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Endometrial Cancer: Three Cancers in One

* Endometrial cancer has features of
* Colon — mismatch repair features
* Breast — estrogen receptor features
* Ovarian — DNA damage features

* Lynch-associated endometrial cancer

* Promoter methylation of MLH1
* Older patients, more clinical heterogeneity

American Association for Cancer Researc h. Cancer Discov. 2013;3(7):711. CME
OUTFITTERS



Phase 3 NRG GY018 Trial of Pembrolizumab + Chemo vs. Chemo in

Patients With Advanced/Recurrent EC: Study Design and Patients

Key Eligibility Criteria

= Measurable stage Ill/IVA or measurable/nonmeasurable stage
IVB or recurrent EC, with institutional MMR IHC testing results

= ECOGPS0-2

= No prior Chemo except adjuvant Chemo if completed >12
months before study

PMMR (n=588)

Pembro Placebo
(n=293) (n=295)

dMMR (n=225)

Placebo
(n=113)

Patient Characteristics,
n (%)

Pembro
(n=112)

<14 additional

2
Pac 175 mg/m-= IV cycles

g3w for 6 cycles

) Pembro Pembro
A Pembro 200 mg IV +
Stratification [\ Carbo AUC 5 IV + 400 mg IV gbw
L] < -y .
PMMR vs [y Pac 175 mg/m? IV <14 additional
dMMR 0 cycles
« ECOGPS M g3w for 6 cycles
(O/1vs.2) Placebo
. Prior | B e N Placebo
adjuvant |4 acebo IV qsw IV qBw
Chemo E Carbo AUC5 IV +
D

Primary endpoints: PFS by INV in pMMR and dMMR
Secondary endpoints: Safety, ORR/DOR by BICR or INV by

treatment and MMR IHC status, OS in pMMR and dMMR,
PRO/QOL in pMMR, concordance of MMR testing

Median age (range), years 67 (38-81) 66 (37-85) 66 (31-93) 65 (29-90)
72 (64.3) 73 (64.6) 196 (66.9) 198 (67.1)
IE(S:,OnG(%) 1 39 (34.8) 35 (31.0) 88 (30.0) 88 (29.8)
2 1(0.9) 5(4.4) 9(3.1) 9(3.1)
Clear cell 1(0.9) 0 17 (5.8) 20 (6.8)
Histology, Endometrioid, G1 21 (18.8) 35 (31.0) 54 (18.4) 46 (15.6)
n (%) Endometrioid, G2 52 (46.4) 41 (36.3) 51 (17.4) 58 (19.7)
Endometrioid, G3 15 (13.4) 16 (14.2) 53 (18.1) 42 (14.2)
Serous, n (%) 4 (3.6) 1(0.9) 78 (26.6) 72 (24.4)
No prior Chemo, n (%) 107 (95.5) 105(92.9) 221(75.4) 218(73.9)

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

Local vs Central MMR IHC: dMMR and pMMR Populations

= Strong concordance between local and central MMR IHC assessment
= Agreement: Kappa = 0.88 (95% Cl: 0.84-0.91)

= Central MMR was used for all subsequent analyses

AUC = area under the curve; BICR = blinded independent central review; DOR = duration of response; ECOG-PS = Eastern Cooperative Oncology Group Performance Status;

INV = investigators; ORR = objective response rate; OS = overall survival; Pembro = pembrolizumab; PFS = progression-free survival; q3w = every 3 weeks; QOL = quality of life.
Eskander R, et al. ESMO 2023. Abstract LBA43. Eskander R, et al. SGO 2023. Abstract 264.



dMMR cohort

T}u 1.0-4 Median
- Progression-
[ E bl : Mo.of No.of ﬁ'eegSurvival
ikd n+ s
¥ agd b, 728 Paclitaxel-carboplatin
rial O g © e seibrclizgmab Events Patients [95% Cl)
. "E 0.74 e -+ mo
P e m b ro I 1Z u m a b o= 2 06 v4s 4 Paclitaxel-Carboplatine 26 112 NR (10.6-NR)
g [J.SJ Pembrolizumab
L1
C h C h H g pal Paclitaxel-Carboplatine 59 113 7.6 (64-9.9)
emo Vs emo in £ ool Placebo
= - ‘.:-"' Dlz_ Paclitaxel-carboplatin+ Hazard ratio for disease progression
atients | vance 3 Slscabo or death, 0.30 (95% C1, 0.19-0.48)
a1
Recurrent EC o
0 & 12 18 24 30 36
Months
No. at Risk
Paclitaxel-carboplatine. 112 20 44 22 q 2 2
pembrolizumab
. Paclitaxel-carboplatine 113 62 24 8 4 2 4]
PFS: Pembrolizumab + chemo was placebo
superior to chemo alone
3 u pMMR cohort
. = Progression-
dMMR cohort Z 09 8
: & No.of No.of free Survival
NR vs. 7.6 months g 98 Events Patients  (95% Cl)
l.‘..l' 0.7 mao
=
2 08 \ Paclitaxel-Carboplatin+ 23 290 131 (10,5-13.8)
pMMR COhOI’t: a 0.5 tﬂt Paclitaxel-carboplatine I P‘Iemb::llzrmab
2 04 H brolizumab Paclitaxel-Carboplatin+ 133 292 8.7 (8.4-10.7)
13.1 months vs. 8.7 months & e PECRIGIEATE Placabe
5 03 N
= Stratified hazard ratio for disease
- 0.2 progression or death, 0,54
s o1 Paclitaxel-carboplatin+ A {95% C1, 0.41-0.71)
o i placebo
o " 1 T T T T T T
0 & 12 18 24 a0 i6
Months
No. at Risk
Paclitaxel—carboplatin+ 290 150 45 20 7 i 1]
pembrolizumab
NR = not reached. Paclitaxel-carboplatins 292 129 33 10 2 1 0
Eskander RN, et al. N Engl J Med. 2023;388(23):2159-2170. placebo CME



NRG GYO18 Trial:

DOR by MMR Status in Patients With CR or PR

dMMR Events Median HR pMMR Events Median HR
N (95% CI), mo #5%Cn N (95% CI). mo {95% CI)
100 Placebo + CP 4385 62(43-92) 0.218 100 + Placebo ¢ CP 921136 62(48-65) 0467
(0.13-0.37) ‘ 10.34-0.64)
a0 - Pembro ¢+ CP 2015 28.7 (20.2-NR) P < 0.0001 o 90 + Pembro ¢+ CP 695150 921147 P <« 0.0001
: "
s
g 80 + § 80 4
& 70 e 704
¢ 60 e 604
£ 8
s 504 S $ 501
a a
3 40 - ‘5 40 1
Z 304 £ 304 o =
$ 2
2 201 g 20 -
& 10- ’ y * 10+ '
0 L] L L4 L] L L] L] L] 0 L] L L] L] L L4 L] L]
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 Months from First Best Response of PR/ICR
Number at risk (Cumulatve number centored) Number at risk (Cumuiatve number centored)
. +CP 65(2) 28(9) T7(18 18) 12 0(2 P +CP 1368 (5) 59(21) 11(34) 5(39) 2(42) 1(43) 1(43) 0 (44
HR 0.218 (95% CI: 0.13-0.37) HR 0.467 (95% CI: 0.34-0.64)
p <.0001 p <.0001

Data cutoff: August 18, 2023.
Eskander R, et al. ESMO 2023. Abstract LBA43. OU%I:T‘!RES



NRG GYO18 Trial: PFS and Summary by

Methylation Status in dMMR Population

Methylation No Methylation Methylation Status
Pembro + CP vs Placebo + CP Pembro + CP vs Placebo + CP Pembro + CP Arm
Crents Mesian MR Events Medan HR Everts Median
N 5% Q). mo %0 nN 5% QI mo opYe ] nN 5% CI), mo
\ et [ 4 . '

.

Proportion Alive and Progression-Free, %

40 404
30 4 X0 30
X 20 o
( 04
0 6 12 18 | 30 w 42 48 0 12 18 2 W0 ) 42 48 0 0 12 18 24 0 W &2 48
Months from Randomization Months from Randomization Months from Randomization
A =ter o 24 hot @ ~ ar ema e N re & rma - ”. e “umde runse” ot - . ~adat @ " - .
- ‘
Vet ’

Data cutoff: August 18, 2023.
Eskander R, et al. ESMO 2023. Abstract LBA43. CME
OUTFITTERS



NRG GYO18 Trial: PFS and Summary by
Histology in pMMR Population

Histology No. of Hazard ratio
patients (95% CI)

Endometrioid, G1 or G2 207 N Authors’ Conclusions

=  Pembro + CP followed by Pembro
maintenance led to a statistically significant

Endometrioid, G3 96 improvement in PFS for patients with dAMMR
and pMMR EC

=  With additional follow-up, the magnitude of

Other Types 128 - benefit was maintained, with significant
improvement in ORR and DOR
=  Mechanism of MMR loss did not appear to
- be prognostic of response

Serous 155 prog p
Overall 591 . — ! .

DI ) 5 ( 15

. Expenmental Beter Controd Beher -

EC = endometrial cancer.
Data cutoff: August 18, 2023.

Eskander R, et al. ESMO 2023. Abstract LBA43. CME
OUTFITTERS



DUO-E/GOG-3041/ENGOT-EN10 Trial of Durvalumab + Chemo Followed

by Durvalumab + Olaparib Maintenance in Patients With
Advanced/Recurrent EC: Study Design and Patients

Key Eligibility Criteria

= Newly diagnosed FIGO 2009 stage IlI/IV or recurrent EC

Known MMR status

No prior PARPI, 10, or 1L systemic therapy for advanced disease
Adjuvant Chemo allowed if 212 months to relapse

Control
Placebo IV q3w +
CP2q3w ¢

Durva placebo IV qg4w
+ Ola placebo tablets bid

R Durva + Ola Durva 1500 mg IV q4w
iy Durva 1120 mg IV :
3w + CP2 q3w + Ola 300 mg tablets bid -
- sl J Stratification
D Durva © MMR
0 Durva 1500 mg IV g4w status
Durva 1120 mg IV ) . Disease
|\I/| 43w + CP2 3w + Ola placebo tablets bid - [N
* Region
z
E
D)

1:1:1 Patients without PD went on to maintenance

Primary endpoint: PFS by INV (Durva or Durva + Ola vs control)

Secondary endpoints: OS, safety
Exploratory endpoints: PFS (Durva + Ola vs Durva), subgroup analyses

1L = first line; 10 = immuno-oncology; PARP = poly (ADP-ribose) polymearase; PD-L1 =
programmed death-ligand 1.

aCP: Carbo AUC 5 or 6 mg/mL/min and Pac 175 mg/m2 for 6 cycles.

Westin SN, et al. ESMO 2023. Abstract LBA41.

. . Control Durva LTl
Patient Characteristics (n=241) (n=238) Ola
(n=239)
: 64 (31

Median age (range), years 85) 64 (22-84) 63 (27-86)
Region, Asia/Non-Asia, % 28/72 29/71 28/72
White race, % 59 57 56
Not Hispanic or Latino
ethnicit; % 2l e 2
Newly diagnosed/recurrent, % 48/52 47/53 48/52
ECOG PS 0/1, % 65/35 66/34 69/31
PD-L1 positive, %P 71 63
pPMMR/dMMR, % 80/20  81/1689 80/20

_ Endometrioid 58 59 64
Histology  ‘Serous 22 24 18
type at : Carcinosarcoma 9 5 8
diagnosis, %

Other 11 12 11

Previous chemo, % 21 21 23
Previous radiotherapy, % 26 31 36
Prior surgery, % 84 86 87




DUO-E/GOG-3041/ENGOT-EN10 Trial: PFS

Durva Durva+Ola
(N=238) (N=239)
Events, n (%) 173(71.8) 139 (58.4) 126 (52.7)

Median PFS (95% Cl), months 9.6(9.0-9.9) 10.2(9.7-14.7) 15.1(12.6-20.7)

100
0.71 (0.57-0.89); 0.55(0.43-0.69);
90 — HR (95% Cl) vs Control f(}_o 2 ) P(<0 o )
80 61.5% : :
48.5% 18 months HR (95% Cl) vs Durva 0.78 (0.61-0.99)
70 41.1% 46.3% i 9
60 - \_ N 37 8% Overall data maturity 61.0%
2 | 21.7°
172} 50 1 1
a o
40 1 ! e Durva+Ola
30 1 : " Durva
! '\ J
20 : Aty
10 E E k Control
0 T r T i T ; T . . T . Median follow-up for PFS (range)
0 3 6 9 12 15 18 21 24 27 30 3 Control: 12.6 months (0.0-31.6)
Months si domisati Durva: 15.4 months (0.0-29.1)
No. at risk R AT Durva + Ola: 15.4 months (0.0-31.7)
Durva+Ola 239 214 198 169 139 95 51 30 16 7 3 0
Durva 238 21 188 138 105 69 45 26 13 5 0 0
Control 241 213 184 125 86 45 26 10 3 1 1 0

Westin SN, et al. ESMO 2023. Abstract LBA41. CME
OUTFITTERS



DUO-E/GOG-

3041/ENGOT-EN10
Trial: PFS Subgroup

Analyses

HRRm = homologous recombination repair gene mutation; TAP = tumor area positivity.
Westin SN, et al. ESMO 2023. Abstract LBA41.

All patients ——
Disease status
Newly diagnosed —e—t
Recurrent disease —
MMR status
Proficient tumours ——
Deficent tumours
Region
Asia >
Non-Asia —
HRRm status

HRRm ——

Non-HRRm L—

Unknown —
PD-L1 expression

Positive (TAP score 21%) -

Negative (TAP score <1%) —

Unknown

012 025 05

== Favours Durva Favours Cor

All patients ——
Disease status
Newly diagnosed .
Recurrent disease —
MMR status
Proficient tumours —
Deficient tumours
Region

Asia A

Non-Asia =t
HRRm status

HRRm > ——t

Non-HRRm ——i

Unknown -
PD-L1 expression

Positive (TAP score 21%) ——t

Negative (TAP score <1%) R

Unknown

-
012 025 05

1

= Favours Durva+Ola Favour

s Contro

2

HR
(95% CI)

0.68 (0.55-0.86)

0.59(0.42-0.82)
0.79(0.58-1.07)

0.77 (0.60-0.97)
0.42(0.22-0.80)

0.98(0.65-1.49)
0.59(0.45-0.76)

0.57 (0.27-1.13)
0.72(0.54-0.97)
0.65 (0.43-0.97)

0.63(0.48-0.83)
0.89(0.59-1.34)
NC (NC-NC)

HR
(95% Cl)
0.53(0.42-0.67)

0.47 (0.33-0.66)
0.59(0.43-0.81)

0.57(0.44-0.73)
0.41(0.21-0.79)

0.68 (0.44-1.06)
0.48(0.35-0.63)

0.30(0.15-0.58)
0.59(0.44-0.80)
0.57 (0.36-0.89)

0.42(0.31-0.57)
0.80(0.55-1.16)
NC (NC-NC)

Durva
N (%)
139/238 (58 4)

67/113(59.3)
72/125(57.6)

124/192 (64.6)
15/46 (32.6)

44/68 (64.7)
95/170 (55.9)

12/26 (46.2)
85/138 (61.6)
42/74 (56.8)

971170 (57.1)
38/61 (62.3)
47 (57.1)

Durva+Ola
N (%)
126/239(52.7)

58/114 (50.9)
68/125(54.4)

108/191 (56.5)
18/48 (37.9)

37/67 (55.2)
89/172(51.7)

16/39 (41.0)
81/141(57.4)
29/59 (49.2)

68/150 (45.3)
55/82 (67.1)
37 (429)

Control
N
173241 (71.8)

81/115(70.4)
92/126 (73.0)

148/192 (77.1)
25/49 (51.0)

4568 (66.2)
128/173 (74.0)

2332 (11.9)
96/132(72.7)
S4/77 (70.1)

114/163 (69.9)
57175 (76.0)
2/3 (66.7)

Control
nN

173/241(71.8)

81/115(704)
92/126 (73.0)

148/192 (77.1)
25/49 (51.0)

45/68 (66.2)
128/173(74.0)

23132 (711.9)
96/132(72.7)
S4/77 (70.1)

114/163 (69.9)

57/75(76.0)
2/3 (66.7)

SME®



DUO-E/GOG-3041/ENGOT-EN10 Trial:

PFS by MMR Status

dMMR (20% of population)

100 1 12months 18 months
90 4 70.0% 62.7%
80 4 67.9% 67.9%
\ 43.3% 3.7
" 1 | Ea Durva+Ola
o 901 \ - 1
% 50 4 i ! i Durva
£ 0] " i
4 L -
— 1
30 4 E ' H Control
2 - : E
]
10 1 : :
0 : ;
0 2 4 6 B8 10 12 14 16 18 20 2 24 2% 2B 30 32
No. at risk Months since randomisation
Durva+Ola 486 46 %6 41 3B 2 R B 18 16 ® 10 4 3 2 1 0
Durva 6 40 37 ¥ R 27 ¥ 19 17 W N 9 5 S 2 0 0
Control 49 43 ¥ 28 17 1% 13 9 7 5 4 2 2 2 0 0 0
Control Durva Durva+Ola
(N=49) (N=46) (N=48)
Events, n (%) 25(51.0) 15 (32.6) 18 (37.5)
Median PFS (95% Cl), months 70(6.7-14.8) NR (NR-NR) 31.8 (124-NR)
HR (95% CI) vs Control 0.42 (0.22-0.80) 0.41(0.21-0.75)
HR (95% CI) vs Durva 0.97 (0.49-1.98)

Westin SN, et al. ESMO 2023. Abstract LBA41.

pMMR (80% of population)

100 1
90 1 12 months
&J - 59.40/0
444% 18 months
0 1 408 42.0%
. 0
2t 60 ‘ §13/o
g 50 ' LU U
40 -
. u?‘h Durya+Ola
L}
] ' — Durva
“ =  — |
10 1 : 1 — +Control
]
0 T 1 T T T : T | ]l' 1 T T T | T 1
0 2 4 6 8 10 12 14 16 18 20 2 24 2% 28 0 R
No. at risk Months since randomisation
Duva+Ola 191 183 164 157 134 114 107 75 46 35 31 19 122 10 5 2 0
Duva 192 182 169 152 113 83 ™ 5 3% 3 21 15 8 7 2 0 0
Control 192 178 170 15 113 77 713 40 25 20 13 7 1 | 1 1 0
Control Durva Durva+Ola
(N=192) (N=192) (N=191)
Events, n (%) 148 (77.1) 124 (64.6) 108 (56.9)
Median PFS (95% CI), months 9.7(92-10.1) 99(94-125) 150(124-18.0)
HR (95% CI) vs Control 0.77 (0.60-0.97) 0.57 (0.44-0.73)
HR (95% CI) vs Durva 0.76 (0.59-0.99)



DUO-E/GOG-3041/ENGOT-EN10 Trial:

PFS by PD-L1 Status

PD-L1 positive (TAP 21%; 69% of population) PD-L1 negative (TAP <1%; 31% of population)

100 4 0 1
12 months s N
90 R 0, o) 4
67'30/" 18 months "
80 4 \ :18?% 54.9% 80 1 12 monbths
70 4 20.0 4020/° 70 1 4990/0
60 ' 21.5° 60 1 44.9% 18 months
2 ., ' 2 46.6 30.4%
o 50 1 \ ! ‘ Durva+Ola v 50 - o
w ' rid 31.1%
a | — o ' an
40 1 \‘: 1 40 1 1 /? (7o
- -l ' 1B - +
- ! N Durva % 3 L Yy * Durva
2 1 | SR 2 1 ' i Durva+Ola
] -
Control 1 -
1 4 ] ! OOl J ' ] ‘
0 : . 10 ' : + Control
0 T T T v T + r T ! T T T Y T T 0 T T T T T T T T t T T T T T 1
0 2 4 6 8 10 12 W % 18 20 2 24 2 28 N R 0 2 4 6 8 10 12 14 6 18 20 2 24 2% 2 N
No. at risk Months since randomisation No. at risk Months since randomisation
Durva+Ola 150 144 135 126 116 101 9 66 45 40 37 23 13 10 5 3 0 DuvaeOla 82 78 60 66 51 40 38 28 18 10 ] 6 3 3 2 0
Durva 170 158 152 142 109 80 75 53 48 B8 33 20 12 1 3 0 0 Duva 61 5 48 41 31 25 25 16 9 6 4 3 1 1 1 0
Control 163 149 139 12 8 58 5 3B 2 17 13 7 3 3 i 1 0 Control 75 69 68 60 4 M4 33 16 10 9 4 2 0 0 0 0
Control Durva Durva+Ola Durva+Ola
~ (N=1683) (N=170) (N=150) | (N=82)
Events, n (%) 114 (69.9) 97 (57.1) 68 (45.3) Events, n (%) 57 (76.0) 38 (62.3) 55 (67.1)
Median PFS (95% Cl), months 95 113 208 Median PFS (95% Cl), months 99 97 10.1
HR (95% CI) vs Control 0.63 (0.48-0.83) 0.42(0.31-0.57) HR (95% CI) vs Control 0.89 (0.59-1.34) 0.80(0.55-1.16)
HR (95% Cl) vs Durva 0.67 (0.49-0.91) HR (95% Cl) vs Durva 0.93 (0.61-1.41)

Westin SN, et al. ESMO 2023. Abstract LBA41. CME
OUTFITTERS



DUO-E/GOG-3041/ENGOT-EN10 Trial: OS

Control Durva Durva+0la

(N=241) (N=238) (N=239)
Events, n (%) 82 (34.0) 65 (27.3) 52(21.8)

Median OS (95% CI), months 259 (23.9-NR)  NR(NR-NR)  NR (NR-NR)

12 months ) .
87.7% 18 months HR (95% CI) vs Control 0.77(0.56-1.07). 0.59 (0.42-0.63);
100 - 84.2% 79.4% P=0.120 P=0.003
90 - - 79.7 i HR (95% Cl) vs Durva 0.77 (0.53-1.10)
80 e ™ i Overall data maturity 27.7%
1 ‘.\"M-‘,
70 - ' : Durva+Ola
i : | AN ppene e + D
52 > : : T, e
8- 50 7 E E | F— -t + Control
40 ' |
30 E E
20 ' |
10 - : : :
] : ; = Median follow-up for OS (range)
0 3 6 9 12 15 18 21 2 27 30 13 36 = Control: 18.6 months (0.5-32.9)
Months since randomisation " Durva: 18.4 months (2.1-33.0)
No. at risk = Durva + Ola: 18.7 months (1.1-33.4)
Durva+Ola 239 233 221 208 202 152 109 7 38 18 8 2 0
Duva 238 21 221 205 192 147 105 64 3 17 6 0 0
Control 241 229 215 201 185 136 104 69 35 15 4 0 0

Westin SN, et al. ESMO 2023. Abstract LBA41. CME
OUTFITTERS



ENGOT-EN3-NSGO/G0OG-3031/RUBY Trial of Dostarlimab + Chemo

vs Chemo in Patients With Advanced/Recurrent EC: Study Design

and Patients

Key Eligibility Criteria
= Histologically/cytologically proven stage IlI/IV or first recurrent EC

dMMR/MSI-H
Dostarlimab Placebo
(n=53) (n=65)

Overall
Dostarlimab
(n=245)

Patient Characteristics

Placebo
(n=249)

= Naive to systemic anticancer therapy or had a recurrence or PD | |Median age (range), years 61 (45-81) 66 (39-85) 64 (41-81) 65 (28-85)
26 months after completing systemic anticancer therapy ECOGPS.n O 28 (53.8) 39 (60.0) 145 (60.2) 160 (65.0)
= ECOGPSO1 (%) 1 24 (46.2)  26(40.0) 96(39.8) 86 (35.0)
n Dostarlimab N Clear cell 0 0 8 (3.3) 9 (3.6)
Dostarlimab istology, ,

A Dostarlimab IV 500 mg + Dostarlimab IV |GG A Carcmosa.rcfoma 4 (7.5) 1(1.5) 25 (10.2) 19 (7.6)
N Carbo AUC 5 mg/mL/min + 1000 mg . MMR/MS! |— Er'wdometr|0|d 44 (83.0) 56 (86.2) 134 (54.7) 136 (54.6)
o Pac 175 mg/m? CEURCITEIGE  starus  [Prior systemic therapy, n 7(132)  10(154)  48(19.6)  52(20.9)
M a3w for 6 cycles * Prior (%)

| external Carbo/Pac 4 (7.5) 6 (9.2) 36 (14.7) 39 (15.7)

Placebo pelvic RT  |Measurable disease at

Z ;i

E Carbo AUC 5 mg/mL/min + Placebo IV * Disease  |haseline, n (%) 49 (92.5) 58 (89.2) 212(86.5)  219(88.0)
D Pac 175 mg/m?2q3w q6w <3 years® status Mirza MR, et al. SGO 2023. Abstract 265.

g3w for 6 cycles
Analyses

Primary endpoints: PFS by INV, 0S = PFS and OS by molecular classification’
Secondary endpoints: PFS by BICR, PFS2, ORR, DOR, DCR, = PFS2® and adjustment of OS for subsequent anticancer therapy?
HRQOL/PRO, safety =  PROs in patients with IMMR/MSI-H disease?

DCR = disease control rate; MSI-H = microsatellite instability-high.

aTreatment ends after 3 years. PPFS2 was defined as the time from treatment randomization to the date of assessment of progression on the first subsequent anticancer therapy

following study treatment, or death by any cause, whichever was earlier.

1. Mirza MR, et al. ESMO 2023. Abstract 740MO. 2. Slomovitz BM, et al. ESMO 2023. Abstract 750P. 3. Valabrega G, et al. ESMO 2023. Abstract 749P. Mirza MR, et al. SGO CME @
2023. Abstract 265. OUTFITTERS



ENGOT-EN3-NSGO/GOG-3031/ RUBY Trial: PFS

Overall population

HR 0.64
(95% CI: 0.507-0.800)

1.0
p <.0001

08
»
a 06
-; 48.2%
= 0
S 04~ 36.1 /0 Dostarlimab + CP
$
o

0.2 % with Median

oven % mo 2 . 0
ety 29-07% 18.1%  Placebo+CP
OO'P-F.SM 632 . : . . 7 I —

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3 38
Months from randomisation

= Median duration of follow-up
= dMMR/MSI-H population: 24.8 months
=  Qverall population: 25.4 months

Mirza MR, et al. ESMO 2023. Abstract 740MO. Mirza, MR et al. N Engl J Med. 2023;388:2145-2158.

dMMR/MSI-H

HR 0.28
(95% CI: 0.162-0.495)

p <.0001
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g
D 04
3
e
- Placebo + CP

0.2 % ian

ey;:? lvr:gl)‘mo 24.40/0

15.7%

T T T 1 T T T I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3 38

Months from randomisation

0.0 - PFS maturity 559

CMEED
OUTFITTERS



ENGOT-EN3-NSGO/GOG-031/RUBY Trial: OS

Overall population dMMR/MSI-H HR 0.30

HR 0.64 (95% CI: 0.127-0.699)
(95% Cl: 0.464-0.870) oy 5
101 p =.00212 90.1% 83 39,
84.6% s
0.8 71.3% _ Dostarlimab + CP
E Dostarlimab + CP g
% ud 81 '30/0 Placebo + CP E ] YO/PMCebO o
- P ° :
- 56.0% 2or 58.7%
§ o Median OS E o Median OS
~ D+CP 26.5 NR (NR-NR) D+ CP 13.2 NR (NR-NR)
- CP + placebo 40.2 NR (23.2-NR - CP + placebo 36.9 NR (23.2-NR
0 '4|’ lr é 8 10 1'2 14 1‘6 18 20 2 u ZTG 2'8 10 32 M ¥ 8 0 2 I ; 8 10 IIZ 1.1 lls 15 Zlﬂ 252 zll 2I6 f! JIO 3;2 Jll 36 58
ot ner o Months from randomisation o Mo ee s Months from randomisation
25.4 mo median duration of follow-up 24.8 mo median duration of follow-up
Received subsequent immunotherapy: Received subsequent immunotherapy
= 34.5% of patients on placebo arm = 38.5% of patients on placebo arm
= 15.5% of patients on dostarlimab arm = 15.1% of patients on dostarlimab arm

ap <.00177 required to declare statistical significance at first interim analysis.
Mirza MR, et al. ESMO 2023. Abstract 740MO. Mirza, MR et al. New Engl J Med. 2023;388:2145-2158. CME
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ENGOT-EN3-NSGO/GOG-3031/ RUBY Trial:

PFS by Molecular Subgroups

nab + CP100° HR' 0‘31a
; 100% (95% Cl, 0.17-0.56)
- -4 arfimab + CF
= 3 57.0°
[ o
z z
F -1
2 8
& HR, NA &
(95% CI, NA=NA)
POLemut o=

Ar.lul H.:mn..hun F-rﬁ]._-n‘h-n‘\ ll‘lvll ‘ Il;nl"-n!u-m IA'-MV--\I\".O

HR, 0.55 HR, 0.77

(95% CI, 0.30-0.99) (95% CI, 0.55-1.07)
w “
& &
B 5
z z
:
2 8
& &

17.8 20.1 I
Al rink u;l\"tl trom vu-ilﬂ-lluln;ﬂ . Atrink i ) Hrv-»"u frowm rv;on-:n;r.»;; i

= This PFS analysis is based on 400/494 patients with known molecular classification per whole exome sequencing

aPrimary endpoint of PFS in dAMMR/MSI-H patients (n=118) showed HR 0.28, p <.0001.
NSMP, no specific molecular profile.

Mirza MR, et al. ESMO 2023. Abstract 740MO.
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ENGOT-EN3-NSGO/GOG-3031/ RUBY Trial:

OS by Molecular Subgroup

P = H Yostarlimab + CP
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[} ]
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z z
£ i 55
§ 2 55.3 i
& HR, NA £ HR, 0.40
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NA = not available; NSMP = no specific molecular profile; POL3mut = DNA polymerase..
Mirza MR, et al. ESMO 2023. Abstract 740MO.
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AtTEnd/MaNGO/ENGOT-en7 Trial of Atezolizumab + Chemo vs Chemo

in Patients With Advanced/Recurrent EC: Study Design and Patients

Key Eligibility Criteria

= Advanced (stage IlllI/IV) newly diagnosed or recurrent EC with
no prior systemic chemotherapy for recurrence

= Inrecurrent patients, 1 prior line of systemic platinum-based
regimen was permitted with a PFl >6 months

= ECOG PS0-2

Maintenance
Placebo

Placebo status

Placebo + CP2

R Atezo Maintenance

Q Atezo 1200 mg Atezo Stratification
. +Cpa 1200 mg . Country

0 * Histotypes
M * Disease

[ status

7 « MMR

E

D

Hierarchical endpoints:

PFS for dAMMR — PFS all-comers — OS all-comers

a CP: Carbo AUC 5 or 6 mg/mL/min and Pac 175 mg/m? for 6 cycles.
Colombo N, et al. ESMO 2023. Abstract LBA40.

Patient Characteristics

dMMR

Atezo Placebo
(n=81) (n=44)

All-Comers

Atezo Placebo
(n=360) (n=189)

Median age (range), years 64 (30-85) 64 (39-81) 67 (30-89) 65 (30-89)
Race, n Caucasian 70 (86.4) 33 (75.0) 289 (80.3) 143 (75.7)
(%) Asian 11 (13.6) 11 (25.0) 69 (19.2) 43 (22.7)
Positive PD-L1 exp, n (%) 38 (46.9) 17 (38.6) 86 (23.9) 44 (23.3)
Endometrioid 74 (91.4) 38 (86.4) 227 (63.1) 125 (66.1)
cI;|.|stolog.y at Carcinosarco 3(3.7) 1(2.3) 35(97) 15(7.9)
iagnosis, ma
n (% '
(%) Papillary 0 0 59 (16.4) 29 (15.3)
serous
MMR dMMR 81 (100) 44 (100) 81 (22.5) 44 (23.3)
status,
n (%) pMMR - - 269 (74.7) 140 (74.1)
1 (0.5)/
ND stage I/l 0/6 (7.4) 0/1(2.3) 0/21 (5.8
Disease g (74) (2.3) 58) 10 (5.3)
stage, n (%) ND stage IV 23 (28.4) 15(34.1) 96 (26.7) 52 (27.5)
Recurrent 52 (64.2) 28 (63.6) 243 (67.5) 126 (66.7)
Previous chemo, n (%) 14 (17.3) 11 (25.0) 107 (29.7) 60 (31.7) @
OUTFITTERS



AtTENnd/MaNGO/ENGOT-en7
Trial: PFS

Overall population

Events/Total
253/360

148/189

10.1(94-12.3)
89(8.1-96)

90 - Atezolizumab
Placebo

Median mo.(95% CI)

HR 0.74
60 4 (95% CI: 0.61-0.91)
p=.0219

Progression Free Survival
i

40 <
30 4
20 4
104
0 T ! ! T T T
0 6 12 18 24 30 36 42 48
Months
Patients at Risk
Atezohizumab 360 278 155 101 65 53 3 10 2
Placebo 189 152 51 32 19 12 8 3 0

Median follow-up for PFS
dMMR: 26.2 months
All-comers: 28.3 months
Colombo N, et al. ESMO 2023. Abstract LBA40.

dMMR/MSI-H
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Atezolizumab 269 205
Placebo 140 117

L 504%

Events/Total Median mo.(95% CI)
Atezolhzumab 37/81 NE (12 3-NE)
Placebo 37/44 6.9 (6.2-9.0)

404
0 HR 0.36
% (95% Cl: 0.23-0.57)
104 16.0% p= .0005
0+ —— —_— ——
o 6 12 18 24 30 36 42 48
Months
Patients at Risk
Atezolizumab 81 64 48 7 23 20 13 4 0
Placebo 44 31 10 6 4 1 1 0

Events/Total Medianmo (95% CI)

Atezolizumab 2107269 95(90-104)

— Placebo 108/14¢ 9.2 (8.5-99)

HR 0.92
(95% CI: 0.73-1.16)

18 1 30 3 4 48
Months
Patients at Risk
2 1 31
24 14 1



AtTENnd/MaNGO/ENGOT-en7

Trial: OS

OS in All-Comers

100 Events/Total Median mo.(95% CI)
90 _— Atezohizumab 148/360 38.7 (30.6-NE)
Placebo 88/189 30.2(25.0-36.1)
80
= 704
=
£ 60
3
% 50
2 HR 0.82
v 404
z (95% ClI: 0.63-1.07)
A
7l Logrank p =.0483
20
10 <
0 T T T T T T T T
0 [ 12 18 24 30 36 42 48
Months
Patients at Risk
tezohzumab 360 320 273 212 147 104 ol 18 3
Placebo 189 171 133 100 70 41 22 8 2

Interim Analysis
Data maturity: 43%
236 deaths/549 patients

Colombo N, et al. ESMO 2023. Abstract LBA40.

Subsequent
immunotherapy

Atezo arm: 9.0%
Placebo arm: 24.3%

0S in dAMMR

100 HR 0.41
9% (95% Cl: 0.22-0.76)
80+
= 70
T 60+
=
Z s0-
; 40
A&
~ 304
204 Events/Total Median mo.(95% C1)
= Atezolizumab 20/81 NE (NE-NE)
104 — Placebo 21/44 25.7(13.5-NE)
0 T T T T T T T T
0 6 12 18 24 30 36 42 48
Months
Patients at Risk
Atezolizumab 81 74 65 55 39 28 18 8 0
Placebo 44 36 28 20 16 8 4 3 2
Subsequent
immunotherapy
Atezo arm: 6.2%
0S in pMMR Placebo arm: 40.9%

Medianmo. (95% C1)
31 5(250-389)

286(224-37.2)

HR 1.00

(95% ClI: 0.74-1.35)

100 Events/Total
— Atezolhizumab 127/269
90 Placebo 65/140
80
70
=
= 60+
c
=
< 5o
[
S 404 :
< Subsequent immunotherapy
30 Atezo arm: 9.8%
% Placebo arm: 19.1%
10
o T T T T T
o 12 iIs 24 30 36
Months
Patients at Risk
Atezohrzumab 269 236 199 149 103 73 40

Placebo 140 130 I 101 76 51 32 18

42 48




Emerging Antibody-drug Conjugates for EC

* HERZ2-directed ADC: trastuzumab deruxtecan, trastuzumab
duocarmazine

* Folate receptor a (FRa)-directed ADC: mirvetuximab soravtansine,
luveltamab tazide, farletuzumab ecteribulinm

* TROP2-directed ADC: sacituzumab govitecan
* B7-H4-directed ADC: puxitatug samrotecan (AZD8205)
* Claudin 6-directed ADC: TORL-1-23

McNamara B, et al. Int J Womens Health. 2023;15:1353-1365. CME
OUTFITTERS



DESTINY-PanTumor02: Single-arm T-DXd Study

Key Eligibility Criteria

= Locally advanced, unresectable, or metastatic disease with >1 80
prior systemic therapy 70
= HER2IHC 3+

60

Confirmed ORR (%)

Urothelial bladder cancer
Biliary tract cancer

50
40
N Il cell | Trastuzumab deruxtecan E 3
on-small cell lung cancer 5.4 mg/ke
Endometrial cancer q3w for 6 cycles 2
1
0

o

o

o

Other and rare tumors Fa S0 P A0 o N
& & N & & N
OQ} OQ} OQ} \/O OQ} OQ}
Primary endpoints: ORR, confirmed ORR & & & @0 & &
Secondary endpoints: DOR, DCR, PFS and OS (median, and 6- and 6{& &Q} &&c} {\,bo A\é&
12-month), safety, pharmacokinetics, T-DXd immunogenicity 00\0& ° -\\rb*\\ O@ Oe}
S\

Li BT, et al. Lancet Oncol. 2024;25(6):707-719. CME @
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Phase 3 ENGOT-en11/GOG-3053/KEYNOTE-B21 Trial of Pembrolizumab or
Placebo Plus Adjuvant Chemotherapy With or Without Radiotherapy in

Patients With Newly Diagnosed, High-Risk Endometrial Cancer: Study
Design and Patients

Key Eligibility Criteria Patient Characteristics, Y I
= Histologically confirmed high-risk (FIGO stage I/l of non- n (%) no5as) ne550)
endometrioid histology or endometrioid histology with
p53/TP53 abnormality, or stage IlI/IVA of any histology) Age, median (range), y 62.0 (29.0-95.0) 62.0 (27.0-89.0)
= No evidence of disease postoperatively
= No prior radiotherapy or systemic therapy ECOG 0 409 (75) 416 (76)
performance
R Pembro status 1 136 (25) 134 (24)
PV Pembro
A Pembro 200 mg IV + 200 ms IV a6 Endometrioid 297 (54) 297 (54)
e N g1V qow .
Stratification Carbo AUC5 IV + B etz Histology
. EBRT+ D Pac 175 mg/m? IV : Non-endometrioid 248 (46) 253 (46)
cisplatin vs Y a3w for 6 cycles SYCes
EBRT vs no @Y pMMR 404 (74) 410 (75)
RT I Placebo Placebo MMR status
* histology [ Placebo IV q3w + IV qBw dMMR 141 (26) 140 (25)
* stage Carbo AUC5 IV + -
E i EBRT with
D Pac 175 mg/m? IV ° agfgf(’;;”a’ cisplatin 94 (17) 95 (17)
. g3w for 6 cycles EBRT without
S cisplatin 256 (47) 246 (45)
Primary endpoints: DFS, OS radiotherapy Brachytherapy 49(9 52 (9
Secondary endpoints: DFS (independent review), safety, patient- only ® ©)
reported outcomes No EBRT or
P brachytherapy 146 (27) 157 (29)

Van Gorp T, et al. Ann Oncol. 2024;23:5S0923-7534(24)03822-5. CME
OUTFITTERS



ENGOT-en11/GOG-3053/KEYNOTE-B21: DFS

ITT population

50

40—

304

Disease-Free Survival, %

20—
10

No. at risk

Pembro + CT 545
Placebo + CT 550

Van Gorp T, et al.

6 12 18 24
Time from Randomization, months

505 452 347 134

515 470 358 132

Ann Oncol. 2024;23:5S0923-7534(24)03822-5.

30

27
23

36

oo

Disease-Free Survival, %

Mo. at risk

Pembro + CT
Placebe + CT

Disease-Free Survival, %

No. at risk

Fembro + CT
Flacebo + CT

LT

; 920 92%

50_
40_
30|
dMMR population
10
0 T 7 T 1 T ]
0 6 12 18 24 30 36
Time from Randomization, months
141 126 129 103 46 10 0
140 134 127 99 38 7 0
100
90|
80|
70|
60|
50_
40|
30|
20| .
PMMR population
0 T T T T T 1
0 6 12 18 24 30 36
Time from Randomization, months
404 369 323 244 88 17 0
410 381 343 259 a4 16 0




No. of Events/No. of Patients HR (95% CI)

Overall 240/1095 1.02 (0.79-1.32)
A% 65y 108/653 1.00 (0.68-1.46)
=65y 132/442 0.97 (0.69-1.37)
Race
White 164/702 —— 1.14 (0.84-1.55)
E N G OT_e n 1 1 IG O G - Non-white 75/383 - 0.76 (0.48-1.19)
Region
Western Europe 70/311 —a— 0.96 (0.60-1.54)
3053/KEYN OTE-BZ1 : North America 56/213 = 1.52 (0.90-2.57)
. Rest of world 114/571 —— 0.88 (0.61-1.27)
DFS in ITT
0 181/825 —E— 0.94 (0.70-1.25)
1 59/270 = 1.23 (0.73-2.05)
S u bg ro u ps Lymph node dissection
Yes 214/985 —a— 0.97 (0.74-1.27)
No 26/110 L] 1.33 (0.60-2.93)
FIGO (2009) stage
Il 58/371 o 1.35 (0.80-2.27)
1V 182/724 —— 0.91 (0.68-1.22)
Histelogy
Endometrioid 98/594 —a— 0.75 (0.50-1.11)
Nonendometrioid 142/501 -+ 1.26 (0.91-1.76)
MMR status
pMMR 207/814 i - 1.20 (0.91-1.57)
dMMR 33/281 = 0.31 (0.14-0.69)
Planned radiotherapy
EBRT with cisplatin 36/189 1.02 (0.53-1.96)
EBRT without cisplatin 122/502 —— 0.85 (0.60-1.22)
No EBRT 82/404 = 1.25(0.81-1.92)
Lymph node involvement
Yes 127/473 —a— 0.83 (0.58-1.18)
No 103/584 — 1.17 (0.80-1.73)
Not evaluable 10/38 = 3.05 (0.65-14.4)
| |
0.1 1 10

Van G T, etal. Ann O l. 2024;23:50923-7534(24)03822-5. - > -'”:\".
an Lorp 1, etal. Ann &nco (24) Pembro + CT better Placebo + CT better CMEﬁ



SMART Goals

® Discuss first-line checkpoint inhibitor therapy in patients
with dAMMR endometrial tumors, as documented by
inclusion of discussion notes in EHR records.

® Recommend patients with endometrial tumors consider

clinical trial participation as a method to access emerging
therapies.

CMEED
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EPISODE The When and How of Maintenance Therapy in
1 Endometrial Cancer

== DE Confusion on the Horizon: Novel Therapies
SO Emerging for the Treatment of Endometrial
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Go to for additional
educational podcasts and activities in gynecologic cancers and free
resources and education for health care professionals and patients
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