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Mismatch Repair
(MMR) deficient

Molecular types of endometrial carcinoma

P53 mutant

No special molecular
profile (NSMP)

Molecular
characteristics

Multiple classifier

Histological types
(most frequent)
Grade endometrioid

Stage (frequent)
Prognosis

% of all endometrial
carcinoma
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MMR deficient/MSI,
POLE & p53 wild type

Yes (p53 mut)

Endometrioid,

undifferentiated
Low > high

Stage |
Good/intermediate
25-30%

P53 mutations, POLE
mostly wild type,

MMR proficient/MSS
No

Serous,

carcinosarcoma
Low << high

Stage >|
Poor
15-20%

Pathogenic POLE
mutation, p53 wt,

MMR proficient/MSS
Yes (p53mut/MMRd)

Endometrioid,

undifferentiated
Low > high

Stage |
Very good
5-10%

MMR proficient/MSS,
p53 and POLE wild

type
No

Endometrioid,

clear cell
Low >> high

Stage |
Good/intermediate
45-50%

Huvila et al. 2021; Lax Onko News Austria 2022




Assessment of molecular classification

Sigurd F. Lax, ESGO 2025

\ J v
POLE mutation analysis [IV, A] Immunohistochemistry anatysis {1V, 8]
|
v h 4 l ‘
Pathogenic POLE Non-pathogent ]
mutation POLE mutation J MMR ps3
v v v v v
Loss of either MSHE or MSHE6+MSH2 or Retained expression of MSHE + PMS2 or P53 wiid type [ P53 equivocal OR heterog p53 abnormal pattern
PMS2 or PMS2+MLH1 expression MSHG + MSH2 or PMS2 + MLH1 pattern ' Overexpression/null/cytoplosmic

P53 sequencing [IV, B] ]
|

( m P53 wild type l | P53 mutation | '\

A L 4
[ ER positive (210%) ] [ ER negative (<10%) ]
¥
Grading / MULTIPLE CLASSIFIERS [IV, B} \

POLEMUL + MMRd = Classify as POLEmut

POLEmut + p53abn = Classify as POLEmuE
MMRd + p53abn = Classify as MMRd
[ POLEmUL + MMRd + p53abn = Classify as POLEmut ] )
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Role of ER-status in NSMP

* Prognosis of NSMP ER-neg similar to p53abn
» Stongest model within NSMP: combination ER-neg OR grade 3 versus ER-pos AND endometrioid grade 1/2

10 - B DSS all stages NSMP low-grade+ERpos
M 1004 PR P opee L Ja 4y '#’#*”'",."”mf'fm
0.8 - s O L y
% T = 'g()? | . ! ’ , 5 )
'8 06 = % . "
g $ NSMP high-grade/ERneg
© §o 0
% 04 \\\~ L. e
5 w— POLEMU §
“ — MMRJ 802
024 p53abn
we NSMP ER-pos \ Sk
0o | —NSHPERng s - HR(F) 15,96 (9556 C1: 8.523-31.847) ~ igh vs. low
T T T T T T 0 1 2 3 4
0 1 2 3 4 5 Total follow-up (years)
No. at risk Time (years) high 140 121 101 8 5 2
low 742 679 848 564 400 275

Jamieson et al., Moderm Pathology 2023; Vermij et al., BJC 2023

XXII ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS A .
MaNGO



non-MMRd disease

Paziente

ALTO
RISCHIO

RISCHIO

POLEmut

P53 abn



http://www.google.it/url?sa=i&rct=j&q=equilibrio&source=images&cd=&cad=rja&docid=YFYHyKtqdvS7AM&tbnid=ssaRT6rTLa2l9M:&ved=0CAUQjRw&url=http%3A%2F%2Fes.123rf.com%2Fphoto_14967032_3d-gente--hombre-persona-en-equilibrio-en-cubos.html&ei=jNc4UfmpNYO7Pb3dgKAO&bvm=bv.43287494,d.ZGU&psig=AFQjCNG3hPQzIo2yedwbBPUjfONRYfcTsA&ust=1362766055157306

Definition of risk groups

Prognostic risks in the respective groups are defined as estimated
overall 5-year risk of recurrence:

« low risk group: risk less than 8%;
 intermediate risk group: risk between 8 and 15%;
- high-intermediate risk group: risk between 15 and 25%;
 high risk group: risk higher than 25%.
- Qp
Remi Nout, ESGO 2025 ESTR_O e sEopssVQ

Pathology Gynaecological Oncology
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Definition of risk groups based on 2023 FIGO

Remi Nout, ESGO 2025

staging and molecular classification

Low risk
Intermediate risk

High-intermediate risk

B o

Uncertain, lack of data

2023 FIGO staging" Molecular classification*
POLEmut MMRd NSMP low- NSMP high-
srade+ERpos grade/ERneg**
1 Confined to the uterine corpus
1A IA1 Low-grade endometrioid, limited to IAm POLEmut i
polyp/endometrium (no myoinvasion)
1IA2 Low-grade endometrioid, myoinvasion <50%, | IAm POLEmut
no/focal LVSI
IA3 Low-grade endometrioid carcinoma of the IAm POLEmut
endometrium & ovary#
1B Low-grade endometrioid, myoinvasion >50%, IAm POLEmut
no/focal LVSI
IC High-grade histologies”, limited to IAm POLEmut
polyp/endometrium
I Confined to the uterus
ITA Low-grade endometrioid, invasion of the IAm POLEmut
cervical stroma
1IB Low-grade endometrioid, substantial LV SI*** IAm POLEmut
nc High-grade histologies”, myoinvasion IAm POLEmut Myoinvasion <50%,
no/focal LVSI
IAm POLEmut Myoinvasion >50%,
no/focal LVSI
IAm POLEmut Cervical stromal invasion,
no/focal LVSI
IAm POLEmut Substantial LVSI**
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Definition of risk groups based on 2023 FIGO e

Intermediate risk
staging and molecular classification —
Remi Nout, ESGO 2025 T uncertan, lack of data
2023 FIGO staging” Molecular classification*
POLEmut MMRd NSMP low- NSMP high- p53abn
grade+ERpos grade/ERneg**
I Local and/or regional spread

IITA MIA1 Spread to ovary or fallopian tube (except when meeting |
stage IA3 criteria) :
IIIA2 | Involvement of uterine subserosa or spread through the |
uterine serosa

1B MmB1 Metastasis or direct spread to the vagina and/or the
parametria

[1B2 Metastasis to the pelvic peritoneum

1IC MIC1 Pelvic lymph node metastasis

IC1i | Micrometastasis

IIC1ii | Macrometastasis

IC2 Para-aortic lymph node metastasis (up to renal vessels)
IMIC2i | Micrometastasis

IIC2ii | Macrometastasis

IV Locally advanced and/or metastatic disease

IVA Invasion of the mucosa and/or the intestinal mucosa

PLASLAL aisease o il g disease atter surge
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Adjuvant therapy in endometrial carcinoma stage I-IVa

ENDOMETRIAL CARCINOMA STAGE I-IVAC Antonio Gonzalez-Martin, ESGO 2025

!

l

No adj. Tx VBT No adj. Tx® EBRT® VBT® No adj. Tx® EBRT +CT Stage llim-IVAm MMRd:
[, A] [l A] [, cj 11, A] [, B] [1V, B] (c&a-CT [, Al or s-CT [I, B]) CT+ ICI (+ EBRT)
n, 8]

@ For patients with FIGO 2023 stages IA1m NSMP high-grade/ERneg or p5S3abn & ICm NSMP high-grade/ERneg or pS3abn, there are limited data and adjuvant therapy is generally not
recommended.
For patients with FIGO 2023 stages lllm POLEmut & IVAm POLEmut, no firm recommendation can be given, however de-escalation from high-risk treatment can be considered.

@Especially for patients under 60 years of age and/or low-grade [lI, A].

©EBRT is recommended for optimal pelvic control.

@yBT is an alternative option, especially for patients who underwent lymph node staging and are pNO.

®No adjuvant therapy can be considered, especially for patients who underwent lymph node staging and are pNO, without substantial LVSI and low-grade.

Adj. Tx adjuvant therapy; c&a-CT concurrent and adjuvant chemotherapy; CT chemotherapy; EBRT external beam radiotherapy; ICl immune checkpoint inhibitor; s-CT sequential
chemotherapy; VBT vaginal brachvtherapy.

XXII ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS

MaNGO




ENGOT-en11/GOG-3053/KEYNOTE-B21

Stage 1 Stage 2

Key Eligibility Criteria
* Newly diagnosed EC or carcinosarcoma

Carboplatin (AUC 5 or 6) +

paclitaxel 175 mg/m?2 *RT

+ cisplatin®
» Curative surgery with no residual disease (Q3W, 4 or 6 cycles)®

* At high risk for recurrence: Pembrolizumab Pembrolizumab
— FIGO (2009) surgical stage l/ll, non-endometrioid with 200 mg Q3W (6 cycles) 400 mg Q6W (6 cycles)

myometrial invasion

— FIGO (2009) surgical stage l/ll with myometrial
invasion of any histology with known aberrant p53
expression or TP53 mutation

— FIGO (2009) surgical stage lII/IVA of any histology

* No prior RT or systemic therapy (including neoadjuvant)
for EC

Carboplatin (AUC 5 or 6) + 5
paclitaxel 175 mg/m? i R'T s
(Q3W, 4 or 6 cycles)® t cepiaiin

Placebo Placebo
Q3W (6 cycles) Q6W (6 cycles)

. Stratification Factors Dual primary endpoints: DFS and OS
* MMR status (PMMR vs dMMR), and within pMMR stratum:

— Planned RT (chemo-EBRT vs EBRT vs no EBRT)
- Histology (endometrioid vs non-endometrioid)
- FIGO (2009) surgical stage (I/l vs lII/IVA

Exploratory endpoint: DSFS by TMB, PD-L1, histology, and stage

Van Gorp T, ESMO 2024; Van Gorp T, ESGO 2025
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ENGOT-en11/GOG-3053/KEYNOTE-B21

dMMR
S 100-
90- ! 24-mo rate (95% CI) 90-
2 73% (67%~-77%)
80- : 76% (71%—80%) 80- :
70- 70- : 24-mo rate (95% CI)
: : 96% (87%—99%)
< 60- 60 | 81% (71%—87%)
g 50- : 50- .
(m] 40- 404
30+ 30+
o Events, _ Median HR
20 E;e(%' (gmﬂm (”'j,'gcn 20- n(%)  (95%Cl.mo  (95%Cl)
404 Pembro+cChemo  97(24)  NR(NR-NR) o 404 FemPreCheme 403 NR (NR-NR)
Placebo + Chemo 91 (22) NR (NR-NR) (0.83-1.47) Placebo + Chemo 23 (16) NR (NR-NR)
0 T T T T T 1 0 ' 1 L} 1 T 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
IndMMR EC, DSFS improved with the addition of pembrolizumab regardless of PD-L1
expression or TMB. Of note, there were only few events in PD-L1 CPS <1 and TMB-low tumors Van Gorp T, ESMO 2024;
In pPMMR EC, DSFS did not improve with the addition of pembrolizumab regardless of PD-L1 or Van Gorp T, ESGO 2025

TMB status
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Unresectable stage IlI-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting coombo N and Ledermann J, £5G0 2025

a 3 A

[MMRd tumours ] [ Non-MMRd tumours J

|
A 2 L 4

[ Symptomatic advanced disease OR J Low-grade ER+ }

rapidly growing recurrent disease Low volume/asymptomatic advanced disease OR

slowly growing recurrent disease

y

-~

(1, Al

combination, followed by ICI

thera
as maintenance therapy® py

]
| ¥
: v ®
Chemotherapy™ + ICl in [ P —— ][ Chemotherapy ] [ Endocrine }

' ———————
8 [1, A] - e ST [ ' —
J ' Addition of ICl to Addition of ICl to v _ Aromatase inhibitors
! ; chemotl?erapy, followed by chemotherapy, followed by ICI (+ PARPi) Tamoxifen
: : ICl as maintenance therapy® ICI +PARPi as maintenance contraindicated . (v, C]
! v [L, B] therapy® ' ' : i
1 + A 4 : :
1 »
! Recurrent E(; with prior : | Patients with HER2 3+ tumour: addition : :
i | chemotherapy (adj/neoadj setting): : : of trastuzumab to chemotherapy I .
. pembrolizumab + lenvatinib i r [, B] i :
! (. cl ; . : |
1 \ v # : ! :
| & ; : -
[ { Surgery or definitive EBRT + brachytherapy in patients responding to systemic treatments F N AU :
[IV, B] \

The standard chemotherapy regimen is carboplatin + paclitaxel.

@immune checkpoint inhibitor (ICl): dostarlimab or durvalumab or pembrolizumab (drugs in alphabetical order).

@1C1: dostarlimab or pembrolizumab.

@cr+ poly(ADP-ribose) polymerase inhibitor (PARPi): durvalumab + olaparib.

Adj/neoadj adjuvant/neoadjuvant; EBRT external beam radiotherapy; ER+ estrogen receptor positive; MA megestrol acetate; MMRd mismatch repair deficiency, MPA medroxyprogesterone acetate;
non-MMRd non-mismatch repair deficiency; NSMP non-specific molecular profile.

XXIl ASSEMBLEA MaNGO | STANDARD TREATMENTS AND NEW DIRECTIONS IN GYNAECOLOGICAL CANCERS




Transformative Clinical Trials in the Advanced Stage / Recurrent Setting

NRG GY018 DUO-E/GOG 3041

CP+D+0:
Durva1120 mg IV q3w
+ CP2q3w
CP+D
Durva1120 mg |V g3w Durva 1500 mg IV g4w

+ CP2q3w

Pembrolizumab 200 mg IV q3w + Pembrolizumab
Paclitaxel 175 mg/m< IV q3w + 400 mg IV qbw
Carboplatin AUC 5 IV gq3w up to 14

for 6 cycles additional cycles

Durva 1500 mg IV qg4w
+ Olapanb 300 mg po bid

PlacebolV q3w + Placebo
Paclitaxel 175 mg/m?2 IV q3w + IV g6w

Carboplatin AUC 5 IV q3w up to 14
for 6 cycles additional cycles

Stratified by MMR status (PMMR vs dMMR), ECOG status, and prior adjuvant Chemo

Stratified by MMR status, Disease status, Region of world

GOG 3031/RUBY AtTEnd
’ Dostarlimab IV 500 mg W

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

Atezolizumab IV 1200 mg
Carboplatin AUC 5 mg/mL/min
Paclitaxel 175 mg/m? g3w
for 6 cycles
Placebo
Carboplatin AUC 5 mg/mL/min
Paclitaxel 175 mg/m?q3w
for 6 cycles

Dostarlimab IV
1000 mg qéw

J b
for 6 cycles H SR

Placebo
Carboplatin AUC 5 mg/mL/min
Paclitaxel 175 mg/m?q3w
] for 6 cycles
Stratified by MMR/MSI status,© prior external pelvic radiotherapy, and disease status

Eskander R, et al. SGO 2023. Abstract 264. N Eng J Med March 2023; Mirza MR, et al. SGO 2023. Abstract 265. N Eng J Med March 2023; Westin, S et al.
ESMO 2023 and J Clin Oncol Jan 2024; Colombo et al. ESMO 2023 . .
Brian Slomovitz, ASCO 2024
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Transformative Clinical Trials in the Advanced Stage / Recurrent Setting
Benefit of IO + Chemo in the pMMR EC population: PFS

GY018

HR 0.54
95%Cl 0.41 to0 0.71
P< 0.00001

Progorten Alve st Pogrenon free
«» TSy 2 08 201 h

\ L
‘.\-"‘

. Placebo + CT !
No with i
events% ’

Pembro + 30.6 13.1 (10.5-18.8)

a llllllllllllllllllll

Placebo + 45.5 8.7(8.4-10.7)  _

S wmes  RUBY

[

HR 0.76
95%Cl 0.59 to 0.98

AtTEnd

Atz sds nariae
— Pacetw

5%Cl 0.73 10 1.16

o wow 8 o ot 3
No with
- events%

Atezo + CT 78

events®%
Maturity 38.1%

Only trial with prespecified

alpha allocated analysis in ""‘;;"“
PMMR EC cohort as primary
endpoint Maturity

70.7

9.9 (9.0-13.3)

7.9 (7.6-9.8)

65.4%

9.5 (9.0-10.4)

Brian Slomovitz, ASCO 2024

HR 0.57
95% Cl 0.44-0.73
D+O+CTarm
DUO-E
PMMR (80% of population)
»
o
®
n
- 0
g’ 2
.
0
»
0
Ourar
Cortor
No with Median
events %
Durva+CT 64.6 9.9 (9.4-12.5)
Durva+0 + 56.5 15 (12.4-18)
CT
Placebo + 7741 9.7 (9.2-10.1)
CT
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non-MMR disease \*
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. ER positive
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RUBY Molecular

Classification Algorith

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

EC

(histological subtype independent)
1

L 4
roresans (TR POLe non-pathogenic ]
MMR status MMRp ]
053 status — ( P53WT )

Integrated diagnosis 20OLemut (EDM dMMR (or MSI-H) NSMP
i 0
51’;;‘;3"’““'“ RUBY,% 1.25% (5/400) 22.75% (91/400) 22% (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 . . - 25t European Congress
;;.."r..'f. l'“r ?l‘ o ‘i‘x!.j‘;!."!jj:\”!‘\l :x‘uf ‘lv. | 'I"(‘ .l“n :rl\j.‘.!:“q"" '. 11" “‘, ||-‘H-‘ 'I:":' :“.':»['1 “"“‘Vhlf. i‘f”f‘lw"-;‘-'v“ l“ |vl ‘ jf' ?"":“ ':l‘w ‘I';‘. i ” I‘A'. EII‘I \i':' i ! " m""‘., }‘ E)§0939 o Gynaecou)gical onCOlogy
poly » gpsilon; T P53, 1K ur protein 5§3; WES, whole-exome DNA sequencing; W ’ V[ , . Gynaecological Oncology | March 7-10, 2024 | Barcelona, Spain
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RUBY part 1

Mirza M R et al, ESMO 2023

D+CP PBO+CP

Overall, n

PFS by INV, HR (95% Cl)

OS, HR (95% Cl)

Patients with both MMR/MSI
status and mutational data, n
POLemut, n

PFS by INV, HR (95% Cl)

OS, HR (95% Cl)
dMMR/MSI-H, n

PFS by INV, HR (95% ClI)

OS, HR (95% Cl)

TP53mut, n

PFS by INV, HR (95% Cl)

OS, HR (95% Cl)

NSMP, n

PFS by INV, HR (95% Cl)

OS, HR (95% Cl)

245 249
0.64 (0.507—0.800)
0.64 (0.464—0.870)

191 209
2 3
NA®
NA®
39 52

0.31 (0.17—0.56)
0.4 (0.17—0.95)

1
0.55 (0.3—0.99)
0.41 (0.2—0.82)

103 13

47

0.77 (0.55—1.07)
0.87 (0.56—1.36)

dMMR, MSI-h

TP53mut

NSMP
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MITO END-3 trial

Pignata S. et al, Annals of Oncology 2024

* Phase Il randomized trial, translational analysis

« Avelumab plus carboplatin/paclitaxel versus carboplatin/paclitaxel as first—line treatment
« 109 analyzed NGS patients, 47 MSS/TP53 mutated

1.00 1
1.00
MSS/TP53mut 0754
v 0.75
: 4]
o — Standard —— Experimental Q&
o Y—
Z 0.50 >
§ = 0.50 1
S S
o <]
0.254 o
0.25 B
0.00
T T T T T T T T T -
0 6 12 18 24 30 36 42 48 0.00 T T T T T T T T T
Months from randomization 0 6 12 18 24 30 36 42 48
Number at risk Months from randomization
Standard 20 15 9 5 3 0 0 0 0 Number at risk
Experimental 27 17 2 2 2 1 0 0 0 Standard 20 19 13 10 7 1 1 0 0
Experimental 27 24 14 8 4 2 1 0 0
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MITO END-3 trial

Pignata S. et al, Annals of Oncology 2024

n Progression-free survival HR  (95% Cl) i Overall survival HR  (95% Cl) i

value value
Whole population 109 i 0.78 (0.50-1.24) —— 1.03 (0.55-1.94)

TCGA® 0.003 0.069
MSI-H 29 — . 0.30 (0.10-0.87) R 0.33 (0.08-1.29)
MSS/TP53 wt 26 ._H 0.68 (0.27-1.72) | . 1.40 (0.19-10.4)
MSS/TP53 mut 47 — 2.24 (1.06-4.72) H—— 2.08 (0.82-5.26)

TP53 0.009 0.131
Wild type 55 — 0.47 (0.23-0.97) — 0.52 (0.17-1.61)
Mutated 54 i 1.71 (0.89-3.28) —— 1.57 (0.71-3.49)

PIK3CA 0.102 0.329
Wild type 50 —— 1.37 (0.68-2.75) N — 1.52 (0.53-4.37)
Mutated 59 — 0.50 (0.26-0.98) — 0.66 (0.26-1.66)

ARID1A | 0.010 0.562
wild type 59 H— 1.66 (0.86-3.19) — 1.24 (0.49-3.10)
Mutated 50 — 0.48 (0.22-1.01) — 0.82 (0.32-2.10)

PTEN § 0.002 | 0.026
Wild type 58 H 1.58 (0.86-2.90) - 2.07 (0.83-5.13)
Mutated 51 |—l—| 0.36 (0.17-0.76) |—l——| 0.39 (0.13-1.20)

T™B 0.001 0.018
<10 68 1l 1.50 (0.86-2.63) —— 1.99 (0.88-4.49)
>10 35 —— 0.26 (0.10-0.70) - 0.31 (0.08-1.23)
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UTOLA trial EEEMD

F Joly Lobbedez et al

Arm A: olaparib (300 : ,
Complete mg tV(Vin per day) P;l':::i:tv
el n =98)
Endometrial partial
cancer Platinum-based response aa£$$z§z1
—3 chemotherapy —>» or L ¥
Stage FIGO III-IV 6 cycles stable disease (e )
or first relapse or
no evidence
of disease Arm B: placebo Treat to No crossover
(n = 49) PD/toxicity allowed
Phase IIb trial Primary endpoint: PFS in the ITT population

Main secondary endpoints:
- PFS according to P53 status and to CT response
- 0S
- safety
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vy ongress
UTOLA trial M

147 randomized patients (98 to Olaparib, 49 to placebo)
F Joly Lobbedez et al

PO allO = Olaparip - PDIACEeDO
0 o
ITT 5.6 4.0 HR:0.94, p=0.29
P53 mut 5.6 3.6 HR:0.75, p=0.12
P53 wt 6.1 7.7 HR:1.13, p=0.3
HRD pos 5.4 3.6 HR:0.59, p=0.02

52% (73) were HRD positive:
"= 79% in P53mut

= 23% in PS3WT
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(‘ "3 ~
2023

UTOLA trial — Mongress

HRD (LGE 26)n =73 HRp (LGE <6) n = 67
Olaparib Placebo Olaparib Placebo
100 i R 100 ks e F Joly Lobbedez et al
Median (months) [35%C 1 Median (months) [95%C 1.}
2 5.36 (152 1045]  3.64 [1.84;7.33] "" 601358831  7.36[289;1475)
: HR 059 [0.35 - 0.99] S HR 1.27[0.73 - 2.21]
3 o p= 0021 g7/ A p=0.193
: :
3 LU i M
&
20 4 10 L
0 -
:l '( ?lt :' 12 I'Q 1'8 3'1 ;"-l !l'-‘ W ".i ilh " ; l’u :) 1 ‘Z' l“ :.K 2 Jll 2'7 0 ;l \'0
Moeihs sitee mndomeation

Months sinoe randoanizaton

PFS was statistically higher with olaparib in HRD tumors, regardless of P53 status
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pMMR

Biologically heterogeneous
population — diverse
genomic drivers and variable
immune priming

0 Induction phase dMMR / © x
Platinum chemotherapy Lo «® 7"
(SoC) + durvalumab Pre-existing immune
response held in ‘Qr ‘ Q
check by PD-L1 \‘ * @ ‘
inhibition of T cells

# Immuno-suppressive,
K ‘* prﬁ-tun:joqrimlmune
., cells and signals ol
* Chemotherapy + durvalumab drives direct tumour cell killing and
x Immuno-stimulatory, an enhanced immune response through blockade gf PD-L1
anti-tumour immune

. cells and signals

. Cytotoxic T cell
- “ ‘ “
q Q
Maintenance phase .‘ i ’ ®
Durvalumab * @ +

Durvalumab + olaparib

Blockade of PD-L1 leads to
more limited anti-tumour
immunity in pMMR tumours

Olaparib induced DNA
damage leads to tumour

cell death and further
.\5\*&‘ o immune priming promoting
a more robust anti-tumour

Tumour Microenvironments

Blockade of PD-L1 with
durvalumab drives prolonged
anti-tumour immunity and durable

.. . ‘3
clinical activity in dMMR tumours, . um . . immunity and more durable
Immuno-suppressive PR W|th |Imlt6d pOtentIa| for fu rthel’ \ #* . + beneflt for the durvalumab
mmneresrone enhancement + olaparib combination
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DUO-E trial

Shannon N. Westin et al, IGCS 2024

= BUBLIN

Patients CP
p—
* Newly diagnosed

PMMR subpopulation:
PFS — prespecified exploratory analysis’

*

Stage III/IV or 6 months
recurrent o
endometrial cancer 100 23102
+ Known MMR status N=718 90 - 84.4% 12 months
+ Naive to first-line CP+D _ cPt - 80 - 59.4%
systemic anticancer > + Durvalumab 70 4 44.4% 18 months

durvalumab# 40.8% 42.0%

31.3%
20.0%

treatment Stratified by:

* Naive to PARP « MMR status
inhibitors and (proficient
immune-mediated vs deficient)
therapy « Disease status

30 A
(recurrent vs CP+D+0 cpt Durvalumab$
newly ) + + 20
diagnosed) durvalumab# olaparib! 10 -

» Geographic
region (Asia vs
non-Asia)

PFS (%)
3

Durvalumab + olaparib arm

Patients without disease progression

» All histologies except
sarcomas

Durvalumab arm

Control arm

T T T T T T T T T T T
8 10 12 14 16 18 20 22 24 26 28 30 32

Time since randomization (months)

I

i

Treatment until disease progression, 0 |:

unacceptable toxicity or other 0 2 4
discontinuation criteria were met

o > J N

No. at risk

Durvalumab + olaparib arm
Durvalumab arm

Control arm

191185183 168 164 159 157 141134 132114 109107 77 75 72 46 46 35 32 31 20 19 19 12 11 10 5 5
192186 182 174169159 152 128113107 83 81 79 53 53 50 36 36 31 27 27 17 1515 8 7 7 3 2
192184 178172170163 156126113108 77 76 73 44 40 37 256 26 21 1313 8 7 6 1 1 1 1 1

Durvalumab Durvalumab +
arm olaparib arm

Endpoints
Primary (ITT): PFS (RECIST per investigator) in CP+D versus CP and CP+D+0O versus CP
Secondary (ITT): OS (key secondary) and safety

N
- o N
- o N
o o o

Control arm

Prespecified exploratory analyses: Subpopulation analyses of PFS by MMR status

Post hoc exploratory analyses: PFS by molecular subgroup in the pMMR subpopulation

(n=192)

(n=192)

(n=191)

Events, n (%) 148 (77.1)  124(64.6) 108 (56.5)
. o e 9.7 9.9 15.0
_ Median PFS (95% CI)"months (5 7404)  (9.4-125)  (12.4-18.0)
XXIl ASSEMBLEA MaNG ANDARD TREATMENTS AND NEW
% S )7%-28" June 2C O|ST i | - PR ESDE) S et 060.097)  (0.44-0.73)




PMMR biomarker-known subpopulation

Exploratory subgroup analyses

In the pMMR subpopulation (n=373), biomarker status was known in:

TN
575 patients (100%) for histology at diagnosis

\'

562 patients (98%)

494 patients (86%) for POLEm and TP53mT+ status

494 patients (86%)

494 patients (86%)

for PD-L1* status

for HRRm1$ status

for BRCAmT status

Shannon N. Westin et al, IGCS 2024

S~

Biomarker-known population:
486 patients
(85% of pMMR subpopulation)
had known status for all
biomarkers of interest



PMMR biomarker-known subpopulation: pMMR biomarker known

subpopulation: 486 (100%)

co-prevalence of biomarkers

The pMMR biomarker-known (n=486) subpopulation was
heterogeneous, with a frequent overlap of biomarkers:

« 84% of patients were positive for one or
more biomarkers

« PD-L1 positive and TP53m were the most -

prevalent biomarkers /
PD-L1 TP53m HRRm |BRCAm POLEm | Serous [ PD-L1: 327 TP53m: 286
positive (67%) (59%)
sc?s'i't‘ile 67%  44%  16% 6% = 2%  20% | Serous(.z;%z)

TP53m | 44% 59% 14% 6% 2% 24%

HRRm 16% 14% 21% 8% 2% 6%

O pMMR
BRCAm 6%) 60/0 80/0 8% 10/0 30/0 PD—L1 pOSitive
O TP53m
POLEm| 2% 2% 2% 1% 2% 0% HRRM
BRCAmM

Venn illustrates the overlap for key biomarker populations but does not show a complete set of all overlapping populations.
Venn includes 11 patients with a POLEmM: biomarker overlap in this subgroup is not shown. Aagaregate results (tissue + ctDONA) are used for HRRm. TP53m and BRCAmM.



CP + durvalumab versus CP

Post hoc exploratory analysis

HR (95% Cl)
All pMMR patients —@— 0.77 (0.60-0.97)
PD-L1 expression* Positive (TAP score 21%) o 0.71(0.53-0.95)
Negative (TAP score <1%) : o 0.95 (0.61-1.45)
Unknown NC (NC-NC)"
POLEm and TP53m statustt  POLEm NC (NC-NC)"
(TP53m —— 0.80 (0.57-1.11) |
| TP53 wild-type i 0.69 (0.44-1.04) |
Unknown = o 1.05 (0.56-1.96)
HRRm statusts$ HRRm 4 : 0.45 (0.23-0.87)
(Non-HRRm —@—- 0.82 (0.61-1.08) |
Unknown = . 1.05 (0.56-1.96)
BRCAm status’ BRCAm NC (NC-NC)"
Non-BRCAm — 0.77 (0.59-1.00)
Unknown = . 1.05 (0.56-1.96)
Histology Endometrioid ———t 0.74 (0.52-1.04)
Serous ° 0.76 (0.49-1.18)
Other' . 0.93 (0.54-1.58)
Shannon N. Westin et al, IGCS 2024 0_|25 0|_5 1 é

+— Favours CP+D Favours CP—™

f2d

pMMR subpopulation: PFS by biomarker subgroup = s0él

N



PMMR subpopulation: PFS by biomarker subgroup =6t

CP + durvalumab + olaparib versus CP

Post hoc exploratory analysis

HR (95% Cl)
All pMMR patients —@— 0.57 (0.44-0.73)
PD-L1 expression* Positive (TAP score 21%) —— 0.44 (0.31-0.61)
Negative (TAP score <1%) I 0.87 (0.59-1.28)
Unknown NC (NC-NC)"
POLEm and TP53m status™  POLFm N -NC)!
TP53m e 0.47 (0.32-0.67)
TP53 wild-type — 0.71(0.47-1.07) )
Unknown = . 0.74 (0.37-1.45)
HRRm status™$ HRRm ! . . 0.47(0.26-0.86)
(Non-HRRm —— 0.58 (0.43-0.78)
unknown ' . 0.7/4 (0.57-1.
BRCAm status’ BRCAm NC (NC-NC)"
Non-BRCAm —— 0.57 (0.43-0.75)
Unknown = . 0.74 (0.37-1.45)
Histology Endometrioid —— 0.60 (0.42-0.85)
Serous = . = 0.46 (0.27-0.76)
Otherf : . 0.64 (0.38-1.06)
I I I
Shannon N. Westin et al, IGCS 2024 0.25 0.5 1 2

+<—Favours CP+D+0 Favours CP—

f2d



Most common events that occurred in the overall phase in 220%
of patients were mostly low grade, and were expected

N=236 N=235 N=238

CP arm: Any grade [l CP+D arm: Any grade ] CP+D+0 arm: Any grade

A. Overall (chemotherapy phase + maintenance phase) B CParm: Grade 3or4 [l CP+D arm: Grade 3or4 [l CP+D+0 arm: Grade 3 or 4

Anemia* 54.2 14.4 I N 15.7 47.7 B 25 61.8
Nausea 445 1.3]| 0.4 40.9 B2o 54.6
Fatigue/asthenia 445 3000 34 43.0 Bso 54.2
Alopecia 50.0 50.2 50.8
Neutropenia* 415 23 I 217 357 B 269 416
Constipation 34.3 21 o9 27.2 32.8
Thrombocytopenia* 220 47HMes 27.2 Mso 29.8
Diarrhea 28.0 2500 17 315 |13 28.2
Vomiting 18.2 130 17 209 l0.4 25.6
Peripheral neuropathy 28.0 04|1 13 26.0 l17 25.2
Peripheral
sensory neuropathy 28.0 25l 255 lo.8 252
Arthralgia 24.6 0.4||0.4 30.2 lo.8 24.4
Decreased appetite 19.5 17.9 |o.8 23.1
Leukopenia* 191 55 W47 170 W63 202
Urinary tract infection 21.2 340 o9 140 B2o 20.2
I T T T T T T T T T —T T T T T T T T T T 1 [ T T T T T T T T T 1
100 90 80 70 60 50 40 30 20 10 00 10 20 30 40 50 60 70 80 90 100 O 10 20 30 40 50 60 70 80 90 10
Patients with AE (%) Patients with AE (%)

B. Maintenance phase

Nausea 148 06| 12.0 lis 41.1
Anemia* 10.1 /06| 8.7 B 58 365

Fatigue/asthenia 12.4 05 104 l21 32.3
Vomiting 9.5/0.6/[057.1 \ 20.3

CTIONS IN GYNAECOLOGICAL CARCERS
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um GOG rovwoaron Eg&
ENGOT-EN6-NSGO/GOG-3031/RUBY Part 2

Mirza M R et al

Eligible patients

+ Stage llI/IV disease or first

a - -
Lo . . Primary endpoint
» All histologies except Dostarlimab Dostarlimab

sarcomas® (500 mg IV 1000 mg IV Q6W up to 3 years® * PFS by INV
+ Naive to systemic Q3W . per RECIST v1.1
anticancer therapy or had & Niraparib + Overall
a recurrence or PD 26 + MMRp/MSS
months after completing CP¢ (Q3W) 200 or 300 mg' QD up to 3 yearse P
systemic anticancer therapy

* Naive to PARP inhibitor
therapy

(6 cycles)

Secondary endpoints
« 0OS

* PFS by BICR

« ORR

Stratification PSACRRO AV ot + DOR
(Q3W) 6W up to 3 years®
« MMRIMS! status® S ) + DCR (BOR of CR,
+ Placebo PO
*+ 25% dMMR/MSI-H PR, or SD)
. CP4 (Q3W) QD up to 3 years® . PFS?
« 75% MMRp/MSS - R—
- . -
+ Prior external pelvic (6 cycles) PKQ
. .
radiotherapy
+ Disease status « Safety
%ma;?mw?;vlg asse;sv;u-;}; ga:r:|pm(u'm::l Qutsw (+7 days) from the randomization da"l; urtd week 25 { ;‘l:)héwmd by Q?N (z]_lh;hgs? urtd week 52, Su?’suequm lu:z’:d g was perfarmed every 12 weeks |47 days) until radiographic PD was f by iy per
11 d {1 weeks bler, 1 antica tarled, i FrsL tey, eriormed re.
i x ] ,w,' H ,pw:v::“*mgﬁgu T EC; s:g:‘lmrs:a; ar l'::rec;:g:lvgé;u'\ low pmcm:?;u‘:cgumhy r:nialim l:map;ﬁzgfymré ar unp;m:m. "C‘:gnu:mmm. clear cell, serous, or mooed b oY P {mixed hisiclogy contanng 10% carcincsarcoma, SGO
clear oell, ar serous histology). “Patients were randomized based on either local or central MMRMSI testing results. Centrad testing wass used with local resuts were not avail Far local d ion of MMRMSI stalus, IHC, neat.generation sequencing, and polymerase chain reschon sssays were
accepted. For cenral determination of MMRMSI status IHC per Ventana MMR RaDx paned was used. “Ca atin ALIC § mg'mLimin and paclitaxel 175 mgim?, “Treatment ends atter 3 years. PD, toxcity, wehdrawal of consent, investigatcr's decision, or death, whichever occurs first. Continued treatment
with dostadimab or placeba beyond 3 yeasrs may be i d folloming discussion b the sponser the investigator. "Dase of 300 mg in patients wah body weight 277 kg and platelet count 2150 000/l and 200 mg i patients wth body weght <77 kg or platedet cournt <150,.000/%L or both, AUC, ANNUAL MEETING
ares under the plasma o serum concentration time curve; BICR, Blinded independaent central review, BOR, best ovesall resps CP, plasti L CR, lete resp DCR, dsease control rate; dMMR, MMR deficent; DOR, duration of respanse; EC, endometrial cancer; HRQOL, health : <
redsled quaity of ife; IMC, immunchistoch Y. INV. i G MMR, mismetch reper; MMRg, MMR proficient; MSL microssellite instabifzy: MS1-H, MSI high; MSS, mi stable; ORR, ob resporee rate; OS, cverall survival PARP, poly(ADP.nihose) polymerase; PD, ON WOMEN'S CANCER
progressive disease; PES, progression free survival: PK, pharmacokinetic: PO, by mouth; PR, partial respanse; PRO, patient-repocted autcome; QIW, every 3 weeks; Q6W, every § weeks; GOW, every 9 weeks: Qb arce daily; R, randomizatior: RECIST v1.1, Response Evaluation Crilesia in Solid San Diego, CA » 2024

Tumees version 1.1; SO, stable disease.
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[l 980 CTV 6oG ﬂ Bl vs=ecv 6o m

Statistically Significant PFS Benefit in MMRp/MSS Population Clinically Relevant PFS Difference in dMMR/MSI-H Population ~
Primary endpoint Prespecified exploratory
100 100
HR, 0.63 HR, 0.48
P CL o0 (99% C1L 0 24-0 06)
= P=0.0060 o rominal P=0.0174
2 Medhan o stion of ) 2 Median durston of )
o foflow-up. 19 1 monthy o 64.4% loﬂoc;‘:l”:mm
§ Lo § - Nira + CP
i- £
© 3 o 40.8% Placebo IV o
g Oostar « a Placebo oral + CP
Satien Dvem, Niua » CP 20 Median Cvenes,
ki SR, = - Dawtar « Niey « OF :‘:‘::7:: —
Dowtar s N +CF MIDIT-MD Fia Placebo IV « Macsbo + CF 19 (0 4-NE) WIS 4D
Maceto » COF L1 Osam “na Macebo oral « CP 0 | PFS matny A (42 1
O | PYS ety VRGN T 1Y e T . . +

22
a2
: ) :
¢ T
e o e Cmntarteraen « Meaperth «£F 58 ‘ v wv " ' » . ' - .
Demtatmat < We mpaen P 14 o) & . “m Placatos W & Plasbes arel o €F 200 e . t ] Y e i e . . J L
Panton ¥ « Psotn toel < OF 04 ' - . ne . . . ‘—j i ]
N e T I SR
P amagnr s tomt B T ruaS it W W A4 B 6 T ML er— vy AP VT rmretn e At V1L g bee e
Cnde o tat Bo v o Vb e orgp D) BT e
L T e R el s R I

* RUBY Part 2 met its primary endpoint, showing significant and clinically

meaningful improvement in PFS for dostarlimab + chemotherapy followed by
dostarlimab + niraparib in the overall and MMRp/MSS populations

. e trial Is ongoing tor OS 1ollow-up

» The safety profile observed was generally consistent with the known safety
profiles of the individual agents

Mirza M R et al

XXIl ASSEMBLEA

» These outcomes demonstrate a potential role for PARP inhibitor maintenance

in patients receiving dostarlimab plus chemotherapy, in particular for - /AM 7 .
MMRp/MSS disease MaNGC




ESl (NSE0LTU GOG v o
Exploratory PFS Molecular Subgroup Analyses in Overall Population =~

Dostarlimab + Placebo IV +
Niraparib +CP  Placebo oral + CP
N-:::mmemmmo:f?m HR (95%Cl) HR (95%Cl) Mirza M R et al

All patients 95/192 69/99 0.59 (0.43-0.81) -
Molecular subgroup?

POLEmut 0/3 1/2 NA

dMMR/MSI-H 12/37 10/17 0.45(0.20-1.05) —@&—

TP53mut 27139 10/10 0.29(0.13-0.63) —@&——

NSMP 37175 31/46 0.61 (0.38-0.99) —

Not evaluable® 19/38 17/24 0.71 (0.37-1.37) —

00156 00313 00825 0125 025 05 1 2 4 8 16
«—Dostar + nira + CP better Placebo + CP better—

Results should be interpreted with caution &s the study was not powered to detect a i e in any subgroup, and there were small numbers and low data matunity
® e THE POWER OF SHARED PURPOSE: In some si . Where there were less than 20 events In the subgroup. the HR estimation and 95% CI were not analyzed as there were too few events (‘not applicable”).

*Based on available whole exome sequencing results. “Sample not a
¢ i ic Canc ’ CP. carboplatin-pacitaxel, dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard rato; IHC, Y. VL . MSI-H, microsateliite nstability
8 Teansforming Gyaecologjc ot Cate it iraporit; NSMIP, no speciic molecular profie; PFS, progression-free survival; POLE, polymerase epsdon. ANNUAL MEETING
ON WOMENS CANCEN




ENGOT-EN5/GOG-3055/SIENDO

. Primary endpoint?
Selinexor Is a Novel Oral Maintenance Therapy « PFS, per RECIST v1.1
Targeting TP53wt Endometrial Cancer
Total pa(::rzttsssc)mrolled : Secondary endpoints?
Tumor | Selinexor 80 mg PO QW - PFS by BICR, per RECIST v1.1
- Female adults with assessment' (60 mg PO QW if BMI <20 kglm’) . 08
stage IV or first . TFST
relapse of EC PRICR per RECIST R + HR-QoL: EORTC QLQ C30,
. Received>12weeks %  [Ollowingprior — — —> EOMca a0
of taxane-carboplatin oy
: :;m 5"’9‘:3 o Predefined exploratory
ﬂle'a v : 2
hormonal therapy encipolnty
allowed + _Histological subtype
» Molecular subclassification
. (assessed by DNA sequencing
Stratification and IHC)
Enroliment: « Primary stage IV vs recurrent - TP53 mutation status
January 2018-December 2021 « PRvsCR — MMR status

Valabrega G, ESGO 2025
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TP53wt/dMMR

ENGOT-EN5/GOG-3055/SIENDO

Selinexor {(n=20): 13.1 months (95% CI 3.6-NR})

1.00 Placebo (n=9): 3.7 months {95% CI 1.9-NR)
TP53w tIpM MR : HR: 0.49 (95% CI 0.18-1.34); one-sided nominal P-value = 0.0825
PFS calculation begins at randomization of maintenance therapy.
0.75 |
Selinexor (n=47): 39.5 months (95% Cl 19.3-NR) 0
1.00 Placebo {(n=23): 4.9 months (95% CI 2.0-NR) h
- i HR: 0.36 (95% CI1 0.19-0.71), one-sided nominal P-value = 0.0011 ;o 50
PFS calculation begins at randomization of maintenance therapy. § '_I_E |
0.75] £
5 0.25 4
& ! !
— 1
S : !
%" 0.50 0.0 ] ; H I32.8 months of folbw-upl
0 - - y r r . - - r r . r - . - - - -
8 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
a 0.25 No. at risk Months
.25 Sefinexor 25 13 4 9 9 8 8 8 8 8 8 4 2 2 6 o
Placeche 9 5 4 4 3 2 2 2 2 2 2 2 2 2 101
0.00 i|38_5 months offo..o,,,wl Study is ongoing and actively enrolling
Primary endpoint
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 » PFS assessed by investigasor
No. at risk Months Plasioad sollssnt Key secondary endpoint
Sefinexor 47 42 36 36 33 30 28 24 24 24 17 13 13 & 4 2 1] o (N=220) Selinexor 60 mg PO QW «-08
Placebc 23 14 10 10 :
EEDD 8 8 8 7 7 7 4 3 3 2 2 1 11 Patients aged 18 years with Untif PD, taxicity, or 3 ysars if in CR Other secondary endpoints
« Known TP5Mwt EC by PRICR per « Safety
central NGS —p RECISTVIY > + TEST
+ Primary stage [V dsease followang prior « IS8T
of first recurrent EC chematherapy * PFS2
+ Received 212 weeks of » PFS assessed by BICR
phatinum-based Plssatis FO QW + Qol (EQSDSL)
chematheragy + Untif PO, roxicity, or 3 years if in CR
mmunothempy Exploratory endpoints

Valabrega G, ESGO 2025
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» PFS per histology subtypes and




non-MMR disease

ICl or

ICl + PARPI non-MMR
RPi

._
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ER positive
(Low grade)
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DUO-E EAP: riassunto dei criteri di eligibilita dei pazienti

La popolazione interessata € composta da adulti con carcinoma endometriale epiteliale confermato da analisi

istologica, recentemente diagnosticati con stadio Ill/IV, o recidivo di EC.

Caratteristiche malattia / paziente (pz) In relazione con la terapia _
. Tutte le istologie sono consentite, incluso il * Naive alla prima-linea di trattamento antitumorale
carcinosarcoma, ed eccezione dei sarcomi. 5|stem|co o _ _ _
. Pz. recentemente diagnosticati con stadio Il e con * Chemioterapia adiuvante + radioterapia € consentita
malattia misurabile dopo chirurgia solo se trascorsi almeno 6 mesi dall’ ultima dose alla
ricaduta

» Pz. recentemente diagnosticati con stadio IV con
0 senza malattia misurabile dopo chirurgia

* Pz. recidivi, con malattia misurabile o non, nei
guali la possibilita di cura con la sola chirurgia
risulta poco probabile

Criteri di esclusione

* Ogni effetto avverso irrisolto di grado =2 dalla precedente
terapia antitumorale

* Attivi o precedentemente documentati disordini autoimmuni
o inflammatori

Campione del tumore «  MDS/AML presunto o tale

« Stato MMR conosciuto * Pz. che hanno partecipato ad uno studio clinico con un IMP
somministrato all’ interno degli ultimi 12 mesi

* Precedente immuno-terapia mediata (es. anti-PD-1, anti-PD-
L, anti-CTLA-4 or anti programmed cell death ligand 2
antibodies)
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Dosing treatment sequence for patients with pMMR a/r EC

Durvalumab 1120 mg IV (1-hour)* + carboplatin + Durvalumab 1500 mg IV Q4W +
paclitaxel Q3W from cycle 1 for up to 6 cycles olaparib (300 mg) orally twice daily until PD
Chemotherapy 1 1 1 1 1 1 Durvalumab 1500 mg administered every 4 weeks until disease progression >
Durvalumab J J J 3 J 4 4 4 4 t
Olaparib ‘ Two 150 mg olaparib tablets should be swallowed whole twice daily at the
same time each day and ~12 hours apart with water, with or without food#
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6 Cycle 7 Cycle é Cycle é Cycle & Cycle &
ez O) ce D eeQoeeQecDeecQecQeeeQeeeQeceDoeeQ vrir
H M
Durvalumab + chemotherapy Durvalumab
cycle = 3 weeks** cycle = 4 weeks If olaparib is not administered

within 9 weeks after last dose of

. . CT, it cannot be administered later
® Duration of treatment i maximum of 247 36 months ! .I S

Treatment with olaparib will commence a between 21 9 weeks after the last day of chemotherapy infusion”
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Key differences between DUO-E clinical trial and EAP protocols

Olaparib is provided only to patients with confirmed pMMR disease

QTime since previous adjuvant systemic therapy is now 6 months (vs 12 months in DUO-E clinical trial protocol)

The DUO-E clinical trial protocol specifies carboplatin/paclitaxel while the DUO-E EAP encompass any platinum-based

chemotherapy regimen

4 - Minimum 4 cycles of platinum chemotherapy requirement removed from EAP protocol

Q Brain metastases or spinal cord compression do not exclude a patient from inclusion within the EAP

e ECOG requirements removed in EAP
>
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DOSTARLIMAB EAP

e Carcinoma dell’endometrio avanzato o recidivante
 Senza deficit MMR (pMMR) / con stabilita dei microsatelliti (MSS)
e Trattamento di prima linea

* Non disponibili alternative terapeutiche autorizzate
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Unresectable stage IlI-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting coombo N and Ledermann J, £5G0 2025

a 3 A

[MMRd tumours ] [ Non-MMRd tumours J

|
v v

[ Symptomatic advanced disease OR J Low-grade ER+ }

rapidly growing recurrent disease Low volume/asymptomatic advanced disease OR
slowl|

rowing recurrent disease

d 0 & A 4 ®
Chemotherag§™ + ICl in — hemotherapy ] { Endocrine J

therapy

O e By I N O RRR ) 4
J Addition of ICl to Addition of ICl to v _ Aromatase inhibitors
! chemotherapy, followed K chemotherapy, followed by ICI (+ PARPi) Tamoxifen
: ! ICl as maintenance therapy® ICI +PARPi as maintenance contraindicated . [,
! v [L, B] therapy@ ! : i
I + [1, B] — A 4 ! "
! R t EC with prior : ' i i iti ' !
! ecurren ; p i ' | Patients with HER2 3+ tumour: addition t 1
i | chemotherapy (adj/neoadj setting): : : of trastuzumab to chemotherapy I .
: pembrolizumab + lenvatinib i r [11, B] : :
! i1, C1 ! ! , | :
s : : : s =
[ { Surgery or definitive EBRT + brachytherapy in patients responding to systemic treatments F N AU :
[IV, B] A

The standard chemotherapy regimen is carboplatin + paclitaxel.

@immune checkpoint inhibitor (ICl): dostarlimab or durvalumab or pembrolizumab (drugs in alphabetical order).

@1C1: dostarlimab or pembrolizumab.

@cr+ poly(ADP-ribose) polymerase inhibitor (PARPi): durvalumab + olaparib.

Adj/neoadj adjuvant/neoadjuvant; EBRT external beam radiotherapy; ER+ estrogen receptor positive; MA megestrol acetate; MMRd mismatch repair deficiency, MPA medroxyprogesterone acetate;
non-MMRd non-mismatch repair deficiency; NSMP non-specific molecular profile.
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Abnormal tumor vasculature and immune-suppression in the tumor

microenvironment
Intratumoral  Malformed and malfunctional Immune
hypoxia tumor vasculature suppression
1 PD-LY . . .
(ast b}\m Vo e Combination of:
prm— ¢ . ——— :1C08iToolIlnﬁltmﬁon _ -_ . .
S o/ T ltsion anti-angiogenic therapy
E“"°§'f:'/"°"' - immune checkpoint
O —— i Neton iston blockade
s ST normalizes vascular-
Y — . immune crosstalk to
CD8* T cell potentiate cancer
= — immunity
* 1 Immunosuppressive M2-like
phenotype
— :}gE:::gmwcwamu

Lee WS et al, Experimental &
Molecular Medicine2020
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STUDY 309 / KEYNOTE-775: updated efficacy and safety

Lenvatinib
20 mg PO QD

Pembrolizumab®
200 mg IV Q3W

Makker V, ESMO 2022

Treat until progression - = ORR
or unacceptable toxicity + HRQolL
;.-:"A arm
Doxorubicin

80 mg/m* IV Q3W
oy

Paclitaxel
80 mg/m= IV QW
(3 waeks on/1 week off)

*Patients may have received up to 2 prior platinum-based CT regimens if 1 was given in the neoadjuvant
or adjuvant treatment setting; ®*maximum of 35 doses; “‘maximum cumulative dose of S00 mg/me.
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STUDY 309 / KEYNOTE-775: updated efficacy and safety

PMMR Population All-Comer Population
Median Progression-free Survival (95% Ci)
100 ~ Lenvatinib plus MAW lon-ree Survival (35% C1)
beok b: 6.7 months (5.6-7.4) 100 Lenvatink plus
90+ IR 38 contia G850 60 pembeolizumaby: 7.3 months (5.7-7.8)
gs 80 g (3559 e 804 Chamotherapy: 3.8 months (3.6-4.2)
70+ Hazard ratio foe sion or death 2
g progres: x |
= g 60 0.60 (95% CI. 0.50-0.72) gg ::- gz&%ﬂ.m?mwam P I:S
. % 50+
$3 7 2% 404
L5 0 8 20+
a3 2. 3 Lenvatinib plus
204 pembrolzumab
10+ 104
u . + 4 i | Censored Ch
0 T T T T T T T T T 0 N v Y 't 4 efapy
0 3 & 9 12 15 18 21 24 27 30 32 36 3 42 0 3 & & 12 15 18 21 24 27 30 331 36 38 42
No. at risk Time (months)
N il phos No.uruum Time (months)
pembrolizumab 346 265 166 116 80 61 S5 43 36 24 B8 14 6 4 0 ,..,w“w 411 317 203 148 109 87 79 65 57 45 38 23 10 4 O
Chemotherapy 351 177 83 38 23 1% 12 ¢ € 4 3 3 1 Q 0 Chomothecapy 416 214 95 43 27 19 15 11 8 & 5 5 1 o 0
pMMR Population All-Comer Population
~ Median Overall Survival (35% CN) Median Overall Survival (95% Cf)
> 100 me Lonvatiesb
< g peebeolizomaty:: 18.0 monthe {14,9-20.5) é ‘: pembeckzumab: 18.7 monibe (15.6-21.3)
O S ; 8 Chemathetapry: 12.2 months (11.0-14.1) $ o Chemothampy: 118 montte (10.7-13.3)
70 Hazaed ratio for deamh, z 7 Hazard ratio for daath,
§ & 0.70 {85% CI, 0.58-0.83) g % 0,65 (95% C1,0,55-0,77)
50 %
1) ) Lenvatinib pius ® Lonvatinid phis
: o pembrclrumab %
E 2 B Chemothecnpy
g 101 | Consored § 10
°l 54 T v, AR LS L \J A A T LS AS ol T T v \J \ CFAEA T T T T T L
@ 3 6 9 12 15 18 21 24 27 B N I 3P 42 IS 12 15 18 21 24 27 30 33 8 3} 42 48
Makker V, ESMO 2022 No. at risk Time (months) No, at risk Time (months)
Lenvatnib plus

pembrofizumab 346 322 285 247 214 188 171 148 124 95 85 41 20 7 2
Chemotherapy 351 324 267 217 171 138 111 86 Tt

&3 40 21 6 3 1

Lerrvatiosts plus
perrbrolzumat 497 383 337 290 288 229 21 186 160 128 9t S8 30 W 2
Chemotherapy 416 378 305 246 196 188 120 14 & &4 49 28 6 3 1




STUDY 309 / KEYNOTE-775: updated efficacy and safety

All-comer patients with 1 prior systemictherapy? All-comer patients with 2 2 prior systemic therapies®

Median Overall Survival® (95% CI) Median Overall Survival® (95% Cl)

100 Lenvfligib plus 100 Lenvatinib plus
20 P b: 18.0 ths (14.9-21.3) 90+ pembroli 206 ths (14.3-25.0)
—~ 80 Ch therapy: 11.3 ths (10.3~12.9) = 254 Ch py: 133 (10.0-16.1)
2 R
; 704 P;asga{g gaztl% !‘_t,)é )death‘ (95% CI)s, ; 70 Hazard ratio for death® (95% CI)-,
S ol 63 (0.52-0. S 6o~ 0.65 (0.48-0.87)
E 50 g 50+ Lenvatinib plus
7] ’ e brolizumab
3 901 Lenvatinib plus = 404 pembrolizumal
g 30 pembrolizumab 5 30 4
8 2 8 4

Chemotherapy 1i Chemotherapy
104 | Censored 10 | Censored
0 T L U Al T 1 T 1 o 18 L T Al 1 LN T 1
0 5 12 18 2 30 36 42 48 0 6 12 18 2 30 36 4 48
No. at risk Time (months) No. at risk Time (months)
Lenvatinib plus Lenvatinib plus
pembrolizumab 295 244 186 147 112 59 20 1 0 pembrolizumab 115 92 71 63 47 32 10 1 0
Chemotherapy 276 192 126 82 51 29 3 0 0 Chemotherapy 140 13 70 47 33 20 3 1 0
All-comer patients previously treated only in a All-comer patients previously treated in any other setting
neo-adjuvant/adjuvant setting
Median Overall Survival* (95% ClI) Median Overall Survival® (95% Cl)
100 Letwaliqib plus 100 Lenvatinib plus
o0 p b: 17.4 months (14.0-22.8) 004 pembrolizumab: 19.5 months (15.1-22.0)
O o Ch therapy: 13.3 ths (10.9-15.5) ~ 804 Chemotherapy: 11.3 months (9.5-13.0)
S s i 2
= 704 Hazard ratio for death® (95% CI)*, = 70+ Hazard ratio for death® (95% CI)y’,
g 6o 0.73 (0.55-0.96) 2 6o- 0.58 (0.48-0.71)
< e
3 50+ 3 50
2 ) Lenvatinib plus 2 0 Lenvatinib plus
g I pembrolizumab g 304 pembrolizumab
6 20 8 20
Chemotherapy
10 | Censored 104 | censored Chemotherapy
° : g ' y ' % ' Py ) : 2 he 2 % % P pA
0 6 12 18 24 30 42
Lorusso D , ESGO 2022 No. at risk Time (months) No. at risk Time (months)
Lenvatinib plus Lenvatinib plus
pembrolizumab 143 17 %2 70 56 34 12 1 0 pembrolizumab 268 220 166 141 104 57 18 1 0
Chemotherapy 157 115 82 57 42 23 2 0 0 Chemotherapy 259 190 114 72 42 2 4 1 0
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Phase 3 ENGOT-En9/LEAP-001 Study

Marth C, ESGO 2024; Pignata S, ESMO GYN 2024

Background

« Phase 3 KEYNOTE-775/Study 309: established ENGOT-en9/LEAP-001 Study Design (NCT03884101)

lenvatinib plus pembrolizumab (LEN/PEMBRO)
as standard of care option in advanced

Key Eligibility Criteria ' .
Lenvatinib 20 mg orally QD

. 5 5 » Stage lll, stage IV, or recurrent endometrial until PD
endometrial cancer (aEC) following prior carcinomas 3
systemic thera py1 + Radiographically apparent disease - either Pembrolizumab 200 mg IV Q3W

) measurable or nonmeasurable until PD or x35 cycles
-~ Treatment benefit of LEN/PEMBRO was » No prior chemotherapy except in the
observed regardless of histology’ fRojadiuvarit Setng:
+ ECOG PS 0-1
« LEN/PEMBRO is therefore a standard of care [ SREREAEIEELEEURIECETE Pecitaxnr 172 mgin:
- - +
for patients with advanced or recurrent Carboplatin AUC 6 IV Q3W
endometrial cancer following progression on T — up to 7 cycles®

pr@or systerr_lic therapy ip any setting including MMR status (PMMR vs dMMR) Endpoints
prior neoadjuvant or adjuvant therapy?3 * If pMMR » Dual primary: PFS per RECIST v1.1 by BICR
*» ECOGPS (Ovs 1) and OS
* In the ENGOT-en9/LEAP-001 phase 3, » Measurable disease (yes vs no) . SefCOHdardy;_'g(R)R per RECIST v1.1 by BICR,
i + Pri - : o safety, an oL
randomlzed, Open'label StUdy' we Compared grg;r\::shﬁcr:;omerapy apdorehemordiation » Exploratory: Included DOR per RECIST v1.1
the efficacy and safety of LEN/PEMBRO vs by BICR
paclitaxel and carboplatin (TC) as first-line Exploratory analysis
therapy for aEC » PFS per RECIST v1.1 by BICR and OS analyzed

by tumor histology
Makker V, et al. N Engl J Med. 2022;368:437-448. 2. NCCN. Uterine Neoplasms (v1 2024), hitps:/www.nccn.orgl. 3. Makker V, et al. J Clin Oncol. 2023;41(5):974-979.
UC, area under the concentration-time curve; BICR, blinded independent central review; DOR, duration of response; HRQoL, health-related quality of life.
>arcinosarcoma (malignant mixed Miillerian tumor), endometrial leiomyosarcoma or other high-grade sarcomas, or endometrial stromal sarcomas excluded.
| prior line of neoadjuvant and/or adjuvant chemotherapy in the setting of curative-intent resection was permitted if recurrence occurred 26 months after last dose; prior radiotherapy with or without chematherapy, or prior hormonal therapy were also permitted.
Yatients with ongoing clinical benefit could continue chemotherapy beyond 7 cycles if approved by sponsor.




Phase 3 ENGOT-En9/LEAP-001 Study

Marth C, ESGO 2024; Pignata S, ESMO GYN 2024

Summary of Efficacy Outcomes?

Efficacy Outcome

PFS
Median (95% Cl), mo
HR (95% Cl)
Subgroups, HR (95% Cl)

pMMR Population
LEN/PEMBRO TC
n = 320 n =322
9.6 (8.2-11.9) 10.2 (8.4-10.5)

0.99 (0.82-1.21)

All-Comers®

LEN/PEMBRO TC
n =420 n =422

12.5 (10.3-15.1) 10.2 (8.4-10.4)
0.91 (0.76-1.09)

Endometrioid histology
Non-endometrioid/other histology©

0.96 (0.75-1.24)
1.06 (0.77-1.44)

0.78 (0.62-0.97)
1.12 (0.83-1.50)

Prior neo/adjuvant chemotherapy
0s
Median (95% Cl), mo
HR (95% CI)
Subgroups, HR (95% Cl)

0.60 (0.37-0.97)

30.9 (25.4-37.7) 29.4 (26.2-35.4)
1.02 (0.83-1.26)¢

0.52 (0.33-0.82)

37.7 (32.2-43.6) 32.1 (27.2-35.7)
0.93 (0.77-1.12)

Endometrioid histology
Non-endometrioid/other histology®

0.93 (0.71-1.22)
1.16 (0.85-1.58)

0.80 (0.63-1.01)
1.14 (0.84-1.54)

Prior neo/adjuvant chemotherapy

0.67 (0.41-1.11)

0.64 (0.40-1.03)

ORR (95% Cl), % 50.6 (45.0-56.2) 54.7 (49.0-60.2)
Median DOR (range), mo 16.1 (1.0+ to 48.7+) 10.6 (1.1+ to 43.8+)

“+" indicates no progressive disease at the time of last disease assessment. DCR, disease contfrol rate {CR + PR + SD 27 weeks).

#Tumor response assessed per RECIST v1.1 by blinded independent central review. ®Median follow-up duration defined as time from randomization to data cutoff date: 38.4 (range, 30.3-52.9) months. “Inciudes non-endometrioid, adenocarcinoma with no
further information (17 patients in the pMMR population; 22 patients among all-comers) and other (2 patients in the pMMR population; 3 patients among all-comers). “1-sided noninferionity P = 0.246 based on log-rank test stratified by ECOG performance status
and prior chemotherapy and/or chemoradiation was nonsignificant, not crossing the prespecified OS noninferiority boundary of P = 0.0158890. Because the prespecified statistical criterion for OS noninferiority was not met at final analysis, no further statistical
testing of efficacy endpoints was performed. Data cutoff date: October 2, 2023.

55.7 (50.8-60.5) 55.5 (50.6-60.3)
23.2 (1.0+ to 49.0+) 10.9 (1.7+ to 46.9+)
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Unresectable stage IlI-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting coombo N and Ledermann J, £5G0 2025

a 3 A

[ MMRd tumours ] [ Non‘MMRd tumours J
|
A 4
Symptomatic advanced disease OR Low-grade ER+
rapidly growing recurrent disease Low volume/asymptomatic advanced disease OR

! : slowly growin recurrent‘ disease

- 1

Chemotherapy® + ICl in : - T Chemotherapy™ Eiidodiine
combination, followed by ICI [ ‘Chemotherapy ] (1, Al therany
as maintenance therapy® 1

k [, Al : B~~~ <= ===~ '
J ' Addition of ICl to Addition of ICl to v _ Aromatase inhibitors
! ; chemotl?erapy, followed by chemotherapy, followed by ICI (+ PARPi) Tamoxifen
! I ICl as maintenance therapy® ICI +PARPi as maintenance contraindicate [1v, C]
! v [L, B] therapy@ ! i
: : [1.B] - v :
! Recurrent E(; with prior : i Patients with HER2 3+ tumour: addition : :
i | chemotherapy (adj/neoadj setting): : : of trastuzumab to chemotherapy I .
. pembrolizumab + lenvatinib i X [, B] i :
! [, cl : : ' :
1 —* ! | T ! |
: v v ¥ 3 : 1

v I

: : !

___________ { Surgery or definitive EBRT + brachytherapy in patients responding to systemic treatments F N - NN -
[IV, B]

The standard chemotherapy regimen is carboplatin + paclitaxel.

@immune checkpoint inhibitor (ICl): dostarlimab or durvalumab or pembrolizumab (drugs in alphabetical order).

@1C1: dostarlimab or pembrolizumab.

@cr+ poly(ADP-ribose) polymerase inhibitor (PARPi): durvalumab + olaparib.

Adj/neoadj adjuvant/neoadjuvant; EBRT external beam radiotherapy; ER+ estrogen receptor positive; MA megestrol acetate; MMRd mismatch repair deficiency, MPA medroxyprogesterone acetate;
non-MMRd non-mismatch repair deficiency; NSMP non-specific molecular profile.
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ER positive population

2025 ASCO

ANNUAL MEETING

Phase 2 study of letrozole, abemaciclib and metformin
in estrogen receptor (ER) positive, recurrent
endometrial cancer (EC)

Panagiotis A. Konstantinopoulos, Ningxuan Zhou, Richard T. Penson, Susana Campos, Carolyn Krasner, Alexi A.

Wright, Rebecca Porter, Neil Horowitz, Sara Bouberhan, Hannah Sawyer, Lani Koppermann, Martin Hayes, Madeline
Polak, Meghan Shea, Page Widick, Su-Chun Cheng, Cesar Castro, Ursula A. Matulonis, Elizabeth K. Lee
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Rationale for combined ER, CDK4/6 and PI3K inhibition in EC

* Previous studies have demonstrated promising activity of combined hormonal therapy and
CDK4/6 inhibition in ER positive endometrioid EC*

« ctDNA sequencing at the time of progression through letrozole/abemaciclib demonstrated
frequent acquired PI3K pathway alterations suggesting that there is a strong selective

pressure to activate the PI3K pathway upon exposure to combined aromatase and
CDK4/6 inhibition in EC**

+ Preclinical studies have demonstrated significant synergism with simultaneous inhibition
of the ER, CDK4/6 and PI3K pathways***

2025 ASCO * Konstantinopoulos et al. JCO 2023, Green et al. Clin Can Res 2024, Mirza et al. Gyn Onc 2025
#ASCO25 ** Konstantinopoulos et al. JCO Precision Oncology 2025 *** Vora et al. Cancer Cell 2014, Herrera-Abreu et al. Cancer Res 2016

ANNUAL MEETING
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Metformin inhibits PI3K pathway signaling

Directly
r— Activates AMPK - TSC2 phosphorylation = Inhibition of mTOR signaling

Metformin

_ Decreases circulating insulin and IGF-1 levels, and downstream insulin receptor
Indirectly and IGF-1R signaling

«  Window of opportunity (WOO) studies in endometrial cancer have demonstrated that metformin at a dose
of 850mg orally daily decreases phospho-AKT and phospho-S6rp in endometrial cancer tissue

samples as well as decreases circulating insulin and IGF-1 levels*

« Based on these considerations, we hypothesized that PI3K inhibition using metformin may further

enhance the activity of letrozole/abemaciclib in endometrial cancer

2025 ASCO PNl reesoureoer: Panagiotis A. Konstantinopoulos * Schuler et al. Cancer Med 2015, Soliman et al. Gyn Onc 2016

ANNUAL MEETING Prosantation is property of he sther and ASCO. Parimission regured 1or ieuse. Contsct parmiseions asce
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Eligibility and Endpoints

Key Eligibility Criteria Primary Endpoints

* Recurrent ER+ EC defined as 21% of nuclei by + Objective response (OR) rate (ORR)

immunohistochemistry (IHC
ry (IHC) * Progression-free survival 26 months (PFS6)

+ Endometrioid Histology
Secondary Endpoints

* No limit of prior therapies
* PFS and Overall Survival (OS)

* Any Prior Hormonal Therapy Allowed
» Toxicity

* Measurable disease by RECIST 1.1
Correlative Studies

* No prior CDK4/6 inhibitors : 5
« Pharmacokinetic (PK) analyses of metformin

* No current metformin use
* Molecular profiling via Oncopanel targeted NGS assay

* Progesterone receptor (PrgR) expression (IHC)

2025 ASCO 4ASCO25 sresenten sy: Panagiotis A. Konstantinopoulos ASCO smsrusne

ANNUAL MEETING Prasactmson 15 property of he withor sned ASCD Parminann redqured b reuse coreact prrmesaionsdDmseo o KNOWLEDGE CONQUERS CANCER
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Objective Response Rate (ORR)

Overall (N=25) n (%)

100
Best Response

CR
3 (12%) PR
Complete Response (CR) (1 unconfirmed CR but confirmed (a) 10 patients remain on protocol therapy s
& PD
PR) v
5 (20%) g
Partial Response (PR) 0
(1 unconfirmed) §
® 204
Stable Disease (SD) 2 6 months 7 (28%) ™
o
60 4
SD < 6 months 9 (36%)
-804
Progressive Disease 1(4%) e -
ORR 8 (320/ ) a Indicates patients still on treatment until cutoff date
0
RRARGR i s = AR
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Progression Free Survival (PFS)

1.004 1004 B s
“L.‘_l Overall Survival ol — o8
s 0759 |
X
8 * o > = .- |
~_’$ 0_50...---..-----..------------------------.l.: *PFS i T e
2 -
g :
3 '
0.25 b BT i e N NN i e s s e
- PFS .
-— 08 :
]
|
0003 3 & 9 12 15 18 21 24
Time Since Registration (months)
No. at risk (No. censored) e . . . ) . -
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Median PFS 19.4 months (median follow-up time 18.7 months)
Kaplan Meier estimate of PFS6: 69.8% (95% CI: 46.9% to 84.3%)
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Predictive biomarkers in endometrial cancer

Investigational

Established Exploratory Actionable Targets

TROP210

dMMR/MSI-H for the use of

anti-PD(L)1%%3 Folate Receptor a'°

HER2 for the use of anti-HER2 MDM2

i 2c8-10
therapies B7H4

ESGO 2025
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ADC in clinical development in endometrial cancer

ESGO 2025

Target Drug Linker DAR Payload Development Stage
Luveltamab tazevibulin (STRO-002) Valine-citrulline (cleavable) 4 SC239 (hemiasterlin) Phase 1
FRa
Farletuzumab ecteribulin (MORAb-202) Val-Cit 4 Eribulin mesylate Phase 1/2
XMT-1660 Polymer scaffold (cleavable) 6 AF-HPA/AF Phase 1b
B7-H4 SGN-B7H4V Protease-cleavable mc-vc linker 4 MMAE Phase 1
AZD8205 VS plptaw s withve PEGS 8 Topoisomerase | inhibitor Phase 1/2
spacer
Sacituzumab govitecan Hydrolyzable linker YA ;c;;))msomerase Wi los g - Phase 2
Trop-2 Datopotomab deruxtecan (Dato-DXd) Cleavable tetrapeptide-based linker ~4 Topoisomerase | inhibitor (Dxd) Phase 2
—— Belotecan-derived
MK-2870 (SKB264) sulfonyl pyrimidine-CL2A-carbonate 7.4 : : Phase 3
topoisomerase | inhibitor
Trastuzumab duocarmazine (SYD985) Mb-Val-Cit-PABC 2.7 Duocarmycin Phase 2
HER2 Trastuzumab deruxtecan (T-DXd) Peptide-based 7-8 Topoisomerase | inhibitor (Dxd) | Phase 2
, " Topoisomerase | inhibitor
DB-1303/BNT323 Maleimide tetrapeptide-based ~8 (P1003) Phase 1/2a
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MK 2870-005 /ENGOT-en23 /GOG3095

Treatment 2 ' | Follow-up ;
| 1 | |
PD
Key Eligibility Criteria: ‘ ‘MKoa7nb | Dy BICR | Dual Primary Endpoints
*  Histologically-confirmed > Am 1: MK-2870 £ « PFS¢
endometrial carcinoma or
caranosarcoma B
«  Radiologically-apparent 1:1 0s
gt oA N=710 ;
Secondary Endpoints
*  Prior platinum exposure AND
prior anti-l(’l?-1lanti~PD-L1’ * ORR?
exposure (given separate
orin comb%allon) in any / * DORY
settiné;;, Includlngd ; PD QoL
neoadjuvant or adjuvan 2
Inerapy. Low-ose piainum Am 2. TPC ¢ L N —
L or aelahon —| (doxorubicin or paclitaxel) > | Safety/Tolerabilty
not inciu .

Stratification:
*  MMR (dMMR vs pMMR)
TROP2 expression (low vs high)
»  Number of prior lines of therapy (<2 vs 3)
» Disease status at baseline per RECIST 1.1
by BICR (measurable vs nonmeasurable)
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DESTINY-Endometrial01/GOG-3098/ENGOT-EN24

Patient Population

IHC 3+25%; IHC 2+ 76% (capped)

Endpoints

A: Enhertu 5.4 mg/kg +

« HER2 expressing (IHC 3+/2+) EC by Rilvegostomig 750mg Q3W® Primary:
central test « PFS (BICR) in ITT
* pMMR EC by central test
« Stage I, Stage IV, or recurrent, VR. B: Enhertu 5.4 mg/kg + Secondary
histologically-confirmed endometrial Pembrolizumab 200mg Q3W* « 0S8
el , » PFS (Investigator)
* Stage Il must have measurable disease ' . » ORR
« Any histological subtype except for C: CarboplatmlPachtaxel + « PFS2
sarcomas Pembrolizumab® « HRQoL
» May have received 1 prior line of adjuvant/
necadjuvant chemotherapy (chemotherapy Futility analysis at 40% IF
and/ or chemoradiation) if recurrence = 6 Stratification factors:
months after last dose of chemo « HER? IHC 3+ vs 2+
* No prior exposure to ADCs or ICls » PD-L1 TAP 21% vs TAP <1%
« ECOGPS 0 or 1 » Asia vs Non-Asia TRASTUZUMAB-DERUXTECAN

a Treatment will continue until objective disease progression according to RECIST v1.1 as assessed by the Investigator and confirmed by BICR or until other discontinuation critena
Is met, whichever occurs first
b. Carboplatin AUCS, paclitaxel 175 mg/m2, and pembrolizumab 200 mg IV once Q3W x 6 cycles®, followed by maintenance with pembrolizumab 400 mg IV

1 ith
pembrolizumab will continue for up to 20 total cycles (approximately 24 months, accounting for combination and maintenance phases) or until other discontin@r@‘t,

whichever occurs first
C.*At the discretion of the treating Investigator, participants may continue to receive carboplatin, paclitaxel and pembrolizumab Q3W for up to 10 cycles.
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A Randomized, Open-label, Phase 3 Study of Sacituzumab Govitecan
Versus Treatment of Physician’s Choice in Participants With
Endometrial Cancer Who Have Received Prior Platinum-Based
Chemotherapy and Anti-PD-1/PD-L1 Immunotherapy

Key Study Endpoints
Primary Endpoint:
Key Eligibility Criteria + PFS by BICR Model C

« 0S
* Recurrent endometrial

carcinoma A o e Key Secondary Endpoints:
» Histologically confirmed Arm A: sacituzumab Govitecan » ORR by BICR
diagnosis of epithelial Dot ;nodr;g'etixm das +  Change from baseline and ENGOT EN26/MaNGO
endometrial carcinoma, ' TTdD in Physical Function as
including carcinosarcoma E_-‘&Q‘ assessed by EORTC-QLQ-C30 .
* Prior treatment with platinum- Arm B: Treatment of Physician’s d — ENGOT PI: Nicoletta
based chemotherapy and anti- —— Secondary Endpoints:
B - Choice (TPC) « PFSby INV Colombo
-(L)1 therapy. Doxorubicin 60 mg/m? IV on Day 1, every 21 days, or « ORR by INV
* Measurable or non-measurable Paclitaxel 80 mg/m? IV on Days 1, 8, and 15, every 28 y
disease days . SDOfR:tyCBR by BICR and INV
+ Safe
+ Change from baseline in GOG led StUdy
Stratification Factors GHS/QolL as assessed by . .
+  #of Prior lines of systemic therapy in any setting (£2 EORTC-QLQ-C30 Sponsor G 1 lead SC]enceS
vs 3)

«  Prior Anti-PD-(L)1 therapy (yes vs no)

Enrollment of participants who have not received prior
anti-PD-1/PD-L1 therapy will be capped at approximately
10%.
* Geographic region (North America/Europe vs
Asia/ROW)

|\ ENGOT

European Network of

M a N G O Gynaecological Oncological Trial groups
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non-MMRd disease

‘\’-. Paziente
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