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RECURRENT DISEASEN!

First-Line Therapy for Recurrent Diseasel

Second-Line or Subsequent Therapy

Preferred
« Carboplatin/paclitaxel (category 1 for carcinosarcoma)®:’
« Carboplatin/paclitaxel/pembrolizumab (except for carcinosarcoma)
(category 1)b:¢d.8
« Carboplatin/paclitaxel/dostarlimab-gxly (category 1)%:9.2:3
« Carboplatin/paclitaxel/trastuzumab®¥9
(for HER2-positive uterine serous carcinoma)®10
« Carboplatin/paclitaxel/trastuzumab99
(for HER2-positive carcinosarcoma)f1?

Other Recommended Regimens

« Carboplatin/docetaxel'
« Carboplatin/paclitaxel/bevacizumabd.m.11,12

Useful in Certain Circumstances
(Biomarker-directed therapy: after prior platinum-based therapy
including neocadjuvant and adjuvant)

« MMR-proficient (pMMR) tumors
» Lenvatinib/pembrolizumab (category 1)%13

« TMB-H tumors”™
» Pembrolizumab®:14

« MSI-H/dMMR tumors®
» Pembrolizumahb®:12

» Dostarlimab-gxly©1®

ITNE Tels Talsl= .
« Cisplatin/doxorubicin1’
= Cisplatin/doxorubicin/paclitaxelP:14
* Cisplatin

» Carboplatin

« Doxorubicin

« Liposomal doxorubicin

« Paclitaxel4

» Albumin-bound paclitaxel®
* Topotecan

+ Bevacizumab™"1?

» Temsirolimus2?

« Cabozantinib

« Docetaxel (category 2B)

+ Ifosfamide (for carcinosarcoma)

- Ifosfamide/paclitaxel (for carcinosarcoma)?®

(Biomarker-directed therapy)
* PMMR tumors

» Lenvatinib/pembrolizumab (category 1)%:13
« TMB-H tumors™1%

» Pembrolizumab®
* MSI-H/dMMR tumors®

» Pembrolizumab®:13

+» Dostarlimab-gxly®©:18

v Avelumab®

» Nivolumab®22
« HER2-positive tumors (IHC 3+ or 2+

» Fam-trastuzumab deruxtecan-nxki>
* NTRK gene fusion-positive tumors

» Larotrectinib

» Entrectinib




Changing Molecular Landscape
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Novel Agents and combinations for Recurrent
Endometrial Cancer

* Immunotherapy
- 10 combinations (FGFR, TIGIT, LAG3,TIM3)

#% - Antibody Drug Conjugates

- HER2
&‘ - TROP2
- - FRa

» Targeting cell cycle regulation and DNA repair
- PI3K inhibitors (eqg, alpelisib)
— CHK1 inhibitor (eqg, afuresertib)
— WEEL1 inhibitor (eg, adavosertib, ZN-c312)
— PARP Inhibitor

Hormonal therapy

— Antl-estrogen, antiprogesterone, SERM/SERD
- Combinations: mTOR, PIK3CA inhibitor, CDK4/6 inhibitor GOG rovroarion



Phase 2 KEYNOTE-158 Trial: Study Design

* Ongoing, International, multicohort, open-label phase 2 study of pembrolizumab in select advanced solid

tumors that have progressed on SOC therapy
* Patients with previously treated, MSI-H/dMMR advanced endometrial cancer enrolled in cohorts D and K

Patients

* Age 218 years

* Histologically or cytologically
confirmed advanced cervical
cancer

* Progression on/intolerance
to 21 line of standard therapy
* ECOGPES O or1

* Tumor sample for biomarker
analysis

Primary Endpoint:
Treat for 2 years@ ORR
or until progression®, Survival (RECIST V1.1, ICR)

intolerable toxicity, or follow-up
study withdrawal

Pembrolizumab
200 mg Q3W

Secondary Endpoints:
DOR, PFS, OS

» Efficacy/safety assessed in all pts who received =21 dose pembro (all pts as treated)
- DOR assessed in all pts who had a CR or PR

GOG FOUNDATION'

O’Malley D, et al. ESMO 2022. Abstract 546P. JCO 2022



Phase 1 GARNET Study of Dostarlimab:
Endometrial Cancer Cohorts

GARNET Trial Design

Part 1
Dose finding

Part 2A
Fixed-dose safety run-in

Expansion cohorts

A1: dMMR/MSI-H EC
N=153

A2: MMRp/MSS EC

E:NSCLC

F: Non-endometrial dAMMR/MSI-H basket

G: PROC

* Dostarlimab 500 mg Q3W x 4 cycles — dostarlimab 1000 mg Q6W to PD
e Until disease progression

* Primary endpoints: ORR and DOR per RECIST V.1.1 (BICR assessment)

« Key inclusion criteria:
* Progression on or after platinum doublet therapy
« < 2 prior lines of treatment for recurrent/adv disease
» Measurable disease at baseline
* Anti-PD-(L)1 naive
« Screening via local MMR/MSI testing (IHC, PCR, or NGS) in certified local
laboratory; patient cohort assignment was by MMR |HC results
« 2 scans demonstrating PD on or after latest systemic therapy

« Cohort A1 - Dostarlimab treatment disposition at DCO: 70.5 (n=108)
 Discontinued: 29.4% (n=45) on treatment
« Efficacy/safety assessed in all patients with measurable disease at baseline

and had received 26 months dostarlimab (efficacy-evaluable population)

Oaknin A, et al. JAMA Oncol. 2020;6(11):1766-1772,;
Oaknin A, et al. J Immunother Cancer. 2022:10:e003777; Tinker A, et al. ESMO 2022. Abstract 548P.



Single Agent Immunotherapy

Keynote-1581 GARNET MSI-
PHAEDRA
H/dMMR

Phase / type 2 2 2 2 1b la
Ponulation Pifggt)lejjly Previously treated IMMR Previously treated  Previously treated Recurrent EC

P el MSI-H MSS PD-L1+ MSS/pMMR  MSS/pMMR
Patients, n 90 108 35 156 24 15
Treatment Pembrolizumab Dostarlimab Durvalumab Dostarlimab Pembrolizumab Atezolizumab
Prior lines 0->5 1-3 1-3
ORR, % 48%* 43.5% 47% 14.1% 13% 13
DCR, % 66% 56% 35% 26% 27%
DOR NR (3-50+) NR NR — —
MPFS 13.1 mo Immature 8.3 1.8 mo 1.7 mo
mOS @12-mo : 69% NR @12-month: 71% NR 9.6 mo
Safety
summary 0 Any TRAE:
(TRAE grade 12% 13% 3% 19% 16.7% A70%

>3)

Antill, J for ImmunoTher of Cancer 2021, Oaknin A, et al. J Immunother Cancer. 2022, O’'Malley, JCO 2022



We need better!
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T — : — §
| i) \
0.4 - | o _
0.3 - |
f ¥
02" | Median PFS i
0.1- | 6.0 mo (4.1-
| i dMMR
00 - + Censored :
1 | | | : | | | | | | | | | | | | | | | | | | % il pMMH
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 = - : | r —
| . Time since start of study treatment (months) 0 3 b 9 12
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GARNETT. Oaknin A at al. ASCO 2022 PHAEDRA Trial. Antill, J for ImmunoTher of Cancer 2021 GOG FOUNDATION



Options for Combinations
tecangensrperare expanson B

surface rece ptors

Anti-PD1/ PDL1

PARPIs and ICls

MCH Il.ex.press.ion [Increasing of Increasing of
P T cells infiltration mﬁl‘t:r;ti%r:’ and inﬁmxoun and
,,g-\\ g\ activation activation +
w )’ 4 : Inhibition
: Depletlon Q P

mirg.;. o Q \008 cos

MDSC .

anti-VEGF and
Vasculature normalization Tumor cell Normal cell
Maturation of DC

Antigen presentation

T cells infiltration and trafficking
Downregulation of PD-L1 expression

Ciciola P, et al. J Clin Med. 2020



Study 309/ KEYNOTE 775 Design

VEGFR1-3, FGRF1-4, PDGFR, RET, KIT

Lenvatinib
20 mg PO QD

+

PembrolizumabP®
200 mg IV Q3W

Treat until progression
or unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We
o]

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

aPatients may have received up to 2 prior platinum-based CT regimens if 1 is given in the neoadjuvant or adjuvant treatment setting.
bMaximum of 35 doses. cMaximum cumulative dose of 500 mg/m2.

GOG FOUNDATION®

Makker et al, NEJM 2022



Study 309 / Keynote-775

Patients Without Progression (%)

Mo. at risk:

| envatinib plus

pembrolizumab

Chemotherapy

S Median PFS (95% CI)
90 - Lenwvatinib plus
pembrolizumab: 6.7 months {5.6-7.4)
80 4
Chemotherapy: 3.8 months {3.6-5.0)
70 4
HR for progression or death,
60 - 0.60 {95% CI, 0.50-0.72})
50 -
40 —
30 4
Lenvatinib plus
20 A pembrolizumab
109 | censored — ittt
t i i i i Chemotherapy
| ] 1 | I I | ] 1 | I I | ]
0 3 +] 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
346 265 166 116 80 61 55 43 36 24 18 14 6 4 0
351 177 a3 38 23 16 12 9 6 4 3 3 1 0 0

ORR: 30.3% vs 15.1% in pMMRAQ% vs 12% in dMMR_
DOR: 9.2 vs 5.7 months in pMMR; NR (2.1-20.4) vs 4.1 in dMMR

Makker et al, NEJM 2022, Makker JCO 2023

FDA approved for pMMR (July 2021)
EMA approved for pMMR/dMMR (Nov 2021)

Median OS5 (95% Cl)

0 Lenvatinib plus
pembrolizumab:

18.0 months {14.9-20.5)

0~ 1 Chemotherapy: 12.2 months {11.0-14.1)
01 HR for death,
0 - 0.70 (95% CI, 0.58-0.83)
0 -
0 =
0 - Lenvatinib plus
pembrolizumab
01 Chemotherapy
0 -
D4 | Censored
] 1 | | I I ] | | | I I ] |
0 3 +] 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
346 322 285 242 214 188 171 148 124 95 65 41 20 7 2
351 324 267 217 171 138 111 86 1 A3 40 21 B 3 1



Study 309/Kevnote 775 Safety/Adverse Events

Table 3. Adverse Events of Any Cause with an Incidence of 25% or More among All the Patients in Either Treatment Group, According to Preferred Term.

Lenvatinib plus Pembrolizumab Chemotherapy

Event (N=406) (N=388)

Any Grade Grade =3* Any Grade Grade =3*
Any adverse event 405 (99.8) 361 (83.9) 386 (99.5) 282 (72.7)
Hypertensiont 260 (64.0) 154 (37.9) 20 (5.2) 9 (2.3)
HypothyroidismT1 233 (574) 5 (1.2) 3 (0.8) 0
Diarrhea 220 (54.2) 31 (7.6) 78 (20.1) & (2.0)
Nausea 201 (49.5) 14 (3.4) 179 (46.1) 5(1.3)
Decreased appetite 182 (44.8) 32 (/1.9) 82 (21.1) 2 (0.5)
Vomiting 149 (36.7) 1 (2.7) 81 (20.9) 9 (2.3)
Weight decrease 138 (34.0) 42 (10.3) 22 (5.7) 1(0.3)
Fatigue 134 (33.0) 21 (5.2) 107 (27.6) 12 (3.1)

124 (30.5) 7 (1.7) 31 (8.0) 0
Proteinuriat 117 (28.8) 22 (5.4) 11 (2.8) 1(0.3)
Anemia 106 (26.1) 25 (6.2) 189 (48.7) 57 (14.7)
Constipation 105 (25.9) 3 (0.7) 96 (24.7) 2 (0.5)
Urinary tract infection 104 (25.6) 16 (3.9) 39 (10.1) 4 (1.0)
Neutropenia 30 (7.4) 7 (1.7) 131 (33.8) 100 (25.8)
Alopecia 22 (5.4) 0 120 (30.9) 2 (0.5)

GOG FOUNDATION



Atezolizumab and Bevacizumab in Recurrent
Endometrial Cancer

(o]
o

(o3}
o

Total Number of Subjects n=57 .
Clinical Activity

ORR for all 30% (95% CI 18-43)

ORR for MMRp 33% (95% CI 20-48)

Median DOR (months)

15 (95% CI 2.9-34)

Median PFS (months)

e
(&)

20 |

_20 4

-40 {

-60 {

Tumor Size Change from Baseline (%)

-100 ~

Patient

7.87 (95% Cl 5.5-11.7)

B MMR Proficient O Unknown Status
B MMR Deficient

Change in Lesion Size from Baseline (%)

Best Confirmed Response
eeeeeeeeeeeeeeee

Partial Response

Duration of Response (Months)

No grade 4 AEs occurred.

due to AEs occurred In :
79%, 4%, and 16% of patients

Fuh, IGCS 2022

Dose interruptions, reductions, and discontinuations

GOG FOUNDATION



Options for Combinations

Neoantigens repertoire expansion
Upregulation of costimulatory cell-
surface receptors

MCH 1l expression

———» cGAMP \

PARPIs and IClIs

P T cells infiltration
STING
dsDNA Nucleus IRF3 (Tam)
XX
\
Cytoplasm / =
P) ‘p
PARP/CHK1 I o
targeting

J

// Anti-PD-L1
YA

CCLS .‘ .. CXCL10

3 . PD-L1
Vasculature normalization = A
Maturation of DC 1 '\\',’,' 1
« 7 LI

T cells infiltration and trafficking
Downregulation of PD-L1 expression



50 100

0

Change from baseline (%)
=50

-100

DOMEC trial

Phase II; N=50
Durvalumab 1500 mg IV g4w + olaparib 300 mg BID
Primary endpoint PFS 6 months

6-month PFS: 34%: Median PFS 3.4 months;: ORR 16%
TRAE grade 23 : 16%

+20% progression

k- T =k K &£ B & E E E T ¢ & = 8 §F ¥ ¢ §FE T & & & B FE E ¢ K T ®B B FE ¢ B FE " X & B B E T §E X ¥ B E B _E §F OFE 0

30% response
e CArcinosarcoma Endometriold Grade 3
s (lear Cell Serous

s Eridometrioid Grade 172 === Lndifferentiated

Progression—free survival

1.00
10 (20.4%) == MMRd 5.7 mo
10 (20.4%) NSMP  3.2mo
0.75 ' 29 (59.2%)  «~ p53-abn3.-0 mo
0.50
0.25
—_—
p=0.67
0.00
0 2 4 6 8 10 12
Time (Months)
Number at risk

Time (Months)

Post, Gynecol Oncol 2022



|O after 10

 Arm A: Nivolumab 240 mg IV D1+15 with
cabozantinib 40 mg daily (TKI - MET, VEGFR2,
RET, AXL) g 28 days

* Arm B: Nivolumab

 Cross-over allowed.

94 vs 100% MSS tumors

*ORR 25 vs 11%

 Post-10: N=20
- MSI-H: 22% .

— 61% 23 prior lines

- ORR 25%

LIheureux, S, et al. J Immunother Cancer 2022

Patients who received study drug

a A
8 B
= HR: 0.59 (90% CI: 0.35 — 0.98)
e PFS 5.3vs 1.9
- months
S : e
, — —
I : |
. = @ Arm C-Prior 10
& i O Arm C-Carcino
I O Cross-over
I ry [}
- —1> x MS instable
I | l
] 4 Partial response start
] * Reponse episode end
:||:| = Durable responder
] i
] » Continued response
E —» Continued treatment
m| A - —>
| i |
[ |
I |
I |
I |
_— EE months
r T | T r 1
i L - LD = L
e e e | il

Time (months)



y
Lenvatinib/pembrolizumab after 10

* Renal cell cancer
— 104 patients with prior |0: ORR 62.5%

e Melanoma

- LEAP-004: PD on or <12 weeks from last CPI
- ORR 21.4%, OS 14 months

« Endometrial cancer

- Rose: 8 dMMR patients: Lenvatinib/pembrolizumab : ORR 75%

- Morton: 11 endometrial patients (8 dAMMR, 3 pMMR): ORR 54.5%
= Variety of single agent and combination therapy

Lee, Lancet Oncol 2021. Arance, JCO 2021. Rose, Gynecol Oncol Rep 2023. Morton Obstet Gynecol 2023. GOG FOUNDATION



Recurrent dMMR: DUAL Immunotherapy NRG-GY025

Eecurrent MME. deficient Endometrial Carcinoma with
Measurable or Non-measurable (detectable) Disease

STRATIFICATION

* Prior Radiation
* Prior anti-PD1/PD-L1 therapy
¢ Measurable disease (ves/no)

Activation Date: 2/7/22
Accrual: 16/90

RANDOMIZATION™

R 2:1

Arm1l

or CE*

See Section 5.1

evidence of complete response.

Nrvolumab Q3W and

Low-Dose Ipihmumab Q6W (everv other cvcle x
4} and then nivolumab alone Q4W

until disease progression, unacceptable toxicities

*patients with CE will recerve mamtenance therapy
for up to 12 additional months after radiologic

Arm 2
Nrvolumab Q3W x B cvcles then Q4W

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

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

*Fandomization 1s 2-1 (Arm 1 vs Arm 2). Twice as many patients will be randomized to Arm 1.

NCT05112601. Updated April 28, 2022. Accessed May 10, 2022. https://clinicaltrials.gov/ct2/show/NCT05112601

a i -

x Inactivate

/,( N

Atezolizumab
Durvalumab

- Avelumab

\
Activate

1%

8 Inactivate

Pembrolizumab TCR
Nivolumab
Cemiplimab &2

NSCLC tumor cell

LI-Chung, Vaccines 2021



GOG-3038/POD1UM-204

An Umbrella Study of INCMGAQOO0012 Alone and in Combination With Other Therapies in Participants With Advanced or
Metastatic Endometrial Cancer Who Have Progressed on or After Platinum-Based Chemotherapy (PI. Brian Slomovitz, MD)

Select eligibility criteria B MSI-H (n=100) .: Retifanlimaba.b
Naive to -

* Histologically confirmed CPI

advanced or metastatic — I et et Retifanlimab?®
endometrial cancer | e,

« Disease progression on or

after treatment with >1 — Unselectec n=40) ——  Retifanlimab + epacadostatc
platinum-containing regimen Prior CPI |
allowed [ |

- At least 1 measurable tumor |

lesion per RECIST v1.1 il
« Willing to provide tumor tissue , .

sample Naive to | R

R CP] e o MSS,
+ ECOGPSof0Oto1
Target N=300 L CPI | il MSILH (ned0 |
pretreated SO | + INCAGNO02390¢

Primary endpoint: ORR, per RECIST v1.1 and determined by ICR (group A)-2

Secondary objectives: DoR, DCR, PFS, OS (groups A-B); ORR (groups B-F); safety (all groups)!-2

a Patients eligible to receive retifanlimab monotherapy will first be considered for group A until fully enrolled, unless they do not meet MSI-H criteria. Retifanlimab administered iv on day 1 of
each 28-day cycle for up to 26 cycles, if patients continue to derive benefit and do not meet any study treatment discontinuation criteria. b Patients in group A or group B who experience
disease progression on retifanlimab monotherapy may be eligible for further treatment with one of the combination regimens in groups D or F. ¢ Closed enrollment groups. d Pemigatinib
(FGFR1/2/3 inhibitor) administered orally gd. e INCAGN02385 and INCAGN02390 administered iv q2w.

dMMR, deficient mismatch repair; ICR; independent central review; MSI-H, microsatellite instability-high; MSS, microsatellite stable; POLE, DNA polymerase epsilon.

1. Slomovitz BM, et al. IGCS 2022. Poster 1455. 2. ClinicalTrials.gov. Accessed May 2023. https://clinicaltrials.gov/ct2/show/NCT04463771

NCT04463771



Antibody Drug Conjugates in Endometrial Cancer

Antigen

» High homogeneous expression on tumour
» Low or no expression on healthy tissues
» High affinity and avidity for antibody recognition

Antibody

= High affinity and avidity for tumour antigen

= Chimeric or humanised to decrease immunogenicity
» Long half-life and high molecular weight

Fab

Fc

Fab

Cytotoxic payload

« Highly potent agents—IC50
in subnanomolar range:
= Calicheamicin

= Maytansine derivative

A ' ha (DM1or DM4)

= Auristatin (monomethyl
auristatin E or monomethyl

auristatin F)
« Optimal DAR

Linker
« Stable in circulation

» Efficient linker technology

» Site of conjugation

» Efhcient release of payload at target site
» Prevents premature release of payload at non-target tissue

« (leavable versus non-cleavable

» DAR affects drug distribution and pharmacokinetics

\ 1. ADC binds to antigen

U

2. Internalisation via endocytisis 5. Apoptosis of target cell

—p DNA intercalation

~—P  Microtubule disruption

3. Degradation of ADCs in lysosomes 4. Release of payload and drug action

Chau C, Lancet 2019
GOG FOUMDATIOMN®



Targeting HER?2

TARGET. HER2/ERBB2

TDX-d

o
// Tetrapeptide-based cleavable linker JOH
s\
N V.
0

o H o N 0 " l N

@‘WWW'&&éW"W"
) " o " o .%,” o 2

B Cysteine residue

I O~ Drug/linker

Humanized anti-HER2 1gG1 mAb
with same AA sequence as
trastuzumab

W
e
]

Humanized anti-HER2
IgG1 mAb

S

DB-1303

® Cysteine Residue

@ Linker-Payload

IHC = immunohistochemisty.

 Prevalence In uterine cancer ~25%
— 75% of uterine serous carcinoma have TP53

alteration

— No standard testing (NGS, IHC, FISH)

Trastuzumab deruxtecan
(DS-8201a or T-DXd)

BNT323/DB-1303

Ado-trastuzumab emtansine
(T-DM1)

Erickson BK, et al. Gynecol Oncol. 2020;159(1):17-22. Erickson BK, et al. Curr Opin Obstet Gynecol. 2020;32(1):57-64.

Lin et al. Gynecol Oncol 2022.

Topoisomerase | inhibitor

Topoisomerase | inhibitor

Microtubule inhibitor derived
from maytansine

Lin et al. Gynecol Oncol 2022. Fader AN. J Clin Oncol 2018.



Trastuzumab Deruxtecan (TDxd)
DESTINY-PanTumor02 Phase Il Trial

5.0

° N=40 endometrial cancer
o 22% prior Anti-HER?2

Confirmed ORR (%)

 1/3 = 3 prior lines (median 2)

« 10% Black, 25% Asian

 |HC: 3+ 33%, 2+ 43%, 1+ 10%, O/uk 15%
« ORR 57.5%, DCR 94%

40 13 17
Endometrial

40 8 20 40 11 19
Cervical Owvarian

= Contrally tostod as IHC 3+
¥ Endomeotrial cancar
B Carnvical cancer
120 B Ovanan cancer
W Bladder cancer
W Othor tumors
"]0O m ETC

B Fanocreatic cancer
I 1 v
= "
L]
=
-
-
e

Patients

 The most frequent TEAES of any grade were nausea,
vomiting, diarrhea, fatigue.

 Grade 3 or greater was rare (neutropenia, anemia).
ILD/pneumonitis 10.5% (0.4% grade 3, 1.1% grade 5)

 Alopecia 22%

283885, 5%

Meric-Bernstam, F. JCO 2023

Maximum Change in Tumor Size From Baseline {%)



Trastuzumab Deruxtecan (TDxd): DESTINY-PanTumor02 Phase Il Trial

A

Mo. at risk:

Endometnal cancer: IHC 3+

Endometnal cancer: IHC 2+

Endometrial cancer: Total

PFS (probability)

1.0 -

0.8 -

0.6 -

0.4 -

0.2 -

13

17
40

Madian PFS in months (95% Cl)
—— Endomatrial cancer: IHC 3+ NR {7.3-NF
—s— Endomatrial cancer: IHC 2+ 8.5 (4.6-15
I_I —s— Endormatrial cancer: Total 11.1 {7.1-NR

A -

LI_-—II

6 9 12 15 18 21 24 27 30 33

Time Since First Dose (months)

11 10 10 9 8 5 0

11 7 5 5 q 2 1 o
27 21 17 16 14 8 2 1 1 0

A

Mo. at risk:

0S (probability)

0.8

0.6

0.4

0.2

Endometrial cancer: IHC 3+

Endometrial cancer: IHC 2+

Endometrial cancer: Total

Meric-Bernstam, F. JCO 2023

N

- |

= Meadian O% in months (95% CI) .

—p— Endometrial cancer: IHC 3+ 26.0 {18.9-NR}
—— Endometrial cancer: IHC 2+ 16.4 (B.0=-NRE)
—a  Endomeatrial cancer: Total 26.0 (12.8-NR)

0 3 6 9 12 15 18 21 24 27 30 33

Time Since First Dose (months)

13 13 12 12 12 11 11 9 4 0

17 15 15 11 10 9 8 G 3 0
40 35 33 28 27 24 23 19 9 1 1 0

GOG FOUNDATION



STATICE TRIAL: Trastuzumab deruxtecan
(DS-8201a or T-DXd)

A
E 100 4 Confirmed ORA 54.5%
« HERZ2 targeting; topoisomerase | inhibitor = EE: HER2-high L s
* Phase ll, N=34 (22 high, 10 low), Japan £
« Carcinosarcoma, HER2 IHC score =21+, >1 prior line p
* 6.4 mg/kg = 5.4 mg/kg E
 Median PFS 6.7 months (95% ClI, 5.4 to 8.8) =
* Pneumonitis/ILD in 9 (27%) -E
=
B
m— . | HER?2-low Confirmed ORR 70.0%
N + s sssssssssssssssss Hansasanesnas — . 98% Cl, 34 8-93.3
e ;' HER2 high ) |
- HER2 oW  mmsem

1]

* DOR 6.9 months DOR 8.1 months

1 M 5.4 mgig
1 M 6.4 mgiig

o 10 20 300 400 00 600 700 © 100 200 300 400 00 €00 700 800 900 1,000
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BNT323/DB-1303: Phase I/2a

Phase 1 (Dose Escalation)
(HER2 IHC 3+, IHC 2+, IHC 1+ or ISH +, or HERZ2
amplification by NGS, or HER2 mutation by NGS)

(PR GILGEGECE Additional dose finding cohorts
(A total of up to 20 participants)

1[][] mgfkg, H=3-6 - RPZDIMTD
(RP2D=8 ma/kq)

Dose extension

If a dose Is confirmed to have a
tolerable safety profile by the
SMC, the cohort size may be
backfilled to a maximum of 15-21
at any dose level 24 4mag/kg. Up
A to 57 additional participants
(HERZ low BC, HER2+ BC,

HER2+/low endometrial
carcinoma, and HERZ activation

2.2 mg/kg, n=1 mutation NSCLC) will be enrolled.

>1 prior line. NCT05150691

Phase 2a (Dose Expansion)

Objectives

Cohort 2a Trastuzumab-treated HERZ2+ (IHC3+, IHC2+/ISH positive) Dose Escalation

gastric or gastroesophageal junction adenocarcinoma (N=30), HERZ+ .
esophageal carcinoma (N=10), and HER2+ CRC (N=15)

Cohort 2b Both HERZ overexpression and HERZ2 low (IHC3+,2+,1+ or

|ISH positive) endometrial carcinoma, including UC and USC (N=30-60)

Cohort 2¢c HR+/HERZ Low (IHC2+ /ISH negative, or IHC1+) BC

(N=30-50)
Cohort 2d HER2+ (IHC3+, IHC2+/ISH positive) BC (N=20-40)

Cohort 2e NSCLC with activating HERZ2 mutation (N=15-30)

Cohort 2f HER2+ or HR+/HERZ-low BC with treatment failure of
trastuzumab deruxtecan (N=10, HER2+ BC; N=10, HR+/HERZ-low BC)

Moore, K. ESGO 2023

Primary: safety and tolerability,
MTD or RP2D

Secondary: efficacy, PK, and
Immunogenicity

Exploratory: biomarker and
ER relationship

Dose Expansion

Primary: safety and tolerability,
efficacy

Secondary: PK, antidrug
antibodies, efficacy

Exploratory: biomarker, ER
relationship, population PK,

neutralizing antibody, efficacy

GOG FOUNDATION'



DB-1303/BNT323

 HER2 targeting; topoisomerase | inhibitor

* N=32

*59% prior IO

* 38% prior Anti-HER?2

»1/323 prior lines

» 34% Black, 6% Asian

* ORR 10/17 (58.8%) (unconfirmed), DCR 94%

* The most frequent TEAES of any grade were nausea,
fatigue, and vomiting, grade 3 or greater was rare.

* Alopecia 3.1%

Moore, K. ESGO 2023

Dose Level 7 mgkg O 8 mgkg
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Targeting Folate Receptor (FR)-a

* FRa overexpression in ~64% of endometrial tumors

TARGET: Folate Receptor a

100 5

90 +
82 81

\
CH, © o, | QP = 74
o R N)l\/xs\s/\/‘\gm‘ . 70
cl o ?/\ l ) 64
“w o >

< o 60 1 56 56
o
ONF N’go
/3

N

’ &

40 4

% Cases FR Positive

30 9

19 1
20 1 18 16 2 2
- - 13 R 11
N z DO E: [0 10 4 8
° co e ° \O’ I ON/ 7 OMe

L L4 L4 v
Ovarian NSCLC  Kidney Endometrial Colorectal Breast Pancreas Brain Gastnc Liver Prostate Testicular Bladder Head

PRO1184 Structure

HH; 0
\ ’ Movel linker | -— HRJI 0
W G o
F 0/

Payload

) Luveltamab tazivibulin Hemiasterlin-derivative Tubulin-inhibitor

o B (STRO-002)
Mirvetuximab Soravtansine Maytansinoid (DM4)-> tubulin targeting
Farletuzumab ecteribulinm Eribulin = microtubule-depolymerizing

Assaraf et al. Drug Resistance Updates (2014); Moore et al. Cancer 2017 (MORAb-ZOZ, FZEC)



STRO-002-GM1: Phase 1 Dose-Expansion
Cohort of Luveltamab tazevibulin (luvelta) in Recurrent EC

17 Patients Enrolled

Luveltamab tazevibulin Dosing
Schedule

Endpoints

Safety

PK

Anti-tumor activity assessed
by ORR, DOR and PFS by

RECIST vl1.1

« Q3W cycles CA-125

* 5.2 mg/kg unless prior pelvic

XRT, then 4.3 mqg/kg X 2 cycles
. . S Y Most common Any grade Grade 23
with option to dose escalate to
TEAES, n (%)

5.2 mg/kg
Anemia 13 (76.5) 4 (23.5)
Arthralgia 12 (70.6) 3(17.6)
Neutropenia® 11 (64.7) 9 (52.9)
Nausea 10 (58.8) 1(5.9)
Decrf.f‘sed 10 (58.8) 0

DOR, duration of response; IHC, immunohistochemistry; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PK, 2|l

pharmacokinetic; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; XRT, radiotherapy.

. . Pothuri B. ESMO 2023
ClinicalTrials.gov NCT03748186



Luveltamab tazevibulin Showed Early Evidence Of Anti-tumor
Activity In FolRa Expressing EC

Maximum Reduction in Target Lesions* Treatment Duration and Dose Modifications
TPS, %
e 99 -
£ [E N ]
s ® o I
S BE o e
-
20% = 45 |
[ = e ® Dose Level, Q3W
t = 35 -l mmmm 2.9 mg/kg
2 pts had A 0% 8 - 35 mg/kg
: = 4.3 mg/kg
-30%partial Response § mmmm 5.2 mg/kg
% TPS
TPS >250, VvV Treatment qC) . >25%
<259, ongoing v % <259
o
I ® PR
Anti-tumor ACtIVIty* ) vV Treatment ongoing
.E as of 04 Aug 2023
Overall FolRa 21% (n=16) FolRa £25% (n=9) FolRa >25% (N=7) Tg Dose adjustment
- | | | | | | | | | | | | |
PR 3(19) 1(11) 2(29) 0 5 10 15 20 25 30 35 40 45 50 55 60
SD' 8 (50) 4 (44) 4 (57) EeKs
« Median exposure (range): 12 (3—53) weeks
PD >(31) 4(44) 1(14) « 50f17 (29%) patients received 25 cycles
DCR 11 (69) 5 (56) 6 (86)  Median follow-up: 10.1 months

T3 unconfirmed PRs

Data cutoff: 04 August 2023. *n=16 response evaluable patients. DCR, disease control rate; EC, endometrial cancer; PR, partial response; Pothuri B. ESMO 2023
Q3W, every 3 weeks; TPS, tumor proportion score.
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Targeting TROP?2

TROP 2
TARGET: TROPZ * Overexpression in endometrial cancer iIs common
— Present in 90+% of samples

= 62% with expression in at least 50% of tumor cells

1r§fﬁ\mw&¢t El | - Implicated in intracellular signaling pathways
AR - May be a modulator of EpCAM-induced cell signaling
e e Lys — Fosters cell migration
(Click chemistry)

Sacituzumab govitecan SN-38 (Irinotecan i _-4»‘§‘;-_f_’.ff_._-_/,
(IMMU-132) metabolite) > =1
*approved in TNBC, Toiposomerase | inhibitor
urothelial T > 7
SKB264/MK-2870 Belotecan derivative =2 \‘

Topoisomerase | inhibitor

Santin. J Clin Oncol 2023 (abstract 5599). Bignotti Int J Gyencol Cancer 2011.
G OG FOUMNDATIOM



TROP2 Targeting:
IMMU-132/Sacituzumab govitecan-hziy

TROPICS-03: Endometrial Cancer Cohort
* ORR 33% In 21 patients with persistent or recurrent

endometrial cancer with at least 2+TROP2 by IHC (IMMU-132 100 Best overall response

B Partial response (n=9)
B Stable disease (n = 18)

B Progressive disease (n=7)

study)

o))
o
l

*ORR 22% and median PFS 5.7 months in an endometrial

Not evaluable (n = 1)

cancer cohort (n=28) with progression after prior platinum-
based chemotherapy and anti-PD-1/PD-L1-directed therapy
(TROPICS-03 study NCT03964727)

Best percent change from baseline
O
o o

* AE’s: neutropenia (58%), diarrhea (56%), anemia oo

Patient

Bardia, A., et al 2021. Santin, ASCO 2023 GOG COUNBATION



ADCs under Development in Endometrial Cancer

Monoclonal Drug Name Payload Ongoing trial
antibody target

B7-H4 XMT-1660 Auristatin F-Hydroxypropylamide NCT05377996 (Phase )
(microtubule inhibitor)

B7-H4 SGN-B7H4V (1 EC) Monomethyl Auristatin E NCT05194072 (Phase |)

B7-H4 AZD8205 Topoisomerase | inhibitor NCT05123482 (Phase )

Folate Receptor a Farletuzumab ecteribulin Eribulin (microtubule inhibitor) NCT04300556 (Phase I/1l)
(MORADb-202, FZEC) (3 EC)

Folate Receptor a Mirvetuximab Soravtansine Maytansinoid (DM4)-> tubulin NCT03835819 (Phase Il

targeting combination with pembro)

TROP2 Sacituzumab govitecan SN-38 (irinotecan metabolite) - NCT04251416 (Phase Il)
(IMMU-132) Toiposomerase | inhibitor NCT03992131 (combination
*approved in TNBC, urothelial with rucaparib)

TROP2 SKB264/MK-2870 Belotecan derivative 2 NCT04152499 (Phase I/11)

Topoisomerase | inhibitor NCT06132958 (Phase Ill)



Radiotherapy

Targeting the Cell Cycle and chemotherapy

n v
D NA e p all PNA damage Cancer cells deficient in p53

J" \ ‘\

Cyclin , Checkpoint _
WEE-1 dep.endent | | :f | i ‘* inhibition -i
CHK1/2 - Spindle Checkpoint | "
AT R/ ATM ‘=I : -=p G2 /M checkpoint i
\
G,/M ‘\ " ' - Mitotic catastrophe
Checkpoint ~—a - poe and cell death

| NHEJ, BER, HR |

dependent

kinase

NHEJ, BER, NER

G,/S Checkpoint
TP33

MMR, NHEJ, BER, HR |

BER, base-excision repair; dependent Weber AM, et al. Pharmacol Ther. 2015; Benada J, et al. Biomolecules. 2015.

HR, homologous recombination; MMR, . kinase
Gee ME, et al. J Ovarian Res. 2018; O’'Connor MJ. Mol Cell. 2015; Weber AM,

mismatch repair;
NHEJ, non-homologous end joining; NER, Ryan AJ. Pharmacol Ther. 2015.

nucleotide-excision repair.




Adavosertib (WEE-1 inhibitor) e
=
* WEE1 kinase, regulator G2/M and S phase checkpoints E o
 2-stage Phase II, N=34 E w{
« Uterine serous carcinoma % 80 - Best Response
= B Complete response”
» Adavosertib 300 mg PO D1-5 and D8-12 every 21 days - ::m:';d}ﬂ

. O | 1 || || || || || | ] | | | | | [ ] | 1 ] | 1 | 1 1 | || || | | || || || | ] | | | | | || 1
ORR 294/0 308 27331626 2 182021 3 3219111431 9 1320162434 4 25351012 6 1 2328 7 17
Case Number

 6-month PFS 47.1%, median PFS 6.1 months

* DOR 9.0 months e Emﬂ;
» AE: diarrhea, fatigue, nausea, hematologic — 75% of patients E 7 S
required dose hold and 50% reduction, 2 patients discontinued % 2:_
—->ADAGIO: phase II, N=109 — pending final results E’ B B\ = i
- 0ORR 28%, DOR 4.7 months, PFS 2.8 months E 60 - -~
Liu, JCO 2021. Liu, ASCO 2023 ™ —

Months



TETON / GOG-3065 / ZN-c3-004 (version 3)

Key Eligibility: Recurrent or persistent USC; 21 prior platinum-based chemotherapy regimen; Prior HER-2 directed

therapy for known HER2+; Prior anti-PD(L)1!; Measurable disease per RECIST; ECOG PS 0-1

All Comers Enrollment All Comers Enroliment Endpoints (ICR)

Cohort 1 (N=30)! Cohort 2 (N=60)i
Azenosertib 400 mg QD 5:2 Azenosertib 400 mg QD 5:2

ClinicalTrials.gov NCT04814108

I Except for sites outside the US where aPD1 is not available, or for subjects ineligible for aPD(L)1
iResponse-evaluable subjects

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance score; RECIST, response evaluation criteria in solid tumors; ORR, objective response
rate; DOR, Duration of Response

GOG FOUMDATION"



PARP combinations: NRG-GY012

22% of endometrial cancer have mutations in HR pathway (ATM, ATR)

—*| Cediranib “reference arm” N=40

ORR and PFS:

e Cediranib: 24.1% and 3.8 months

e Olaparib: 12.5% and 2.0 months

e Olaparib/cediranib: 31.4% and 5.5 months
e AE >grade 3: 71%, 48%, 80%, respectively

Recurrent, persistent
or metastatic

endometrial cancer

Disease
progression

Randomization 1:1:1:1 (Amendment 3)

Rimel, Bender, MacKay. Cancer 2023 GOG rouroarion
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Other Ongoing Studies

EAY191-N4: A Randomized trial of selumetinib (MEKI) and Olaparib or selumetinib
alone In patients with recurrent or persistent RAS pathway mutant ovarian and
endometrial cancers (ComboMATCH treatment trial) (Westin)

GOG FOUNDATION



Hormonal Therapy

gztrir‘lﬂpnrilhengiue NCCN Guidelines Version 1.2024
A[eOL] Cancer Endometrial Carcinoma

Network®

Hormonal Therapy for Recurrent or Metastatic Endometrial Carcinoma®

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* Megestrol acetate/tamoxifen (alternating) * Medroxyprogesterone acetate/tamoxifen | - ER-positive tumors
* Everolimus/letrozole (alternating) » Letrozole/ribociclib

* Progestational agents v Letrozole/abemaciclib

» Medroxyprogesterone acetate
» Megestrol acetate

« Aromatase inhibitors

« Tamoxifen

* Fulvestrant

GOG FOUNDATION



Hormonal Therapy

PES OS (months) | DOR (months)
(months)

Progesterone 25% 46% Lentz, Thigpen
single agent
Progesterone/ 19-33% 69% 2.7-4 8.6-17 31 Pandya, Fiorica,
tamoxifen Whitney, Slomovitz
SERM/SERD 10% 34% 1.9-2.3 8.8-18.9 1.9 Thigpég;oi;’ve”s,
Aromatase 9-17% 17-44% 1-3.9 6-10.9 6.7 RESt, [n/sUeE
inhibitor -ndemann
Aromatase and 22-32% 40-78% 3-6 14-31 30 SLGIOMIZ, n(ENEEl
MTOR Inhibitor
Aromatase and 10-30% 64-73% 5.4-9.7 15.7-21.6 7.4 Colon-Otero,
: - Konstantinopoulos,
CDK4/6 inhibitor Mirza

GOG FOUNDATION



Hormonal therapy with mTOR inhibitors: GOG-3007

Everolimus 10 mg daily with letrozole 2.5 mg daily versus

. . . . ORR 22% vs 25%
Medroxyprogesterone acetate (MPA) 200 mg daily alternating weekly with tamoxifen 20 mg

(a)
1 i Event Total Med
Regimen vent 1of an 4 d4 Regimen Event Total Median
mmssssssss |- Everolimus, Letrozole 28 37 6.4 - .
—— 2 Tamoxifen and MPA 34 37 36 1: Everalimus, Letrozole 22 37 31.3
) ’ messsssss— - Tamoxfen and MPA 24 37 16.6

Proportion Alive, Progression-Free

0 12 24 36 48 0 12 24 36 48
Months on Study Months on Study

{ a7 14 a8 3 0 1 37 24 19 10 0

, ¥ B & 3 0 2 = 28 14 ’ 0

TRAE Grade 3 or > anemia, mucositis, hyperglycemia, fatigue and pneumonitis in the everolimus/letrozole group; versus hypertension and thromboembolic
events in the hormonal therapy group

Slomovitz Gynecol Oncol 2022

GOG FOUNDATION



VICTORIA: mTOR Inhibitor, Vistusertib, Combined With Anastrozole in Patients With

Hormone Receptor—-Positive Recurrent or Metastatic

Endometrial Cancer

Median, mo
Arm Events/total  (95%)
IDD_I—‘I Vistusertib + anastrozole  39/49 5.2(3.4-8.9)
and Anastrozole 21/24 1.9(1.6-8.9)

Time
point
2

T o b

PFS rate,
(95% Cl)

77.4 (62.9-86.8)
52.3 (37.4-85.2)
43.6 (29.3-57.0)

49.7 (28.7-67.6)

36.1 (17.6-55.0)
36.1 (17.6-55.0)

b0

e

401

PFS

04 i |

Time since randomization, mo

Mo. at risk

Vistusertib
+anastrozole 49 37 24 20 15 11 10 9 g 7 4 | | 3 3
Anastrozole 24 11 8 B 7 b . 1 2 1 1 1 1 0

Heudel, JAMA Oncol 2022

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

ORR: 24.5vs 17.4%

Most common grade 3/4 AE

V+A arm lymphopenia (20%),
hyperglycemia (12%), and fatigue

(8%)

GOG FOUNDATION
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CDK 4/6 Inhibitors

)
%
.

* Hormonally driven malignancies are known to have
actionable therapeutic targets.

Cell Cycle

' —— .\‘\,\.
m DNA ,-’\/

/[ \synthesis/” \

* CDK 4/6 inhibitors induce cell-cycle arrest via G1 to
S cell cycle checkpoint

b
.

i |' \ bl va Y1 |
\./ Rapid

a1 | Growth X |

) X gowth | 62
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‘/ Mitosis '
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Nucleus

* Cyclin D/CDK complex is downstream of estrogen
signaling, representing potential synergic antitumor
activity when combined with aromatase inhibitor.
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Palbociclib
Ribociclib
Abemaciclib

GOG FOUNDATION



ENGOT-EN3/NSGO-PALEOQO: letrozole +/- palbociclib, a CDK 4/6 inhibitor

Primary endpoint: PFS Secondary endpoint: Disease
control rate’
100
HR=0.56 100 - .
M Palbociclib + letrozole (n=33)
{95“3"{: Cl 032_093) 30 - M Placebo + letrozole (n=37)
n=0.0376
r5- Median: 3.0 vs. 8.3 mo -

70

60 -

a0

Patients (%)

40

25 - g 3 -

20

10 +

0 | | |
0 5 10 15 : |
Number at risk Time (ﬂ‘lﬂl’lthﬁ} Disease control rate
Palbociclib + letrozole 36 21 14
Placebo + letrozole 37 17 10 * = at 24 weeks

Mirza MR et al. Ann Oncol. 2020;31(suppl 4). Abstract LBAZ28.
GOG FOUMDATION



200 -

L etrozole+Abemaciclib o

* Phase Il, N=30
 Abemaciclib 150 mg PO BID and letrozole 2.5 mg PO

Change From Baseline (%)
=

daily ey
* ORR 9/30 (30%) (only in endometrioid) o0-
 Most common = grade 3 TRAE: .
- Neutropenia (20%) and anemia (17%) wl —m

* Responses independent of grade, prior hormonal 2| | DOR 7.4 months

therapy, MMR status, PR
 Possible biomarkers: CTNNB1, KRAS, CDKN2A, TP53

Change From Baseline (%)
&

Konstantinopoulos PA, JCO 2023 °© 2 4 5 8 W 2 W 6 W 2 2 % |
Time Since Registration (months)




| etrozole Abemaciclib

1.00 1.00
—+— PFS TP53 mutations
— : -t Absent
X 0.75 i o AAD —+— Present
- T
= o
— ' o
x l =
— 0.50 _T--: ---------------- x 050 +=-=d=-==== == === }
= ' ' W
a | | 5 :
S 9.1 months Q-
& 0.25 : ‘ ' " 0254 |
: - - |
I | I |
| i
T T ’ T T | I_I T I_I T ’ T T T
0 3 6 9 12 15 18 217 24 0 3 6 9 12 15 18 217 24
Time Since Registration (months) Time Since Registration (months)
No. at risk (No. censored): No. at risk (No. censored):
— 30 (1) 19(3) 13 (5) 9 (8) 4(12) 3(12) 1(13) 1(13) 0(14) — 11 (0) 10 (0) 8 (1) 4 (4) 2 (5) 2 (5) 1(6) 1 (6) 0 (7)
- 30(0) 26(2) 22(4) 17(8) 10(11) 8(13) 7(14) 5(16) 0(19) — 17 (1) 3(3) 2 (3) 2 (3) 2 (3) 1(3) 0 (3) 0 (3) 0 (3)

Konstantinopoulos PA, JCO 2023 GOG FOUNDATION
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Ongoing Trials

* NRG GYO028: Phase IB and randomized phase Il trial of
medroxyprogesterone acetate +/- ipatasertib (AKT inhibitor) in recurrent
/metastatic endometrioid endometrial cancer (Onstad Grinsfelder/Westin)

 GOG-3069: A Phase 2 Study of Alpelisib (PIK3CA inhibitor) and
Fulvestrant for PIK3CA-mutated Estrogen Receptor (ER) Positive
Endometroid Endometrial Cancer (Gaillard)

GOG FOUNDATION



Conclusion

» Subclassification of endometrial cancer Is complex
* Molecular profiling, including NGS and IHC, Is critical and opens up new
opportunities for targeted therapy

* The new landscape will need options for treatment after IO

— Without progression on 10

— With progression on 1O

» Antibody Drug Conjugates are effective in delivering high potency

chemotherapy

— New toxicity management strategies

 Hormonal therapy and combinations can provide significant clinical benefit

GOG FOUNDATION
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