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Las cifras del 2024
cancer en Espana

* El cdncer de endometrio es el tumor ginecoldgico mas INCIDENCIA

(Estimacion para 2024)*

286.664 NUEVOS CASOS DE CANCER
HOMBRES: 161.678 MUJERES: 124.986

frecuente.
* Generalmente se detectan en estadios tempranos ( 80% )
y tienen un prondstico excelente pero las pacientes

diagnosticadas con enfermedad avanzada tienen una Praoe) (36.395)
supervivencia estimada a 5 afos de un 17-20%. B @ @ CoLON
* 25-30% son dAMMR/MSI-H. >90% son esporadicos. :7;:: z::;
 Estadificacion FIGO 2023 (22483) e e (10285)
* FR:obesidad, HTA, hiperinsulinemia, nuliparidad, 18247 @ grq%o

menarquia precoz, menopausia tardia, tamoxifeno, sdmes
hereditarios.

L setimac ki ne Inciipe los efec tod de o pondemia de COVID-I
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Two Pathogenetic Types of Endometrial Carcinoma

Jan V. Bokuman, M.D,

Department of Gynecology, N. N. Peirov Research Institute of Oncology, USSR Minisiry of
Health, Leningrad, USSR

Received May 6, 1981

2 subtipos principales:

* Tipo 1: endometrioide bajo grado (grado 1y 2),
RH +, precedido de hiperplasia atipica. 80%,
prondstico excelente. Mutaciones + Frec: PTEN,
PI3KCA, KRAS, FGRF2, CTNNB1, MSI y ARID1A.

* Tipo 2: alto grado, histologia no endometrioide (
serosos, céls claras,..), RH -, peor prondstico.
Mutaciones + Frec: p53, HER2, CDH

Typel Typell
i None
hypedipidaemia, hyperglycaemia, and
increased. concentrations
Grade Low High
Hormone receptor expression  Positive Negative
Histology Endometrioid Non-endometrioid (serous,
clear-cell carcinoma)
Genomic stability (Dfﬂd)d. frequent microsatellite instability  Aneuploid
(40%)
TP53 mutation No Yes
Prognosis at
5years)
Table
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Integrated genomic characterization of
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Proteomic-based molecular characterization

Image adapted from Cancer G A as R Network et al. Natue. 2013.407:67-73.

Paso del modelo duadlista ( Bokhman ) a la
caracterizacion molecular del TCGA
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POLE MSI Copy-number Copy-number
ultramutated hypermutated low, MSS high, serous-like

Mutation load

Somatic copy number _

alterations load
Histology Endometrioid Endometrioid Endometrioid Serous and
endometrioid
Grade OoOm OOm OO | ’

PI3K alterations 407 Log-rank p=0.02

Progression-free survival (%)

~—— MSI (hypermutated)
—— Copy-number low (endometrioid)
. —— Copy-number high (serous-like)
TP53 mutation 35% 5% 1% >90% 0 : : : : : :
0 20 40 60 80 100 120
Prognosis Excellent Intermediate Intermediate Poor Months

KRAS mutation _ 20+ — POLE (ultramutated)

Los subtipos moleculares se
correlacionan con el prondstico

Morice P et al Endometrial Cancer. Lancet 2016; 387: 1094-108




MMR IHC missing
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Fig. 2. The ProMisE algorithm divides endometrial cancers into four distinct molecular
subgroups that are similar to TCGA.

Jamieson, A., Molecular classification in endometrial cancer: opportunities for precision
oncology in a changing landscape. Cancer, 2022;128(5):2853-2857.
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MOLECULAR SUBTYPES OF ENDOMETRIAL CANCER

Subtype with a poor Subtype with an intermediate Subtype with a good Subtype with an intermediate
prognosis. prognosis. Prognosis. prognosis.*
© IHC staining
(MLH-1, MSH-2, MSH-6,
© IHC staining .
(at | pS3 staining PMS-2 proteins)
pattern) e o NGS
= PCR-MSI 5-panel marker -
°"r;';:d" (BAT-25, BAT-26, MONO- OSenger sequencing z
athe ) 27, NR-21 and NR-24) &
= larger NGS-MSI and PCR- =
MSI panels
I 2
Chemoradiotherapy Chemoradiotherapy
Scha ool S baiaton ey oo SN e O Radiation theragy
+ DDR targeting agent + PD-L1|PD-1 inhibitor + Hormonal therapy

Galant N, et al Molecular Classification of Endometrial Cancer and Its Impact on Therapy Selection Int. J. Mol. Sci. 2024, 25, 5873




POLE status

MMR status

p53 status

Integrated
diagnosis

Endometrioid Endometrial Carcinoma (EEC),?
Serous Endometrial Carcinoma (SEC), Clear Cell Carcinoma (CCC)?

S — _— —_—

A v
: POLE Wildtype or
POLE pathogenic thogenic
l Molecular testing not done
l l or inconclusive
MVR deficient MVR proficient |

EEC, NOS
SEC, NOS
CCC, NOS
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POLE stats®

MMR status®
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Carboplatin-Paclitaxel is standar of care in 1st line endometrial cancer jum%ﬂ( PAR]K

GOG 209 'w""’n"""'l 'I‘ "I"“ s"l “"“'I
Regimen |
Daxorubicin 10
45 mgim’ IV day 1
] Cisplatin o8
50 mg#e day 1 o8
Pacitaxol
3 160 mgaT¥ o2y 2 o7
GCSF 08
Repoated overy 21 days for 7 oycles 05
I
04
Regimen Il i 03
Carboplatn
AUC 61V day 1 021 Median PFS(months)
e e mg cay 011 13.5vs 13.3 HR=1.03
Repeated every 21 days for 7 cycles 00 T T T T T
- 0 12 24 8 48 a0
Filgrastim (G-CSF. Neupogen) 5 mcghkg days 312 or Pegfilgrastn (G-CSF) 6 mg day 3
Manths on M
Fgure 2

ESTUDIO DE NO INFERIORIDAD->NUEVO ESTANDAR DE TRATAMIENTO
CBDCA-PACLITAXEL

Miller et al, Gynecol Oncol 2012; 125: 771-773
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Progression of MSI-H cases
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EC is the solid tumour with the greatest
percentage of MSI-H cases: 31%

)

25-30% d MMR
>90% esporadicos.Sdm
de Lynch

IHQ:pérdida de expresion

de MMR
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¢ Donde
estan las
MMR ?

Keynote-158 NCT02912572 GARNET PHAEDRA
Treatment Pembrolizumab Avelumab Dostarlimab Durvalumab
Phase 112 2 12 2
Population Previously treated dMMR- dMMR recurrent EC Previously treated Advanced dMMR EC, 0-3 prior

recurrent or persistent EC recurrent/advanced dMMR EC therapies
Patients, n 94 15 143 35
[oRR, % 50% 27% 45% 47% |
13.1 mo 6.0 mo
mPFS (95% C1, 4310 25.7) 4.4 mo (44-18.0mo) 8.3mo
65.4 NR

mOs (95% CI,29.5-NR ). — (95% CI 27.1-NR) NR

Calant N, et al

Molecular Classification of Endometrial Cancer and Its Impact on Therapy Selection Int. J. Mol. Sci. 2024, 25, 5893
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Dostarlimab for Primary Advanced
or Recurrent Endometrial Cancer
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A. Stuckey, |. Boere, M.A. Gold, A. Auranen, B. Pothuri, D. Cibula, C. McCourt,
F. Raspagliesi, M.S. Shahin, S.E. Gill, B.J. Monk, J. Buscema, T.). Herzog,
L. Copeland, M. Tian, Z. He, S. Stevens, E. Zografos, R.L. Coleman,
and M.A. Powell, for the RUBY Investigators™*

The NEW ENGLAND JOURNAL of MEDICINE

|I ORIGINAL ARTICLE
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in Advanced Endometrial Cancer
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©Durvalumab Plus Carboplatin/Paclitaxel Followed by
Maintenance Durvalumab With or Without Olaparib as
First-Line Treatment for Advanced Endometrial Cancer: The
Phase Il DUO-E Trial
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Phase lll double-blind randomized placebo
controlled trial of atezolizumab in combination
with carboplatin and paclitaxel in women with
advanced/recurrent endometrial carcinoma:
ENGOT-en7/MaNGO/AtTEnd study iy

Nicoletta Colombo, Milan, Italy

On behalf of K. Harano (JGOG, Japan), E. Hudson (NCRI, United Kingdom), F. Galli
(MaNGO, Italy), Y. Antill (ANZGOG, Australia-New Zealand), C. H. Choi (KGOG,
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ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796)

Phase 3, randomized, double-blind, multicenter study of dostarlimab plus carboplatin-paclitaxel

versus placebo plus carboplatin/paclitaxel in patients with primary advanced or recurrent EC

Eligible patients
* Histologically/cytologically proven advanced
or recurrent EC
+ Stage llI/IV 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 therapy or systemic

anticancer therapy and had a recurrence or PD
26 months after completing treatment

+ ECOG PS0-1
* Adequate organ function

Stratification
* MMR/MSI status®
* Prior external pelvic
radiotherapy
* Disease status

Mirza et al, NEJM 2023; 388: 2145-2158

N=494
R1:1

Dostarlimab IV 500 mg
Carboplatin AUC
5 mg/mL/min
Paclitaxel 175 mg/m?2
Q3W for 6 cycles

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

Dostarlimab IV
1000 mg

Q6W up to 3 years®

Placebo IV
Q6W up to 3 years®

Primary endpoint
* PFS by INV
*« 0S

Secondary endpoints
* PFS by BICR

* PFS2

* ORR

* DOR

« DCR

* HRQOL/PRO

« Safety
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Median duration of follow-up 24.79 months.

Mirza et al, NEJM 2023; 388: 2145-2158
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NRG-GY018: pembrolizumab plus carboplatin-paclitaxel vs placebo plus carboplatin-
paclitaxel in patients with advanced/recurrent endometrial cancer

Eligible patients

* Histologically confirmed recurrent or
advanced (stage Ill, IVA, or IVB) EC

* ECOG Performance status of 0-2
* Results of institutional MMR IHC testing

* Submission of tumor specimens for
centralized MMR IHC testing

* No prior chemotherapy treatment for EC

* Prior adjuvant chemotherapy allowed if
completed 212 months prior to
enrollment

Stratification3~
* MMR status

* ECOG Performance status (0 and 1-2)
* Prior chemotherapy (yes/no)

Eskander et al, NEJM 2023; 388: 2159-2170

R1:1
N=816
dMMR,
n=225

pMMR,
n=5912

Pembrolizumab + Maintenance
carboplatin + paclitaxel pembrolizumab . .
Primary endpoint:
PFS by Investigator in
dMMR and MMR

Q3W for 6 cyclest Q6W up to 14 cycles

Placebo + Maintenance
carboplatin + paclitaxel placebo

Q3W for 6 cycles® Q6W up to 14 cycles

Select secondary & exploratory*:

*0S in pMMR and dMMR populations

*PD-L1 status (positive vs negative) in pMMR and dMMR
populations

*PFS per RECIST v1.1 by investigator by PD-L1 status in pMMR
and dMMR populations

*BICR vs investigator assessed outcomes by MMR




Primary End-Point:
PFS in dMMR cohort

Median HR
WN - (95% Cl),mo (straified; 95% C1)
10 Pembro +C/P 26/112  NR(30.6-NR) 0.30 (0.19-0.48)
© Placebo + C/P 59/113  7.6(64-9.9) P<0.001
4 80
10
5
60
°
5 s
H
EERS
30+ |
- |
101 i
0 T T T T T T T
0 6 12 18 u 0 % 2
Nomber sthisk Time from Randomization (months)
Placebo + (/P 13 62 2 8 4 2 0
Pembro + C/P 12 80 a4 2 9 8 H

Median duration of follow-up: 12 mo

Eskander et al, NEJI 2023; 388: 2159-2170

Secondary End-Point:
0S dMMR EC*

Events, FolowipDuation', Medan0S  HR(IS%CHY,

B
]
%ﬂ- oN  medanfangelmo  (S%Chmo  Pasluet
2 - PmbosCT 10110 BI0GRY  MRIRI) qmspzssy
. Pacebo+CT 11412 137(10-80) NRPRNR  Pe0dIT
K
g l Ameng these who discontinued
24 treatment, more patients in the
o placebo +CT group vs the
pembro + CT group recelved
0 - - - - . - Y subsequent PD-1PD-L1
0 6 12 1§ % » % Q inibitors (54.5% vs 19.1%)
No.atrisk Time from Randomization, months
Pembio+CT 180 [ % ] 1 f H
Placebo +CT 112 L] 2 18 3 1 1

*Immature at 1A ;18% information fraction




Endometrial carcinoma or carcinosarcoma
Patients with advanced (stage I1I-1V) newly
diagnosed or recurrent disease with no prior
systemic chemotherapy for recurrence.

In recurrent patients, one prior line of systemic
platinum-based regimen is permitted with a
platinum-free interval 2 6 months.

ECOG 0-2

Normal organ and bone marrow function

Stratified by:

« Country

+ Endometrioid vs. other histotypes

+ Recurrent disease vs newly diagnosed

* pMMR vs dMMR vs non evaluable (centrally
evaluated)

Colombo et al, The Lancet 2024; 25:1135-1146

AtTEnd: Study Design

Paclitaxel 175mg/m?
carboplatin AUC 5 or 6
atezolizumab 1200mg

Confirmed PD

Maintenance
atezolizumab

Paclitaxel 175mg/m?
carboplatin AUC 5 or 6

Maintenance
placebo 1

placebo

Endpoints |

Os*

PFS Pl
IF POSITIVE \

dMMR mers | o All comers

a (two-sided) 5%

HR: 0.7

*OS interim analysis planned with a 63% power

a (two-sided) 4%

HR: 0.7




Primary End-Point:

Progression Free Survival

Progression Free Survival

[
S

=1
f

=

PFS in dMMR—> All-Comers

Events/Total ~ Medianmo.(95% Cl)
——  Atezolizumab 253/360
e Placebo 148/189

<

<

Median follow-up 26.2 months

Colombo et al, The Lancet 2024;

12 18 A4 30 36
Months
Patients at Risk
155 101 65 53 31
51 32 19 12 8

Median follow-up 28.3 months

o



Prespecified Subgroup Analyses: OS in the dMMR/MSI-H

Overall Survival
£ 2 2 2

5

Events/Total

——  Atewlzimab 148360

Placebo 88/189

(43% of Maturity)
dMMR

Medianmo.(95% C1)
387(306-NE)
302(25.0:36.1)

Lok et

HRO82
95%CI0830 107

Auzolizumab 360
Placebo 189

Colombo et al, The Lancet 2024; 25: 1135-1146

30
11

m
133

18 u 0
Months
Patients at Risk
22 147 104
100 70 4

4 4
18 3
8 2

Overall Survival

Eveats/Total Medianmo. (93% C1)

Atezolizumab 2081 NE (NE-NE)
o Pacebo 214 B7(135XE)
0 T T T T T T T
0 6 2 18 u 30 3% 2
Months
Pabients at Risk
Atezohzumab 81 74 65 55 39 -] 18 8
Plxcebo 44 36 ] 20 16 H 4 3




DUO-E study design

Maintenance phase Endpoints

Patients
+ Newly diagnosed FIGO Control CP* (q3w) Durvalumab pbo (IV g4w) Primary
2009 Stage NIV or + - + « PFS (RECIST per
recurrent endometrial Durvalumab pbo (IV q3w) 2 Olaparib pbo (tablets bid) investigator) in:
cancer 7
e — Durva vs Control
+ Known MMR status 2
- 5 - +
 Nalve o firstline N=T18 a Durva+0la vs Control
systemic anticancer Durva CP* (q3w) ﬁ Durvalumab (1500 mg IV g4w) Key secondary
treatment for advanced > + 0 + 08 (analvtical
disease Durvalumab (1120 mg IV q3w) ; Olaparib pbo (tablets bid) (amalytical)
+ Naive to PARP 2 + Safety
inhibitors and immune- Stratified by: =
mediated therapy + MMR status 2 Exploratory
. roficient vs 2 = PFS in Durva+Ola vs durva
- LB LR G g:eﬁcient) Durva+Ola CP* (q3w) ® Durvalumab (1500 mg IV gdw)
allowed if 212 months . Disease status + (5 + = Subgroup analyses of PFS
:r?m last treatment to (recurrent vs Durvalumab (1120 mg IV q3w) Olaparib (300 mg tablets bid) ~ Including MMR, PD-L1,
CEED newly diagnosed) and HRRm
« All histologies except  + Geographic region " : —
<arcomas (Asia vs non-ASia) Treatment until disease progression, unacceptable toxicity or other

discontinuation criteria were met

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

Westinet al, JCO 2023; 42: 283-299




Prespecified Exploratory Subgroup analysis of PFS by MMR status

)
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Westinet al, JCO 2023; 42: 283-299

PFS, %
g

dMMR (20% of population)

12 months 18 months
70.0% 62.7%

67.9% 67.9%
43.3% 3M.7%
1 1

‘H—"—“—‘ Control

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

No. atrisk Months since randomisation
DuvatOla, 49 43 39 28 17 16 13 9 7 § 4 2 2 2 0 0 0
Duva 46 40 37 36 32 27 26 19 17 14 11 9 5 5 2 0 0
Control 48 46 46 41 38 32 32 23 18 16 26 10 4 3 2 1 0
Control Durva Durva+Ola
(N=49) (N=46) (N=48)
Events, n (%) 25(51.0) 15 (32.6) 18 (37.5)
Median PFS (95% CI),* months 7.0 (6.7-14.8) NR (NR-NR)  31.8 (12.4-NR)
HR (95% Cl) vs Control* 0.42 (0.22-0.80) 0.41(0.21-0.75)
HR (95% CI) vs Durva'® 0.97 (0.49-1.98)




Post-hoc Exploratory Analyses: OS in MMR subpopulations:
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] Overall data maturty 117%
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Westinet al, JCO 2023; 42: 283-299

dMMR (20% of ITT population)

100
0 CP+D+0 ar
80 CP+D arm
70
F 60
= 50 ' CP arm
m . i
4 H ' 18 months
o 33 e  89.2%
20 ! 1 86.1%
10 | 65.8%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. atrisk Time since randomization (months)
CPeDYO 4B 47 47 45 44 40 39 3B 33 27 2 18 © 5 2 2 0
CP+D 46 44 44 44 43 42 41 40 31 25 19 15 8 T 5 2 O
CcP 49 49 45 40 38 35 4 28 23 20 ® 11 5 4 1 0 0
CP+D arm CP+D+0 arm
(n=46) (n=48)
Events, n (%) 18(36.7) 7(15.2) 6(12.5)
) 237 NR NR
Misdian 05 €5% Cl), monthe (16.9-NR) (NR-NR) (NR-NR)
. 0.34 0.28
RGP CIVECh 0.13-0.79) (0.10-0.68)
o 084
HR (85% Cl) vs CP+D arm 027-252)

Overall data maturitv: 21.7%




¢ DEBERIAN TODAS LAS
PACIENTES d MMR LLEVAR
ICl EN PRIMERA LINEA?




Tailoring First Line Therapy: dMMR/MSI-H*

Ci
RUBY-Part 1 Dostarlimab 0.28 (95% CI 0.16-0.49)

AtTEnd Atezolizumab 0.36 (95% Cl 0.23-0.57)

“Different studies, cross-trial comparisons are not appropriate
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Mirza MR. et al N EnglJ Med. 2023 Jun 8;388(23):2145-2158. Eskander RN et al; N Engl J Med. 2023 Jun 8;388(23):2159-2170
Nicoletta Colombo et al. Presented at ESMO Meeting , Madrid 2023 ; Westin SN et al J Clin Oncol. 2023 Oct 21:JC02302132

dMMR
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¢ PODEMOS ELIMINAR LA
QUIMIOTERAPIA DEL
ESQUEMA TERAPEUTICO EN
ESTAS PACIENTES d MMR ?




KEYNOTE-C93/GOG-3064/ENGOT-en 15 ENGOT-en13/GINECO/DOMENICA

Study design Study design

Phase Il randomized trial of pembrolizumab vs. platinum doublet Phase Ill randomized trial comparing chemotherapy alone vs.dostarlimab
chemotherapy in first-line dMMR advanced or recurrent EC in first-line dAMMR EC advanced/metastatic
Histologically confimed diagnosss of
Stage Illor IV o recurrent EC N, Upto2yearsor
maummmd 1o progression”
Prie redaton wih o wihout * Endometil cancer
; * MMR deficient (local IHC)
Prio omona heapyfor * Metastaticadvanced
reamentof EC, f Gscontinued * Stage IV, relapse or Stage
- zt_mmbw IIC2 (with residual disease)
(ether measurable or non-measurable Stratification:
s per RECIST v1.1, as assessed + CTadjyes-0
byBICR) + Previous pelvic imadiaton
+ ECOG PSOcr 1 witin 7 days
of randomization

Stratification:
 Prior chemoradiation (yes vs. no)
* Hislology (endomelriaid vs. non-endomelrioid)

Primary endpoint: Investigator-assessed PFS by RECIST v1.1

Secondary endpoints: 0S and PROs (key secondary endpoints), ORR, DoR, PFS2, TFST, safety and
tolerabiliy, central MMR

Exploratory endpoints: Transiational (S, PD-1-L1 status, immune signature); PFS acconding to RECIST

HABRA QUE ESPERAR A RESULTADOS PARA
RESPONDER ESTA PREGUNTA




Los ICl estan cobrando mucha relevancia en el tratamiento del cancer de
endometrio recurrente/metastasico.

En las pacientes con tumores dAMMR/MSI-H la combinacion de QT +
inmunoterapia ha demostrado un aumento clinicamente significativo en SG y
SLP, y debe considerarse el nuevo SOC.

Hay que seguir investigando para identificar aquellas pacientes dAMMR que no
se benefician de los ICI.

A la espera de los resultados de los estudios Domenica y Keynote C-93 para ver
si es posible omitir la QT en estas pacientes.




P53 MUTADO




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

* Mas agresivos y enfermedad mas avanzada al diagndstico

e Aprox 20% sobreexpresion de HER2

* Tiene un alto numero de alteraciones somaticas.

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

e Se detecta por IHQ: mutado implica la sobreexpresion del p53 asi como la
ausencia de tincidon del mismo.

* HRD es mas prevalente en los tumores p53 mutados.

Galant N, et al Molecular Classification of Endometrial Cancer and Its Impact on Therapy Selection Int. J. Maol. Sci. 2024, 25, 5893




EC

(histological subtype independent)
e )
POLe status [ POLe non-pathogenic ]
MMR status MMRp .0
o HR, 0.55
1 o 08 (95% CI, 0.30-0.99)
Prelnoe i RUSHY(% 1.25% (51400) 22.75% (911400) 22% (88400) 54% (216400) o .
N
Resus of ocal (G, NGS, POR S 06 Dostarlimab + CP
Diagnostic test WES or central test (HC) provided for WES
RUBY at randomization Q
=04
3
o2
* Placebo+CP  17.8%
0 :
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38
A risk Months from randomization
D+CP 47 39 38 34 27 22 20 20 18 17 11 10 4 3 3 3 0 0 O O
PBO+CP 41 37 31 256 13 8 7 7 6 6 5 4 1 0 0 0 0 0 0 0O
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N Dostarlimab + CP
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E os Bos 55.3%
iy HR, NA 2 HR, 0.40°
Q N (95% CI, NA-NA) LD (95% CI,0.17-0.95)
0 0
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HR, 0.41 0
Dostarlimab + CP o Dostariimab+ ce HRy 0.87
o (95% CI, 0.20-0.82) @ os (95% ClI, 0.56-1.36)
2 .8% g
S
'.5 06 Eo-s :
£ 2 2 Placebo+CP | 61.4%
Bos Placebo + CP B o4 i
3 2 33.2% 2 §
& Qg2 Y :
0 0 i
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38
At rigk Months from randomization
D+CP 47 45 44 44 42 40 40 39 238 35 29 25 19 12 9 6 3 1 0 O D+CP 103101100 96 90 85 80 75 73 71 64 49 40 33 22 12 2 0 0 ©
PBO+CP 41 41 40 39 37 34 32 28 25 23 17 &8 4 2 1 0 0 0 0 O PBO+CP 113112110105105 97 93 87 82 74 66 49 40 30 19 9 3 1 1 0
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Eligible patients

+ Stage llII/IV disease or first
recurrent EC?
« Al histologies except

sarcomas®

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

« Naive to PARP inhibitor therapy

Stratification:

+  MMR/MSI status®
+  25% dMMR/MSI-H
- 75% MMRp/MSS

» Prior external pelvic
radiotherapy

* Disease status

Primary endpoint
» PFS by INV per

Dostarlimab Dostarlimab
(500 mg IV 1000 mg IV Q6W up to 3 years®

Q3W) . FfEC(l)ST Vill.'l
+ Niraparib vera
CP4 (Q3W) 200 or 300 mg! QD up to 3 * MMRp/MSS
(6 cycles)
Placebo IV Placebo IV Secondary endpoints
(Q3w) Q6W up to 3 years® + 0s
+ Placebo PO : S’;iby BICR
CPd(Q3W) QD up to 3 years® . DOR
+ DCR (BOR of CR, PR, or
(6 cycles) SD)
. PFS2
*  HRQOL/PRO
« PK
+  Safety




Probability of PFS, %

20+

0—

PFS outcome in MMRp

HR, 0.63
(95%, Cl 0.44-0.91)

Median duration of
follow-up, 19.1 months?

Median
(95% Cl), mo
Dostar + Nira+ CP 14.3 (9.7-16.9)
Placebo + CP 8.3(7.6-9.8)
PFS maturity

Events,
niN (%)

79/142 (55.6)

53174 (71.6)

132/216 (61.1)

Dostar +
Nira + CP

Placebo IV +
Placebo oral + CP

No. at risk (events)
Dostarlimab + Niraparib + CP 142(0) 127(5) 119(10) 100(24) 75(42)

Placebo IV +Placebo oral + CP 74(0)  71(1)  65(5)  49(18) 32(33)

2 4 6 8

[

10 12

Time since randomization, mo

67(50)  61(55)
22(42)  19(45)

T 1
28 30

2(79)  1(79)  0(79)
153)  0(53)




Dostarlimab +
Niraparib + CP  Placebo oral + CP

Placebo IV +

Exploratory PFS Molecular Subgroup Analyses in Overall Population

N=192 N=99
No. of patients with events/No. of patients HR (95% CI) HR (95% CI)

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

POLEmut 0/3 12 NA

dMMR/MSI-H 12/37 10117 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) ——

L] Ll L] Ll L] L
0.0156 0.0313 0.0625 0.125 0.25 0.5
Dostar + nira + CP better

Ll L Ll L
1 2 4 B8 16
Placebo + CP better ==
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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
=12 months from last treatment to

cpP
arm

relapse
+ Al 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 (q3w)
+
Durvalumab
(1120 mg IV q3w)

Treatment until dis
or other

Patients without disease progression

Maintenance phase

Placebos

Durvalumab
(1500 mg IV g4w)

Durvalumab
(1500 mg IV g4w)

+
Olaparib
(300 mg tablets

sion, un

Primary
» PFS (RECIST per
investigator) in:
o CP+Darmvs CP arm
o CP+D+0 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
(bco1)




CP + durvalumab vs CP

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

POLEm and TP53m status™* L20LEm NCINC_NC)

B U o

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'-* wm"_l
TP53m ——t 0.47 (0.32-0.67)
% o 0.71(0.47-1.07)
Unknown! ——] 0.74(0.37-1.45)
HRRm status'$ HRRm S e 0.47 (0.26-0.86)
Non-HRRm — 0.58 (0.43-0.78)
Unknown! | — 0.74 (0.37-1.45)




\.;
Bevacizumab

GOG 86P

A Phase |l Study of Frontline Paclitaxel/Carboplatin/

Bevacizumab, Paclitaxel/Carboplatin/Temsirolimus, or or
Ixabepilone/Carboplatin/Bevacizumab in Advanced/Recurrent 5
Endometrial Cancer oo
Carel Aghajanian, MD' Virginia Filiaci, PhD”. Den S. Dizon, MO Jay W. Carisen, DO* g

Matthew A. Powell, MO Angeles Alvarez Secord, MD' Krishnansu S. Tewari, MD' David

P. Bender, MD’_ David M. O'Malley, MD". Ashiey Stuckey, MD'" JlanJiong Gao, PhD'" oz

Fanoy Dao, MS'* Robert A. Soslow, MD' Heather A. Lankes, PhDMPH "', Kathisen Moore,
MO, ond Douglas A Levine, MD'*
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Trastuzumab

Chemotherapy +/- Trastuzumab
Key eI|g|b|I|ty criteria
Primary stage Il or IV or recurrent HER2/neu-positive
USC: IHC score 3+, or 2+ with + FISH
+ ECOG 0-2

+ <3 prior lines of therapy
+ “platinum sensitive” recurrence (6 mths)

20% de los tumores serosos de
endometrio tienen
sobreexpresion de Her2

=
o
i

e
£

1=
o

Advanced disease: * Censored
One-sided log-rank P=.013

HR, 0.40 (90% CI,0.20t0 0.80)  Trastuzumab
No
Yes

PFS (proportion)
o
=

o
~

93
7 months

0

No. atrisk

6 12 18 20 3 % 4 48 54
Time Since On-Treatment Date (months)

No 20 16 6 5 5 5 4 3 2 1

Yes 21

2 13 6 5 3

Overall survival vs. Trastuzumab, aunncad uspPc
~ With number of subjects at ris!

= Consored

HR =0.492,
90% Cl, 0.249-0.974;
One-sided P=0.041
0 s '
_; 12 24 38 48 60 72 84




El prondstico de estas pacientes es especialmente pobre, seria
recomendable |a realizacidon de ensayos clinicos en este subtipo especifico.
Beneficio en SLP y SG en las pacientes p53 mutado que recibian QT+
Dostarlimab en el ensayo RUBY, asi como en el DUO-E la combinacién de
Durvalumab-Olaparib.

Dada la sobre-expresion de HER2 ( 20% ) valorar antiHER2.

Se podria valorar asociar Bevacizumab en estas pacientes ( p53 mutado tiene
valor predictivo de respuesta ).

Es importante entender el subtipo p53 mutado de cara a disefiar nuevas
estrategias terapéuticas ( inhibidores de ciclo celular, ADC, ...)




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 expresién variable ).

Subtipo de prondstico intermedio.

Marcadores como L1CAM ( sobreexpresion ), negatividad de los RH, mutaciones
en CTNNB1 o la amplificaciéon del cromosoma 1q, se estan proponiendo como
marcadores para una mejor estratificacion del riesgo del subtipo NSMP.
También el grado, estadio e invasion linfovascular se usan de cara a la eleccién
del mejor tratamiento.




f

GRUPO LEIDEN subdivide en 3 categorias:

1. ALTO RIESGO: presencia de ILVS y/o sobreexpresion de LICAM ( + >
10% de las células ).

2. RIESGO INTERMEDIO: no ILVS ni sobreexpresion de L1ICAM, pero
mutacion en exén 3 del CTNNB1.

3. BAJO RIESGO: CTNNB1 wild type, sin ILVS ni sobreexpresion de L1ICAM.

Estas categorias de riesgo se estdn
estudiando en el PORTECA4a.

Otros: presencia de marcadores de dano del
DNA, PTEN, AKT, PIBKCA, KRAS,...

Galant N, et al Molecular Classification of Endometrial Cancer and Its Impact on Therapy Selection Int. J. Mol. Sci. 2024, 25, 5893




ESGO

MMR EC CHEECEEIL) [ e ENGOT  ESUR
Clinically meaningful though modest PFS and OS benefit of ICI + chemotherapy
EN6-RUBY Part 112 NRG-GY0184% EN7-AtTEndS DUO-E™¢
- 100°
‘%
80°
En 2 Durvaeoia
§u 2 -
= 50 E 40
Pe g5
30° 10 | |
o R s | P T T L LY
. 10 % "'“'_“” % : Time since randomization (months)
0S Data 0S Data 05 Data
| Dostarlimab + c/P 50.5 | 34.0 (28.6-NE) | | Pembrolizumab +C/P | 153 | 28.0(21 o e 472 | 315(250.389) | |Durvalumab +CIP 30.2 NR (NR-NR)
Placebo + C/P 592 | 27.0(21.535.6) | | Placebo + C/P 183 | 27.4 (19.5-NR) Placebo + C/P 33.3 | 25.9(25.1-NR)
0S data maturity 54.8% 0S data maturity 27.2% Placebo + C/P 46.4 286(224.37.2) | | OS data maturity 29.2%
Median follow-up, mo 375 Median follow-up, mo 8.48.8 OS data maturity - Median follow-up, mo -
Median follow-up, =
PFS HR 0.76 HR 0.54 R 097 HR0.77
(95% ClI, 0.59-0.98); (95% CI, 0.41-0.71); (95% CI, 0 7',3 1.16); (95% ClI, 0.60-0.97);
P<0.001 e Durva + C/P arm
0os HR 0.79 HR 0.79 HR 1.00 HR 0.91
(95% ClI, 0.60-1.04); (95% CI, 0.53-1.17) (95% CI, 0 ;4 135) (95% Cl, 0.64-1.30)
Nominal p=0.0493 Nominal p=0.1157 I Durva + C/P arm

1. Mirza MR, et al. N Engl ] Med. 2023;388:2145-2158.2. Mirza MR, et al. AnnOncol. 2023;34:500-501; 3. EskanderRN, et al. N Engl J Med. 2023;388:2159-2170. 4. Eskander RN, et al. Presented at: SGO;
March 25-28 2023; Tampa, FL, USA. 5. Arend RC, et al. Presented at: SGO; March 25-28, 2023; Tampa, FL, USA.: 6. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual
Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA40.; 7. Westin SN, et al. J Clin Oncal. 2023; DOI: 10.1200/JC0O.23.02132; 6. Powell MA, et al. Presented at the Society of Gynecologic

Oncology AnnualMeeting 2024. Presentation #LBAT; 7. Eskander RN, et al. Presented at the Society of Gynecoclogic Oncology AnnualMeeting 2024, Presentation #LBA2; 8. Baurain JF, et al. Presented
at the Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V




¢ QUE PACIENTES pMMR
NSMP ( P53WT ) PUEDEN
BENEFICIARSE MAS DE LA
COMBINACION QT + ICI +/-
iPARP ?

HABRA QUE SEGUIR INVESTIGANDO BIOMARCADORES k“
QUE NOS AYUDEN A ESTRATIFICAR EL NSMP
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Molecular profile of endometrial cancers

Histology Endometrioid Carcinosarcoma Clear cell

TCGA subtype ‘POLE-ultramutated” ‘MSS copy-number low" NA NA

Mutation load

SCNA load

Grade 1,2,3 1,2,3** 1,2 3 High High

ER status ER-; ER+ ER+ ; ER- ER+

TP53 mutation 35% low low >90% 60-90% 35%

PI3K alterations PTEN M+ (94%) PTE + (75-85%) PTEN (11%) PTEN M+ (19%) PTEN loss (80%)
PIK3CA M+ (71%) PIK3§V‘M+{50-55%) PIK3CA A+ (45%) PIK3CA M+ (35%) PIK3CA (18%)
PIK3R1 M+(65%) PIK3RL M+(30-40%) PIK3CA M+ (35%) PIK3CA A+ (14%)

PIk3R1 M+ (12%)
KRAS mutation >50% 35% 17% 0%
Erbb alterations 0 low low ErpB2 A+ 30-40% (serous) ErbB2 A+ (13%) ErbB2 M+ (12%)
ErbB3 A+/M+ (13%)
FGFR amplification or FGER1 A+/M+ (7%) FGFR3 A+ (20%)
mutation FGFIKZ A+/M+ (13%)
FGUR3 A+/M+ (5%)

Wnt/Bcatenin CTNNB1 M+ (>50%)

Other ARID1A M+ (75%) ARID1A M+(35-40%] [ ARID1A M+(35-40%) PAP2R1A M+(20%) ARID1A (25%) ARID1A (25%)
PD1/PD-L1 overexpr. PD1/PD-L1 overexpr. F%W?’ M+(20% of UC) PPP2R1A (28%) TERT promoter
Mutation(s) in the HER-2 (25%) FBXW7 M+(35%) mutations
exonuclease domain CCNE1 A+ (42%)
of the POLE gene Sox17 A+ (25%)

EESMO GYNAECRLOGICAL CANCERS  MansdorReperMirpaed




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 ]
oot Tumor Selinexor 80 mg PO QW smmmp‘;nm
+ Female adults with assessment’ (60 mg PO QW if BMI < 20 kg/m?) % 08 by BICR, per vi.
dscwuw PRICR « TFST
et R « HR-QoL: EORTC QLQ C30,
Received212weeks — >  folowingprior =P 5, EORTC QLO-EN24, EORTC
o EQ-5D-5L
Prior surgery, Enroliment:
,or January 2018-December 2021 mﬂrz-wm
hormonal therapy
e SOIOQICOI SUDNDO
* Molecular subclassification
(assessed by DNA sequencing
Stratification and IHC)
* Primary stage IV vs recurrent - TP53 mutation status
= PRvsCR - MMR status
- POLE-EDM

BICR. bénded Independent contral review. CR. compiete resgorse. EDM. exonuciease domain mutatson. EORTC. Eurcpean Organisation for Research and Treatment of Cancer, EQ-530-50 Mdmmwms
Oimensions-5 Levels. MR-Ool. healfvrelated qualty of Me. MMR. mismatch repar. OS. overall survival. PD. progressive dasase. PO. by mouth. POLE. polymerase epalion. PR, partal response. PROS. patent 1e0oned Culoomes
QLQ. qualty of Me questionnaire. OW, once weelly. R, randomzed. RECIST, Response Evaluation Crteria in Solkd Tumors. TFST, ime 1o first subsequent therapy
;wc;wmm;ag;onwn MRS Mewww chnicalinals govsauxdy NCTOIS55422 Mem=NCTOMSSS422 Accessed Agrd 1 2024 2. Vergote |, of o Presentation at Eurcpean Socety for Medical Oncology Virtual Plenary, March 17-18
Abstract VP2-

rosults ¥ 1. ot &/ J Cin Oncol 2023.41(35) 5400-5410
o ’ ENGOT GOG e

:I Fraseniod by Viciy Maklur, MD Presentaton is propenty of the suthor and ASCO. Permission required & muse, CONLACT parmissioniasco ong B ——

SELINEXOR: inhibidor de la XPO1, produce un arresto celular porque no se puede exportar el p53 del
nucleo al citoplasma




term mPFS of 28.4 Months in TP53wt Subgroup

1.00 Selinexor (n=77): 28.4 months (95% CI 13.1-NR)
. Placebo (n=36): 5.2 months (95% CI2.0-13.1)
HR: 0.44 (95% CI1 0.27-0.73); One-sided nominal P-value = 0.0005

E 075 PFS calculation begins at initiation of maintenance therapy
k3
£ o050
g
a 025
0.00
0 3 6 9 12 15 18 21 24 27 30 3 36
No. at risk Months
Selinexor 77 62 50 a7 42 38 36 2 2 2 25 17 15
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Key Eligibilities

* Known p53 wild-type ECby
central NGS

« Primary stage IV or
recurrent EC

* Received at least 12 weeks
of platinum-based
chemotherapy

(Planned N=220)

ENGOT-EN20 / XPORT

GNSSOLTY [ e ENGOT ESCQ

PR/CR
,| per RECIST
vii

ArmA
Selinexor
60mg QW

until PD

(n=110)

Stratification:
+  Primary stage IV vs recurrent
* PRvsCR

ArmB
Placebo
until PD
(n=110)

Primary Endpoint:
PFS assessed by Investigator

Key Secondary Endpoint:
0s, safety

Other Secondary Endpoint:
PFS assessed by BICR;
TFST, PFS2, TSST, DCR, QoL (EQ-5D-5L)

Exploratory Endpoint:
PFS per histology subtypes;
PFS per other molecular features;
Analysis of tumor molecular biomarkers
CR rate; duration of CR
Potential relationship between PK exposure and efficacy




ENGOT-EN21/KRT-232-118

A Two-part, Randomized Phase 2/3 Study of Navtemadlin in Subjects with TP53WT Advanced or Recurrent Endometrial Cancer Who Responded

after Chemotherapy
ENROLLMENT - PART 1 (PHASE 2, N=63) ) PART 2 (PHASE 3, N=195)
Navtemadlin 180 mg
7D ON, 21D OFF (n=21) Navtemadlin Phase 3 Dose
Subjects with TP53WT = - 7D ON, 21D OFF (n=130)
Ll ~
Advanced'or Recurrent = Navtemadlin 240 mg g
Endometrial Cancer who have ] 7D ON, 21D OFF (n=21) . g
a CR/PR after Chemotherapy E & Placebo
s 5 7D ON, 21D OFF
é Observational control (2 (nr=65)
(n=21)
1 Cycle = 28 days
After enrollment for part 1, enroliment for part 2 continues with randomization 2:2:1:1 to one of 4 treatment
arms: ENGOT model: C
. Status: Recruiti
1. Navtemadii 180 mg Tl P e
2. Navtemadlin 240 mg :pznos;ﬂ l(arlés Thetap;la-m,
N Lead : AGO-Austri
3. Placebo 180 mg NSGO-CTU Lead PE: rstna Lindemann
4. Placebo 240 mg NSGO-CTU Contacts: Henristie Watson Hansen, Line Jensen and Kristine Madsen
Once the SRC determines the navtemadlin Phase 3 dose, enrollment will continue with 2:1 Primary Endpoint: Progression Free Sunvival (PFS)

randomization to the navtemadlin Phase 3 dose and matching placebo dose for Part 2

NAVTEMADLIN: inhibidor MDM2, que regula negativamente el p53, promueve
la apoptosis porque restaura la actividad de p53




A randomized phase Il trial of everolimus and letrozole or hormonal therapy in women with advanced, persistent or

recurrent endometrial
carcinoma

El fratamiento hormonal suele ser bien tolerado y es una opcion en
pacientes fragiles o enfermedad de bajo volimeny lento crecimiento.

En pacientes con RE/RP +:

# Tasas de Respuesta de los progestagenos de > 35%.

+ |Asuelen usarse Tambien en este contexto con beneficio clinico de aprox
40-45% con tasas de respuesta de aprox 10%.

®

Proporton A, Overal survial
e e o o o
3 i: 5 H

24
Montns on Study

X s - Progeessaon tree survival by regemen b - Ovesall sarvival




ENGOT model A, sponsor NSGO-CTU, NCT02730429

N

/- Measurable/evaluable endometrial cancer
* Primary stage 4 or relapsed disease

« 21 prior systemic therapy

* ER+ (210%) endometrioid adenocarcinoma
« ECOG PS 0/1

* No prior endocrine therapy except MPA and
megestrol acetate

\- No prior CDK inhibitor j
Stratification:
* No. of prior lines (primary advanced disease vs 1st relapse vs
22 relapses)

» Measurable vs evaluable disease per RECIST

Placebo 125 mg days 1-21
Letrozole 2.5 mg days 1-28

1
randomisation

Repeated every 28 days until progression

Palbociclib 125 mg days 1-21

Letrozole 2.5 mg days 1-28

Primary endpoint: Investigator-assessed PFS (target HR 0.625, 80% power, 15% 1-sided a)
Secondary endpoints:

« PFSin subgroups

« Objective response rate, disease control rate, PFS2, overall survival
+ PROs

+ 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’

. HR=0.56 m Palbociclib + letrozole (n=33) ® Placebo + letrozole (n=37)
(95% Cl1 0.32-0.98) 90 1
p=0.0376 80
75 Median: 3.0 vs. 8.3 mo
o 50 £
L E=]
— =
25+
0 1 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
17 10 * = at 24 weeks

—Placebo # letrozole ____. 37,




Recurrence-free survival

Within the NSMP subclass, ER-neg stand out

1.0
0.8 - l_|
ER-neg
0.6
NSMP
0.4 - L.
0.2 - ER+ PR+ NSMP EC
—— ER+ PR- NSMP EC
— ER- PR-NSMP EC P <0.
0.0 - <0.001
T T T T T T
] 1 2 3 4 5
Time (years)

Within molecular classified EC,
ER-neg NSMP behave like
p53abn...

ER-pos NSMP

ER-neg NSMP
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e Subgrupo muy heterogéneo.

* Beneficio discreto del subtipo NSMP en ensayos en primera linea de
combinacién QT + ICI

* Una opcién puede ser tratamiento de mantenimiento con Selinexor (
p53 wt ).

e Otra opciodn es tratamiento hormonal ( enfermedad de bajo volumen,
lento crecimiento, pacientes mayores,...) Ensayos de hormonterapia en
combinacion ( palbociclib / everolimus,...) aumento del beneficio.

* Importancia de descubrir BIOMARCADORES predictivos de respuesta
y prondsticos. Hay que estratificar el subtipo NSMP de cara a
tratamiento mas individualizado.
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2.5. Multiple Classifiers

It is important to remember that a small percentage of EC patients (approximately
3-6%) may harbor more than one genetic condition. These cases are called “multiple
classifiers” [16,97]. De Vitis et al. suggested that the percentage of “multiple classifiers”
may be even higher (about 11% of EC cases) if, instead of p53 immunostaining, TP53
mutation analysis is performed [98].

The most problematic aspect of therapy decision-making seems to be the abnormal
expression of p53 and POLE mutations; thus, the p53abn subtype is known as a subtype
with a poor prognosis, while POLEmut has a favorable prognosis. However, it has been
suggested that patients with POLEmut-p53abn endometrial cancer have outcomes similar to
the POLEmut subtype and, as a result, they should be treated as patients with the POLEmut
subtype [16,98-100]. Similarly, it is suggested that patients with MMR deficiency and
abnormal p53 expression should be classified as the dMMR subtype [16,100]. Information
on the simultaneous occurrence of POLEmut and dMMR (including triple-classifiers, i.e.,
dMMR-POLEmut-p53abn subtype) is scarce and should be considered cautiously [16,97].
It was tentatively propounded to classify dMMR-POLEmut patients as POLEmut if a
pathogenic POLE mutation is detected using NGS or if the mutation corresponds to one of
the eleven most common pathogenic POLE variants [97] (Figure 2).

Galant N, et al Molecular Classification of Endometrial Cancer and lis Impact on Therapy Selection Int. J. Mol. Sci. 2024, 25, 5893

considertreating
as POLEmut subtype

POLEmut

considertreating
as dMMR subtype

cautiously consider treating
as POLEmut subtype

cautiously consider treating
as POLEmut subtype




* Serecogieron > 3000 casos
de cancer de endometrio
clasificados molecularmente
en estudios previos.

* 3% eran multiple classifiers.

Leon castillo et al J Path 2020

Molecularly Profiled Endometrial Carcinomas.
N=3518

A

N Excluded single molecular classifier EC

N=3353 (95.3%)

> MMRd-POLEmMut EC

N=30 (0.9%)"

POLEmut-p53abn, MMRd-p53abn, MMRd-POLEmut-p53abn EC

N=138

L > Non-pathogenic POLE mutated EC upon review

MMRp upon IHC review

N=1
-~ p53 wild-type upon IHC review
N=27
Multiple classifier EC included in final analysis
N=107 (3.0%)
\ 4 A A
MMRd-p53abn EC POLEmut-p53abn EC MMRd-POLEmut-p53abn EC
N=64 (1.8%) N=31(0.9%) N=12(0.3%)




POLEmM/p53abn se comporta como d MMR/p53abn se comporta

POLEm, no p53abn como d MMR, no p53abn

B Recurrence-free survival A Recurrence-free survival

- Stage | % 10

§ 1.0 : g . |

Ed S 0.8+

'§ 0.8+ \\\ﬂ__—— E

gos gos

g 0.4 % 04

§ — POLEmut-p53abn EC (N=19 -~ MRRd-p53abn EC (N=29)

202~ SIngle"-::lu;ze.Iﬂer p533b£1 EC (}~=35) £ 0.2~ Single-classifier p53abn EC (V=85)

2 3

§ 0ol ‘ ' ___ Plogrank=0036 Sool, . _ ___ Plogrank-0.034
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Leon castillo et al J Path 2020




Double classifiers should be classifed as:

POLEm | MMRd h
POLEm [ p53abn
POLEm /| MMRd / p53abn y

POLEm

(
MMRd / p53 mutation
) ¥
MMRd
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Molecular Subtypes of Endometrial Cancer

MMRd NSMP POLE mut
- a
PORTEC-3 :
u PD-L1
PD-1
2009FIGO Invasive I I1and LVSI, 1l ER+ Il and LVSI, Il -

0

-z a2

Chemoradiotherapy+Olaparib Radiotherapy+Durvalumab Chemoradiotherapy+Progestin No adiuvant thearpy
vs Chemoradiotherapy alone vs Radiotherapy alone vs Chemoradiotherapy alone

FIGURE 1 Molecular subtypes of the endometrial cancer associated with the randomized Phase 3 TransPORTEC RAINBO program. The
p53abn-RED trial for women with invasive Stage I-11l p53 abnormality (p53 abn) endometrial cancer compares adjuvant chemoradiation
followed by olaparib for 2 years to adjuvant chemoradiation alone. The mismatch repair-deficient (MMRd)-GREEN trial for women with
Stage Il (with lymphovascular space invasion [LVSI]) or Stage Ill MMRd endometrial cancer compares adjuvant radiotherapy with concurrent
and adjuvant durvalumab for 1 year to radiotherapy alone. The NSMP-ORANGE trial is a treatment de-escalation trial for women with
estrogen receptor-positive Stage Il (with LVSI) or Stage Il non-specific molecular profile (NSMP) endometrial cancer comparing radiotherapy
followed by progestin for 2years to adjuvant chemoradiation. The POLEmut-BLUE trial is a Phase 2 trial in which the safety of de-escalation
of adjuvant therapy is investigated for women with Stage |-l polymerases epsilon exonuclease domain mutated (POLE mut) endometrial
cancer: no adjuvant therapy for lower-risk disease and no adjuvant therapy or radiotherapy alone for higher-risk disease.
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La clasificacion molecular ha demostrado ser una herramienta valiosa
para guiar el manejo terapeutico y la correcta estratificacion de las
pacientes en cuanto a prondstico.
Se estan realizando multiples analisis y ensayos clinicos que sugieren
nuevos caminos en el tratamiento del cancer de endometrio segun el
subtipo molecular.

Debido al prondstico diferente de cada subtipo molecular y respuesta a
los diferentes tratamientos, el subtipo molecular debe guiarnos a la hora
de elegir una terapia u otra:

Beneficio de ICl en d MMR

Beneficio de ICI +/- iPARP en p53 ( Bevacizumab, Trastuzumab,.. )
Diferentes opciones en el NSMP ( Selinexor, tratamiento hormonal, ...)
Hay que seguir investigando en los biomarcadores.
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