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Endometrial Cancer 2023

 Only gynecologic cancer with rising incidence and mortality
« Corrected for hysterectomy rates, uterine cancer is the 2"d most common cancer amongst women

66,200 new cases* 13,030 deaths*

~80% of these will be ~20% will have high
early stage and low grade or advanced stage
grade with excellent disease
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Increasing
Incidence

Increasing
Mortality

Prognosis

\—Y—) |s anticipated to surpass

ovarian cancer mortality

Population of In the coming years
Interest

Siegel et al. Cancer Statistics 2023
Cancer Facts & Figures 2023. American Cancer Society. Available at https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-
statistics/annual-cancer-facts-and-figures/2023/2023-cancer-facts-and-figures.pdf. Accessed January 31, 2023.

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.
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Treatment of advanced stage/recurrent Endometrial Cancer
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GOG 209

» Established carboplatin and paclitaxel as the chemotherapy backbone for patients with
advanced stage or recurrent disease

GOG 209

- Stage |Il, stage |V or recurrent endometrial
carcinoma

- No prior cytotoxic chemotherapy

- ER/PR assessed on primary tumor (required)

-Patients with known LVEF <50% within 6 months
of study entry are ineligible.

MmMMN—=<002 > XD

* Filgrastim (G-C3F, Neupogen) 5 meg/kg days 3-12 or
Pegfilgrastin (G-CSF) 6 mg Day 3.
Japanese institutions will use 2 mcg/kg/day dosing.

** See section 5,.2211 for inifial reduced starting doses for
prior radiation therapy.

Key eligibility criteria

Randomization to Regimen | requires determination of LVEF.
LVEF =50% receive treatment per Regimen |.
LVEF <50% crossover to Regimen |I.

Regimen |

Doxorubicin
45 mg/m* IV day 1

“| Cisplatin

50 mg/m- day 1
Paclitaxe|
3 hr 160 mg/m* day 2
G-CSF’
Hepeated every 21 days for 7 C}rCIES

Regimen |l ™
Paclitaxs|
3 hr 175 mg/m” day 1

| carboplatin

AUC 6 IV day 1
Repeated every 21 days for 7 cycles

« Stage lll, Stage IV or recurrent endometrial carcinoma. No

mandate for measurable disease

NO prior cytotoxic chemotherapy, including chemotherapy used

for radiation sensitization

e GOGPS01or?2

Miller DS, et al. J Clin Oncol. 2020 Nov 20;38(33):3841-3850.
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Free Survival

Survival
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Moving from the Light Microscope to the Molecular Microscope

Microscopes Over the Ages
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Disease Homogeneity to Molecular Granularity

Immunologically Responsive | Immunologically Non-Responsive
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G Getz et al. Nature 497, 67-73 (2013) doi:10.1038/naturel12113



Endometrial Cancer: Molecular Subtypes

POLE
ultramutated

MSI
hypermutated

Copy-number
low#

Copy-number
high#

Ultra-high somatic mutation frequency; MSS; frequent mutations in the exonuclease domain of POLE; high
ASNS and CCNB1 expression

Represents ~4% of endometrioid tumors*
Best prognosis

High mutation rate and few copy number alterations; high rate of MLH1 promoter methylation; high
phospho-AKT; low PTEN expression; frequent PIK3CA and PIK3R1 mutations co-occurring with PTEN
mutations

Represents ~39% of endometrioid tumors*t

High frequency of mutations in CTNNB1, KRAS, SOX17; frequent PIK3CA and PIK3R1 mutations co-
occurring with PTEN mutations; elevated levels of progesterone receptor and RAD50 expression

Represents ~49% of endometrioid tumors*

Greatest transcriptional activity; frequent TP53 mutations; decreased levels of phospho-AKT; mutually
exclusive PIK3CA, PIK3R1, and PTEN mutations

Represents ~9% of endometrioid tumors*
Worst prognosis

G Getz et al. Nature 497, 67-73 (2013) doi:10.1038/nature12113
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“Biomarker” Guided Therapy in Endometrial Cancer

+ MMR deficient & MSI-H population

» Harbor hundreds to thousands of somatic mutations that encode potential neoantigens and
are thus immunogenic

 Phase Il Keynote 158 Study (27 independent tumor types)

 Endometrial (n=49), gastric (n=24), cholangiocarcinoma and pancreatic cancer most
common

* |n the entire cohort: ORR 34.3%, (95% CI, 28.3% to 40.8%). Median PFS 4.1 months (95%
Cl, 2.4 to 4.9 months) and median OS 23.5 months (95% CI, 13.5 months to not reached).

TABLE 3. Antitumor Activity for Tumor Types With Greatest Enrollment

CR, PR, Median PFS, Months Median 0S, Months Median DOR, Months

Tumor Type No. No. No. ORR, % (95% ClI) (95% CI) (95% ClI) (range)

4 Endometrial 49 8 20 57.1 (42210 71.2) 25.7 (49 to NR) NR (27.2 to NR) NR (2.9 to 27.0+)
Gastric 24 4 7 458 (25.6 to 67.2) 11.0 (2.1 to NR) NR (7.2 to NR) NR (6.3 to 28.4+)
Cholangiocarcinoma 22 2 7 409 (20.7 to 63.6) 42 (2.1 to NR) 243 (6.5 to NR) NR (4.1+ to 24.9+)
Pancreatic 22 1 3 18.2 (5.2 t0 40.3) 2.1 (1.9 10 3.4) 4.0 (2.1 t0 9.8) 13.4 (8.1 to 16.0+)
Small intestine 19 3 5 42.1 (20.3 to 66.5) 9.2 (2.3 to NR) NR (10.6 to NR) NR (4.3+ to 31.3+)
Ovarian 15 3 2 333(11.8to061.6) 2.3 (1910 6.2) NR (3.8 to NR) NR (4.2 to 20.7+)
Brain 13 O 0 0.0 (0.0 to 24.7) 1.1 (0.7 to 2.1) 56 (1.51016.2) —

Marabelle A, et al. J Clin Oncol, 2019



Single Agent 1O in “biomarker” Selected Endometrial
Cancer Populations (dMMR)

 Response to single agent 10 in dMMR or MSI-high endometrial

Study & Drug Patient Population Outcome

Keynote 158: Pembrolizumab Advanced stage or metastatic |ORR: 48%

(N=90) dMMR endometrial cancer
PHAEDRA trial: Durvalumab Advanced stage or metastatic |ORR in dMMR: 43%
(N=35 dMMR) endometrial cancer
GARNET study: Dostarlimab Previously treated, recurrent ORR in dMMR: 43.5%
(N=129) advanced stage endometrial
cancer
Ph Il Avelumab study (N= 15 Advanced stage or metastatic |ORR: 26.7%
dMMR) endometrial cancer

O’Malley D, et al. J Clin Oncol, 2022

Antill PSK et al. J Clin Oncol 2019

Oaknin A et al. Journal for ImmunoTherapy of Cancer 2022
Konstantinopoulos PA et al. J Clin Oncol 2019



Rational for Combinatorial Approach with
Chemotherapy + IO

4 N

Tumor cell death
* Immunogenic cell death
. Reduct!on _Of tumor cells | Anti-PD(L)1 MDSC
producing immunosuppressive depletion
mediators
Treg
Increased expression of tumor Chemo depletion

antigens
* Recognized and targeted by K /

the immune system @

Homeostatic proliferation
of T cells

1. Hato SV et al. Clin Cancer Res. 2014. 2. Chen Y et al. Am J Cancer Res. 2021. 3. Pfannenstiel T et al. Cell Immunol. 2010.
4. Sevko A et al. J Immunol. 2013.



NRG GY018: Phase 3 Trial of Pembrolizumab + Chemo for Measurable
Stage 3 or 4a, Stage 4b, or Recurrent EC — Study Design and Patients

Key Eligibility Criteria
* Measurable stage lll/IVA or measurable/nonmeasurable stage IVB or

recurrent EC

*  MMR IHC testing Patient
«  ECOG PS 0-2 Characteristics,

* No prior Chemo except adjuvant Chemo if completed =12 mo before study | |4 (%)

years
Pembrolizumab 200 mg IV g3w + Pembrolizumab 0
Paclitaxel 175 mg/m?2 IV q3w + 400 mg IV géw up
Carboplatin AUC 5 IV g3w to 14 additional ECOGPS 1
for 6 cycles cycles 2
Placebo IV g3w + Placebo Histology
Paclitaxel 175 mg/m2 IV q3w + IV 6w Clear cell
Carboplatin AUC 5 IV q3w up to 14 Endometrioid, G1
for 6 cycles additional cycles Endometrioid, G2
Endometrioid, G3

Stratified by MMR status (bMMR vs dMMR), ECOG status, and prior adjuvant Chemo S
erous

Primary endpoints: PFS per RECIST v1.1 by INV in pMMR and dMMR cohorts No prior
Secondary endpoints: Safety, ORR/DOR, OS, PRO/QoL, concordance of MMR chemotherapy
testing results

Data cutoff: December 16, 2022 for dAMMR; December 6, 2022 for pMMR.
Eskander R, et al. SGO 2023. Abstract 264.

dMMR (n=225) PMMR (n=588)

Pembro +|Placebo +|Pembro +|Placebo +

Median age (range), g7 35.81) 66 (37-85) 66 (31-93) 65 (29-90)

72 (64.3) 73 (64.6) 196 (66.9) 198 (67.1)

39 (34.8) 35(31.0) 88(30.0) 88 (29.8)
1(09) 544 931 9(3.1)

1 (0.9) 0 17 (5.8) 20 (6.8)
21 (18.8) 35(31.0) 54 (18.4) 46 (15.6)
52 (46.4) 41(36.3) 51 (17.4) 58 (19.7)
15 (13.4) 16 (14.2) 53(18.1) 42 (14.2)
4(3.6) 1(0.9) 78(26.6) 72 (24.4)

107 (95.5) 105 (92.9) 221 (75.4) 218 (73.9)



NRG GYO018: Phase 3 Trial of Pembrolizumab + Chemo for
Measurable Stage 3 or 4a, Stage 4b, or Recurrent EC — PFS

PFS per RECIST v1.1 in dMMR Population PFS per RECIST v1.1 in pMMR Population
100 100
E':. 90— E .
E 70 E 70
E' 60 E’ 6o
E 20 = 50 -
g wf g w .
< = +
S 30+ 5 304 —H—-
E 20 E 20
2 10 E 10
0 | | | | | | | 0 | | | | | | | |
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months from Randomization Curmber st Ask (Cumulative number censored] Months from Randomization
””mbe;lﬂ‘f H:k {C:Tmma“i; E bercensmzz}{zq} 24 (35) 8 (47) a(s1) 2 (52) 0 (54) Placebo + CT 25’2{1"" 125 (115) 3(141) 10 (152) 2(157) 1{158) 0(159)
Pembro+CT 112 (1) 80 (22) 44 (6) 22 (65) 9 (78) 8 (79) 2 (84) 0 (86) Pembro+CT  230{13) 150(112) > (167) 20 (185) 7(195) 3(198) 0(201)

Events, n/N| Median (95% CI), | HR (stratified; 95% Events, Median (95% CI), HR (stratified; 95%
I ol ™ e -_
Pembro + 26/112 NR (30.6-NR) 0.30 (0.19-0.48) Pembro + 89/290 13.1 (10.5-18.8) 0.54 (0.41-0.71)
CT P<0.00001 CT P<0.00001
Placebo + 59/113 7.6 (6.4-9.9) Placebo + 133/292 8.7 (8.4-10.7)

CT CT

= Median follow-up: 12 months for dAMMR, 7.9 months for pMMR

Data cutoff: December 16, 2022 for dAMMR; December 6, 2022 for pMMR.
Eskander R, et al. N Eng J Med. March 2023



NRG GYO018: ORR In dMMR and pMMR populations

dMMR OMMR
100 _ 100 _
82% (95% Cl, 72%-89%)
i 0 0 0 0 0
71% (95% Cl, 60%—-80%) 71% (95% CI, 64%-77%)
8Q 8(
(il 58% (95% Cl, 52%—65%)
X6 >
o
o
S 50 ©
44
30 PR: 50%
20
CR: 32%
19 CR: 15%
0
Pembro + CP Placebo + CP Pembro + CP -
N =292 N =292 N =212 N =234
Odds ratio for response with Pembro + CP: 1.83 (95% ClI, 0.92—3.66) Odds ratio for response with Pembro + CP: 1.74 (95% ClI, 1.18—2.58)
IGCS Data cutoff: Aug 18, 2023 o - -
2023 ESkander R, et al ESMO 2023 Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



NRG GYO018: Duration of Response by MMR status

(Patients with CR or PR)

Events Median HR Events Median HR
100: n/N (95% CI), mo (95% CI) 1OOT niIN (95% Cl), mo (95% CI)
90| Placebo + CP 43/65 6.2 (4.3-9.2) 0.218 90 Placebo + CP 92/136 6.2 (4.8-6.5) 0.467
(0.13-0.37) (0.34-0.64)
80| Pembro + CP 20/75 28.7 (20.2-NR) P < 0.0001 80 Pembro + CP 69/150 9.2 (7.1-14.7) P < 0.0001
70 -~ 70
H—
60| ' 60
50 50
+——F
40 40
HHHH—

. 0 T S
20 _|_|_'7 20
10 H | 10 1 i i

0 0

[ [ [ [ [ [ [ [ [ [ [ [ [ [ [ [
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Months from First Best Response of PR/CR

Number at risk (Cumulative number censored)

65 (2) 28 (9)
75 (2) 58 (8)

Placebo + CP
Pembro + CP

7 (18)
31 (29)

6 (18)
20 (37)

1 (21)
6 (50)

1 (21)
3 (52)

1 (21)
2 (53)

0 (22)
0 (55)

Data cutoff: Aug 18, 2023
Eskander R, et al. ESMO 2023

Months from First Best Response of PR/CR

Number at risk (Cumulative number censored)

Placebo + CP
Pembro + CP

136 (5)
150 (6)

59 (21)
98 (26)

11 (34)
30 (54)

5 (39)
13 (69)

2 (42)
5 (76)

1 (43)
2 (79)

1 (43)
2 (79)

0 (44)
0 (81)



NRG GY018: PFS by MMR methylation status in the dMMR EC cohort

Methylation No Methylation Methylation Status
Pembro + CP vs Placebo + CP Pembro + CP vs Placebo + CP Pembro + CP Arm
Events Median HR Events Median HR E‘:\‘,’;ts (95&9'3:‘;‘%0
niN (95% Cl), mo (95% Cl) niN (95% Cl), mo (95% Cl) )
No Methylation 3/13 NR (14.2-NR
Placebo + CP 51/77 7.5 (6.4-11.3) Placebo + CP 1"n7 8.3 (4.4-NR) / ( )
0.307 (0.19-0.49) 0.263 (0.07-0.99)
100+ Pembro+CP  28/83  NR(22.3-NR) P<0.0001 1% Pembro+CP 313 NR(14.2-NR) P=0.0172 100 Methylation 28/83  NR(223-NR)
90 — _'[ 90 _ | 90 i _lLLI_
30 | 80 L‘I_‘l_ 8¢ No Methylation
< 70 - 70 7C
S 60
ij 007 0 a Methylation
S 50 — 50 50 _ H—
(7]
(7]
o 40 _ 40 | 40 |
(@)
°
Q. 30 - 30 . TR 30 |
-g L1 | (| | I I I I
g 20 | | [ | 11 [ 20 ] 20 |
2
< 10 0 10 |
S
g O I I I I I I I I O | | | | | | | | O | | | | | | | |
o 0 5 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
* Months from Randomization Months from Randomization Months from Randomization
Number at risk (Cumulative number censored) Number at risk (Cumulative number censored) Number at risk (Cumulative number censored)
Placebo + CP 77 (2) 55 (3) 23 (9) 11 (16) 4 (22) 3 (23) 2 (24) 0 (26) Placebo + CP 17 (0) 11 (1) 4 (2) 3 (3) 2 (4) 0 (6) No Methylation 13 (0) 12 (0) 10 (1) 6 (4) 4 (6) 1(9) 1(9) 0 (10)
Pembro + CP 83(0) 76(1) 56(7) 30(28) 18(38) 6(50) 5(50)  3(52) (55 Pembro+CP 13 (0) 12 (0) 10 (1) 6 (4) 4 (6) 1(9) L (o) o (10) Methylation 83(0) 76(1)  56(7) 30(28) 18(38) 6(50)  5(50) 3(52) 0 (55)

Data cutoff: Aug 18, 2023
Eskander R, et al. ESMO 2023



NRG GY018: PFS by histology in the pMMR population

| No. of Hazard Ratio
Histology Patients
Endometrioid, G1 or G2 207 .
Endometrioid, G3 06 .
Other Types 128 .
Serous 155 o
Overall 586 .
0.0 0.5 1.0 15

: Experimental Better  Control Better

IGCS Data cutoff: Aug 18, 2023
ESkander R, et al . ESMO 2023 Eisai has sponsored this initiative with IGCS and had no input into or influence over the content
2023



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for
Primary Advanced/Recurrent EC — Study Design and Patients

Key Eligibility Criteria Patient dMMR/MSI-H Overall
= Histologically/cytologically proven stage lll/IV or first recurrent EC T e NE Dostarlima | Placebo |Dostarlima| Placebo
= Carcinosarcoma, clear cell, serous, or mixed histology permitted? n(%)
= ECOGPS 0O-1 |
= Naive to systemic therapy or systemic anticancer therapy and had a Median age (range), ., (45-81) 66 (39-85) 64 (41-81) 65 (28-85)
- years
recurrence or PD =6 months after completing treatment
ccoc ps © 28 (53.8) 39 (60.0) 145 (60.2) 160 (65.0)
Dostarlimab IV 500 mg : 1 24 (46.2) 26 (40.0) 96(39.8) 86 (35.0)
: : Dostarlimab IV _
Carboplatin AUC 5 mg/mL/min 1000 mg 6w Histology
Paclitaxel 175 mg/m< q3w Up to 3 years® Clear cell 0 0 8 (3.3) 9 (3.6)
for 6 cycles Carcinosarcoma 4 (7.5) 1(1.5) 25(10.2) 19 (7.6)
Endometrioid 44 (83.0) 56 (86.2) 134 (54.7) 136 (54.6)
Placebo . .
Placebo Prior systemic

Carboplatin AUC 5 mg/mL/min
Paclitaxel 175 mg/m?2 q3w

IV g6W therapy /7 (13.2) 10(15.4) 48(19.6) 52 (20.9)

up to 3 years® Carboplatin/
for 6 cycles naclitaxel 4 (7.5) 6 (9.2) 36 (14.7) 39 (15.7)
Stratified by MMR/MSI status,® prior external pelvic radiotherapy, and disease status '
Mebasurl"?‘b'e disease  49(92.5) 58(89.2) 212 (86.5) 219 (88.0)
Primary endpoints: PFS by INV, 0S at baseline

Secondary endpoints: PFS by BICR, PFS2, ORR, DOR, DCR, HRQOL/PRO, safety

-2 Mixed histology containing at least 10% carcinosarcoma, clear cell, or serous histology. ® Treatment ends after 3 years. ¢ Patients were randomized based on either
local or central MMR/MSI testing results. For local determination of MMR/MSI status, IHC, NGS, and PCR assays were accepted. For central determination of
MMR/MSI status IHC per Ventana MMR RxDx Panel was used. Central testing was used when local results were not available.

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



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for
Primary Advanced/Recurrent EC — PFS

PFS in dMMR/MSI-H Population

Probability of Progression-free Survival

At Risk(E

Dostarlimab + CP 530  48(3)
Placebo + CP 65(0)  57(4)

4 )
1.0
HR=0.28 (95% Cl: 0.162-0.495)
P<0.0001
0.8 \ 4
Dostarlimab + CP
0.6
0.4
0.2 7 No.with  Median
event,%  (95%Cl), mo : | 15 70 Slacobo + CF
Dostarlimab + CP 35.8 NE (11.8-NE) | 5 :
Placebo + CP 72.3 7.7 (5.6-9.7) |
0.0 —| PFS maturity 55.9 | | + Censored
I I I I I I I I I I I I I | I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 36 38
Chemotherapy Period Months from randomization
vents)

44(6)  39(10) 3(15) 31(17)  30(18)
54(T)  34(24) 26(32) 14(41) 12{43)

20(19)  28(19) 27(19)

25(19) 1919}  13(19)  9(19) 9(19) 4{19) 1(19)
12(43)  11(44)  8(46) 8(4a6) T{47) 4(4T7) 3(47) 3(47) 2(47) 1(47)

0(19)
0(47)

PFS in Overall Population

4 )
1.0 - i
~ HR=0.64 (95% CI: 0.507-0.800)
m
2 P<0.0001
s 08 4
o
2
Y
c
O 0.6
»
"
o
S
o 047 Dostarlimab + CP
(e
o
=y
% 0.2 7 No.with  Median
0 event, % (95%Cl), mo .
E Dostarlimab + CP 55.1 11.8(9.6-17.1) | Placebo + CP
Placebo + CP 71.1 7.9(7.6-9.5) |
0.0 —| PFS maturity 63.2 : + Censored

I I I | I I |: | | | | | i | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Months from randomization

Chemotherapy Period

At Risk(Events)

| | | I I
30 32 34 36 38

Dostarlimab + CP 245(0) 220(12) 197(25) 157(55) 130(80) 105(103) 94(110) 90(113) B84(118) 78(122) 66(127) 52(128) 34(131) 23(132) 22(132) 12(133) 2(134) 0(135)

Placebo + CP 249(0)  219(14) 200029) 144(77) 103(115) 74(141) 59(155) S5T(157) 48(166) 42(170) 39(170) 32(172) 20017%) 14(176) 13(176)

Median duration of follow-up in the dMMR/MSI-H population was 24.79 months

Median duration of follow-up in the overall population was 25.38 months

Data cutoff: September 28, 2022.
Mirza MR, et al. SGO 2023. Abstract 265.
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GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for
Primary Advanced/Recurrent EC — OS

OS in dMMR/MSI-H Population

83.3% Dostarlimab + CP

Placebo + CP

58.7%

HR=0.30 (95% CI: 0.127-0.699) J

+ Censored

24 26 28 30 32 34 36 38

20000 18Ty 12(7) B(T) 2(7) (T} om

1.0 —
90.1%
0.8
©
2
>
5
b 0.6
[T
o}
2
2 044
©
Qo
0
| .
o
0.2 7 No.with  Median
event, % (95%Cl), mo !
Dostarlimab + CP 13.2 NE (NE-NE} i
Placebo + CP 36.9 NE (23.2-NE) |
0.0 —| OS maturity 26.3 |
| | | | | | | | | | | |
0 2 4 6 8 0 12 14 16 18 20 22
Chemotherapy Period Months from randomization
At Risk(Events)
Dostarlimab + CP 53(0) 50(1) 48(2) 46(4) 44(5 44(5) 43(5) 43(5) 43(5) 42(5 41(5)  29(6)
Placebo + CP 65(0) 63(2) 62(3) 59(6) 55(3) 53(10) 48(13) 47(14) 41(18)

IT9) 32200 25(21)  16(23)  12(24) 10(24)  5(24)

Received subsequent immunotherapy:
= 38.5% of patients on placebo arm
= 15.1% of patients on dostarlimab arm

3(24) D24

OS in Overall Population (33% Maturity)

1.0 —
o 84.6%
0.8
_ 71.3% _
g 581 304 . . Dostarlimab + CP
E |
= ]
N 0.6
Y ! .
[¢]
56.0%
2 , Placebo + CP
2 04-
3
o 4 )
o
i _ | HR=0.64 (95% CI: 0.464-0.870)
0.2 No.with  Median
event, %  (35%Cl), mo | P=O ) 002 1a
Dostarlimab + CP 26.5 NE (NE-NE) |
Placebo + CP 40.2 NE (23.2-NE) | \ 4
0.0 7L op ety s E | ] | | | 1 | | | +|mensmre
| | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Chemaerapy Period Months from randomization
At Risk(Events)

Dostarlimab + CP 245(0) 235(3) 224(8) 214(15) 198(25) 190(33) 183(35) 174(42) 169(44) 162(47) 145(53) 110(57) 83(60) 64(62) 45(64) 25(65) 7(65) 2(65)  O(E5)

Placebo + CP

Received subsequent immunotherapy:
= 34.5% of patients on placebo arm
= 15.5% of patients on dostarlimab arm

Data cutoff: September 28, 2022. Median duration of follow-up in overall population was 25.38 months.
2P<0.00177 required to declare statistical significance at first interim analysis.

Mirza MR, et al. SGO 2023. Abstract 265.
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GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary
Advanced/Recurrent EC — Efficacy in pMMR/MSS Population

PFS in pMMR/MSS Population OS in pMMR/MSS Population

1.0 4 1.0 5 —
E - — 0 . "-"‘\ 0 — 0 .
2 : HR=0.76 (95% Cl: 0.592-0.981) 83.1% HR=0.73 (95% CI: 0.515-1.024)
4 b =
7 0.8 - | 0.8 5
v ' T 67.7%
@ ‘. > 581.8% :
& ,. 3 g - Dostarlimab + CP
e ' 3 a '
.E ﬂa_ !ﬂ ﬂﬁ
ﬂ 'E X
5 _43.5% > 55.1%
2 04- | 5 04+ | Placebo + CP
5 28.4% | 2
> ! ; Dostarlimab + CP >
L= H H
= | 0 |
2 027 No.with  Median 530'6 /o E 02" No.with  Median :
o event,%  (95%Clmo 18 89 event % (95%CI), mo
o Dostarlimab + CP 60.4  0.9(9.0-133) | 1920 Placebo + CFP Dostarlimab+CP  30.2 NE (20.8-NE) |
o Placebo+ CP 70.7 79(7.6-08) | | Placebo+ CP 43 298(21.9-NE) |
0.0 | PFS maturity §5.4 5 | + Censored 0.0 | 08 maturity 356 i | + Cansorad
| | | | | | | i | | | | | i | | | | | | | | | ! | | I I I I I | I ! I I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 38 38 o 2 4 6 6 10 12 14 16 18 20 2 24 26 28 30 32 34 3B I8
P Months from randomization e — Months from randomization
At Risk(Events) At Risk(Events)
' (0] T2(9] (19 118(45) (G5  Td{E6] (o {04 ({ 0% 210108 {1091 VAT 13019 B4y 1S DP1i6) Dostarli b+ CP 192(0) 185(2) 176(6) 188(11) 154(20) 146(28) MO30) 131(37) 126(39) 120(42) 104{48) B151) 6353 4855 35T 17(58)  &(58) 1(58] O{58)
E%ﬂgﬂ'ﬂ%ﬁ oP 1§E|g: -L:it'?:l'u 15%13 }?-:uf;af- 5.:2: fa:t-?f-azl'u dﬁ?ltf%;- aﬁi}i{. s.j?ﬁ;i?;- 2”54 3-1;-13?': 33.1?3: 2:;;115% -1%;1;95- 13.11; ?}13 11.;1115;;' E.T: 10130) O[30 PI%?;SEE;"PEP 1B40) 171 175(4) 'rs-?u:'r: 'ri-I['T: 'iIZI:Ei': 'i'ﬂz': 13043) 'zn:fa:': '1IZIEEEI': ;5.;63,1' riE-:?E': 4074 T 25.;?3': 1IZI;?EI': H[Tri': '[Tri': ';.?ri': 0{76)

Received subsequent immunotherapy:
= 33.2% of patients on placebo arm
= 15.6% of patients on dostarlimab arm

Data cutoff: September 28, 2022.
Mirza MR, et al. SGO 2023. Abstract 265.



GOG-3031/RUBY: Molecular Classification Algorithm

In RUBY Part 1, molecular classification was performed for all participants with WES results — 400 of 494 patients

EC

(histological subtype independent)

|
. .

POL¢ status [ POLe pathogenic } [ POLe& non-pathogenic 1
I

MMR status - [ MI\;IRp }

. PS3WT |
J, ]

po3 status

i 0)
fnrfl’\l")a'ence In RUBY, % 1.25% (5/400) 22.75% (91/400) 220 (88/400) 54% (216/400)
Results of local (IHC, NGS, PCR)
Diagnostic test WES or central test (IHC) provided for WES
RUBY at randomization

Efficacy per molecular classification was an exploratory analysis.
dMMR, mismatch repair deficient; EC, endometrial cancer; EDM, exonuclease domain; IHC, immunohistochemistry; MMRp, mismatch repair proficient; MSI-H,

microsatellite instability-high; mut, mutated; NGS, next generation sequencing; NSMP, no specific molecular profile; PCR, polymerase chain reaction; POLE,
polymerase epsilon; TP53, tumor protein 53; WES, whole exome DNA sequencing; WT, wild type.

E Izeogg Mirza M R, et al . ESMO 2023 Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



GOG-3031/RUBY: PFS according to molecular subgroup

Based on 400/494 patients with known molecular classification per whole exome sequencing

1.0 1
Dostarlimab + CP100% o1 HR, 0.31°
Placebo + CP 0 ' ’
i + |
0.8 acebo 100% | (95% ClI, 0.17-0.56)
- o 0.6 1 E I Dostarlimab + CP . Q.
5 O.
E 2 5 0.61 R 57::'0 /o: — z
E 1 >., :
Q | = ;
W 8 0.4 : '3 z
e) : L
B HR, NA 5o >y
O 02" (95% CI, NA-NA) = d
o - | - =
O I R ' Placebo + CP "10.2% N
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 O _I
Atrisk Months from randomisation 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
D+CP 2 2 2 =2 2 2 2 2 2 2 2 2 1 1 1 0 0 0 0 O At risk Months from randomisation I
pBO+CP 3 3 3 3 3 3 3 3 3 3 3 2 2 2 1 1 1 0o 0 © D+CP 39 36 34 30 25 23 22 21 21 20 19 13 9 5 5 3 1 0 0 o0

PBO+CP 52 47 44 27 21 10 8 8 7 5 5 e 2 1 1 0 0 0 0 0

1.0 1
+— . (95% Cl, 0.30-0.99) | » U.
- - | (95% Cl, 0.55-1.07)
(7)) 0.8
w
E E
5 0.6 1 Dostarlimab + CP o
Qp) = = 0.6 7
= >
LO Q0.4 - o = Dostarlimab + CP N
o 32.4% o Z
' o)
—— | =
I 0.2 —_ o . -U
Placebo + CP 17.8% 0.2 Placebo +CP i
| 20.1%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 01, : : : : : : : : : : : : : : : : : : :
Atrisk Months f domisati
D+n§|= 47 39 38 34 27 22 20 25)“ 13 r?g‘ raﬂ oTclea I4on 3 3 3 0 0 0 0 At risk 0 2 4 6 8 10 12 ';otthﬁm:‘ifdgmiziﬁf: 26 28 30 32 34 36 38
pPBO+CP 41 37 3 25 1 8 7 7 6 6 5 4 1 0 0 0 0 0 0 O D+CP 103 96 8 67 57 45 40 37 34 30 28 21 17 11 10 5 1 0 0 0
PBO+CP 113 103 94 69 52 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0
IGcs . Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.
2023 Mirza MR, et al. ESMO 2023.
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* All histologies except

Patients

 Newly diagnosed FIGO

2009 Stage IlI/IV or
recurrent endometrial
cancer

* Known MMR status
* Naive to first-line

N=718

treatment to relapse

Sarcomas

Westin, S et al. ESMO 2023.

newly diagnosed)
* Geographic region
(Asia vs non-Asia)

systemic anticancer Durva
treatment for advanced
disease
 Naive to PARP
inhibitors and immune- Stratified by:
mediated therapy « MMR status
« Adjuvant (proficient vs
chemotherapy allowed deficient) Durva+Ola |
if 12 months from last ~ * Disease status
(recurrent vs

CP* (q3w)
+
Durvalumab pbo (IV q3w)

CP* (q3w)
+
Durvalumab (1120 mg IV q3w)

Patients without disease progression

CP* (q3w)

+
Durvalumab (1120 mg IV q3w)

DUO-E/GOG-3041/ENGOT-en10

Durvalumab pbo (IV gq4w)
o+

Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
o+

Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV g4w)
o+

Olaparib (300 mg tablets bid)

Treatment until disease progression, unacceptable toxicity or other
discontinuation criteria were met

Endpoints

Primary

PFS (RECIST per
investigator) in:

— Durva vs Control

— Durva+0Ola vs Control

Key secondary
OS (analytical)
Safety

Exploratory
PFS in Durva+Ola vs durva
Subgroup analyses of PFS

— Including MMR, PD-L1,
and HRRm

*Six cycles of carboplatin at an area under the concentration—time curve of 5 or 6 mg per mL/min and paclitaxel 175 mg/m2.
bid, twice daily; CP, carboplatin/paclitaxel; durva, durvalumab; FIGO, International Federation of Gynaecology and Obstetrics; HRRm, homologous recombination repair mutation;
IV, intravenously; ola, olaparib; pbo, placebo; q3(4)w, every 3(4) weeks; R, randomisation; RECIST, Response Evaluation Criteria for Solid Tumours.

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



DUO-E: PFS In the ITT population

Control Durva Durva+Ola
(N=241) (N=238) (N=239)
Events, n (%) 173 (71.8) 139 (58.4) 126 (52.7)
Median PFS (95% CI),* months 9.6 (9.0-9.9)  10.2(9.7-14.7) 15.1(12.6-20.7)
0.71 (0.57- 0.55 (0.43-
HR (95% Cl) vs Controlt 0.89); 0.69);
100+ — P=0.003 P<0.0001
- e 12 months HR (95% CI) vs Durvat 0.78 (0.61-0.99)
80 "i.. 61.5% :
s 48.5% 18 months Overall data maturity 61.0%
o M.1% 16.3%
60- 5 37.8%
=S 21.7%
o 50
L
o 404 - ++Durva+Ola
30+ i e H Durva
20
: |
10. : — + Control
0 I I I EI I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33
: Months since randomisation
No. at risk
Durva+Ola 239 214 198 169 139 95 51 30 16 I 3 0
Durva 238 211 188 138 105 69 45 26 13 5 0 0
Control 241 213 184 125 86 45 20 10 3 1 1 0
The median (range) duration of follow-up for PFS was 12.6 (0.0-31.6), 15.4 (0.0-29.1), and 15.4 (0.0-31.7) months in censored patients for the Control, Durva, and Durva+Ola arms, respectively.
PFS rates were estimated by the KM method. *Cl for median PFS is derived based on the Brookmeyer—Crowley method; TThe primary PFS analysis for each comparison was performed
separately. The HR and Cl were estimated from a Cox proportional hazards model stratified by MMR and disease status. The Cl was calculated using a profile likelihood approach. The P value was
calculated using a log-rank test stratified by MMR and disease status. ITT, intent-to-treat; KM, Kaplan—Meier.
Izeogg Westin, S et al. ESMO 2023. Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.




DUO-E: Subgroup analysis of PFS by MMR status

PFS, %

No. at risk
Durva+0Qla

dMMR (20% of population)

Durva
Control

100 1 ';Eﬁ 12 months 18 months
90 - s 70.0% 62.7%
o - | 679%  67.9%
o 43.3%  3N.7%
N k 1w+, DurvatOla
i i !
| ! Durva
50 - o ! H—H
40 !’L—|_‘ :
| , , .
30 1 i ! t * Control
|
20 - : |
I |
10 - | |
I |
0 | | | | | | | | II | | | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months since randomisation
49 43 39 28 17 16 13 9 7 5 4 2 2 2 0 0 0
46 40 37 36 32 27 26 19 17 14 11 9 5 5 2 0 0
48 46 46 41 38 32 32 23 18 16 26 10 4 3 2 1 0

Durva
(N=46)

Control

(N=49)

Events, n (%)

Median PFS (95% Cl),* months
HR (95% Cl) vs Control!

HR (95% CI) vs Durvat

25 (51.0)
7.0 (6.7-14.8)

15 (32.6)
NR (NR-NR)
0.42 (0.22-0.80)

Westin, S et al. ESMO 2023.

Durvat+Qla
(N=48)

18 (37.5)
31.8 (12.4-NR)
0.41 (0.21-0.75)
0.97 (0.49-1.98)

PFS, %

100
90
80
70
60
50
40
30
20
10

0

No. at risk
Durva+Ola

Durva

Control

PMMR (80% of population)

. M“ 12 months
- _. 59!4%
44.4% 18 months
' 40.8% 42.0%
. b : 31.3%
) | 20.0%
|
y) | ' Durva+Ola
- |
I | H HE A
) ! ' ——  Durva
I |
- | I +Control
|
| | | | | : | | II | | | | | | |
0, 2 4 6 8 10 12 14 16 18 20 2 24 2% 28 30 3
Months since randomisation
192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0
192 182 169 152 113 83 79 53 36 31 27 15 8 7 2 0 0
191 183 164 157 134 114 107 75 46 35 31 19 12 10 5 2 0

Events, n (%)

Median PFS (95% CI),” months
HR (95% Cl) vs Control?
HR (95% Cl) vs Durvat

Control Durva Durva+Ola
(N=192) (N=192) (N=191)
148 (77.1) 124 (64.6) 108 (56.5)
07(9.2-101) 9.9 (9.4-125)  15.0 (12.4-18.0)

0.77 (0.60-0.97) 0.57 (0.44-0.73)
0.76 (0.59-0.99)



AtTENnd Study Schema

Confirmed
PD

Endometrial carcinoma or carcinosarcoma GGG = Paclitaxel Maintenance E
Patients with advanced (stage Ill-IV) newly carboplatin AUC 5 or 6 atezolizumab .
diagnosed or recurrent disease with no atezolizumab 1200mg 1200mc :
prior systemic chemotherapy for :
recurrence. :
In recurrent patients, one prior line of |
systemic platinum-based regimen is !
permitted with a platinum-free interval 2 6 Paclitaxel 175mg/m? : |

placebo I :

ECOG 0-2 p|acebo

Normal organ and bone marrow function

Endpoints
Hierarchical order )
Stratified by:

* Country
* Endometrioid vs. other histotypes IF POSITIVE IF POSITIVE
» Recurrent disease vs newly diagnosed dMMR =A% All comers
*  PMMR vs dMMR vs non evaluable (centrally -sided) 4% a (two-sided) 4%
ovawated . -$i0ed) (two-sided)

HR: 0.5 HR: 0.7 HR: 0.7

ECOG: Eastern Cooperative Qncology Group. pMMR: mismatch repair proficient. dMMR: mismatch repair deficient. AUC: area under the curve. PD: progressive disease.
PFS: Progression free survival. OS: overall survival. HR: hazard ratio.

*OS interim analysis planned with a 63% power

Colombo N et al. ESMO 2023.



AtTEnd: dMMR EC cohort PFS and OS

Subsequent immunotherapy

Atezolizumab arm 6.2%
Placebo arm 40.9%

PFS dMMR OS dMMR

100
HOn Events/Total  Median mo.(95% CI) 90 -
90 - ———  Atezolizumab 37/81 NE (12.3-NE)
— e Placebo 37/44 6.9 (6.2-9.0) 80
§ 80 — —
- - ﬂ ?0 ]
£ 70- z
7 E 60 -
L 60 -
= 2 50+
= 50 - : E
S l o 404
‘w40 - ; ~y
g I © 30- i
%" >0 - : Events/Total Median mo.(95% CI)
& 20 : ———  Atezolizumab 20/81 ' NE (NE-NE)
N T 10 —— Placebo 21/44 25.7 (13.5-NE)
0 | % I % I [ | I
0 ' ' ! ' ' ! ' ' 0 6 12 18 24 30 36 42 48
0 6 12 18 24 30 36 42 48
Months Mnnthsr
) X Patients at Risk
Patients at Risk I 81 74 65 55 39 28 18 8 0
Atezolizumab 81 64 48 37 23 20 13 4 o  Atezolizumab " i o o " A ) ; X
Placebo 44 31 10 6 4 1 1 0 Placebo

Logrank test p=0.0005

HR 0.41

95%Cl0.22 to 0.76

HR 0.36 95%CI 0.23 to 0.57

E Izeogg CO|OmbO N et al . ESMO 2023 Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



Benefit of IO + Chemo in the dMMR EC population

GY018 - \

HR, 0.28 AINTWWWMEN:’M HR 0.36

HR, 0.30 (95% Cl, 0.16-0.50)
. ' ' b ¥ o
0] oy (95% Cl, 0.19-0.48) P<0.0001 et | 39%C10.23 to 0.57
¥ \’\\‘ P <0 00001 : 90 - m— Atezolizumab 37/81 p=0 0005
& ‘\\\ . o - Placebo 37/44 \ Al
¢ " 74% \- ~ S 80+
2 \ ey - Dostarlimab + CT £ 7
:f‘ \ Pembro + CT ?; —
2 \, E 50
s \ % g 40
- ! 3
- W 50 30-
. 1 E
2;: 20
& Placebo +CT Placebo + CT 10 -
00 —
! 0 T T T T T T T I
- 3 0 2 4 & 8 0 27 M Y UMD R MDD Y R MRS 0 6 12 18 24 30 36 42 48
Months from Randomization N T Months from randomaation
ontns L anoOMUJ M N Rhilvarts) B’lonths
Pace : Patients at Risk
Atezolizumab 81 64 48 37 23 0 1 4 0
Placeb 44l 31 10 [§) 4 1 1 0

No with

events%

No with No with
events% events%

Pembro 23.2 NR (30.6-NR) Dorsta 35.8 NR (11.8-NR) Atezo + 45.7 NR (12.3-NR)
O +1C1 CT

Placebo 52.2 7.6 (6.4-9.9) Placebo 72.3 7.7 (5.6-9.7) Placebo 84.1 6.9 (6.2-9.0)
+CT +CT +CT

E IzGogg SI Id e Cou rtesy Of D r DaVI d Tan 1 ES M O 2023 . Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



Benefit of IO + Chemo In the pMMR EC population

Primary Endpoint: Prespecified Secondary Analysis: Not prespecified
1 \
bl RUBY AtTEnd
HR 0.54 HR 0.76 N HR 0.92

95%Cl 0.41 to 0.71 a 95%CI 0.59 to 0.98 95%CI1 0.73 to 1.16

Free Survival

Progression

Dostarlimab + CT

Placebo + CT Placebo i CT | 1 § -

0 2 4 &6 8 W N7 W OB W DD 2N Y R ME D
" Manths from randomization

f T T T T T
12 18 24 30 36 42

26 205
117

% o e =
No with No with No with
events% events% events%

Pembro + 30.6 13.1 (10.5-18.8) Dorsta + 60.4 9.9 (9.0-13.3) Atezo + CT 78 9.5 (9.0-10.4)
CT CT

Placebo + 45.5 8.7 (8.4-10.7) Placebo + 70.7 7.9 (7.6-9.8) Placebo + 77 9.2 (8.5-9.9)
cT CT £

Maturity 38.1% Maturity 65.4% Maturity 78%

Slide courtesy of Dr. David Tan; ESMO 2023.



Benefit of IO + Chemo In the pMMR EC population

Primary Endpoint: Prespecified Secondary Analysis: Not prespecified
¢

HR 0.92
95%Cl 0.73 to 1.16

|
;

1
l

9.2 (8.5-9.9)

Slide courtesy of Dr. David Tan; ESMO 2023.




Incorporation of anti-HER-2 treatment: Trastuzumab with

Chemotherapy

Key eligibility criteria
Primary stage Ill or IV or recurrent

HER?2/neu-positive USC: IHC score 3+,

or 2+ with + FISH
« ECOG 0-2
« <3 prior lines of therapy
« “platinum sensitive” recurrence (6 mo)

1.0 4 « Censored
1 Primary efficacy analysis:
0.8 - One-sided log-rank P =.0052 Trastuzumab
c HR, 0.44 (90% Cl, 0.26 to 0.76) No
O L Yes
T
o 0.6 1
Q.
E __________________________________________________________________
= 8.0
— 0.4 - months o
U) [ ] L ] [ ] [ I ] L ]
L
(a8
0.2 - o
0 6 12 18 24 30 36 42 48 b4
Time Since On-Treatment Date (months)
No. at risk

No 28 20 6 5 b 5 4 3 2 1

Nickles-Fader J Clin Oncol 2018

1.0 . 04—
-I Advanced disease: Censored 1.0 * Censored
One-sided log-rank P=.013 Recurrent disease:
08 - HR, 0.40 (90% CI, 0.20 to 0.80)  Trastuzumab 0.8 - One-sided log-rank P = .0029 Trastuzumab
c No = HR, 0.14 (90% Cl, 0.04 to 0.53) No
-g Yes .8 Yes
S 06 S 0.6
o a
O L e o Y 15 1
9.3 :
= 0.4 - months = 0.4 {months
v v
L
- o 0.2
0.2
o 8 12 18 24 30 36 42 43 &4 0 6 12 18 24 30 36 42 48 54
Time Since On-Treatment Date (months) Time Since On-Treatment Date (months)
No. at risk
No. at risk

No 8 4 0
No 20 16 6 5 5 5 4 3 2 1

OS benefit particularly striking In stage llI-IV patients, OS median of 25.4

months (control) versus NR (p = 0.041, HR = 0.49, 90% CI 0.25-0.97).

Overall survival vs. Trastuzumab, recurrent USPC

Overall survival vs. Trastuzumab, advanced USPC With number of subjects at risk

With number of subjects at risk 1.0
1.0 e G orad
ok LLL HR = 0.492, e
o 90% E!, 0.249-0.974; z o _I_ HR = 0.864,
T os One-sided P=0.041 c 90% Cl, 0.355-2.100;
S 5 One-sided P=0.39
2 0.4 s ° ]ﬂ
2 o
L
0.2
0.2 —
0.0
0.0 Mo
Mo Yos
] 12 24 36 48 &0 T2 84 B 12 24 " - 0 2 i

Months from on-treatment date
Meoenths from on-treatment date
Trastuzumakb Mo Yas




NRG-GY026
Study
Schema

Chemo-naive, non-recurrent, stage I-1VB,
HER?2 positive endometrial serous
carcinoma or carcinosarcoma

NCT05256225

Stratification
Stage I-1l v. llI-1V
Histology (serous vs carcinosarcoma)
Plan for vaginal bracl:hytherapy (yes vs no)

l

Randomization 1:1:1

-

Arm 1:
Paclitaxel/Carboplatin

every 3 weeks x 6 cycles

Courtesy of Dr. B. Erickson

Arm 2.
Paclitaxel/Carboplatin/Trastuzum
ab and hyaluronidase-oysk
(HERCEPTIN HYLECTA) every
3 weeks x 6 cycles

Maintenance HERCEPTIN
HYLECTA every 3 week for up to
1 year

Arm 3:
Paclitaxel/Carboplatin/Pertuzu
mab, Trastuzumab, and
hyaluronidase-zzsf (PHESGO)
g 3 weeks x 6 cycles

Maintenance PHESGO every 3
weeks for up to 1 year

INTERVAL TOXICITY ASSESSMENT

INTERIM FUTILITY ANALY SIS

Convert to phase 3 If active arm(s)
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Systemic Therapy for
Recurrent Disease

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.




Limited Efficacy with Chemotherapy in Previously Treated Patients

* Phase 2/3 studies involving a combined total of 1887 patients

Ixabepilone: PFS:3.4 months; 0S:10.9 months
Paclitaxel or Doxorubicin: PFS:4.0 months; OS, 12.3 months

PFS 3.2 months

Ixabepilone vs

— 14
Phase 3 RCT (N=496) paclitaxel or doxorubicin

15.2% vs 15.7%

Type of Study and Number of EC Patients Treatment Durability of Response
Phase 2 N=421 PLD i 9.5% [ Median # courses, 2.5; OS: 8.2 months
Phase 2 N=222 Topotecan : 9.0% : Median # courses, 4
Phase 2 N=443 Paclitaxel I 27.3% : DOR: 4.2 months; 0S:10.3 months
Phase 2 N=524 Oxaliplatin | 13.5% l DOR: 10.9+ months
Phase 2 N=26° Docetaxel : 7.7% : PFS: 2.0 months; OS: 6.4 months
Phase 2 N=50° Ixabepilone : 12% : PFS: 2.9 months; OS: 8.7+ months
Group | N=586 for patients who received 2L in Phase 3 GOG trials : :
Group Il N=275 patients 2L chemo trials Various : : OS: <11months
Phase 2’ i :

|
Phase 2 (N=23)8 Gemcitabine : 4.0% : PFS: 1.7 months
Phase 2 (N=28)° Everolimus I 0% : Median duration of SD: 4.5 months

|
Phase 2 (N=25 for patients previously treated with chemotherapy)° Temsirolimus : 4.0% : PFS: 3.25 months
Phase 2 (N=52)11 Bevacizumab : 13.5% : PFS: 4.17 months; OS: 10.55 months
Phase 2 (N=45)1? Ridaforolimus I 11% : 6-month PFS: 18%
Phase 2 (N=35)13 Everolimus and letrozole : 31.4% l PFS: 3.0 months; OS: 14 months

|

: ]

I |

: I

L [

Phase 2 trial (N=82)!> Anastrozole

2L, second-line; DOR, duration of response; EC, endometrial cancer, GOG, Gynecologic Oncology Group; ORR, objective response rate; OS, overall survival, PFS,
progression-free survival; PLD, pegylated liposomal doxorubicin; RCT, randomized controlled trial; SD. stable disease.

1. Muggia FM et al. J Clin Oncol 2002;20:2360-2364. 2. Miller DS et al. Gynecol Oncol 2002;87:247-251. 3. Lincoln S et al. Gynecol Oncol 2003;88:277-281. 4.
Fracasso PM et al. Gynecol Oncol 2006;103:523-526. 5. Garcia AA et al. Gynecol Oncol 2008;111:22-26. 6. Dizon DS et al. J Clin Oncol 2009;27:3104-3108. 7.
Moore KN et al. Cancer 2010;116:5407-5414. 8. Tait DL et al. Gynecol Oncol 2011;121:118-121. 9. Slomovitz BM et al. Cancer 2010;116:5415-5419. 10. Oza AM et
al. J Clin Oncol 2011;29:3278-3285. 11. Aghajanian C et al. J Clin Oncol 2011;29:2259-2265. 12. Colombo N et al. Br J Cancer 2013;108:1021-1026. 13. Slomovitz
BM et al. J Clin Oncol 2015;33:930-936. 14. McMeekin S et al. Gynecol Oncol 2015;138:18-23. 15. Mileshkin L et al. Gynecol Oncol 2019;154:29-37.



Study & Drug

Keynote 28: Pembrolizumab

Single Agent 10 in “non-biomarker” Selected Endometrial

Cancer Populations

* Response to single agent IO in pMMR or MSI-stable endometrial cancer has been modest

(N=24)

PHAEDRA trial: Durvalumab

(N=36 pMMR)

GARNET study: Dostarlimab

(N=94)

Ph [l Avelumab study (N= 16

OMMR)

IGCS
2023

Ott PA et al. J Clin Oncol 2017

Antill PSK et al. J Clin Oncol 2019

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

Patient Population

Advanced stage or metastatic |ORR: 13%

PD-L1 + endometrial cancer

Advanced stage or metastatic
endometrial cancer

Previously treated, recurrent
advanced stage endometrial
cancer

Advanced stage or metastatic
endometrial cancer

ORR Iin pMMR: 3%

ORR in pMMR: 13.9%

ORR: 6.25%

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



Combinatorial 10 approach: Lenvatinib + Pembrolizumab
Keynote 775 (NCT03517449)

 Advanced, recurrent or
metastatic endometrial

 Progressive disease 1-2 prior
platinum regimens

 Measurable disease per e
RECIST 1.1

* Available archival tumor tissue

« Performance status of O tol
 Adeqguate organ function

Stratification:

1. MMR status (pMMR or dMMR)

2. ECOG performance status (0 or 1)

3. Geographic region

4, Prior history of pelvic radiation (yes or no)

Primary endpoints:

1) Progression-free Survival (PFS) by RECIST 1.1 by BICR
2) Overall Survival (OS).

Secondary endpoints:
1) ORR, DOR, TTF, AEs, PK, PROs Makker et al. N Eng J Med. 2022




Combinatorial 10 approach: Lenvatinib + Pembrolizumab
Keynote 775 (NCT03517449)

Median
Median B All Patients Progression-free
; g Survival
A pMMR Population Progression-free 100 (95% CI)
Survival :
e (95% Cl) 90- "
4 Lenvatinib+ 7.2 (5.7-7.6)
= 90— mo g 80— Pembrolizumab
= 20— Lenvatinib+ 6.6 (5.6-7.4) = Chemotherapy 3.8 (3.6-4.2)
= Pembrolizumab = 70+
: c
= 70— Chemotherapy 3.8 (3.6-5.0) “S 604
= [l Lenvatinib+ Hazard ratio for progression
'E E 60— ..'d__..l ﬂ 504 broli b or death, 0.56 (95% Cl, 0.47-0.66)
.% 2 5o Lenvatinib+ Ttk S oo pempbrolizima P<0.001
= B - Hazard ratio for progression w O 40—
sl ol pemioliznman or death, 0.60 (95% Cl, 0.50-0.72) -
S & P<0.001 = 30—
= 30- z
] e 20-{ Chemotherapy
Y &
5 20 Chemotherapy
o : 10— |
10—
0 ! | | | | | ! —
0 , | : | | . . : . 0 3 6 9 12 15 18 21 24
0 3 6 9 12 15 18 21 24 27 Month
on
Month _
No. at Risk
No. at Risk Lenvatinib+pembrolizumab 411 316 202 144 86 56 43 17 6
Lenvatinib+ pembrolizumab 346 264 165 112 60 39 30 12 5 0 Chemotherapy 416 214 95 42 18 10 4 1 1
Chemotherapy 351 177 83 37wl 8 3 1 1 0

Makker et al. N Eng J Med. 2022



Combinatorial 10 approach: Lenvatinib + Pembrolizumab
Keynote 775 (NCT03517449)

Overall Survival (%)

PMMR

Median (95% CI)

All-comers
Median (95% CI)

17.4 mo (14.2, 19.9) — LEN + pembro —— TPC 18.3 mo (15.2, 20.5)
P— 12.0 mo (10.8, 13.3) 100 Bca. 11.4 mo (10.5, 12.9)
90 - 3 Median follow-up: 11.4 mo 90 - Ty Median follow-up: 11.4 mo
80 - 0% 80 -
70 - 70 -
60 - 60 -
50 - 50 -
40 - 40 -
30 - 30 -
20 - 20 -
10 - 10
O T T T T T r T T O+ T T T T T T T T 1
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
322 285 232 160 109 62 28 S5 O 411 383 337 282 198 136 381 40 5 O
319 262 201 120 70 33 11 <. O 416 ST 300 228 138 80 40 11 3 O
Events HR (95% CI) P-value Events HR (95% CI) P-value
LEN + pembro 165 0.68 (0.56, 0.84) 0.0001 LEN + pembro 188 0.62 (0.51, 0.75) < 0.0001
TPC 203 TPC 245

Makker et al. N Eng J Med. 2022




Continued OS benefit of lenvatinib plus pembrolizumab
vs chemotherapy with follow-up extended by over 16 months

PMMR Population All-Comer Population
o Median Overall Survival (95% ClI) Median Overall Survival (95% Cl)
> 100 Lenvatinib plus o L i
-~ . ; _ > 100 - envatinib plus
:t, 90 - . pembrolizumab: 18.0 months (14.9-20.5) < - . pembrolizumab: 18.7 months (15.6-21.3)
g 80 - Chemotherapy: 12.2 months (11.0-14.1) g an r Chemotherapy: 11.9 months (10.7-13.3)
o 707 Hazard ratio for death, % 70 - Hazard ratio for death,
= 60- 0.70 (95% CI, 0.58-0.83) § 50 0.65 (95% Cl, 0.55-0.77)
c .. e = .
Q2  40- Lenvatinib plus N Lenvatinib plus
© : pembrolizumab = 40 + | pembrolizumab
o 30+ Chemotherapy e 0 Chemoth
5 - 5 o emotherapy
& 10- & —i H
o | Censored S 109 | censored
&’ 0 | | | | | | | | | | | | | | | 'C_J O I I I I I I I I I I I | I I ]
c 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 : 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time (months) No. at risk Time (months)
Lenvatinib plus Lenvatinib plus
pembrolizumab 346 322 285 242 214 188 171 148 124 9 65 41 20 7 2 pembrolizumab 411 383 337 292 258 229 211 186 160 125 91 58 30 10 2
Chemotherapy 351 324 267 217 171 138 111 86 71 53 40 21 6 3 1 Chemotherapy 416 378 305 246 196 158 129 104 84 64 49 28 6 3 1

OS favors lenvatinib plus pembrolizumab despite some pts in the chemotherapy arm receiving subsegquent
lenvatinib plus pembrolizumab. (In the chemotherapy arm, 10.0% of pts in the pMMR population and 8.7% of
pts in the all-comer population).
» After excluding these pts, the pMMR OS HR was 0.64 (95% CI, 0.54, 0.76); the all-comer OS HR was 0.60
(95% CI, 0.51, 0.71).

Makker et al. J Clin Oncol. 2023



Evolution of Molecularly Directed Therapy In
Endometrial Cancer

TP53

 Predictor of response to anti
angiogenic therapy...

* GOG-86P:

PFS HR 0.48 vs 0.87 In mutant
TP53 vs. TP53wt

* Inhibition of nuclear export of wild
type TP53

 Selinexor median PFS in
TP53wt of 13.7 mo vs 3.7
months with placebo (HR 0.71)

IGCS
2023

Anti-HER? DNA Damage Hormonal
Repair Therapies
 Evolution of anti-HER?2 » Potential opportunity in the mutant  Possible role in the copy number
treatments... TP53 population low TP53wt population
« DESTINY-Pan Tumor02: « ADAGIO: Adavosertib single agent * PALEO Study: Letrozole vs
ORR 57.5%; Median DOR: NR Medial prior LOT = 3 Palbocilcib + letrozole
BICR ORR 26% HR Q.56
» Nishikawa et al. 2023: ORR 54.5% Median PFS 2.8mo Median PFS 8.3 vs 3 mo
& 70%
 PARPI (UTOLA) — Joly F et al. » Letrozole + Abemaciclib: ORR
« NRG GY026... ESMO 2023 30%

e DUO-E- Westin et al. ESMO 2023

» Aghajanian et al. J Clin Oncol. 2011; Leslie K. et al. Gyncol Oncol 2021; Nickles-Fader J Clin Oncol 2018; Nickles-Fader Clin Cancer Research 2020; Nishikawa et al. J

Clin Oncol. 2023; Liu JF, et al. SGO 2023. Abstract 219; Mirza et al. ESMO 2020; P Konstantinopoulos et al. J Clin Oncol 2022; Funda Meric-Bernstam,
MD et al. ASCO 2023. Vergote et al. J Clin Oncol 2023

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



Efficacy and safety of trastuzumab deruxtecan in patients with HER2-

expressing solid tumors: DESTINY-PanTumor02 interim results

T-DXd I1s an ADC with three components:

1. Ahumanized anti-HER2 IgG1 mAb with the same amino acid sequence as trastuzumab
2.

3.

IGCS
2023

A topoisomerase | inhibitor payload, an exatecan derivative
A tetrapeptide-based cleavable linker

Humanized anti-HER2 Deruxtecan!?
IgG1 mAb1-3 A

! \
o) H O H Q H O
N\/IL N N 0\/u\ O
N/M( N >/u\ ~-
‘) " Y Y
Caddh &

<0
H3C HO “—CH3

Cleavable tetrapeptide-based linker .
Topoisomerase | inhibitor payload

(DXd=DX-8951f derivative)

aThe clinical relevance of these features is under investigation.

ADC, antibody—drug conjugate; HER2, human epidermal growth factor receptor 2; IgG1, immunoglobulin G1; mAb, monoclonal antibody; T-DXd, trastuzumab deruxtecan.

1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126-142.
4. Okamoto H, et al. Xenobiotica. 2020;50(10):1242-1250. 5. Nagai Y, et al. Xenobiotica. 2019;49(9):1086—-1096.

Eisai has sponsored this initiative with IGCS and had no input into or influence over the content.



Efficacy and safety of trastuzumab deruxtecan in patients with HER2-
expressing solid tumors: DESTINY-PanTumor02 interim results

An open-label, multicenter study (NCT04482309) - .
p y & Cervical cancer Primary endpoint
- Advanced solid tumors not eligible * Confirmed ORR
i g\’?@ Endometrial cancer (Investigator)°©
for curative therapy
. | - Secondary endpoints
2L+ patient population T-DXd g?@ Ovarian cancer y P
 HER2 expression (IHC 3+ or 2+) 5.4 mg/kg - - DOR®
- Local test or central test by S (ﬁ( Biliary tract cancer - DCRE
HercepTest if local test not _ - PESC
feasible (ASCO/CAP gastric n=40 per % Pancreatic cancer . OS
cancer guidelines?t)?2 cohort
planned & Bladder cancer + Safety

* Prior HER2-targeting therapy

(Cohorts with no objective

allowed in the f |
responjveesr éntct)hsefl(r:lsct) :ésd;)atlents %% Other tumorsP
- ECOG/WHO PS 0-1

Data cut-off for analysis:
* Nov 16, 2022

Funda Meric-Bernstam, MD et al. , . , , , . _ . . .
ASCO 2023 APatients were eligible for either test. All patients were centrally confirmed. PPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts, and

breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer.

‘Investigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1.

2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College of American Pathologists; DOR, duration of response; ECOG,
Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2;

IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; T-DXd,
trastuzumab deruxtecan; WHO, World Health Organization.

1. Hofmann M, et al. Histopathology 2008;52(7):797-805.



Efficacy and safety of trastuzumab deruxtecan in patients with HER2-
expressing solid tumors: DESTINY-PanTumor02 interim results

Cervical Endometrial  Ovarian BTC Pancreatic Other | All patients
(n=40) (n=40) (n=40) (n=41) (n=25) (n=40) (N=267)

Investigator assessment

ORR, n (%) 20 (50.0) 23 (57.5) 18 (45.0) 9 (22.0) 1(4.0) 16(39.0) 12(30.0) 99 (37.1)
Complete
esponse 2 (5.0) 7 (17.5) 4 (10.0) 1(2.4) 0 1(2.4) 0 15 (5.6)
Best overall Partial response 18 (45.0) 16 (40.0) 14 (35.0) 8 (19.5) 1(4.0) 15 (36.6) 12 (30.0) 84 (31.5)
Lezﬁ‘)’”se’ Stable disease 12 (30.0) 13 (32.5) 14 (35.0) 25(61.0) 17 (68.0) 18(43.9) 24 (60.0) 123 (46.1)
0
PD 7 (17.5) 4 (10.0) 7(17.5) 7 (17.1) 7(28.0) 7(17.1) 3(7.5)  42(15.7)
Not evaluable 1 (2.5) 0 1(2.5) 0 0 0 1 (2.5) 3(1.1)
DCR2 at 12 weeks, n (%) 27 (67.5) 32 (80.0) 28 (70.0) 27 (65.9) 9(36.0) 29 (70.7) 30(75.0) 182 (68.2)
| 9.8 NR 11.3 8.6 8.7 NR 11.8
0
Median DOR, months (95% CI) 4 5_NE) (9.9-NE) | (4.1-NE) (2.1-NE) NR (4.3-11.8) (4.1-NE)  (9.8-NE)
Independent central review. 16 (40.0) 21(525) | 17 (425) 11(26.8) 3(12.0) 17 (415) 13(32.5) 98 (36.7)

ORR, n (%)

Funda Meric-Bernstam, MD et al.
ASCO 2023



Efficacy and safety of trastuzumab deruxtecan in patients with HER2-
expressing solid tumors: DESTINY-PanTumor02 interim results

100 -
90 -
80 -

70 A

61.3

60 - 56.3 56.3

50 A

44 .4
39.0

40 - 35.0

Confirmed ORR, %

30 ~

50 - 18.8

IHC 2+

10 -

n= 40 8 20 40 13 17 40 11 19 41 16 14 25 2 19 41 16 20 40 9 16 267 75 125
Cervical Endometrial Ovarian BTC Pancreatic Bladder Otherec Total

0

All patients (N=99) IHC 3+ (n=46) IHC 2+ (n=34)

Median DOR, months (95% CI) 11.8 (9.8—-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)




Trastuzumab deruxtecan for the treatment of UCS

A
= ’
= 100 Confirmed ORR 54.5%
g’ 80 95% ClI, 32.2-75.6
Patient Flow Diagram All enrolled patients T 60+
«  Patients were enrolled from February 2018 N=84 E 40 -
to June 2020 at 7 instutytions in Japan |—| Y e 20
Data cut-off was done in Decemnber 2020 All registered patients Not registered n=50 s
Twenty-enght patients (333 /o) were n=34 HER2 IHC score 0 n=28 (=) 0
excluded from registration due to HER2 =
IHC score 0 I 1 = =20~
. One patient did not receive T-DXd Safety Analysis Set (SAS) Not administered = K=
due to progression of UCS n=33 n=1 =
One patient was excluded from FAS due to |—| = .60 -
central review with no measurable target . . g M 5.4 mg/kg
lasian Full Analysis Set (FAS) Inappropriate X -80- m6.4mgkg
n=32 n=1 ©
Patient Characteristics = -100
HER2 IHC score (N=84) HER2-low n=10 B
0: 28 (33%), 1: 24 (29%) 6.4 mg/kg n=5
. 0, . —
2: 22 (26%), 3: 10 (12%) 5.4 mg/kg n=5 X 100 - .
e Confirmed ORR 70.0%
All (n=34) (%) FAS (n=32) (%) 87 80 - 95% ClI, 34.8-93.3
©
Age (years) 45- 81 65.5 (median) 45-81 64.5 (median) *é
PS (ECOG) 0 25 ‘73.5 24 (75 =
1 9 26.5 8 25 N
-
HER2 (IHC) 1 11 324 10 313 =
2 16 47 .1 15 46.9 =
3 7 20.6 7 219 'E
HER2 (FISH N i 26 76. 24 7 =
i Folitive : 533} : (23} S
= 7 g B 5.4 mg/kg
Prior regimens ; 197 gg}* c>§ -80 - B 6.4 mg/kg
23 6 18.8 S -100

Nishikawa et al. J Clin Oncol 2023



Sacituzumab govitecan (SG) in patients (pts) with previously treated
metastatic endometrial cancer (mEC): results from a phase I/II study.

ORR 33% iIn mEC

Linker for SN-38

* Hydrolyzable linker for
payload release e

* High drug-to-antibody
ratio (7.6:1)

SN-38 payload

* Metabolite of Topo |
3¢ inhibitor

* SN-38 more potent
Humanized anti-Trop-2 %

antibody

* Directed toward Trop-2,
an epithelial antigen

irinotecan

expressed on many
solid cancers

Sacituzumab govitecan ADC: anti—Trop-2

antibody linked to drug SN-38.
Future Medicine. 2020 Mar.
doi:10.2217/fon-2020-0163

than parent compound,

Table 1. Demographics and clinical

characteristics

Median age at study entry, y (range)
Race, n (%)

White

Black or African-American
Asian
Other

Histological/cytological diagnosis, n (%)

Serous

Endometrioid
Carcinosarcoma

Other

Number of prior anticancer regimen, n (%)

1-3
>3

Median prior anticancer regimens, n (range)

Median follow up duration, m (IQR)

Santin A et al ASCO Abstract 5599. DOI: 10.1200/JC0.2023.41.16 suppl.5599

63 (47-77)

15 (71.4)
0
2 (9.5)
4 (19.0)

10 (47.6)

6 (28.6)
3(14.3)
2(9.5)

11 (52.4)
10 (47.6)

3 (1-6)

17 (7.6-35.2)

Table 2. Overall response rate and

durable disease control

Best overall response
Confirmed complete response (CR)
Confirmed partial response (PR)
Stable disease
Progressive disease
Objective response rate (confirmed CR + PR)

Durable disease control (confirmed CR + PR +
SD 2 6 months)

*Out of 20 patients evaluable for durable disease control

1(4.8)
6 (28.5)
11 (47.6)
3(14.3)
7 (33.3)

7 (35.0)*

Table 3. Most Common Treatment-Related

Adverse Events

Grade 23
(2 10% of patients)
Neutropenia 9 (43%)
Fatigue 4 (19%)
Anemia 3 (14%)
Diarrhea 3 (14%)
Febrile neutropenia 2 (10%)



https://doi.org/10.1200/JCO.2023.41.16_suppl.5599

ADCs Emerging as Highly Active Therapeutics in EC- Folate Receptor a- STRO-002-GM1.:
Phase 1 Dose Expansion cohort of luveltamab tazevibulin in EC-NCT03748186

Treatment Duration and Dose Modifications

Maximum Reduction in Target Lesions*
TPS, %

TPS (%) m I
B e o o e e |
I e
- e o o
. a5 [ Sose Lovel, O3
[ mmmm 2.9 mg/kg

3.5 mg/kg
mmmm 4.3 Mmg/kg
mmmm 52 mg/kg

t

2 pts had A 0%

-30%partial Response

Individual patients treated with luveltamab

TPS
s >25%
TPS >2504 Treatment ongoing <25%
<25% ® PR
Anti-tumor Activity* 26 of 04 nAtu(z;ngé)IZnSQ
Dose adjustment
Overall FolRa 21% (n=16) FolRa £25% (n=9) FolRa >25% (N=7)
PR 3 (19) 1(11) 2 (29) O 5 10 15 20 25 30 35 40 45 50 55 60
Weeks
SDt 8 (50) 4 (44) 4 (57)
PD 5 (31) 4 (44) 1 (14)  Median exposure (range): 12 (3—-53) weeks
- 1 (60 . 5 (86 « 5o0f 17 (29%) patients received 25 cycles
(69) 5 (56) (86) * Median follow-up: 10.1 months

T3 unconfirmed PRs
Data cutoff: 04 August 2023. *n=16 response evaluable patients. DCR, disease control rate; EC, endometrial cancer; PR, partial response;

Q3W, every 3 weeks; TPS, tumor proportion score.
Pothuri B. et al. ESMO 2023



Hormonal treatment of advanced/recurrent endometnal cancer

Hormonal Therapy In Endometrial Cancer

Study N Treatment RR PFS 05 DOR
4 GOG 153 [2] 56 MA 80 mg b.i.d. X 3 weeks alternating 27% (214 CR, 5.4 PR) 2.7 mos 14.0 mos 28 mos
with T 20 mg b.id. p.o. X 3 weeks [Cl 17—-38%)]
GOG 121 [8] 58 Phase 1I—High dose MA 800 mg/day 24% 2.5 mos 7.6 mos 8.9 mos
GOG 81 [9] 145 MPA high dose: 1000 mg/day p.o. vs High: 15% 2.5 mos 7.0 mos NR
154 MPA low dose: 200 mg/day p.o. Low: 25% 3.2 mos 11.1 mos
4 GOG 119 [3] 58 Daily T (20 mg b.i.d.) with MPA 33% [C] 21—-46%] 3.0 mos 12.8 mos NR

(100 mg p.o. ba.d.) Intermittent weekly
T 20 mg b.i.d.

(10.3% CR, 23.4% PR)

GOG BIF [10] 68 10% [Cl 5.7—17.9%)]

1.9 mos [1.7—-3.2]
MA, Megestrol acetate; MPA, medroxy progesterone acetate; T, Tamoxifen; Cl, confidence interval (95%); RR, response rate; PFS, progression free survival

8.8 mos [7.0-10.1] NR

(median); O8, overall survival (median); DOR, duration of response (median); NR, not reported.

Progestins and endometrial cancer: hormone response by tumor grade

GOG 153: No prior hormonal

Study Response— Response— Response— or chemotherapy
Grade 1 Grade 2 Grade 3
GOG 155 [2] 337 24% 22% GOG 119: No prior hormonal
GOG 119 [3] NE NR NE
GOG 81 [9] 37% 23% 9% or chemotherapy
GOG 121 [8] 37% combined 8%

GOG 81F [10] 23%, 14%, 3%,



Hormonal Therapy

Agent PR GOG 119 OS
Megestrol Acetate 24%

Tamoxifen 10%-53%

MA alternating w/ tamoxifen 27 - 33%

Anastrazole 9%

Letrozole 9%

Leuprolide ~10%

Option for 15t line or 22" [ine:

’ 1St Iine ORR - 216% a 12 2% 36 48 B0 s B4 %) W8 120 13
« 2"]ine ORR = 18.5% Months o
 Median PFS = 2.8mths o
 Median OS = 10.2 months
« TORR ER+ (26.5%)/ PgR+ (35.5%) disease
« |ORRin ER-(9.2%) or PgR- (12.1%)
tumors.
 |ORR older age and high grade.

Slide courtesy of Dr. David Tan; ESMO 2023.
MacKay HJ, 2020 ASCO Educational Book; Ethier et al Gynecologic Oncology 2017; Meenakshi Singh et al. Gynecologic Oncology 2007



GOG 3007: Everolimus/Letrozole vs. Tamoxifen/Megestrol Acetate

Objective
Regimen Response -
ITT
Everolimus/ 37 4%
Letrozole
MA./ 36 22%
Tamoxifen
PFS by Regimen
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Slomovitz BM, et al. SGO 2018, Abstract #1. Slomovitz Gyn Onc 2022
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Aromatase inhibtors + CDK4/6 inhibitors in EC

Al + CDK4/61: median PFS 8-9 months

| etrozol versus Letrozol+Palbociclib

(ENGOT-EN3-NSGO/PALEO)
Primary endpoint: PFS

100~ HR=0.56 100 m Palbociclib + letrozole (n=33)
(95% C10.32-0.98) 0 = Placebo + letrozole (n=37)
. 0=0.0376 0 -
Median: 3.0 vs. 8.3 mo 0

Patients (%)
=

25

| I |
0 5 10 15
Number at risk Time (months)

Palbociclib + letrozole 36 21 14
Placebo + letrozole 37 17 10

Disease confral rate

Letrozole + Abemac

Secondary endpoint: Disease control rate at 24 weeks

Mirza MR, et al. ESMO 2020

PALEO trial
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Time Since Registration (months)
No. at risk (No. censored):
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Time Since Registration (months)
No. at risk (No. censored):
- 11(0) 10(0) 8(1) 4(4) 2(5) 2((B) 16 16) 0(7)
- 11(1) 313) 23 2(Q3) 23 13) 03 03 0(3

« N=77, Stage 4 or relapsed ER-positive EC
 PFS=8.3vs 3 mths (p=0.0376)
 DCR =63.6% vs 37.8%

Slide courtesy of Dr. David Tan; ESMO 2023.

Konstantinopoulos JCO 2023

N= 30 (28 endometrioid EC)
ORR 30%, all endometrioid
Median PFS = 9.1 months

Predictors of response: (CTNNB1/KRAS/CDKN2A

mut)
Predictors no response(TP53mut)
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