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Cancer de endometrio
Introduccion

s mortality rate, 1975—2020°

— i i Ui, NOIS. iy — il L Wingina  5iiva

e Tumor ginecoldgico mas frecuente

¢ Incremento de la mortalidad en los
ultimos anos -

Rate per 100,000 wom en

e Factores de riesgo:

—
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— Estimulo estrogénico

— Obesidad, DM, HTA

— Sd de Lynch: < 5% de los casos

National Cancer Institute. SEER Cancer Stats Facts 2023



Cancer de endometrio
Tipos patogénicos: Modelo de Bokhman (el pasado)

]

Superficial Profunda

Raras Frecuentes
| i, 1MoV

Excelente Pobre

Bokhman JV. Gynecol Oncol 1983



Mutations per Mb

Cancer de endometrio

Subtipos moleculares: estudio del TCGA
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Cancer de endometrio
Como implementar la clasificacion molecular en la clinica (ProMisE)

1, '\A.M.,T.':.i E .m.'s.s',g unclassifiable

IHQ MMR 4 \
(PMS2, MSH6, MLH1, MSH2) .

P53 IHC missing
POLE EDM & 2, ETTTTTLY 3 unclasslﬁable
"58\ /0 %
57 %
Oy

o f ?l;E.n:':s."lg unclasslﬂable

Secuenciacion POLE

Disease specific survival by ProMisE molecular subgroup
LIV R ——

0.75

0.50

0.25

Disease specific survival (DSS)

HR(F) 2.310 (95% CI: 1.138-4.740) ~ MMR-D vs. p53 wt

HR(F) 0.554 (95% Cl: 0.061-2.239) ~ POLE EDM vs. p53 wt
% CI: £

ol ikl Talhouk et al. Cancer 2017

0 1 > 3 A 2 Kommoss et al. Ann Oncol 2018




Cancer de endometrio
Denominacion actual de subtipos moleculares

5-10 %

)
—

POLE (POLE mutado)

25-30 %

35-40 %

25-30 %




Cancer de endometrio
Mecanismos moleculares que causan dMMR/MSI

4 )
Sindrome de Lynch (mutaciéon germinal en gen MMR + 22 3.5 9
N mutacion/deleccidon somatica) 70

J

4 )

Alteracion Lynch-like (dos mutaciones/ 0
. - 3-5%
delecciones somaticas)

- J




Cancer de endometrio POLE

Distribucién de subtipos Gl el
taldoi . - ndit) Dedt. Gearcel
histologicos segun subtipo Mixed) other i/ e

molecular

Serous

Molecular Classification el

n=1906
Carcinosarcoma

Undiff./ Dediff.
Mixed/ other

\
; CN-H G1
40% G2
G3
‘
Undiff./ Dediff

Clea r Cell



Cancer de endometrio
Utilidad clinica de la clasificacion molecular: ADYUVANCIA

Table 2 Definition of prognostic risk groups

Estratificacion del riesgo:
* GuiaClinica

ESGO/ESTRO/ESP 2020
e Guia Clinica ESMO 2022

Tratamiento adyuvante

Risk group

Low

Intermediate

High-intermediate

High

Advanced
metastatic

Molecular classification unknown
No tratamiento
adyuvante

Braquiterapia vs
no tratamiento

RT externa vs Braquiterapia

QT en casos seleccionados

QT + RT

»  Stage llI-IVA with residual disease
» Stage VB

Molecular classification known*t

v

| 2

v

>

>

Stage |-l POLEmut endometrial carcinoma,
no residual disease

carcinoma + low-gradef + LVSI negative or focal

Stage IB MMRd/NSMP endometrioid
carcinoma + low-gradef + LVSI negative or focal

Stage IA MMRd/NSMP endometrioid
carcinoma + high-gradet + LVSI negative or
focal

Stage |A p53abn and/or non-endometrioid
(serous, clear cell, undifferentiated carcinoma,
carcinosarcoma, mixed) without myometrial
invasion

Stage | MMRd/NSMP endometrioid
carcinoma + substantial LVSI regardless of grade
and depth of invasion

Stage |1B MMRd/NSMP endometrioid
carcinoma high-gradet regardless of LVSI status

Stage Il MMRd/NSMP endometrioid
carcinoma

Stage IlI-IVA MMRd/NSMP endometrioid

Stage I-IVA p53abn endometrial carcinoma
with myometrial invasion, with no residual

Stage I-IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease

Stage IlI-IVA with residual disease of any
molecular type

Stage IVB of any molecular type

Concin et al. Int J Gynecol Cancer 2020; Oaknin et al. Ann Oncol 2022



Cancer de endometrio
Utilidad clinica de la clasificacion molecular: ENF. DISEMINADA

. POLE-mutated

WSSO0 | Ultramutated genome

M RtoB,.  \ery rich inflammatory stroma
0l __Immunoadaptive resistance present
9. MSI
Y Hypermutated genome
Rich inflammatory stroma
Immunoadaptive resistance present

195 CN-Low
#03Genome with few mutations
ery poor inflammatory stroma

Treatment:

A )
f

Adaptive Anti-PD-1
immune resistance

Treatment:
.V
= A

@ et

)

Immunongnorance? Combinations?

0P = QeI o % CN-High/Serous-like

D FEHL05. O 0 o B O Genome with few mutations
Poor inflammatory stroma

Higher levels of B7-H4, and CD40

@ CD8lymphocyte 3% Tumor cell PD-LI~ 3% Tumor cell PD-LT*

Piulats JM et al. Clin Cancer Res 2016



Desarrollo de la inmunoterapia en cancer de endometrio
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Inmunoterapia en CE dMMR tras progresion a platino
GARNET: Dostarlimab

Part 2B
Expansion cohorts

Key inclusion criteria for cohort A1

« Patients with recurrent or advanced EC that progressed on
or after treatment with a platinum-containing regimen

+ dMMR status by IHC testing

» Patients must have received <2 prior lines of treatment for

A2: pMMR EC recurrent or advanced disease
E: NSCLC Primary objectives for Part 2B
i ORR and DOR per RECIST v1.1
F: Non-endometrial dMMR/MSI-H o
basket Safety and tolerability

Secondary/exploratory objectives
Further characterize the PK and PDy profile

Data cutoff for this interim analysis
November 1, 2021

Oaknin et al. ASCO 2022



Inmunoterapia en CE dMMR tras progresion a platino
GARNET: Dostarlimab

Cohorte A1 (dMMR)
n=143
130 p——
-
90 N Fo
::1!!5\1R-unb‘MSI-H
Tasa de respuestas: ) | e

* ORR:45.5%
* RC:16.1%
* RP:29.4%

Percentchange

j

respuesta: 2.7 meses

N
[ Tiempo hasta mejor

J

Patients

Oaknin et al. ASCO 2022. Clin Cancer Res 2023



Inmunoterapia en CE dMMR tras progresion a platino
GARNET: Dostarlimab

Cohorte A1 (dMMR) —_—— :
n=143 — ,

Duracion de respuesta:
e Mediana no alcanzada i
e Alos 24 meses: 83.7%

Patient

Mediana de seguimiento: R = S e
27.6 meses == -4

Oaknin et al. ASCO 2022. Clin Cancer Res 2023



Inmunoterapia en CE dMMR tras progresion a platino
GARNET: Dostarlimab

1.0 1 i |
06 Estimated % probabilty of PFS

. 12 mo |24 mo 36 mo
0.8 46.4% (37.8%545%)  40.1% (316%—48.4%) | 40.1% (31.6%48.4%)

0.7 | | |
1 1
nﬁ_' | |

0.5 _______'_I_._____NH‘_II"_’_%— o E R

0.4

I

|

|

na- Median PFS |
6.0 mo {4.1-18.0 mo) |
0.2 :
I

I

I

I

1

|

!
I
sl

Probability of progression-free survival

0.1
0.0

| | I L |
0 3 6 9 12 15 18 21 24 27 30 33 3 39 42 45 48 51 54 57 60

Number of patients at risk Time since start of study treatment {(months)

dVMMR/MSI-HEC 143 87 865 B2 46 40 35 32 24 21 16 M

La probabilidad estimadade SLPa 1,2y 3 afnos
fue del 46.4%, 40.1% y 40.1% respectivamente i er et al. ESMO 2022



Inmunoterapia en CE dMMR tras progresion a platino
GARNET: Dostarlimab

Estimated % probability of 0§ |

1.0 4 !
112 mo ‘24 mo 36 mo
09 73.3% (65.2%-79.8%) | 60.5% (51.5%—68.4%) | 58.4% (49.2%-66.5%)

0.8 i '
074 i

T s m Ve i
05
04 -
0.3
0.2 -
0.1 -
0.0 -

Median 0S
NR (27.1-NR)

Probability of overall survival

T I T I I I I I I I T I I T I I T T I

0 3 6 9 12 15 18 21 24 27 30 33 368 39 42 45 48 51 54 57 60
Number of patients at risk Time since start of study treatment (months)

dMMR/MSI-H EC 143 127 1089 93 86 76 72 59 54 48 40 33 29 2 13 10 4 0

La probabilidad estimadade SG al, 2y 3 anos fue
del 73.3%, 60.5% y 58.4% respectivamente

Tinker et al. ESMO 2022



Inmunoterapia en CE dMMR tras progresion a platino

GARNET: Dostarlimab

Toxicidad
Any TEAE 152 (99.3)
e 17.6% EA relacionados > G3 Grade =3 TEAE 87 (56.9)
. o . . .
8.5% de dlsco,nt.muauones por EA P T
* No muertes toxicas
Grade 23 TRAE 27 (17.6)
Any irTRAE 42 (27.5)
Grade 23 irTRAE 16 (10.5)
Treatment-related SAE 18 (11.8)
Any TRAE leading to
discontinuation 13(8.9)
TRAE leading to death 0

Oaknin et al. ASCO 2022. Clin Cancer Res 2023



Inmunoterapia en CE dMMR tras progresion a platino
KEYNOTE-158: Pembrolizumab

+ We present longer follow-up in a larger number of patients with MSI-H/dMMR endometrial cancer
enrolled in cohorts D and K of KEYNOTE-158

- Median time from first dose to data cutoff (October 5, 2020) for the efficacy population was 42.6 (range, 6.4—
56.1) mo

Key Eligibility Criteria FPembrolizumah
s SRR e 200 mg IV G3W

For 35 cycles (approximately 2 years) or until

disease progression®, intolerahle toxicity,

v Sl status and excluding : : o : :
RIS AR E RS investigator decision, or patient withdrawal

VIR solid tumar except colorectal®
nce to 21 line of standard treatment for unresectable

Primary endpoint: ORR (RECIST v1.1, independent central review),

including in biomarker-selected subgroups
ECIST w11

: Secondary endpoints: DOR, PFS (RECIST v1.1, independent
+ Provision of a tumor sample for biomarker assessment central review), OS, and safety

O’Malley et al. ESMO 2021



Inmunoterapia en CE dMMR tras progresion a platino

KEYNOTE-158: Pembrolizumab

Respuestas
Efficacy Population®
N=79

ORR, % (95% ClI) 48 (37-60)
Bestobjective response

CR 11(14)

PR 27 (34)

SD 14 (18)

PD 23 (29)

Nonevaluable 1(1)

No assessment” 3(4)
Time to response, median 2.3(1.3-10.6)

(range), mo

Duracion respuestas

Median
100+ : : N (95% CI), mo
188% : 38 NR (2.9-49.7+)
S0 ; f ' :
(73% :
80- z | 68%
Il .
‘q"t“ 70_ 1l 1] Ll 1] ]
-]
w
S 604
w H = H
é ] =i B e R s R 8 R S e D G i
g
£ 401
g
G 30
20
101
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Time, mo
No. at risk 38 34 24 19 18 1w 12 8 2 0

O’Malley et al. J Clin Oncol 2022



Inmunoterapia en cancer de endometrio
Mecanismos de dMMR predictivos de respuesta a inmunoterapia

Strata

1.00
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050

025

0.00

| « hMLH1
| ~ gl/s-dMMR
l
L . n=18
J
0 10 20 30 <0

Time (months)

Number at risk
12 3 1 1 1
6 3 2 2 1

0 10 20 30 40
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:
E 08 n=24
g 08 7 Lag-rank F = 0170 ————
E rylale
g
E o4
02
Lyricn-like [ [ [ 4 4 ' k] ? 1
erlylﬂwi 1 IH 1IL 1 I'.l ’I -I .E II I.
Lv] [ 12 18 4 a0 3 43 4
ngrnnlnn-Frn Survival, Months
dMMR tratadas tratadas con

Dos series de pacientes con tumores
pembrolizumab muestran un menor beneficio en aquellos que presentan
hipermetilacion de MLH1 vs los que tienen mutaciones en MMR

Borden et al. SGO 2022; Bellone et al. Cancer 2022




Inmunoterapia en cancer de endometrio
Mecanismos de dMMR predictivos de respuesta a inmunoterapia

Cohort A1 (dMMR/MSI-H EC) 45.5 (37.1-54.0) NR (38.9-NR)

Cohort A1 patients with available
mutation data 101 - _ _

MLH1 loss by IHC (any pattern)® 78 31 39.7 (28.8-51.5) NR (38.9-NR)

MLH1 loss by IHC (any pattern)
and mutation in MLHT or PMS2 7 (9%) 3 429 (9.9-81.6) NR (NR-NR)
genes

MLH1 loss by IHC (any pattern)
and no mutation in MLH1 or 71 (91%) 28 394 (28.0-51.7) NR (38.9-NR)
PMS2 genes

Un analisis post hoc estudio GARNET (dostarlimab) no mostré diferencias en la
tasa de respuestas entre tumores con o sin mutacion en algun gen MMR

Tinker et al. IGCS 2022



Desarrollo de la inmunoterapia en cancer de endometrio
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Inmunoterapia en CE all comers tras progresion a platino
KEYNOTE 775: Pembrolizumab-lenvatinib vs QT

Key eligibility criteria ] )
Primary endpoints

* Advanced, metastatic, or recurrent Lenvatinib
endometrial cancer 20 mg PO QD .ZFS b: BICB |
- i + «Overall surviva
Mea.surablti: disease by BICR Pembrolizumab®
* 1 Prior platinum-based CT2 200 mg IV Q3W _
« ECOG PS 0-1 Secondary endpoints
* Tissue available for MMR testing el
Treat until progression or [* *HRQoL
Stratification factors unacceptable toxicity » Pharmacokinetics
MMR status (pMMR vs dMMR) and - * Safety
furthF-Tr stratification within pMMR by: = E:;;::";“I\bf'ggwc
« Region (R1: Europe, USA, Canada, or Key exploratory
Australia, New Zealand, and Israel, vs Paclitaxel endpoint

R2: rest of the world) 80 mg/m2 IV QW

- ECOG PS (0 vs 1) (3 weeks on/1 week off) *Duration of response

= Prior history of pelvic radiation (Y vs N)

Makker et al. SGO 2021



Inmunoterapia en CE all comers tras progresion a platino
KEYNOTE 775: Pembrolizumab-lenvatinib vs QT

Supervivencia libre de progresion

Progression-free Survival (%)

pMMR All-comers
Median (95% CI — LEN +pembro — TPC Median (95% ClI
100- 6.6 mo (5.6, 7.4) 100+ 7.2mo (3.7, 7.)
90- 3.8 mo (3.6. 5C‘I 90- 3.8mo(3.6,42)
804 80
70 70
60 60
50 50
404 404
301 301
201 201
104 104
0 3 6 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
346 264 165 112 60 39 30 12 5 0 411 316 202 144 8 56 43 17 6 0
351 177 83 37 15 8 3 1 1 0 416 214 95 42 18 10 4 1 1 0
Events HR (95% CI) P-value Events HR (95% CI) P-value
LEN + pembro 247 0.60 (0.50, 0.72) <0.0001 LEN + pembro 281 0.56 (0.47, 0.66) <0.0001
TPC 238 TPC 286

Makker et al. N Engl J Med 2022



Inmunoterapia en CE all comers tras progresion a platino
KEYNOTE 775: Pembrolizumab-lenvatinib vs QT

Supervivencia global

Qverall Survival (%)

pMMR

Median (95% CI
17.4 mo (14.2, 19.9)
12.0 mo (10.8, 13.3)

—— LEN + pembro

— TPC

All-comers

Median (95% CI
18.3 mo (15.2, 20.5)
11.4 mo (10.5, 12.9)

100+ 100+
90 Median follow-up: 11.4 mo 901 Median follow-up: 11.4 mo
804 801
70 70
60+ 60
504 501
40 404
301 304
204 201
104 101
0 3 8 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
346 322 285 232 160 109 62 28 5 0 411 383 337 282 198 136 81 40 7 0
351 319 262 201 120 7O 33 11 3 0 416 373 300 228 138 80 40 11 3 0
Events HR (95% Cl) P-value Events HR (95% Cl) P-value
LEN + pembro 165 0.68 (0.56,0.84)  0.0001 LEN + pembro 188 0.62 (0.51,0.75) <0.0001
TPC 203 TPC 245

Makker et al. N Engl J Med 2022



Inmunoterapia en cancer de endometrio dMMR (tras platino)
Pembrolizumab-lenvatinib: Fase Ill KEYNOTE 775

Subgrupo dMMR

- Median (95% CI) Median (95% CI)

2100 - 10.7mo (56, NR) 100 - NR (NR,NR)

T; %0 B 37mo(3.1,44) - ap 4 8.6mo (5.5, 129)

S 80+ < 801

3 70 - ‘g 70 1 IETEEETE 0 IRERT!

0 60_ .E 6[]_ LU I LI LI LI I

2 50+ 3 501

] w

c 40- = 401

230+ g 301

9 20 - 6 20 1

o 10 10 1

E 0 L} ] T T L} T ] ] ] 1 [] ] L ] ] ] 1 L I L] 1
0 4 6 8 10 12 14 16 18 27 0 4 6 8 10 12 14 16 18 27

Time (months) Time (months)
No. at risk No. at risk

65 52 37 22 26 17 13 5 1 0 65 61 52 50 38 27 19 12 2 0
65 7 12 5 3 2 1 0 0 0 65 M8 27 18 10 7 0 0 0

Events HR (95% CI) p-value

Events HR (95% Cl) p-value

LEN + pembro n 036(0.23,057)  <0.0001 LEN + pembro 23 0.7(022,062)  <0.0001
TPC 48 TPC 42

Makker et al. IGCS 2021



Pembrolizumab-lenvatinib vs Dostarlimab
Tasa de respuestas en dMMR

Brazo
KEYNOTE 775
ORR 40% 12.3% 30.3% 15.1% 31.9% 14.7%

ORR 45.5% 15.4%

Makker et al. NEJM 2022
Oaknin et al. ASCO 2022



Pembrolizumab-lenvatinib vs Dostarlimab

Toxicidad

% Pacientes con TRAE (cualquier grado)
% Pacientes con TRAE > G3

% Pacientes con discontinuacion por AE

[ 96.8
66.9

\ 17.7

70.6 )

17.6

8.5 )

Makker et al. NEJM 2022
Oaknin et al. ASCO 2022



Inmunoterapia en CE tras progresion a platino
Resumen de ensayos tras linea de platino (ORR seguin status MMR)

Nombre del
ensayo dMMR pMMR

GARNET Dostarlimab 45.5% 15.4%
KEYNOTE 158 Pembrolizumab [l 79 48% - -
PHAEDRA Durvalumab 1 35 47% 36 3%
NCT02912572 Avelumab [l 15 27% 16 6%
Pembrolizumab +
KEYNOTE 775 . 1 65 40% 346 30%
Lenvatinib

Oaknin et al, ASCO 2022; O’Malley et al, J Clin Oncol 2022; Antill et al, ] Immunother Cancer 2021; Konstantinopoulos et al, JCO 2019; Makker et al, N Engl ] Med 2022



Inmunoterapia en cancer de endometrio
Aprobaciones de 10 por la EMA/FDA para CE avanzado o recurrente

Pembrolizumab + lenvatinib®
Noviembre 2021

CE all comers

Dostarlimab?®
Abril 2021

CE dMMR/MSI-H

Dostarlimab®
E 1 Abril 2023

2018 AONRS 2020 2021 2022

FOA Pembrolizumab + Dostarlimab34
lenvatinib? CE dMMR,

CE no dAMMR/MSI-H tumores sélidos dAMMR/MSI-H



Inmunoterapia en cancer de endometrio
Ensayos fase lll en 12 linea

IO monoterapia DOMENICA
IO monoterapia ENGOT En15

|10 + TKI LEAP-001
10 + QT RUBY Parte 1
10 + QT NRG-GYO018
10+ QT ATTEND

10 + QT +/- iPARP DUO-E
10 + QT + iPARP RUBY Parte 2

dMMR

dMMR
All comers
All comers
All comers
All comers
All comers

All comers

Dostarlimab

Pembrolizumab
Pembrolizumab-Lenvatinib
Carbo-Taxol + Dostarlimab
Carbo-Taxol + Pembrolizumab
Carbo-Taxol + Atezolizumab
CT + Durvalumab +/- Olaparib

CT + Dostarlimab + Niraparib

L4

v



Desarrollo de la inmunoterapia en cancer de endometrio

10 en monoterapia
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Inmunoterapia + QT de 12 linea
RUBY y NRG-GY018: Diseiio y duracion del tratamiento

GY018 RUBY

Placebo Placebo IV Q6W Placebo Placebo IV Q6W
Carboplatin AUC 5 Carboplatin AUC 5
Paclitaxel 175 mg/m?2 up to 14 additional Paclitaxel 175 mg/m? up to 26 additional
Q3W for 6 -10 cycles cycles Q3W for 6 cycles cycles

Pembrolizumab Dostarlimab

Dostarlimab IV 500 mg
400 mg IV Q6W Carboplatin AUC 5 1000 mg IV Q6W

Pembrolizumab 200 mg IV
Carboplatin AUC 5
Paclitaxel 175 mg,/m?
Q3W for 6 -10 cycles

Paclitaxel 175 mg/m?
03W for 6 cycles

up to 14 additional
cycles

up to 26 additional
cycles

Both Q3 weeks and same chemo  Both Q6 weeks in maintenance
backbone

3 years
: <2 years

Arend (discussion). SGO 2023




Inmunoterapia + QT de 12 linea
RUBY y NRG-GY018: Analisis estadistico

GY018 RUBY

Overall 1-sided alpha

2.5%

Overall 1-sided alpha

2.5%

[ |

PFS dMMR: PFS MMRp:
1.25% 1.25%
If true HR is 0.70, study has at If true HRt is 0.50, study has
least S0 power when 354 at least 85% power when
events ocoumed

168 events occurred PFS dMMR/MSI-H
(H;: 2.0% overall)
P-value stopping

boundary = 00063

If null hypothesis for one population rejected,
alpha forwarded to other population

Interim OS5 futility analysis
planned at time of final or

Prespecified PFS os 0s
significant interim PFS analysis Subgroups MMRp/MSS AMMR/MSI-H MMRp/MSS

Arend. SGO 2023



QT de 12 linea +/- Dostarlimab

RUBY: SLP en dMMR (endpoint primario)

1.0
£
S 08
w
& .
£ Dostarlimab + CP HR 0.28
o 06— . (95% Cl, 0.162-0.435)
@ | P<0.0001
3 |
g |
o 04— !
5 i
z ;
: |
8 02+ No.with  Median 194 4%, :
o event (%) (33%CI), (mo) [ " o
o Dostarlimab + CP ns NE(118-NE) | 115.7% Placebo + GP
Placebo + CP 723 7715697 ! |
0.0 - PFS maturity 559 | : + Censored
| | | | | | I I I I I I [ I I I I I I I
0 2 4 [ 8 10 12 14 16 18 20 22 24 26 28 30 32 M 36 38
}—cmmmm—{ Months from Randomization
At Risk (Events)
Dostarlimab + CP s 263) ayF)  B(10)  S4(15) 3T SO(18)  28(1)  2B(1S) (18] 2S(18) 19018}  13(18)  9(18) 1% 419) 11g) 0{19)
Placebo + CP 6S[0) ST} ST} SM24)  26(37)  14AT)  12(43) 1343 144} B(4E)  ®48) T4 A7) 3047} 4T) 4T 4R o)

CP, calbopliatnipacliaxel, dMMR, memaich repar deficient, HR, hazard rafio; MSI-H, micosdieliie instabiity-high; NE, not estimable; PFS, progression-free survival.

Median duration of follow-up 24.79 months.

Mirza et al. ESMO virtual y SGO 2023



QT de 12 linea +/- Dostarlimab
RUBY: PFS en ITT (endpoint primario)

1.0
B
S 08
w
$ HR 0.64
S 06 (95% Cl, 0.507-0.800)
@ P<0.0001
8
g 0
x 04— 36.1% _
= Dostarlimab + CP
=
= i
3 02+ No.with  Median |
o event (%) (33%CI), (mo) ! ! Iy
o Dostarfimab + CP 551 Ha@EATY | ; 18.1% Placebo + CP
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CP, carboplatinipaciiaxe

HR, hazard rafio; PFS, progression-free survival,

Median duration of follow-up 25.38 months.
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QT de 12 linea +/- Dostarlimab
RUBY: SG en ITT (endpoint primario)
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QT de 12 linea +/- Dostarlimab
RUBY: SG en dMMR (analisis de subgrupo)
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QT de 12 linea +/- Dostarlimab
RUBY: SLP y SG en pMMR (analisis de subgrupo)
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QT de 12 linea +/- Pembrolizumab
NRG-GY018: PFS en cohorte dMMR

Pembro + CT
Placebo + CT

Median

os%clmo "R [stratified; 95% C1)
MR (30.6—-NR) 0.30 [0.15-0.48)
76(64-9.9) P = =0.00001

Proportion Alive and Progression-Free
2]
|

I I i I ! I
0 6 12 18 24 30

Months from Randomization
Hurmib=r at Risk 1I:|.|"ruh'h1.le rAdmbar c:ruur:d|

Placebo+CT 113 [2) 62 |24} 24 [31] B [47] a[31) 2[32)
Pembro+CT 112 1] 0 22} 24 [4g) 2z [53] 578} B (79|

0 {33)
Zl:E-QI

o (B5)

Eskander et al. SGO 2023



QT de 12 linea +/- Pembrolizumab
NRG-GY018: PFS en cohorte pMMR
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Cancer de endometrio: Importancia de IMS/dMMR
Mensajes para casa

* Es fundamental realizar la clasificacion molecular del CE desde el
momento del diagnodstico.

* La determinacion de IMS/dMMR es relevante para seleccionar las
pacientes que obtendran un mayor beneficio con la inmunoterapia.

* Los ICI en monoterapia (dostarlimab y pembrolizumab) han mostrado
una alta tasa de respuestas de duracion prolongada en tumores dMMR
tras progresion a platino.

* La adicion de dostarlimab o pembrolizumab a la QT de 12 linea mejora la
SLP, siendo clinicamente muy relevante en la poblacion dMMR.
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