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Incidencia del cancer de endometrio
SEER 2024
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Carcinoma de endometrio - Factores de riesgo
RR

Estrogenos exdgenos 10-20

Lynch (mutacion germinal MLH1 0 MSH2) 20

(responsable del 3% de todos los canceres de endometrio y 9% en mujeres menores de 50 afios)

Diagnostico previo de Cancer de mama 5
Ingesta de Tamoxifeno 2

OBESIDAD 2-5



Carcinoma de endometrio — Presentacion clinica

Edad promedio 63 afnos

Aparicion de sintomas por lo general temprano:
Sangrado Vaginal

La mayoria de presenta en enfermedad localizada (80% El)



Cancer de endometrio - Patologia
Subtipos histoldgicos frecuentes

Carcinoma endometroide 80%
Papilar seroso < 10%
Células Claras 2-4%
Carcinosarcoma 2-5%

Mucinoso 1%
Epidermoide <1%

Mixto 5%



Factores de riesgo clinico — patoldgicos
t[agtljcblt(l)pg%ilsetcﬁégico
e Grado histoldgico:

- Bajo Grado (G1-G2)
- Alto Grado (G3).

LVSI substancial

Invasion miometrial

Tamanfo tumoral

Compromiso ganglionar

Estadio



Cancer de endometrio
Clasificacion

Tipo 1 (mas comun)

Relacionado a estimulacion
estrogénica, sobrepeso, Diabetes
Mellitus

Tumores endometroides, _
mucinosos o secrertorios, invasion
superficial y mejor prondstico

Tendencia a GH1
RH positivos
Hormonodependientes

Tipo 2

No relacionado a estimulacion
estrogénica o ciclos anovulatorios GH 3

Rapidamente evolutiva

Tumores a células claras, papilar
seroso, anaplasicos o
adenoescamoso

Comdun invasion miometrial > 50% y
peor prondstico

RH negativos
Hormonoindependientes



Clasificacion molecular del cancer de endometrio
Atlas del genoma del cancer (TGCA)

Se basa en la combinacion de la_carga mutacional somatica y alteraciones del niUmero de copias somaticas
determinadas mediante secuenciacion genomica.

Enfermedad heterogénea

Varios subtipos histologicos, con diferentes patogénesis, prondstico y sensibilidad a los tratamientos

- Ultramutados - POLEmut
- Hipermutados - Inestabilidad de Microsatellite (MSI-H)

- Bajo nimero de copias somaticas, con alteraciones via PI3K y
WNT (NSMP)

- Alto nimero de copias somaticas (TP53m)



Clasificacion molecular con HIC y NGS

Dificultoso acceso a las secuenciacion genomica buscar marcadores
sustitutos

¢ dMMR (MHL1-MSH2-MSH6-PMS2) > MSI-H
e P53abn >TP53m

e POLEmMut

e NSMP (L1CAM - CTNNB1)



Progression—free survival (PFS)
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Tabla 2. Caracteristicas de los subgrupos moleculares del cancer de
endometrio
Polemut MMRd o MSI NSMP (p53wt) | P53-mut
Prevalencia en | 5-15% 25-30% 30-40% 5-15%
cohorte TGCA
Caracteristicas >100 mut/Mb, muy | 10-100  mut/Mb, | <10 mut/Mb, | <10 mut/Mb,
moleculares bajas alteraciones | alteraciones alteraciones alteraciones
somaticas, MSS somaticas bajas, | somaticas bajas, | somaticas altas,
MSI MSS MSS
Caracteristicas Endometroide, Endometroide, La mayoria G1 y | Todos los tipos
histolégicas G3, TILS+ | G3, IVL+ | G2, TILS-, | histolégicos, G3,
abundantes sustancial, TILS+ | diferenciacién alta atipia nuclear,
abundantes, tipo | escamosa, RE y | TILS+ bajos
de invasion | RP+
microquistica
alargada y
fragmentada
Caracteristicas Bajo BMI, | Alta BMI, Sme | Alta BMI Bajo BMI, estadio
clinicas estadios Lynch avanzado,
tempranos (El y
Ell), Inicio
temprano
Prueba NGS, sanger, | IHQ (MLH1, IQH p53 (tincidn
diagndstica PCR digital MSH2, MSHS, sobreexpresada o
PMS2) nula)
Pronéstico Excelente Intermedio Intermedio, Malo
depende el

estadio




Estadificacion y evaluacidon del riesgo

e Examen clinico y ginecoldgico

e Laboratorio completo

e Ecografia transvaginal

e Resonancia nuclear magnética de pelvis
e TAC de torax, abdomen y pelvis

e PET-CT con 18F-FDG

e Histeroscopia con biopsia endometrial o legrado endometrial



Carcinoma de endometrio - Enfermedad

localizada
Tratamiento de eleccion quirdrgico:
- Laparotomia, Anexohisterectomia bilateral

- Cirugias minimamente invasivas opcion estadios tempranos con factores
pronosticos favorables

- Cirugia robotica
- Omentectomia, biopsias peritoneales (seroso y carcinosarcomas)
- Preservacion ovarios

- Linfadenectomia pélvica +/- lumboadrtica, ganglios centinela o no
muestreo ganglionar segun el riesgo




Tabla 3. Estadificacion de cancer de endometrio FIGO 2023

Estadio | El tumor confinado al cuerpo uterino y ovario.
Enfermedad limitada al endometrio, o tipo histolégico no agresivo*, con invasion
1A miometrial de <50% con ILV ausente o focal, o enfermedad de buen pronéstico
(POLEmut)
IA1 Tipo histologico no agresivo limitado a un pdlipo endometrial o confinado al
endometrio
IA2 Tipo histolégico no agresivo con invasion miometrial <50%, con IVL ausente o
+focal
A3 Carcinoma endometrioide de bajo grado limitados al ttero y ovario
IB Tipos histologicos no agresivos con invasion miometrial 250%, VL — o +focal
IC Tipos histologicos agresivos limitados a un pélipo o confinados al endometrio
Estadio || El tumor invade el estroma cervical con extension extrauterina, o con [VL
sustancial, o tipos histolégicos agresivos con invasion miometrial
A Invasion del estroma cervical (aclarar que la afectacion glandular cervical se
considera estadio | y no |l) de tipos histoldgicos no agresivos.
B IVL+ sustancial, de tipos histolégicos no agresivos.
lic Tipos histologicos agresivos con cualquier invasién miometrial




Diseminacion local y/o regional del tumor de cualquier subtipo histolégico (la

Estadio llI citologia positiva se debe informar de forma separada sin que modifique el
estadio)
mA Tumor con 'invasién de la serosa uterina, los anexos 0 ambos por extension directa
0 metastasis.
A1 Afectgcién ovarica o de la trompa de Falopio (excepto si cumple los criterios de
estadio 1A3)
I1A2 Afectacion de la subserosa uterina o propagacion a través de la serosa uterina.
1B Afectacion vaginal y/o parametrial o al peritoneo pélvico
B1 Metastasis o afectacion vaginal, y/o parametrial
B2 Metastasis en el peritoneo pélvico
nc Afectacion metastasica ganglionar pélvica y/o para-aortica.
c1 Ganglios pélvicos positivos
HIC1i Afectacion micrometastatica
NCTii Afectacion macrometastatica




lncz2

Ganglios para-aérticos positivos con o sin ganglios pélvicos positivos.

cz2i Afectacion micrometastatica
HC2ii Afectacion macrometastatica
Estadio IV El tumor invade la mucosa vesical y/o rectal, y/o metastasis a distancia.
IVA Invasién de la mucosa vesical, mucosa rectal o ambas
IVB Meté_astasis abdominales peritonales/carcinomatosis peritoneal mas alla de la
pelvis.
Ve Metastasis a distancia, incluyendo metastasis en adenopatias inguinales, pulmon,

higado, hueso, etc.




Stage | EC: surgery

Hysterectomy with bilateral salpingo-oophorectomy [l, A]

Stage | G1-G2

Stage |1 G3

Stage IA G1 EEC
premenopausal women

!

A

Ovarian preservation
[IV, A]

Minimally invasive surgery [I, A; for G1-G2] [II, A; for G3]

Sentinel LNE can be considered as a
strategy for nodal assessment [II, A]

Stage I serous EC*
and carcinosarcomas

Full surgical staging including
omentectomy, peritoneal biopsies and
lymph node staging [IV, B]

Figure 2. Stage | EC: surgery.

Purple: general categories or stratification; red: surgery; white: other aspects of management.
EC, endometrial cancer; EEC, endometrioid-type endometrial cancer; LNE, lymphadenectomy.

®Except in those restricted to polyps.




¢, Como integrar los factores pronosticos
clasicos y moleculares ?

« Edad  POLEmut

 Estadio « P53 anormal (TP53)
 Sub tipo histoldgico  AMMR (MSH-I)
 Grado histologico « HER2 positivo

* Invasion miometrial * RH

* Invasion linfovascular * BRCA 1/2m



Table 2. EC risk groups

Risk group

Description®

Low risk

Intermediate risk

High-intermediate risk

High risk

Stage IA (G1-G2) with endometrioid type (dMMR® and NSMP) and no or focal LVSI

Stage 1/l POLEmut cancer; for stage Il POLEmut cancers®

Stage IA G3 with endometrioid type (dAMMR and NSMP) and no or focal LVSI

Stage IA non-endometrioid type (serous, clear-cell, undifferentiated carcinoma, carcinosarcoma, mixed) and/or p53-abn
cancers without myometrial invasion and no or focal LVSI

Stage 1B (G1-G2) with endometrioid type (d(MMR and NSMP) and no or focal LVSI

Stage Il G1 endometrioid type (dMMR and NSMP) and no or focal LVSI

Stage | endometrioid type (d{MMR and NSMP) any grade and any depth of invasion with substantial LVSI
Stage IB G3 with endometrioid type (IMMR and NSMP) regardless of LVSI

Stage Il G1 endometrioid type (dMMR and NSMP) with substantial LVSI

Stage Il G2-G3 endometrioid type (d{MMR and NSMP)

All stages and all histologies with p53-abn and myometrial invasion

All stages with serous or undifferentiated carcinoma including carcinosarcoma with myometrial invasion
All stage Il and IVA with no residual tumour, regardless of histology and regardless of molecular subtypeh

dMMR, mismatch repair deficient; EC, endometrial cancer; G1-G3, grade 1-3; IHC, immunohistochemistry; LVSI, lymphovascular space invasion; MSI-H, microsatellite instability
high/hypermutated; NSMP, no specific molecular profile; p53-abn, p53-abnormal; POLEmut, polymerase epsilon-ultramutated.

3Stage IlI-IVA if completely resected without residual disease; table does not apply to stage IlI-IVA with residual disease or for stage IV.

°dMMR and MSI-H: Both terms identify a similar EC population. Identification of a defective mismatch repair pathway by IHC (i.e. dMMR) or sequencing to determining

microsatellite instability (i.e. MSI-H).

“POLEmut stage Il might be considered as low risk. Nevertheless, currently there are no data regarding safety of omitting adjuvant therapy.




Stage I-1VA EC: adjuvant therapy for low- and intermediate-risk patients®

Intermediate risk

\/ N\
Patients with stage IA (G1 and G2) with EEC For patients with stage I1A G3 EEC (dMMR or NSMP) and no or focal LVSI
(MMRd or NSMP) and no or focal LVSI « Adjuvant VBT is recommended [I, A]
. ) Omission of adjuvant brachytherapy can be considered, especially for
« Adjuvant therapy is not recommended [I, E] patients aged <60 years [IlI, C]
Patients with stage |-Il POLEmut cancers For patients with stage 1B G1-G2 EEC (AMMR or NSMP) and no or focal LVS|
o Adi ; « Adjuvant VBT is recommended I, A]
Adjuvant therapy is not recommended {111, D] « Omission of adjuvant brachytherapy can be considered, especially for
J patients aged <60 years [lll, C]

For patients with Stage Il G1 EEC (dMMR or NSMP) and no or focal LVSI

« Adjuvant VBT is recommended [ll, B]

« Omission of adjuvant brachytherapy can be considered, especially for
patients aged <60 years [lll, C]

For patients with Stage I1A p53-abn tumours not infiltrating the myometrium
or restricted to a polyp
 Adjuvant therapy is not recommended [lIl, E]
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GOG 249
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< Endometrial cancer
< FIGO 2009
« Stage |IA Endometrioid, grade 3, LVSI
+ Stage |IB Endometrioid, grade 3

« Stage || Endometrioid — -
P O RT E C 3 + Stage llIA, llIB (with parametrial
invasion), or I1IC Endometrioid

+ Stage |A (with myometrial invasion),
IB, 11, or lll Serous or Clear Cell

MN-S00Z>»2

EBRT

Stratification:

Cisplatin 50 mg/m? IV Days 1 & 29
Volume Directed RT

"| Paclitaxel 175 mg/m? over 3hours

Carboplatin AUC 5
x 4 cycles

nonelmicroscopic vs gross | Cisplatin 50 mg/m? IV Days 1 & 29
Age: <=65 vs >65 Volume Directed RT
: | Paclitaxel 175 mg/m? over 3hours
<+ Endometrial cancer N Carboplatin AUC 5-6
% FIGO 2009 Stage Ill or IVA I g x 4 cycles
% FIGO 2009 Stage | or Il M GCSF
Serous or Clear Cell & Positive Cytology I
é Paclitaxel 175 mg/m?2 over 3hours
L Carboplatin AUC 6
X 6 cycles

GOG258

de Boer et al 2018; Matei et al 2019




GOG 258/PORTEC
| [iasian

Copy-number high 98/416 (23.6%) 28.8%
p53 IHC aberrant (mutant) CTRT 29.3% vs CT 29.4%

MMR deficient 114/416 (27.4%) 57.7%
CTRT 52.5% vs CT 63.7%

No specific molecular profile (NSMP)  204/416 (49%) 69%
CTRT 77.2% vs CT 59.7%

Molecular Analysis
(410/660 patients)

Copy-number high 92/410 (22%)
p53 IHC aberrant (mutant)

POLE mutant 52/410 (13%)

Clements et al 2025; MMR deficient 137/410 (33%)
Leon-Castillo et al 2020

No specific molecular profile (NSMP)  129/410 (32%)

5 Year Recurrence Free
Survival (RFS)

50%

CTRT 61% vs RT 37%
98%

CTRT 100% vs RT 97%
74%

CTRT 72% vs RT 76%
76%

CTRT 81% vs RT 70%




Stage I-IVA EC: adjuvant therapy for high-intermediate risk and high-risk patients®

High-intermediate risk

High-intermediate risk, High-intermediate risk, without
pNO after lymph node staging lymph-node staging

For patients with stage IA and IB with substantial LVS| All stages and all histologies with p53-abn and myometrial invasion

For patients with stage 1B G3
For patients with stage Il G1 with substantial LVSI
For patients with stage Il G2-G3 ({MMR or NSMP)

All stages with serous or undifferentiated carcinoma including
carcinosarcoma with myometrial invasion

All Stage Ill and IVA with no residual tumour, regardless of histology
and regardless of molecular subtype

 Adjuvant EBRT + concurrent ChT [I, A]
= Sequential ChT and RT [, B]
* ChT alone [I, B]

 Adjuvant EBRT is recommended [I, A
» Adding (concomitant and/or sequential) ChT to EBRT could be
considered, especially for G3 and/or substantial LVSI [II, C]

Figure 4. Stage I-IVA EC: adjuvant therapy for intermediate- and high-risk patients.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments. Further therapeutic options are described in the

manuscript.
ChT, chemotherapy; dMMR, mismatch repair deficient; EBRT, external beam radiotherapy; EC, endometrial cancer; LVSI, lymphovascular space invasion; NSMP, no

specific molecular profile; p53-abn, pS3-abnormal; RT, radiotherapy.
°If completely resected without residual disease.



Manejo del carcinoma de
endometrio avanzado

La actualidad



Informacion necesaria

 Parametros clinicos

« AMMR
*RE-RP
* HER2

* BRCA 1-2

 Paclitaxel/Carboplatino es el estandar de cuidado en lera
linea.



GOG-209

1.0 1 Treatment group Event Total Median
Pac-carbo 492 672 132
— TAP 470 656 13.9
08 - Hazard ratio stratified: 1.032

90% confidence limit: 0.928 to 1.148

Progression-Free Survival (proportion)

+ Censored
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Time (months)
No. at risk:
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FIG 2. Updated progression-free survival time distribution by
randomized treatment group. Carbo, carboplatin; pac, paclitaxel;
TAP, paclitaxel-doxorubicin-cisplatin.



GOG-209

Overall Survival (proportion)
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Endocrine therapies in endometrial cancer

Agents (first-line hormonal therapy) PFS

Progestins 23.3% 2.9 mos
Tamoxifen 21.4%

Combination progestin and SERM 24.2% 2.9 mos
Aromatase inhibitors 8.6%

Everolimus/letrozole 32% 3.0 mos

Adapted from Ethier et al., Gynecol Oncol, 2017



Phase 2 trials suggest promising activity of CDK4/6 +
endocrine therapy in ER+ endometrial ca

PALEO

Palbociclib/letrozole vs letrozole

Letrozole/Abemaciclib

Single arm letrozole + abemaciclib

N=77 1.00 7 HR=0.71

(95% Cl, 0.43 to0 1.19)
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Median follow-up for nonprograssed Survivors : 16.6 months

Proportion surviving

Updated HR 0.71 (0.43-1.19)
Median PFS 8.3 vs 3.1 mos

ORR: 30%
Median PFS: 9.1 months

ORR: 44%
Median PFS: 9.0 months

Mirza et al, Gynecol Oncol 2025; Konstantinopoulos et al., J Clin Oncol 2023; Green et al., Clin Can Res 2024



MMR deficiency predicts for response to ICl in
recurrent endometrial cancer

MSI-H/dMMR
_m

Pembrolizumab'2 PD-1 13.1

Avelumab? 15 PD-L1 26.7 4.4 NR -
Durvalumab* 35 PD-L1 43 8.3* NR NR
Dostarlimab® 103 PD-1 447 - - NR

MSS/pMMR
L N T o T I

Avelumab'’ PD-L1 6.25
Durvalumab? 35 PD-L1 3 1.8% 12:1 -
Dostarlimab? 142 PD-1 13.4 - - NR

Marabelle et al., J Clin Oncol 2020; 20'Malley et al., J Clin Oncol 2022; *Konstantinopoulos et al., J Clin Oncol 2019; *Antill



Eligible Subjects Dostarlimab 500 mg
recurrent or prmary Carboplatin AUC
advanced (Stage Il or 5 mg/mUmin
IV) endometrial cancer Padlitaxel 175 mg/m?
Q3W for 6 cycles

Dostarlimab 1,000 mg
Q6W up to 3 years'

Randomized
11
N=470

Placebo
Stralification Carboplatin AUC
MSI status 5 mg/mL/min
Prior pelvic radiotherapy Paclitaxel 175 mg/m?
Disease status Q3W for 6 cycles

Placebo
Q6W up to 3 years'

e e Arm 1
Key Eligibility Criteria N =810 Placebo IV Q3W + aun

* Measurable stage I11/IVA or (588 pMMR, Paclitaxel 175 mg/m? IV Q3W + Eiosta I SR
measurable/nonmeasurable stage IVB or 222 dMMR) Carboplatin AUC 5 IV Q3W for up to 14 additional

recurrent endometrial cancer
for 6 cycles cycles

* Pathology report showing results of
institutional MMR IHC testing P e
rm rm
*ECOGPS 0,1, 0r2 Pembrolizumab 200 mg IV Q3W + Pembrolizumab
» No prior chemo except prior adjuvant Paclitaxel 175 mg/m2IV Q3W + 400 mg IV Q6W

chemo if completed 212 mo before study Carboplatin AUC 5 IV Q3W for up to 14 additiona)

for 6 cycles cycles

Mirza et al 2023; Eskander et al 2023



H Population

1004—¢. : :
£ 90 TRn ) | Hazard ratio, 0.28 (95% Cl, 0.16-0.50)
s 804 hi_\ i 1 P<0.001
> ! -
T 704 k‘ ! Dostarlimab group E
@ 60 - : <
8 Vg \ 1
£ 501 ‘\# : | 61.4 (95% Cl, 46.3-73.4)
s L :
v 304 ‘L — i Placebo group E
£ 2] T AR
[+ 1 )
i 10 1 1

0 ! 115.7 (95% Cl, 7.2-27.0)
T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

C/T/pembrolizumab vs
: bo in dMMR

GYO018

Mirza et al 2023; Eskander et al 2023
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36

Median
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Events Patients (95% Cl)
mo
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PMMR-MSS Population
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1L immunotherapy + chemotherapy for
metastatic or recurrent endometrial cancer

NRG-GY018 RUBY Part 1 DUO-E AtTEnd
(N=816) (N=494) (N=718) (N=551)
10 agent Pembrolizumab Dostarlimab Durvalumab Atezolizumab
Primary endpoint PFS (separately powered PFS and OS (hierarchical) PFS (each exp arm against PFS and OS (hierarchical)
dMMR and pMMR) control)
Arms 1.Carbo/pac 1.Carbo/pac 1.Carbo/pac 1. Carbo/pac
2.Carbo/pac/pembro > 2.Carbo/pac/dostarlimab 2.Carbo/pac/durvalumab 2.Carbo/pac/atezolizumab
pembro maintenance - dostarlimab - durvalumab - atezolizumab
maintenance maintenance maintenance

3. Carbo/pac/durvalumab
- durvalumab + olaparib
maintenance

Length of IO 2 years 3 years Until progression/toxicity Until progression/toxicity

Patient population  Stage Ill measurable and Stage Il measurable and Stage Il measurable and Stage Il measurable and
Stage IV or recurrent Stage IV or recurrent; high- Stage IV or recurrent Stage IV or recurrent
risk stage Il non-
measurable (~15%)

Eskander et al., N Engl J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with significant
PFS benefit in dMMR endometrial cancer

NRG-GY018

RUBY

AtTEnd

Pembrolizumab Dostarlimab Durvalumab Atezolizumab
% ;: g‘:j_"'- Huza i, 028 21605 ’f_“" ——  Awecbsnb ...,51;‘.,. “'\d»'.'-??‘\f“"
i - | i b | H\ el
5 o a o - L .
£ os ! Ey \ 8 L4 5% CL463-1, f N e
£ E , Y
3 :; — s 2 ; L REEEEEEEEE “-f;‘ﬁf: mlj B
HR 0.30 HR 0.28 HR 0.42 HR 0.36
95% CI1 0.19-0.48 95% CI 0.16-0.50 95% CI 0.22-0.80 95% Cl 0.23-0.57
7.6 mos vs NR PFS24 15.7% vs 61.4% 7.0 mos vs NR 6.9 mos vs NE
p<0.001 p<0.001 (exploratory) p=0.0005

Eskander et al., N Engl J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



Immunotherapy + chemotherapy with some PFS
benefit in pMMR endometrial cancer

NRG-GY018 RUBY m AtTEnd

Pembrolizumab Dostarlimab Durvalumab Atezolizumab
s W e i O35 50,0548
% :4 \ fazard reio, 075 (95% 0, 0. :
N .
: 1’; o Destrdmab goep g:
: \\\' s ,‘ME.":IL;W i
}'6 L O R T B (914 Jﬂ;y;h;;; BB O0R M KM AL 2 5 “;m‘»u- %3 “;m
95°/Hc|7c? 251‘?0 71 HR 0.76 HR 0.77 HR 0.92
8 7°vs 13; 1 mt.:)s 95% CI 0.59-0.98 95% CI 0.60-0.97 95% Cl 0.73-1.16
: - 0-01 PFS24 18.8% vs 28.4% 9.7 vs 9.9 mos 9.2 vs 9.5 mos

Eskander et al., N Engl J Med 2023; Mirza et al., N Engl J Med 2023; Westin et al., J Clin Oncol 2024; Colombo et al., Lancet Oncol 2024



ENGOT-EN6/GOG-3031/RUBY:
OS in dMMR/MSI-H and pMMR/MSS

0S in dMMR/MSI-H OS in pMMR/MSS
100
80
-? —
g & 601
v 2-Yr OS Rates, % (95% Cl 0 i 9
O 4o- | » % ( ) 8 4o0- Median 0S, Mo (95% Cl)
— Dostarlimab+CT ~ 83.3(66.8-92.0) — Dostarlimab + CT 67.7 (59.8-74.4)
504 — Placebo+CT 58.7 (43.4-71.2) 204 — Placebo +CT 55.1 (46.8-62.5)
HR: 0.30(0.13-0.70) HR: 0.73 (0.52-1.02)
G T T T T T T T T T T 0 L 1 | 1 L | L L L L L L L | L L L L L L ]
0 2 4 6 810121416 1820 22 24 26 28 303234 3638 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38
Mo From Randomization Mo From Randomization
Patients at Risk, n
Dostarlimab+CT53 50 48 46 44 44 43 43 43 42 41 29 20 16 12 8 2 1 0O 192185176 168 154 146140 131126120104 81 63 48 33 17 5 1 0
Placebo+CT65 63 62 59 55 53 48 47 41 37 32 25 16 12 10 5 3 0O 184179175167 164150141 13012111093 63 49 36 23 10 3 1 1 0

* Trend favoring dostarlimab + CT vs placebo + CT was seen for OS (HR: 0.73) in
pMMR/MSS

Mirza. NEJM. 2023;388:2145. Slide credit: clinicaloptions.com ' E
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APROBACION ANMAT 2024 DOSTARLIMAB

Anticuerpo Monoclonal Anti PD-1

(ANMAT) Febrero 24

Cancer de Endometrio Avanzado dMMR/MSI-H

1° Linea combinado con quimioterapia basada en platino

GSK



Does effectiveness of 10 therapy differ between
different molecular subtypes in pMMR tumors?

Molecular subgroups in RUBY; pMMR tumors

POLs mut

TP53 mut

NSMP

Dostarlimab + CP 100%
Placebo + CP 100%

Probability of PFS
o

HR, NA
(95% Cl, NA-NA)

R IR S W T B ST s S T

Atrisk
D+Cl

Probability of PFS
o o =) 5

HR, 0.55
(95% Cl, 0.30-0.99)

Dostarlimab + CP

17.8%

Placebo + CP

0 2

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months from randomisation
20 18 17 11 10 4

Probability of PFS

08

HR, 0.77
(95% Cl, 0.55-1.07)

Placebo +CP
20.1%

0 2 4 6 8 10 12 14 16 18 20 22 24

26 28 30 32 34 36 38
_ Months from randomisation N

Mirza et al., 2023 ESMO Congress




Adding trastuzumab to 1L chemotherapy in HER2

amplified serous endometrial ca

HER2 amplified USC
« Stage IIl/1V or recurrent
*HER2 3+ or 2+ and amp by
FISH
* No more than 3 prior lines

"

v

Carboplatin/ Carboplatin/
aclitaxel paclitaxel
. +trastuzumab

e o
o ©

=]
-~
L

PFS (proportion)

e
N

Advanced disease:
One-sided log-rank P= 013

HR, 0.40 (90% Cl, 0.20 to 0.80) Trastuzumab

Proportion progression-free

s 90% Cl: 0.229—0.830;
1-sided P=0.015
04

6 12 18 24 30 36 42 48 54
Time Since On-Treatment Date (months)

16 6 5 5 5 R

Progression-Free Survival Overall Survival

PFS vs Trastuzumab, Advanced USPC
With Number of Subjects at Risk

Hazard Ratio = 0.436,

o 12 24 36 48 60 72 B4
Months since on-treatment date

Trastuzumab Yos

No

HR 0.40
(90% CI 0.20-0.80)
One-sided p = 0.013

HR 0.436
(90% CI 0.229-0.830)
One-sided p = 0.015

Fader et al., J Clin Oncol 2018; Fader et al., Clin Cancer Res 2020



2da linea

* Muy bajas respuestas a distintos agentes quimioterapicos.
 Falta de un tratamiento estandar > necesidad insatisfecha

« Para pacientes con tumores dMMR o MSI-H que no recibieron
Inmunoterapia en lera linea opcion de Pembrolizumab
(Keynote-158) o Dostarlimab (GARNET trial).



Combination lenvatinib/pembrolizumab improved PFS
and OS compared to chemotherapy: KEYNOTE-775

-~

Progression-free survival

\

pMMR All-comers
Median (95% CI — LEN + pembro — TF Median ,95%4(:]
Z 100 6.6mo (56.74 100 ZE"\”?" 9)
=g 3.8mo (36 90 il
2 80 80
g 70 70
2 60 60
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c 40 40
2 % 30
g 2 20
g 1 : 10 Ty
e 0 ———— 0 - -
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 18 21 24 27
Time in Months Time in Months
No. at risk No. at risk
6 264 165 112 o ! 12 a1 3 202 144 17 0
.y, {) P
LEN + pembro 060(050,072) <0001 LEN + pembro 056(047,085)  <00001

o

/

-

pMMR

Overall survival

Median (95% Cl)

— LEN + pembro

All-comers
Median (g»s% C_l)

183 m

100 100 ) sl
_ 9% Median follow-up: 1.4 mo 90 Median follow-up: 11.4 mo
£ 80 80
s 70 70
$ 60 60
a 50 “ 50
= 40 " 40 \N
§ Moy, % g,
3 20 W 20
10 10
0 0 y
v 0 3 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Time in Months. Time in Months
No. at risk No. at risk
46 322 2 0 9 6. 0 an 38 337 282 198 136 81 40
Events _ HR(95% CI) P-value — Events HR(9S%CI) _ Pvalue
LEN + pembro E 0.68(056,084) 00001 LEN + pembro 0.62(051,075)  <0.0001
T TF

=’

Makker et al., N Engl J Med 2022



Combination lenvatinib/pembrolizumab improved PFS
and OS compared to chemotherapy: KEYNOTE-775

4 . . 7 . )

Progression-free survival Overall survival

pMMR All-comers pPMMR All-comers
Median (85% CI AR DA Median (3", C) Madian (95% CY) Median (95% Cl
et 7 57 9 — LEN + pembro ; 183 mo (15.2. 20.5)
& 100 6 5 mo (56,74 100 2 MO % 2
= 90 3.8 mo 20 = 100 100 -
$ a0 ) 80 _ %0 Median follow-up: 11.4 mo 90 Median follow-up: 11.4 mo
g 701 | 70 £ ‘;g g‘;
9 g i 60 s
g 50 \ 50 £ 80 %
- 3 3 50 50
£ 40 \ 40 ? 0 40 N P
® 30 L § 30 £ 2 30 g
3 oy 13 Ry
g 2 g 20 & 2 20 -
? 10 B e o S 10 10 10
o —— (] - 0
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 5 3 6 6 12 15 8 21 2 7 V% 3 8 5§ 12 15 1 2 M &
Time in Months Time in Months Time in Months Time in Months
No

atrisk No. at risk No. at risk No. at risk

{95% CI P-value

" FDAaccelerated approval 2019; full approval 2021 for 2L+ pMMR
\ endometrial cancer /

Makker et al., N Engl J Med 2022




Lenvatinib/pembrolizumab has expected AEs that

require careful management

LEN + pembro (n = 406)

TPC (n = 388)

Median duration of treatment (range), days 231 (1-817) 104.5 (1-785)

Patients with any TEAEs, % 99.8 99.5
Grade 2 3 88.9 2

Patients with any TEAEs leading to

dose reductions, %? a6 =

Patients with any-grade TEAEs leading

to interruption, %" 69.2 27.1
CENE 58.6 -
Pembros® 50.0 --
LEN + pembro 30.8 --

Patients with any-grade TEAEs leading

to discontinuation, %?®° 33.0 8.0
LEN® 30.8 --
Pembro© 18.7 --
LEN + pembro 14.0 -

alncludes LEN only or TPC. ¥Includes LEN or pembro or LEN + pembro or TPC. ‘Regardless of action taken with the other drug in the combination arm.

Makker et al N Fnal.] Med 2022



PanTumor02: HER2 IHC 2+/3+ Endo Ca

Confirmed ORR (%)

100 A
90 -
80 -
70 -
60 -
50
40 -
30
20
10 -

Trastuzumab deruxtecan in endometrial cancer

o
o
2

04
n= 40 13

Endometr

1.0 4

0.8 4

0.6

0.4

PFS (probability)

0.2 4

——— Endomaetrial cancer.

Median PFS in months (85% CI)

—a— Endometrial cancer: IHC 3+ NR (7.3-NR)

IHC 24 8.5 (4.6-16.1)

—=— Endometrial cancer: Total 11.1 (7.1-NR}

T T T T T
0 3 6

T T T T T

9 12 15 18 21 24 27 30 33

Time Since First Dose (months)

No. at risk

Endometrial cancer: IHC 3+ 13 12 n 10 10 S

FDA accelerated approval HER2 3+ tumors (disease agnostic);
NCCN compendium listing HER2 IHC 2+/3+ endo ca

8

5 0

STATICE: HER2 expressing Uterine

Carcinosarcoma

Efficacy (Central review)

100
80 * 5.4 mgkg

g0 { 7¥ 6.4 mgkg

HER2-high (n=22) [RCY
80

Confirmed ORR 54.5% 60
95% Cl: 32.2 - 75.6

| HER2-low (n=10)

Confirmed ORR 70%
95% Cl: 34.8 - 93.3

B, S B

* ¥

Maximum tumor shrinkage (%)

lcr @EPR @sD

CR (n, %) PR (n, %)

Confirmed Response Rate

HER2-high (n=22) 1 (45 1

Meric-Bernstam et al. J Clin Oncol 2024: Nishikawa et al.. J Clin Oncol 2023



Chemotherapy Immunotherapy E{_'::r‘;';;e

Treatment options for 2L+ endometrial cancer

Liposomal
doxorubicin
Paclitaxel
Topotecan
Gemcitabine

Lenvatinib/
pembrolizumab
Pembrolizumab
Dostarlimab
Avelumab
Nivolumab

Megestrol
acetate
Tamoxifen
Everolimus/
letrozole
Aromatase
inhibitors (Al)
CDK4/6
inhibitors + Al

Antibody Drug
Conjugates

Trastuzumab
deruxtecan




Algoritmo manejo enfermedad
avanzada

[ CE recurrencia/metastasico ]

Carcinomas de bajo grado con
histologia endometroide MsI/dMMR MSSIDMMR

Bajo volumen/asintomético,
metdstasis pulmonares, ILE
prolongado
Carboplatino AUC 5-6 + Paclitaxel 175 mg/m2 +
Dostarlimab 500 mg cada 21 dias por 6 ciclos Carboplatino AUC 5-6 + Paclitaxel 175 mg/m2
} Luego mantenimiento Dostarlimab 1000 mg cada 21 dias por 6 ciclos
cada 6 semanas por 3 afios
Terapia hormonal:
Progestagenos
Inhibidores de 1 l l J
aromatasa
Tamoxifeno Re exposicién Si no realizo Re exposicion .
Fulvestrant Quimioterapia Inmunoterapia Quimioterapia: Quimioterapia Pem:l:h;gr:iab iDO Quimioterapia:
basada en previamente: *  Doxorrubicina basada en [r:\:ali;ih 20 :g *  Doxorrubicina
platinos *  Pembrolizumab *  Paclitaxel platinos VO diario Paclitaxel
(Si ILP > 6 meses) * Dostarlimab (Si ILE > 6 meses)

Figura 5. CE Recurrencia/metastasico
CE, Céancer de endometrio; dMMR, deficient mismatch repair; ILE, intervalo libre de enfermedad; ILP, interval libre de
progression.



Conclusiones 1

« Enfermedad heterogénea.

- Las caracteristicas moleculares con sus distintas expresiones
como objetivos terapeuticos estan impulsando los avances.

- Dificultoso integrar clasificacion molecular al estadio y factores
de riesgo tradicionales.

« Discusion en equipo caso por caso.

- Alto riesgo > Se benefician de tratamiento sistémico adyuvante
asociado a radioterapia.

 El agregado de inmunoterapia a mejorado los resultados en
enfermedad avanzada en algunos escenarios



Conclusiones 2

Enfermedad avanzada lera linea:

« dMMR > P/C/Dostarlimab

* pPMMR > Paclitaxel/Carboplatino

 Hormonoterapia > casos seleccionados

» Serosos — Carcinosarcomas HER2 positivos > QMT/Trastuzumab

Enfermedad avanzada 2da linea:
« dMMR > Quimioterapia 2da linea (si recibié Inmunoterapia)

“Pembrolizumab o Dostarlimab (si no recibio
Inmunoterapia)

* pPMMR > Pembrolizumab/Lenvatinib
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