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» Understand the scope of Immunotherapy applications in Gynecologic Cancers
 Explore future areas of study for molecular-based treatment
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How Common Is Endometrial Cancer?'

Across all cancer types in the US,

63

median age at diagnosis

uterine cancer represents

3.4% of new cases 2.1% of deaths
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1. https://seer.cancer.gov/statfacts/html/corp.html.
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Endometrial Cancer Staging Snapshot’

Percent of Cases by Stage

o,
o 3P

20%

67%

Il Localized (67%)
Confined to primary site

M Distant (9%)
Cancer has metastasized

Unknown (3%)
Unstaged

m Regional (20%)
Spread to regional lymph nodes

1. https://seer.cancer.gov/statfacts/html/corp.html.
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5-Year Relative Survival, %

81.3%
5-year relative survival (2012-2018)

5-Year Relative Survival by Stage

94.9%

Localized Regional Distant Unknown
Stage
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Survival Disparities:
Endometrial vs Ovarian Cancers’-3

* Overall, mortality rates for endometrial

10 4 21
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cancer are now comparable to ovarian cancer §
S 84
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1. Giaquinto AN et al. Obstet Gynecol. 2022;139:440-442. 2. Siegel RL et al. CA Cancer J Clin. 2021;71:7-33.
3. Monk BJ et al. Gynecol Oncol. 2022;164:325-332.



Survival Disparities:
Within Endometrial Cancer?2

Among patients with
endometrial cancer, Black
women have a higher mortality
rate than White women

Racial disparities cannot solely
be explained by histologic
subtype and stage at diagnosis

Rate of Uterine Cancer Deaths

It is imperative to widen diversity
of enrollment in clinical trials

Per 100,000 Patients
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Trends in Age-Adjusted Uterine Cancer
Death Rates by Racial/Ethnic Group
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Death rates increased 21%

in the US from 1999 to 2016

1. Henley SJ et al. MMWR Morb Mortal Wkly Rep. 2018,67:1333-1338. 2. Clarke MA et al. JAMA Oncol. 2022;8:895-903.



Risk Stratification for Adjuvant Treatment

Low + Stage | endometrioid, grade 1-2, < 50% myometrial invasion, LVSI negative
Intermediate « Stage | endometrioid, grade 1-2, = 50% myorfM@s Y=Y/ VN[0]\ Weeative

dless of LVSI status

RA:DIA:I:IOI\i dless of depth of

High-intermediate « Stage | endometrioid, grade 3, < 50% myomg
+ Stage | endometrioid, grade 1-2, LVSI unequ
myometrial invasion

High + Stage | endometrioid, grade 3, = 50% myomefrial jnvasign reoa
myometrial invasion CHEMO +/-
+ Stage ll
+ Stage lll endometrioid, no residual disease RADIATION
* Non-endometrioid (serous, clear cell or unditferentiated carcinoma)

Advanced » Stage lll with residual disease
+ Stage IVA
Metastatic + Stage IVB
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Limitations of the Current System

Diagnostic overlap between histology
subtypes

Histologic classification is less
objective than molecular classification

Several molecular categories within
subtypes

Mismatch repair
deficiency
PTEN inactivation

Qéometro iO'

Endometrial HG Endo-
O »
) Mixed/
é Other
1

ARID1A inactivation

CCNET
amplification

ERBB2/KRAS/BRAF/MEK
pathway activation
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Trastuzumab
Pembrolizumab
Dostarlimab
Lenvatinib
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+ 61 patients with advanced or recurrent endometrial cancer
» Randomized to standard cytotoxic chemo +/- trastuzumab

PFS (proportion)

Ly — * Censored
1 Primary efficacy analysis:
0.8 One-sided log-rank P = .0052 Trastuzumab
HR, 0.44 (90% Cl, 0.26 to 0.76) No
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Advanced disease: * Censored
One-sided log-rank P=.013
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Immunotherapy and Mismatch Repair Deficiency

4 distinct “caretaker” proteins
maintain the integrity of the
genome

* Loss of one or more of these: dMMR

+ Leads to high rates of repetitive
DNA sequences (or microsatellites)

* MMR deficient tumors have strong
expression of PD-1, PDL-1
* Notable increase in:
« T lymphocytes
* T lymphocyte invasion Dendritic cell
* Chemokines Tumor cell macrophage

* Immunogenic environment
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» Blocks interaction between T cell and
tumor cell at the PD-1 receptor

 Currently FDA-approved
* Pembrolizumab
» Dostarlimab

| <M
o 59
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Molecular Classification from PORTEC 3
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Stage | endometrial cancer

Surgery and pathology diagnosis:
HIR*

Random assignment
21

A

Experimental arm
2)

I_‘

Determination of the molecular-
integrated risk profile

Favorable Intermediate Unfavorable
(estirnated. at 55%) [ (estimated. at 40%) | (estimated. at 5%)

Standard arm

Stage | HIR endometrial cancer

Determination of the molecular-imtegrated risk profilet

Substantial LVS| or
MMRd TPE3 mutation or

> 10% L 1CAM expression

A J v

[cmmwuwp.] | CTNNB1 mutation |
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Single Agent Immunotherapy Approaches

Monotherapy immune checkpoint inhibition is an effective

strategy, especially for biomarker-selected patients with
advanced or recurrent endometrial cancer

Phase 2 Phase 1 Phase 2
KEYNOTE-158 GARNET PHAEDRA

Pembrolizumab Dostarlimab Durvalumab
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Phase 2 KEYNOTE-158: Pembrolizumab Monotherapy
for Advanced Endometrial Cancer?:2

/Key Eligibility Criteria \ Pembrolizumab
+ 218 years of age 200 mg IV Q3W
*+ MSI-H/dMMR advanced endometrial cancer
— Cohort D: endometrial cancer, regardless of MSI status
and excluding sarcomas and mesenchymal tumors
— Cohort K: any MSI-H/dMMR advanced solid tumor
except colorectal
» Progression on or intolerance to 21 line of standard - Primary endpoint: ORR per RECIST v1.1 by ICR
treatment for unresectable and/or metastatic disease

» Measurable disease per RECIST v1.1 « Secondary endpoints: DOR and PFS per
« ECOGPSOor1 RECIST v1.1 by ICR, OS, and safety

! Provision of a tumor sample for biomarker assessment /

FDA Approval Indication

Tissue-agnostic approval for the treatment of unresectable or metastatic MSI-H or dAMMR solid

For 35 cycles (approximately 2 y) or until
disease progression, intolerable toxicity,
investigator decision, or patient withdrawal

2047 tumors that have progressed following prior treatment
2020 Tissue-agnostic approval for TMB-H tumors
2022 Approval for advanced endometrial carcinoma that is dMMR following progression on prior treatment

1. https://clinicaltrials.gov/ct2/show/NCT02628067.
2. ~ (pembrolizumab) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125514s127Ibl.pdf.
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KEYNOTE-158: Improved Responses With
Pembrolizumab in dMMR Endometrial Cancer?:2

Variable dMMR EC Best Pergentage Chan_ge Fr_om Baseline
(n =94) 100 in Target Lesion Size?
Median follow-up, mo 54.5
ORR, % 50 80
X 60

CR, % 16 &

PR, % 34 £ 40

SD, % 18 82

PD, % 28 £ 0
mDOR, mo 63.2 - -20
Estimated DOR at4 y, % 66 °g”4o
mPFS, mo 13.1 & 60
Estimated PFS at4 vy, % 37 -80
mOS, mo 65.4 -100
Estimated OS at4y, % 59

s As assessed per RECIST v1.1 by independent central radiologic review.
1. O’'Malley DM et al. J Clin Oncol. 2022;40:752-762. 2. O'Malley DM et al. European Society for Medical Oncology Congress 2022 (ESMO 2022). Abstract 546P.
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Phase 1 GARNET:
Dostarlimab Monotherapy in Multiple Tumor Types'-2

f Part 1: ] [ Part 2A: I l Part 2B: ]
Dose finding Fixed-dose safety run-in Expansion cohorts

\

(Key Inclusion Criteria A1: dMMR/MSI-H EC
Patients with recurrent or advanced EC that progressed on or after

treatment with a platinum-containing regimen A2: bMMR/MSS E

- dMMR status by IHC testing -P SOIEC

« Patients must have received <2 prior lines of treatment for

\_ recurrent or advanced disease E: NSCLC
. Dosing: 500 mg IV Q3W for 4 CyCleS, then 1000 mg Q6w F: Nonendometrial
* Primary endpoints: ORR, DOR dMMR/MSI-H basket

FDA Approval Indication
: : G: PROC
2021 Approval for recurrent or advanced endometrial cancer that is dAMMR
following progression or prior treatment

2021 Tissue-agnostic approval for dMMR recurrent or advanced solid tumors that
have progressed on or following prior treatment

1. https://clinicaltrials.gov/ct2/show/NCT02715284.
(dostarlimab) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761174s002Ibl.pdf.
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e GARNET: Dostarlimab Showed Durable Antitumor

GARNET

Activity in dMMR Endometrial Cancer?:2

Variable =G polo2e Gmowe 12 moeme ﬂﬂ?ﬂR O
(n = 143) GERED)

Median follow-up, mo 27.6 33.0
ORR, % 45.5 15.4

CR, % 16.1 2.6

PR, % 29.4 12.8

SD, % 14.7 18.6

PD, % 35.7 56.4 £
mDOR, mo NR 19.4 S
Estimated DOR at 2y, % 83.7 44.2 = 1 ressonse
mPFS, mo 6.0 2.7 . T Eon woaument
Estimated PFS at 3y, % 40.1 6.8 ) . oo
mOS, mo NR 16.9 ? 4 P0
Estimated OS at 3y, % 58.4 22.2 0 12 26 % 48 6 72 8 9 108 120 132 144 156 168 180 192 204 216

Time Since Initial Response, wk
1. Oaknin A et al. 2022 American Society of Clinical Oncology Annual Meeting (ASCO 2022). Abstract 5509. 2. Tinker AV et al. ESMO 2022. Poster 548. ]
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Phase 2 PHAEDRA: Durvalumab in Advanced dMMR
or pMMR Endometrial Cancer?

« Advanced/recurrent \

endometrial cancer ( dMMR2 R
-+ <3 previous lines of | (n = 36)

chemotherapy N 7 Durvalumab
B g T o | 1500 IV Q4W
+  MMR protein 1 (=35 |

\ expression by IHC /

* Primary endpoint: OTR by iRECIST
» Secondary endpoints: PFS, OS, ORR by RECIST 1.1, safety, QOL

® Progression after 0-3 lines of chemotherapy. ® Progression after 1-3 lines of chemotherapy.
1. https://clinicaltrials.gov/ct2/show/NCT03015129.
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o PHAEDRA: Durvalumab Monotherapy

PHAEDRA

Durvalumab

for Advanced Endometrial Cancer?

\ZUET dl(\IrI:\II:RsE;: pml\iR:isE)C 1009 dMMR
Median follow-up, mo 19 21 ] Lines of previous chemo
ORR, % 47 3 <
CR, % 17 0 g
PR, % 31 3 °
SD, % 17 29 @
PD, % 36 66 §
mPFS, mo 8.3 1.8 S
Estimated PFS at 6 mo, % 53 14 E
mOS, mo NR 121 ©
Estimated OS at1y, % 71 51

1. Antill Y et al. J ImmunoTherapy Cancer. 2021,9:e002255.
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Combination Approach:
Pembrolizumab + Lenvatinib1-3

FDA Approval Indication

For the treatment of patients with advanced endometrial carcinoma
that is not MSI-H or dAMMR, who have disease progression following
prior systemic therapy in any setting and are not candidates for
curative surgery or radiation

2019 accelerated approval
2021 full approval

The initial approval was based on data from the Phase 2
KEYNOTE-146 single-arm trial that enrolled 108 patients with

metastatic endometrial carcinoma that had progressed following at
least one prior systemic therapy in any setting and showed
promising antitumor activity with the combination regimen

1 (pembrolizumab) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125514s127Ibl.pdf.
2 Makker V et al. Lancet Oncol. 2019;20:711-718. 3. Makker V et al. J Clin Oncol. 2020,38:2981.
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Phase 3 KEYNOTE-775: Lenvatinib Plus Pembrolizumab’

s
Key Eligibility Criteria

+ Advanced, metastatic, or
recurrent endometrial cancer
Measurable disease by BICR
One prior platinum-based CT?
ECOG PS 0-1

Tissue available for

MMR testing

v

-

~

Stratification Factors

MMR status (PMMR vs dMMR)

and further stratification within

pMMR by

+ Region (1: Europe, US,
Canada, Australia, New
Zealand, and Israel vs 2: rest
of the world)

« ECOGPS(0Ovs1)

= Prior history of pelvic radiation

(yes vs no)

J

Lenvatinib
20 mg PO QD
+

Pembrolizumab®
200 mg IV Q3W

Treat until progression
or unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We¢
or
ENEVE
80 mg/m? IV QW
(3 wk on/1 wk off)

@ Primary Endpoints

- PFS by BICR
. 0S

Secondary Endpoints
+ ORR

+ HRQOL

« Pharmacokinetics

« Safety

Key Exploratory
Endpoint

- DOR
o

PFS, OS, and ORR
were statistically
significantly improved
with lenvatinib plus
pembrolizumab vs
chemotherapy at the
T ELRELENES

pMMR:
Len + pembro vs TPC
+ ORR
30.3% vs 15.1%
mPFS
6.6 mo vs 3.8 mo
(HR 0.60)

mOS
17.4 mo vs 12.0 mo
(HR 0.56)

» Patients may have received up to 2 prior platinum-based CT regimens if 1 was given in the neoadjuvant or adjuvant treatment setting.
® Maximum of 35 doses. ¢ Maximum cumulative dose of 500 mg/mz2.
1. Makker V et al. N Engl J Med. 2022;386:437-448.
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Continued OS Benefit of Lenvatinib + Pembrolizumab vs
Chemotherapy With Follow-Up Extended by >16 Months1.2

PMMR Population All-Comer Population

Median OS (95% Cl) Median OS (95% CI)

. 100 = Lenvatinib + pembrolizumab: 18.0 mo (14.9-20.5) . 100 4 = Lenvatinib + pembrolizumab: 18.7 mo (15.6-21.3)
S %@ == Chemotherapy: 12.2 mo (11.0-14.1) S 90 4 == Chemotherapy: 11.9 mo (10.7-13.3)
@ o
= % HR for death = 0.70 (95% Cl, 0.58-0.83) 2 809 HR for death = 0.65 (95% CI, 0.55-0.77)
< 70 < 70 4
@
o 60 g 60 -
; 50 ; 50 4
.g 40 'g 40
= =
» 30 w 30 4
- -
& 2 S 20 4
® ® .
S 10 S 10

0 0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time, mo Time, mo
No. at Risk No. at Risk
Lenvatinib + 346 322 285 242 214 188 171 148 124 95 65 41 20 7 2 Lenvatinib + = 414 383 337 292 258 229 211 186 160 125 91 58 30 10 2

pembrolizumab pembrolizumab
Chemotherapy 351 324 267 217 171 138 111 86 71 53 40 21 6 3 1 Chemotherapy 416 378 305 246 196 158 129 104 84 64 49 28 6 3 1

* In the chemotherapy arm, 10.0% of pts in the pMMR population and 8.7% of pts in the all-comer population received subsequent lenvatinib plus pembrolizumab.
After excluding these patients, the pMMR OS HR was 0.64 (95% CI, 0.54, 0.76); the all-comer OS HR was 0.60 (95% CI, 0.51, 0.71). Median follow-up time: 14.7
months (data cutoff date: 1 March 2022; >16 months of additional follow-up).

1. Makker V et al. ESMO 2022. Abstract 525MO.
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Continued PFS Benefit of Lenvatinib + Pembrolizumab vs
Chemotherapy With Follow-up Extended by >16 Months'.2

PMMR Population

Median PFS (95% CI)

1 -
00 = Lenvatinib + pembrolizumab: 6.7 mo (5.6-7.4)
90 4 ~—— Chemotherapy: 3.8 mo (3.6-5.0)
‘50\, :‘; HR for progression or death = 0.60 (95% ClI, 0.50-0.72)
° -
-
=5 60
=%
w ¥ 50 4
ge
g D 401
58 =
20 A
10
0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, mo
Lenvatinib +
pembrolizumab 346 265 166 116 80 61 55 43 36 24 18 14 6 4 0
Chemotherapy 351 177 83 38 23 16 12 9 6 4 3 3 1 0 0

All-Comer Population

Median PFS(95% Cl)

100 1 — Lenvatinib + pembrolizumab: 7.3 mo (5.7-7.6)
90 4 —— Chemotherapy: 3.8 mo (3.6-4.2)
- 97 HR for progression or death = 0.56 (95% Cl, 0.48-0.66)
5 e
o° 70 4
o°
$8 %
7] 8 50 ;
€2
89 7
1
20 4
10
0 Jey——ye—y———————— L
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time, mo

Lenvatinib +
pembrolizumab
Chemotherapy 416 214 95 43 27

411 317 203 148 109 87 79 65 57 45 35 23
19 1 11 8 6 S5 5 1

a Median follow-up time: 14.7 months; data cutoff date: 1 March 2022; >16 months of additional follow-up. PFS by BICR per RECIST v1.1.

1. Makker V et al. ESMO 2022. Abstract 525MO.
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Phase 3 KEYNOTE-775: Response Rates’

pMMR
LEN + Pembro

Chemotherapy

All-Comer Population

LEN + Pembro

Chemotherapy

(n = 346)

ORR, % (95% Cl) 32.4 (27.5, 37.6)

(n = 351)

15.1 (11.5, 19.3)

(n =411)

33.8 (29.3, 38.6)

(n =416)

14.7 (11.4, 18.4)

ORR difference in %,
estimate (95% CI)

BOR, % (95% Cl)

17.2 (11.0, 23.5)

19.2 (13.4, 24.9)

5.8 (3.6, 8.8)

[ Complete response
26.6 (22.0, 31.6)

Partial response

26(1.2,4.8)
12.5 (9.3, 16.5)

7.5(5.2, 10.5)
26.3 (22.1, 30.8)

26(1.3,4.7)
12.0 (9.1, 15.5)

Stable disease
Progressive disease
Not evaluable

No assessment

46.5 (41.2, 51.9)
15.6 (11.9, 19.9)
0.6 (0.1, 2.1)
4.9(2.9,7.8)

Disease control rate, %

(95% C1) 72.0 (66.9, 76.6)

39.6 (34.4, 44.9)
30.8 (26.0, 35.9)
2.0 (0.8, 4.1)
12.5 (9.3, 16.5)

46.4 (41.1,51.8)

45.0 (40.1, 50.0)
14.8 (11.5, 18.7)
1.2 (0.4, 2.8)
5.1(3.2,7.7)

72.3 (67.7, 76.5)

40.1 (35.4, 45.0)
29.6 (25.2, 34.2)
1.9(0.8, 3.8)
13.7 (10.5, 17.4)

46.6 (41.8, 51.6)

[ Median DOR, mo (range) 9.3 (1.6+ to 39.5+)

5.7 (0+ to 37.1+)

12.9 (1.6+ to 39.5+)

5.7 (0+ to 37.1+)

Median TTR, mo (range) 2.1 (1.5 t0 23.0)

3.5 (1.0 to 7.4)

2.1 (1.5 to 23.0)

2.1 (1.0to 7.4)

1. Makker V et al. ESMO 2022. Abstract 525MO.
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Phase 3 LEAP-001:

First-Line Pembrolizumab + Lenvatinib vs Chemotherapy'

Pembrolizumab 200 mg IV Q3W

+

Stratification Lenvatinib 20 mg PO QD

MMR status (dAMMR vs
pMMR)

pMMR by ECOG PS
Measurable disease
Prior chemoradiation

Newly diagnosed
stage I, IV,

or recurrent
endometrial cancer

H V4
ECOG PS 0/1 Paclitaxel 175_:ng/m IV Q3W

Carboplatin AUC 6 IV Q3W

+« Primary endpoints: PFS, OS

« Secondary endpoints: ORR,
HRQOL, safety

1. https://clinicaltrials.gov/ct2/show/NCT03884101.
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Phase 3 KEYNOTE C93:
First-Line Pembrolizumab vs Chemotherapy in dMMR

N\ /Stratification I Pembrolizumab

* Disease status 400 mg IV Q6W
(newly diagnosed
advanced EC vs
recurrent EC)

 Histology N = 350 Paclitaxel
(endometrioid vs 175 mg/m: IV Q3w

\- dMMR / \ nonendometriOid)/ Carboplatin
AUC 6 IV Q3W

/- Histologically confirmed
stage IlI/IV recurrent EC
including carcinosarcoma

+ ECOG PS 01 >

* No prior systemic
therapy

* Primary endpoints: PFS, OS

« Secondary endpoints: ORR,
DCR, DOR

1. https://clinicaltrials.gov/ct2/show/NCT05173987.
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Is There Synergy With Combination Approaches?

Trial Name Treatment Arms

Pembrolizumab + carboplatin/paclitaxel
NRG-GY018 * vs placebo + carboplatin/paclitaxel

Atezolizumab + carboplatin/paclitaxel
AtTEnd vs placebo + carboplatin/paclitaxel
Part 1: Dostarlimab + carboplatin/paclitaxel
vs placebo + carboplatin/paclitaxel
RUBY e P penb

Part 2: Dostarlimab + carboplatin/paclitaxel
followed by dostarlimab + niraparib

DUO-E Durvalumab + carboplatin/paclitaxel
- followed by durvalumab (+ olaparib) maintenance

Treatment sequences may change if these combinations
are effective and ultimately approved for the 1L setting

,Q Sidney Kimmel
Cancer Center.
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Phase 3 NRG-GY018:
Pembrolizumab Plus Chemotherapy'

/ \ PR or SD
« Advanced or
recurrent EC Pembrolizumab
* No previous @ ~ + Pembrolizumab
chemotherapy Stratification Carboplatin/paclitaxel Q3W forupto5y
for EC * dMMR status Q3W for up to 6 cycles
(previous [, (yes vs no)
adjuvant * Prior
chemotherapy chemotherapy Placebo
allowed if (yes vs no) o . Placebo
completed =212 - J Carboplatin/paclitaxel Q3W forupto 5y
mo ago) Q3W for up to 6 cycles
+ ECOG PS0-2
\ / » Primary endpoints: PFS

« Secondary endpoints including adverse
events: ORR, DOR, OS, QOL

Q Sidney Kimmel
Cancer Center.
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Phase 3 AtTEnd:
Atezolizumab Plus Chemotherapy

K Newly diagnosed \ Atezolizumab
advanced or p Q3W until progression
recument. Stratification to
endometrial cancer, - Histology Carboplatin/paclitaxel
gsgzr;c;cﬁtr:;—:;npey e Q3W for up to 6-8 cycles

* One previous line stgtus, .
of platinum-based microsatellite Pl_acebo _
e status, N = 550 Q3W until progression
: A country +
f;:":"‘l”:g‘s':;ee \ / Carboplatin/paclitaxel
interval =2 mo Q3W for up to 6-8 cycles

+ ECOGPSO0-2 /

* Primary endpoints: OS, PFS

+« Secondary endpoints: ORR,
DOR, safety

Q Sidney Kimmel
Cancer Center.

at Jefferson Until every cancer is cured
NCI — designated




Phase 3 RUBY (Part 1):
Dostarlimab Plus Chemotherapy"

« Advanced or ) [Stratification Dostarlimab
recurrent + Microsatellite + Dostarlimab
endometrial cancer, status (MSI-H vs Carboplatin/paclitaxel Q6W for up to 3y
no previous MSS) Q3W for up to 6 cycles
chemotherapy for EC + Disease status
« Previous adjuvant — (stage lll vs IV vs )
chemotherapy recurrent) ’ Placebo
allowed if completed = Prior pelvic o . Placebo
>12 mo ago radiotherapy Carboplatin/paclitaxel Q6W forupto 3y
< ECOG PS 0/1 (yes vs no) Q3W for up to 6 cycles
/U y,

* Primary endpoints: PFS
+ Secondary endpoints: OS, ORR, DOR, safety, PRO

Results from Part 1 (via press release)

« Met primary endpoint of INV-assessed PFS in a planned interim analysis; showed a statistically significant and clinically
meaningful benefit in the prespecified dAMMR/MSI-H patient subgroup and in the overall population; a clinically relevant
benefit in PFS was also observed in the pMMR/MSS patient subgroup

« Part 2 will assess dostarlimab + carboplatin/paclitaxel followed by dostarlimab + niraparib
PeerView.com

Q Sidney Kimmel
Cancer Center.

at Jefferson Until every cancer is cured
NCI — designated




Phase 3 DUO-E:
Durvalumab Plus Chemotherapy'

/

Key Eligibility Criteria

* Newly diagnosed
Stage IlI/IV or
recurrent EC

« Naive to first-line

systemic anticancer

trgatmept Stratification
« Prior adjuvant MMR status
chemotherapy Recument

allowed if 212 mo
from last treatment to
relapse

+ Known MMR status

« Prior radiotherapy
allowed

« All histologies except
sarcomas; including
high-risk such as

\_ carcinosarcoma Y,

disease
Geographic
region

1. https://clinicaltrials.gov/ct2/show/NCT04269200.

Y Sidney Kimmel
[ Y
Cancer Center.

at Jefferson
NCI — designated

CTX Phase Maintenance Phase
(cycles 1-6) (cycles 7 and on)
>
Arm A Platinum CTX Q3W Placebo for olaparib
rm
n =233 PEOECTT ST ET S Placebo for durvalumab

Q3w Q4w

Platinum CTX Q3W Placebo for olaparib
Durvalumab Durvalumab

I IIV

1,120 mg IV Q3W 1,500 mg IV Q4W
- Olaparib
Platinum CTX Q3W 300-mg tablets bd
Durvalumab Durvalumab
1,120 mg IV Q3W 1,500 mg IV Q4W

«  Primary endpoints: PFS
+« Secondary endpoints: OS, PFS2, ORR, DOR

PeerView.com

Until every cancer is cured



Recent Announcements

(To be presented at SGO 2023)
NRG GY018

& Sidney Kimmel
Cancer Center

at Jefferson
NCI — designated

Phase 3 RCT comparing
pembrolizumab + chemo vs chemo
alone

advanced or recurrent disease

demonstrates significant
Improvement in progression-free
survival in all cohorts (dMMR &
PMMR)

Until every cancer is cured
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Cervical Dysplasia Early disease 46%?2 Loca‘l);;slzg\s/:nced 36%?7 Metastatic Disease &Yy &

FIGO IVs

cn2/cN3 BB Fcol, | FIGO | FIGO I+l FIGO lss /lls /llls FIGO IVa

Cone Biopsy

Platinum-based
Cryotherapy Surgery Followed by Chemoradiotherapy (preferred)

Chemotherapy
+/- Bevacizumab

Laser Therapy Adjuvant Treatment Depending on Risk Factors Surgery if Feasible
LEEP

LEEP: Loop Electrosurgical Excision Procedure; PD-L1: Programmed Death-Ligand 1; MSlh: Microsatellite Instability High; Pembrolizumab (PD-L1+/
dMMR: deficient Mismatch Repair MSIh/dMMR) or Single-
- ST agent Chemotherapy

Until every cancer is cured


https://ecms-ext.seagen.com/sites/library/litrep/NCCN%20Guidelines_cervical%20cancer_2019v2.pdf
https://seer.cancer.gov/statfacts/html/cervix.html

» Advanced cervical squamous cell carcinoma

with progression on/intolerance to 21 prior Primary endpoint: IRC-assessed ORR (RECIST v1.1)
line of standard therapy

+ ECOG PS 0/1

Secondary endpoints: DoR, IRC-assessed PFS, OS, safety
FDA approval June 2018: recurrent or metastatic

cervical cancer with disease progression on or after
chemotherapy whose tumours express PD-L1 (CPS
21) as determined by an FDA-approved test

Response All patients PD-L1 positive PD-L1-negative
(n=98) (n=82) (n=15)

* 84% PD-L1-positive; 77/98 (79%) had CPS 21
* 65% =2 prior therapies for recurrent/metastatic CC)

* Median time to response:

ORR (95% Cl) 122% | 14.6% (8-24) 0% (0-22) 2.1 months (range 1.6-4.1)
CR 3% 4% 0% * Median DoR: not reached
PR 9% 11% 0% (range 3.7+-18.6+)
SD 18% 18% 20% + 6/12 responses ongoing at data cut-off

Pembrolizumab 200 mg q3w for 2 years or until PD, intolerable toxicity, patient withdrawal or investigator decision

Published in: Hyun Cheol Chung; Willeke Ros; Jean-Pierre Delord; Ruth Perets; Antoine Italiano; Ronnie Shapira-Frommer; Lyudmila Manzuk; Sarina A. Piha-Paul; Lei Xu; Susan
eigep - Scott K Pryitt- Alexandra | eary: Jourmal of Clinical Oncology Ahead of Prin

IS Sidney Kimimei

Until every cancer is cured




» EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9: Randomised, Phase 3 study of cemiplimab versus investigator's choice

of programmed cell death-ligand 1 (PD-L1) tumour expression.
» Results from second interim analysis: significantly improved overall survival (OS) in patients with cervical cancer
> Per protocol, the hnalYSiS for the OS endeint Regurrentand tervical cancer resistant to

was when 340 events were observed in SCC it

patients
» Here, we present tefinal survival analysis after

N=608: 477 SCC, BIAC

median follow-up of 30 months. - Histology 2 Cemiplimab Bng Q3W IV

 Geographic g

(IC) of chemotherapy in patients with recurrent or metastatic cervical carcinoma following platinum failure and regardless
receiving cemiplimab monotherapy.

22nd [ine
363 observed OS events in SCC patients, ata &by

* Prior tamna(Y/N; Balanced)

- ECOGPS (Ovs 1: B

Treat up to 96 weeks with option for re-treatment

@ Sidney Mimme!
Cancer Ceriter.

at Jefferson Unitil everyreancer iscured
NCI — designated




0 - Median OS 11.7 vs 8.5 ndifor patients treated with
= 9 - cemiplimab (n=304) vs IC chemotherapy (n=304)
g B - Hazard ratio (95% CI) = 60.545, 0.790)
2 0 A One-sided P<0.00001
w— 0 -
> 6 -
= p -
§ G _ ST R R TR - . e
S 0 T H——— + Cemiplimab
- 0 - Chemotherapy*
0 "0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 42 44 45 48

. . Month
Patients at risk
Cemiplimab 8 281 g B 181 8 ? 121 8 9 8 69 5 4 3y 33 2 18 11 8 7 3 22 0

Chemotherapy 8 2 2 8 & MW 92 79 60 ®» 40 30 2 17 14 12 10 9 7 5 21 00 0

@ Sidney Kimme!

PARIS Caiiczy Tenter.
2022 .. Jefferson Dr Ana Oaknin Content of this presentation is copyright desponsibility aftiiecak&iry BeiRieeanids gl i ORI USe;

NCI — designated




B Overall Survival,
1.0+
0.9
0.8+
0.74
0.6+
0.5
0.44
034
0.2-
0.1

Probability of Survival

Population with Squamous-Cell Carcinoma

Cemiplimab

Median duration of follow-up, 16.8 mo (range, 6.0-38.2)

No.of  Median Overall
Patients  Survival (95% Cl)

mo
Cemiplimab 239 11.1 (9.2-13.4)
Chemotherapy 238 8.8 (7.6-9.8)

Hazard ratio for death, 0.73
(95% Cl, 0.58-0.91)

Two-sided P=0,
Chemotherapy o siced P=0,00¢

0.0
0

No. at Risk
Cemiplimab 239
Chemotherapy 238

— T T T T T T T T T T T 7T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Month

223 188 163 127 103 79 58 44 39 24 19 10 7 7 4
209 182 149 105 78 56 42 24 14 9 8 7 3 2 2

W ST
32 34 36

2 2: 0
1 0 0

C Overall Survival,

1.0-

Population with Adenocarcinoma or Adenosquamous Carcinoma

[
094 ¢
- 0384 \\
§ 0.74 } No. of Median Overall
5 . “‘\ Wy Patients  Survival (95% CI)
s A mo
z % Cemiplimab 65 13.3 (3.6-17.6)
3 044 \ K Chemotherapy 66 7.0 (5.1-9.7)
g 034 L. | Cemiplimab Hazard ratio for death, 0.56
0.2 1 (95% Cl, 0.36-0.85)
iy .
0.1 L 4t Chemotherapy
Median duration of follow-up, 21.9 mo (range, 6.9-36.6)
0.0 GRS A I TS YRG! YR SN S S S S [ SR T [FETT S O
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk
Cemiplimab 65 S8 43 43 40 36 31 25 21 13 11 7 3 3 2 O O O O
Chemotherapy 66 S5 42 34 27 21 14 12 8 8 6 4 2 2 1 0 0 0 0




0.9+
— 0.8
g
g 0.7
v 0.6
G
2 0.5+
% 0.4 Cemiplimab, PD-L1 =1%
S 0.3 Cemiplimab, PD-L1 <1%
& 24 : % s Chemotherapy, PD-L1 =1%
0.1- | iy
Chemotherapy, PD-L1 <1%
00 I I I I I I I I I I 1 I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk
Cemiplimab, PD-L1 =1% 82 78 65 55 45 39 30 22 16 15 10 9 4 3 3 O O O O
Cemiplimab, PD-L1 <1% 44 41 30 25 18 13 11 9 6 4 3 3 1 0 0 O 0 0 0
Chemotherapy, PD-L1 =1% 80 69 58 50 36 28 20 16 10 8 SIS 4 2 1 1 1 0 0
Chemotherapy, PD-L1 <1% 48 40 30 26 19 15 12 10 6 4 4 2 1 1 1 1 0 0 0

Q Sidney Kimmel
Cancer Center.

at Jefferson
NCI — designated
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Figure S5. Change from Baseline in GHS/QoL Score in the Overall Population

12=

Juawseaosdw)

Overall LS mean (95% CI)
Cemiplimab: 1.0 (-2.0t0 4.0)
Chemotherapy: -6.8 (-11.0 to -2.6)

Difference: 7.8 (3.3 to 12.3); two-sided nominal P<0.001

Clinically meaningful threshold

2 Lk
DENO
ik
——
uonelouajaq

LS mean (95% CI) change from baseline

-24 4 i

-28= T T T T T T T
Baseline C2D1 C3D1 C4D1 C5D1 CeéD1 C7D1 C8D1

NGt fldk: Analysis visit
Cemiplimab 215 215 152 115 102 88 67 59
Chemotherapy 181 179 111 69 39 32 12
Q Sidney Kimme
Cancer Center.

at Jefferson Uniil witer g iv.encer is cured
NCI — designated




Colombo KN826 ESMO 2021

KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W
a
« Persistent, recurrent, or metastatic for up tof cycles
cervical cancer not amenable to Bevacizumab 15 mg/kg IV Q3W
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and fS:afpe?fslg ch:;’I‘évs
chemoradiotherapy permitted) +

«ECOG PSOor1 Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 15 mg/kg IV Q3W
Stratification Factors
» Metastatic disease at diagnosis (yes vs no) End Points
« PD-L1 CPS (<1 vs 1to <10 vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator
» Planned bevacizumab use (yes vs no) « Secondary: ORR, DOR, 12-mo PFS, and safety
* Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS
2Paclitaxel: 175 mg/m2. Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although participants with ongoing clinical

benefit who were tolerating chemotherapy could continue beyond 6 cycles after sponsor consultation.

CPS, combined positive score (number of PD-L1-staining cells [tumor cells, lymphocytes, macrophages] divided by the total number of viable tumor cells, multiplied by 100);
PROs, patient-reported outcomes; VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.

Q Sidney Kimmel
Cancer Center.

at Jefferson Until every cancer is cured
NCI — designated




A Patients with a PD-L1Combined Pesitive Score of 2 1

Pogressionfree Suvival §6)

No. at Risk
Pembrolzurmb
Macbo

Hazard ratio for dsease progression or death,

100+ 062 (95%C1,0.50-0.77)

90- P<000]

30-

70

0

504 Rembrolzumab
‘0-

30-

24

104 Placebo
0 1 1 | 1 | 1 | 1
o 3 € 9 12 1 18 A # 2

Months

73 238 208 143 112 101 & 34 10 0
75 29 170 103 81 & 3B 13 1 o0

B IntentiontoTreat Popuation

1004
90
304
704
60
504
40
30

Po gression free Suvival £6)

Hazwdratio for dsease progression ordeath

065 (95% CLOSI-0.79)
P<0001

Fembrolzumab

No. at Risk

Pembrolz umab jos 283
HMacebo o 259

13 21 24 r

o -
e
-
»
—
w

Months

229 15§ 123 110 70 35 10 0
195 113 89 n» 13 1 0

Biomarker group (n) T Rees

ITT* (617)
PDL1 > 1* (231)
PDL1 > 10 (317)

PDL1 < 1 (69)

NCI — designated

0.67
0.64

0.61
1.00 ( 95% CI 0.53-1.04)




Dual Primary Endpoints: All-Comer Population

PFSa
Pts w/Event Median, mo (95% CI)
Pembro + Chemo * Bev 58.4% 10.4 (9.1-12.1)
Pbo + Chemo * Bev 73.1% 8.2 (6.4-8.4)
100 12-mo rate (95% Cl)
44.7% (38.8-50.4)

90 33.5% (28.0-39.1)

80

70
. 60
X
o 50
o

40—

30

20— / .

10- HR 0.65 (95% Cl,0.53-0.79) |

| P <0.001 J
0 T T T 1 T T T T |
0 3 6 9 12 15 18 21 24 27
No. at risk Time, months

308 263 229 155 123 110 70 35 10 0
309 259 195 113 89 71 39 13 1 0

Colombo N et al. N Engl J Med 2021;385:1856-67.
aResponse assessed per RECIST v1.1 by investigator review.
Data cutoff date: May 3, 2021.

—_—
Cancer Center.

at Jefferson
NCI — designated

0S

Pts w/Event Median, mo (95% CI)

Pembro + Chemo * Bev 44.8% 24.4 (19.2-NR))
Pbo + Chemo * Bev 56.3% 16.5 (14.5-19.4)
100+ 1 12-mo rate (95% CI): 24-mo rate (95% CI)
- | 74.8% (69.5-79.3) | 50.4% (43.8-56.6)
g | 63.6% (57.9-68.7) | 40.4% (34.0-46.6)
80 :
70
60 1
® i
@ 507 : ;
(@] 1 1
1 Iy
40+ ) .
1 1
304 ! !
1 1
20 | !
f ) |
10 HR 0.67 (95% Cl, 0.54-0.84) :
| P <0.001 |
0 T T T t T T T f T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time, months

308 291 277 254 228 201 145 89 36 6 0
309 295 268 234 191 160 116 60 28 4 0

Until every cancer is cured



CTB vs CTB Pembro

2% - Median Overall Survival in Months 16.5 vs 24.4
* p<005
CTX vs. CTX BEV
. 133vs. 17.0
CIS/TOP vs.CIS/PAC
10.3vs. 129

*
12 oo - -
CIS vs.CIS/TOP
CIS vs.CISAFO 6.5 vs. 9.4
; CIS,, vs.CIS,y 80vs. 83
7O0vs. 71 I

1985 1997 2005 2013
Tewari et al. Clin Cancer Res. 2015; 21(24): 5480-7. Columbo N et al NEJM 2021

Months

Until every cancer is cured




Change From Baseline in EORTC QLQ-C30 GHS/QolL Change From Baseline to Week 30 in QLQ-C30
PembrolizumabGroup  Placebo Group Functional Scales, EQ-5D-5L VAS, and QLQ-CX24 Cervical

LS mean score (95% Cl) change from baseline to week 302 -0.3 (-3.1102.6) -1.3(-42t01.7) Sym pto m SCO res [l Pembrolizumab group=  [ll Placebo group®
Difference in LS mean (95% CI) _1.01(-27t047) QLQ-C30 EQ-5D-5L VAS QLQ-CX24
12 127 g 1T 1 309 1
2 o 25+
3 i & £ 2
< 6- Better g ._3:; 4 Better 2 ._5'; Ll
£~ 34 H 5
55 3 .|. :f 1 3% i &% 10 Worse
L o T QL 0 Qe 54
o o & . J: =L i)
22 W g8 58 07
g orse 2 % 4 Worse = g 54 !
c 5 S . S 104 Better
© -84
2 9 154
== 0 3 6 9 12 15 18 21 24 27 |30| 33 36 39 45 51 * : , ; ; ; ; : : ; ; . ,
. e\°°v -o"‘\(a -@&og -@°\(® soé@ \0‘@ ;‘; « S o@@ «:‘"é’ zf&
& & 5§ & R N
No. of patients Time, wk e & & & & & & & g °+°° & \q\é\ *@5“
Pembrolizumab group 279 256 245 231 215 205 206 203 197 196 192 174 165 160 141 125 ,\&\ o & & <'>°\ Q/G ‘96‘ @ e@\ \)(? WV
Placebo group 283 261 252 246 227 211 191 194 182 161 162 135 127 129 109 96 QJ’ & roé“ < %\\G‘Q Qgi‘\ &

Q Sidney Kimmel

Cancer Center.
at Jefferson Until every cancer is cured
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_“ ORR (95% Cl ) ORRPD-L1+(95%Cl) | ORR PD-L1-(95% ClI)

Nivolumab3 + ipilimumab1? 23% (9-43.6) 40% (12.2-73.8) 9.1% (0.2-41.3)
Nivolumab1 + ipilimumab31 22 36% (17.2-59.3) 16.7% (2.1-48.4) 57.1% (18.4-90.1)
Balstilimab + Zalifrelimab2 125 25.6% 32.8% 9.1%

40 - - -
AK-104

(PD1i/CTLA4i bispecific)3
39 28.2% (15-44.9)
Bintrafusp alfa

(PDL1i/TGFbi bispecific)*
Tiragolumab +atezolizumab® 160 -- - -

Tisotumab vedotin +pembro® 35 38% (22-56) -- =

Cznecer Canter https://clinicaltrials.gov/ct2/show/NCT04380805 4

at jeffems@mclinicaltrials.gov/ct2/show/NCT04300647 Until every cancer is zur:
NCI — designated



https://clinicaltrials.gov/ct2/show/NCT04380805%204
https://clinicaltrials.gov/ct2/show/NCT04300647

Metastatic Disease Recurrent Disease

Pembrolizumab Tisotumab vedotin
*Cemiplimab Other chemotherapy

Q Sidney Kimmel
Cancer Center.

at Jefferson Until every cancer is cured
NCI — designated




CALLA Study Design

15 countries, 120 sites

Primary Endpoint:

b 1500 m i
Durvaluma - Progression-Free Survival®

- - 4 doses
Eligible population _‘Mo— (Investigator-assessed)
- Women aged 218 years Platinum + EBRT

« Histologicall confirmed cervical ; :
aéZnoca‘rcinzma squamous carcinoma, or + brachytherapy Key Secondary Endpoints:
« Overall survival

adenosquamous carcinoma
« High-ri g : .
e Y Objective response rate
Duration of response

— Stages IB2 to lIB, node positive (N21)
— Stages llIA to IVA with any node (N20) | ;
: ) ncidence of local or distan
WHO ECOG performance status ofOor 1 Platinum + EBRT progression T nanct
+ brachytherapy 9 Y

Placebo
q4w x 24 doses

Stratification factors Sety anditolerabily
» Disease stage

— FIGO Stage IB2-11B and LN+ Chemoradiotherapy Regimen
— FIGO Stage 2lll and LN- Platinum z
— FIGO Stage 2Ill and LN+ St agent Cisplatin 40 mg/m? or carboplatin AUC2 q1w x 5 weeks

45 Gy in 25 fractions at 1.8 Gy/fraction, 5 fractions per week

» Region of world
Brachytherapy High-dose rate: 27.5-30 Gy, Low/pulsed-dose rate: 35-40 Gy

Key Milestones
irst patient in  February 2019
ast patient in December 2020

ata cut off January 20, 2022 IGC s 2022

9 U ng or scan -
*According to or histopat ic confirmation of al lumor progression usi C S

fi f T MRI ANNUAL GLOBAL MEET ING 5
'Accord to RECIST 1.1 h holog local t s



Primary Endpoint: Progression-Free Survival

1.0
T 08
c
2
[eod
2
g’ 0.6 12 m PFS rate
2 76.0% 24 m PFS rate
g 73,30 65.9%
e 04 ' 62.1%
.g ) Hazard Ratio (95% C\)
> 0.84 (0.65-1.08)
Z P-value = 0.174
£ 0.2
G Durvalumab + CRT Maturity: 31%
Placebo + CRT Median follow-up: 18.5 m vs 18.4
0
T T T T T T T T T T \
9 12 15 18 21 24 27 30 33
0

_‘
(o))

Time from randomization (months)
163 110 43

294 270 215
146 109

363 330
/ 257 203
Until every cancer is cured

No. at risk 385

Cancer Center.

at Jefferson
NCI — designated




Conclusions

* Durvalumab, in combination with and following CRT, did not

significantly improve PFS in patients with high-risk LACC compared
with CRT alone in CALLA

» Safety was similar for both arms, without new or unexpected toxicity

* Improvements over standard CRT remain a challenge in LACC, and
further research is needed to optimize patient outcomes

,Q Sidney Kimmel
Cancer Center.

at Jefferson Until every cancer is cured
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A recently published consensus of US physicians outlines one algorithmic approach

Continue bevacizumab

Adapted from: Chan JK et al. Gynecol Oncol. 2020;159(3):604-606 and Ledermann JA. Ann Oncol. 2013;24(suppl 6):vi24-vi32. DATA SUPPORT
BRCAm or HRd
PRIMA, SOLO-1
Add PARPi
Testing No bevacizumab :
= Germline : HRp -
panel testing IV 3w carboplatin + Add PARPi or surveillance
= Tumor HRD . paclitaxel : :
testing : : : BRCAm or HRd
(if BRCAwt) PAOLA-1
Bevacizumab during Add PARPi
chemotherapy and
maintenance HRp
: : GOG-0218

eeccccccce

NACT or primary Add bevacizumab? Add PARPi?
debulking?
[ Sidney Kimmel
=~

Cancer Center.

at Jefferson Until every cancer is cured
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Cell of origin

Histological subtypes

Low grade

ﬁ

Molecular subtypcs

Ta nld“g

High level
of Tumour infiltrating
lymphocytes
“hot” immunophenotype

Low level
of Tumour infiltrating
lymphocytes
“cold™ immunophenotype

~10% P fZey il R g 2
“ Heterogeneity: HGSOC as a spectrum of disease

of
response to anti-
PDI/PD-LI treatment

Renal Cell
Cardnoma
772
Dvarl:
0.001 W i
Low TMB

Lowest probability of
response to anti-

PDI1/PD-L1 treatment

Highest probability of
response to anti-
PDI/PD-L1 treatment

100
High TMB

Lower probability of
response to anti-
PDI1/PD-L1 treatment

‘. A2
2T ‘.‘\ .
'v \ ‘,‘

& \'\"Q:- = -‘
.Q\.?\ . -\’:/ !

o~ - R D

Number of

per megabase

Somatic Mutations

Randomized Phase 3 Trials of
Immune Checkpoint Inhibitors in
Front Line Ovarian Cancer:

A Tale of Two Trials

At baseline, the majority of epithelial ovarian
cancer has a lower probability of responding to
immunotherapy

Over expression of Fas ligand, VEGF and may
impair T cell trafficking, although if this were
major obstacle, IMagyn050 should have worked

No biomarkers for patient selection

How about Combinations?

Wu et al. Frontiers in Immunology 2021

Until every cancer is cured



Is all hope for immune check point inhibitors lost? Can PARPI save the day?
Why would this work?
1. DDR deficiency leads to

DNA damage ODR somatic mutations and

i Point mutations POLE/POLDL neoantigens which can lead to
T Short Indels MMR ;
damage g e S an immune response
P 22 — % seniowe 2. Damaged DNA which
damoge i i transfers from the nucleus to

/ | the cytoplasm = cytosolic
a-'ﬂ“—- PR — DNA. This can activate
stimulator of interferon genes

MHC (STING) which can trigger an
immune response

Neoantigens

/%_‘

Cytolic DNA

o T ———— DOOOX—EGHsISTNG!

\ | IRF3
\ IEN

9

T codl activation

_.)

innate immunity ————

. Nucleus

Piatai - Anueploidy —————— "Ie

. Sidney Kimmel
Cancer Center.

at Jefferson
NCI — designated

Sun W et al. frontiers in oncology. 2021
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Early Reports of Combination PARPi and Immune Checkpoint Inhibitors Have
Demonstrated Modest Efficacy in platinum resistant ovarian cancer

Topacio OPAL
Niraparib + Pembrolizumab Niraparib + Dostarlimab +

[&] Changes in target lesions

. Bevacizumab
- [l t8RCAmuE
1 [ HRD positive (:BRCAWY) 100
60 [ HRD negative +  PD-L1 positive @ BRCAmMHRRm
[[] HRD unknown 80 + - PD-L1negative — m BRCAwt HRRwt
40 > Ongoing UN PD-L1unknown @ BRCAwt HRRm
o PD-L1 positive 604 O Unknown
= 204 40
- 20 gmeun
9 + + + UN + + + + - - + + UN + + + + + + - _ + _ + + + + + UN
<
=

Best change (%)
o

—60 - Tnewlesions

-804 -804  Other responders are a mix of confirmed and unconfirmed
target lesion responses

-100

20% increase

30% decrease

" ORR 18% (11-29%) ORR 17.9% (8.7-31.3)
DOR NR
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Is this more a platinum sensitive strategy? Mediola

1 Olaparib + durvalumab + bevacizumab 7 Olaparib + durvalumab

: ORR =871% ORR = 34.4%
(95% C1 18.6-53.2)

(95% C170.2-96.4) _ .
7 Median DOR = 11.1 months Median DOR = 6.9
. (IQR7.4-16.4) ] months
. (IQR 5.4-11.1)
_ i

Best % change in
target lesion size

Olaparib + durvalumab + bevacizumab Olaparib + durvalumab
Genomic instability status* subgroup BEOEGIELF AR n/N patients ORR (95% Cl), % n/N patients
GIS-positive (69.12(12'80.0) 10110 1 857(1:3) 13) 5/10
GIS-negative 3 425—36 8) 6/8 (0.1%4. 1) 1/6
b (54.86‘1'38.1) Ve (11?()1;28.7) 2l
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at Jefferson Drew et al. ESMO Virtual 2020 Congress
NCI — designated

Until every cancer is cured



Future Directions in the Front Line: What is Potentially Exciting?

Anti- Estimated
Trial Size . . PARPI ICI Start Primary
angiogenic ;
Completion

FIRST! 1405 - Niraparib Dostarlimab Oct 2018 Jan 2023
ENGOT OV-44 Bevacizumab P

e ~1254 Bevacizumab  Olaparib  Durvalumab  Jan2019  June 2023
ENGOT OV-46 evacizuma apari urvaluma a u
ATHENAL¢]

GOG-3020 ~1000 - Rucaparib Nivolumab May 2018 Dec 2024
ENGOT OV-45

ENGOT OV- N

43ld] ~1086 — Olaparib Pembrolizumab  Dec 2018 Aug 2025
KEYLYNK-001 Bevacizumab

Sidney Kimmel ° a. ClinicalTrials.gov. NCT03602859; b. ClinicalTrials.gov. NCT03737643
Cancer Center.

f

Bl rr e * c. ClinicalTrials.gov. NCT03522246; d. Clinical Trials.gov NCT03740165

NCI — designated

Until every cancer is cured




® FIRST LINE: surgery, carboplatin ® SECOND LINE: e THIRD ® FOURTH e FIFTH LINE:

+ paclitaxel &= bevacizumab (bev) carboplatin + PLD LINE: LINE: carboplatin +
followed by PARPI weekly clinical trial , gemcitabine
paclitaxel
PFS PFS PFS PFS PFS
Death
©
> - < -~ Bowel
ﬁ 2o ‘/ " \' (, pe \' obstruction
& 7 \ \ ¢ MNL_7
(@) SN NN
‘ [ ] I}
Symptoms v\~
YEEEN
( e
\ | - /
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Bullseye Overview: Pivotal PROC Trials
Updated Jan 2023

(gets (ADCS) and Novg| Thera
2!

e Regimen
oi® DS6000a CDH6 Yjeg, Monoth
A\ ® (ADC) ® Monotherapy
® Chemo combo
Upifitamab rilsodotin 10 combo
©® (NaP2bADC) ;0 icitamab rilsodotin PARP inhibitor
@ (NaPi2b ADC) combo

@ TTFields

Mirvetuximab Pembrolizumab

® Ssoravtansine (PD-1) g

2 GELDAY Nemvaleukinalfa 2
? o (IL-2) 3
=5 :
£ Approved @ Atezolizumab g
2 EPIK-O PDL1) 3
] (PI3Ka) > §
3 ostarlimal

o
8 E Under (PD-1) L‘g

= Batiraxcept ’

Ofra-vec__ —
(GASB/AXL) o Review ()

(VB- uJ—fas‘l‘NFﬁ‘rgene therapy)
Phase 3
Phase2i3 @

Phase 2  Navicixizumab
Phase 1/2 (DLL4 x VEGF bispecific)

Phase 1

3)
/;Ve,e ‘fnuanglogenes‘s ‘“e""Q
EGF therapy, 9e"°

ADC, antibody-drug conjugate; DLL4, delta-ligand 4; TNFR1, tumor necrosis factor receptor 1; GAS6, growth arrest specific 6; IL, i ; 10, immune |

NCI, National Cancer Institute; PARP, poly (ADP-ribose) polymerase; PD-L1, programmed death-ligand 1; PD-1, programmed cell death pfo(em 1; PROC, plmnum-
resistant ovarian cancer; TTFields, tumor treating fields; VB-111, ofranergene obadenovec.
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PD-1/PD-L1

Emerging Ph3 Treatment Landscape: PROC 4 pimay competonaate 112 Cvtokne
(Based on CT.gov unless noted) ADC
Study completion date AXL c_iecoy
(Based on CT.gov unless noted) protein
TTFields

anary

INNOVATE-3 (Ph3, N=540,

Study Locations

by Region?

+ bev

|
Sep I 0s l 9 @ .
2023 | |
NovoTTF-100L(O) + PAC vs. PAC I I
| ] .
MIRASOL (Ph3, N=430, @ %r : : @ (‘) . O
2022 PF
Mirvetuximab soravtansine vs. IC chemo 2024 S : ’ @ '
|
AXLerate-OC (Ph3, N=350, ﬁ % I X X
: 2023 2024 | PFS |
Batiraxcept + PAC vs. placebo + PAC I I
AGO-OVAR 2.29 (Ph3, N=550, A JAN i .
Jan Dec I
Bev + chemo + placebo vs. bev + 2024 2024 OS,PFS |
chemo + atezo I I
ROSELLA (Ph3, N=360, A JAN | | %
S0 - : PFS :
RELA + nab-PAC vs. nab-PAC 2024 - | |
| |
ARTISTR® = A A T
ARTISTRY-7 (Ph3, N=376, = =Y i @ @ .
2025 2026 | '
Nemvaleukin alfa + pembro vs. pembro : PFS I
mono vs. nemvaleukin alfa vs. IC chemo
A NN WO WY
KEYNOTE B96 (Ph3, N=616, Jun Aug ~
| * i 2 Y " EJOICKE.
Pembro + PAC £ bev vs. placebo + PAC I PFS I
| |
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PD-1/PD-L1

Emerging ADC Treatment Landscape in OVC 4 eimaycompietonaate 112 Ctokine

(Based on CT.gov unless noted) ADC
Study completion date AXL decoy
(Based on CT.gov unless noted) protein
¢ PDUFA date TTFields
(GRA

Primary Study Locations

innovaTV 208 (Ph2, N=98

| |
| DLTs, ORR !
Tisotumab vedotin with safety run-in 2F0e2b2 I s I @ ‘
t t
SORAYA (Ph3, N=106, A Nov 28, 2022$%A : I % . g
ORR
Single arm: Mirvetuximab soravtansine 2‘:’; 2%2‘:2 : :
| |
DESTINY-PT02 (Ph2, N=268, ' '
—— | |
. .  Eeses
Trastuzumab deruxtecan 2023 : I e @ @ ‘ ‘
UPLIFT (Ph1b/2, N=444, A A : }
— DES, EXP, |
Upifitamab rilsodotin DES, EXP oot 4 ORR | @ @ ‘ O
]
STRO-002-GM2 (Ph1, N=58, ! A A | I
STRO-002 DES, EXP sl | oesee | S
- + bevacizumab g 2023 2024 I 1
QUARTZ-101 (Ph1, N=298, A A I
XL102 vs XL102 + fulvestrant vs XL102 Sy | MTT, ORR l@
+ abiraterone/prednisone DES, EXP = | I
= |
MORAD-202 (Ph1/2, N=58, . 'al DES, ORR, |@ .
ol 2025 A
Farletuzumab ecteribulin DES, EXP AE/AESI |
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Antibody Drug Conjugates (ADCs) Are Emerging as Highly Active Therapeutics

In Gynecologic Cancers

Mirvetuximab Soravtansine: MOA Efficacy Key TRAEs
1009 Bezt Tumor Response by RECIST (n=102¢)

ADC 2 71% of patients experienced tumor reduction Grade

Binding 3 5 Al 3 26
Internalization 1 ’, g Mirvetudmab
) 13 Chemctherapy |

. £
D.:.u 600 ;] ‘

5 Cell Death
. .O L 4
EN 1
°
Lysosomal N
Degradation ~

Release of Payload
Bystander Killing

ADC targeting folate receptor alpha conjugated
to DM4 — a microtubule toxin

; -204
e
_% 0 ORR in SORAYA
2 Study

-100

32...

(23.6-

. 4T)b

Matulonis et al. SGO Annual Meeting 2022

& *4‘79 FFLF FhO
Keraogatly MEn

Ocular
Integrated Safety SORAYA*

Adverse event Al Grades, Grade 23, A Grades, Grade 23,

n (%) n (%) n (%) ni%)
Aopecia 3=t o 1(<1 o
Neuropathy perphersl 64(14) 4(<t 1 [
Peripheral senzory neuropathy 38(8) (<t 2@
Peripheral motor neuropathy 1 1(<t 11<1
Paresthesis 21(5) L] B5 0
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Antibody Drug Conjugates (ADCs) Are Emerging as Highly Active Therapeutics
In Gynecologic Cancers

Upifiamab Rilsdotin Efficacy Key TRAEs
2 TRAESs 220%
— L
) : Humanized monocional 5 4T3 (B7%) Putwnts Hid & Targe Somenes 3
«Q ./,. s ——; K ; T S g e I—
® Linker: Polymer scaffold; cleavable ester .‘ n S — o AST m.:: _
linker* g % . {
T = o — Throm! nia 4
Ge® ® o ®  Payload: AF-HPA (DolaLock-controlied j S Wombocytope .
bystander effect)’ % : D«mm.mun- |
UpRi Drug-to-Antibody Ratio: ~10 }: — '-
e e Dwrrhaa |
» - Anemia < -
Pyroxia l
- Headache 1 Dose Group 36 I Dose Group 43
= Antigen-expressing cell > G "AllDose Lavals| Dose Group 36  Dose Group 43 l0od ALP ncreased | (n=29) I (n=66)
AF-HPA AF N 8 16 2 Abdominal Pain | [CTCAE Graod | CTCAE Gradd
5 [ Intraceliular ‘S YAy A ORR, n (%) 13034 744 .m) oy 4. .,]'. .AI —— — ! vvvvv --s-v = -
-73» c‘—i-- metabolism . L GJ " (TN.:‘SZ:I‘;‘w CR, n(%) 2(5) 2(13) o 100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 60 100
-y a T e e e s a .‘~ 4 PR, n (%) 11(29) 5(31) 627 Purcentage (%) of Patients
14 Nt AB : . DCR, n (%) 33(87) 12(7%) 21(95)
VA S5 B\NANES N 75 b2 4
i .Ti | ﬂ (a L“ ORR.n (%) 172y 208 ) Pneumonitis:
:Il NaPi2b CR. n (%) 20 2) - 43mg/m2: G1-2 (5); G3+ (4)
PR, (%) 16 (20) 7(28) 8017 36mg/m2 G1-2 (2); G3+(0)
. _ DCR, n (%) 54 (72) 18(72) 35(73)
ADC targeting the sodium gated phosphate . Median DoR in patients (all dose levels) with NaPi2b-high ovarian cancer (n=13): §
channel conjugated with AF-HPA (Dola-Lock monthe
controlled bystander effect)
Richardson et al. SGO 2022
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Antibody Drug Conjugates (ADCs) Are Emerging as Highly Active Therapeutics
In Gynecologic Cancers

DS-6000 Trastuzumab deruxtecan
u..,-,;.';:;:c Ot Derwntecan' ! T " b ) c
ol et (owers  ADClagefing ERBE2 i :
’F ( AN 3 L (T-DXd)' ( ) conjugated to a

* A humanized anti-CDH6 IgG1 monoclonal antibody covalently linked
to

4 topoisomerase inhibitor. T "‘" e

* A topoisomerase | inhibitor payload, an exatecan derivative, via

* A tetrapeptide-based cleavable linker

.
% el Adjudicated as drug-related ILD/pneumonitis3, n (%)
E
;- T-DXd (n = 257) 727 18 (7.0) 2(0.8) 0 0 27 (10.5) 79:/0 nausea
5 T-DM1 (n = 261) 4(15) 1(04) 0 0 0 5(1.9) ilgl/"d'a”hea
z grades
.G There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd
Pafient LVEF decrease, n (%)
TRAES:
G3 neutrophils T-DXd (n = 257) 1(0.4)° 6(2.3)° 0 0 0 727
G2 pneumonits (both appear dose related) T-DM1 (n = 261) 0 1(0.4)° 0 0 0 1(04)

In the T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac
failure occurred

Hamilton et al. ASCO 2022
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Does Immunotherapy Have a Role in Ovarian Cancer? So Far - No

Keynote B96 AGO OVAR 2.29 NRG GY009
NCT05116189
PLD 40 mg/m? IV q4w
Atezolizumab 800 mg IV 2w
Figure 1. ENGOT-ov6S/KEYNOTE-B896 study design

*  Cancer de Fovaire, des trompes
de Falope cu du partone

« 1™ ou 2™ rechute avec *< 6
mon.

+ 0u3" rechute

+  Prise antérieure oy Bevacirumad
rronee

+  Crtéres d'exchawon spéciiques
W Beaorumab et )

* IL = intervade libre sans platine
s I ey O Ao

v 3¢ AITEANINE 4 T Masdieon Caowtor Devecasret

Chemotherapy® +
Bevacirumab 10 mg/kg q14 +
Placebo g14

Chemotherapy® +
Bevaciumab 10 mg/kg q14 +
Atezolizumab 840 mg q14

PLD 40 mg/m? IV q4w

0 Bevacizumab 10 mg/kg IV q2w
Atezolizumab 800 mg IV q2w

PLD 40 mg/m? IV g4w
Bevacizumab 10 mg/kg IV g2w

HRPFS  <0.783 (88% power)
HR OS*  <£0.625 (90% power)
*one-tail ¢ 0.0115

(multiple comparisons)
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Novel Immunotherapy Approaches in Ovarian Cancer

Alkemeres/ARTISTRY 7

Gemogenovatucel-T (GEM): VIGIL

CH 52
o N
High-affinity Intermediate-affinity Nemvaleukin alfa
* Nemvaledkin was engineered using native IL-2 and the extracelidar region of
the IL-2Ra doman

* Stable fusion proten that s ntrinsically actve immediately upon Systemc entry
* Does not require metabolic activation or degrade to native IL-2
* Sterically occluded from binding to the hegh-affinity IL. 2R
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Wengorse oo SECIST 41 | Ot oot Octoter

Study
Neoadjuvant or Adjuvant Treatment Maintenance
A A
f \r 1
* Clinical Complete
Response (cCR)
by RECIST 1.1
CA-125, PE
Newly
1L CT (58 cycles) «HRP <4
diagnosed, "'"""’;,, AUC 5.8V byR Score <42
Stage Ilib-1V, PR | (D wIr Y MyChoice HRD
HRP Ovarian i Plus COx
Cancer
(high-grade " Stratification
Serous of bevacizumab [BEV] factors
endometrioid) (minimum of 3 cycles « Surgical Outcome
Wih chemotharspy) (CR/microscopic
15mofkg IV VS. MAcroscopic)
* Neoadyuvant CT
Tsswe of @ tumor lesion prior 1o nliation of adjuvant chemotherapy at ime of debuliang surgery

Adpvant chemotherapy Tissue colection of Ireatment-narve WMor Wsion PRor 1o INason of adgvant chemotherapy al tme of debullang SUrgery
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