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¿Cómo disminuir la incidencia? 
OBESIDAD



Enfermedad avanzada: histología, edad, estadio

CC, and G3EC, respectively. Patients with UPSC and CC had a
significantly decreased 5-year disease-specific survival of 55 and
68% compared to 77% for G3EC (Figure 2). These survival trends
remain significant even when stratified by stage (Figure 3).
Patients with stage I –II UPSC, CC, and G3EC (n¼2595) had
survivals of 74, 82, and 86%, respectively, compared to 33, 40, and
53% in those with stage III –IV disease (n¼1585) (Po 0.0001 for
stage I –II; Po 0.0001 for stage III –IV). Of the 2118 women with
stage I disease, UPSC patients had a significantly worse survival
compared to CC and G3EC patients with survival rates at 80 vs91%
and 92% for stage IB (P¼0.0001), and 66 vs82% and 82% for stage
IC disease (P¼0.0017), respectively. However, we were unable to
demonstrate a statistical difference in survival between UPSC, CC,
and G3EC in stage IA disease (90, 87, and 94%; P¼0.28).

Using a Cox proportional hazards model, demographic
and clinico-pathologic prognostic factors were investigated as
independent predictors of survival after adjusting for contributing
factors such as age, race, stage, histology, and radiotherapy.
On multivariate analysis, advanced stage disease (Po 0.001),
aggressive histologic cell types (UPSC and CC, Po 0.001),
and older age at diagnosis (Po 0.001) were all independent
predictors of poorer survival (Table 2). However, race

(P¼0.888) and radiotherapy (P¼0.450) were not significant
independent prognostic factors.

DISCUSSION

In 1982, Hendrickson et al (1982) identified UPSC as a clinically
aggressive and morphologically distinct variant of endometrial
adenocarcinoma. Clear cell endometrial carcinoma was first
described in the English literature in 1957. Both cell types have a
predilection for distant spread and recurrence (Kay, 1957;
Silverberg and De Giorgi, 1973; Kurman and Scully, 1976; Abeler
et al, 1996). Over the last two decades, these histologic types have
been grouped together with grade 3 endometrioid cancers as high-
risk tumours. However, debate remains whether there is a
significant difference in prognosis between these high-risk
subtypes and more importantly, if these cell types should be
treated as separate disease entities (Munkarah, 2004).

This is one of the largest series that compares the clinico-
pathologic prognostic factors and outcomes of patients with UPSC
and CC vs G3EC. Previous reports have shown that UPSC is an
uncommon uterine cancer but accounts for a disproportionate
number of endometrial cancer deaths (Hendrickson et al, 1982;
Carcangiu and Chambers, 1995). Similarly, in our series, patients
with UPSC comprised of only 10% of corpus cancers in our study
but accounted for 39% of endometrial cancer deaths. When
compared to women diagnosed with G3EC, patients with UPSC
accounted for 5% less cases but 12% more deaths. The patients
with UPSC and CC were older with median ages at 70 and 68 years
compared to 66 years in patients with G3EC. Women with UPSC
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Figure 3 Kaplan–Meier disease-specific survival by histology and stage.
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Figure 2 Kaplan–Meier disease-specific survival by histology.

Table 2 Multivariate analysis

Factors Hazard rat io 95% confidence interval P-value

Stage of disease 2.05 1.93–2.17 Po 0.001

Histologya 1.22 1.11–1.35 Po 0.001
Age at diagnosisb 1.03 1.03–1.04 Po 0.001

Racec 1.00 0.92–1.11 P¼0.888

Adjuvant radiotherapy 0.99 0.93–1.03 P¼0.450

aUterine papillary serous carcinoma vs clear cell carcinoma vs grade 3 endometrioid

carcinoma. bAs a continuous variable. cWhites vs Blacks vs Asians.

UPSC and clear CC predict for poorer survival
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MATERIALS AND METHODS

After Institutional Review Board approval, 4180 women with high-
risk (UPSC, CC, and G3EC) endometrial cancers were extracted
from the Surveillance, Epidemiology and End Results (SEER)
database between 1988 and 2001. Additionally, 11014 patients with
grade 1 or 2 endometrioid (G1EC, G2EC) tumours were analysed
for demographic context. Data from the SEER database are
reported from twelve population-based registries that represent
approximately 14% of the US population: San Francisco-Oakland,
Connecticut, metropolitan Detroit, Hawaii, Iowa, New Mexico,
Seattle (Puget Sound), Utah, metropolitan Atlanta, Alaska, San
Jose-Monterey, and Los Angeles (Hankey et al, 1999).

Information including age at diagnosis, race, stage of disease,
histology, and adjuvant therapy were extracted and analysed. Race
was categorised as White, Black, Asian (Chinese, Japanese, Korean,
Vietnamese, or Filipina), or other race. Adjuvant radiotherapy was
categorised as either receiving or not receiving adjuvant radio-
therapy.

To analyse trends in the study cohort and to determine 5-year
disease-specific survival, w2 tests and Kaplan–Meier analyses were
used to assess differences between UPSC vs CC vs G3EC. P-values
o 0.05 were considered statistically significant, indicating statisti-
cally significant differences between the three histologic cell types.
The outcome of interest was death from endometrial cancer and
time to death was censored in women who died from causes other
than uterine cancer. TheCox proportional hazards model was used
to assess the significance of multiple variables simultaneously. All
data were analysed using Intercooled Stata (Version 8.0; Stata
Corporation, College Station, TX, USA) and SAS (Version 6.12;
SAS, Inc., Cary, NC, USA).

RESULTS

From 1988 to 2001, 4180 uterine cancer patients had high-risk
histologic cell types including 1473 with UPSC, 391 with CC, and
2316 with G3EC. The demographics of the study population are
presented in Table 1. The median age at diagnosis of the UPSC and
CC patients was significantly higher compared to those with G3EC
(70 years and 68 vs 66 years, respectively; Po 0.0001). Blacks
comprised a significantly higher proportion of patients with UPSC
(15%) and CC (12%) compared to G3EC (7%; Po 0.0001).

All patients in this study underwent a hysterectomy and surgical
staging procedure. Of the patients with stage I –II disease with
UPSC, CC, and G3EC, 55, 61 and 59% underwent lymph node
assessment, respectively. Of these patients, the median number of
nodes resected in those with UPSC, CC, and G3EC were 11, 11, and

13, respectively. Fifty-two percent of patients with UPSC had stage
III –IV disease compared to only 36 and 29% of those with CC and
G3EC, respectively (Po 0.0001). Of women with UPSC, CC, and
G3EC, 39, 48, and 47% underwent adjuvant radiotherapy
(Po 0.0001), respectively. However, we were unable to obtain
information regarding types of radiation, fields, or dosages.
Similarly, details on chemotherapy use or specific regimens were
not available.

Although patients with UPSC, CC, and G3EC represented only
10, 3, and 15% of endometrial cancers in our study population,
they accounted for 39, 8, and 27% of cancer deaths, respectively
(Figure 1). In the time interval studied, the percentage of patients
dying from their respective histologic cell type of endometrial
cancer (number of deaths for specific histology/number of patients
diagnosed with specific histology) were 34, 28, and 15% for UPSC,

Table 1 Patient and treatment data

UPSC

(n¼1473)

CC

(n¼391)

G3EC

(n¼2316) P-value

Median age (years) 70 68 66 Po 0.0001
Race

White 1152 (78%) 298 (76%) 1976 (85%) Po 0.0001

Black 213 (15%) 48 (12%) 164 (7%)
Asian 77 (5%) 33 (8%) 132 (6%)

Other 31 (2%) 12 (3%) 44 (2%)

Stagea Po 0.0001

I 533 (36%) 197 (50%) 1388 (60%)
II 171 (12%) 54 (14%) 252 (11%)

III 268 (18%) 71 (18%) 353 (15%)
IV 501 (34%) 69 (18%) 323 (14%)

aStage based on FIGO 1988. UPSC¼uterine papillary serous carcinoma. CC¼clear

cell carcinoma. G3EC¼grade 3 endometrioid carcinoma.

UPSC - Uterine papillary serous carcinoma

CC - Clear cell carcinoma

G1, G2EC – Grade 1 and 2 endometrioid carcinoma

G3EC – Grade 3 endometrioid carcinoma 
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Figure 1 Proportion of corpus cancers compared to proportion of
corpus cancer deaths by histologic cell type.
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Hamilton et al. Uterine papillary serous and clear cell carcinomas predict for poorer survival compared to grade 3 
endometrioid corpus cancers British Journal of Cancer (2006) 94, 642 – 646 

CC, and G3EC, respectively. Patients with UPSC and CC had a
significantly decreased 5-year disease-specific survival of 55 and
68% compared to 77% for G3EC (Figure 2). These survival trends
remain significant even when stratified by stage (Figure 3).
Patients with stage I –II UPSC, CC, and G3EC (n¼2595) had
survivals of 74, 82, and 86%, respectively, compared to 33, 40, and
53% in those with stage III –IV disease (n¼1585) (Po 0.0001 for
stage I –II; Po 0.0001 for stage III –IV). Of the 2118 women with
stage I disease, UPSC patients had a significantly worse survival
compared to CC and G3EC patients with survival rates at 80 vs91%
and 92% for stage IB (P¼0.0001), and 66 vs82% and 82% for stage
IC disease (P¼0.0017), respectively. However, we were unable to
demonstrate a statistical difference in survival between UPSC, CC,
and G3EC in stage IA disease (90, 87, and 94%; P¼0.28).

Using a Cox proportional hazards model, demographic
and clinico-pathologic prognostic factors were investigated as
independent predictors of survival after adjusting for contributing
factors such as age, race, stage, histology, and radiotherapy.
On multivariate analysis, advanced stage disease (Po 0.001),
aggressive histologic cell types (UPSC and CC, Po 0.001),
and older age at diagnosis (Po 0.001) were all independent
predictors of poorer survival (Table 2). However, race

(P¼0.888) and radiotherapy (P¼0.450) were not significant
independent prognostic factors.

DISCUSSION

In 1982, Hendrickson et al (1982) identified UPSC as a clinically
aggressive and morphologically distinct variant of endometrial
adenocarcinoma. Clear cell endometrial carcinoma was first
described in the English literature in 1957. Both cell types have a
predilection for distant spread and recurrence (Kay, 1957;
Silverberg and De Giorgi, 1973; Kurman and Scully, 1976; Abeler
et al, 1996). Over the last two decades, these histologic types have
been grouped together with grade 3 endometrioid cancers as high-
risk tumours. However, debate remains whether there is a
significant difference in prognosis between these high-risk
subtypes and more importantly, if these cell types should be
treated as separate disease entities (Munkarah, 2004).

This is one of the largest series that compares the clinico-
pathologic prognostic factors and outcomes of patients with UPSC
and CC vs G3EC. Previous reports have shown that UPSC is an
uncommon uterine cancer but accounts for a disproportionate
number of endometrial cancer deaths (Hendrickson et al, 1982;
Carcangiu and Chambers, 1995). Similarly, in our series, patients
with UPSC comprised of only 10% of corpus cancers in our study
but accounted for 39% of endometrial cancer deaths. When
compared to women diagnosed with G3EC, patients with UPSC
accounted for 5% less cases but 12% more deaths. The patients
with UPSC and CC were older with median ages at 70 and 68 years
compared to 66 years in patients with G3EC. Women with UPSC
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Figure 3 Kaplan–Meier disease-specific survival by histology and stage.
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Figure 2 Kaplan–Meier disease-specific survival by histology.

Table 2 Multivariate analysis

Factors Hazard rat io 95% confidence interval P-value

Stage of disease 2.05 1.93–2.17 Po 0.001

Histologya 1.22 1.11–1.35 Po 0.001
Age at diagnosisb 1.03 1.03–1.04 Po 0.001

Racec 1.00 0.92–1.11 P¼0.888

Adjuvant radiotherapy 0.99 0.93–1.03 P¼0.450

aUterine papillary serous carcinoma vs clear cell carcinoma vs grade 3 endometrioid

carcinoma. bAs a continuous variable. cWhites vs Blacks vs Asians.
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Supervivencia global en estadio IV según tipo 

histológico

Factores que aumentan el riesgo de recidiva

CC células claras; UPSC seroso; EG3 endometrioide G3



Molecular classification

Morice et al Lancet 2016

Soumerai et al. Clin Cancer Res; 24(23) December 1, 2018 



IMS EN cáncer de endometrio

Cancer Immunol Res; 7(10) October 2019 

MSI-H
total

MSI-H and 
TMB H

MSS and
TMB H

TMB High MSS total

1.5% 82.1% 5.4% 6.6% 98.5%



Poblaciones y criterios

• MMRd (MSI-H) vs MMRPro (MSS)

• Tiempo desde adyuvancia platino (<6 o <12 meses)

• Líneas previas en enfermedad avanzada no resecable

• Mantenimiento



Mantenimiento tras platino
TP53 WT: X-PORT “Not exactly TP53 mutant”: PARPi

– Unselected

– Potential BK?

– Serous histology

– P53 (IHC vs Mutation)

– GIS

– HRD mutations

– BRCA1/2

experimental SOC Stratification BK Adjuvant

Ruby P2 IO+PARP Observation MMR none

DUO-E IO+PARP 3 arms: Obs or IO none >12 mo

– DUO-E: all comers

– IO vs Obs

– IO vs 

IO+PARPi

Makker ASCO 2022



Pembrolizumab monoterapia en CE:

•9 pacientes MSI-high recurrent or

progressive endometrioid endometrial 

•Mediana tratamientos previos – 2 
•Tasa respuesta 56% (95% CI: 21-86%, 

N=5/9) – CR1,PR4 

•– 3 pacientes con estabilización prolongada

•Tasa control enfermedad (RC + RP + 

EE) es 88.9% (8/9 pacientes) • SG a 

los 12 meses: 89% 

Fader, AN et.al. SGO 2016

Ott et al. J Clin Oncol. 2017 Aug 1;35(22):2535-2541.

ESTUDIO Cohorte MSI-H todos los 

tumores

ESTUDIO KEYNOTE 028 sólo CE 

PDL-1 + 

https://www.ncbi.nlm.nih.gov/pubmed/28489510


Progresión durante/tras platino 1ª 
línea

• MSI-H Pembrolizumab /Dostarlimab

• All comers/ MSS: Lenvatinib Pembrolizumab



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

• Phase 1, single-arm study across multiple tumor types

• In part 2B, dostarlimab was dosed
at the RTD determined from Part 1
and 2A

• 500 mg IV every 3 wk for 4 cycles, then
1000 mg IV every 6 wk until disease 
progression

• MMR status determined by 
local IHC

• Primary endpoints: ORR and DoR

Oaknin A, et al. Ann Oncol. 2020;31(Suppl_4): Abstract LBA36; Oaknin A, et al. JAMA Oncol. 2020:e204515.

GARNET: 
Dostarlimab in Patients with Recurrent or Advanced 

MMRd Disease



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

GARNET: Enrollment and Outcomes

Enrolled and dosed 
(safety population)

Remain on treatment

Discontinued treatment

No measurable disease at baseline
or insufficient follow-up

Measurable disease at baseline
and ≥6 months follow-up 
(efficacy population)

n=56 of 126 (44%)

70 of 126 (56%)
Progression, n=49
Adverse event, n=14
Patient request, n=1
Clinical criteria, n=5
Other, n=1

n=18 of 145 (12%)

127 of 145 (88%)
Progression, n=89
Adverse event, n=14
Clinical criteria, n=16
Patient request, n=5
Other, n=3

MMRp EC N=145 (100%)

n=23 n=3

n=142n=103

dMMR EC N=126 (100%)

Data cut-off date March 1, 2020. dMMR, mismatch mutation repair deficient; EC, endometrial cancer; MMRp, mismatch mutation repair proficient.



GARNETT: tasa respuestas según
inestabilidad de microsatélites de anti PD-1 

dostarlimab

Best Overall Response
MSI-H EC 

(n=41)
MSS EC 
(n=79)

MSI status 
unknowna

(n=5)
Total 

(N=125)

Overall response rate
n (%)

(95% CI)

20 (48.8%)
(32.9, 64.9)

16 (20.3%)
(12.0, 30.8)

1 (20.0%)
(0.5, 71.6)

37 (29.6%)
(21.8, 38.4)

Complete response n (%) 2 (4.9%) 4 (5.1%) 0 (0%) 6 (4.8%)

Partial response n (%) 18b (43.9%) 12c (15.2%) 1 (20.0%) 31 (24.8%)

Disease control rated % 
(95% CI)

63.4%
(46.9, 77.9)

46.8%
(35.5, 58.4)

60.0%
(14.7, 94.7)

52.8%
(43.7, 61.8)

Response ongoing % 85.0% 81.3% 100% 83.8%

aBased on central testing, MSI status could not be determined; b17 confirmed and 1 still on treatment and yet to be confirmed; c11 confirmed and 1 still on 
treatment and yet to be confirmed; dirCR+irPR+uirPR+irSD.                  
irCR: immune-related complete response; irPR: immune-related partial response; irSD: immune-related stable disease; uirPR: unconfirmed immune-related 
partial response. CI: confidence interval.

Oaknin et al. SGO 2019; 



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Oaknin A, et al. Ann Oncol. 2020;31(Suppl_4): Abstract LBA36; Oaknin A, et al. JAMA Oncol. 2020:e204515.
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GARNET
Primary Endpoint: DoR



Combinaciones IO: Lenvatinib + Pembrolizumab

Makker et al. J Clin Oncol 2020 38:2981-2992. 

Fase IB/II carcinoma endometrial

Población nº líneas previas:  1 línea (48%)



Keynote-775: Segunda línea lenvatinib+pembrolizumab vs 

QT

Makker et al. Presented at the Society of Gynecologic Oncology, Virtual Annual Meeting on Women's Cancer; March 2021



Phase 3 data second line Pembrolizumab+ Lenvatinib

Efficacy according to histology (Colombo et al.)

Efficacy all comers Efficacy pMMR Efficacy dMMR

SGO 2021 IGCS 2021



Phase 3 data second line Pembrolizumab+ Lenvatinib

Efficacy according to histology (Colombo et al.ESMO 2021)

Posthoc analysis



Phase 3 data second line Pembrolizumab+ Lenvatinib

Efficacy according to histology (Colombo et al.)

E>CC>S EG3 vs EG1-

2?



Second line EC

TOPIC: Adriamicin + Pembrolizumab Fariñas et al.

PFS 6 mo

53  vs 

24% 

estimated

PFS 6 mo

63% 

endometr

vs 35% 

non 

endometr



Progresión tras platino adyuvante

MMR d: first line 

RECRUITING Adjuvant CT Crossover EP

EN13 Domenica Yes worldwide Yes >6mo Yes PFS

EN15 C193 Yes worldwide NO…yes Yes in trial PFS OS

RECRUITING Adjuvant CT Crossover EP

LEAP001 finished Yes >6mo

DUO-E finished Yes >12mo

RUBY Pt2 finished Yes >6mo

All comers: first line 



Combinaciones IO: cabozantinib + Nivolumab

COHORTE A: nivolumab

+ cabozantinib

N=36

Tasa respuestas: 25%

COHORTE B: nivolumab

N=18 

Tasa respuestas: 11.1%

EP tras platino

Lheureux ASCO 2020





“Current” preSGO 2023 paradigm

Di Dio et al. Gynecologic Oncology 169 (2023) 27–33



Eficacia de IO en CE MSI-H

Study Arms Phase N Biomarker 
selection

ORR (%) Outcomes

KEYNOTE-1581 Pembrolizumab II 49 MSI-H/MMRd 57.1 mPFS 25.7 (4.9-NR)
mOS NR (27.2-NR)
DOR NR (2.9-27.0+)

Study Arms Phase N Biomarker 
selection

ORR (%) Outcomes

GARNET2,3 Dostarlimab I/II 103 MSI-H/MMRd 44.7 mPFS 8.1 m
mOS NR DOR NR 

Study Arms Phase N Biomarker 
selection

ORR (%) Outcomes

Konstantinopoulos4 Avelumab II 15 MSI 26.7 NR 

Study Arms Phase N Biomarker 
selection

ORR (%) Outcomes

PHAEDRA5 Durvalumab II 35 MMRd 43 NR 

Study Arms Phase N Biomarker 
selection

ORR (%) Outcomes

NCI-MATCH arm
Z1D6

Nivolumab II 13 MMRd 46.1 NR 

ORR: overall response rate; PFS: profresion free-survival; OS: overall survival; DOR: duration response rate; NR: not reported
1. Marabelle et al, JCO 2019. 2.Oaknin et al,ESMO 2020. 3.Oaknin et al, JAMA oncol 2020 4.Konstantinopoulos, ASCO 2019. 5. Antill et al, ASCO 2019. 6.Azad et al,JCO 2019



BIOMARCADORES



MSI PDL1 TMB en endometrio



Second line: Molecular Biomarker beyond MSI in IO

Garnett trial Dostarlimab and TMB Oaknin et al.



KEYNOTE-158 Exploratory Biomarker Objective :
Association of tumour mutational burden with ORR

Marabelle A et al;Lancet Oncol. 2020 Oct;21(10):1353-1365.



Second line biomarker
Phase 2 Lenvatinib Pembrolizumab TMB exploration (Makker et al)

No correlation to RNA signatures

Response regardless TMB

No correlation to nonserous like (unlike TOPIC)



Situación regulatoria

Aprobación en Europa (abril 2021) Pembrolizumab is indicated for the treatment of adult and pediatric 
patients with unresectable or metastatic MSI-H or dMMR
• Solid tumors that have progressed following prior treatment and 

who have no satisfactory alternative treatment options
• Colorectal cancer that has progressed following treatment with a 

fluoropyrimidine, oxaliplatin, and irinotecan2

Dostarlimab* is indicated for the treatment of patients with
dMMR/MSI-H recurrent or advanced endometrial cancer who
have progressed on or following prior therapy with a platinum-
containing regimen1

Aprobación en US(FDA), Australia y Canadá

Pembrolizumab plus lenvatinib is indicated  for the 
treatment of patients with advanced endometrial 
carcinoma that is not  MSI-H or dMMR and who have 
disease progression following prior systemic therapy 
but are not candidates for curative surgery or 
radiation3

Aprobación en US (FDA) 

1. https://ec.europa.eu/health/documents/communityregister/2021/20210421151305/anx_151305_es.pdf

2. https://www.merck.com/product/usa/pi_circulars/k/keytruda/keytruda_pi.pdf

3. US Food and Drug Administration. Press Release. Available at: https://www.fda.gov/drugs/resources-information-approved-drugs/simultaneous-review-decisions-pembrolizumab-plus-lenvatinib-australia-

canada-and-us. September 17, 2019. Accessed: April 30, 2021

dMMR, deficient mismatch repair; EC, endometrial cancer; FDA, US Food and Drug 

Administration; MSI-H, microsatellite instability-high

*Dostarlimab no está comercializado en España



Conclusiones

• ¿Biomarcadores? Sí

• Consideraciones clínicas

• Adyuvancia

• Línea de tratamiento

• Posibilidades

• MSI-H Dostarlimab Lenvatinib+ Pembrolizumab

• MSS Lenvatinib+ Pembrolizumab

• Endometrio is on fire ver XAVIER, EVA Y CARMEN
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