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Molecular types of endometrial carcinoma

Huvila et al. 2021; Lax Onko News Austria 2022



Assessment of molecular classification

Sigurd F. Lax, ESGO 2025



Role of ER-status in NSMP

• Prognosis of NSMP ER-neg similar to p53abn

• Stongest model within NSMP: combination ER-neg OR grade 3 versus ER-pos AND endometrioid grade 1/2

Jamieson et al., Moderm Pathology 2023;  Vermij et al., BJC 2023
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Definition of risk groups

Remi Nout, ESGO 2025



Definition of risk groups based on 2023 FIGO 
staging and molecular classification

Remi Nout, ESGO 2025



Definition of risk groups based on 2023 FIGO 
staging and molecular classification

Remi Nout, ESGO 2025



Adjuvant therapy in endometrial carcinoma stage I-IVa
Antonio González-Martín, ESGO 2025



ENGOT-en11/GOG-3053/KEYNOTE-B21

Van Gorp T, ESMO 2024; Van Gorp T, ESGO 2025



ENGOT-en11/GOG-3053/KEYNOTE-B21

Van Gorp T, ESMO 2024; 
Van Gorp T , ESGO 2025



Unresectable stage III-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting Colombo N and Ledermann J, ESGO 2025



Transformative Clinical Trials in the Advanced Stage / Recurrent Setting

Brian Slomovitz, ASCO 2024



Transformative Clinical Trials in the Advanced Stage / Recurrent Setting

Brian Slomovitz, ASCO 2024
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3rd debate:
TP53m pMMR impact on treatment decisions?

Discussants: 

Pro: Alexandra Leary, France

Con: Annamaria Ferrero, Italy



dMMR, MSI-h

TP53mut

Mirza M R et al, ESMO 2023

NSMP

RUBY part 1



Pignata S. et al, Annals of Oncology 2024

MSS/TP53mut

• Phase II randomized trial, translational analysis

• Avelumab plus carboplatin/paclitaxel versus carboplatin/paclitaxel as first–line treatment

• 109 analyzed NGS patients, 47 MSS/TP53 mutated

MITO END-3 trial



Pignata S. et al, Annals of Oncology 2024MITO END-3 trial



Primary endpoint: PFS in the ITT population

Main secondary endpoints: 

- PFS according to P53 status and to CT response

- OS 

- safety

Phase IIb trial 

UTOLA trial
F Joly Lobbedez et al 



147 randomized patients (98 to Olaparib, 49 to placebo)

Population mPFS olaparib

(months)

mPFS placebo 

(months)

ITT 5.6 4.0 HR:0.94, p=0.29

P53 mut 5.6 3.6 HR:0.75, p=0.12

P53 wt 6.1 7.7 HR:1.13, p=0.3

HRD pos 5.4 3.6 HR:0.59, p=0.02 

F Joly Lobbedez et al 

52% (73) were HRD positive: 

▪ 79% in P53mut

▪ 23% in P53WT

UTOLA trial



PFS was statistically higher with olaparib in HRD tumors,  regardless of P53 status

UTOLA trial

F Joly Lobbedez et al 



Chemotherapy + durvalumab drives direct tumour cell killing and 
an enhanced immune response through blockade of PD-L1

Induction phase
Platinum chemotherapy 
(SoC) + durvalumab

1

Maintenance phase
Durvalumab
Durvalumab + olaparib

Immuno-suppressive, 
pro-tumour immune 
cells and signals

Immuno-stimulatory, 
anti-tumour immune 
cells and signals

Cytotoxic T cell

2

dMMR pMMR

Blockade of PD-L1 with 
durvalumab drives prolonged 

anti-tumour immunity and durable 
clinical activity in dMMR tumours, 
with limited potential for further 

enhancement

Biologically heterogeneous 
population – diverse 

genomic drivers and variable 
immune priming

Pre-existing immune 
response held in 
check by PD-L1 

inhibition of T cells 

Olaparib induced DNA 
damage leads to tumour 

cell death and further 
immune priming promoting 
a more robust anti-tumour 

immunity and more durable 
benefit for the durvalumab 

+ olaparib combination

Blockade of PD-L1 leads to 
more limited anti-tumour

immunity in pMMR tumours

PARP

Olaparib

Immuno-suppressive
Active anti-tumour 
immune response

Tumour Microenvironments
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DUO-E EAP: riassunto dei criteri di eligibilità dei pazienti
La popolazione interessata è composta da adulti con carcinoma endometriale epiteliale confermato da analisi 

istologica, recentemente diagnosticati con stadio III/IV, o recidivo di EC.

In relazione con la terapia

• Naïve alla prima-linea di trattamento antitumorale 

sistemico

• Chemioterapia adiuvante ± radioterapia è consentita 

solo se trascorsi almeno 6 mesi dall’ ultima dose alla 

ricaduta

Campione del tumore

• Stato MMR conosciuto

Caratteristiche malattia / paziente (pz)

• Tutte le istologie sono consentite, incluso il 

carcinosarcoma, ed eccezione dei sarcomi.

• Pz. recentemente diagnosticati con stadio III e con 

malattia misurabile dopo chirurgia

• Pz. recentemente diagnosticati con stadio IV con 

o senza malattia misurabile dopo chirurgia

• Pz. recidivi, con malattia misurabile o non, nei 

quali la possibilità di cura con la sola chirurgia 

risulta poco probabile

Criteri di esclusione

• Ogni effetto avverso irrisolto di grado ≥2 dalla precedente 

terapia antitumorale

• Attivi o precedentemente documentati disordini autoimmuni 

o infiammatori

• MDS/AML presunto o tale

• Pz. che hanno partecipato ad uno studio clinico con un IMP 

somministrato all’ interno degli ultimi 12 mesi

• Precedente immuno-terapia mediata (es. anti-PD-1, anti-PD-

L, anti-CTLA-4 or anti programmed cell death ligand 2 

antibodies)



Dosing treatment sequence for patients with pMMR a/r EC

41

Durvalumab 1120 mg IV (1-hour)* + carboplatin + 

paclitaxel Q3W from cycle 1 for up to 6 cycles 

Chemotherapy phase

Until PD

Chemotherapy

Durvalumab

Durvalumab 1500 mg IV Q4W +

olaparib (300 mg) orally twice daily until PD

Maintenance phase

Durvalumab + chemotherapy
cycle = 3 weeks**

Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6 Cycle 7

Durvalumab
cycle = 4 weeks

Cycle é Cycle é Cycle é Cycle é

Screening

Treatment with olaparib will commence a between 3ï9 weeks after the last day of chemotherapy infusion#

Olaparib Two 150 mg olaparib tablets should be swallowed whole twice daily at the 
same time each day and ~12 hours apart with water, with or without foodÀ

x x x x x x

Duration of treatment ïmaximum of 24ï36 months

Durvalumab 1500 mg administered every 4 weeks until disease progression

If olaparib is not administered

within 9 weeks after last dose of 

CT, it cannot be administered later



Key differences between DUO-E clinical trial and EAP protocols

42

Olaparib is provided only to patients with confirmed pMMR disease

Time since previous adjuvant systemic therapy is now 6 months (vs 12 months in DUO-E clinical trial protocol)

Minimum 4 cycles of platinum chemotherapy requirement removed from EAP protocol

Brain metastases or spinal cord compression do not exclude a patient from inclusion within the EAP

ECOG requirements removed in EAP

1

2

4

5

6

The DUO-E clinical trial protocol specifies carboplatin/paclitaxel while the DUO-E EAP encompass any platinum-based 

chemotherapy regimen
3



• Carcinoma dell’endometrio avanzato o recidivante

• Senza deficit MMR (pMMR) / con stabilità dei microsatelliti (MSS)

• Trattamento di prima linea 

• Non disponibili alternative terapeutiche autorizzate

DOSTARLIMAB EAP



Unresectable stage III-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting Colombo N and Ledermann J, ESGO 2025



Abnormal tumor vasculature and immune-suppression in the tumor
microenvironment

Combination of:

- anti-angiogenic therapy 

- immune checkpoint 
blockade 

normalizes vascular-
immune crosstalk to 
potentiate cancer 
immunity

Lee WS et al, Experimental & 
Molecular Medicine2020

https://www.nature.com/emm


STUDY 309 / KEYNOTE-775: updated efficacy and safety

Makker V, ESMO 2022



PFS

OS

Makker V, ESMO 2022

STUDY 309 / KEYNOTE-775: updated efficacy and safety



OS

OS

Lorusso D, ESGO 2022

STUDY 309 / KEYNOTE-775: updated efficacy and safety



Phase 3 ENGOT-En9/LEAP-001 Study

Content  Here

Marth C, ESGO 2024; Pignata S,  ESMO GYN 2024
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Unresectable stage III-IV or recurrent endometrial carcinoma with no prior
chemotherapy except in the adjuvant setting Colombo N and Ledermann J, ESGO 2025



ER positive population



Rationale for combined ER, CDK4/6 and PI3K inhibition in EC



Metformin inhibits PI3K pathway signaling 



Eligibility and Endpoints



Objective Response Rate (ORR)



Progression Free Survival (PFS)



Predictive biomarkers in endometrial cancer

ESGO 2025



ADC in clinical development in endometrial cancer ESGO 2025



MK 2870-005 /ENGOT-en23 /GOG3095



DESTINY-Endometrial01/GOG-3098/ENGOT-EN24

TRASTUZUMAB-DERUXTECAN





non-MMRd disease

non-MMR

ER positive
(Low grade)

POLEmut

P53 wt

ER negative
(High grade)

P53 abn

Paziente

BASSO 

RISCHIO

ALTO

RISCHIO

Grazie per lôattenzione!
ICI / PARPi

http://www.google.it/url?sa=i&rct=j&q=equilibrio&source=images&cd=&cad=rja&docid=YFYHyKtqdvS7AM&tbnid=ssaRT6rTLa2l9M:&ved=0CAUQjRw&url=http%3A%2F%2Fes.123rf.com%2Fphoto_14967032_3d-gente--hombre-persona-en-equilibrio-en-cubos.html&ei=jNc4UfmpNYO7Pb3dgKAO&bvm=bv.43287494,d.ZGU&psig=AFQjCNG3hPQzIo2yedwbBPUjfONRYfcTsA&ust=1362766055157306

