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INTRODUCCION

El cancer de endometrio es el tumor ginecoloégico Las cifras del

mas frecuente. cancer en Espana ‘ 2026
Generalmente se detectan en estadios tempranos ( INCIDENCIA

80% ) y tienen un pronostico excelente pero las (Estimacion para 2026)*

pacientes diagnosticadas con enfermedad 301.884 NUEVOS CASOS DE CANCER

avanzada tienen una supervivencia estimada a 5 HOMBRES: 168.764 [l MUJERES: 133.120
anos de un 17-20%.
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4.8 Algorithm #8 - First line systemic therapy in unresectable stage ITI-IV or recurrent endometrial carcinoma with no prior chemotherapy except in the adjuvant
setting (including patients with residual disease after surgery)

UNRESECTABLE STAGE II-IV OR RECURRENT ENDOMETRIAL CARCINOMA WITH NO PRIOR CHEMOTHERAPY EXCEPT IN THE ADJUVANT SETTING

v v
{ MMRd tumours } Non-MMRd tumours
|
v v
Symptomatic advanced disease OR Low-grade ER+
rapidly growing recurrent disease Low volume /asymptomatic advanced disease OR

slowly growing recurrent disease

l v

Chemotherapy™ +ICl in L Chemotherapy® Endocrine therapy
combination, followed by ICI [ Chemotherapy contraindicated [L.A]
as maintenance therapy® |
[L.A] . . 2SS N i ;
1 | .
: 1 Addition of ICI to Addition of ICI to chemotherapy, + MPA or MA Aromatase inhibitors
1 : chemotherapy, followed by followed by ICI +PARPi as o [111, A] Tamoxifen
: | ICI as maintenance therapy® maintenance therapy® ICI (+ PARP) contraindicated [Iv.C]
| 1 [1. B] [L B] : 1 I
: + T T h 4 : 1
i . 1 1 1
: Recurrent EC with prior I 1 Patients with HER2 3+ tumour: addition : 1
" chemotherapy (adj/neoadj setting): : : of trastuzumab to chemotherapy 1 I
1 pembrolizumab + lenvatinib | 1 [1L, B] 1 :
I [111, C] I I ! I
I I I i ! I
! I I | ! I
X ¥ v \ 4 | |
: ____________ Surgery or definitive EBRT * brachytherapy in patients responding to systemic treatments W‘ : ___________ 1
[V, B] )

DThe standard chemotherapy regimen is carboplatin + paclitaxel.

ZImmune checkpoint inhibitor (ICI): dostarlimab or durvalumab or pembrolizumab (drugs in alphabetical order).
DICI: dostarlimab or pembrolizumab.

@ICI + poly[ADP-ribose) polymerase inhibitor (PARP{): 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
deﬁdency; NSMP no_s-specific molecular profile.

Supplement to: Concin N, Matias-Guiu X, Cibula D, et al. ESGO-ESTRO-ESP guidelines for the management of patients with endometrial carcinoma: update 2025. Lancet Oncol 2025; 26: e423-35







p MMR ....UNA ENTIDAD MUY

HETEROGENEA

P53 ABNORMAL:

- Subtipo de peor prondéstico,
15% de los canceres de
endometrio pero supone el 50-
70% de la mortalidad.

- Mas agresivos y enfermedad maés
avanzada al diagndstico

- Aprox 20% sobreexpresion de
HER2

- Tiene un alto nimero de
alteraciones somaticas.

- El p53 mutado es mas frecuente
en determinadas histologias:
93% seroso, 85%
carcinosarcomas y 38% células
claras.

- Se detecta por IHQ: mutado
1implica la sobreexpresion del p53
asi como la ausencia de tincién
del mismo.

- HRD es mas prevalente en los
tumores p53 mutados.

NSMP:

- Es un subgrupo muy
heterogéneo, y el subgrupo mas
frecuente ( 50% aprox ).

- Se caracterizan por p MMR,
p53 wild type y ausencia de
mutaciones en POLE y suelen
expresar RH ( con una
expresion variable ).

- Subtipo de pronéstico
intermedio.

- Marcadores como L1CAM (
sobreexpresion ), negatividad
de los RH, mutaciones en
CTNNB1 o la amplificacién del
cromosoma 1q, se estan
proponiendo como marcadores
para una mejor estratificacién

del riesgo del subtipo NSMP.

Progrossion-free survival by ProMisl molecular subgroup

Progresson-tee sl (PFS;

Endometrial carcinoma
|
[ |
Hotspot POLE POLE wild-type/
ED mutation non-hotspot mutation

Loss of MMR protein
expression (IHC) and/,
or MSI-H (NGS)

MMR-
proficient

Aberrant p53
(IHC) or TP53 95.?:] P53
mutation wild-type

MMR-deficient/

Maolecular subtype MSI-H




Recurrence-free survival

Within the NSMP subclass, ER-neg stand out
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Within molecular classified EC,
ER-neg NSMP behave like

pS3abn...
ER-pos NSMP
ER-neg NSMP —
= POLEmut
= MMRd
1 == p53abn
NSMP ER-pos
| == NSMP ER-neg P.<0.0001
0 ; 2 3 ; 5




RUBY

/r Eligible patients \

+ Histologically/cytologically proven advanced or
recurrent EC

+ Stage NIV disease or first recurrent EC with
low potential for cure by radiation therapy or
surgery alone or in combination

+ Carcinosarcoma, clear cell, serous, or
mixed histology permitted

+ Naive to systemic anticancer therapy or had a
recurrence or PD 26 months after completing
systemic anticancer therapy

+ ECOG PS 01

& Adequate organ function /

Stratification

MMR/MSI status
Prior external pelvic radiotherapy
Disease status

R1:1

Dostarlimab IV 500 mg

Carboplatin AUC
5 mg/mL/min
Paclitaxel
175 mg/m?2
Q3W for 6 cycles

Placebo IV
Carboplatin AUC
5 mg/mL/min

Paclitaxel
175 mg/m?2
Q3W for 6 cycles

Dostarlimab IV
1000 mg

QE6W up to 3

years?

Placebo IV

QEW up to 3
years?

Primary endpoints

* PFS by INV per
RECIST v1.1
+ 0S

Secondary endpoints
* PFS by BICR
per RECIST v1.1
PFS2
* ORR
+ DOR
« DCR
+ HRQOL/PRO
« Safety




Overall population

1007 HR, 0.69
(95% Cl, 0.54-0.89)
80 P=0.002
=
= Median follow-up, 37.2 mo
>
% 60
°
£ 40+
z
©
0
[=]
a 204
Median (95% CI)
Dost + CP: 44.6 mo (32.6 mo—NE) —+—Dost + CP
0+ PBO+ CP:282 mo (22.1-35.6 mo) —PBO + CP

T T T
0 4 8 12 16 20 24 23 32 36 40 44 48

Months from randomisation
No. at risk (no. of events)

Dost+CP 245(0) 232(9) 211(27) 198(40) 184 (51) 175 (60) 164 (71) 146 (86) 118 (98) 70 (104) 37 (107) 6(108) 0(109)
PBO+CP 249(0) 239(8) 223(23) 197 (47) 166 (74) 143 (97) 127 (111) 117 (120) 96 (127) 53 (134) 22(142) 4 (144) 0(144)

MMRp/MSS OS

Probability of PFS, %

100
MMRp/MSS PFS HR, 0.79
100 p (85% CI, 0.60—1.04)
Mominal P=0.0423
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EC
(histological sumype independent)

POLs status

POLe non- pathogemc
MMR status - MMRp 10

- HR, 0.55
08 (95% CI, 0.30-0.99)
Integrated diagnosis E
Prevalence in RUBY, % " a
(M) 128% m0) 2210% pve) it %5 06 Dostarlimab + CP
Results of local (IHC, NGS, PCR,
Diagnostic test WES or central test (IHC) provided tml WES J
RUBY al randomization §.
——— =04
K-
o N
Q :
Qo2 -
o Placebo + CP '17 8%
0 :

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38
At risk Months from randomization

D+CP 47 39 38 34 27 22 20 20 18 17 11 10 4 3 3 3 0 0 0 O
PBO+CP 41 37 31 26 13 8 7 7 6 6 5 4 1 0 0 0 0 0 0 0O
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Dostarlimab + CP 95% C| 0.2 89 Dostarlimab + CP L]
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At risk Wicsalvi Trom dandomiation
o+CP AT 45 44 44 42 40 40 39 38 35 29 X5 1 12 % 5 3 1 0 0 D+CP 103101100 96 90 85 80 75 73 71 64 49 40 33 22 12 2 0 O ©
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Study Design

Key Eligibility Criteria _ Arm 1
LY SUdDELY LHera N =816 Placebo IV Q3W + - fmn} S
» Measurable stage IlI/IVA or (591 pMMR, Paclitaxel 175 mg/m?IV Q3W + acebo

measurable/nonmeasurable stage |VB or 225 dMMR)
recurrent endometrial cancer

Carboplatin AUC 5 IV Q3W

for up to 14 additional
cycles

for 6 cycles

 Pathology report showing results of
institutional MMR [HC testing

« ECOGPSO0,1,o0r2 Arm 2 Arm 2

Pembrolizumab 200 mg IV Q3W + Pembrolizumab
* No prior chemo except prior adjuvant chemo Paclitaxel 175 mg/m21V Q3W + 400 mg IV Q6W
if completed 212 mo before study Carboplatin AUC 5 IV Q3W

for up to 14 additional

Stratification Factors for 6 cycles cycles

Endpoint
- dMMR vs pMMR =ChoIs o |
* Primary: PFS per RECIST v1.1 by investigator in pMMR and dMMR populations

_ _ » Secondary: Safety, ORR/DOR per RECIST v1.1 by BICR or investigator by treatment
* Prior adjuvant chemo (yes vs no) arm and MMR IHC status, OS in pMMR and dMMR populations, PRO/QoL in pMMR
population, and concordance of MMR |HC testing at institution vs centralized

« ECOG PS (0 or 1 vs 2)

Median follow-up:
* |A1 data cutoff date of December 16, 2022: dMMR cohort, 12 months; pMMR cohort, 7.9 months
 Current analysis data cutoff date of August 18, 2023: dMMR cohort, 20.6 months; pMMR cohort, 15.8 months




A) Events, Median PFS  HR (95% CI), A) Follow-up
n/N (95% Cl), mo P-value® Events, Duration®, median Median OS HR (95% CI)",
n/N (range), mo (95% Cl), mo P-value®

Pembro+ CT  85/294 19.5(13.1-28.0) 0.64 (0.49-0.85)
Placebo + CT  122/294 11.0(8.0-11.5)  P=0.0008 Pembro+ CT 77208 157 (0.5-454) 28.9(26.5-NR) 0.80(0.59-1.08)
Placebo + CT 92/2909  15.0(0.9-456) 28.7(24.0-34.6)  P=0.0683

100 100 4
2 90- 90 -
E 80 - 80 4
:.% 70 - E 70 -
s DOF 3 B0 -
E 50 - & 501
£ 404 T 40-
@ 30 g 30 -
@
'g-, 20+ 20 1
a 107 10 -
D T T T T T T 1 D L] I L) I I L) I 1
0 B 12 18 24 30 36 42 0 6 12 18 24 30 36 42 48
Time from Randomization, months . Time from Randomization, months
No. at risk : No. at risk
- - 2 - 2 ; - MFembro + GT 200 =71 1G9 pa =) A7) 14 11 3 u]
:,':,T:,;z N E; ;E: 1:5 E ‘212 91 E f; a Placebo + CT 299 268 159 89 47 13 7 2




DUO-E

Front Line Metastatic OR Recurrent — DUO-E

Patients

Newly diagnosed FIGO 2009
Stage III/IV or recurrent
endometrial cancer (measurable
disease if newly diagnosed Stage
Il disease)

Known MMR status

Naive to first-line systemic
anticancer treatment for advanced
disease

Naive to PARP inhibitors and
immune-mediated therapy
Adjuvant chemotherapy allowed if
212 months from last treatment to
relapse

All histologies except sarcomas

Stratified by:

MMR status (proficient vs deficient)
Disease status (recurrent vs newly
diagnosed)

Geographic region (Asia vs non-Asia)

ENESMO GYNAECRLOGICAL CANCERS

Chemotherapy
phase

CPt (q3w)
+
Durvalumab
(1120 mg IV q3w)

CPt (gq3w)
i
Durvalumab
(1120 mg IV q3w)

Patients without disease progression

Placebos

Durvalumab
(1500 mg IV g4w)

Durvalumab
(1500 mg IV g4w)
+

Olaparib
(300 mg tablets

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

Primary
* PFS (RECIST per
investigator) in:
o CP+D armvs CP arm
o CP+D+0O armvs CP arm

Secondary

+ OS (key secondary)

« TFST, PFS2 and
TSST

« Safety

Post hoc
exploratory analyses
* MMR subpopulation
analyses of OS, TFST,
PFS2 and TSST
(DCO1)




pMMR (80% of population)

100
= Control Durva Durva+Ola
90 12 monoths OS: ITT populat|on (N=241) (N=238) (N=239)
80 59.4% Secondarv endooint: interim analvsis Events, n (%) 82(34.0) 85 (27.3) 52(218)
. 44.4% 11 3‘%’1}“5 ry point, y Median OS (95% CI)* months  25.0 (239-NR) NR(NR-NR)  NR (NR=NR)
40.8% e 12 months 0.7 (0.56-1.07); 0.59 (0.42-0.83);
o 60 31.3% . BL.7% St HR (85% CI) vs Controlt G U G 2
- ! % 70 &
@50 ! 20.0% 90 4 79.7% éggnf HR (95% Cl) vs Durvat 0.77 (0.53-1.10)
e a0 80 ) Overall data maturity 27.7%
g i .. .DUI'}I".&"'O'& 704 | Durva+0Ola
30 ! D 60 | : Durva
20 A I urva = 54 i : ¢
X I 8 ! H ontrol
107 | - # +Control 401 : !
! , 30 : !
0 T T T T T T T T f T T T T T T 1 ! 1
0 2 4 6 B 10 12 14 16 18 20 2 24 26 28 30 R 201 | :
No. at risk Months since randomisation 107 i .
Durva+Ola 192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0 0 \ \ \ i w ; w . w . w w
Durva 192 182 169 152 113 @3 79 53 36 31 27 15 8 7 2 0 0 0 3 6 9 12 15 18 2 % oa 30 3 %
Control 191 183 164 157 134 114 107 75 46 35 31 19 12 10 5 2 0 - Months since randomisation
Control Duva  DurvatOla e momomoomoomomow = e
(N=192) (N=192) (N=191) Contol 241 209 215 201 185 136 104 69 3 15 4 0 0
Events, n (%) 148 (77 1) 124 (64.6) 108 (56.5)
Median PFS (35% CI),” months 97(9.2-101) 99(94-125) 150(124-180)
HR (95% ClI) vs Controlf 0.77 (0.60-0.97) 0.57 (0.44-0.73)

HR (95% Cl) vs Durvat 0.76 (0.59-0.99)




CP + durvalumab vs CP

PD-L1 expression* Positive (TAP score 21%) B ] 0.71(0.53-0.95)
Negative (TAP score <1%) e 0.95(0.61-1.45)
Unknown! NC (NC-NC)™

POLEm and TP53m status'+ POLEmM NC (NC-NC)™
TP53m ——| 0.80(0.57-1.11)
TP53 wild-type ———— 0.69 (0.44-1.04)
Unknown! 1.05 (0.56-1.96)

HRRm status'$ HRRm : ) 0.45 (0.23-0.87)
Non-HRRm —— 0.82(0.61-1.08)
Unknown! 1.05 (0.56-1.96)

CP + durvalumab + olaparib vs CP

PD-L1 expression* Positive (TAP score 21%) —— 0.44(0.31-0.61)
Negative (TAP score <1%) 0.87(0.59-1.28)

Unknown! NC (NC-NC)™

POLEm and TP53m status'* POLEmM NC (NC-NC)"
) TP53m ——— 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! 0.74(0.37-1.45)




DIFERENCIAS EN LOS
CRITERIOS DE INCLUSION

Carcinosarcoma

Tiempo desde QT > 12m > 6m >12m
ady/neoady

Duracion 2 anos 3 anos Hasta PD o
mantenimiento toxicidad

Inaceptable




LEAP 001

Screening period
]

(H=875)
I, stage IV,

end
th measurabl
radiographically

Treatment period
|

Posttreatment

follow-up
1

Pembrolizumab 200 mg IV QIW +
lenvatinib 20 mg orally QD

H-306 (pMMR) plus -132 dMMR patients?

ENSAYO NEGAT

PFS (%)

pMMR Population

Events, HR
n/N (95% CI)
Lenvatinib plus 224320 0.99
pembrolizumab (0.82 10 1.21)
Chemotherapy 187/322

Median (95% CI), mo
9.6(8.2t0 11.9)
10.2 (8.4 to 10.5)

124.0%

407 117.3%

30 :

20 R s e R TTRT )

10 |-

0 T T T T T T T ; T T T T T T T T T 1

0 3 6 9 12 15 18

Mo, at risk |Ne. censored]

21 24 27 30 33 36 39 42 45 48 51 54

Time (months)

Lenvatinib plus pembrolizumab 220 1201 261 (10) 180 i@ 137 (2| 17421 88 (% 85 (1) GBI S4B 40N MM WA 2007 12 48| 63 24 ol o (0
1 Chematherapy 3221261 264 (28] 208 13) 112 {12) 73(51 54(31 36(1) 2903) 24411 T3] BE IO I3 86 20 1D 0@ 0io 0D}
1pr Paclitaxel 175 mg/m® IV Q3W «
- i ETTT
diuvant /necadiuv: carboplatin AUC & IV Qawe"
adjuva 1|1 neoadju P Q All-Comers
OLheTa
Events, HR
R} plus - 132 dMMR p. /N (95% CI)
100 Lenvatinib plus 271/420 0.91
pembrolizumab 076 t‘o 1.00)
90 + Chemotherapy 233/422
80
70 151.4% Median (95% Cl), ma
141.0% 12,5 (10.3 to 15.1)
60 : 10.2 (8.4 to 10.4)

PFS (%)

40 4
30 4
20
= ECOG (0 ¥8 1) 10 :
= r""':.'ﬁﬁl.lrﬁtll-f' |-| 0 T T T | T T T T T T T T T T T T T 1
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

- Priar ch
Time (months)

a2t risk Mo cenzored):

wnvatinib plus pembrolizumab 420 126) 336 (1) 268 (1) 203 (41 181121 16104 13842 11903 10413

90101 £30121 6210 SZUN 40113 /(4L 1208 4w 010 Dol
rematherapy 42213) 243 (420 208 141) 142 113) W00UT THEY BEMD) 4BI4 42011 4144 2T 20 /OO B G0 AW 1 0im il




ENGOT-EN5/GOG-3055/SIENDO (NCT03555422): A Randomized Double-Blind, Phase 3 Trial
of Maintenance With Selinexor/Placebo After Combination Chemotherapy for Patients With

Advanced or Recurrent Endometrial Cancer'?

Primary endpoint?
* PFS, per RECIST v1.1

Total patients enrolled

(N=263) Select secondary endpoints?
Tumor DANMGROL MY Mg 5O Qo « PFS by BICR, per RECIST v1.1
* Female adults with assessment' (60 mg PO QW if BMI < 20 kg/m?) . 0S

stage IV or first relapse . TFST
of EC PR/CR per RECIST R * HR-QolL: EORTC QLQ C30,
+ Received212weeks >  folowingprior —% —> EORTC QLQ-EN24, EORTC
of taxane-carboplatin chemotherapy EQ-5D-5L
* Prior surgery, Envoliment I_. , Predefined exploratory
radiotherapy, or January 2018-December 2021 e endpoints?
hormonal therapy
lowed __-_Hisiological subtype
« Molecular subclassification
(assessed by DNA sequencing
Stratification and IHC)
* Primary stage IV vs recurrent = TP53 mutation status
« PRvsCR - MMR status
- POLE-EDM

f Cancer, EQ-50-50. Quaity of Life Questonnare EuroQod-4
mdcn. PR partal response PROs. patent te0oried Oulcombs

pxn at Eurgean Socmty S M sl Precary March

ENGOT GOG ovoanoy

3| Presented by Vicky Makker, MD




Long-term mPFS of 28.4 Months in TP53wt Subgroup

1.00 .

0.75

Probability of PFS
L=
3

0.25

0.00

ONSGOLTY il v ENGOT  ES

HR: 0.44 (95

28.4 months (95% Cl 13.1-NR)

5.2 months (95% CI 2.0-13.1)

Cl1 0.27-0.73); One-sided nominal P-value = 0.0005

PFS calculation begins at initiation of maintenance therapy

No. at risk

Dats cutofl date: Aged 1. 7024

6 9 12 15 18 21 24

27 30 33 36 39

Months

1.00 4 - Selinexor (n=47): 39.5 months (95% CI 19.3-NR)
4.9 months (95% CI 2.0-NR)
HR: 0.36 (95% CI 0.19-0.71), One-sided nominal P-value = 0.0011
ENGOT | 0.75

PFS calculation begins at initiation of maintenance therapy.

Probability of PFS
o
b2
|

0.251
0.00 38.5 months of follow up
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months
Selir a7 42 36 33 30 28 24 24 24 17 13 13 6 4 2 0 0
23 14 10 10 B 8 8 7 7 7 3 3 3 2 2 1 1 1
Data cutofl date April 1, 2024
“Mokscubar status determined by sequencing | TPSee, neGh. TPAT mutant, nefT, pMMIR re 164 ) and if NGS not svalatie. by immunchstochemistry | TP ne 14, TP mutant, ne29, ph

od by Vicky Makker, MD




- IMPORTANCIA del subtipo molecular a la hora de elegir tratamiento,
sabemos que no todo pMMR es igual, tienen diferente comportamiento,
pronostico asi como respuesta a los tratamientos.

- Pero en RESUMEN: el nuevo SOC en Cancer de Endometrio avanzado o
metastasico en 1° linea es la combinaciéon de quimioterapia basada en
platino junto con Inmunoterapia ( salvo excepciones )




UNRESECTABLE RECURRENT DISEASE AFTER FIRST-LINE PLATINUM-BASED CHEMOTHERAPY

ICI as part of first-line

\ therapy?

v

[ MMRd tumours ]

[CI monotherapy
[111, A]

Pembrolizumab
and lenvatinib
[1, B]

Yes
ICl in second-line therapy
[ Repeat MMR testing ]
[ Non-MMRd tumours ]
Suitable for pembrolizumab
and lenvatinib?
h 4
Pembrolizumab /; stemic therapy: \
and lenvatinib y py:
[L, A] *  Chemotherapy [IV, B]:

N

o platinum combination

o or doxorubicin

o or weekly paclitaxel
Endocrine therapy [IV, B]
Patients with HERZ overexpressing tumours:
HER2 targeting strategies ([II, B], [1IL, B])@ ‘/




KEYNOTE 775

KEYNOTE-775: Phase 3 trial to compare the efficacy and safety of

lenvatinib + pembrolizumab vs. treatment of physician’s choice in
participants with advanced EC: Study Design

Key aligibility criteria
= Advanced, metastatic, or
recurrent endomietrial cancer
= Measurable disease by BICRE
= One pricr platinum-based CT=
= ECOG PS 0-1

= Tissue available for MME testing

Stratification factors

MMR status (pMMR vs dMMR) &

further stratification within phMR by

« Regon (1 Beope, USA, Canads, Austraka,
MNE, and sl vs 25 nesl of the wodd)

» EQOGFS (0 wva 1)

« Priar hisiony of palvic radiation {Y we M)

Lenvatinib
20 mg PO QD
L]

Pembrolizumab®
200 mg IV Q3W

Treat unbl progression or
unaccaptable foxicity

Primary endpoints
*PFS by BICR

05

Secondary endpoints
*0ORR

*HRQoL

= «PK

« Safety

Key exploratory

spepoin

SEgmors sy have recosved W o bao prior pleh rum based CT reginens H given in T neoadjuvant oF sdjuvant trestrant sabng. “Masiruem of 15 dosess. Sklasimm

parniabee doss of 500 mgied

BiCH, Birded dSepardenl Canfral Raves; CT, chancbherspy; ECDC PE Easler Coopembve Onecdagy Crous Pedcsrmansa Slabus:
LOR, o adisn of taspanss. HRGDEL , feslh o lated guabty al ife, sMAR, mema fepalic praleienl ORRA, alypstve Fespois rabo. PR pha s rel is




A pMMR Population

100
G0 -
80-
70+

Lenvatinib+

50+ L\\\
40- ‘H\ \HIT;FTIIbEGI.:umab

Percent of Patients without
Progression

301 "
204 Chemotherapy i k 4
-y
104 1 H
*l
0 T T T T T T
0 3 & 9 12 15 1% 21
Month

No. at Risk
Lenvatinib+ pembrolizumab 346

264 165 112 60 19 30 12
Chemotherapy 351 1

177 83 37 15 8 3 1

24

27

Median
Progression-free
Survival
(95% C1)
mo
Lenvatinib+ 6.6 (5.6-7.4)
Pembrolizumab
Chemotherapy 3.5 (3.6-5.0)

Hazard ratio for progression
or death, 0.60 (95% CI, 0.50-0.72)
P<0.001

A pMMR Population

=

0=
2
0
B
3=
40
30
20

104

Percent of Patients Who Were &Alive

Median
Creerall
Survival
[95% CI)

L2

Lenvatinib+ 17.4 [14.2-19.9)
Pembrolizumab

Chemotherapy 12.0 (10.8-13.3)

Lenvatinib+
pembralizurmakb

Chemotheara pM—L

Hazard ratio for death,
I" 0.68 |95% CI, 0.56—0.84)
P-0.001

i

Mo. at Risk
Lenvatinib+permbrolizumab 346 322
Chematherapy 151 319

1
& 9 12 15 15 i1 4

27
Maonth
285 232 160 1049 62 28 5 a

2B

201 120 M 33 11 3 0




Phase Il Study of Abemaciclib Plus Letrozole in Advanced or Recurrent Endometrioid
Endometrial Carcinoma: A GOG Partners Trial (GOG 3039)

KEY ELIGIBILITY
» Advanced (FIGO 2014 Ill or IV) or recurrent
endometrial cancer not likely to be cured by surgery or

Screening: submit pathology report
documenting endometroid histology

‘ radiotherapy
» ECOG performance status of 0-1
TREATMENT L
Abemaciclib 150 mg Ora”y twice dal'y = Must have endometrioid histology, any grade
+
5 di CIS .
Letrozole 2.5mg orally once a day Must have measurable disease by RECIST v1.1
(28-day cycle) » Allows for prior chemo in adjuvant setting for Stage I-llI;
chemo for Stage |V disease permitted if patient without
evidence disease and 6-month PFS since completion
of chemo before recurrence detected

Disease evaluations every 8 weeks for Primary Endpoint: PFS at 6 months

the first 32 weeks then every 12 weeks
until PD y Secondary endpoint: Objective response rate (ORR)

PFS & Overall survival (OS),Toxicity




Phase Il Study of Abemaciclib Plus Letrozole in Advanced or Recurrent Endometrioid
Endometrial Carcinoma: A GOG Partners Trial (GOG 3039)

Baseline Patient Characteristics 6-month PES rate 56.9%
] N (%) ;
e 1 (2%) Prior chemotherapy Chemeotherapy-naive
= i) 6-month PFS 46.7% 6-month PFS 71.4%
White 44 (86.3%) stage 1= 29.4% [ Stage 2= 60.2% Stage 1= 70.0% / Stage 2= 72.7%
Other 3 (5.9%)
Ethnicity Hispanic 6 (11.8%)
Non-Hispanic 45 (88.2%) Overall Progression Free Survival
Performance Status  [4] 30 (58.8%) 104 + cmrend]
1 21 (41.2%) ==z
1-2 46 (90.2%)
3 5 (9.8%) "1
Stage (FIGO 2014) | 30 (58.8%) . Median PFS 9.5 mos. (95% Cl 5.5-12.7)
1-1n 17 (33.3%) E 061
v 4 (7.8%) &
Prior Chematherapy Chemotherapy +/- 30 (58.8%) § 04 4
Radiation therapy
Mo prior chemotherapy 21 (41.2%) | .
Prior Lines of Therapy [ 189 (37.3%)
1-2 32 (62.7%)
0.0

T T T T
[} 10 20 30 40
PF3 Time

{months)




A randomized phase |l trial of everolimus and letrozole or hormonal therapy in women with advanced, persistent or
recurrent endometrial
carcinoma

(a)

:
H
3
&
GOG 3007
Arm 1 !Lé
Everoimus £
10 mg daly
Advanced (stage Ill o¢ 1Y) Levozole
porsistont of recurment 25 mg PO daly

measurable endometria One cycle = 28 days
carcinoma which is not
liledy 10 be curable by

surgery of radiotherapy

Am2
Tamoxifen

20 mg PO bid days 1-28
Medroxyprogesterone Acetate

200mg PO (days 8-14 and 22-28)
Ore cycle = 28 days

MN-Z002>2

Fig. 1. Schema

Proporton Are. Overall survivas




ENGOT model A, sponsor NSGO-CTU, NCT02730429

« Measurable/evaluable endometrial cancer

Placebo 125 mg days 1-21

* Primary stage 4 or relapsed disease Letrozole 2.5 mg days 1-28

« 21 prior systemic therapy

1:1

randomisation Repeated every 28 days until progression

« ER+ (210%) endometrioid adenocarcinoma

? EBBS ol Palbociclib 125 mg days 1-21
* No prior endocrine therapy except MPA and Letrozole 2.5 mg days 1-28

megestrol acetate

* No prior CDK inhibitor
\ / Primary endpoint: Investigator-assessed PFS (target HR 0.625, 80% power, 15% 1-sided a)
Secondary endpoints:
Stratification: * PFS in subgroups
+ No. of prior lines (primary advanced disease vs 1st relapse vs + Objective response rate, disease control rate, PFS2, overall survival
22 relapses) * PROs
« Measurable vs evaluable disease per RECIST « Safety and tolerability
Prior use of MPA/megestrol acetate

HR = hazard ratio; MPA = medroxyprogesterone acetate; PROs = patient-reported outcomes




Primary endpoint: PFS Secondary endpoint: Disease control rate’

100 1 HR=0 56 100 1~
: m Palbociclib + letrozole (n=33) m Placebo + letrozole (n=37
(95% C10.32-0.98) 91 (n=33) (n=37)
p=0.0376 80 -
Ea Median: 3.0vs.83mo |
< 3
o 50 -
L =]
Q. o
25
0 I | 1
0 5 10 15 Disease control rate
Number at risk Time (months)
Palbociclib + letrozole 36 21 14 Cl = confidence interval; HR = hazard ratio
_F’J?.E‘E.Qonf.l?l@.%ﬁ'.eﬂ-.-.. ...3.7.......... 17 10 * = at 24 weeks
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Figure 1

_ Microtubule
= inhibiticn

i
e

hMechanism of action of antibody-drug conjugates and promising targets in endomelrial cancer. FRo, folate receptor
alpha; HER2, human epidermal growth factor receplor 2; TROP2, trophoblast cell-surface antigen-2.




Target Drug Payload Mechanism of Action Linker
Proprietary belot
Sacituzumab Tirumotecn (MK-2870) rcp”:e?ir:alii: ecan Inhibition of topoisomerase | sulfonyl pyrimidine-CL2A-carbonate 7.4
SN-38 (irinot:
TROP2 Sacituzumab Govitecan (IMMU-132) “”"9 ecan Inhibition of topoisomerase | Acid cleavable 7.5
metabolite)
Datopotomab Deruxtecan (Dato-Dxd) Deruxtecan Inhibition of topoisomerase | Cleavable tetrapeptide-based linker ~4
AZD8205 MMAE (monomethyl Inhibition of topoisomerase | Val-ala peptide linker with a PEG8 8
auristatin E) spacer
GSK 5733584 / HS-20089 Exatecan derivative Inhibition of topoisomerase | Protease Cleavable 6
B7H4
SGN-B7H4V MMAE Multimodal Protease-cleavable mc-vc linker 4
XMT-1660 AF-HPA/AF inhibition of tubulin Polymer scaffold (cleavable) 6
polymerization
Trastuzumab Deruxtecan (DS-8201a) Deruxtecan Inhibition of topoisomerase | Peptide-based (enzime cleavable) 8
HER2 Trastuzumab Duocarmazine (SYD985) Duocarmycin DNA alkylation Mb-Val-Cit-PABC 2.7
I i cleavable maleimide tetrapeptide-
DB-1303/BNT323 P1003 Inhibition of topoisomerase | based 8
Inhibiti f tubuli
Mirvetuximab Soravtansine (IMGN853) DM4 Aot '°." 0. ubulin Cleavable 3.5
polymerization
Inhibition of tubulin
Luveltamab Tazevibulin (STRO-002) $C239 (Hemiasterlin) rton of Valine-citruline (cleavable) 4
polymerization
FRa Farletuzumab Ecteribulin (MORAb-202) Eribulin mesylate Inhibition of microtubules Valine-citruline (cleavable) 4
Rinatabart sesutecan ( Rina-5S) Exatecan Inhibition of topoisomerase | cleavable hydrophilic 8
ALt Exatecan Inhibition of topoisomerase | R 8




DESTINY-PanTumor02: A Phase 2 Study of T-DXd for
HER2-Expressing Solid Tumors

An open-label, multicenter study (NCT04482309)

____ Cervical cancer Primary endpoint

= = Confirmed ORR
+ olife (investigator)®

Secondary endpoints

- Advanced solid tumors not eligible
for curative therapy

« 2L+ patient population
« HER2 expression (IHC 3+ or 2+)

+ Local test or central test by * DOR®
HercepTest if local test not J - DCRe
feasible (ASCO/CAP gastric — + PFSe
cancer guidelines’)® n=40 per (& Pancreatic cancer . 03

. i " i cohort p—
:lig::r :dEHE targeting therapy plarinisd = T . Safety

{Cahorts with no ohjective LIS N S— L .
| reosmmers e T SNovioaz
were 10 be closed) « Nov 16, 2022

B /7% enroliment by local assessment
B Central conformation: IHC 1+ or 0= 20% (N=55)




ORR and DOR (lNV)* Eficacia en canceres ginecoldgicos HER-2 IHC 3+ e IHC 2+

. - Endometrial cancer: PFS and OS by HER2 status
Endometrial cancer
00
= 846
; 80 L |y -=g:|._— L8 ervemis, m (% 20 (00
Endometrial Cancer 4 E 8 08 = ) .
= [eo i - T . - e VO
o S h E gy T
-4 ‘U E il A £ f e
Prior 2L 45% g o _ £ 02 e £ 02
. ™ ; 00, : . ., 001 3 ; : ; ;
Prior 23[_ 32’5% = E 0 5 6 8 12 45 8 H ™M 27 M0 13 0 3 6 § 12 5 18 H M ¥ M B\
(=] 2|:| A0 Time trom first dose (months) Time from first dose (months)
PI"iCI r H e r_2 ttﬂ' 22 5% (] g Kumbar af sk, months Kumbsr at risk. manths
r Al g o# oI N w W M é 2 1 1 ] Al &l 3 .' ':l- ﬁ:“ 15 g 1 L i
E M3+ 13 12 M 0 W 8 8 § 0 HE 3+ 13
U IHC2+ 17 14 1 7 4 - i 2 1 [k
Total n in subgroup 40 13 17 4 5 1
n of responders 2 1 8 1 3 o0 T w [ w | b
Madian DOR, months MR NR 182 MNR 98 - N K& 7.3, NE} KR{7.3, NE| IE_ 2001
T B505151) 11045 303 . Hrh
a5 Cf 0.9, g.ﬁ. 3.':. 28, i 4 12 (08, NE) 1.2 (018, NE) 4 0208 NE)
% CF NE NE NE - KE - LI : 01 (28, ME) 10128, NE) I HR{4.2 ME)
HER2 status by ceniral lesting m ! . A m . L
*Similer ORR and DOR resulls were raponed by rewrospective independent cantral reviesw; Tmedian DOR rapc __\"":I"“:T-TI'-I*F ﬂlﬁ”‘-”" :.1.‘”“--1{? "ﬂln ke e

C1, confidenice interval; DOR, duration of response; HER 2, human apidanmial geoath factar recoptor 2 [HC, in

These data suggest that T-D)(d is a putentlal treatment for patients with these

gynecologic HER2Z-expressing tumors who have disease progression on prior therapy




Original Reports | Gynecologic Cancer

") Check for updates

9Efficacy and Safety of Sacituzumab Govitecan in Patients
With Advanced Solid Tumors (TROPICS-03): Analysis in
Patients With Advanced Endometrial Cancer

TABLE 1. Baseline Demographics and Chinical Characteristics

Characteristic SG (N = 41) Variable All Patients (N = 41)
Age at study entry, years, median (range) 68 (44-83) ORR {Cmflfr‘ﬂ(‘d CR + PR), No. (%) 9 (22)
Race, No. (%)
—— e 95% Ci 11 to 38
Black or African-American 1) _B_ﬁ'l overall FCS_ESLND_{%) - -
Asian 8 (20) i Confurned CR 0
orher 502 Confirmed PR 9 (22)
Not reported 6(15)
ECOG performance status, No. (%) . sD 18 (44)
0 18 (44) ) PD 8 (20)
1 23 (56) NE 2 (5)
Microsatellite mstability high, No. (%) Not assessed® 2010
Yes* 8 (20)
No 32 (78) Clinical benefit rate (confirmed CR + PR + 13 (32)
Not available 1(2) SD =6 months), No. (%)
Histologic/cytologic diagnosis, No. (%) 95% C1 18-48
Serous 17 (42) Time to response, months™
Endometnoid 20 (49)
Others 200 Median (range) 28 (1.4-58)
No. of previous anticancer regimen, No. (%) DOR. months™*
B 3 Median (95% CI) 88 (28 to NE)
2 13 32)
3 16 (39)
>3 9 (22)
IP\'evnws anticancer regimens, median (range) 3(1-6) I
Previous anticancer therapy type, No. (%)
Chemotherapy T T 41 (IO(T_
Hormonal ther.zey 502)
| 1immunotherapy 35 @8s) |
Targeted agents 26 (63)
Other 1(2)
Chemotherapy + 10.* No. (%) 35 (85)
Trop-2 expression
Medan H-score (range) 115 (0-245)

Alessandro D. Santin et al ;J Clin Oncol 42:3421-3429,2024




Study of Sacituzumab Govitecan Versus Treatment of Physician's Choice in
Participants With Endometrial Cancer After Platinum-Based Chemotherapy and
Immunotherapy (ASCENT-GYN-01/GOG-3104/ENGOT-en26)

Key Eligibility Criteria

* Recurrent, advanced or metastatic

endometrial carcinoma Key Study Endpoints
« Histologically confirmed diagnosis of

epithelial endometrial carcinoma, Primary Endpoint:
including carcinosarcoma * PFS by BICR
* Prior treatment with platinum-based
chemotherapy and anti-PD-(L)1 therapy Arm A: Sacituzumab Govitecan (SG) Key Secondary Endpoints:
» These agents may have been received - 10 mg/kg IV « 0S
separ.fatelu.;f seque_nnally or in N=520 Days 1 and 8, every 21 days « ORRbyBICR
combination and in any setting « Ch from basell d TTdD
» For pts who are ineligible for anti-PD- S oIS LSt
(L)1 therapy due to comorbidities, or if in Physical Function as assessed
anti-PD-(L)1 agents are not available as Arm B: Treatment of Physician’s Choice by EORTC-QLQ-C30
standard of care in any line of - mc,
* - >
treatment scconding to loca) Doxorubicin 60 mg/m? IV on Day 1, every 21 days, or Secondary Endpoints:

standards, prior treatment with an . 2 « PFS by INV
anti-PD-(L)1 agent s not required Paclitaxel 80 mg/m? IV on Days 1, 8, and 15, every 28 days y

* Up to 3 prior lines of systemic therapy, ° ORRbLyINV

with no more than 2 prior lines in the i

-
recurrent or advanced setting »  # of Prior lines of systemic therapy in any setting (< 2 vs 3) . (S;fety from baseline i
» Hormonal or hormonal-based «  Prior Anti-PD-(L)1 therapy (yes vs no) ange irom baseline In
therapies do not count as a line of «  Histology (endometrioid vs non-endometrioid) GHS/Qol as assessed by
therapy EORTC-QLQ-C30

* ECOGPSO-1




Safety and Efiicacy of Sacituzumab Tirumotecan (sac-TMT) in Patients with Previously
Treated Advanced Endometrial and Ovarian Cancer from a Phase 2 Study

N\ 7

SKB264 mAb Unkes !m
Cohort 8: Advanced EC (N=44) el |

Key inclusion criteria

+ Received at least 1 prior ling of platinum-
based therapy
+  Prior anti-PD-1/L1 therapy required for . :
MS-HGMMR patiens P’"“gg;“;ggl'g‘; y
.
+ ECOGPSOor Until disease progression RRECIST
sac-TMT (SKB264/MK-2870) progression, by investigator)
- ==>  unacceptable toxictyor  mep
S mglkg, Q2W withdrawal of consent Secondary endpoints
+ PFS,DoR, 08
+  Safety
Tumor assessment: m
*  Once every 8 weeks for the first 12 months, and every 12 weeks thereafter. ORR, % (o W1 ({5104
Baseline Characteristics in Endometrial Cancer cohort Confirmed ORR 27.3(12/44)
Category Subgroups
Ecoapay v wer TROP2 H-score >200 M7 (512)
0 31.8(14) "
ot istoloas % 68.2(30) Prior 10 37.5 (6/16)
Endometrioid 54.5 (24,
Danbo Wang, MD, PhD et al. Presented at ESMO 2024 Non-endometroid 318 514; EC cohort: 44 patients enrolled and followed for 217 weeks. DCR, % (nIN) 75.0(33/44)
S:Lﬂg;’;a/:;r?:ﬁed 2 g g; 22 (50.0%) remained on sac-TMT as of data cutoff date.
MMRIMS status, % (n) : Median follow-up was 7.2 months PR 41 (15f44)
EAMRASS or ML 705 1) sD 40.9 (18/44)
Unknown/Not tested 271.3(12)
TROP2 IHC H-score,* % (n) DoR
>200 271.3(12)
Prioflzi?gs of systemic therapy, % (n) — Median (range)« months 5.7 (3‘3, 7‘4+)
1 477(21)
>2 52.3(23) PFS
Prior 10 therapy, % (n)
Yes 36.4 (16)

No 53.6(26) Median (95% Cl), months 5.7(3.7,94)




MK-2870-005/ENGOT-en23/GOG-3095/TroFuse-005

A Phase 3, Randomized, Active-controlled, Open-label, Multicenter Study to Compare the Efficacy and Safety of
MK-2870 Monotherapy Versus Treatment of Physician’s Choice in Participants With Endometrial Cancer Who Have
Received Prior Platinum-Based Chemotherapy and Immunotherapy”

Study Schema: / \
Key Eligibility Criteria: Dual Primary Endpoints
MK-2870 .
4 mg/kg IV Q2W * PFS* (BICR)
v" Histologically-confirmed endometrial /’/ &/%8 . 0S
cancer g
v Radiologically apparent measurable Random zation
1:1 -
or non-measurable disease N=710 o Secondary Endpoints
. . . N Treatment of Physician’s + ORR
v Prior platinum exposure AND prior \\ Choice (TPC)
anti-PD-1/PD-L1 exposure (given AN - b * DOR
: : - : Doxorubicin 60 mg/m? IV Q3W or
separately or in combination), in any \ paclitaxel . QoL
setting N 80 mg/m? IV Q4W i
(3 weeks on, 1 week off) K Safety/Tolerability /
Stratification:
< MMR (deficient MMR or proficient MMR) *Futility Analysis for PFS is planned to ensure a
<+ TROP2 expression (high or low/negative), per immunohistochemistry (IHC) S | th hold of effi is bei t Ivin th
< Prior lines of therapy [<2.or3) minimal threshold of efficacy is being met early in the
++ Disease status at baseline per RECIST 1.1 as assessed by BICR (measurable vs non-measurable) conduct of the study

NCT06132958




Datopotamab deruxtecan (Dato-DXd) in patients with Ovarian or Endometrial Cancer:
Results from the Phase 2 TROPION-PanTumor03 Study: Study Design

A Phase 2, open-label, global study (NCT05489211) evaluating Dato-DXd as monotherapy and in combination with various anticancer agents across

several tumour types
Here, we present results of Dato-DXd monotherapy in the endometrial cancer cohorts

Endometrial cancer (TROP2 expression unselected)

Advanced/metastatic endometrial carcinoma
All histologies (except sarcoma)

ECOGPS0or1
Progressed on 21 line of platinum chemotherapy but no more than 2 lines
of therapy for advanced or metastatic disease

Qaknin A. et al. Presented at ESMO 2024

N=35

Dato-DXdf
6 mg/kg IV Q3W

|

Date-DXa: Humarsad it TROPZ igG!
PRGNS o

Endpoints
Primary
* ORR by investigator
per RECIST v1.1
« Safety & tolerability

Secondary

» PFS,DoR, DCR by investigator
» PK and immunogenicity

Exploratory
- 0S
* Biomarker analyses




As of June 14, 2024, median duration of follow-up* was 13.6 months (range 2.1-19.6) in the endometrial cohort

Waterfall plot: best change from baseline in target lesion size'

Endometrial (N=40)
60 |
Confirmed ORR, % (95% Cl) 27.5(14.6-43.9) a0,
Best overall response, n (%) 20
CR 1(2.5) g g |
PR 10 (25.0) g g
SDf 23 (57.5) Ec
PD# 5(12.5) -3'_% -20
NES 1(2.5) gy o
g g -40 |Best objective response
Median time to response, months % HCR
(range) 2.8(14-42) @ 60 bR
S0
Median DoR, months (95% Cl) 16.4 (7.1-NC) -8y —
DCR at 12 weeks, % (80% Cl) 57.5 (46.1-68.3) -100 | HINE
Median PFS, months (95% CI) 6.3 (2.8-NC)

Qaknin A. et al. Presented at ESMO 2024




RAINFOL™-01 study (GCT1184-01)

Objective: To evaluate efficacy and safety of Rina-S in patients with advanced or recurrent endometrial

cancer (a/r EC) from

dose-expansion cohort B2 of the phase 1/2 RAINFOL™-01 study (NCT05579366)

RAINFOL-01: Rina-S Phase 1/2 Study (NCT05579366)

Part D:
. Part B®: Part C: Snlbrehul Part F: :
e PirtLA‘ = Monotherapy Dose Expansion Monotherapy (‘Gi‘“t?_' bl Monotherapy Cohort B2 - EC Dose Expansion
o e in Advanced OC, EC, NSCLC PROC Cohot i 7 A EC Cohort
in OC and EC Sludy Endpoinls
Multiple Tumor | . : __ ; Safety and tolerability (primary)
prpcs‘ - Cohort B1: Single-arm, COTQV‘ D1: Single-arm, . PN
g ocC Phase 2 PSOC Bhasa 2 Antitumor activity (secondary)
Rina-S r 100 mg/m* [Enrolling] Rina-S + Carbo [Enrolling)
100 and 120 E Cohort B1: {Encoliing) Key inclusion criteria
mg/nr B oc * Histologically or cytologically
b!-"':l‘flﬂ for 120 mg/m’ Cohort D2: confirmed metastatic or unresectable
further = PROCYPSOC ECe
evaluation Cohort B2¢: 3 100 ':"292'{"1 Rina-S + Bev
EC N (n=22) Prior platinum-based chemotherapy
120 mg/m? (n=21) and a PD-(L)1 inhibitor, unless
[non-randomized] Cohort D3: ineligible or refused by the patient
]
& 120 mg/m? Le ECOG PS 0-1
Cohort B3: (n=21) Rina-S + Pembro -
EGFR-mutant Measurable disease per RECIST v1.1
r\:SL(JIL‘tl Adequate hematologic, hepatic, renal,
— and cardiac function
Content of this presentation is copyright Rna.smu lm? n,:zz Rm.s 120 Pm3 n:y ———
Ira Winer et al. Presented at ASCO 2025 el el m-"'
Median on-study folow-up?, mondhs (5% Cl) 17(1244) 98(18114)
Confrmed ORR"
g 500(82:118) A1(298649)
% (6% 0) - Al
Confirmed response, n (%)
CR 208.4) 0
PR 9(409) 16(47.1)
$0 11500) 13(382)
NE 0 1(29)
DCR, % (%% C1) 100 (84.6-100.0) 85.3(639-85.0)




BLUESTAR! first-in-human study :

Safety and Preliminary Efficacy of P-Sam in patients with a/r Endometrial Cancer:

Key inclusion criteria:

Patients aged =18 years

ECOGPSOor1

Advanced or metastatic EC

B7-H4-positive tumor as measured by IHC
Measurable disease per RECIST v1.1
Progressed after available SOC therapy

No prior treatment with TOP1i

Median age (range), years
Race, n (%)
White
Asian
Other®
ECOGPS0/1,n (%)
Median number of prior treatment

62.0 (52-78)

17 (56.7)
10 (33.3)
3(10.0)

15 (50.0) / 15 (50.0)

2.4 mgl/kg
n=35

65.0 (47-81)

24 (68.6)
8 (22.9)
3(8.6)
20 (57.1) / 15 (42.9)

Stéphanie Gaillard et al. Presented at 5GO 2025

20l o

regimens (range) 1.0 (1-2) 1.5 (1-5)
Prior platinum, n (%) 29 (96.7) 32 (91.4)
Prior PD-(L)1 inhibitor, n (%) 19 (63.3) 22 (62.9)
Histology type, n (%)
Endometrioid 7 (23.3) 12 (34.3)
Serous 7 (23.3) 5(14.3)
Carcinosarcoma 5(16.7) 4 (11.4)
Clear cell 2(6.7) 0
Othert 9 (30.0) 14 (40.0)
% tumor cells expressing
B7-H4, median LA i
‘clinicaltrials. gowstudy/NCTOS 123482
Confirmed ORR:

1 2.0 mg/kg: 9/26 (34.6%)
1 2.4 mg/kg: 10/26 (38.5%)

RECISTV1.1 respones

Best percentags change from baseline In
targot losion size (%)

-100.

RECISTv1.1 responsa Illl I I
1 NEEEN

B7-Hé axpression ]

L] | HEN ENNEN OE N ] L] ”
prior PO~ innioieor | T CHECEC N HENNEENNCNNENERC R ENNEEC NEEEEN

|
Her
]

|
so
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BEHOLD-1:

A 2-part, open-label, global, Phase 1 study with randomized dose optimization

Eligibility criteria

-Aged 218 years

= Histologically
confirmed advanced
solid tumor

-ECOG PS 0-2

*21 measurable target
lesion (RECIST v1.1)

= No prior B7-H4 therapy

Phase 1B only:
*PROC*: 1-3 prior LOT
«ECT: 1-3 prior LOT
*No prior TOPI

Phase 1A: Dose Escalation

Advanced solid tumors

Phase 1A: Main findings

*N=44 patients; DCO July 1, 2025
*MTD was not reached
*MAD was determined as 5.8 mg/kg Q3W

Scan QR code for more Phase 1A data

Phase 1B: Dose Expansion/Optimization
PROC

2.8 mgkg Q3W, (n-30-50) |

4.8 mg/kg Q3W, (n-30-50) |

[ 5.8mglkg Q3W, (1-30-50) |

Recurrent/advanced EC

o_r{ 2.8 mg/kg Q3W, (n-30-50) |
~{ 48mgkg Q3W, (1-30-50) |

Mo-Rez 4.8 mg/kg (N=12)

+001 CcORR*: 67% (95% Cl: 35, 90)

Expansion at
recommended

dose informed by
totality of data




CONCLUSIONES

- En p MMR el SOC en 1° linea es la combinaciéon de CBDCA-paclitaxel con ICI
,....PERO el subtipo molecular es MUY IMPORTANTE para la eleccién del
tratamiento de las pacientes ( diferente comportamiento, prondstico y respuesta
a los tratamientos ).

- En 2° linea:
- * No tratadas previamente con ICI: Lenvatinib-Pembrolizumab.

- * S1ICI previo: EC /QT /ANTIHER2/ ADC

- La terapia hormonal es un tratamiento a tener en cuenta en pacientes con
enfermedad de bajo volumen, de lento crecimiento, pacientes con
comorbilidad,...etc

- BUSQUEDA NECESARIA de BIOMARCADORES, sobretodo para ayudarnos a
estratificar mejor estos tumores y desarrollo de nuevas terapias.
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