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The global burden of cancer on women worldwide

Estimated New Cases

Breast
1,383,500

Colon & rectum
570,100
Cervix Uteri
529,800
Lung&bronc
513,600
Stomach
349,000

Corpus uteri
287,100
Liver
225,900

Ovary
225,500
Thyroid
163,000

Non-Hodgkin lymphoma
186,300

us

All sites but skin
6,038,400

Jemal A et al. CA Cancer J Clin 2011;61:69-90.

9% of all new cancer cases
>58,000 new cases every year

8% of total cancer deaths
>24,000 deaths every year

85% of new cases
87% of deaths occur
in developing countries

Estimated Deaths

Breast
458,400

Lung & bronchus

Colon & rectum
09 100

Cervix Uteri
275,100

273,600
Liver
217,600
Ovary

140,200
Esophagus
130,700
Pancreas
127,900
Leukemia
113,800
All sites but skin
3,345,800




Cervical cancer: 5-year survival according to stage

» Early-stage CC may be cured by radical
surgery with tailored adjuvant therapy

0 e
MO0 e e aomweon > Patients diagnosed with locally advanced
U mamonet oo con disease (FIGO IB2-IVA) despite radical
chemoradiation experience 5-year DFS

BEHR ol Gad ke and OS of 47-80%
"j:"’"“’ » The management of women with

| S N advanced (FIGO stage IVB) and

Yeues afer ignasi recurrent disease has represented an

unmet clinical need for decades.

0S, overall survival; PFS, progression-free survival.
Cancer Stat Facts: Cervical Cancer. https://seer.cancer.gov/statfacts/html/cervix.html. Accessed 21 March 2022.




What is the Rationale to Pursue ICI in Cervical Cancer?

1. Cervical Cancer is a Virally Driven Cancer:

* Almost all cases are driven by HPV infection. The virus has evolved many ways of evading the immune
system

2. Immune-Privilege State: PD-L1 expression and Tumour Infiltrating Lymphocytes(TILs)
 PD-L1 is not expressed in normal cervical tissue, but is overexpressed in SCC(19% to 88%) and
Adenocarcinoma(14%)

e The tumour microenvironment(the composition of) has an impact on survival rates:

e Patients w negative LN have higher numbers of intraepithelial CD8+ cells than positive LN patients

3. Cervical Cancers Have an Increased Tumor Mutational Burden(TMB) Rate
* The rate of TMB in cervical cancers is about 5-6 mutations per megabase (behind melanoma, lung, bladder,
oesophageal and colorectal cancers)
* Increased TMB lead to the presence of more neoantigens that then stimulate the immune system

Smola, S, et al. Ther Adv Vaccines. 2017;5(3):69-82.Dyer et al INCCN; Volume 17 Number 1 January 2019
S.J. Otter et al. / Clinical Oncology 31 (2019) 834e843; J. Otter et al. / Clinical Oncology 31 (2019) 834e843; Piersma SJ et al; Cancer Res 2007; 67: (1). January 1,
2007Alexandrov LB et al Nature 2013;500:415e421; S.J. Otter et al. Clinical Oncology 31 (2019) 834e843




CALLA Study Design

Durvalumab 1500 mg Primary Endpoint:
Eligible population q4w x 24 doses Progression-Free Survival®

(Investigator-assessed)

15 countries, 120 sites

* Women aged 218 years
Platinum + EBRT

+ brachytherapy Key Secondary Endpoints:
e QOverall survival

* Histologically confirmed cervical
adenocarcinoma, squamous carcinoma, or
adenosquamous carcinoma

- High-risk LACC (FIGO 2009)

Objective response rate

— Stages IB2 to B, node positive (N=1) . Pla;4el;o Soraton of
° uration or response
— Stages IlIA to IVA with any node (N=0) gqaw X oses . P |
+ WHO ECOG performance status of 0 or 1 Platinum + EBRT » Incidence of local or distant

progression / 2° malignancy

+ brachytherapy

Safety and tolerability
Stratification factors

* Disease stage

— FIGO Stage IB2-1IB and LN+ Chemoradiotherapy Regimen
— FIGO Stage 2lll and LN- Platinum agent Cisplatin 40 mg/m? or carboplatin AUC2 q1w x 5 weeks
— FIGO Stage zlll and LN+ EBRT 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
First patientin  February 2019

Last-patientin____December 2020
Data cut off January 20, 2022

aAccording to RECIST 1.1 or histopathologic confirmation.of |
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Progression-Free and Overall Survival

PFS

76.0% 24m
73.3% PFS rate
65.9% Hazard Ratio (95% CI
62.1% 0.84 (0.65-1.08)
p-value =0.174
M 1 319
Durvalumab + CRT aturity: 31%
Placebo + CRT Median follow-up: 18.5 m vs 18.4
m
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Time from randomization (months)
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Hazard Ratio (95% CI)
0.78 (0.55-1.10)
Nominal p-value = 0.156

Maturity: 17%

Durvalumab + CRT Median follow-up: 20.4 m vs 20.3 m
Placebo + CRT
T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
385 378 371 360 346 295 225 163 93 36 6 1 0
385 379 366 357 342 282 206 151 94 40 5 1 ]




Secondary Efficacy Endpoints
e

Objective Response Rate? , n (%) 318 (82.6) 310 (80.5)
CR, n (%) 165 (42.9) 155 (40.3)
PR, n (%) 153 (39.7) 155 (40.3)

Local Disease Progression Events, n (%) 42 (10.9) 40 (10.4)
Hazard Ratio (95% CI), 2-sided p-value 1.06 (0.69-1.63), P=0.795
Local Disease Progression, % (95% CI)

12 months 8.2 (6.7-11.3) 8.2 (56.7-11.3)
24 months 13.1 (9.3-17.6 12.7 (9.0-17.1

Distant Disease Progression Events, n (%) 52 (13.5) 69 (17.9)
Hazard Ratio (95% CI), 2-sided p-value 0.75 (0.53-1.06), P=0.103

Distant Disease Progression, % (95% CI)
12 months 12.3 (9.1-15.8) 15.7 (12.2-19.6)
24 months 16.1 (12.4-20.2) 21.0 (16.8-25.5)

TeBy-blindee-independent central review using RECIST v1.1; includes unconfirmed complete or partial response.

SRS . ———————




PFS Subgroup Analysi

Durvalumab + CRT Placebo + CRT
(Events/Total) (Events/Total)
All patients 112/385 128/385
Disease stage (FIGO 2009)
Stage I1B2-1IB, node positive 35/134 39/133

Stage 2lll, LN- 28/108 26/107

S Are there some patients that seem to benefit

more? Hypothesis generating
Hazard Ratio (95% CI)

0.84 (0.65-1.08)

0.87 (0.55-1.38)
1.11 (0.65-1.91)

| 1 |
| ® |

| 1 . I
Stage 2lll, LN+ 49/143 63/145 |—.—H 0.71 (0.49-1.03)

Chemotherapy received

Carboplatin 14/26 9/20 | .: { 0.94 (0.41-2.27)
Cisplatin 98/359 118/363 | @ ] 0.82 (0.62-1.07)
PD-L1 expression status i
21% 102/356 117/352 '_FH 0.83 (0.64-1.09)
<5% 19/60 25/64 } o | | 0.73 (0.40-1.32)
25% 85/311 95/300 |—.4H 0.84 (0.63-1.13)
Lymph nodes !
Para-aortic lymph node 15/47 20/38 i { 0.60 (0.30-1.17)
No para-aortic lymph node 97/338 108/347 I—.ﬂ:—| 0.89 (0.68-1.17)
Pelvic lymph node 75/246 97/268 |_._H 0.79 (0.58-1.06)
No pelvic lymph node 37/139 31/117 o 1.04 (0.64-1.68)
N -
7 T — : T -




ENGOT-CX11/GOG 3047/KEYNOTE-A18: Study Design

A randomized, Phase 3, double-blind study of chemoradiotherapy with or without
pembrolizumab for the treatment of high-risk, LACC

EBRT f/b brachytherapy
Key eligibility criteria n=490 + weekly cisplatin Pembrolizumab Q6W

FIGO 2014 stage IB2-1IB (5 weeks) 15 cvcles
(node-positive disease) or FIGO + pembrolizumab Q3W (15 cycles)
2014 stage llI-IVA (either node- (5 cycles)
positive or node-negative disease)
RECIST v1.1 measurable or
non-measurable disease EBRT f/b brachytherapy
Treatment naive > + weekly cisplatin —> P:?gecb‘z:lg:;’v
ECOGPSOor1 n=490 (5 weeks) + placebo y
Stratification factors .
« IMRT or VMAT versus non-IMRT and non-VMAT Endpoints
 Stage at initial diagnosis of cervical cancer (FIGO 2014 Stage IB2—IIB [node-positive disease] vs FIGO * Dual primary: PFS, OS

2014 Stage llI-IVA [either node-positive or node-negative disease])
* Planned total radiotherapy dose (EBRT + brachytherapy dose) of <70 Gy vs 270 Gy

EBRT, external beam radiation therapy; ECOG PS, European Cooperative Oncology Group performance status; f/b, followed by; FIGO, International Federation of Gynecology and Obstetrics; IMRT, intensity-modulated radiation therapy;
LACC, locally advanced cervical cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; VMAT,
volumetric modulated arc therapy.

NCT04221945. https://clinicaltrials.gov/ct2/show/NCT04221945. Accessed 7 March 2022; 2. Lorusso D et al. Presented at the European Society for Medical Oncology (ESMO) 2020, 19-21 September. Abstract 254TiP.




Biological hypothco.o

» RT is a double-edged sword regarding immune effects: it has both an immunostimulatory effect but also an
immunosuppressive effect and a relationship between RT dose and fractioning and immune system exists

T ——

Tumor and Immunec Systom Idocal Radiation doso High Radiation Dosc
A ¥ e . L X p A

An ideal dose of radiation will induce

4 A@ ,‘-\e ,’*g § C \ 1 ’ s 3
/ >/ < ”-y@ 2%/ A inflammatory tumor cell death and activate an

’\b anti-tumor T-cell response via APC maturation
A high dose of radiation may induce tumor cell
death but may also damage blood vessels and
induce more CD8 T cell apoptosis. Local control
from the direct effects of RT may be good, but
effective immune priming and distant control
may be compromised

CD4+T CELL ﬁ TUMOR ANTIGEN
@ €08 CELL (g ‘\ UYING TUMOK CELL .
-
e S @ RECULATORY T CELL (%] FN-v

APC/DENDRITIC CELL m DYING TUMUK GELL ;
DAMPS

Buchwald et al. Fontiers in Oncology 2018



Results of an Early Safety Analysis of a Study of the Combination of Pembrolizumab and Pelvic Chemoradiation in

Locally Advanced Cervical Cancer

96 patients

IIFI'H'I'I-HI‘H' Carcinoma of the Cervix:

Squamouws, adenosguamous, adenocarcinoma

Stages IB through 1WA or IB1 with positive pelvic
or para-aortic nodes (FIGD 2009)

PET/CT and MRI pelvis
I:I_’issue biopsy and peripheral blood collection

/

FET/CT required
MRI pelvis optional
Specimens (blood and tissue) collected:

pre-CAT, week & of CRT, and 12 weeks post-CRT

No safety nor efficacy issue anticipated
Translational research designed to estimate immunologic effects on tissue and blood ongoing

T —

Randomized 1:1

™

o~

AR 1 {pembro after CET):
COOP 40 mgfrm® weekly for 5-6 weeks
Concurent XAT: EBAT plus brachytherapy
3 cycles of corsalidative pembralizumab:

200 rrgg every 21 days beginning week 9 for 3 cycles
e o

i Ty

ARM 2 bro diuri 3
CODP 40 mgfrm? weekly for 5-6 weeks with
3 cycles of concurrent pembrolizumab:
200 myg every 21 days beginning day 1 lor 3 cycles

Concurrent XRT: EBAT plus brachytherapy
e

CRT was 50C per institution, complete in 8 weeks

a LR, Cancer 2020




Biological hypothesis

» Elective irradiation of draining lynphnodes (where antigen presenting cells (APC) migrate for T-cell priming)
may hinder T-Cell priming

&

mL
g

MOC1 DLN T-lymphocyte
antigen-specific responses

MC38-CEA DLN T-lymphocyte

antigen-specific responses

In draining lymph node tumor-
specific T-lymphocyte
responses is suppresed by
longer, conventionally

PFD-1 mib

i

s N

——Control
10— BGyx2+
meonz =~ | PD-1 mAb
or DEyR10 0.84
b CD8 mAb

1)

——Control
1. 24— 2Gyxi0+
PO-1 mAb
1n ..... u,
PD-1 mAb+
0.8 CD8 mAb

148 o0s

2Gyx10
significantly
enhances primary
tumor control and
survival




COLIBRI inclusion criteria & Study design () smeco

Cervical cancer

- Women aged =18 years

- Histologically confirmed cervical (adeno)squamous carcinoma
- LACC (FIGO 2018) stage I1B3-IVA

- ECOG performance status of 0 or 1

- Multicentric single arm pilot study

< <imm—
MRI/PET MRI/PET MRI /PET Surgery of residual disease (optional)

-

MRI/PET

[ Screening <28d

B/

][ Follow-up ]

}[ Neo-adjuvant phase ]I[ RTCT* 5-8 weeks ]I Delay of Maintenance with |[ EOT
| | Il 4-6 weeks nivolumab (6 months)

I & |
I | el
I [ :
| ]
I

o/ -/

T T T T >

D1C1 D15C1 D-1 of RTCT 4 weeks post D1C4
. \ \ RTCT ' \
Nivolumab 3mg/kg %2 Nivolumab 480mg’ C|4W % *1 optional cervical tumor sample
- during the surgery
Iplllmumab 1mg/kg ﬁ *2  mandatory blood sample and

optional biopsy at progression

*Chemoradiotherapy Regimen
%}Tumor biopsy PyTes

Platinum agent Cisplatin 40 mg/m? or carboplatin AUC2 glw x 5 weeks
f Blood sample EBRT 4%3 Gy in 25 fractions at 1.8 Gy/fraction, 5 fractions per week
Brachytherapy High-dose rate: 27.5-30 Gy; Low/pulsed-dose rate: 35-40 Gy

Isabelle RAY-COQUARD.




Relative changes before/after ICB by multi-IF ( v)emeco

Similar results with proliferative CD8* T cells

Neo-adjuvant dual ICB significantly increases tumor-associated
& CD8*/FOXP3* ratio

CD8'T cells and CD8*/FOXP3* ratio

Ki67* CD8*/ Total FOXP3* ratio

CD8* density Total FOXP3* density CD8*/ Total FOXP3* ratio Ki67*CD8* density
p=0.0132 p = 0.0903 p=0.0164 p < 0.0001 p < 0.0001
4000+ 800 - 12 1000
3000 600 800
N o~ 8- o~
£ £ E 600
p b o = Ke)
8_ 2000 8. 4004 = 8. w
©0 n o [7) o
T 2 2 400+
(&) O 44 O
1000
0
009-04
—— |sabelle RAY-COQUARD.
e ——————ec ——




Efficacy by response rate
After neo-adjuvant ICB, post RTCT and end of maintenance

Before RTCT Post RTCT End of maintenance
N (%) N(%)

Local control - 27 (68) 4 (85)
PR 6 (15) 12 (30) 3 (8)
SD 32 (80) 1 (2) 1 (2)
PD 2 (5) - 2 (5)
Global response  CR - 26 (65) (78)
PR 5 (13) 13 (33)
3 pts with initial FIGO IIIC
SD 33 (82) 1 (2) 4 pts have no change before/after ICB
PD 2 (5) R

- CD8+/Foxp3 ratio

m FIGO STAGE COMPLETE RESPONSE - Cold ‘HOT’ score
RATE

Global FIGO I/l 81%
RO FIGO IlI/IV 74%

lsabelle RAY-COQUARD CR complete response, PR




TGCA project: New opportunities in EC

Molecular subtyping: prognostic and predictive value

Non- Endometrial
H 2,3
endometricid adenocarcinoma 2014

Chart Area

83%
Endometrioid

MacKay. Oncotarget. 2017;8:84579. Ledn-Castillo. JCO. 2020;38:3388.

Overall survival (%)

Molecular subtypes define prognosis?

Overall survival

75 -
50 —
B4 — p53abn
= POLEmut
— MMRd
NSMP p log-rank <0.001
0 T T T T T
0 1 2 3 4 5

Years since randomisation




POLEmut p53abn MMRd

8

8-fr rvival
&
fri rvival
&
fri rvival
o
¥ g
1 1

— RT

— RT
— RT+CT

— RT
— RT+CT

— RT
) — RT+CT — RT+CT

T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5

p=0.015, HR 0.50 (95%CI 0,28-0,88)

e POLEmut: Excellent prognosis, regardless of adj. treatment

* p53abn: Worst prognosis; greatest benefit from adj chemotherapy

e MMRd: Intermediate prognosis, no benefit from Adj chemotherapy;
* NSMP: Intermediate prognosis, maybe some benefit (ns)

Leon-Castillo et al, Journal of Clinical Oncology 2020



Clinical management guidelines

ESGO/ESTRO/ESP quidelines for the management o e e e s e s e
of patients with endometrial carcinoma

. e endomelrioid carcinoma +
low-grade** + LVSI negative or focal

endometrioid + low-grade®* + LVSI | » Stape IB MMRd/NSMP endometrioid carcinoma +
negative or focal low-grade®* + LVSI negative or focal

'Sta,geﬂ 1A e;ldn;'netrinid + high-prade** + LVSI | :taﬁe Iﬁd:?'lﬂf{:;SMP Pindum?lri{;id carcinoma +
ne Ve or [oca - ] negative or foca

Nicole Concin ' Xavier Matias-Guiu,** Ignace Vergote,” David Cibula,® Mansoor Raza Mirza,” . Stag:e 1A non-endometrioid (serous, clear cell, | » Stifseg:: p53abn andﬁg:: non-endometrioid (serous,
Simone Marnitz,” Jonathan Ledermann ©  Tjallng Bosse, " Cyrus Chargari,"" Anna Fagotti,” i et || e i i i
Christina Fotopoulou | Antonio Gonzalez Martin,"* Sigurd Lax, ™" Domenica Lorusso, v

Christian Marth,"” Philippe Morice, " Remi A Nout,” Dearbhaile 0'Donnell”* Denis Querleu © " e e | e e e
Maria Rosaria Raspollini  Jalid Sehouli ™ Alina Sturdza ** Alexandra Taylor Anneke Westermann s TH eidonsalchold B s ot | MEvRSln

Pauline Wimberger Nicoletta Colombo, Frangois Planchamp, Carien L Creutzberg™ ;gf“‘s el e

« Stage I MMRd/NSMP endometrioid carcinoma

High » Stage [1I-IVA with no residual disease » Stage [1I-IVA MMRd/NSMP endometrioid carcinoma

« Stage I-IVA non-endometrioid (serous, clear cell, fmmiatinoresidual disease
undifferentiated  carcinoma, carcin oma, f| » Stage I-IVA p53abn endometrial carcinoma with
mixed) with myometrial invasi no myometrial invasion, with no residual disease
residual disease "

LdZE =1VA bl MO SETOUS, UNAITEreEnildie
carcinoma, inosarcoma  with myometrial
invasion, with no residual disease

[TATEC

= Stage I1I-IVA with residual disease

Metastatic » Stage IVB type
= Stage IVB of any molecular type

= Stage I1I-IVA with residual disease of any molecular

AFor stage III-IVA POLEmut endometrial carcinoma, and stage I-IVA MMRd or NSMP clear cell carcinoma with myometrial
invasion, insufficient data are available to allocate these patients to a prognostic risk-group in the molecular classification.
Prospective registries are recommended

* see text on how to assign double classifiers (e.g. patients with both POLEmut and p53abn should be managed as POLEmut)

** according to the binary FIGO grading, grade 1 and grade 2 carcinomas are considered as low-grade, and grade 3 carcinomas are
considered as high-grade.

p53abn: p53 abnormal, MMRd: Mismatch Repair Deficient, NSMP: nonspecific molecular profile, POLEmut: polymerase E mutated

—




TGCA Classification

Potential Therapeutic Impact on Endomentrial Cancer

MSI/MLH Mixed MSI high,

Copy Number
Low

Copy Number
High

Stelloo E, et al. Clin Cancer Res. 2016;22;4215-4224.

HETET low, stable MSI high MSI stable MSI stable
POLE (100%) o TP53 (92%)
PTEN (94%) :;le\;(éif;)) PTEN (77%) PPP2R1A (22%)
PIK3CA (71%) RAS (35;) CTNNBI (52%) FBXW?7 (22%)
Molecular profile FBXW?7 (82%) PIK3CA (542/) PIK3CA (53%) PIK3CA (47%)
ARID1A (76%) ARIDIA (37;) ARIDIA (42%) PTEN (11%)
KRAS (53%) PD-1/PD-L1 overex° ession FGFR2 (10.9%) FGFR (7%)
PD1/PD-L1 overexpression P HER2 (25%)
° HER2- |
* PI3K/PTEN/AKT/ mTOR * PI3K/PTEN/AKT/mTOR * PI3K/PTEN/AKT/mTO - PI3K- |
. pathway pathway R pathway . -
i E IR - Anti-PD-1/PD-L1 - Anti-PD-1/PD-L1 * Hormones PARP-|
* Wee-1 |
* Hormones * Hormones * FGFR-I - FGERI




Single agent IO efficacy
in biomarker selected Endometrial Cancer

Advanced/metastatic

K te 158: Pembroli b 0
eynote embrolizuma VTR 57%
G t :0akni Previously treated
rnet -Laknin Dostarlimab 71 Recurrent/advanced 45%
(2020)
d-MMR
: i Advanced /metastatic
PHAEDRA: Antill Durvalumab = / 43%
(2019) p-MMR
Konstantinopoulos Advanced /metastatic
Avelumab 15 0
(2019) d-MMR 27%

Marabelle et al. JCO2019; Oaknin, SGO 2020; Antill ASCO 2019 ; Konstantinopoulos ASCO 2019



GARNET study: Dostarlimab

in dMMR/MSI-H EC Cohort
Updated Analyses & Long-Term Follow-up

—_— AR

Medun PFS
60(41-130)

044 b -
Extimand % grobabity of PFS b s FPins.
1 12mo 4me
3 Ba% 378545 &0 1% ()16-484)

NWRUMBOD2HNANNDRUNBOLLQUS B R

=3 L= o o o -
- o ~ - . -

2= mDOR: not reached!

o <
-

Pratataity of prog essian-loe sl

Probability of
8 remaining in response

- -
- -
-

at 2 years: T EEE

84%!!

Time wrce vart o sy Yentment (mort®s)

|
2

HICWI B2 M B WM W N E NN DX M NN

E‘.
H

Oaknin et &l , ASCO 2022; Caurtesy Stephanie Gailard



oMMR/MSS disease

Response to anti-PD-1 therapy

KEYNOTE-028? NCT013758421% GARNET? NCT029125724 PHAEDRA®
Treatment Pembrolizumab Atezolizumab Dostarlimab Avelumab Durvalumab
Phase ib i3 1/2 2 2
Cohort Previously treated locally Incurable or Previously treated PMMR recurrent EC Recurrent pMMR EC

advanced or metastatic metastatic EC recurrent/advanced
PD-L1+ EC pMMR EC
16 3s
b 3
mPFS 1.8 mo 1.4mo — 1.9mo -
mOs NR 9.6 mo —_ 6.6 mo —
NR, not reached

* Of the 3 responders, 1 had POLEmt disease; the 1 MSI-H patient had progressive disease as best response

** Of the 2 responders, 1 had MSI-H disease

2535.2341; 2. Feming GF, ¢t 2\ Fresented o1 ASCO Annaal Meeting. 2017, Abslract 5585, 3. Oaxnin A, el al. Preszenled al ESMO, 202C. 4

CUitFA, et al. J Civ» Oncal. 2017:35(22):2525
Korglanlinogeoulos €1 2' J CAn Onody. 204227:27856.2784, 5 Anal ctal. ASCO 208




ENG T NSED'CTU GOG FOUNDATION®

European Network of - - - — - -
Gynaecological Oncological Trial groups Nordic Society of Gynaecological Oncology - Clinical Trial Unit

Dostarlimab in Combination with Chemotherapy for
the Treatment of Primary Advanced or Recurrent
Endometrial Cancer: a Placebo-Controlled

Randomized Phase 3 Trial
ENGOT-EN6-NSGO/G0OG-3031/RUBY

Mansoor R. Mirza,! Dana Chase,?Brian Slomovitz,3René DePont Christensen,*Zoltan Novak,> Destin Black,® Lucy Gilbert,”
Sudarshan Sharma,8 Giorgio Valabrega,?Lisa M. Landrum,®Lars C. Hanker,! Ashley Stuckey,2 Ingrid Boere,3 Michael A.
Gold,** Sarah E. Gill,*>Bradley J. Monk,¢ Zangdong He,'” Shadi Stevens,18 Robert L. Coleman,? Matthew A.Powell?°

1Department of Oncology, Rigshospitalet, Copenhagen University Hospital, Copenhagen, and Nordic Society of Gynaecologic Oncology-Clinical Trial Unit, Copenhagen Denmark; 2*David Geffen School of
Medicine at UCLA, Los Angeles, CA, USA; 3Department of Gynecologic Oncology, Mount Sinai Medical Center, and Department of Obstetrics and Gynecology, Florida International University, Miami Beach,
FL, USA; “Research Unit for General Practice, University of Southern Denmark, Institute of Public Health, Odense, Denmark; >Department of Gynecology, Hungarian National Institute of Oncology,
Budapest, Hungary; ¢Department of Obstetrics and Gynecology, LSU Health Shreveport, and Willis-Knighton Physician Network, Shreveport, LA, USA; “Division of Gynecologic Oncology, McGill University
Health Centre, Montreal, Quebec, Canada; 8Department of Obstetrics/Gynecology, AMITA Adventist Hinsdale Hospital, Hinsdale, IL, USA; ?University of Torino, AO Ordine Mauriziano, Torino, Italy;
ndiana University Health and Simon Cancer Center, Indianapolis, IN, USA; 11Department of Gynecology and Obstetrics, University Hospital Schleswig-Holstein, Campus Liibeck, Libeck, Germany;
12Women and Infants Hospital, Providence, RI, USA; 1®Department of Medical Oncology, Erasmus MC Cancer Centre, Rotterdam, The Netherlands; “Oklahoma Cancer Specialists and Research Institute,

ANNUAL MEETING Tulsa, OK, USA; 1>Division of Gynecologic Oncology, Nancy N. and J.C Lewis Cancer and Research Pavilion, Savannah, GA, USA; 6HonorHealth Research Institute, University of Arizona College of Medicine, H
?::?:“Tf‘f":f?: Phoenix, and Creighton University School of Medicine, Phoenix, AZ, USA; 7GSK, Collegeville, PA, USA; 18GSK, London, UK; 1?US Oncology Research, The Woodlands, TX, USA; 2°National Cancer Institute E
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ENGOT—EN6—NSGO/GOG—303 1/RUBY (NCT03981796)

Phase 3, randomized, double-blind, multicenter study of dostarlimab plus carboplatin-paclitaxel versus
placebo plus carboplatin/paclitaxel in patients with primary advanced or recurrent EC

Eligible patients

+ Histologically/cytologically proven
advanced or recurrent EC

«» Stage Ill/1V disease or first recurrent EC
with low potential for cure by radiation
therapy or surgery alone or in
combination

Dostarlimab IV 500
mg Dostarlimab IV . .
Carboplatin AUC 1000 mg W
5 mg/mL/min Q6W up to 3 *  PFS by INV

Paclitaxel 175 mg/m?2 yearse « OS
Q3W for 6 cycles

» Carcinosarcoma, clear cell,

serous, or mixed histology
permitteda

» Naive to systemic therapy or systemic
anticancer therapy and had a
recurrence or PD 26 months after
completing treatment

Follow
=up

Secondary endpoints

 PFS byBICR

- ECOG PS 0-1 Placebo . PFS?2
. Adequate organ function Carb0p|atln AUC Placebo IV . ORR
5 mg/mL/min Q6W up to 3 DOR
Stratification Paégtmel 16 75 rr;g/m2 yearse . DCR
« MMR/MS! status® SRS - HRQOL/PRO
* Prior external pelvic radiotherapy - Safety

» Disease status

On-study imaging assessments are to be performed Q6W (7 days) from the randomization date until Week 25 (Cycle 8), followed by Q9W (+7 days) until Week 52. Subsequent tumor imaging is to be performed every 12 weeks (+7 days) until
radiographic PD is documented by Investigator assessment per RECIST v1.1 followed by one additional imaging 4-6 weeks later, or subsequent anticancer therapy is started, whichever occurs first. Thereafter, scans may be performed per standard of

determination of MMR/MSI status, IHC, next generation sequencing, and polymerase chain reaction assays were accepted. For central determination of MMR/MSI status IHC per Ventana MMR RxDx panel was used. cTreatment ends after 3 years, PD,
toxicity, withdrawal of consent, investigator’s decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the Sponsor and the Investigator. AUC, area under the
plasma or serum concentration-time curve; BICR, blinded independent central review; DCR, disease control rate; DOR, duration of response, EC, endometrial cancer; IV, administered intravenously; INV, investigator assessment; MMR, mismatch repair; MSI,
microsatellite instability; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PRO, patient-reported outcome.

ENGOT-EN6-NSGO/GOG-3031/RUBY presented by Mansoor R Mirza

care.
-
aMixed histology containing at least 10% carcinosarcoma, clear cell, or serous histology. bPatients were randomized based on either local or central MMR/MSI testing results. Central testing was used with local results were not available. For local E'd' E
o
IE%%

Scan for slides
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Primary Endpoint: PFS in dMMR/MSI-H Population

61.4%
#

15.7%

HR, 0.28
Dostarlimab + CP (95% Cl, 0.162-0.495)
y : P<0.0001
Placebo + CP
+ Censored

1.0 —
©
2
<
5 0.8
(7p)
)
[H)
-
.
c
6 06—
(7))
(7))
()
-
[@)]
o _
L 04
Y
(o]
>
=
2 027 No.with  Median
0 event, % (95%Cl), mo
E Dostarlimab + CP 35.8 NE (11.8-NE)

Placebo +CP 72.3 7.7 (5.6-9.7)
0.0 1 PFS maturity 55.9
[ [ [ [ [ [
0 2 4 6 8 10

At Risk(Events)

Dostarlimab + CP
Placebo + CP

Chemotherapy Period

53(0)  48(3)  44(6)  39(10)
65(0)  57(4)  54(7)  34(24)

34(15)  31(17)
26(32)  14(41)

[
26

Months from randomization

13(19)  9(19)

3(47)

[ [ [ [ [
30 32 34 36 38

4(19)  1(19)  0(19)
2(47)  1(47)  0(47)

-
Median duration of follow-up 24.79 months. EI [=]
"
CP, carboplatin/paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability-high; NE, not estimable; PFS, progression-freesurvival. E'__

ENGOT-EN6-NSGO/GOG-3031/RUBY presented by Mansoor R Mirza
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Primary Endpoint: PFS in Overall Population

1.0 —
©
2
<
u:) 0.8
% HR, 0.64
- (95% ClI, 0.507-0.800)
1
c
5 o6 P<0.0001
7]
@ 48.2%
e
(o))
S 04- 36.1% |
o : : Dostarlimab + CP
[T
o
>
=
= 29.0%
g 027 No.with  Median —— ) . ,
e event, % (95%Cl), mo 18 10/0' " ™t y
g Dostarlimab + CP 55.1 11.8(9.6-17.1) ' Placebo +CP
Placebo +CP 71.1 7.9(7.6-9.5)
0.0 —| PFS maturity 63.2 + Censored
[ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Chemf’fhemwf’eriwﬂ Months from randomization
At Risk(Events)
Dostarlimab + C o IOD 220(12) 197(25) 157(55) 130(80) 105(103) 94(110) 90(113) 84(118) 78(122) 66(127) 52(128) 34(131) 23(132) 22(132) 12(133) 2(134) 0(135)
5
Placebo +CP 249Eo; 219(14) 200(29) 144(77) 103(115) 74(141) 59(155) 57(157) 48(166) 42(170) 39(170) 32(172) 20(175) 14(176) 13(176) 5(177) 2(177) 1(177) 1(177) 0(177) o0
Median duration of follow-up 25.38 months. a=;
CP, carboplatin/paclitaxel; HR, hazard ratio; PFS, progression-free survival. 'E'_, 7

Scan for slides
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Primary Endpoint: OS in Overall Population (33% maturity)

1.0
84.6%
0.8
71.3%
© Dostarlimab + CP HR, 0.64
2 (95% ClI, 0.464-0.870)
£ o6 P=0.00212
0.6
n
3 LI Ll ] 1] 111 1
> 56.0% LU LI mT T
= Placebo + CP
S 04
©
2
o
a
Received subsequent immunotherapy:
0.2 7 No.with  Median «  34.5% of patients on placeboarm
event, % (95%Cl), mo o . .
* 15.5% of patients on dostarlimabarm
Dostarlimab +CP 26.5 NE (NE-NE)
Placebo +CP 40.2 NE (23.2-NE)
0.0 —1 OS maturity 33.4 + Censored
[ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Chemme'apv%“wﬂ Months from randomization
At Risk(Events)
Dostarlimab + C P 2353) 224(8) 214(15) 198(25) 190(33) 183(35) 174(42) 169(44) 162(47) 145(53) 110(57) 83(60) 64(62) 45(64) 25(65) 7(65)  2(65)  0(65)
245(0
Placebo + CP 249503 242(3) 237(7) 226(17) 219(22) 203(35) 189(45) 177(57) 162(68) 147(78) 125(88) 88(93) 65(97) 48(98) 33(99) 15(100) 6(100) 1(100)  1(100)  0(100) Ok=0]
Median duration of follow-up 25.38 months. 1=
aP<0.00177 required to declare statistical significance at first interim analysis. H
CP, carboplatin/paclitaxel; HR, hazard ratio; NE, not estimable; OS, overallsurvival. E'., 7

Scan for slides
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OS in dMMR/MSI-H Population

1.0
, 90.1% , R
' ' Tt 4-H-¢—H-|-H-| 83.3% Dostarlimab + CP
— 79.6%
[ HR, 0.30
S (95% ClI, 0.127-0.699)
: —
w 0.6 L] 1 1 1 Ll 1ll] 1 1 1] 1
h LI LI | 1 LELBLILLI 1 1 1L T
; 58.7% Placebo +CP
S 04-
©
o]
o
a
Received subsequent immunotherapy:
0.2 7 No.v:itol; l\ggd/lacl? » 38.5% of patients on placeboarm
, event,%  (95%Ch, mo «  15.1% of patients on dostarlimabarm
Dostarlimab + CP 13.2 NE (NE-NE)
Placebo +CP 36.9 NE (23.2-NE)
0.0 —1 OS maturity 26.3 + Censored
| | | | | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Chemme'apv%”wﬂ Months from randomization

At Risk(Events)
Dostarlimab + CP 53(0)  50(1)  48(2)  46(4)  44(5) 44(5)  43(5)  43(5)  43(5)  42(5)  41(5) 29(6)  20(7)  16(7) 12(7)  8(7) 2(7) 1(7) 0(7)
Placebo + CP 65(0) 63(2) 62(3) 59(6)  55(9) 53(10) 48(13) 47(14) 41(18) 37(19) 32(20) 25(21) 16(23) 12(24) 10(24) 5(24)  3(24)  0(24) EE

CP, carboplatin/paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability-high; NE, not estimable; OS, overall survival. E'.,
ENGOT-EN6-NSGO/GOG-3031/RUBY presented by Mansoor R Mirza Soan for sides



Pembrolizumab Versus Placebo in Addition to
Carboplatin and Paclitaxel for Measurable

Stage Ill or IVA, Stage IVB, or Recurrent Endometrial
Cancer: The Phase 3, NRG GY018 Study

Ramez N. Eskander, MD, Michael W. Sill, PhD, Lindsey Beffa, MD, Richard G. Moore, MD, Joanie Mayer Hope, MD, Fernanda B.
Musa, MD, Robert Mannel, MD, Mark S. Shahin, MD, Guilherme H. Cantuaria, MD, Eugenia Girda, MD, Cara Mathews, MD, Juraj

Kavecansky, MD, Charles A. Leath, Ill, MD, MSPH, Lilian T. Gien, MD, Emily
M. Hinchcliff, MD, MPH, Shashikant B. Lele, MD, Lisa M. Landrum, MD, Floor Backes, MD, Roisin E.O’Cearbhaill,

MD, Tareq Al Baghdadi, MD, Emily K. Hill, MD, Premal H. Thaker, MD, MS, Veena Susan John, MD, Stephen Welch, MD,
Amanda N Fader, MD, Matthew A. Powell, MD, Carol Aghajanian, MD

( SGO )

ANNUAL MEETING
ON WOMEN'S CANCER



NRG-GY018 (NCT03914612)

Arm 1 Arm 1
Placebo IV Q6W

Key Eligibility Criteria N = 816 Placebo IV Q3W + Paclitaxel
* Measurable stage IlII/IVA or (591 pMMR, 175 mg/m2 1V Q3W + ¢ L |
measurable/nonmeasurable stage IVB or 225 dAMMR) Carboplatin AUC 5 IV Q3W orupto 14 additiona

. cycles
recurrent endometrial cancer for 6 cycles

* Pathology report showing results of
institutional MMR IHC testing

* ECOGPSO, 1,0r 2

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

Arm 2 Pembrolizumab Arm 2
200 mg IV Q3W + Paclitaxel 175 Pembrolizumab
mg/m2 1V Q3W + 400 mg IV Q6W

Carboplatin AUC 5 IV Q3W

for up to 14 additional
for 6 cycles ‘ cycles

Stratification Factors Endpoints ' ' .
« dMMR vs pMMR . Prlmary.: PFS per RECIST v1.1 by investigator in pMMR and dMMR
* ECOGPS (0Oor1vs 2) populations
; i * Secondary: Safety, ORR/DOR per RECIST v1.1 by BICR or investigator by
* Prior adjuvant chemo (yes vs no) treatment arm and MMR IHC status, OS in pMMR and dMMR

populations, PRO/QoL in pMMR population, and concordance of
institutional vs central MMR |HC testing results

BICR, blinded independent central review; dMMR, mismatch repair deficient; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival; pMMR, mismatch repair proficient; PRO, patient-reported outcomes; QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors.



PFS per RECIST v1.1: dMMR Population

Events, Median o (stratified; 95%Cl)
n/N (95% CI), mo

Pembro +CT 26/112 NR (30.6—NR) 0.30 (0.19-0.48)
Placebo+CT  59/113  7.6(6.4-9.9) P =<0.00001

100

90

80 74%
70_ il 1L L L L] LU i L L L
T T TTT 1L L

60

50 4

40 38%

30 ——

20 —

10

Proportion Alive and Progression-Free

Number at Risk (Cumulative number censored)

Placebo + CT 113 (2) 62 (24) 24 (35) 8 (47) 4(51) 2(52) 0 (54)
Pembro + CT 112 (1) 80 (22) 44 (46) 22 (65) 9(78) 8(79) 2(84) 0(86)

Data cutoff date: December 16, 2022.



PFS per RECIST v1.1: pMMR Population

100
...... Events, n/N Median
o 77 (95% Cl1), mo
L
'8 80 Pembro +CT 89/290 13.1(10.5-18.8)
5‘2_) 70 Placebo +CT 133/292 8.7 (8.4-10.7)
| .
Y 60 _|
| .
[a
= 50 _|
(4v]
g 40 _ |
E T
c 30 | |_H_H+
b= 20
5 _
o
o 10 ‘ ‘ ‘
D_ — T T 1
0
[ [ [ [ [ [ [ [
0 6 12 18 24 30 36 42
Months fromm Randomization
Number at Risk (Cumulative number censored)
Placebo + CT 292 (14) 129 (115) 33 (141) 10 (152) 2(157) 1(158) 0(159)
Pembro + CT 290 (15) 150 (112) 45 (167) 20 (185) 7(195) 3(198) 0(201)

HR (stratified; 95% Cl)

0.54 (0.41-0.71)
P <0.00001



KEYNOTE-C93/GOG-3064/ENGOT-en15

Study design

Phase lll randomized trial of pembrolizumab vs platinum doublet
chemotherapy in first-line dMMR advanced or recurrent EC

+ Histologically confirmed diagnosis of
Stage Ill or IV or recurrent EC
+ Received no prior systemic therapy of

: Progression as per
advanced EC except:
* Prior radiatior? with or without Pembrolizumab 400 mg QB ARtk N Fol
ollow up:
radiosensitizing chemotherapy (16 cycles) Safetyp
+ Prior hormonal therapy for Long-te (chemo am)
treatment of EC, if discontinued Effcacy
2 1 week prior to randomization | . i
e : N =350 Survival
+ Radiologically evaluable disease
(either measurable or non-measurable Progression s per PFS - pri
- primary
:; ETQEFC'ST‘M as assassed CarbopatnAUCS or6 Q31 e e N I
+ paclitaxel 175 mg/m? Q3W* ORR-k d
+ ECOG PS 0 or 1 within 7 days ; : ek
of randomization
Stratification:

+ Prior chemoradiation (yes vs. no)
+ Histology (endometrioid vs. non-endometrioid)

https://clinicaltrials.gov/ct2/s!

* Participants on the chemotherapy arm may have the opportunity to participate in the cross-over phase to receive
pembrolizumab monotherapy upon RECIST v1.1 progression as per BICR

how/NCT05173987; https://clinicaltrials.gov/ct2/show/NCT01244789

ENGOT-en13/GINECO/DOMENICA
Study design

Phase lll randomized trial comparing chemotherapy alone vs
dostarlimab in first-line dMMR advanced/metastatic EC

Dostarlimab 500 mg

Q3w

+ Endometrial cancer

* MMR deficient (local IHC)

» Metastatic/advanced

» Stage IV, relapse or Stage
IC2 (with residual disease)

9 N=142

Carbo AUCS-paclitaxel

Stratification:
+ CTadj/yes-no
+ Previous pelvic irradiation

175 mg/m26 cycles

Primary endpoint: Investigator-assessed PFS by RECIST v1.1

Secondary endpoints: 0S and PROs (key secondary endpoints), ORR, DoR, PFS2, TFST, safety and
tolerability, central MMR

Exploratory endpoints: Translational (MSI, PD-1/-L1 status, immune signature); PFS according to iRECIST

Dostarlimab 1,000 mg [N

QW

Up to 2 years or
to progression*

Cross-over allowed
at progression
(dostarlimab provided)




RAINBO: Refining Adjuvant treatment |
endometrial cancer Based On molecular profile

WNPQ R ;vCT/RT GUSTAVE/
AD\G
il CT/RT -> PARPi g L S,V

GRAND PARIS

Resected Endometrial
Cancer All histologic

subtypes ) Molecular
Classification

I

& RT
7R ‘\ ®< L Leids Universitair
4 C Medisch Centrum

RT - aPD1

(CT)RT +% NCRI
8 (R < RT o o e

stage 11/

of Canada

. /8 National
— No Ad] Tx iﬂ Cancer Institute

RAIBO umbrella program coordinated by TransPORTEC consortium will allocate EC pts to 4 international academically
sponsored trials
Adj, adjuvant; CT, chemotherapy; EC, endometrial; MMRd, MMR-deficient; NSMP, noNspecific molecular profile; p53abn, p53 abnormal; PARPi, Poly (ADP-ribose) polymerase inhibitor;

POLEmut, polymerase and mutated; PORTEC-3, Adjuvant chemoradiotherapy versus radiotherapy alone in women with high-risk endometrial cancer; RT, radiotherapy; TX, therapy.
Jamieson A et al. Ther Adv Med Oncol 2021;13:17588359211035959.



MK-3475-B21/ENGOT-en11/G0OG-3053: Study
design

Stage 1 Stage 2
s _sp sps " e / . / \

Key el'g'P'l'W criteria: | Pem(:r;'::‘z, :T:f::ﬁgg v Dual Primary Endpoints:
Newly diagnosed endometrial ) + .| Pembrolizumab 400 mg Q6W Disease Free Survival (DFS)
carcinoma or carcinosarcoma | Carboplatin (AUC 5 or 6) ] (6 cycles) - Investigator

; - Paclitaxel 175 mg/m? .
High Risk N (Q3W, 4 or 6 cycles) ) _ = Overall Survival (OS)
No prior therapy including e Placebo IV N\ - N\ Secondary Endpoints:
XRT or neo-adjuvant (Q3W, 6 infusions) Placebo Q6W DFS by blinded independent
. u + tral review
Curative intent TH/BSO +/- LN > Carboplatin (AUG 5 or 6) — (6 cycles) cen
sampling/dissection Paclitaxel 175 mg/m? ® Stht?JISOS by TMB, PD-L1
No residual disease \__ (@W4or6cyces) [ J

m ‘ Safety
e Radiotherapy (¥k Cisplatin) after T QoL
| completion of emotheral n

"\ / Stratification factors:

' *High Risk:

* FIGO (2009) Surgical Stage | or Il with myometrial invasion . ngaﬁﬁ:aat;g: g;DMMR- B
of non-endometrioid histology o Stage (Il : /IVA
or : : ‘ . ge (Il vs )
of any histology with known aberrant p53 expression or p53 mutation «  Planned radiation (EBRT vs Chemo-EBRT vs no EBRT)

* FIGO (2009) Surgical Stage lll or IVA of any histology « Histology (non-endometrioid vs endometrioid)

AUC, area under the curve; BSO, bilateral Salpingo Oophorectomy; ebrt, external beam radiotherapy; FIGO, International Federation of Gynaecology and Obstetrics; IV, intravenous; LN, lymph node; MMR,
mismatch repair; PD-L1 programmed cell death ligand 1; pMMR, proficient mismatch repair; QoL, quality of life; Q3W, every 3 weeks; Q6W, every 6 weeks; TH, total hysterectomy, tumour mutational burden; XRT,
radiotherapy.

Clinicaltrials.aov. NCT04634877. Available at: https://clinicaltrials.aov/ct2/show/NCT04634877.



RT in Cervical and Endometrial Cancer: Open
Question?

What is the best way to combine Radiotherapy and Immunotherapy in LACC?

Is there a role for RT in the adjuvant treatment of (MSI-H) endometrial cancer?



