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ENDOMETRIAL CANCER: INTRODUCTION

nEndometrial cancer (EC) remains the only gynaecologic malignancy with a rising incidence and
mortality.

nWhile patients diagnosed at an early stage have an excellent prognosis, those diagnosed at a late
stage have a 5-year survival rate of only 17%.

oUntil recently, treatment options for patients with recurrent or metastatic EC remained limited:
The backbone of first-line treatment is usually based on carboplatin and paclitaxel
There was no standard second-line therapy following platinum failure

o Inthis scenario, Immunotherapy emerges as a game changer in the management of EC.

Sung, H. et al.CA CancerJ. Clin. 71, 209-249 (2021).Colombo N, et al. Ann Oncol 2016; 27: 16-41; Bestvina CM & Fleming GF. Oncologist 2016; 21: 1250-1259;
Concin N, et al. IntJ Gyn Cancer 2021; 31: 12-39.
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Treatment group  Event Total Median
Pac-carbo 492 672 13.2
e TAP 470 656 139

Hazard ratio stratified: 1.032
90% confidence limit: 0.928 to 1.148

+ Censored
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Treatment group  Event Total Median
——— Pac-carbo 438 672 37.0
— TAP 427 656 411

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

+ Censored

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168

No. at risk:
Pac-carbo 672 525 392 325 281 243 214 195 184 167 135 33 19 8 1
656 497 392 338 285 247 221 205 193 178 137 39 17 2 0

TAP

Time (months)

TC vs TAP

ORR:

52% both arms

mPFS:

13 vs 14 months (HR 1.032)
mOS:

37 vs 41 months (HR 1.002)

Clear unmet need to improve patients outcome

How to maintain the response over time?
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Post Carboplatin-Paclitaxel

Agent ORR (%) mDOR (months) mPFS (months)
Paclitaxel’ 27.3 4.2 mOS: 10.3
Bevacizumab? 13.5 6 4.2
Ifosfamide? 12.5 3t04.9 5
Docetaxel* 7.7 NR 2.0
Topotecan® 9.0 4.5 NR
Ixabepilone® 12.0 5.8 2.9
Etoposide’ 14 NR 4
Pegylated liposomal doxorubicin® 9.5 2.7 mOS: 8.2

mDOR, median duration of response; mOS, median overall survival; mPFS, median progression-free survival; NR, not reached; ORR, overall response rate.

1. Lincoln S et al. Gynecol Oncol. 2003;88(3):277-271. 2. Aghajanian C et al. J Clin Oncol. 2011;29(16):2259-2265. 3. Barton C et al. Cancer Chemother Pharmacol.
1990;26(Suppl):S4-6. 4. Garcia AA et al. Gynecol Oncol. 2008;111(1):22-26. 5. Miller DS et al. Gynecol Oncol. 2002;87(3):247-251. 6. Muggia FM et al. J Clin Oncol.
2002;20(9):2360-2364. 7. Poplin EA et al. Gynceol Oncol.1999;74(3):432-435. 8. Dizon DS et al. J Clin Oncol. 2009;27(19):3104-3108.
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Updated Molecular Classifications of EC Predict Biologic Behaviour

Endometrial . .
adenocarcinoma 201423 Molecular subtypes define prognosis’
Non-
endometrioid Overall survival
Copy
100 .
high Copy
number e 5
low 3
39% 2 50~
H
é
830/0 B — p53abn
Endometrioid i
i NSMP p log-rank <0.001
0 1 2 3 4 5

Years since randomisation

CN; copy number; MSI: microsatellite instability; OS: overall survival.
1.Talhouk, A., et al. (2015) Br J Cancer 113:299-310.; 2. National Cancer Institute at the National Institutes of Health (2019) Available at:

http://www.cancer.gov/types/uterine/hp/endometrial-treatment-pdg#section/_9 (Accessed November 2019); 3. Levine, D.A., et al. (2013) Nature 497:67-73.4. Alicia Leon-Castillo, et al.
for the TransPORTEC consortium. JCO 2020
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Update! ehaviour
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EC is the solid tumour with the greatest percentage
5 of MSI-H cases: 31%

6 - II'survival
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CN; copy number; MSI:
1.Talhouk, A., et al. (20
http://www.cancer.gov/t Leon-Castillo, et al.
for the TransPORTEC ( Tumour type

1. Bonneville R, Krook MA, Kautto EA, Miya J, Wing MR, Chen H-Z, et al. Landscape of Microsatellite
Instability Across 39 Cancer Types. JCO Precision Oncology. Wolters Kluwer; 2017 Oct 3;(1):1-15.
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Rationale for checkpoint Inhibitors(ICl)in EC
Tailoring it based on molecular classification

Relationship between MSI, TMB and PD-1/L1 expressionin EC
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For patients with EC, the large overlap between MSI-H and TMB-H may indicate dMMR/MSI-H as a

useful biomarker to identify those patients who will benefit most from ICl treatment

Howitt BE, et al. JAMA Oncol 2015; 1: 1319-1323; Luchini C, et al. Ann Oncol 2019; 30: 1232-1243
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WHERE DO WE STAND WITH CHECKPOINT INHIBITORS IN EC?

Avelumab Pembrolizumab

Humanized IgG1 monoclonal antibody that binds to the inhibitory Humanized IgG4 monoclonal antibody that binds to the inhibitory
immune checkpoint ligand PD-L1 on tumour cells and immune cells immune checkpoint receptor PD-1 and blocks its interaction with the
and blocks its interaction with the receptors PD-1 and B7.1 ligands PD-L1 and PD-L2

Dostarlimab,

Humanized IgG4 monoclonal antibody that binds to the inhibitory
immune checkpoint receptor PD-1 and blocks its interaction with the
ligands PD-L1 and PD-L2

Pembrolizumab is approved:
+ Inthe US and Europe™
*  For patients with unresectable or metastatic, dAMMR/MSI-H or TMB-H solid tumours that have progressed following prior treatment.
* In combination with lenvatinib for the treatment of advanced or recurrent EC (only pMMR in US) in adults with disease progression following prior treatment
with a platinum-containing therapy

Dostarlimab is approved:
*  Inthe EU for JMMR/MSI-H advanced/recurrent endometrial cancer that have progressed on or following prior treatment
* Inthe US for adult patients dMMR recurrent or advanced solid tumours that have progressed on or following prior treatment

augjdntill YC, et al.  Immunother Cancer 2021; 9: e002255; .Marabelle A, et al. J Clin Oncol 2020; 38: 1¢20.
s T é T NIV oM CTDSHEM 21 B 2= 58 6OR: B EZemperli SmPC 2021. Jemperli US prescribing information

*

Konstantinopoulos PA, et al. J Clin Oncol EC
Oaknin A, et al. JAMA Oncol 2020; 6 EXEgZ0
2021.

colorectal cancer, endometrial carcinoma, gastric cancer (a cancer of the stomach), small intestine cancer, biliary cancer (a cancer of the bile ducts or gallbladder).
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WHERE DO WE STAND WITH CHECKPOINT INHIBITORS IN EC?

+ We present longer follow-up in a larger number of patients with MSI-H/dMMR endometrial cancer
enrolled in cohorts D and K of KEYNOTE-158

- Median time from first dose to data cutoff (October 5, 2020) for the efficacy population was 42.6 (range, 6.4—
56.1) mo

Key Eligibility Criteria Pembrolizumab
218 years of age = 200 mg IV C3W

dMMR advanced endometrial cancer For 35 cycles (approximately 2 years) or until

disease progression®, intolerable toxicity,

+ Cohort D¢ endometrial cancer, regardless of M S| status and excluding ; : o ; :
S e e 2 i dlE 9 investigatar decision, or patient withdrawal

SArCoMma d mesenchymal tumors?

Primary endpoint: ORR (RECIST v1.1, independent central review),
including in biomarker-selected subgroups

Secondary endpoints: DOR, PFS (RECIST v1.1, independent
n Ilf a turmor sample for biomarker assessment central review), OS, and safety
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PEMBROLIZUMAB IN DMMR/MSI-H ENDOMETRIAL CANCER COHORT
1° END-POINT: ORR BY RECIST V1.1(ICR)

80 40%* 59%*
70
50% 4%
60
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g -
5]
20
104
o .
All patients  Prior neoadjuvant and/or 1 Prior line >1 Prior line
as treated adjuvant therapy only of therapy of therapy
N=94 N=10" N=39 N=45
Teertage based on AUMDE Of PR 1 SUDYOUD ICR: Independent Central Revie
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2-761 0’'Malley D, et al Presengi{m&ﬂal&gﬂv : NCT026280¢
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PEMBROLIZUMAB IN DMMR/MSI-H ENDOMETRIAL CANCER COHORT

2° END-POINTS: DOR*,PFS

Events, Median
N n (%) (95% Cl), mo
Median 100 -
N (range), mo 94 58 (62) 13.1 (4.3-25.7)
1004 7 832029632 90
90 ]
" o 80
80 66% 66% 70 -
; 70
s’; | ] ° 60 -
c 60‘ >
0 »
8 el
0 50 o
& 40
£ 404
0 4
g 2. N 30
21 20 -
10+ 104
0 - - ; : . 0 T T - : - )
0 12 24 36 48 60 0 12 24 36 48 60 72
Time, mo Time, mo
No.atrisk 47 4 18 15 13 § No.atrisk 94 4 2 17 17 7 0

Median follow-up of 54.5(14.7-71.4) months .
*Duration of Response

0O’Malley D, et al. J Clin Oncol 2022; 40: 752-761 O’Malley D, et al Presented at ESMO Congress 2022. .
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DOSTARLIMAB IN DMMR/MSI-H ENDOMETRIAL CANCER(COHORT

/\ =) /\ [ J

JAMA Oncology Journal for ImmunoTherapy of

Cancer (JITC)

JAMA Oncology | Original Investigation

Clinical Activity and Safety of the Anti-Programmed Death 1Monoclonal
Antibody Dostarlimab for Patients With Recurrent

or Advanced Mismatch Repair-Deficient Endometrial Cancer
ANonrandomized Phase 1 Clinical Trial

2022ASCO

ANNUAL MEETING

........ Safety and antitumor activity of
dostarlimab in patients with advanced
or recurrent DN A mismatch repair
deficient/microsatellite instability-high
(dMMR/MSI-H) or proficient/stable
(MMRp/MSS) endometrial cancer:
interim results from GARNET —a phase
I, single-arm study

Dostarlimab in Advanced/Recurrent
Mismatch Repair Deficient/Microsatellite
Instability—High or Proficient/Stable
Endometrial Cancer: the GARNET study

AnaQaknin, MD, PO; Anna V. Tinker, MD:; Lucy Glbert, MD: Vanessa Samouglian, MD; Cara Mathews, MD;
Jubiee Brown, MO: Maria-Pilar Baretina-Ginesta, MD; Victor Mareno, WMD: Adrianc Gravina, MO;

Cynl Abdeddaim, MD: Susana Banesjee, MD; Wei Guo, PhD; Hadi Danaee, Sc;

Elie I, MD; Renaud Sabatier, MD

Adriano
Mirza," Tao

Ana Oaknin © ' Lucy Gilbert,” Anna V Tinker,* Jubilas Brown,* Gara Mathews,*
Joshua Press,” Renaud Sabatier,” David M O'Malley,” Vanessa Samauelian,”
Valentina Beni,'” Linda Duska,'' Sharad Ghamands,'® Prafull Ghatage, "
Rebecea Krigteleit,"* Charles Leath I11,' Wei Guo,™ Ellie Im, ® Sybil Zildjian,"®
Xinwei Han,'® Tao Duan, ™ Jennifer Veneris,'® Bhavana Pothuri®

Cohorte Al: CE dMMR/MSI-H
Cohorte A2: CE MMRp/MSS

Cohorte Al: CE dMMR/MSI-H

Solo cohorte Al Cohorte A2: CE MMRp/MSS

IAL1: primer analisis intermedio

Data cut-off: Rlle}{ekke)

Mediana seguimiento: 11,2 meses

IA3: tercer analisis intermedio

Data cut-off: ENeezat

Mediana seguimiento: 27,6 meses

IA2: segundo analisis intermedio

Data cut-off: [LElg{edzy

Mediana seguimiento: 16,3 meses

— Poblacion eficacia: 108 pts dAMMR/MSI-H

— Poblacion seguridad: datos combinados de cohortes
A1+A2: 290 pts (129 dMMR/MSI-H)

— Poblacién eficacia: 143 pts dMMR/MSI-H
— Poblacion sequridad: datos combinados de cohortes
Al1+A2: 314 pts (153 dMMR/MSI-H)
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1. Oaknin A . JAMA Oncol. 2020;6(11):1766-1772. 2. Oaknin A,, et al. J Immunother Cancer. 2022;10(1):e003777. 3. Oaknin A, et al. ASCO 2022



AN Y s
E INNOVACION TERAPEUTICA GARNET TRIAL
DOSTARLIMAB IN DMMR/MSI-H ENDOMETRIAL CANCER(COHORT
ALl;PART 2B)

1° END-POINT: ORR AND DOR BY RECIST V1.1( BICR)

edian follow-up time, months 27.6
RR, % (95% CI; n/N) 45.5% (37.1-54.0; 65/143) -— AMMRIMSKH EC (N = 105)

Complete response, n (%) 23 (16.1) e e

Partial response, n (%) 42 (29.4) 1 prior line (n = 66) 22 prior lines (n = 39)

able disease, n (%) 21 (14.7) —

Progressive disease, n (%) 51 (35.7) Objctve response, n (1) (95%3;(;_(,]'2) 26 o 5%1:I(2315.29)52 g

Not evaluable, n (%) 6(4.2) Sk v
Median time from cycle 1 day 1 to best overall response, mo -

Complete response 2.79 Best confimed response, n (‘%)

Partial response 2.69 (R 6(91) 5(128)
Disease control rate, % (95% CI; n/N) 60.1% (51.6-68.2; 86/143) zg 297 ((1430;) jggg
Response ongoing, n (%) 54 (83.1) :E 1§ g%)s) 2(1]516?)

edian duration of response (range), months NR (1.18+ to 47.21+) Diseasecontol, (%) 0(Ee) 18(462)
robability of maintaining response, % =

6 months 96.8 Duration of response, months Not reached Not reached

12 months 93.3

24 months 83.7

Oaknin A at al. Presented at ASCO Meeting 2022 Oaknin A. et al J Immunother Cancer. 2022 Jan;10(1):e003777; Oaknin A. et al. Presented at IGCS 2021. [Poster 2564]..

Median follow-up: 27.6 m
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«  With increased median duration of
follow-up of 27.6 months
Responses were durable.

Patients

* Median duration of response was
not reached

= S venmen *  Probability of remaining in
e S e response at 24 months was 83.7%

2 84 96 108 120 132 144 156 168 180 192 204 216
Time since initial response (weeks)

Oaknin A at al. Presented at ASCO Meeting 2022
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GARNET TRIAL

DOSTARLIMAB IN DMMR/MSI-H ENDOMETRIAL CANCER(COHORT

PRORARIIITY OF PROGRFSSION-FRFF SILIRVIVALI

ALl;PART 2B)

1.0
_ 094
©
=
Z 08
3
3 o074 . o e
2 Estimated % probability of PFS
& 06 12mo. 24 mo.
& 46.4% (37.8%—54.5%) 40.1% (31.6%—48.4%)
g o5l
<)
o 04~ Ht
2 I_._L—H——“—Hr
£ 0.3
Ee)
®
3 02
& Median PFS
014 6.0 mo (4.1-18.0 mo)
0.0 1 + Censored
' T I T T I T T I T T I T T T T T T I I T T T T I T I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Number of patients at risk

Time since start of study treatment (months)

dMMR/MSI-HEC 143 125 81 65 64 59 55 53 52 46 41 40 35 33 26 24 21 19 16 12 11 8 6 4 2 0

Oaknin A at al. Presented at ASCO Meeting 2022
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FrmomaentErSANGIOGENESIS AND IMMUNE SYSTEM

b Indirect effects on endothelium

Enciiol:holial cell

a Direct effectz on i cells

checkpoint Selective
molecules | endothelial barrier |
TProliferation (exh ion)

T Tumour 1 Proliferation TIL-10 secretion
homing |lMaturatlon and function TTumour homing

PDGFAB PR
4 ¢ Indirect physical effects
: S 5 1Hypoxia
CD&" Tcell Macrophage Monocyte +Hypoxia THypoxia Tlmmune-cell infiltration

Dendritic cell TImmune-cell Limmune-cell TEndothelial cell-cell
infiltration infiltration contacts

Tumour cell

—_—
Angiopoietin-2
blockade

Tranzient vascular Tortuous tumour Stabilized vascular
normalization vasculature normalization

NATURE REVIEWS | CLINICAL ONCOLoGY 13 Feb 2018
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Study 309-KEYNOTE-775 JeusTctibes

* Lenvatinib, a multitargeted TKI of VEGFR 1-3, FGFR 1-4, PDFGR a, RET, and KIT
factor.*

* In the Study 111-KEYNOTE-146 trial, Lenvatinib plus pembrolizumab showed
promising antitumor activity in patients with advanced endometrial carcinoma who
have experienced disease progression after prior systemic therapy, regardless of
tumor MSI status.

100
MSI/MMR status: [l Non-MSI-H/pMMR [l MSI-H/dMMR Not available m =102

80 | PD-1/PD-L1 status: + Positive — Negative O Not available

60

The ORRwk24 was 38.0%,

e From Baseline (%)

Chang
|

*Lenvima (lenvatinib) prescribing information. Woodcliff Lake, NJ: Eisai, 2020. Januan y 19, 2022 DOI: 10.1056/NEJM0a2108330



Study Design

Key eligibility criteria

» Advanced, metastatic, or recurrent
endometrial cancer

* Measurable disease by BICR

* 1 Prior platinum-based CT?

+ ECOG PS 0-1

+ Tissue available for MMR testing

Stratification factors
MMR status (pMMR vs dMMR) and
further stratification within pMMR by:

* Region (R1: Europe, USA, Canada,
Australia, New Zealand, and Israel, vs
R2: rest of the world)

* ECOGPS(0vs 1)
+ Prior history of pelvic radiation (Y vs N)

827
patients

-@-

Lenvatinib
20 mg PO QD
+

Pembrolizumab®
200 mg IV Q3W

Treat until progression or

unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We

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

Study 309—-KEYNOTE-775

—

Primary endpoints
*PFS by BICR
* Overall survival

Secondary endpoints
*ORR

*HRQoL

* Pharmacokinetics

« Safety

Key exploratory
endpoint

*Duration of response

#Patients may have received up to 2 prior platinum-based CT regimens if 1 is given in the neoadjuvant or adjuvant treatment setting. "Maximum of 35

doses. ®Maximum cumulative dose of 500 mg/m?2.

BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; IV,
intravenous; ORR, objective response rate; PFS, progression-free survival; pMMR, mismatch repair-proficient; PO, per os (by mouth); QD, once daily;

Q3W, every 3 weeks; QW, once weekly.

+ 1A1 (final PFS and interim OS

« Data cutoff date for IA1 was

+ PFS and OS were evaluated

Statistical Considerations

analysis) was triggered by ~368
OS events observed in patients
who were pMMR and had = 6
months follow-up

October 26, 2020, ~8.5 months
after the last patient was
randomized

using a stratified log-rank test

. ypoMess AL aim osayis 1. 05, verat surval

January 19, 2022 DOI: 10.1056/NEJM0a2108330

‘iﬂ Hospital Universitario
saness 12 de Octubre

i'f‘,’z ”mﬁw Octubre
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KEYNOTE-775: PFS and OS Benefit samess 12 de Octubre
A+12 s
Median PFS, Mo (95% All Comers
pMMR Cl) Median PFS, Mo (95% Cl)
_. 100 ', — LEN + pembro 6.6 (5.6-7.4) o 100 " = LEN + pembro 7.2(5.7-7.6)
& TPC 3.8(3.6-5.0) > 20 TPC 3.8(3.6-4.2)
o 80 e
60 HR (95% Cl) P Value 5 60 HR (95% Cl) P Value
> 0.60 (0.50-0.72) <.0001 Z 0.56 (0.47-0.66) <.0001
£ 40 £ 40
5 2 20
-§ 20 o
a 0 o 0
O 3 6 9 12 15 18 21 24 27 0 3 6 9 12M°15 18 21 24 27
Patients at Risk, n Mo Patients at Risk, n
346 264 165 112 60 39 30 12 5 0 411 316 202 144 8 56 43 17 6 0
31 177 83 37 15 8 3 1 1 0 416 214 95 42 18 10 4 1 1 0
100 ‘e Median OS, Mo (95% Cl) 100 gy, Median OS, Mo (95% CI)
:\? N = | EN + pembl’o 17.4 (142_199) g LEN + pembro 18.3 (152'205)
@ 80 TPC 12.0(10.8-13.3) o 80 TPC 11.4(10.5-12.9)
o 3 60
S 60 °
>
£ £ a0
5 2 95% C
g L HR(95%Cl) P Value 2 50 HR (95%Cl)  pvalue
2 0.68 (0.56-0.84) 0001 & 0.62(0.51-0.75) <.0001
0
0
(o] . .
Patients at Risk, n Patients at Risk, n
346 322 285 232 160 109 62 28 5 O 411 383 337 282 15 13 8 4 7 0
351 319 262 201 120 70 33 11 3 O 416 373 300 228 8 6 1 0 3 O
Makker. SGO 2021. Abstr 11512. 13 8 4 1
8 0 1



Objective Responses

‘f.n Hospital Universitario
saoveais 12 de Octubre

012 et

PMMR All-comers
LEN + pembro TPC LEN + pembro TPC
Patients, n 346 351 411 416
g;’;cg)e responserate, % 303 (265-35.5) 15.1(11.5-19.3) 31.9(27.4-366) 14.7 (11.4-18.4)
Difference vs TPC, % 15.2 . 1.2 -
P-value < 0.0001 < 0.0001
Best overall response, %
Complete response 52 2.6 6.6 2.6
Partial response 25.1 25 2DE3 12.0
Stable disease 48.6 39.6 47.0 40.1
Progressive disease 15.6 30.8 14.8 29.6
Not evaluable / assessed 06/4.9 2.0/125 1.2/5.1 1.9/13.7

Median duration of
response (range), months
Median time to response
(range), months

9.2 (1.62-23.7%)

2.1(1.5-9.4)

2No progressive disease reported at the last disease assessment.

57 (0.0:-24.23) 14.4 (1.6%-23.73) 5.7 (0.0°-24.22)

35(1.0-74)  21(15-163)  2.1(1.0-7.4)

January 19, 2022 DOI: 10.1056/NEJM0a2108330
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Treatment Exposure, Safety, and ore cm
Discontinuation in All-comers

LEN + pembro (n = 406) TPC (n = 388)

Median duration of treatment (range), days 231 (1-817) 104.5 (1-785)

Patients with any TEAESs, % 99.8 99.5
Grade 2 3 88.9 72.7

Patients with any TEAEs leading to 66.5 12.9

dose reductions, %?
Patients with any-grade TEAEs leading

to interruption, %°® 69.2 .
LENc 58.6 --
Pembro® 50.0 --
LEN + pembro 30.8 --

Patients with any-grade TEAEs leading

to discontinuation, %P 33.0 8.0
LENCc 30.8 --
Pembro¢ 18.7 -
LEN + pembro 14.0 -

2Includes LEN only or TPC. ®Includes LEN or pembro or LEN + pembro or TPC. “Regardless of action taken with the other drug in the combination arm.
TEAE, treatment-emergent adverse event.

Januar y 19, 2022 DOI: 10.1056/NEJM0a2108330
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TEAEs With Frequency 2 25% in e
All-comers LN+ pembro -

(n = 406) (n = 388)
Any Grade Grade 23° Any Grade Grade 232
Patients with any TEAES, % 99.8 88.9 99.5 727
Hypertension 64.0 379 5.2 2.3
Hypothyroidism® 57.4 1.2 0.8 0.0
Diarrhea 54.2 7.6 20.1 241
Nausea 49.5 3.4 46.1 1.3
Decreased appetite 448 7.9 214 0.5
Vomiting 36.7 2.7 20.9 2.3
Weight decrease 34.0 10.3 T4 0.3
Fatigue 33.0 52 27.6 3.1
Arthralgia 30.5 j &7 4 8.0 0.0
Proteinuria 28.8 5.4 2.8 0.3
Anemia 26.1 6.2 48.7 14.7
Constipation 25.9 0.7 24.7 0.5
Urinary tract infection 25.6 3.9 10.1 1.0
Headache 249 0.5 8.8 0.3
Asthenia 23.6 5.9 245 39
Neutropenia 7.4 i 074 33.8 25.8
Alopecia 5.4 0.0 30.9 0.5

“In the LEN + pembro arm, 5.7% of patients died due to grade 5 events (gastrointestinal disorders: 1.2%, cardiac disorders: 0.5%, general disorders: 1.5%, infections:
0.7%, decreased appetite: 0.2%, neoplasms, nervous system, psychiatric, renal, reproductive, or respiratory disorders: 0.2% each. In the TPC arm, 4.9% of patients died
due to grade 5 events (cardiac disorders: 1%, general disorders: 1.3%, infections, 1.5%, subdural hematoma: 0.3%, respiratory disorders: 0.8%). "Adverse event of
interest for pembro.

January 19, 2022 DOI: 10.1056/NEJM0a2108330
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Study 309—-KEYNOTE-775

"H 12 de Octubre

2
Table 2. Confirmed Tumor Responses.*
End Point pMMR Population All Patients dMMR Population
Lenvatinib plus Lenvatinib plus Lenvatinib plus
Pembrolizumab Chemotherapy Pembrolizumab Chemotherapy Pembrolizumab Chemotherapy
(N=346) (N=351) (N=411) (N=416) (N=65) (N=65)
Objective response
No. of patients 105 53 131 61 26 8
Percent (95% Cl) 30.3 (25.5 t0 35.5) 15.1 (11.5 to 19.3) 31.9 (27.4 0 36.6) 14.7 (11.4 to 18.4) 40 (28 to 53) 2 (5t023)
Progresswn-free Survival® of the dMMR Population Overall Survival of the dMMR Population
100+ 100 b=y Median (95% CI) Events HR (95% CI) Povalue
90 Median (95% CI) Events  HR(95%CI) Pavalue 904 = AR (NR.NR) LEN*pemhro 23 037(022,062) <0001
B 10.7 mo (5.6, NR) LEN + pembro 34 0.36 (0.23, 0.57) <0.0001 L
® 80 3.7mo (31,44 TPC 80 N " Median follow-up (range): 12.0 months (0.4, 25.1)
% 70 = 70 vy N-“]
s \ 3 ool B B I ARSI
5 iy
§ o l ﬁ_HL“—w—H?_H Z o hey
£ 404 v e 5 40 R
3 1 3
g 304 %, & 30+ 4y . Ly
§' 20+ 20
o
10 L 10
0 T T T T T T T T T £: 0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 o 3 6 9 12 15 18 21 24 27
Time in Months Time in Months
No. at Risk No. at Risk
LEN + pembro 65 52 a7 32 2% 17 13 5 1 0 LEN + pembro 65 61 52 50 38 27 19 12 2 0
TPC 65 3 12 £ 2 1 0 TPC 6 54 38 27 10 7 0
By blinded independent central review per RECIST version 1.1. 2021 IGcs 2021 IGcs
dMMR, DNA mismatch repair-deficient; LEN + pembro, lenvatinib plus pembrolizumab; NR, not reached; o =) + dMMR, DNA mismatch repair-deficient; LEN + pembro, lenvatinib plus pembrolizumab; NR, not reached; -

TPC, treatment of physician's choice.

W . ANNUAL GLOBAL MEETING

TPC, treatment of physician's choice.

— W ANNUAL GLOBAL MEETING

January 19, 2022 DOI: 10.1056/NEJM0a2108330
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ICIs in the front line setting of EC ?

dMMR EC

KEYNOTE-C93/GOG-3064/ENGOT-en 15
Study design

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

+ Histologically confimed diagnosis of
Stage Ill or IV or recument EC
« Received no prior systemic therapy of s
advanced EC excepl: Togression as ger
+ Prior mm?:twm or without Pembrolzumab 400 mg O5Y [k _
radiosensiizing chemotherapy [ 18 cyoles) Fmp-
+ Prior hormonal therapy for
irearment of EC, f discantinuad Wﬁ;ﬂmg:m am)
21 week prior o randomization | P
* Radiologically evaluable dissase
(either measurable or non-measurable Progresion sper Tt
as per RECIST 1.1, as assassed Caboglatn AL RECIST by BCR T 7pm:
by BICR) y -cli“.'l“. J i
+ ECOG PS 0 or 1 wilhin 7 days peclizxel 11 ORR - key secondary
of randomization
Stratification:

+ Prior chemoeadiaton {yes vs. na)
+ Histolgy [ancometraid vs. non-endometiois)

pate e crosseover phase b recene

ENGOT-en13/GINECO/DOMENICA
Study design

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

Dostarimab 500 mg Dostarlimab 1,000 mg Upio 2 years or
—_— i aw Qsw to prograssion*
+ Endomefrial cancer J

* MMR deficient (iocal IHC)
- Metastaticiadvanced 9 Ne12

+ Stage IV, relapse or Stage
1IC2 (with residual disease) J e
. al progression
?'#{:ﬁ}u (dostarimab provided)

= Previous pelvic imadiation

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

Secondary endpoints: OS and PROs (key secondary endpaints), ORR, DoR, PFSZ, TFST, safety and
toleranilty, cantral MR

Exploratory endpoints: Translational (M5!, PD-1/-L1 status, immune signature); PFS according to IRECIST
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ICIs in the front line setting of EC ?

All comers

Pembrolizumab 200 mg IV infusion

Stage Ill, IV or recurrent Q3W15 mg/kg gdw Up to 35 infusions

endometnal carcinoma

Measurable disease or [ O O N N e N |

radiographically apparent . ) Foll
disease ) Safety
May have received prior Imaging
chemotherapy only if S
administered concurrently with I B0 RBREN upto7oyles (PFS and 0S)

radiation Carboplatin AUC 6 (-5) IV infusion G3W

ECOGO0or1
MMR plus approximately I 1000 BT UptoTcydes

08 dMMR patients Paclitaxel 175 mg/m? [V infusion Q3W

Stratify- MM status (pMVR vs. dMMR)
- FpMMR EGOG (Dversus 1), Messurable disease (yes
ws.nao). prior chemoradiation (yes vs. no)

ENGOT model: C

Sponsor: Merck/MSD

No. of already recruited patients: 842 (23.03.2021)

Planned No. of patients: approx. 875 (depending on the number of p/dMMR patients)

Status: Screening closed as of 02 FEB 2021 ClinicalTrials.gov Identifier: NCT03884101
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ICIs in the front line setting of

All comers

A phase Il double-blind randomised placebo-controlled trial of atezolizumab in ESE (nsso-cTu
combination with paclitaxel/carboplatin in women with advanced, recurrent ENGOT-EN6/NSGO-RUBY
endometrial cancer: AtTEnd / ENGOT-en7/MaNGO
A i MSI-H) o
ENG T ] Py Weos . S .
i . w : - Prie v o w0, o
Confirmed PO . -
Foc o y Maliosines o
onh Chard |
T isbe ; e .
N=470 Follow-up
| Randomization 1:1
e by I
for AT
*hecurrent disease el irurmab\Placebo will be administerea:
sl B8 ¥, Infusion avery 21 days Primary Endpaint:
ursil progression confiemed st least 4 weeks ofter the first evidence of progression . PFS(RECIST1 1)
Frimary Endpolnt: 05 and PFs
FPI: October 2018 Secondary Endpoints: PFS in MSI, FFS2, AR, Col, safety
LPI: Q4 2020 Translational Endpainti P01, POLY, Tils, blood baved bomarkers
Study Duration: scorual 2 years: Fellow-up: 7 years i 501 Pt T g TR

NRG-GY018: .
Randomized, phase 2/3 study of carboplatin + paclitaxel vs.
carboplatin + paclitaxel + pembrolizumab in patients with
advanced stage or recurrent endometrial cancer

= Stage 314 or recument sndometrial axel + placebo
ca

¢ b 3 ar AA measurable =

dsance; stage 40 or recurrent whether N=580 MMRp patients

mard s measurable disaases of ot W=185 dMMR patients
= Patiants may have receved prior

sadiion theragy of hammonal theragy

- Patiants inwhom both radaton and
ehemolherapy are planned mest receive
radiaticn pAor ta entry £n Study

Stratified by: MMR-proficient Primary Endpaint:
IMMRp)vs. deficient MMR + PFS
[dMMR), performance status,
measurable disease

?
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ICIs in the front line setting of EC ?

All comers

NSED'CTU GOG FOUNDATION

- ko L4 L S W .
AR N 3 .5 5ot o Gyraccologeal Oeaogy - Cirnca Tral Ul

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/GOG-3031/RUBY)

Mansoor R. Mirza,! Dana Chase,? Brian Slomovitz,® René DePont Christensen,? Zoltan Novak,? Destin Black,® Lucy Gilbert,”

Sudarshan Sharma,® Giorgio Valabrega,® Lisa M. Landrum, 0 Lars C. Hanker, ! Ashley Stuckey,? Ingrid Boere, 3 Michael A.
Gold, sarah E. Gill,*> Bradley J. Monk,® Zangdong He,” Shadi Stevens,!8 Robert L. Coleman,’® Matthew A. Powell?°

Mirza MR, et al. SGO 2023. Abstract 265.

an

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

Eskander RN, et al. SGO 2023. Abstract 264.

e NEW ENGLAND
JOURNAL of MEDICINE

NEJM.ORG
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ENGOT-EN6-NSGO/GOG-3031/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 NV disease or first recurrent EC with
low potential for cure by radiation therapy or surgery
alone or in combination

+ Carcinosarcoma, clear cell, serous, or mixed
histology permitted®
= Maive to systemic therapy or systemic anticancer

therapy and had a recurrence or PD =6 months after
completing freatment

= ECOG PS 01

= Adequate organ function

Stratification

= MMR/MSI status®
= Pnor external pelvic radiotherapy
* Disease status

March 27, 2023
DOI: 10.1056/NEJMo0a2216334

Dostarlimab IV 500 mg
Carboplatin AUC
5 mg/mL/min
Paclitaxel 175 mg/m?2
Q3W for 6 cycles

Placebo
Carboplatin AUC
5 mg/mL/min

Paclitaxel 175 mg/m?2
Q3W for 6 cycles

] Primary endpoint
Dostarlimab IV * PFS by INV

) 1000 mg _ . 08
QBW up to 3 years®

Secondary endpoints

+ PFS2

* ORR
Placebo IV * DOR
. » DCR
QBW up to 3 years® - HRQOL/PRO
- Safety

Mirza MR, et al. SGO 2023. Abstract 265.
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- ENGOT-EN6-NSGO/GOG-3031/RUBY
STATISTICAL TESTING
AND MULTIPLICITY

CONTROL STRATEGY i

DOI: 10.1056/NEJM0a2216334

Mirza MR, et al. SGO 2023. Abstract 265.
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ENGOT-EN6-NSGO/GOG-3031/RUBY
Primary Endpoint: PFS in dMMR/MSI-H Population

1.0 4
§
» 08
2 HR, 0.28
& 61.4% Dostarlimab + CP (95% Cl, 0.162-0.495)
_§ G e e P<0.0001
g
& 04-
-
(=]
£
3 0.2 - No. with Median 24 4% i
ovont, % (95%CI), mo = ~
& Dostarfimab + CP 368 NE (11.8-NE) 15.7% Placsbo +CP
Placebo + CP 123 1.7 (6.6-9.7)
0.0 ~| PFS maturity 559 + Comored
1 T I T T I T T T T T T T T T T T T T T
0 2 4 . 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
[ Orerstongy fyir—1 Months from randomization
Al Risk(Events)
Dostarlimab + CP w0) M) A0 MNI0)  DANE) 3T NN 20000 I81E) AN 280 119 1Y) (AL W At 1" S 1)
Placebo + CP ") anay 87 MOM)  W(A2) A1) 14T 12D 1944 ) NAD) 1(AT) AAr) MNAT) N47) 24 1an 0N47)

Median duration of follow-up 24.79 months.
CP, cartoplatvwpoachitiuel, dMMIR, mismatch repalr deficsent, MR harard ratio; MSEM. merosatelite matabity high: NE. not estmable. PFS progression-free survival [,
-

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

Primary Endpoint: PFS in Overall Population

1.0 4
€ .5
@ 08
@ HR, 0.64
= (95% CI, 0.507-0.800)
S 06- P<0.0001
W
2
§°
B —
a« 04 Dostarfimab + CP
—
[=]
2
= 29.0%
% 0.2 Mo.with  Median v ,
event, % [95%CI), mo 18.1% " y
Dostarlimab + CP £5.1 11.8 (9.6=1T.1) ' Placebo + CP
Placeba + CP T 7.8 (7.6-8.8)
0.0 | PFS maturity 632 + Cormored
T I T I I T I T T T T T T T T T T T T T
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
|—°""'-'" "“’—| Months from randomization
At Risk(Events)
Dustarlimab+CF' 2450 TAX12) 1975} 15TS5) 120080) 105103) S{110) SON113) B4{118) TE{1Z2) SE(1ZT) S3128] {131} IJ1EZ) 1A} 11T HIM) N1
P‘Iac&bﬂ‘- CP 250 1S4} 2000 144(TT) 10115 Ta(141) SB(15S5) STOIST) 480168 41RO} MN1TO) XN1TZ) AN1ES) V41RE) 1N ITRE) ST 2170 11T 1 o®1rT) -"E
Median duration of follow-up 25.38 months.
CP, carboplatin/pacitaxsl. HR, hazard ratio; PFS, progression-free surwaal G

ENGOT-ENG-MNSGOIGOG-3031/RUBY presented by Mansoor R Mirza
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ENGOT-EN6-NSGO/GOG-3031/RUBY
Primary Endpoint: OS in Overall Population (33% maturity)

1.0~
el 71.3%
g 2 Dostarlimab + CP HR, 0.64
(95% CI, 0.464-0.870)
$ s P=0.0021°
e X
S
56.0% Lasas s "we
2 Placebo + CP
g 0.4 -
- Received subsequent immunotherapy:
0.2 No.wh  Malen +  34.5% of patients on placebo arm
T "'n"'.. "’.' e o * 15.5% of patients on dostarlimab arm
Placobo + CP 402 NE (22.2-NE)
0.0 =1 OS maturity 334 + Comored
I T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
[ S == Months from randomization
At Risk(Events)
Dostarlimab + CP 24500) 23&3) 224(8) 21415} 100(25) 190(3Y) $E3(IS) 174(42) 100(44) 16247) 145(53) 110(57) BNG0) BAB2) AS64) 2565) THES) 2i88)  (Bs)
ebho + CP 24WD)  M4AY) M E\T) N2 20N(X5) AN45) 1TTIST) 16XBE8) 14T(T8) 12568) B8(I0) &K07) 40E) AMP0) 15(100) &100) oo 10100)  Of00)
‘ Meodian duration of follow-up 25.38 months. P
*#=0 00177 required 10 deciare statstical signficance ot Best interim analysis b
CP, carbopiatin/pacitanal. HR, hazard ratio, NE. not estimable: OS, overall aurvival f

ENGOT-ENBNSGO/GOG-3031/RUBY presented by Mansoor R Mirza
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ENGOT-EN6-NSGO/GOG-3031/RUBY
OS in dMMR/MSI-H Population

1.0 =

Dostarfimab + CP

. e e
®
> HR, 0.30
2 (95% Cl, 0.127-0.699)
3 06 =
3 12 T " T T
§ 58.7% Placebo + CP
§ 0.4 -
o R :
: Received subsequent immunotherapy:
0.2 Nowh e + 38.5% of patients on placebo arm
L Lo AN s v A *  15.1% of patients on dostarlimab arm
Dostarfimab « CP 132 NE (NE-NE)
Placebo + CP %9 NE (23.2-NE)
0.0 —| OS maturity 263 + Censored
| T I 1 || 1 1 1 T T 1 I I I I 1 T 1 1 I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
[ oty Puict—] Months from randomization
At Risk(Events)
Dostarlimab + CP su0)  50(1)  482) 484) 44(5) 448 4XS) 4M5) 4N5) 48 4y 2xe 20 W) 14(7) §7) N (1 o7
Placebo + CP 85my 8@ sx)) SDG)  S5M)  SHN0)  48(13) 4T(N)  4WE)  ITMW) 32200  25@21)  1623) M) W) SQ4) Nas) o V\
CP. carbopiatrvpacitaret SMMR, mismatch repar deficent, HR, hazand raio, MSI-H, microsateline instatdity -high; NE. not estmable, OS, overall suretval m._‘ 2
Scan tor siaes

ENGOT-ENENSGOIGOGAA/RUBRY presented by Mansoor R Mirza
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ENGOT-EN6-NSGO/GOG-3031/RUBY
PFS and OS in MMRp/MSS Population

PFS

08

LLE

[T

i

02
e T i 0
| Dovwimap+c®r W4 AMRSNLY 18.8%
| Pcede s CF L 1) mpsan
00 { Premeny .- TR 1Y
0 2z 4 6 8 10 7 M 16 18 B 2 M B
S Months from randomization
Al Rish(Events)
Dostatimal « CF %00 (0e  Whow 116 WL M B SO TN O T vy et ¢
PacstosCP mm = ST IEEE 1N SEMEN SSIIH eNIM) WU KO W1 N weSE (NI W

CP, carboplatirvpaciitaxel, HR, hazard ratio; MMRp. mismatch repair proficient, MSS. microsateliite stable. NE. not estimabie . OS5, overall survival, PFS. progression-froe sarvival

ENGOT.ENSNSGHO/GOGANYMRURY orosontad by Mancoor R Mirza

0os

HR, 0.76 g HR, 0.73
(95% CI, 0.502-0.981) 83.1% (95% Cl, 0.515-1.024)
084
67.7%
81.8% Dos ‘P
08
: 55.1%
04 Placebo + CP
Dostartimab + CP
02 e
pe— ey O
Placebo + CP e I T
Pusstn + OF o N
20 ® oM % » 0 2 4 6 8 1 W W W W W2 NN MDD KX N
bag2. i Months from randomization
Al Rish(Events)
N At — evaby ¢ CP W )W T TG BN e MOV N0 W § o - w - -
SN . acebo + CP & "w y WETE VPN WIOD TIREE WS 1O . WI SN e
Received subsequent immunotherapy:

*  33.2% of patients on placebo arm
* 15.6% of patients on dostariimab arm

S e
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NRG-GY018 (NCT03914612)

Arm 1 Arm 1
Key Eligibility Criteria ~ Placebo IV Q3W +
N =816 Paclitaxel 175 mg/m2IVQ3W + Placebo IV Q6W
» Measurable stage I1I/IVA or (591 pMMR, Carboplatin AUC 5 IV Q3W

for up to 14 additional

measurable/nonmeasurable stage IVB or 225 dMMR) I
cycles

recurrent endometrial cancer

for 6 cycles

= Pathology report showing results of
institutional MMR IHC testing

*ECOGPSO0,1,0r2

* No prior chemo except prior adjuvant
chemo if completed =12 mo before study

Arm 2 Arm 2
Pembrolizumab 200 mg IV Q3W + Pembrolizumab
Paclitaxel 175 mg/m21VQ3W + 400 mg IV Q6W

Carboplatin AUC 5 IV Q3W

for up to 14 additional

for 6 cycles cycles
Stratification Factors Endpoints
= dMMR vs pMMR * Primary: PFS per RECIST v1.1 by investigator in pMMR and dMMR
populations
*ECOGPS(0orlvs2)
Prior adiuv: h = Secondary: Safety, ORR/DOR per RECIST v1.1 by BICR or investigator by
Lo so o AlLEiEis sniod treatment arm and MMR IHC status, OS in pMMR and dMMR

populations, PRO/Qol in pMMR population, and concordance of
institutional vs central MMR IHC testing results

GO

AMNUAL MEETING
OM WOMEN'S CANCER 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

LAMBAGECSES R response rate; 05, overall survival; PF5, progression-free survival; pMMR, mismatch repair proficient; PRO, patient-reported outcomes; QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors.

k. St

March 27,2023
DOI: 10.1056/NEJM0a2302312 Eskander RN, et al. SGO 2023. Abstract 264.
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NRG GY018 Study

Statistical Considerations

-

General

* Analysis populations
* Efficacy: Intent to treat®
* Safety: All treated patients

* pMMR and dMMR populations evaluated
separately and independently

* Power calculations for PFS (primary endpoint)
* pMMR population

If true HR is 0.70, study has at least 90% power when
394 events occurred

* dMMR population
If true HR is 0.60, study has at least 85% power when
168 events occurred

* Null hypothesis was tested at a =0.0125 using|
a stratified log-rank test

-

J

\.

Protocol-Specified Interim PFS Analysis

* Objective: assess whether addition of

Eg'nbrolizumab to standard-of-care prolongs

* Timing: When both populations were closed
for accrual and had reached at least half the
information time®

* ~196 PFS events for pMMR population
= ~84PFS events for dIMMR population

« If null hypothesis for one population rejected,
alpha forwarded to other population®

* Interim OS futility analysis planned at time of
final or significant interim PFS analysis

560

AMNUAL MEETING
O WOMEN'S CANCER
TAMPA, FL . 2023

*With the exception of pre-randomization eligibility exclusions and post-randomization adjustments for failed central MMR IHC results (n = 3).

5An OBrien-Fleming® stopping boundary was used with a Lan-DeMets? alpha spending funiction.

tAlpha spent on the other group using the O°Brien Fleming function was adjusted according to the rules of Maurer and Bretz3.
1. O'Brien PC, Fleming TR. Biometrics 1979;35(3):549-56. 2. Lan KKG, DeMets DL. Biometrika 1983;70{3):658-63. 3. Maurer W, Bretz F. Stat Biopharm Res 2013;5(4):311-20.

Eskander RN, et al. SGO 2023. Abstract 264.
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NRG GY018 Study
PFS per RECIST v1.1: dMMR Population

Events, Median

1001 n/N (95% Cl), mo
° Pembro+CT  26/112  NR(30.6-NR)
3 90—
&L Placebo + CT 59/113 7.6 (6.4-9.9)
5 80— 74%
% ]
;.En I 5 i -
<} 60—
a —
2 50 -
m
02.1 40 - 38%
= —1
c 30— f—tHt =
k=]
5 20 - o
g
& 10

0 T T T T T T T
0 6 12 18 24 30 36 42
Months from Randomization
Mumber 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 1As) arm 8(79) 2(84) 0(86)

Eskander RN, et al. SGO 2023. Abstract 264.

HR (stratified; 95% Cl)

0.30 (0.19-0.48)
P =<0.00001

m F.UP 12m
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NRG GY018 Study
PFS per RECIST v1.1: pMMR Population

mFUP 7.9m

100
Events, Median .
o _ HR fied; 95% CI
o 90 n/N (95% Cl), mo (stratified; 95% Cl)
w
5 80 Pembro + CT 89/290 13.1(10.5-18.8) 0.54 (0.41-0.71)
g 70| Placebo + CT  133/292 8.7 (8.4-10.7) P <0.00001
an
o 60 |
a
2 50
(1]
2 -
=
[ 30
e
5 20
g
& 10
0 T T T T T T T T
0 6 12 18 24 30 36 a2

Months from Randomization
Mumber at Risk (Cumulative number censored)

Placebo + CT 292 (14) 129 (115) 33 (141) 10 (152) 2(157) 1(158) 0(159)

E- s Pembro + CT 290 (15) 150 (112) 45 (167) 20 (185) 7(195) 3(198) 0(201)
SGO

ANMUAL MEETING

T et Eskander RN, et al. SGO 2023. Abstract 264.
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Inclusion Criteria

Stratification/Randomization

GY018 RUBY GY018 RUBY

Measurable stage N1/TVA
Mon-measurable stage IVB
MNon-measurable clear cell,

Carcinosarcoma, Serous,
mixed, HIC2-IVA

Recurrent EMCA
Carcinosarcoma
PS0-1

P52

Time since completion of
adjuvant chemo

X
X

212 mo

X
X
X

z6 mo

ECOG PS5 (0 or 1 vs 2)

Prior adjuvant chemo (yes vi no)

Prior external pelvic radiotherapy (yes/no)

Disease status (recurrent, primary stage
lil, or primary stage IV

11

X
X

X
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GYO018 dMMR/MSI-H RUBY

HR, 0.30 HR, 0.28
1004 (95% Cl, 0.19-0.48) " (95% CI, 0.16-0.50)
g - P<0.00001 P<0.0001
§ 0 o
~ f Dostarlimab + CT
(3 014N
g w0 | Pembro + CT e 1 »
- 0
; 1
40 4 A
; = S as
g 2. 0 MAN
- Fcolio #CY "™ Placebo + CT
e T T T Y T .’ 1 T T ] T T T T T T L] T T T ' —
; " 2 " ;j » » "‘ B 2 4 8 02 N 2 MMM 2 N DY RE M
e e Morths om randomization
Months from Randomization Ml
h—*-,:.;.lm:—o.wvn—-ﬂ I : W1 i o a mj" - o o - = Il el il
No. with Median No. with Median
avents, % (95% C1), mo events, % (95%C1), mo
— Pembro + CY n2 NR (30.6-NR) Dostarlimab + CP 5.8 NR (11.8-NR)
Placebo + CT 522 7.6(6.4-9.9) Placebo + CP 723 7.7 (5.6-9.7)
ANNUAL MEETING
St Cuech PFS maturity 377 PFS maturity 55.9
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GYO018 MMRp/MSS RUBY

10~
300 -4
g e HR, 0.54 § ) HR, 0.76
g w0 (95% CI, 0.41-0.71) 1 (95% CI, 0.59-0.98)
¥ &
T = '
; | Pembro + CT 3 . men  Dostarlimab + CT
0 -4
i 04 S ALE Y
104 Placebo + CT Placebo + CT
00 b
°; ) A Az % % 57 3 R EEEE T E
Saniutptme Months from randomization
Months from Randomization A Ponhi K vermn)
it 14200 g ooty Bl YR R A . o 4 RS CF T0 In NN IR AR NS S am U am
No. with Median No. with Median
event, % (95* c')l mo event, % (95"0). mo
Pembro + CT 30.6 13.1 (10.5-18.8) Dostarlimab + CP 60.4 | 9.9(9.0-13.3)
Placebo + CT 45.5 8.7 (8.4-10.7) Placebo + CP ' 7.9 (7.6-9.8)
ANNUAL MEETING 2
iy prsMaturity | (381 PFS maturity (654 )




NN OVACION RA i:U

10 plus carboplatin/paclitaxel represents a new
standard of care for patients with primary
advanced or recurrent endometrial cancer
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Histology

Endometrioid

TCGA subtype

‘POLE-ultramutated’

‘MSI-hypermutated’

‘MSS copy-number low’

Mutation load

—

Serous and high grade
endometrioid

Carcinosarcoma

Clear cell

NA

NA

SCNA load _
Grade 1,2,3 1,2,3** 1,2 3 High High
ER status ER-; ER+ ER+ ; ER- ER+
TP53 mutation 35% low low >90% 60-90% 35%
PI3K alterations PTEN M+ (94%) PTEN M+ (75-85%) PTEN (11%) PTEN M+ (19%) PTEN loss (80%)
PIK3CA M+ (71%) PIK3CA M+(50-55%) PIK3CA A+ (45%) PIK3CA M+ (35%) PIK3CA (18%)
PIK3R1 M+(65%) PIK3R1 M+(30-40%) PIK3CA M+ (35%) PIK3CA A+ (14%)
PIK3R1 M+ (12%)
KRAS mutation >50% 35% 17% 0%
Erbb alterations 0 low low ErbB2 A+ 30-40% (serous) ErbB2 A+ (13%) ErbB2 M+ (12%)
ErbB3 A+/M+ (13%)
FGFR amplification or FGFR1 A+/M+ (7%) FGFR3 A+ (20%)
mutation FGFR2 A+/M+ (13%)
FGFR3 A+/M+ (5%)

Wnt/Bcatenin

CTNNB1 M+ (>50%)

Other

ARID1A M+ (75%)
PD1/PD-L1 overexpr.
Mutation(s) in the
exonuclease domain
of the POLE gene

ARID1A M+(35-40%)
PD1/PD-L1 overexpr.

ARID1A M+(35-40%)

PPP2R1A M+(20%)
FBXW?7 M+(20% of UC)
HER-2 (25%)

ARID1A (25%)
PPP2R1A (28%)
FBXW7 M+(35%)
CCNE1 A+ (42%)
Sox17 A+ (25%)

ARID1A (25%)
TERT promoter
mutations

Modlified from Morice et al, Lancet 2015
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SELINEXOR: XPO1 INHIBITION

Retinoblastoma, lung cancer,
colorectal cancer, melanoma,
thyroid, prostate cancer etc,

] Cell survival

I

Acute myeloid
leukaemia

Inhibition of
monocyte
differentiation

\
(NPM1-PU.1)

RB1, p53,

p21, p27.
APC, FoxOs

RB1, 553, p21,

| p27,APC, FoxOs,
(K cyclin B1/D1.
€DC25 pte.

Selinexor ang \
other SINE
P

B2 XPO1-RanGTP

compounds

Ignace Vergote, MD, PhD march 2022

Hospital Universitario

12 de Octubre
2 s

+

SaludMadid

Exportin 1 (XPO1) is the major nuclear export

protein for:!
* Tumor suppressor proteins (TSPs, e.g.,

Collsurvival
/ p53, IkB, PTEN, and FOX01)
Inhibition of XPO1 results in:?!

*The increase in nuclear levels and

Beclin 1,
Yap. centrin

activation of TSPs
* Reduction of oncoprotein levels

Selinexor is an oral selective XPO1 inhibitor

Nuclear
membrane

Beclin 1,
Yap, gentrin

?u.-wghagy g:fe‘ecﬁmplex
Preclinical data for selinexor:?
* Reactivates multiple TSPs, including p53
wild type, by preventing nuclear export

IFung HY, Chook YM. Semin Cancer Biol. 2014;27:52—-61.
2Tai YT, Landesman Y, Acharya C, et al. Leukemia. 2014;28(1):155-165.



SEENDO; Trial design

endometrioid, serous, undifferentiated, or carcinosarcoma

Stage IV or first relapse of
endometrial cancer

= Taxane-carboplatin*

* Prior surgery, radiotherapy,

or hormonal therapy allowed

*Chemo for at least 12 weeks

Stage IV or first relapse of endometrial cancer

(NCT03555422)

RECIST
PR/CR on
first-line
chemo

Stratification
v Primary stage
vs recurrent

vPRvs CR

ﬂ

—

Arm A

Selinexor 80mg Q
If BMI<20: 60 mg QW
Until PD

N=174

ArmB
Placebo
Until PD

-
= )

-

Primary endpoint:
PFS™
(Investigator assessed)

-

Secondary endpoints:
0s
PFS per BICR

PROs

TFST

TSST

PFS2

DSS

DCR

Pre-defined exploratory
endpoints:
Histological subtype
Molecular subclassification
(including p53, MMR, and POLE)

_/

**140 PFS events needed to provide 80% power to detect a hazard ratio of 0.6 (median PFS 4.5 months for placebo
and 7.5 months for selinexor) with a one-sided alpha of 0.025 and 2:1 randomization ratio favoring selinexor.

Presented by Vergote I. at SGO 2022



Primary Endpoint: PFS in ITT population

(based on audited stratification factors)*

/Median PFS (Investigator assessed)

HR* = 0.705 (95% Cl 0.499-0.996)

1.00 + Censored
72.4% — Selinexor
VS. — Placebo
_ 66.4%
E 0.75 48.2%,
£ vs. 417%  353%
S a 40.9% ) )
3- 3 VS. VS,
—_— 0, 0
Z & 050 kL 34.1%  25.8%
865 'j
o G
& a "ll '*_‘.H'H—L
& '\—m—\ T
o .
a 0.25 —
0
0 3 6 9 12 15 18
No. at Risk Months
Selinexor 174 97 53 39 23 14 8
Placebo 89 50 25 19 11 10 10

—

\ One-sided P value = 0.024

Selinexor (n=174): 5.7 mo (95% Cl 3.81-9.20)
Placebo (n=89): 3.8 mo (95% Cl 3.68-7.39)

~

J

* In 7 patients (2.7% of 263), the stratification

factor of CR/PR was incorrect and was corrected

by the Investigators prior to database lock and

unblinding.

The statistical analysis was validated by the
independent ENGOT statistician and approved by

the IDMC.

HR for ITT without correction of the stratification

factors was 0.76 (95% Cl: 0.543, 1.076).

—

Presented by Vergote I. at SGO 2022



Probability of
Progression-free Survival

Preliminary Analysis of a Prespecified Exploratory Subgroup PFS:
P53 status

1.00

0.75

p53 wild-type

+ Censored

— Selinexor
— Placebo

0.50

0.25

No. at Risk
Selinexor

Placebo

Median PFS

Selinexor (n=67): 13.7 mo (95% CI 9.20-NR)
Placebo (n=36): 3.7 mo (95% CI 1.87-12.88)

HR = 0.375 (95% CI 0.210-0.670);P value = 0.0003

0 3 6 9 12 15 18
Months

67 48 33 24 15 10 7

36 18 11 9 6 5 5

Probability of

p53Mutant/Aberrant EC

- Selinexor
- Placebo
Median PFS
Selinexor (n=74): 3.7 mo (95% CI 3.32-
5.55)

Placebo (n=40): 5.6 mo (95% CI 3.71-7.49)

1.00
©
2
g 075
=3
(/2]
&
c
S 0.50
[72]
(7]
o
[=2]
e
a 025
0
No. at Risk

Selinexor
Placebo

HR =1.306 (95% CI 0.795-2.145)P value = 0.8530

0
74

40

3 6 9 12 15 18
Months

33 1 T 3 1 o

25 1 7 3 3 3

Presented by Vicky Makker, M.D at ASCO 2022
Presented by Vergote |. at SGO 2022



Clincal trials on going: First line p53 wt endometrial cancer

ENGOT-en20/BGOG/XPORT-EC-042
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W XV, CONCLUSIONS

E INNOVACION TERAPEUTICA

Endometrial cancers have relatively high proportions of TMB-H and MSI-H/dMMR tumors, providing
rationale for treatment with checkpoint inhibitors.

The MSI-H/dMMR phenotype has emerged as a predictive biomarker for checkpoint inhibitor
therapy.

Checkpoint inhibitors monotherapy and in combination with antiangiogenic drug have shown
clinically meaningful activity in EC (improvements in OS, PFS, and ORR).

The RUBY trial & GY018 have proven a substantial benefit of adding 10 to carboplatin and paclitaxel
in patients with advanced/recurrent EC, in the dMMR/MSI-H and all comers population,

representing a new standard of care

Despite a lower magnitude of benefit in the MMRp/MSS population, some patients derive long
lasting benefit

A trend in better OS has been observed, but a longer follow-up is needed
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