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Case 1:

* 56 yo with recurrent metastatic endometrioid adenocarcinoma
of the uterus on pembrolizumab and lenvatinib

* Develops non-bloody diarrhea 4 weeks into treatment
* 6 episodes above baseline

What are your next steps?

a. Hold lenvatinib

b. Hold pembrolizumab

c. Stop both pembrolizumab and lenvatinib
d. Dostarlimab
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Uterine Cancer 2023

Estimated New Cases

Males Females

Prostate 288,300 29% Breast 297,790 3%
Lung & bronchus 117,550 12% Lung & bronchus 120,790 13%
Colon & rectum 81,860 8% Colon & rectum 71,160 8%

Urinary bladder 62,420 6% |Uterine corpus 66,200 7% | 4th most common ma | i gnancy
Melanoma of the skin 58,120 6% Melanoma of the skin 39,490 4%
Kidney & renal pelvis 52,360 5% Non-Hodgkin lymphoma 35,670 4%
Non-Hodgkin lymphoma 44,880 4% Thyroid 31,180 3%

Oral cavity & pharynx 39,290 4% Pancreas 30,920 3%
Leukemia 35,670 4% Kidney & renal pelvis 29,440 3%

Pancreas 33,130 3% Leukemia 23,940 3%

All Sites 1,010,310 100% All Sites 948,000 100%

Estimated Deaths

Males Females

Lung & bronchus 67,160 21% Lung & bronchus 59,910 21%
Prostate 34,700 11% Breast 43,170 15%
Colon & rectum 28,470 9% Colon & rectum 24,080 8%
Pancreas 26,620 8% Pancreas 23,930 8%
Liver & intrahepatic bile duct 19,000 6% Ovary 13,270 5% Gth most common cause of
Leukemia 13,900 4% Uterine corpus 13,030 5%
Esophagus 12,920 4% I Liver & intrahepatic bile duct 10,380 4% I cancer d eat h S

Urinary bladder 12,160 4% Leukemia 9,810 3%

Non-Hodgkin lymphoma 11,780 4% Non-Hodgkin lymphoma 8,400 3%
Brain & other nervous system 11,020 3%
All Sites 322,080 100%

Brain & other nervous system 7,970 3%
All Sites 287,740 100%




Endometrial Cancer 2023

66,200 New Cases 13,030 Deaths

Increasing
Incidence

Increasing
Mortality

~ 1/3 will be high grade or
advanced stage/metastatic Will surpass

disease ovarian cancer
mortality

~ 2/3 will be early stage,
low grade cancers

Siegel et al. Cancer Statistics 2023
Cancer Facts & Figures 2023. American Cancer Society. www. Cancer. org



OS with Paclitaxel/Carboplatin for
Advanced/Recurrent Endometrial Cancer

OS Probability

Paclitaxel + Carboplatin?

Paclitaxel + Carboplatin + Trastuzumab?

Addition of trastuzumab based on PFS data for UPSC

1.0 Treatment Group Event Total Maedian
‘ Pac/Carbo 438 672 37.0 1.09—
—— TAP 427 656 41.1
0.8 - Stratified HR: 1.002 Trastuzumab
90% Cl: 0.895-1.121 0.8+ No
> Yes
0.6- = 0.6- + Censored
m
)
SR IR Mo P S P R PR
0.4- * 0.44
o
0.294 | GoG 209 established Pac/Carbo 0.2-
as SoC + Censored HR: 0581, 90% Cl: 0.339-0.994
1-sided P =.046
0 || || || || || || || || || || || || || || O || || || ||
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 0 12 24 36 48
Mo Mo
No 28 23 15 6 5
Yes 30 28 21 10 7

1. Miller. JCO. 2020;38:3841. 2. Fader. Clin Cancer Res. 2020;26:3928.




Integrated Molecular Classification of Endometrial Cancer

POLE mutations are MSI-H group with CN low: 2-3 mut/Mb,
ultramutated, 10-20 mut/Mb, endometrioid, endometrioid, PTEN and CN high: 2-3 mut/Mb,
100-500 mut/Mb, PTEN mutations, mixed grade CTNNB1 mutations, G1 TP53 mutations, high grade
endometrioid, PTEN l l l
Ultramutated (POLE) Hypermutated (MSI/MLH1) Copy number low Copy number high
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TCGA. Nature. 2013;22;500:415.




PD1/PDL1 Inhibitor Activity in MMRp
Endometrial Cancers had been modest....

« Keynote-028 Pembrolizumab: (n=24)
« Advanced stage or metastatic, PDL1+ tumors (n=24)
* ORR 13%

« PHAEDRA trial Durvalumab: (n=36)

« Advanced stage or metastatic
* ORR in pMMR 13%

« GARNET study Dostarlimab (n=94)
« Recurrent, advanced stage
* ORR in pMMR: 13.9%

* Ph Il Avelumab study (n=16)

« Advanced stage or metastatic
* ORR 6.25%

Ott PA et al. J Clin Oncol. 2017;35(22):2535.
Antill PSK et al Jclin Oncol 2019.

Oaknin A et al. Gynecol Oncol 2019.
Konstantinopoulos PA et al. J Clin Oncol 2019
Pothuri et al. SGO Annual Meeting 2021



Endometrial Cancer Enters the
Immunotherapy Era: Phase |l studies

« Fader et al. Previously treated dMMR-recurrent or persistent
Endometrial CA

* Pembrolizumab 10mg/kg every 2 weeks

* ORR=56%
FDA grants accelerated approval to
_ _ pembrolizumab for first tissue/site agnostic
« Mismatch repair C indication in MSI-H and dMMR cancers ors to PD-1

blockade May 2017
* Endometrial C& : :
* Disease Control Rate: 73%

« Phase Il KEYNOTE-158 study: pembrolizumab in MSI-H/dMMR
« Endometrial Ca (n=49) ORR=57%

Fader AN, et al. Presented at SGO, 2016.
Le DT et al. Science. 2017 Jul 28;357(6349):409-413.
Marabelle A et al. J Clin Oncol. 2020;38(1):1.



GARNET Cohorts A1 + A2: Dostarlimab Monotherapy in
Patients With dAMMR/MSI-H or pMMR/MSS EC

Cohort A1: dMMR/MSI-H EC Cohort A2: pPMMR/MSS EC

MSI-H and MMR-

Variable dMMR U Overall pMMR MSS and MMR-Unk Overall
(n=106) (n=2) (n=108) (n=142) (n=14) (n 156)
Median follow-up, mo 13.8 11.1 16.3 11.5 10.4 11.5
Objective responses, n 1 (50) 47 (43.5) 3(21.4) 22 (14.1)
(%) [95% Cl]
EERSERN| Dostarlimab granted accelerated FDA approval [9.1-20.6]

Best confirmed for those with dMMR-recurrent or advanced

r (%) 1 (e . 3(1.9)
SRS, endometrial cancer who progressed on or

CR 35(33.0) following prior therapy 19 (12.2)
PR 13 (12.3) Aoril 2021 32 (20.5)
sD 39 (36.8) pri 85 (54.5)
PD 8 (7.5) 1(50.0) 9 (8.3) 15 (10.6) 2 (14.3) 17 (10.9)
Not evaluable

DI R T Il 59 (55.7) 1(50.0) 60 (55.6) 50 (35.2) 4 (28.6) 54 (34.6)

(%)
Median duration of
response, mo

NR NR NR NR NR NR

Oaknin. IGCS 2021. Abstr 149. Oaknin. ESGO 2021. Abstr 272. NCT02715284.
Oaknin A. J Immunotherapy of Ca. 2022. 10



Phase 2 PHAEDRA: Durvalumab in dMMR and

PMMR advanced EC

PFS

dMMR EC

pMMR EC
(n = 35)

21

Variable

(n = 36)

Median follow-up, mo 19

ORR, % <47 3 >

CR, % 17 0

PR, % 31

SD, % 17 29

PD, % 36 66 OsS
mPFS, mo 83 1.8 O
Estimated PFS at 6 mo, % 53 14
mOS, mo NR 12.1
Estimated OS at 1y, % 71 51

Anthill Y et al. J Immunotherapy Cancer. 2021; 9.

0.75 1.00

0.50

Proportion of patients progression-free (iRECIST)

[Te)
N
o
dMMR
8 pMMR
o T T T
0 3 6
Months from registration
Number at risk
dMMR 36 23 19 17 10
pMMR 35 12 5 1 1
o
S
Sw
S5
£ L
g3
o
[ ey
K]
S
[Ye)
s
o
dMMR
8 pMMR
o T T T T T T
0 3 6 9 12 15 18 21
Months from registration
Number at risk
dMMR 36 31 28 24 17 14
pMMR 35 29 23 19 18 12



Safety of Single-Agent Immunotherapies

in EC

1 2,3
Sl el 2 MSI-H,lfAEI\I(EaOr;rcEe-rlss(sN = 233) dMMG; Ecl:\l (EnT = 104)
Fatigue 0.9 1
Pruritus 0] 1
Diarrhea 0 2
Nausea or vomiting 0] 0]
Arthralgia or myalgia 0 0

Any Grade irAEs, %

Hypothyroidism 9.0 5.6*
Hyperthyroidism 5.2 1.8*
Pneumonitis 3.9 1.1*
Colitis 3.9 1.4

*Out of 444 patients evaluated.

* Single-agent immunotherapy is associated with manageable, mostly low-grade AEs

1. Marabelle. JCO. 2020;38:1. 2. Oaknin. ESMO 2020. Abstr LBA36. 3. Dostarlimab PI.




Only ~ 28% of endometrial cancers are
MSI-H/MMRd
so what do we do with those that are not?

Checkpoint Inhibitors Plus
Antiangiogenic Agents

Makker et al. J Clin Oncol 2020. 38:2981-2992
Makker V. N Engl J Med 2022; 386:437-448



Keynoteld6/Studyl11l- Lenvatinib and Pembrolizumab in Patients With Advanced
Endometrial Cancer makker et al. J Clin Oncol 2020. 38:2981-2992.

ORR PES OS
<MSS = 36% 7.4 mos 16 mos __>
MSI-H = 63% 18.9 mos Not Reached

Levatinib + Pembrolizumab

Better PFS ——— Worse PFS
Hot Tumors Cold Tumors

Ibstitution

POLE MSI Hypermutated Copy-number I:ﬂ\l\slsfendometrlmd) Copy-number high (serous-like)
N Makker V et al. Lancet Oncol. 2019;20:711-718.
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Phase Il KEYNOTE-146: Safety

Parameter

Patients with any treatment-related TEAEs

Patients with treatment-related TEAEs leading
to study drug discontinuation

Both lenvatinib and pembrolizumab
Lenvatinib
Pembrolizumab

Patients with treatment-related TEAEs leading
to study drug dose reduction of lenvatinib

Patients with treatment-related TEAEs leading
to study drug interruption

Both lenvatinib and pembrolizumab
Lenvatinib

Pembrolizumab

Makker. JCO. 2020;38:2981.

Previously
Treated EC
(n=108),
n (%)
105 (97.2)

20 (18.5)

10 (9.3)
17 (15.7)
14 (13.0)

70 (64.8)

78 (72.2)

30 (27.8)
73 (67.6)
43 (39.8)

Most common grade
>3 TEAEs were:
-Hypertension (32.4%)

-Fatigue (8.3%)

-Diarrhea (6.5%)

Any grade irAEs occurred in
57.4% of patients; most
common was hypothyroidism
(47.2%)

Most common grade 23 irAE
was severe skin reactions
(4.6%)




Study 309/Keynote-775:
Lenvatinib and Pembrolizumab vs. Physician’s Choice
ChemOthera py FDA Accelerated Approval September 2019

FDA Priority Review May 2021

- For patients with endometrial cancer
Stratified by MMR status (pMMR vs dMMR); who are not MSI-H or dMMR

within pMMR by region, ECOG PS O vs 1, prior
history of pelvic radiation

) ) _ Lenvatinib 20 mg PO QD +
Patients with advanced, metastatic, Pembrolizumab 200 mg IV Q3W
or recurrent endometrial cancer __—" (n=411) Until PD or

with measurable disease after R

1 previous platinum-based CT; (1:1) Doxorubicin 60 mg/m?2 IV Q3W or toxicity
ECOG PS 0/1; tissue available for Paclitaxel 80 mg/m?2 IV QW 3 wk on/1 wk off
MMR testing (n=416)
(N =2827)
= Secondary endpoints: ORR, health-related quality of life,
= Primary endpoints: PFS by BICR, OS pharmacokinetics, safety

= Key exploratory endpoint: DoR

Makker V. N Engl ] Med 2022; 386:437-448



Study 309/KEYNOTE-775: PFS and OS Benefit

Median PFS, Mo (95% Cl)

== LEN + pembro 6.6 (5.6-7.4)
— TPC 3.8 (3.6-5.0)
HR (95% Cl) P Value
0.60 (0.50-0.72) <.0001

pMMR
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Patients at Risk, n

346 264 165 112 60 39 30 12 5 0

351 177 83 37 15 8 3 1 1 0
100 Median OS, Mo (95% Cl)
S = LEN + pembro  17.4 (14.2-19.9)
‘8’ 80+ = TPC 12.0(10.8-13.3)
e 60
Fy
= 40- l
g L HR (95% Cl) P Value
E 0.68 (0.56-0.84) .0001
O L] L] L] L] L] L] L] L] n
0 3 6 9 12 15 18 21 24 27

Patients at Risk, n

Mo

346 322 285 232 160 109 62 28 5 0
351 319 262 201 120 70 33 11 3 0

All Comers

Median PFS, Mo (95% Cl)

< 100 = LEN + pembro 7.2 (5.7-7.6)
~ 80+ T TPC 3.8 (3.6-4.2)
L
a.
% 601 HR (95% Cl) P Value
Z . 0.56 (0.47-0.66) <.0001
E
S 7204
B
n- 0 L] L] L] L] L] L] L] L] |
0O 3 6 9 12 15 18 21 24 27
Patients at Risk, n Mo
411 316 202 144 8 56 43 17 6 0
416 214 95 42 18 10 4 1 1 0

Median OS, Mo (95% Cl)

100
s = LEN + pembro 183 (15.2-20.5)
g 80 = — TPC 11.4 (10.5-12.9)
S 604
Fny
= 404
ki HR (95% Cl) P Value
o 207 0.62(0.51-0.75) <.0001
a
0 T T T T L ¥ . ¥ "
0 3 6 9 12 15 18 21 24 27
Mo

Patients at Risk, n

411 383 337 282 198 136

416 373 300 228 138

80

81 40 7 0
40 11 3 0

Makker V. N Engl J Med 2022; 386:437-448




Study 309/KEYNOTE-775: TEAEs

Lenvatinib + Doxorubicin or Lenvatinib + Doxorubicin or

Pembrolizumab Paclitaxel Pembrolizumab Paclitaxel
(n = 406) (n=351) (n = 406) (n =351)
Any Grade Any Grade
Grade >3* Grade >3*
Hypertension : Proteinuria 28.8 54 2.8 0.3
Hypothyroidism Anemia 26.1 6.2 48.7 14.7
Diarrhea : : Constipation 25.9 0.7 24.7 0.5
Nausea 49.5 3.4 46.1 1.3 UTI 25.6 3.9 10.1 1.0
Decreased appetite 44.8 7.9 21.1 0.5 Headache 24.9 0.5 8.8 0.3
Vomiting 36.7 2.7 20.9 2.3 Asthenia 23.6 5.9 24.5 3.9
Weight decrease 34.0 10.3 5.7 0.3 Neutropenia 7.4 1.7 33.8 25.8
Fatigue 33.0 5.2 27.6 3.1 Alopecia 5.4 0 30.9 0.5

Arthralgia 30.5 1.7 8.0 0

*In the lenvatinib and pembrolizumab arm, 5.7% of patients suffered grade 5 AEs (including events of gastrointestinal disorder [1.2%)], cardiac disorder [0.5%)], general
disorder [1.5%], and infections [0.7%]), and 4.9% of patients in the TPC arm suffered grade 5 AEs (including cardiac disorder [1%], general disorder [1.3%], infections [1.5%],
and subdural hematoma [0.3%]).

Makker V. N Engl J Med 2022; 386:437-448




The Spectrum of Immune-Related
AE’s by Organ

* Encephalitis

o ; * Meningitis .

- Uveits Fatigue « Poyneuropathy * T cell expansion
* Sj6gren syndrome TR ¢ Guillain-Barré syndrome

e Conjunctivitis and/or * Subacute inflammatory
blepharitis

¢ Episcleritis and/or scleritis < L ﬁ‘: inELeleE iz o Ca n affe Ct a ny O rga n

* Retinitis

¢ Hypophysitis

e j - Adrenai * irAE’s contributing to most

e Pleuritis

euritle) . « Myocarditi ities:
Sarcoid-like granulomatosis . Pe):;?:z‘?glitlisls fata I ItleS .

Hepatitis | ] /} s i e it * Pneumonitis

* Glomerulonephritis

* Pancreatitis

* Autoimmune diabetes / = 14 Encephalit|s
* Colitis

® Enteritis

¢ Gastritis o MYOca rd itiS
* Hepatitis

e Skin rash

® Pruritus

e Vitiligo

e DRESS

* Psoriasis

e Stevens—Johnson
syndrome

* Anaemia
e Neutropenia
e Thrombocytopenia

h * Thrombotic

e Arthralgia
e Arthritis
* Myasitis
e Dermatomyaositis |

microangiopathy
* Acquired haemophilia
e Vasculitis

Martins et al. Nat Rev Clin Oncol 16, 563-580 (2019)



Immune-Related Adverse Events

Toxicity grade

Colitis Pneumonitis

/ﬁ\\\ Endocrinopathy

Rash
//N\\ Uverﬂ\\ Nephrns
0

4 6 8 10 12 14 >3
Duration of treatment (weeks)

Colitis = Endocrinopathy Nephritis

____ Skin, rash

A = Pneumonitis
or pruritus

=~ Liver toxicity

e Variable timing of
irAE’s

* Kinetics of appearance
important for
management and
safety of treatment
resumption

* Early recognition is
critical

Martins et al. Nat Rev Clin Oncol 16, 563-580 (2019)



Management of AE’s in 10 + TKI
Combinations

* Two mechanisms of action
* Two sets of AE’s that overlap

* Must determine which is causing 10 Overlap TKI
AE Pruitus Rash et HThN
: - Pneumonitis Diarrhea aste changes
* Holding TKI first as shorter half- Myocarditis | Hepatitis Stomatitis
. o Livoothvroid Dyspepsia
life than CPI Adrenal Crisis VDAM&S’ Cytopenis
* If symptoms resolve in a few days Encephalitis 4~ \ EEEE

likely the TKI causing AE

Consult irAE management guidelines: SITC

Makker V et al. Oncologist 2021; 26:e1599-e1608
How JA et al. Gynecol Oncol 2021; 162: 24-31.



Primary Advanced Endometrial
Cancer

The NEW ENGLAND JOURNAL of MEDICINE

‘ RESEARCH SUMMARY

Dostarlimab for Primary Advanced or Recurrent Endometrial Cancer
Mirza MRetal. DOI: 10.1056/NEJMoa2216334

Mirza MR et al. N Engl J Med 2023; 388:2145-2158.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Two NEJM articles published Pembrolizumab plus Chemotherapy
in Advanced Endometrial Cancer

Eskander R, et al. N EnglJ Med 2023; 388:2159-2170

this year for first-line advanced
endometrial cancer!




GOG-3031/RUBY: Phase 3 Trial of Dostarlimab +
Chemo for Primary Advanced/Recurrent EC (Part 1)

N= 494
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Dostarlimab 500 mg +
Paclitaxel 175 mg/m2 IV g3 w
Carboplatin AUC5 IV g3 w
X 6 cycles

Placebo IV +
Paclitaxel 175 mg/m2 IV g3 w
Carboplatin AUC5 IV g3 w
X 6 cycles

Mirza MR et al. N Engl J Med. 2023. June 388;23.

Dostarlimab
1000 mg IV g6
W
Up to 3 years

Placebo IV
Q6w
Up to 3 years

Key Eligibility Criteria
*Advanced/recurrent EC
‘ECOG PS 0-1

*No prior Chemo except adjuvant
chemo if completed 26 mo before
study

Stratification

*MSI-H vs. MSS
«Stage lll vs. IV vs. recurrent
*Prior pelvic RT (yes/no)



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab +

Chemo for Primary Advanced/Recurrent EC
PFS

A dMMR-MSI-H Population

Dostarlimab group

Placebo group

61.4 (95% Cl, 46.3-73.4)

100
& 90+
= 80—
>
S 704
@ 60
g 504
“
= 40
2 30
@ _
ﬂ 20
5 .
i 10
0 T
Q 2
No. at Risk
Dostarlimab group 53 48
Placebo group 65 57
No. of Events
Dostarlimab group 0 3
Placebo group 0 4

Months since Randomization

29 28 27 25 18 13
12 11 8 8 7 4

19 19 19 19 19 19
43 44 46 46 47 47

B Overall Population

Dostarlimab group

C pMMR-MSS Population
100+
90
80+
704
60
504
40+
30
20+
10+
0 N L S R
0 2 4 6 8 10 12 14 16 18 20 22

Dostarlimab group

Placebo group

Progression-free Survival (%)

Months since Randomization

No. at Risk

Dostarlimab group 192 172 153 118 96 74 64 61 56 51 41 33 21 14 13 8 1 0

Placebo group 184 162 146 110 77 60 47 45 37 34 31 25 16 11 10 3 1 1 1 0
No. of Events

Dostarlimab group 0 9 19 45 65 86 92 94 99 103 108 109 112 113 113 114 115 116

Placebo group 0 10 22 53 &3 100 112 114 122 124 124 125 128 129 129 130 130 130 130 130

36.1 (95% Cl, 29.3-42.9)

%

!
Placebo group |
]
f

18.1 (95% Cl, 13.0-23.9)

100+

& 90

© 80—

2

s 70+

@ 60|

g 50

u

c 40+

.2 10

@ i

ﬂ 20

5 i

& 10

0 T
0 2

No. at Risk
Dostarlimab group 245 220
Placebo group 249 219
No. of Events
Dostarlimab group 0 12
Placebo group 0 14

T T T T T
14 16 18 20 22 24

Months since Randomization

90 84 78 66 52 34
57 48 42 39 32 20

113 118 122 127 128 131
157 166 170 170 172 175

Mirza MR et al. N Engl ) Med. 2023. 388;23.

PFS dMMR/MSI-H: Dostarlimab + T/C arm

* 24 mos PFS: 61.4% vs. 15.7%

PFS Overall Population

* 24 mos PFS: 36.1% vs. 18.1%

0S dMMR/MSI-H

* 24 mos OS: 83.3% vs. 58.7% (HR=0.30
(95%Cl:0.127-0.699)

OS Overall Population (33% maturity)

* 24 mos OS: 71.3% vs. 56% (HR=0.64
(95% Cl:0.464-0.870) P=0.0021




NRG GY018: Ph 3 Trial of Pembrolizumab + T/C in
measurable Stage 3, 4a, 4b or recurrent EC

Pembrolizumab 200 mg IV q3 w Pembrolizumab

Paclitaxel 175 mg/m2 1V g3 w 400 mg IV g6 w
Carboplatin AUC5 IV g3 w Up to 14

X 6 cycles additional
cycles

Placebo IV
Q6w
Up to 14
additional
cycles

Placebo IV g3 w
Paclitaxel 175 mg/m2 IV q3 w
Carboplatin AUC5 1V g3 w
X 6 cycles

i
—
)
L
i
=
@)
&
=
<
o

Stratified by MMR status, ECOG and prior adjuvant chemo
dMMR (n=225) PMMR (n=588)

Eskander R, et al. N Eng J Med. March 2023

Key Eligibility Criteria
*Measurable stage IlI/IVA or
measurable/nonmeasurable stage
IVB or recurrent EC

*MMR [HC testing

*‘ECOG PS 0-2

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

Primary endpoints: PFS
Secondary endpoints:
Safety,

ORR/DOR, OS,
PRO/Qol,
concordance of MMR
testing results



NRG GYO18: PFS s e nereses waes oz

dMMR

oMMR

Pembro + CT
Placebo + CT

89/290
133292

13.1(10.5-18.8)
8.7 (8.4-10.7)

Number at Risk {Cumulative number censored)

1007
. Pembro+CT  26/112  NR (30.6-NR) 1007
I} 90
5 Placeho+CT  59/113  7.6(6.4-9.9) o 90
' 80 -
5 74% g 20—
= .
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. H | 9
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s 1 gLO- 10
0 l I l l l l l 0
0 6 12 18 24 30 36 42
Months from Randomization
Number at Risk (Cumulative number censored)
Placebo+CT 113 (2) 62 (24) 24 (35) 8 (47) 4(51) 2(52) 0(54)
Placebo + CT
Pembro+CT  112(1) 80 (22) 44 (46) 22 (65) 9(78) 8(79) 2(34) 0(36)
Pembro + CT

dMMR 12 mos: PFS 74% VS. 38%

PMMR 12 mos PFS: 74% VS. 38%

Months from Randomization

292 (14)
290 (15)

129 (115)
150 (112)

33 (141)
45 (167)

10 (152)
20 (185)

2(157)
7(195)

1(158)
3(198)

0(159)
0(201)




Phase lll Trials of Front Line Immunotherapy
Combinations in Advanced/Recurrent EC

Name (NCT)

—— s doslt
(NCT03981796) ' P '

or niraparib + dostarlimab (Part 2)

DUO-E/ENGOT-EN10 Durvalumab + carboplatin-paclitaxel

followed by maintenance durvalumab +

(NCT04269200) sl

Pembrolizumab vs. carboplatin + paclitaxel

Keynote-C93 IMMR

Clinicaltrials.gov.



Conclusions

* Biomarker testing is imperative

* Pembrolizumab and Durvalumab approved for second line dMMR/MSI-H
tumors

* Pembrolizumab/lenvatinib approved for second line pMMR tumors

 Paclitaxel/carboplatin/dostarlimab approved for front-line, advanced
stage dMMR/MSI-H EC.

* irAE’s manageable but early recognition and patient education critical

* Treatment sequences may change now that CPI approved for first-line
therapy-will we be able to get rid of chemotherapy?

* Prioritize clinical trial enrollment



