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Progression-Free Survival for Patients with Low and High MS7 Scores
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Photomicrographs of Staining of New Cut (3 wk old) and Stored (Old Cut,
>10 y Old) Slides Sectioned from the Same Formalin-Fixed Paraffin-
Embedded EC Tumor Blocks
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These groups are prognostic

**Pathobiology of Endometrial Cancer in Treatment Decision Making and Therapeutic Development
Amanda Fader, MD

Cancer Genome Atlas Research Network. Nature. 2013;497(7447):67-73.
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© M R Mirza



Molecular Subtypes
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Case Presentation: 68-year-old woman with MSI-high
Stage Il endometrial cancer
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Pembrolizumab in Microsatellite Instability-
High (MSI-H)/Mismatch Repair Deficient
(dMMR) Advanced Solid Tumors: An Update
of the Phase Il KEYNOTE-158 Trial

Maio M et al.
ESMO 2022;Abstract 113P.




KEYNOTE-158: High MSI at Primary Diagnosis — Tumor Types

B Endometrial (94) B Gastric (51) M Small intestine (27) [ Ovarian (25) M Cholangiocarcinoma (22)
M Pancreatic (22) M Brain (21) M Sarcoma (14) M Breast (13) M Other (pooled) (12)?
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Pembrolizumab for Microsatellite Instability-
High (MSI-H) or Mismatch Repair Deficient
(dMMR) Advanced Endometrial Cancer:
Long-Term Follow-Up Results from KEYNOTE-158

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




KEYNOTE-158: Long-Term Efficacy Results

Analysis population (n = 94)

ORR, % (95% Cl) 50 (39.5-60.5)
CR, n (%) 15 (16)
PR, n (%) 32 (34)
SD, n (%) 17 (18)

ORR by prior treatment line, % (95% Cl)?
Neo-adjuvant and/or adjuvant therapy only (n = 10)40 (12.2-73.8)

1 line (n = 39) 59 (42.1-74 .4)
>1 line (n = 45) 44 (29.6-60.0)
DOR, median (range),? mo 63.2 (2.9-63.2)
DOR >1vy.,2 % 87
DOR >2y,? % 71
DOR >3 y.,? % 66
DOR >4 y,° % 66
Median PFS (95% Cl),> mo 13.1 (4.3-25.7)
4-y PFS rate,? % 37
Median 0S (95% Cl),? mo 65.4 (29.5-NR)
4-y 0S rate,? % 59

K-M, Kaplan-Meier; NR, not reached. 2Percentages are based on number of patients in each subgroup. °K-M estimate

O’Malley D et al. ESMO 2022;Abstract 546P.
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Pembrolizumab in Patients With

- Microsatellite Instability—High
“Advanced Endometrial Cancer: Results
> From the KEYNOTE-158 Study

David M. O’Malley, MD'; Giovanni Mendonca Bariani, MD?; Philippe A. Cassier, MD3; Aurelien Marabelle, MD, PhD*;
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KEYNOTE-158: Best Percentage Change and Duration of Response EJER;ZS;:
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100 4 Median
No. (95% CI), months
80 - 38 NR (2.9 to 49.7+)
60 - 3
x (<)
o 40 - 2
c o
> 73
2 20l - 2
0 p=
e 97 £
2 = : : :
@ ] S 20 - : : : —— 95% confidence bands
T I e il © 10 : : : Duration of response
S —40- -
= : : :
O —Tr T T T T
-60 0 6 12 18 24 30 36 42 48 b4
80 4 Time (months)
No. at risk:
-100 38 34 24 19 18 17 12 8 2 0

* Among 79 patients in the efficacy analysis population, 48% (95% Cl, 37 to 60) had an objective response as
determined by independent central radiologic review, including 11 patients (14%) with CR and 27 (34%) with PR

Courtesy of Mansoor Raza Mirza, MD O’Malley et. al, Journal of Clinical Oncology 2022 40:7, 752-761



NSGO-CTU

“y Nordic Sociaty of Gynaecoiogical Oncology - Clinical Trial Unit

KEYNOTE-158: PFS and OS g -

- 95% confidence bands Events, Median - 95% confidence bands Events, Median
Overallsiirvival No. No. (%) (95% CI), months

No. No. (%) (95% CI), months
79 45 (57) 13.1(4.3to 34.4)

Progression-free survival

79 29(37) NR(27.2to NR)

560 ;60
z - : —
o\o ;37 37 3\°’ L ittt ||||..
w 0000000000000 et e T T T T T T T T T Qocposoocsossssosososossposssssssossssscsonse w fioitisRsonsesiaiietahs dond e otlsnt R SRS TR
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0O 6 12 18 24 30 36 42 48 54 60 0 @ 92 g 2% 30 Ko @42 48 4 6f
Time (months) Time (months)
No. at risk: No. at risk:
79 65 44 36 33 32 31 26 16 2 0

79 47 31 23 20 19 15 13 5 1 0

Courtesy of Mansoor Raza Mirza, MD O’Malley et. al, Journal of Clinical Oncology 2022 40:7, 752-761
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Best Volume Change in Target Lesions Based on BICR
per RECIST v1.1

dMMR/MSI-H EC

MMRp/MSS EC

Parcertchange
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Patiants

BICR, binded Independent central review; CR, complete response; dMMR, mismaich repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MMR-unk, mismatch repair unknown; MSE-H, microsatellite
instabdlity—high; MSS, microsatelite stable; NE, not evaluated; PD, progressive disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease.

2022 ASCO PRCSENTED. Py Content of this presentation is the property of the AS‘ o _\ "
Aﬂa Cakrm MD author licensed by ASCO. Parmission required for reuse K

\“ | ;\\ \”... = KNOWLEDGE CONQUERS CANCER

RESEARCH
TO PRACTICE

Oaknin A et al. ASCO 2022;Abstract 5509.



Conclusions

« Cohort A1 is the largest cohort of patients with AMMR/MSI-H EC studied with an
anti—-PD-1 monotherapy to date

Dostarlimab demonstrated durable antitumor activity in both dAMMR/MSI-H and
MMRp/MSS advanced or recurrent EC
* Median follow-up time is 27.6 (dAMMR/MSI-H) and 33.0 (MMRp/MSS) months

* The probability of remaining in response at 24 months was 83.7% in dAMMR/MSI-H

Dostarlimab is the only PD-1 therapy clinically tested with a Q6W dosing schedule in
endometrial cancer

The safety profile was manageable
* The majority of TRAEs were grade 1 or 2

= Discontinuation rates were low:
o 8.6% of patients discontinued treatment because of a TRAE

AE, adverse event; dMMR, mismatch repair deficient; EC, endometrial cancer; ir, immune related; MMRp, mismatch repair proficient; MSI-H, microsatellite instability—high; MSS, microsatellite stable; PD-1, programmed death 1; TRAE,
treatment-related adverse event; Q6W, every 6 weeks.

2022 AS CO m PR Content of this presentation is the property of the AS CO ”E‘:i“"“ 5“’( i“j o

i thor, li d by ASCO. P d f 3
ANNUAL MEETING Ana Oaknn. D . authorlicense: y ASCO. Permission re quired for reuse o R—

Oaknin A et al. ASCO 2022;Abstract 5509.



Progression-Free Survival (PFS) and Overall
Survival (OS) in Patients (pts) with Mismatch
Repair Deficient (dMMR) Solid Tumors Treated
with Dostarlimab in the GARNET Study

Andre T et al.
ESMO 2022;Abstract 549P.




GARNET: Antitumor Activity by Tumor Type

Confirmed ORR (RECIST v1.1) DOR (RECIST v1.1)

327

Overall 144 (44.0) 38.6—49.6 NR (1.18+ to 47.21+)
EC 141 64 (45.4) 37.0-54.0 NR (1.18+ to 47.21+)
Non-EC 186 80 (43.0) 35.8-50.5 NR (2.76 to 41.49+)

CRC 105 45 (42.9) 33.2-52.9 NR (2.8 to 41.5+)

Non-CRC 81 35 (43.2) 32.3-54.7 NR (2.8+ to 39.4+)
Gastric cancer 21 10 (47.6) 25.7-70.2 NR (2.8+ to 27.7+)
Small-intestinal cancer 19 7 (36.8) 16.3-61.6 NR (4.1+ to 39.4+)
Pancreatic carcinoma 11 5 (45.5) 16.7-76.6 NR (8.4+ to 19.8+)
Biliary neoplasm 10 4 (40.0) 12.2-73.8 NR (16.5+ to 27.9+)

Ovarian cancer 7 3 (42.9) 9.9-81.6 NR (6.0+ to 36.4+)
Adrenal cortical cancer 2 PR, PD
Cancer of unknown origin 2 PR, PD

2

2

1

Oesophageal cancer PR, PD
Mesothelioma SD, PR
Breast cancer CR

Malignant neoplasm of

the female genitals 1 PR
Renal cell carcinoma 1 SD
Sarcoma 1 PD
Thymic tumour 1 PD
CR, complete response; CRC, colorectal cancer; DOR, duration of response; EC, endometrial cancer; NR, not reached; ORR, objective response rate; PD, progressive disease; PR, partial
response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease. RTP
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Progression-Free Survival (PFS) and Overall Survival
(OS) in Advanced/Recurrent (AR) Mismatch Repair
Deficient/Microsatellite Instability-High or
Proficient/Stable (dMMR/MSI-H or MMRp/MSS)
Endometrial Cancer (EC) Treated with Dostarlimab
in the GARNET Study

Tinker A et al.
ESMO 2022;Abstract 548P.




GARNET: Secondary Endpoint Analysis

dMMR/MSI-H EC MMRp/MSS EC
Variable N=143 N=156

Median follow-up time, months 27.6 33.0
PFS events observed, n (%) 83 (58.0) 136 (87.2)
Median PFS (95% CI), months 6.0 (4.1-18.0) 2.7 (2.6-2.8)

Estimated probability of PFS, % (95% CI)

6 months 49.5 (41.0-57.5) 22.9 (16.5-30.0)
12 months 46.4 (37.8-54.5) 13.3 (8.3-19.5)
24 months 40.1 (31.6-48.4) 9.4 (5.2-15.0)
36 months 40.1 (31.6-484) 6.8 (3.3-12.0)
OS events observed, n (%) 57 (37.3) 111 (68.9)
Median OS (95% CI), months NR (27.1-NR) 16.9 (13.0-21.8)
Estimated probability of survival, % (95% CI)
6 months 84.9 (78.0-89.8) 74.3 (66.6-80.6)
12 months 73.3 (65.2-79.8) 60.6 (52.3-67.9)
24 months 60.5 (51.5-68.4) 38.4 (30.5-46.2)
36 months 58.4 (49.2-66.5) 22.2 (14.9-30.5)

NR, not reached; OS, overall survival; PFS, progression-free survival.

Tinker A et al. ESMO 2022;Abstract 548P.

dMMR, mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MSI-H, microsatellite instability—high; MSS, microsatellite stable;
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Efficacy of Dostarlimab in Endometrial Cancer
(EC) by Molecular Subtype: A Post Hoc Analysis
of the GARNET Study

Oaknin A et al.
ESMO 2022;Abstract 547P.




GARNET: Molecular Subtype and ER Expression
Distribution

POLemut n=5

Molecular | : : .
classification . NSMP n=57

ER expression

[ ERpos 3 ERneg 1 ERunk

Because the cohort designation is by MMR status, patients from cohort Al could only be classified as POLemut or
dMMR/MSI-H, whereas patients from cohort A2 could only be classified as POLemut, TP53 or NSMP.

dMMR, mismatch repair deficient; ER, oestrogen receptor; MMR, mismatch repair; MSI-H, microsatellite instability—high;
mut, mutated; neg, negative; NSMP, no specific mutational profile; pos, positive; unk, unknown.
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GARNET: ORR by Molecular Classification

classification (95% Cl) (range), mo
} @ | 2/5, 40% (5.3-85.3) NR (32.46+ to 44.42+)
: @ | m 43/98, 43.9% (33.9-54.3) NR (2.63-47.21+)
—&— 17/94, 18.1% (10.9-27.4) 19.4 (1.54-47.18)

} | NSMP 7/57, 12.3% (5.1-23.7) 26.4 (2.79-46.16+)

1 1
0 50 100

ORR (95% CI), %

ORR = objective response rate
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GARNET: ORR by ER Status and Molecular Classification

100 —— 0 ERpos
[ ERneg
1 ERunk
A
S o -
X
w 50 _
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dMMR/MSI-H TP53mut NSMP
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Dostarlimab (GARNET): Multicenter, Open-Label, Phase 1 Trial in Patients E'IE;ZQT
With Advanced Solid Tumors?- =t

Part 1: DLT Based Dose Part 2A: Fixed Dose Safety

Part 2B: Expansion Cohorts at RTD

Escalation (All Comers) Cohort

 GARNET is a dose escalation study with expansion cohorts designed to assess the A1: Endometrial Cancer (IMMR/MSI-H)
clinical activity and safety of dostarlimab in patients with advanced solid tumors’

* |n Part 2B, dostarlimab was dosed at the RTD determined from Part 1 and 2A"

o 500 mg Q3W for 4 doses, then 1000 mg Q6W until disease progression,
unacceptable toxicity, patient withdrawal, Investigator’s decision, or death

» Interim findings (data cutoff date July 8, 2019) of EC cohort A1 (dAMMR) were
previously published in JAMA Onc?

« EC cohort A1 data with cutoff date of March 1, 2020, with an update on
duration of response and safety taken on November 1, 2020, are presented?

A2: Endometrial Cancer (MMRp/MSS)

E: NSCLC

F: Non-endometrial - dAMMR/MSI-H basket

G: PROC without BRCA mutation

Primary Endpoints?:2

+ ORR and DOR by RECIST v1.1; defined as a proportion of patients with confirmed Part 2B RTD: 500 mg Q3W for the first 4
complete or partial response by BICR doses and 1000 mg Q6W thereafter

BICR, blinded independent central review; BRCA, breast cancer susceptibility gene; DLT, dose-limiting toxicity; dMMR, deficient mismatch repair; DOR, duration of response; MMRp, mismatch repair—proficient; MSI-H, microsatellite instability-high; MSS, microsatellite stable;
NSCLC, non-small cell lung cancer; ORR, objective response rate; PROC, platinum resistant ovarian cancer; Q2W, every 2 weeks; Q3W, every 3 weeks; Q6W, every 6 weeks; RTD, recommended therapeutic dose.
aThe protocol was amended on May 10, 2019 to use only the results of the immunohistochemistry MMR test for classifying patients.2
1. National Library of Medicine. https://clinicaltrials.gov/ct2/show/NCT02715284. Accessed May 17, 2021. 2. Oaknin A, et al. JAMA Onc 2020;6:1766-1772. . Oaknin A, et al. ASCO 2022, Abstract 5509. 3. Berton D, et al. J Clin Oncol. 2021;39(suppl_15):2564.

Courtesy of Mansoor Raza Mirza, MD
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https://clinicaltrials.gov/ct2/show/NCT02715284
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ﬁ Rigshospitalet
Dostarlimab (GARNET): 45.5% ORR in dMMR EC Patients ENGOT

6 months 12 months 24 months 36 months
edian follow-up time, months 27.6 ~ >
ORR, % (95% CI; n/N) 45.5% (37.1-54.0,65/143) >
Complete response, n (%) 23 (16.1) ~ i
Partial response, n (%) 42 (29.4) -
Stable disease, n (%) 21(14.7) - =
Progressive disease, n (%) 51 (35.7)
Not evaluable, n (%) 6(4.2) —
[Median time from cycle 1 day 1 to best overall response, mo >
Complete response 279 e >
Partial response 2.69 =
Disease control rate, % (95% CI; n/N) 60.1% (51.6-68.2; 86/143) f§ - >
3 ~ >
Response ongoing, n (%) 54 (83.1)
Median duration of response (range), months NR (1.18+1t0 47.21+) . = -
Probability of maintaining response, %
6 months 96.8 -
12 months 93.3 - B inresponse
24 months 83.7 - - # Still on treatment
e p B End of treatment
- e m ® CR
- ® PR
- e ® sD
— A PD

o 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216
Time since initial response (weeks)

Cl, confidence interval; CR, complete response; dMMR, mismatch mutation repair deficient; EC, endometrial cancer; ORR, objective response rate; PR, partial response; SD, stable disease.
Oaknin A, et al. ASCO 2022, Abstract 5509.
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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 dMMR/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

Konstantinopoulos PA, et al. J Clin Oncol 2019; 20: 2786-2794. Antill YC, et al. J Immunother Cancer 2021; 9: e002255; .Marabelle A, et al. J Clin Oncol 2020; 38: 1-10. Oaknin A, et al. JAMA Oncol 2020; 6: 1766-1772.
KEYTRUDA US prescribing information 2021.; KEYTRUDA SmPC 2021; emperli SmPC 2021. Jemperli US prescribing information 2021.
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Cases of dMMR/MSI-H EC Originate from Different Pathways:

Does This Matter?

Immunohistochemistry

A 4-panel IHC test for MLH1, MSH2, MSH6 and PMS2

- |f the MSH2, MSH6 or isolated PMS2 [HC
results are abnormal

y

genetic testing of germline DNA to
confirm Lynch syndrome

- [f MLH1 (or MLHI and PMS2) are abnormal

MLH1 promoter hypermethylation testing on

l tumour DNA

Methylation of the MLH1 No Methylation of the MLH1

promoter: Sporadic promoter: Confirm Lynch Sd
\ by genetic testing y
Borden et al. Am J Clinical Path, 2022.
] PRESENTED BY: ~ Ana Oaknim MD PhD ontent of this presentation is the property of the | AMERICAN SOCIETY OF
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Could Mechanisms Underlying dMMR/MSI-H EC Alter
Responses to ICI? Data from Pembrolizumab Studies

. 6 somatic loss MMR prot: Lynch-Like ]
-Study enrolment = 25 patlentsl proLLyl ,
19 Methylated i
-24 evaluable for response 08
-14 CR/PR=58.3% 3
. E 0.8::1 Log-rank P = 0170 mﬁ:‘,‘;
-Clinical Benefit = 83.3% z
04 -
3
= 3
* . Progressive Disease 921
Lynch-like 6 6 5 4 4 4 2
2 T o S e N T
i ) 6 12 18 24 30 36 42 48
20 * * ' . Stable Diseose Progression-Free Survival, Months
1O MR i
— : < 5 artial Response
’ = =1y TR L | e P
: | [ Bl [ b8
, powe
4 9] Pop péth e . Complete Response
« LI ] | B3
o : : S
0444 ® ot & * Primary Progression 2
@ 0pe] | pope Y 5
% 640 0 Secondary Progression =
80 &4 :1 :: : e % 085 Log-rank P = 0431 ;y::;:ed
) it ¢ Lynchik §
-100 A, A 4. Lyncn-like 2
O OUMONNNOAROOANTMe=NNN—O O M -
—ONOrrr~rO OO rrrNr~~r~NN—~OO—NON T
2232223322232333533533553
W W wWwwwwwwwowowowwowowow 02 -
o T T T W Y W T W Y W W W W W W W W W W W Lynchike 6 6 s 4 . 4 3 2
18 17 15 14 11 6 3 2 0
0 6 12 18 2 % % 2 s
BelloneS. et al. Cancer. 2022 Mar 15;128(6):1206-1218. BelloneS. et al. Annals of Oncology, Vol 32, Issue 8,2021, 1045-1046 Oveeall Survival, Months

ClinicalTrial.gov: NCT02899793
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Management of Endometrial Cancer

PROLOGUE

MODULE 1: Multidisciplinary Management of Endometrial Cancer in
Copenhagen, Denmark; Boston, Massachusetts and Little Rock, Arkansas

MODULE 2: Subtypes of Endometrial Cancer

MODULE 3: Microsatellite Instability-High Endometrial Cancer

MODULE 4: Microsatellite-Stable Endometrial Cancer

MODULE 5: Future Directions

RESEARCH
TO PRACTICE




Case Presentation: 62-year-old woman with MSS
Stage IV endometrial cancer

\

Dr Mansoor Mirza (Copenhagen, Denmark)




Management of side effects associated with
pembrolizumab/lenvatinib

\

Dr Mansoor Mirza (Copenhagen, Denmark)




Case Presentation: 62-year-old woman with MSS
Stage IV endometrial cancer (continued)

\

Dr Mansoor Mirza (Copenhagen, Denmark)
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Immunotherapy in Endometrial Cancer [l meooreae
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ORR in MMRp and unselected patients

Patient selection

KEYNOTE-1581 Pembrolizumab 107 Previously treated 11%
Recurrent/advanced (unselected)
. Previously treated
2 [6)
GARNET Dostarlimab 142 Recurrent/advanced MMRp 13%
A tastati
PHAEDRA? Durvalumab 35 dvanced/metastatic 3%
MMRp
NCT02912572% Avelumab 16 Advanced/metastatic 11.4%
MMRp
KEYNOTE-1455 Pembrollzgrpab + 94 Previously treated Recurrent/advanced 36%
lenvatinib MMRp
i + P i ly treated R t
KEYNOTE-77567 Pembrollzyrpab 346 reviously treated Recurrent/advanced 30%
lenvatinib MMRp

MMRp, mismatch repair-proficient; ORR, overall response rate.
1. O’'Malley D, et al. Presented at European Society for Medical Oncology Congress 2019; 2. Oaknin A et al. J Immunother Cancer. 2022 Jan;10(1):e003777; 3. Antill Y et al. J Immunother Cancer 2021 Jun;9(6):e002255

4. Konstantinopoulos PA, et al. Jama Oncology 2022; e222181 5 .Makker V, et al. J Clin Oncol. 2020;38(26):2981-2992; 6. Makker V, et al. Presented at Society for Gynecologic Oncology Virtual Annual Meeting 2021.
7. Makker V et al. N Engl J Med 2022 Feb 3;386(5):437-448.
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Lenvatinib Plus Pembrolizumab in Patients with

Advanced Endometrial Cancer

Key Eligibility Criteria
Aged =218 years

Pathologically confirmed and
metastatic endometrial carcinoma

<2 Prior systemic therapies

Measurable disease by
rRECIST

ECOG performance status =1
Life expectancy =212 weeks

Lenvatinib
20 mg/day (oral)
-
Pembrolizumab
200 mg Q3W (IV)

NSGO-CTU

Norc Sociaty of Gynaecoiogical Oncaiogy - Clincal 1rail Unit

E Rigshospitalet

ENGQT

European Network of

Gymaecolegical Oncological Tial grosgs

Primary End Point*
« ORR at Week 24

Key Secondary End Points*

« Overall ORR « DCR

- DOR « CBR

- PFS - Safety and
« OS tolerability

Prespecified Exploratory End Points

* Independent imaging review per
irRECIST and RECIST v1.1
« Antitumor activity by PD-L1 status

Post Hoc Exploratory Analysis

« Antitumor activity by tumor histology
« Antitumor activity by MSI status

CBR, clinical benefit rate; DOR, duration of response; IV, intravenous; MSI, microsatellite instable; ORR, overall response rate; OS, overall
survival; PD-L1, programmed death ligand 1; PFS, progression-free survival, Q3W, every 3 weeks

Courtesy of Mansoor Raza Mirza, MD

Makker V et al. J Clin Oncol. 2020;38:2981-2992.
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Percentage Change in Sum of Diameters of Target Lesions from Baseline to Post- i1 [r—
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Courtesy of Mansoor Raza Mirza, MD Makker V et al. J Clin Oncol. 2020;38:2981-2992.
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Updated efficacy and safety of lenvatinib
plus pembrolizumab versus treatment of
physician’s choice in patients with
advanced endometrial cancer:

Study 309/KEYNOTE-775

Vicky Makker!, Nicoletta Colombo?, Antonio Casado Herraez®,

Bradley J. Monk?, Helen Mackay®, Alessandro D. Santin®,

David S. Miller”, Richard Moore®, Sally Baron-Hay?, Isabelle Ray-Coquard™?,
Ronnie Shapira Frommer'!, Kimio Ushijima’2, Kan Yonemori'3, Yong Man Kim'4,
Eva M. Guerra Alia’, Ulus A. Sanli'®, Jie Huang'’, Jodi McKenzie'®,

Gianmaria Barresi'®, Domenica Lorusso?

BESMD Abstract 525MO




Study 309/KEYNOTE-775: Treatment Emergent Adverse
Events Consistent with Primary Analysis

LEN + pembro (n = 406

Preferred Term®

TEAESs, n (%)
Hypertension
Hypothyroidism
Diarrhea
Nausea
Decreased appetite
Vomiting
Weight decreased
Fatigue
Arthralgia
Proteinuria
Treatment-related TEAES, n (%)~
Adverse events of special interest (for pembro), n (%)¢
Clinically significant adverse events (for LEN), n (%)?
Dose interruption due to TEAE®
Dose reduction due to TEAE'
Treatment discontinuation due to TEAE®
Discontinuation of LEN
Discontinuation of pembro
Discontinuation of both LEN and pembro

Makker V et al. ESMO 2022;Abstract 525MO.

405 (99.8)
264 (65.0)
239 (58.9)
226 (55.7)
210 (51.7)
189 (46.6)
153 (37.7)
144 (35.5)
138 (34.0)
131 (32.3)
124 (30.5)
395 (97.3)
279 (68.7)
386 (95.1)
292 (71.9)
273 (67.2)
159 (39.2)
145 (35.7)
90 (22.2)
65 (16.0)

366 (90.1)
159 (39.2)
6 (1.5)
33 (8.1)
14 (3.4)
31 (7.6)
12 (3.0)
44 (10.8)
22 (5.4)
7(1.7)
21 (5.2)
320 (78.8)
54 (13.3)
227 (55.9)

Chemotherapy (n = 388
386 (99.5) 286 (73.7)
20 (5.2) 10 (2.6)
3(0.8) 0(0.0)
79 (20.4) 8(2.1)
180 (46.4) 5(1.3)
83 (21.4) 2 (0.5)
82 (21.1) 10 (2.6)
23 (5.9) 1(0.3)
107 (27.6) 12 (3.1)
31 (8.0) 0 (0.0)
13 (3.4) 1(0.3)
364 (93.8) 233 (60.1)
17 (4.4) 1(0.3)
149 (38 4) 51(13.1)

110 (28.4) ---
49 (12.6) -
31 (8.0) ---

_—

Grade 2 3° Grade 2 3°
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KEYNOTE-775 trial

Key eligibility criteria
« Advanced, metastatic,
or recurrent endometrial cancer
* Measurable disease by BICR
* One prior platinum-based CTa
« ECOG PS 01
 Tissue available for MMR testing

Stratification factors MMR status
(MMRp vs dMMR) and further stratification
within MMRp by:
* Region (R1: Europe, USA, Canada,
Australia, New Zealand and Israel vs
R2: rest of the world)

« ECOGPS (0vs1)
* Prior history of pelvic radiation (Y vs N)

Lenvatinib

20 mg PO QD
+

PembrolizumabP®
200 mg IV Q3W

Treat until progression
or unacceptable toxicity

Doxorubicin
60 mg/m? IV Q3We
or

Paclitaxel
80 mg/m?2 IV QW
(3 weeks on/1 week off)

WNSEO-CTU

Nortic Society of Gynascoiogical Oncoogy - Chcal Tral Unit

? Rigshospitalet

ENGOT

European Network of
Gymaecolegical Oncological Tial grosgs

Primary endpoints
* PFS by BICR
+ OS

Secondary
endpoints

« ORR

 HRQoL

« Pharmacokinetics
» Safety

Key exploratory
endpoint

e Duration of
response

aPatients 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; CT, chemotherapy; ¢IMMR, mismatch repair-deficient; ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; IV, intravenous;
MMR, mismatch repair; MMRp, mismatch repair-proficient; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PO, oral; QD, once daily; Q3W, every 3 weeks; QW, once weekly;

R, randomisation.

Makker V, et al. Presented at Society for Gynecologic Oncology Virtual Annual Meeting 2021.

Courtesy of Mansoor Raza Mirza, MD

© MR Mirza



KEYNOTE-775 Progression-free Survival

100
90
80
70
60
50
40
30
20
10

Progression-free survival (%)

LEN + pembro

TPC

MMRp

Median PFS (95% Cl)

6.6 months (5.6-7.4)
3.8 months (3.6-5.0)

12 15 18 21 24 27

Time (months)

HR (95% Cl) P-value
0.60 (0.50-0.72) <0.0001

— LEN + pembro

Progression-free survival (%)

WNSEO-CTU

Nortic Society of Gynascoiogical Oncoogy - Chcal Tral Unit

All-comers
100 =
90 - Median PFS (95% Cl)
30 - 7.2 months (5.7-7.6)
70 - 3.8 months (3.6—4.2)
60 =
50 =
40 -
30 =
20 =
10 -
0 - 1
0 3 6 9 12 15 18 21 24 27
Time (months)
Events HR (95% Cl) P-value
LEN + pembro 281 0.56 (0.47-0.66) <0.0001
TPC 286
— TPC

Cl, confidence interval; HR, hazard ratio; LEN, lenvatinib; MMRp, mismatch repair-proficient; pembro, pembrolizumab; TPC, treatment of physician’s choice.
Makker V, et al. Presented at Society for Gynecologic Oncology Virtual Annual Meeting 2021.; Makker V et al. N Engl J Med 2022 Feb 3;386(5):437-448.

Courtesy of Mansoor Raza Mirza, MD

? Rigshospitalet

ENGOT

European Network of
Gymaecolegical Oncological Tial grosgs
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KEYNOTE-775 Overall Survival

100
90
80
70
60
50
40
30
20
10

Progression-free survival (%)

LEN + pembro

TPC

MMRp

Median OS (95% Cl)
17.4 months (14.2-19.9)
12.0 months (10.8-13.3)

Median follow-up: 11.4 months

0 3 6 9 12 15 18 21 24 27

Time (months)

Events HR (95% Cl) P-value
165 0.68 (0.56-0.84) <0.0001
203

— LEN + pembro

Progression-free survival (%)

100
90
80
70
60
50
40
30
20
10

LEN + pembro

TPC

— TPC

\ 5%

All-comers

Median OS (95% Cl)
18.3 months (15.2-20.5)
11.4 months (10.5-12.9)

Median follow-up: 11.4 months

NSGO-CTU

Nortic Society of Gynascoiogical Oncoogy - Chcal Tral Unit

? Rigshospitalet

ENGOT

European Network of
Gymaecolegical Oncological Tial grosgs

Time (months)

Events HR (95% Cl) P-value
188 0.62 (0.51-0.75) <0.0001
245

Cl, confidence interval; HR, hazard ratio; LEN, lenvatinib; MMRp, mismatch repair-proficient; pembro, pembrolizumab; TPC, treatment of physician’s choice.
Makker V, et al. Presented at Society for Gynecologic Oncology Virtual Annual Meeting 2021. Makker V et al. N Engl J Med 2022 Feb 3;386(5):437-448.

Courtesy of Mansoor Raza Mirza, MD
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WNSEO-CTU

Nordic Sciety of Gynaecoiogical Oncology - Clinical Trial Unit

Pembrolizumab + Lenvatinib (KEYNOTE-775): Subgroup Analysis [l sesos

Showed Efficacy Improvement Over Physician’s Choice Therapy in dMMR ENGOT
Patients’

European Network of
Gymaecolegical Oncological Tial grosgs

oS

Events, Median HR P-value
Pembro+ 23 NR 0.37 <0.0001

. . len (NR,NR)  (0.22,0.62)
Efficacy mm 100 Events, Median HR P-value 10 Physician’s 42 8.6

ORR, % 40.0 12.3 90, — n:&b) (95‘%;OCI_)I,mo (9(5]%:0 — o choice (55,12.9)
embro . . <U.
(95% Cl) (28.0529) | (55:228) = nor GONR) (028.05) )
CR, % 13.8 3.1 g Physician’s 48 37
PR’ % 262 92 E 70 choee (31Y44) f ! 1 1 LIy 1)
= ©
SD, % 38.5 43.1 » 60 2 6
PD, % 10.8 23.1 2 50 55
£ 40 s,
NE/assessed, % 4.6/6.2 1.5/20.0 2 g
9 3 > 3
Median DOR NR (2.15- 4.1 (1.9>- £ o 6
(range), months 20.4) 15.6°) £ 2
Median PFS 10.7 3.7 (3.1, 104 1
(95% CI), mo (56, NR) 44) % 3 6 9 12 15 18 21 24 27 % 3 & © 412 15 18 21 24 2
Median OS NR 8.6 o a2 1 0 3 6 9 12 15 18 21 24 27
(95% Cl), mo (NR,NR)  (55,12.9) .1 risk ’ N Time, mo
Pembro+len 65 52 37 32 26 17 13 5 1 0 Pembro+len 65 61 52 50 38 27 19 12 2 0
Physician’s 65 37 12 5 3 2 1 0 0 0 Physician's g5 54 38 27 18 10 7 0 0 0

choice i
. . o choice
PhySICIan S Ch0|ce aBy blinded indepdent central review per RECIST version 1.1.

bNo progressive disease reported at the last disease assessment.
Data cut date: October 26, 2020.
Cl, confidence interval; CR, complete response; dMMR, mismatch repair deficient; DOR, duration of response; len, lenvatinib; NE, not evaluated; ORR, objective response rate; OS, overall survival; PD, progressive disease; pembro, pembrolizumab; PFS,
progression free survival; PR, partial response; SD, stable disease.
1. Makker V, et al. Presentation #0002 at the International Gynaecologic Cancer Society Annual Global Meeting 2021 August 30-September 2, 2021 (Virtual). Makker V et al. N Engl J Med 2022 Feb 3;386(5):437-448.

Courtesy of Mansoor Raza Mirza, MD © M R Mirza



How would you compare the incidence of HER2 positivity in

patients with endometrial cancer to that in patients with
breast cancer?

About the same
Higher incidence in breast cancer

Higher incidence in endometrial cancer

I’m not sure
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2021 ASCO

ANNUAL MEETING

PERTUZUMAB PLUS TRASTUZUMAB IN
PATIENTS WITH:UTERINE CANCER WITH ERBB2
OR ERBB3 AMPLIFICATION, OVEREXPRESSION
OR MUTATION:

RESULTS FROM THE TARGETED AGENT
PROFILING AND UTILIZATION ASCO TAPUR

RE G I STRY (TAP U R™ ) ST U DY Targeted Agent and Profiling Utilization Registry Study

Hussein Moustapha Ali-Ahmad, MD, Michael

Rothe, MS, Pam K. Mangat, MS, Elizabeth

Garrett-Mayer, PhD, Eugene R. Ahn, MD, John

Chan, MD, Michael L. Maitland, MD, PhD, Ani S.

Balmanoukian, MD, Sapna R. Patel, MD,

Zachary Reese. MD, Charles W. Drescher, MD, Abstract 5508
Charles A. Leath [, MD, Rui Li, MD, AEostolla

Maria Tsimberidou. MD, PhD, Richard L.

Schilsky, MD, FACP, FSCT, FASCO
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Management of Endometrial Cancer

PROLOGUE

MODULE 1: Multidisciplinary Management of Endometrial Cancer in
Copenhagen, Denmark; Boston, Massachusetts and Little Rock, Arkansas

MODULE 2: Subtypes of Endometrial Cancer
MODULE 3: Microsatellite Instability-High Endometrial Cancer

MODULE 4: Microsatellite-Stable Endometrial Cancer

MODULE 5: Future Directions
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Ongoing trials evaluating immunotherapy for
endometrial cancer

\

Dr Mansoor Mirza (Copenhagen, Denmark) g

RESEARCH




Combination Approaches: Leveraging ICl Activity

Antiangiogenic Agents PARP inhibitors Chemotherapy

: geductmin 'fn Treg activity e + Enhanced DNA Damage with increased CD8+T Cells * Immunogenic cell death
* Reversal ofimmunosuppressive effects o _ + Potential Synergistic antitumor activity partly mediated by * Enhanced presentation of tumor specific antigens
» Improved T-cell trafficking and infiltration of CD8+ into the STING pathway « Increased T-Cell activation by DC
tumor bed
- I Spontanecus DNA damage nduces IFNs prime PRR system for ] Immunotherapy alone Immunotherapy + Chemotherapy
> e3¢ P Anti-PD1/PDLY e T e ;
normalization R e A A A i~ ; 6 e appreate. J "! 6 e s e
— [~ (PuFNARY 7 ! ) tumor microenvironment ’/ [ tumor microenvironment
Incroasing of /”/ [ {n_—.x&{xnm / : - ” Q —
infitration and atior B 5 .( N = 7@‘\ ;T 23 - ! ;i Fluorourocil ~ (Antimetab.)
ackraon 4 Crgaal® il 28 s dEie — @mnc —_—r @ ;‘: " ), .. VR boucrantiie
9 " I l Qe we- 8 )'}_ B~ Jh( ! O~ ‘\«"‘f Pemetrexed  (Folote der)
c08 ow W m aBKa €GAS aFlte (}_, ‘if‘f - ol ‘_ Q '»‘,(‘ Cisplotin ~ (ONA AlkyL)
o4 3 Fg = @TiNG STinG ; I W5 YO ! L2 A ovlglatn *
S l - ; ,'i‘,,"‘ )'}_ ,‘h,:‘ Q‘ Corboplatin~ *
™ B G oo /(}-, - Docorbozine  *
[ -2 @ = i @ i ; Eceinoscidn *
P ST T e ] ! Tregs @ : e é rinotecan ~ (Topo. inhib.)
o D - ] @ ! \ N Doxorubicin ~ *
.c-“u;“" T~ ! 9 6 ! 0 Tregs ¥ t Etoposide
S PRR signaling | Ampified innate : APGMOSC mwxa« Docetaxel  (Tubulin bind.)
wy | L molecules ﬁ s SR S P S | Pacitorel
7N, Wﬂm ;_[;: N AT “cold tumor” 00— 000 hottumor”
DNA damage PD-L1 sensitivity

Tumor cell Normal cell

DC: Dendritic Cells

Ciciola P, et al. J Clin Med. 2020; Bailly C, et al. NAR Cancer. 2020;Huang J.,et al. Biochem and Biophy Res Comm. 2015; 463:551-6; Sen et al. Cancer Discov 2019 STING: Stimulator of Interferon Genes

2022 AS CO #ASC022 FRESENIED: BY: Ana Oaknin, MD PhD Content of this presentation is the property of the AS CO éx:féit%i‘%gfgc?

uthor, li d by ASCO. Permissi ired f X
ANNUAL MEETING author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

RTP

RESEARCH

Oaknin A. ASCO 2022;Education Session. (R




Endometrial Cancer el s
Competitive Landscape of Phase lll Inmunotherapy Trials ENGOT

Addition of Imnmunotherapy to Carboplatin/Paclitaxel

Name EN6-RUBY EN7-ATTEND NRGO018 EN-11
Invesatglgee;]t;onal Dostarlimab Atezolizumab Pembrolizumab Pembrolizumab
N 470 550 775 990
Concomitant + + + +

Maintenance + + +

Courtesy of Mansoor Raza Mirza, MD © MR Mirza



Endometrial Cancer
Competitive Landscape of Phase lll Inmunotherapy Trials

Immunotherapy, Chemotherapy and PARP Inhibitor

Name

Investigational agent

EN6-RUBY
Part 2

DUO-E

N

Dostarlimab + Niraparib

Durvalumab + Olaparib

Concomitant

Maintenance

270 699
+ +
+ +

Courtesy of Mansoor Raza Mirza, MD

WNSGO-CTU
1 Rorc Sociaty of Gynascologioal Oncoiogy - Clcal Trial Uni

i
F’ Rigshospitalet

ENCOT

© MR Mirza



Endometrial Cancer el s
Competitive Landscape of Phase lll Imnmunotherapy Trials ENGOT

Immunotherapy +/- TKI in Patients with MSI-H

Name EN9-LEAP-1 EN-13 Domenica

P li + :

Investigational agent Sullte 'Z‘.”T‘ab Dostarlimab

Lenvatinib

N 720 142

Pembro + Lenva Dostarlimab
Concomitant VS. VS.

Chemotherapy Chemotherapy

Maintenance

Courtesy of Mansoor Raza Mirza, MD © MR Mirza
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Randomized Phase lll Study of Maintenance
Selinexor vs Placebo in Endometrial Cancer

(ENGOT-ENS/GOG-3055/SIENDO): Impact of
Subgroup Analysis and Molecular Classification

Vicky Makker', J Alejandro Pérez-Fidalgo?, Alice Bergamini®, Daniel Spitz4, Toon Van Gorp?®, Jalid Sehouli®, Jaroslav Klat?,
Tamar Perri®, Amit Oza®, Estrid Hagdall'®, Jason Konner'!, Eva M Guerra-Alia'?, Francesco Raspagliesi'®, Stéphanie Henry'4,
Bradley J. Monk'S, Jer6nimo Martinez'®, Brian Slomovitz'?, Sharon Shacham'é Mansoor Raza Mirza'®, Ignace Vergote®




ENGOT-EN5/GOG-3055/SIENDO: Mechanism of Action of Selinexor

. Vi . Selinexor is an oral selective inhibitor of XPO1-mediated

Sontoprotein A & B 5 nuclear export (SINE) compound
MRNAs . dnl :

CANCER CELL

+ XPO1 exports the major tumor suppressor proteins (TSPs)
2 ey 4 including p53 away from the nucleus, where TSPs carry out
Cytoplasm i :1:‘ ». e their function

Tumor cells overexpress XPO1

Nuclear Pore |
XPO]1 Tumor cells inactivate cytoplasmic p53 through protein
degradation

Cargo Protei  aNR. | B " : e ;
(TSRS, ONCORIOTIR 0 Nucleus Selinexor inhibits XPO1 nuclear export, leads to retention /

mRr\:Ats.g;owth 2 = . : 2] reactivation of TSPs in the nucleus and stabilization of p53
regulators . > o :

o/ CargoProteins . 5.
Vi ".‘-.." ’. LRI 5 t

Retention of wild-type p53 (p53wt) and other TSPs in the cell
nucleus leads to selective Killing of cancer cells, while largely
sparing normal cells

Makker V et al. ASCO 2022;Abstract 5511.



ENGOT-EN5/GOG-3055/SIENDO: Selinexor Induces
Nuclear Accumulation of p53

« Aberrant XPO1 mediated nuclear export of p53 is a mechanism by which cancer cells can inhibit p53
« Inhibition of XPO1 leads to nuclear accumulation of p53 across cancer types, as demonstrated in cell lines and patient samples

+ p53 wild-type tumors account for 45-65% of all endometrial cancers

o Generally, endometrioid in histology and occurs in younger patients p53 IHC in human patient samples
Baseline P°5t Selmexor Baseline Post-Selinexor
53 IF in cell |i ' : T [
p in cell lines L DR | IR
h QL : VY R
Fibrosarcoma CRC CRC NSCLC £ o [(Eis e ¥ BRI g
HT1080 cells (MMlS cells) (HCT116 cells) (LoVo cells) (A549 cells) % g b { ’ <
> \ ¥a 1 ¢ .
= 7 ';et',‘!“ ofslh " .",,.
o 2 gt ¥ () 9 AR
a Qe e A 2 ‘
= =] ‘e 8% " L PN e
@ 5 O e O e v, i
= = h i s b O ng WV
] N ) ’ 7 5
] - NGO S
T ) DML L Ol el B 4
‘ tiy - e L A, BN /
. Y | A 4 WA “ v . 2
e & ° - ’ g ) "“l“,“tf‘“ﬁ\:’ .". ] BRI L ’4,'1 ‘I'V: sl W
3 : [ ('Y ‘\.' @ ) S LY AL / | i N
=] : = » l"’ 0\ 39 @ |, PR ll A5 & N
o 4 o0 f‘l "‘ . © & [ 1 A e W/
= b ; 'y ® O 5 L omed 2 8 Tl Re NI oS 4F
% ‘ : <) %- g g LS o :"/. 4 =1 z., "‘\l N Wz,
¢ v .2 ! | » . A
= ® J|* 3 D ' W L .‘ a 2
O [heie L nd | RN\ S,
Oncogenic signaling pathways in The Cancer Gencme Atlas. Cell. 2018; 173: 321-37 l& N LGl : LT TR --\‘: ,'/

Pan-cancer analysis of whole genomes. Nature. 2020; 578: 82-93
Soumerai et al. Clin Cancer Res. 2018; 24: 5938-47
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ENGOT-EN5/GOG-3055/SIENDO: Author Summary and Conclusions

« Once-weekly oral selinexor may prolong progression-free survival compared to placebo
in patients with advanced or recurrent endometrial cancer; the audited ITT population
had a 30% decrease of risk for progression and/or death compared to placebo

* Pre-specified exploratory subgroup analyses identified p53 wild-type as a potential
predictor of efficacy of selinexor, with 10-month PFS improvement over placebo; no
benefit for selinexor was seen in patients with p53 mutant/aberrant tumors

 In this small, exploratory subgroup analysis, potential benefit may be observed for
selinexor over placebo in the patients with p53 wild-type including MSS and Copy-
Number Low endometrial cancer

« Further investigation is warranted for selinexor as a maintenance treatment for patients
with p53 wt endometrial cancer

TP
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Makker V et al. ASCO 2022;Abstract 5511.
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