR endometrial cancer

Pembrolizumab Dostarlimab Durvalumab Atezolizumab
."'5' i, 076 355, 053-035) I:
£ ;
§ . i
5 £ 5.
: 0
& 2 4 & 8 N DHHEBDD W B0 MH% B '.i‘

P02 4 6 8 UL WH BAZNFA B T e —— & e
5 . s _alfisk " " 3 3
Months since Rendomization b Moths since randomisation Months

. HR 0.76 HR 0.77 HR 0.92
0 -—
9: ;"\Z' 103'411 n?(‘)? 95% Cl 0.59-0.98 95% Cl 0.60-0.97 95% CI 0.73-1.16
] ; PFS24 18.8% vs 28.4% 9.7 vs 9.9 mos 9.2 vs 9.5 mos

p<0.001

Eskander et al., N Eng! J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with uncertain

QS effect in pMMR endometrial cancer

NRG-GY018

Time from randomization (months)

Pembrolizumab Dostarlimab
f 65
; o
£
5 486%
2 532%
4 Tastarts
:
2 4195
e Piaceho+
S
Dosllmad 40P MUTESNE) S
T T T T T T 1 Flacebo: AR LM ;
6 12 18 4 30 36 42 HEAELEN et

U X2 N EEN DM RN L
Time since randomizaton, mo

Durvalumab

Atezolizumab

HR 0.79
95% CI1 0.53-1.17
27.4 vs 28.0 mos
(27.2% maturity)

HR 0.79
95% CI 0.60-1.04
27.0 vs 34.0 mos
(54.8% maturity)

100
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50
40
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0
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oS (%)

Mo at sk

\j CP4D;

CPam

003 6 9 12151 2124 27 30 B 3%
Time since randomization (months)

Overall Survival
B & 8 & 8

Eskander et al., Nat Med 2025; Powell et al., Ann Oncol 2024; Sato et al., 2024 ESMO Congress; Colombo et al., Lancet Oncol 2024

HR 0.77
95% CI 0.56-1.07
25.9 mos vs NR
(27.7% maturity)

HR 1.00
95% CI 0.74-1.35
28.6 vs 31.5 mos

(—50% maturity)




Case Study: Recurrent, metastatic
endometrial cancer

. 73 y.o with llIC1 carcinosarcoma

. MRH/BSO/SNB on 3/9/23

. NGS p53 mut, PIK3R1, pMMR

. Adjuvant carboplatin/paclitaxel x 6

. PET/CT in 4/2024 avid masses:
paratracheal, paraaortic, vaginal

. Retx with

carboplatin/paclitaxel/dostarlimab
until 7/2025




S
Recurrent, metastatic endometrial cancer

continued...

« 7/2025 PET/CT with new axillary nodal
and pre-trapezial avid masses

* Perc biopsy trapezius mass confirmed
metastatic high-grade endometrial
carcinoma.

 NGS testing was same as at diagnosis:
p53 mut, PIK3R1, pMMR

 What did we give her???




What are the options?

» Add to single agent IO
o Anti-VEGF

— Lenvatinib/pembrolizumab
— Bevacizumab/pembrolizumab

o IO/PARPI

— Olaparib/durvalumab
— Niraparib/dostarlimab

o |O/ADC
— Trop2
- Her2

* Non-10, ADC
* Non-lO, Non-ADC



DUO-E study design

Endpoints
Patients
: Prima
* Newly diagnosed FIGO Control CP* (q3w) Durvalumab pbo (IV q4w) =
2009 Stage IV or + +  PFS (RECIST per
recurrent endometrial Durvalumab pbo (IV g3w) Olaparib pbo (tablets bid) investigator) in:
cancer

— Durva vs Control
* Known MMR status

+ Naive to first-line

— Durva+Qla vs Control

N=718

systemic anticancer Durva CP* (q3w) Durvalumab (1500 mg IV q4w) Key secondary
treatment for advanced + + oS vical
. . analytica
disease Durvalumab (1120 mg IV q3w) Olaparib pbo (tablets bid) (analytical)
+ Naive to PARP * Safely
inhibitors and immune- Stratified by: =
mediated therapy » MMR status i !
o Adiuvant (proficient vs « PFSin Durva+Ola vs durva
) defcient) Durva+Ola CP* (q3w) Durvalumab (1500 mg IV g4w)

Patients without disease progression

chemotherapy allowed
if 212 months from last
treatment to relapse

Subgroup analyses of PFS

+

Olaparib (300 mg tablets bid) — Including MMR, PD-L1

+
(recurrent vs Durvalumab (1120 mg IV q3w)

» Disease status

newly diagnosed) and HRRm
* All histologies except * Geographic region Treatment until disease progression, unacceptable toxicity or other
sarcomas (Asia vs non-Asia)

discontinuation criteria were met

*Six cycles of carboplatin at an area under the concentration—time curve of 5 or 6 mg per mL/min and paclitaxel 175 mg/mZ.
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.

Westin, Set al. ESMO 2023.



DUO-E: Maintenance Durvalumab * Olaparib on PFS in ITT Population

100 PFS: ITT (Primary Endpoint)
90 -
= Durva + Ola
80 - - urva
70 — Control
B0 - Overall data
i~ maturity: 61%
}’ﬁ:f 50 - 46.3%
40 . a7, Durva + Ola
41.1%
30. W
20 - \\_\——‘ 21.7%
H—t,__ Placeb
10. H o .
D L 1 L L] L Ll Ll T 1
0 3 6 9 12 15 18 21 24 27 30 33

Westin, Set al. ESMO 2023.

Months From Randomization

Control Durva Durva + Ola
(n=241) (n=238) (n=239)
Events, n (%) 173(71.8) 139 (58.4) 126 (52.7)
Median PFS, mo 9.6 10.2 15.1
(95% CI) (9.0-9.9) (9.7-14.7) (12.6-20.7)
HR (95% CI) vs 0.71 (0.57-0.89); 0.55 (0.43-0.69);
control P=.003 P<.0001
HR (35% Cl) vs 0.78 (0.61-0.99)
durva




S
DUO-E: Subgroup analysis of PFS by MMR status

dMMR (20% of population) pMMR (80% of population)
100 1 12months 18 months 100
90 4 70.0% 62.7% %0 - 12 months
ol 679%  67.9% i 50.4%
70 4 43.3% N.7% ] 44.4% 18 months
N1 W . DunvatOla 0 40.8% gf-g
iy '. , e e o :
® ! | 2 ,
g 50 v R, | . Durga g 50 ;
_ N ' | ST
40 s : . 40 " Durva+0Ola
| : . Control 30 - A,
2 - | | 20 1 ' — Ourva
10 4 : l 10 1 ; i " +Control
0 T T T T T .: T T ! T T T T T T 1 1] T T T T T : T T { T T T T T T 1
0 2 4 3 ] 0 12 14 16 18 A0 2 M4 26 28 W 32 '] L 4 6 & 0 12 14 16 18 20 2 4 X 28 N X

No. at risk Months since randomisation No. at risk " Months since randomisation

Durva+Ola 49 43 3@ 28 17 16 13 89 7 5 4 2 2 2 0 0 0 DurvarOla 192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0
Durva 46 40 37 ¥ R 2T 26 19 1T 14 1 9 -] 5 2 0 0 Duva 192 182 160 152 113 & 79 5 36 31 27 15 8 T ) 0 0
Conitral 48 46 46 41 B 2 &2 23 18 16 X/ MW 4 3 . 1 0 Control 191 183 164 157 134 114 107 75 46 35 31 19 12 1MW 5 2 0

Durva Durva+Ola, Control Durva Durva+Ola

(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% CI),* months ~ 9.7(9.2-10.1)  9.9(9.4-125) 15.0(124-18.0)
HR (95% Cl) vs Controlt 0.42 (0.22-0.80) 0.41(0.21-0.75) HR (95% CI) vs Control! 0.77 (0.60-0.97) 0.57 (0.44-0.73)
HR(95% ClvsDuval 0.7 (0.49-198) WR(OS%ClvsDurval 0.76 (0.59-0.9)

Westin, Set al. EEMO 2023,



U
Addition of PARPi: RUBY Pt2

Table. Progression-free survival.
Dostarlimab + CP followed Placebo + CP followed by
by dostarlimab + niraparib placebo
Overall population, N 192 99
PFS, HR (95% C1)* 0.60 (0.43-0.82)
P value 0.0007
PFS. median (85% Cl). mo 14.5 (11.8=17.4) 8.3 (7.6-9.8)
MMRp/MSS population, N 142 T4
PFS, HR (85% CI)® 0.63 (0.44-0.91)
P value 0.0060
PFS, median (95% Cl), mo 143 (9.7-168) __83(76-98) !
"Per RECIST v1.1 based on investigator assessment and primary censoring rule using stratification
factors from randomization list.
CP, carboplatin-paclitaxel; HR, hazard ratio; MMRp, mismatch repair-proficient; MSS, microsatellite
stable; PFS, progression-free survival, RECIST, Response Evaluation Criteria in Solid Tumors.

Mirza et al SGO 2024



CP +durvalumab vs CP

Post hoc exploratory analysis HR (95% CI)

All pMMR patients 0.77 (0.60-0.97)
PD-L1 expression® Positive (TAP score =1%) 0.71 (0.53-0.95)
MNegative (TAP score =1%) E— 0.95 (0.61-1.45)
Unknownt NC (NC-NC)tt
POLEm and TP53m statust+ POLEm NC (NC-NC)tt
TP53m — 0.80 (0.57-1.11)
TP53 wild-type K 0.69 (0.44-1.04)
UnknownT — 1.05 (0.56—1.96)
HRRm statusts HRREm s 0.45 (0.23-0.87)
BRCAm statust BRCAmM MNC (NC-NC)tt
Non-BRCAmM U 0.77 (0.59-1.00)
Unknown™ | 105 (0:56-1.96)
Histological type at diagnosis Endometrioid — 0.74 (0.52-1.04)
Serous - 0.76 (0.49-1.18)
Other™ 0.93 (0.54-1.58)
Baseline ctDNA! Detected 0.61 (0.41-0.88)
Mot detected — NC (NC-NC)tt
Unknownt 0.95 05 ' 0.81 (0.58-1.13)

+«—— Favors CP+D

1 2
Favors CP —»

DCO: April 12, 2023, *PD-L1 expression was evaluated using the VENTANA PD-L1 [5P283) assay. PD-L1 pasilive defined as TAP =1%, PD-L1 negalive defined == TAP <1%; "Status determin ed retrospectively in bwo ways: fram lissue samples (EgundalionQne*Chx assay; Foundation Medicine, Inc ), and by
malecular prgfiling of ciDNA (EpundationOne®siquid Ghx: Foundation Medicine, Inc.) from blood samples; *TFS3m status defined as a=samplewith a delkelerous or suspected deleterious mutation in TP53 excluding samples with a delelerows or suspecied deleterious mutation in POLE; TPA3 wild-type stales
defined as a sample with no delelenous or suspecied deletericus mutalion in TP53 exduding samples with a deleberioes or suspected deleterious mulation in POLE; SPaosilive FIRRm slsies defined 2s a sample with a delelenous or suspecied deleterious mutation inoany aof the fop lowing prespecified genes:
ATM BRCAT, BRCAZ, BARD1, BRIF1-CDK12, CHEK1, CHEK2 FANCL PALEZ, RADSTE, RADSIC, RADS1D, and RADS4L; negatve HRRm status (non-HRRM) defined as a sample with no deletericus ar suspecied deleleious mutations in any of the prespecified genes 'GONA was analyzed using the
methylation-based Guardant Infipjly assay (Guardanl Health, Palo Allo, CA); TUnknown” siatus included patients recruiled in China {(where molecular testing was nol performed) andior patients who wilhdrew consent andior those withoul available samples; = 0Other’ includes cardnossmooma,

mimad epithedial, clear cel, vndiferentiated, mudnous, and other; Hhod calcualed due o low evenl numbers. NG, nol cakulable.

Westin, Set al. ESMO 2023.
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CP +durvalumab + olaparib vs CP

Post hoc exploratory analysis HR (95% Cl)

All pMMR patients —e— 0.57 (0.44-0.73)
PD-L1 expression™ Positive (TAP score =1%) — 0.44 (0.31-061)
Megative (TAP score <1%) —_— 0.87 (0.558-1.28)
UnknownT NC (NC-NC)tt
POLEm and TP53m statust+ POLEmM NC (NC-NC)tt
TP53m —— 0.47 (0.32-0.67)
TP53 wild-type —_ 0.71 (0.47-1.07)
UnknownT " 0.74 (0.371.45)
HRRm statust$ HRREm * : 0.47 (0.26-0.86)
Non-HERm | 0.58 (0.43-0.78)
Urknownt 0-74-{037-146——
BRCAm statust BRCAmM ——— NC (NC-NC)tt
Non-BRCAm N . . 0.57 (0.43-0.75)
UnknownT —e 0.74 (037-1.45)
Histological type at diagnosis Endometnioid - 1 0.60 (0.42-0.85)
Serous | » 0.46 (0.27-0.76)
Other™ «— 0.64 (0.38-1.06)
Baseline ctDNA! Detected 0.36 (0.23-0.56)
Not detected I NC (NC-NC)tt
UnknownT 0.95 05 1 5 0.69 (0.49-0.96)

+— Favors CP+D+0

FavorsCP ——»

DCO: April 12,2023, *PD-L1 expres=ion was evalumted using the VENTANA PD-L1 [SP263) as=zay. PD-L1 pasilive defined as TAP 1%, PO-L1 negalive defined a= TAP <1%,; "Stalus determin ed retrospectively in wo ways: fram lissue samples (EgundaionQnetCDx assay; Foundation Medicine, inc ), and by
malecular prglilin g of clDNA (FrpundationQpefLiquid C0x; Foundation Medicine, Inc.) from blood samples; *TFS3m status defined as a=ample with a deleterious or suspected deleterious mutation in TP53 excluding samples with a deleberiows or suspecied deleterious mutation in POLE; TPS3 wild-type stales
defimed as a sample with no deleledous or suspected deleterious mulation in TP55 exduding samples with a deleteiows or suspecied deleterious mutation in POLE; SPosilive HRERm siatus defined as 2 sample with a deleleious or suspecied deleterious mutation in any of the folowing prespecified genes:
ATM BRCAT, BRCAZ BARD, ERIFT-COKT2, CHEKY, CHEK2 FANCL PALB?, RADSTE, RADSIC. RADSTD, and RADSAL; negative HRREm status (non-HERERM) defined as a sample with no deleterious or suspecied deleierows mutations in any of the prespedfied genes; 'GDNA was snalyzed using the
methylation-based Guardant Infinily assay (Guardanl Health, Palo Allo, CA); TUnknown” stalus included palients recruited in China {where mokecular testing was not performed) andior patients who wilhdrew consent andior those withaul available samples; = Other’ includes cardnosasrooma,

mized egithedial, clear cel, ondifferentiabed, mudnous, and other; thol calkcualed doe o low event numbers. NG, nol cloulable.

Westin, Set al. ESMO 2023.



ctDNA in EC: DUO-E/GOG-3041/ENGOT-En10

(post-hoc exploratory, longitudinal ctDNA analysis)
50— a5

ace. v —B
- -

[=]
-
o

C3D
Cc7D1
caD1

CP + Durvalumab Durvalumab + olaparib

DUO-E: durvalumab and olaparib mediated ctDNA changes
during the maintenance phase (C7D1-C9D1) in pMMR patients

Addition of olaparib may be driving novel anti-tumor activity in pMMR tumors not seen with durvalumab alone

CP+D (n=89) CP+D+0 (n=93)

CP (n=102)

e == S
/13% clearanc\ /11?% clearanch‘

(5/38)

| __\ 3
% 48% clearance

(10/21)

3%

D CtDNA+

c7D1

20%rebound - ——
CcoD1 (13/66) 18% rebound
SR (1372) coD1

28% rebound
(18/64)

Durvalumab led to 4% more clearance of ctDNA and 8% less rebound, vs CP arm
Addition of olaparib to durvalumab led to 35% more clearance of ctDNA and 10% less rebound, vs CP arm

202s ASCO  [PTRTSNT  reescvreonr: Prof. Shannon N. Westin ASCO smsigeome
P SCI0. Permission nequined for reuss; contact permissions@asco.ong KNOWLEDGE CONQUERS CANCER
Westin et al. ASCO 2025

ANNUAL MEETING esentabon 1 property of e author and A



Translational markers in DUO-E: What is
best alternate target?

TP53m: 286

(59%)

44%
16%
6%
2%
20%

O MMRp

2% 6% ) PD-L1 positive
3% O TP53m

@ HRRm

) BRCAmM

@ Serous

14%
6%
2%
24%

Westin et al IGCS 2024, Moore et al SGO 2025



Selinexor Is a Targeted Oral XPO1 Inhibitor
ENGOT-EN5/GOG-3055/SIENDO

TP53VT _
1.00 - —— Selinexor
72.4% — Selinexor 1.004 — Placebo
© VS —— Placebo ' + Censored
E + Censored _ Selinexor (n = 77): 28.4 mo (95% Cl, 13.1-NR)
@ 0797 48.2% g Placebo (n = 36): 5.2 mo (95% Cl, 2.0-13.1)
8 i vs s 0-757 HR: 0.44 (95% Cl, 0.27-0.73)
i 9 41.7% = i inal Pvalue =
I 40.9% . ° 3539 E One-sided nominal Pvalue =.0005
. 0.50 ! 0 Vs
é i i 34.1% 25.8% I'g 0.50— ~========="fmomm oo mmm o mmm oo omoe oo +
- i | | ’ — ﬁ i i
o 0.25- : : : : 0.25- : ;
z A R B g | e
§ i i i i i i
2 0.00- 0.00- i |
I i i i I I I T T T T T T T T T T T 1
0 3 6 9 12 15 18 0O 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months) Months
Median follow-up: 10.2 months (95% CI1 8.97, 13.57) Median follow-up: 36.8 months

Vergote I, et al. J Clin Oncol. 2023; Makker V, et al. Gynecol Oncol. 2024; Slomovitz BM, et al. J Clin Oncol. 2023 European Network of 9

Gynaecological Oncological Trial groups



XPORT-EC-042/GOG-3083

A Phase 3 of Selinexor in Maintenance Therapy After Systemic Therapy for Patients
With TP53 Wild-type, Advanced, or Recurrent EC

Prescreening Consent
Tissue Sent to Foundation

Study Consent

Key Eligibility
* TP53 wild-type
endometrial cancer

testing by FMI Selinexor 60mg PO QW until PD
» Primary stage IV or n=110

first recurrent EC
* Received at least 12 Treat until progression or

weeks of platinum- . : .
based chemotherapy . intolerability

+/- immunotherapy

« Carcinosarcomas Placebo weekly until PD
allowed; clear n=110
cell/small cell

carcinoma excluded

N=220

*118 PFS events needed to provide 90% power to detect a HR of 0.55 with a 2-sided alpha of 0.05.

CT.gov:NCT05611931



I RS
LEAP-001: Lenvatlnlb/Pembrollzumab vs Chemo

pMMR Population
Evants, HR
N 195% C1
Lenvatinib plus 2241320 i
100 S pembrolizumab i E;]["’E'] 21
50 | Chamotherapy 187/322 PO
20
- 70 4 Meadian {95% Cl), mo
S S e . 9.6 {2.2 ta 11.9)
Key Eligibility Criteria Lenvatinib 20 mg orally QD until PD = 60 102 (2.4 10 10.5)
«Stage Ill, Stage IV or recurrent endometrial carcinoma? + g 507
: ¢ = : i o 40 4
+Radiographically apparent disease - either measurable Pembrol_lzumab 200 mg IV Q3W
SERBRmEAEUrable until PD or x35 cycles 30
3 : 20 4 f TS o o o B AN | S S |
*No prior chemotherapy except in the S |
neo/adjuvant setting® . : i
T T T 1 T T T 1 T T T T | T T T T I
+ECOG PS 0-1 0 3 6 9 12 16 18 21 24 27 30 33 36 20 42 45 48 6] B4

= Tumor tissue sample for MMR testing

Paclitaxel 175 mg/m?1V
+

o ol risk INO. comsorod |

Time (months)

Lemiai il plis persy il 20 080 BV GOM TET T WD TR BRI SEDE S40E MO0 3TPM B0 7 S 3
Carboplatin AUC 6 IV Q3W = All-Comers
ificati c E ! HR
Stratification Factors x7 cycles i P
MMR status (pMMR Vs dMMR), i Lanvafinib plus 2711420 A
= b pembrolizumab Ly 53
*If pMMR Endpoints 80 | Chamotharapy 233/422 AR
*ECOGPS (0Ovs 1) + Dual primary: PFS per RECIST v1.1 by BICR and OS o |
s . + Secondary: ORR per RECIST v1.1 by BICR, safety, and HRQoL Y i R Bl
L R PR e e « Exploratory: Included DOR per RECIST v1.1 by BICR = {ar 0% 2510316 15.1)
» Prior chemotherapy and/or chemoradiation (yes vs no) F 60 i 10.2 {8.4to 10.4)
w504
& 4
30
20
10 4
0 T T T 1 T T T T T T T T T T T T T T

18 21
Time {months)

0. ail ik (ND. comsormd |
Lenwaiinih phis pombroiinemal A2
Chomotherapy

Marth C et al. J Clin Oncol 2024
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LEAP-001: Lenvatinib/Pembrolizumab vs Chemo

OS - pMMR Population

Events/Patients
366/642

HR (95% CI)
1.02 (0.83-1.26)

0.67 (0.41-1.11)

0.1 1 10
< >
LEN/PEMBRO better TC belier

Prior neo/adjuvant chemo
Yes 64/104

PFS - pMMR Population

Events/Patients
411/642

HR (95% ClI)
0.99 (0.82-1.21)

Prior neo/adjuvant chemo
Yes 72/104

0.60 (0.37-0.97)

LEN/PEMBRO better T better

OS - All-comers

Events/Patients
442/842

HR (95% CI)
0.93 (0.77-1.12)

Frior neo/aajuvant chemo

70/121

0.64 (0.40-1.03)

0.1 1 10

< >
LEN/PEMBRO better TC better

PFS - All-comers

Events/Patients
504/842

HR (95% CI)
0.91 (0.76-1.09)

0.52 (0.33-0.82)

0.94 (0./8-1.14

Prior neo/adjuvant chemo

Yes 81/121 ——

LEN/PEMBRO better TC betier

1. https.//clinicaltrials.qov/study/NCT03884101. 2.Marth C et al. ESGO 2024. 3. Marth C et al. SGO 2024. 4. Pignata S et al ESMO-GYN 2024 Abstract 390.



https://clinicaltrials.gov/study/NCT03884101

BN
LEAP-001: Lenvatinib/Pembrolizumab vs Chemo

Lenvatinib + Pembrolizumab vs Chemotherapy — PFS in Patients with Prior Neoadjuvant/Adjuvant Chemotherapy

PFS, %

Treatment

Arm

Len + Pembro

Chemo

pMMR

Events,
n/N
37/53
35/51

(95% Cl)

Median, mo

12.5 (6.5-20.3)
8.3 (6.1-10.2)

T
(95% Cl)
0.60

(0.37-0.97)

=== Len+Pembro
== Chemo

Time, mo

PFS, %

All-Comers
Treatment Arm Events, Median, mo HR
n/N (95% ClI) (95% ClI)
Len + Pembro 42/63 15.0 (8.3-21.0) 0.52
Chemo 39/58 8.3(6.2-10.2) (0.33-0.82)

== | en+ Pembro

=== Chemo

Time, mo

Frontline Lenvatinib + pembrolizumab improved PFS vs chemotherapy

in patients with prior neoadjuvant/adjuvant treatment.
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Department of Medicine,

Annual Global Meeting Memorial Sloan Kettering Cancer
Center, Weill Cornell Medical , ‘ ‘ , ‘ ,
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Lenvatinib Plus Pembrolizumab vs Treatment of Physician’s Stephan kruger,Robin Meng, Chinyere . Okpara, Domenica Lorusso

Choice Chemotherapy in Participants With Advanced
Endometrial Cancer: 5-Year Outcomes From Study
309/KEYNOTE-775

100+ .
PFS pMMR o 90 DOR pMMR o DOR CR vs PR pMMR
o 804
T god 6.3% & 60 g 807
IS 2.1% @ 50 & 70-
g 704 "'o- 404 a 60-
o 604 g o
S s0- € :g' & 501
.S 404 a 10: | ° 404
2 304 o 2 30-
S 204 0 6 12 18 24 30 36 42 48 54 60 66 79 £ 20-
£ 104 No. at Risk Time, mo O 4o-
s s s s [ ET R S e S S U SRR S 0
T Trrrrrrrrrrrrrrrrrrrrrrrrrrrrrri
N 0 6 1218 24 3:.';:;1435460 86 72 ORI % 24 346 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Len » Pembro 346 166 80 55 37 26 20 17 15 13 9 5 0 (95%‘C|) (27.5-37.6) (11_3_-19_0) No. at Risk Time, mo
TPC 35182 2312 6 4 3 2 2 2 1 0 0 CR % 6.4 2.6 CR 2221 19161413131010 8 8 7 7 5 0 0
s /O . .
Median 6.7 3.8 PR, % 26.0 12.3 PlswithCR® __Pts with PR’
0 b Median DOR® 9.3 5.7 .
(95% Cl)>mo  (5.6-7.4) (3.6-5.0) (95% Cl)e mo  (7.4-14.4)  (4.7-11.4) (T‘-aggel.a&??nﬁ; 414 (144-NR)
Events, n (%) 289 (83.5) 249 (70.9) . -
] Participants Participants with 14 (68.2)
HR (95% CI¥ 0.60 (0.51-0.72) \gzltz r[:gpr?r(l%b 24 (26.8) 3(11.2) response 224 mo, n (%)°




V Makker.|GCS 2025

Summary of Subsequent Systemic Therapy

pMMR dMMR
Len + Pembro TPC Len + Pembro TPC
n = 346 n= 351 n=65 n =65
Any 171 (49.4) 185 (52.7) 13 (20.0) 28 (43.1)
Lines of subsequent therapy
1 79 (22.8) 98 (27.9) 8 (12.3) 22 (33.8)
2 49 (14.2) 57 (16.2) 3 (4.6) 3 (4.6)
23 41 (11.8) 30 (8.5) 2(3.1) 3 (4.6)
By class
Chemotherapy 147 (42.5) 134 (38.2) 11 (16.9) 10 (15.4)
Hormonal 52 (15.0) 64 (18.2) 3 (4.6) 7 (10.8)
PD-1/PD-L1 based 18 (5.2) 54 (15.4) 2(3.1) 15 (23.1)
Pembro based? 18 (5.2) 48 (13.7) 1(1.5) 11 (16.9)
Len + Pembro 10 (2.9) 41 (11.7) 0 1(1.5)
Pembro mono 7 (2.0) 4(1.1) 1(1.5) 10 (15.4)

Data cutoff: February 26, 2025_Data are n (%) of participants. #ncluding pembro monotherapy and pembro-based combination therapy.

All-Comers

Len + Pembro

N = 411
184 (44.8)

87 (21.2)
52 (12.7)
43 (10.5)

158 (38.4)
55 (13.4)
20 (4.9)
19 (4.6)
10 (2.4)
8 (1.9)

TPC
N = 416

213 (51.2)

120 (28.8)
60 (14.4)
33 (7.9)

144 (34.6)
71 (17.1)
69 (16.6)
59 (14.2)
42 (10.1)
14 (3.4)



V Makker.|GCS 2025

Summary of AEs and Len Dose Reductions

Len + Pembro (N = 406) TPC (N = 388)
99.5
100 638
a0
80
= 70 Len + Pembro
o0
E 60 (N = 406)
£ e i i i
2 o Len dose intensity, median 13.4 (3-20)
& 40 : (range), mg/d
Time to first len dose
! ) ) 20(01-325
0 a reduction, median (range), mo ( )
20 Len dose reduction, %
10 . 8.0 Any 722
0 0 ] 1 234
- o t g g t g g o = w - £ T
S T s 3 £ f 2 -
< 5 8 ¢ 8 « & g 2 < § § B 3 155
E = + - + [ w E E=] - e
- = c > c L2 % - > =
§ < - 3. © § 5 3 = it
E | |1 9 *E B G
£ Interruption Discontinuation < g _E E
- - (=3 g
< g E £
£ 5
@
(=]

Data cutoff: February 26, 2025 AE, adverse event; AEDSI, adverse event of special interest; CSAE, clinically significant adverse event 3AEs based on a list of terms specified by the sponsor and considered
regardless of attribution by the investigators.
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Platinum-free interval and response to platinum retreatment or 'll
lenvatinib/pembrolizumab in patients with recurrent endometrial L
cancer: A real-world endometrial cancer molecularly targeted therapy
consortium cohort study

Paulina J. Haight **, Marilyn Sanchez ", Samantha M. Thomas ", Carson Smitherman, Casey Cosgrove *,

Victoria Bae-Jump, Sarah Crafton®, Kari Hacker, Emily Ko®, Thomas Krivak®, Olivia Lara®, Kathleen Moore ",
Mary M. Mullen', Bhavana Pathuri, Premal H. Thaker', Christina Washington ", Rebecca Arend’, Bradley Corr*,

Linda Duska', Amanda Jackson ™, Gottfried E. Konecny ", Jason Wright, Angeles Secord ©, Floor Backes*

1 :] Duration of response by PFl 5'1 " Progression-free survival by PFI
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¥ E

A A
5 @
EDSU %D!\J}
S — g
§i 025 035
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i 2 M » 4 £ i 12 u » 4 £
Duratian of regpansa (mantha) Tirne [lT‘ﬂMHB]

PFI Calegory == PFI0-12 monthe == PFI > 12 monihs

Table 2

Platimam-free imerval and second-line treatment.

Matinum -hased Lenwatinib/Pembrolizumah Overall P-\alse
chematherapy (N=T]) [N = 217}
[N = 140]
Platinum-free Interval <001
(PFI)
%12 months 6% (535 X) 534 (465 X 127
=12 months TX(ERT X) 12 (143 X} B4
Median PPl {months) <D
Mean (2D 208 [24.9) TIE6 [3.24) 16.4 [218)
Median [Min, Max] 1219|0250, 142) 463 [0.700, 55.6]

8.07 [0.250, 142]

Abbrewiatons S0, standard deviation; Min, monimuem; Max, maximuom.

Data presenbed ax N [row T).
Table 3
Response in second-lne treatment based on regimen or platineme free imterval
Oererall Sevond -line treatment Matinum-=free inberval
- Duration of response to second-line treatment
A)  PRA=12menths B) PFl >12 months
%1.M' Traabryen g“.ﬂ‘ﬂ' Traatnnen
o il == Len+Fem
L0754 20,75
w w == Ropeat platinuem
£ 050 £ 0501
C =
20254 H0254
p.og4 P =048 gﬂ.ﬂﬂ' p=048
& 0 12 24 36 48 80 0 12 24 36 48 60
Dwuration of response (maonths) Dwration of response (months)
c Progression=free survival to second-line treatment
E.’:' PFl =12 months _D) PF1>12 months
§ 1.00 Traaimani E 1.00 Traairesn
== Len+Pam == Lon+Pem
o 0.75 e 0.75
g == Fepsal plalifeem E == [FRapas plalinum
= 0.50 T 0.50
[=] (=]
#0325 # 025
g 4
?ﬂ'm P‘ = ﬂﬁ T L] T T T E:I'DDD IP = Dﬁﬂ T T T T L
& a 12 24 36 43 60 o 12 24 36 45 &0

Tirme {mnths)

Time (manths)

iz 2 Dwration of response and progression-free sorvival to second-line treatment (A ) Daration of response fior all responders with PR €12 momths, stratified by secomd-line treatment
sgimen. (B] Duration of response for all responders with PA > 12 monthe, stratified by second-line treatment regimen. (C) Progression-free survival for all patients with PF1 <12 months,
tratified by second-line treatment regimen. (D) Progression-free sarvival for all patients with PA =12 months, stratified by second-line treatment regimen.



TP53 mutation as a
“biomarker” for
response to
Bevacizumab in
Endometrial Cancer:
Ancillary Investigation
of GOG 86P

Poporion Ale., Progession-Fee
B g s

g
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B Mutant P53 B Mutant P53

Propodion Alive, Progression-Free
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Leslie K. et al. Gyncol Oncol 2021



GY035 (UC2323)

Prelim trial design building on results of GY018 & GOG86P in TP53 mutated Endometrial
cancer patients: approved by GCSC

Randomized Phase 11/11l Study of Carboplatin + Paclitaxel + Pembrolizumab vs. Carboplatin +
Paclitaxel + Bevacizumab vs. Carboplatin + Paclitaxel + Pembrolizumab + Bevacizumab in
Patients with Advanced or Recurrent, pMMR and TP53 mutated Endometrial Cancer

Pls: Fader, Toboni, Carhiopiatin + Pembrolizumab
_Pembrolizumab Smeintenanet A

Stratification: Paclitaxel +
- Disease status (advanced vs recurrent) d R Bevacizumab
BaGaciaaiials. maintenance

*Primary Phase Il endpoint: PFS by RECIST V1.1
“Primary Phase Il endpoint: OS

Treatment Plan:

Arm 1: IV carboplatin AUC 5 + IV paclitaxel 175 mg/m? + IV pembrclizurmab 200 mg on day 1 every 3 weeks x §-10 cycles followed by 14 additional cycles of
pembrolizumab 400 mg IV maintenance every 6 weeks.

Arm 2: IV carboplatin AUC 5 + IV paclitaxel 175 mg/m?+ bevacizumab 15 mg/kg on day 1 every 3 weeks x 6-10 cycles followed by 28 additional cycles of bevacizumab 15
mg/kg maintenance every 3 weeks.

Arm 3: IV carboplatin AUC 5 + IV paclitaxel 175 mg/m* + IV pembrelizumab 200 mg + bevacizumab 15 mg/kg on day 1 every 3 weeks x 6-10 cycles followed by 14
additional cycles of pembrolizumab 400 mg IV maintenance every 6 weeks and 28 additional cycles of bevacizumab 15 mg/kg IV meaintenance every 3 weeks.

*patients with recurrent disease who have received prior adjuvant therapy must have a platinum-free interval of »/=12 months.

Courtesy B. Monk



.
Targeting her2 in 1L: NRG-GY026

Phase Il/lll Study Of Paclitaxel/Carboplatin +/- Trastuzumab or Trastuzumab/ Pertuzumab in
HER2 Positive, Stage I-IV Endometrial Serous Carcinoma or Carcinosarcoma

Pl: Britt Erickson, MD | Co-PIl: Amanda Nickles-Fader, MD

Newly diagnosed, stage I-IVB, HER2 positive endometrial
serous carcinoma or carcinosarcoma

Randomization 1:1:1 Key Inclusion
Stage 1A-IVB (FIGO 2009) non-
o recurrent, chemo-naive, uterine
Stratification
Stage I-Il v. lll-IV Serous or carcinosarcoma
Histology (serous vs carcinosarcoma) o . .
Plan for vaginal brachytherapy (yes vs no) HER?2 positive based in local testing

(ASCO/CAP 2018 Breast guidelines

recommended) or NGS

Arm 1: Arm 2: _ Am3 OK for vaginal brachytherapy, pelvic
Paclitaxel/Carboplatin Paclitaxel/Carboplatin Paclitaxel/Carboplatin .
every 3 weeks x 6 cycles Trastuzumab every 3 weeks x 6 fixed dose trastuzumab/pertuzumab radiothera py not allowed.
3 weeks x 6 cycles - e
cycles a Y Patients must be within 8 weeks of
primary surgery (or endometrial
Maintenance trastuzumab every Maintenance trastuzumab/pertuzumab every biopsy in patients who never

3 weeks x 1 year (or until 3 weeks for 1 year

disease progression or (or until disease progression or undergo hysterectomy)

unacceptable toxicity) unacceptable toxicity)

NRG

ONCOLOGY

Advwancing Reseurch, Tmprwsing Lipes

NCT05256225



Targeting her2 1L adjuvant:
DESTINY-Endometrial02/ GOG-3122/ENGOT-en30

A Phase 3, Multicenter, Randomized, Open-label Trial of Trastuzumab Deruxtecan Versus Standard of Care
Chemotherapy With or Without Radiotherapy as Adjuvant Treatment for HER2-Expressing (IHC 3+/2+) Endometrial

Cancer

Tissue

Key Patient Population

Screening

HER?2 + Histologically confirmed T-DXd Q3W 5.4 mg/kg
expression diagnosis of endometrial x 17 cycles +/- concomitant or ——
cancer
(IHC 3+/2+) per subsequent VCB Post-Systemic
2016 ASCO + FIG02023 Stage IIC or I
, Therapy 40day
CAP gastric + -+ NO evidence of disease Visit 1
cant?er IHC post-surgery as per N= 710 . :
scoring investigator and confirmed Optional
guidelines by by BICR Predetermined
gi:;irranlwa - + Treatment naive SoC Chemotherapy* +/- ACCIUTIE Y
(systemic therapy) in any concomitant or subsequent —
setting including the VCB

neoadjuvant setting for
endometrial cancer

*SoC Chemotherapy +/- EBRT Options
* 6 cycles of carboplatin AUC 5 or 6 and paclitaxel 175 mg/m2 Q3W followed by EBRT
* 4 cycles carboplatin AUC 5 or 6 and paclitaxel 175 mg/m2 Q3W followed by
chemoradiotherapy (EBRT plus cisplatin 50 mg/m2 on days 1 and 29
6 cycles of carboplatin AUC 5 or 6 and paclitaxel 175 mg/m2 Q3W

NCT07022483

_—

LTSFU
A

Post-RT 40D
Visit 2




Targeting her2 1L advanced/recurrent:
DESTINY-Endometrial01/ GOG-3098/ ENGOT-EN24

A Phase lll Study of Trastuzumab Deruxtecan Plus Rilvegostomig or Pembrolizumab as First-Line Treatment of
HER2-Expressing (IHC 3+/2+), Mismatch Repair Proficient (pMMR) Endometrial Cancer

+ 0/ = + 0

A: T-DXd 5.4 mg/kg +

* HER2 expressing (IHC 3+/2+) EC by N= . . Primary:
= ostomig 750mg Q3Wa
central test 600 Rilveq g gQ - PFS (BICR) in ITT
* pMMR EC by central test
* Stage lll, Stage IV, or recurrent, B: T-DXd 5.4 mg/kg + Secondary:
histologically-confirmed endometrial Pembrolizumab 200mg Q3W- » OS (key secondary endpoint)
cancer  PFS (Investigator)
+ Stage Il must have measurable disease « ORR
» Any histological subtype except for C: Carboplatin/Paclitaxel + . PFS2
sarcomas : . « HRQoL
« May have received 1 prior line of adjuvant/ Pembrolizumab3®

neoadjuvant chemotherapy (chemotherapy
and/ or chemoradiation) if recurrence =6
months after last dose of chemo . HER2 [HC 3+ vs 2+

* No prior exposure to ADCs or ICls « PD-L1 TAP 21% vs TAP <1%
- ECOGPSOQor1 « Asia vs Non-Asia

Stratification factors:

a Treatment will continue until objective disease progression according to RECIST v1.1 as assessed by the Investigator and confirmed by BICR or until other discontinuation criteria is met, whichever
occurs first.

b Carboplatin AUCS, paclitaxel 175 mg/m2, and pembrolizumab 200 mg IV once Q3W x 6 cycles*, followed by maintenance with pembrolizumab 400 mg IV Q6W. Treatment with pembrolizumab will
continue for up to 20 total cycles (approximately 24 months, accounting for combination and maintenance phases) or until other discontinuation criteria is met, whichever occurs first.

* At the discretion of the treating Investigator, participants may continue to receive carboplatin, paclitaxel and pembrolizumab Q3W for up to 10 cycles.



Targeting Trop2 1L advanced/recurrent:
MK-2870-033/TroFuse-033/GOG-3119/ENGOT-en29

A Phase 3 Study to Compare Sacituzumab Tirumotecan in Combination With Pembrolizumab Vs
Pembrolizumab Alone as Treatment in Participants With MMR-P Endometrial Cancer (TroFuse-033)

Key Eligibility Criteria Induction

* Primary advanced/recurrent
endometrial carcinoma

+ pMMR 6 cycles’
* No prior systemic therapy
OR recurred after adjuvant Carboplatin
(no PFI required) Paclitaxel

* No prior anti-PD-1/PD-L1

* Radiologically apparent
disease (measurable for St.
Ill, measurable or non-
measurable for St. IV &
recurrent disease)

* Available tissue to test for
TROP2 / MMR / p53

« ECOGOto1

Pembrolizumab
q3w

If pt. needs more time to recover after 6 cycles of Carboplatin/ Paclitaxel/ Pembrolizumab, two
additional cycles of pembrolizumab (cycle 7 + 8) may be administered after sponsor consultation; 2
Pts. with confirmed CR by BICR (following Induction or Maintenance) may discontinue sac-TMT after 6
months of sac-TMT after sponsor consultation; 3Patients with PD on Induction Treatment will be
randomized to sac-TMT vs. sac-TMT + pembrolizumab if eligible per safety criteria outlined in IC/EC;
Subsequent Treatment is an exploratory part of the study “From start of randomization to
Maintenance;

Without PD

e —

PD

>

Eligibility for

Randomization:

*  Without PD as
determined by INV

+ Completed 6 cycles of

Induction

« AEsresolved to <
Grade 1

« ECOGOto1

* Valid TROP2 result
from central lab

Subsequent Treatment3:

sac-TMT +/-
Pembrolizumab

Maintenance

sac-TMT 4 mgl/kg

- g2w +

N g Pembrolizumab
—_ g L e[

'g 2

S

(14

Pembrolizumab
qéw

Treatment duration:

Treat until intolerable toxicities / PD or up to
~1.5 years (14 administrations of
Pembrolizumab / 42 administrations of sac-
TMT).2

Dual Primary Endpoints4
PFS (BICR) ; OS
(using a TROP2 enrichment strategy)




R
Targeting Trop2 2L: ASCENT-GYN-01/GOG-3104/ENGOT-en26

A Phase 3 Study of SG vs TPC in Patients With Endometrial Cancer Who Have Received Prior
Platinum-Based Chemotherapy and Anti-PD-1/PD-L1 Immunotherapy

Key Endpoints

Key Eligibility Criteria Primary Endpoints
Recurrent or persistent endometrial + PFS byBICR

cancer (endometrial carcinoma or Sacituzumab Govitecan (SG) . 0S

carcinosarcoma) 10 mg/kg on D1 and 8 of a 21-day cycle

Up to 3 prior lines of systemic Treat until Secondary Endpoints

therapy for endometrial cancer, disease * ORR, DOR, CBR
including systemic platinum-based progression or + PFS by INV
chemotherapy and anti-PD-1/PD-L1 unacceptable . Safety

therapy, either in combination or

ician’ i toxicity .
separately Treatment of Physician’s Choice QoL

(TPC)
Radiologically evaluable disease Doxorubicin 60 mg/m2 on D1 of a 21-day cycle, or

(either measurable or Paclitaxel 80 mg/m2on D1, 8, and 15 of a 28-day cycle
nonmeasurable) per RECIST v1.1

ECOG Performance Status of 0-1

ClinicalTrials.gov ID: NCT06486441



Targeting B7-H4 2L +:Puxitatug samrotecan (Puxi-Sam):TOPO-

1 ADC Efficacy observed in EC across B7-H4 expression

100

80

60

40

Confirmed ORR:

B > 4 mgikg: 10/26

1 (38.5%)

RECIST v1.1 response

20

0

-20 4

target lesion size (%)

40 -

-60

Best percentage change from baseline in

-804

-100-

RECIST vi.1response I B

B7-H4 expression I I

1100 1
Prior PD-L)tinhibitor 1 I 0 HN B N

Includes patients who had the opportunity for 213 weeks of follow-up at data cut-off: January 30, 2025
*Patient was discontinued prior to first evaluation scan

jro

SD
uPR
PR

ICR

B7-H4 expression
B =75%
250% to <75%
225% to <50%

I Prior PD-(L)1 inhibitor

1100R W
ENNNEN B0 NREED HDEENR ”

unknown

CR, complete response; ORR, objective response rate; PD, progressive disease; PD-(L)1, programmed cell death (ligand) 1; PR, partial response; RECIST v1.1, Response Evaluation Criteria in

Solid Tumors version 1.1; SD, stable disease; uPR, unconfirmed partial response

Presented at SGO Annual Meeting, 2025, Seattle, WA

. 2.0 mg/kg: 9/26 (34.6%)




Targeting B7-H4 2/3L: Bluestar-Endometrial01/GOG 3110/ENGOT-en28

Puxitatug Samrotecan (Puxi-sam) Monotherapy vs Chemotherapy in B7-H4 Selected Advanced/Metastatic Endometrial Cancer
Who Progressed On or After Platinum Based Chemotherapy and Anti-PD-1/Anti-PD-L1 Therapy

Kev Eligibility Criteri

Histologically confirmed endometrial cancer (EC)
or carcinosarcoma

Advanced or recurrent/metastatic EC
B7-H4 expression

Prior platinum-based chemotherapy and anti-PD-
1/anti-PD-L1 therapy, either separately or in
combination

Arm B: Investigator's Choice of

Chemotherapy* ORR, DoR, PFS2, TFST, TSST,

TDT, Time to worsening, Safety

Has received no more than 2 prior lines of
therapy in advanced/metastatic setting *Doxorubicin 60 mg/m2 IV Q3W

or
Paclitaxel 80 mg/m2 IV on Days 1, 8, and

Neoadjuvant + adjuvant platinum-based
chemotherapy would count as 1 line of therapy if 15 in a Q4W cycle
the recurrence occurred within 12 months after

the date of the last platinum dose.

WHO/ECOG 0 or 1

At least 1 measurable lesion per RECIST 1.1 PFS, Progression Free Survival; OS, Overall Survival; ORR, Overall Response Rate; DoR, Duration of Response;
‘ A (e TFST, Time until first subsequent anticancer therapy; TSST, Time until second subsequent anticancer therapy; TDT,
No prior TOP1 inhibitors or B7-H4 agents Time until discontinuation of treatment; IV, intravenous




Targeting FRa 2L+: Rina-S for patients with advanced stage/recurrent
EC: RAINFOL-01

ESMO 2025: Endometrial Cancer

Responses by FRa Expression

Responses with Rina-5™ 100 mg/m<and 120
mg/m= are shown pooled by FRa status =25%
and =25%, exploratory cutoffs that may be

indicative of low and high FRa-expression in EC,

respectively, similar to published literature

Confirmed radiological responses were observed

regardless of FRa expraession levels (0-100%)

e - PREPSE R e L - ol

ST | ""

Overall Safety

Rina-S® TEAEs consisted primarily of
cytopenias and low-grade
gastrointestinal events

Mo signals of ocular toxicity, neuropathy,
or interstitial lung disease were
observed, consistent with prior reports

LT TS P T ] rlT..l"rll-'
2y

[in=22) (=
Aoy cpracles TEAE, o { %) 22 (1007%) 42 {10407
Grade =23 TEAES: n (%) 1F (7F7.3) 35 (83.3)
Serisus TEAES, m (™) & {36.4) 22X [(52.4)
Fatal TEAEs, o [ %) i R
does reduction, n (W) 4 (18.2) 8 (19.0)
TEAE laeadiimg tas O 4 (B 5y

aliscomtlmuastiom m [ S )

aDrie gracds S TEAE of scufts kidnsy irjpury {unrsistsd o Rins-5 per
Invertigator) and ons greads 5 TEREAE of esptic shock (relatsd o Rins -5 par
nusetigator; confoundsd By coamaariiditiea).

"TEAES lwading o disconbimeabions wara ol roelaled Lo M-S peer
myawEbigator aacepl for cne avent ol Cfrebecier sspss wilh 120 mgifim”

Cloven et al ESMO 2025




GOG 3007: Everolimus/Letrozole

Advanced (stage lll or IY)
persistent or recurrent
measurable endometria
carcinoma which is not
likely to be curable by
surgery or radiotherapy.

mN—-—=00Z2>20

GOG 3007

Arm 1
Everolimus

10 mg daily
Letrozole

2.5 mg PO daily
One cycle = 28 days

Arm 2
Tamoxifen
20 mg PO bid days 1-28
Medroxyprogesterone Acetate
200mg PO (days 8-14 and 22-28)
One cycle = 28 days

Until prograssion of
disease or adverse
effects prohibit
further therapy.

(a)

Proportion Alive, Progression-Free

Praportion Alive, Overall survival

0.8 =

0.2 +

0.8 =

0.8+

0.6

0.4

02=

Regimen Evant Total Madian
— ] Everolimus, Letrozole 28 ar 6.4
— 2 Tamoxifen and MPA 3 ar a6

T T T T
12 24 36 48
Months on Study

Regimen Evant Total Madian
1-E 18, L 1 22 ar 313
— 1 Tamoxifon and MPA, 24 3r 16.6

T T T T
12 24 a8 aa
Maonths on Study

74 w 1] (4]
72 T (

Slomovitz et al. Gynecol Oncol 164 (3): 481-91




Non- ADCs in Development in EC

w_ Target/MOA clinicaltrials.gov

Zentalis Azenosertib

Acrivon ACR-368 (Prexasertib)

Faeth Serabelisib +
Sapanisertib

Repare Camonsertib +
Lunresertib

* Biomarker informed populations

WEE1 inhibitor NCT04814108

CHK1 and NCT0554829*
CHK2 inhibitor

PISK/AKT/mT NCT06463028*
OR inhibitor

ATR/PKMYT1 NCT0485565*



GOG-3065/ZN-c3-004/TETON

A Phase 2 Open-Label, Multicenter Study to Evaluate Efficacy and Safety of ZN-c3 in Adult Women with Recurrent
or Persistent Uterine Serous Carcinoma
Pl: Shannon Westin

All Comers Enroliment All Comers Enroliment
Endpoints (ICR)
Part 1b: N = 80 Part 2: N = 60 (Total N at the target

dose = 100)

Dose 1:
N = 40*
Azenosertib 400 mg

QD 5:2 TBD based on Part 1b and Study ZN-

c3-001

Dose 2:
N =40
TBD based on
study ZN-c3-001

* 14 slots available as of
16Dec24 NCT04814108




B -uigiRNTTT
GOG-3082 / ACR-368-201

A PHASE 1B/2 BASKET STUDY OF ACR-368 AS MONOTHERAPY AND IN COMBINATION WITH GEMCITABINE IN ADULT
SUBJECTS WITH PLATINUM-RESISTANT OVARIAN CARCINOMA, ENDOMETRIAL ADENOCARCINOMA, AND
UROTHELIAL CARCINOMA BASED ON ACRIVON GENE SIGNATURE STATUS

Subjects with endometrial cancer who bave relapeed alber pror
platinum-based chemotherapy and one prior line of ant-PD-(L)1

therspy
Gene Signature Selected Cohort (Positive or Negative ) Gene Signature Unselected Cohort (All-comers) '
* Subjects with up 1o three lines of prior therapy * Subjects with one line of prior therapy
* The proportion ol subjects who progressed during the +  Suhject must nol have progressed during fest 12 weeks
first 1.2 weeks of last prior bne of therepy 15 capped and of the anticancer therapy
currently not being enrolled
- 3 +* i & ¥
Arm 1 _Arm?2 Arm 3
Gene Signature Positive Gengflllgor:t"l;;z astszcted Mll-comers
N=T1 . N=up to ~150 = up to ~B0
ACR-368 ACR-I688
ACR-36R (105 mg/m?® q2Zw) (105 mg/m* g2w)
(10F o' g 2w writh TTLDNG Sensitimlion with LDG Sensitzstion
(10 meim® g2w) {10 mzm® g2w

ULDG. ultra-low-dose gemcitabine



GOG-3069

A Phase 2 Study of Alpelisib and Fulvestrant for PIK3CA-mutated Estrogen Receptor (ER)-positive

Endometrioid Endometrial Cancers

(Pl: Stéphanie Gaillard, MD PhD)

BACKGROUND

« The PIBK/PTEN/PIK3CA pathway is altered in 93% of endometrioid
endometrial cancer with PIK3CA activating mutations in 53%

* Recent data have shown promising responses in patients with ER
positive endometrial cancer treated with endocrine therapy plus

Screening/Registration

$

TREATMENT

Alpelisib 300mg orally daily
L

MTOR inhibitors or CDK4/6 inhibitors2>.

The combination of alpelisib and fulvestrant was FDA approved for

Fulvestrant 500mg IM Day 1 and
Day 15 of Cycle 1, then Day 1 each

treatment of ER+ PIK3CA-mutated Breast Cancer on May 24, 2019,

based on the SOLAR-1 studys.

« GOG3069 is evaluating the efficacy of alpelisib and fulvestrant for the
treatment of ER+ PIK3CA-mutated Endometrioid Endometrial Cancer

METHODS
» Conditional stratified Phase 2 study

 Stratified by prior chemotherapy exposure

+ Target accrual 50 patients

28-day cycle

4
Disease evaluations every 8

weeks for the first 3 evaluations
then every 12 weeks until PD

Primary Outcome:
ORR
Secondary Outcomes:
safety/toxicity, PFS, OS, DoR

NCT05154487

Eligibility
Advanced, persistent,
recurrent endometrial cancer

Endometrioid histology
PIK3CAmutated (CLIA-

certified testing)
ER+ (= 1% of tumor cells)

Measurable disease by
RECISTv1.1

Prior endocrine therapy
allowed

No prior mTOR, PIK3CA,
PI3K, or AKT inhibitors
allowed




GOG-3111

Sapanisertib and Serabelisib (PIKTOR) With Paclitaxel and a Substudy With Diet in
Patients With Advanced/Recurrent Endometrial Cancer

Background

* PIKTOR is a multi-node PI3K-pathway inhibitor targeting mTORC1, mTORC2, and PI3K.
* Investigated in combination with Paclitaxel + a dietary intervention.

Phase 1b Results
* 47% overall response rate (ORR) in all-comers
* In the endometrioid EC subset (n=5): 80% ORR (3 complete responses [CRs], 1 partial response [PR])

Eligibility Insuhn.
* Endometrial-endometrioid Suppressmg
cancer Diet

Treatment arm (n=40)
Sapa 3 mg

e 2nd line or later
* Post Pembrolizumab + Sera 200 mg

» Must have PI3K pathway + Pac 80 mg/m? Habitual
mutation Diet

NCT06463028




What are the options again?

» Add to single agent IO
o Anti-VEGF a3 = |

|

Ilove options, llove options. | Iove options

o IO/PARPI

— Olaparib/durvalumab
— Niraparib/dostarlimab

o IO/ADC




NN
Recurrent, metastatic endometrial cancer

continued...

« 7/2025 PET/CT with new axillary nodal
and pre-trapezial avid masses

« Perc biopsy trapezius mass confimrd
metastatic high-grade endometrial
carcinoma.

* NGS testing was same as at diagnosis:
p53 mut, PIK3R1, pMMR

 What did we give her???

« Lenvatinib/pembrolizumab

« BLUESTAR or Rina-S trial (if screen fail,
await commercial trop2 ADC-sac TMT or
saci-govi)

« ACR-368



Panel Discussion




Closing &
ACYAELCEWNEVE

Christian Marth, MD, PhD

Innsbruck Medical University
Innsbruck, Austria



Thank You

View this symposium as part of the IGCS
on-demand program following the meeting
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