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POLE
MMR-D
P53
NSMP







Median FUP 124 mts
TAP 37 mts
TC 41 mts

Progression
Doxorubicin/taxane or endocrine
therapy

JCO 2020









Pembrolizumab and Dostarlimab are now reimbursed in
dMMR EC previously exposed to platinum based
Chemotherapy (no more than
2 previously lines ) in Italy





Stratification factors
MMR status(pMMR vs dMMR)
and further stratification within
pMMR by
Region
ECOG PS
Pevic RT





Discontinuation
33% of patients



THE REVOLUTION OF FIRST LINE 
TREATMENT:dMMR



adverse events G3 or higher, 70.5% vs. 59.8%; serious adverse events, 37.8% vs. 27.6%).
Discontinuation of dostarlimab or placebo because of adverse events occurred in 17.4% of patients in the dostarlimab group and in 9.3% of 
patients in the placebo group. 



In the dMMR cohort, grade 3 or higher adverse events were reported in 63.3% of patients in the pembrolizumab group and in 47.2% of 
those in the placebo group 



Paperwork for dostarlimab+cht
Approval in dMMR population submitted to EMA

Nominal use in ITALY currently available







Adjuvant therapy



PORTEC-1. 484 pts
Pelvic EBRT vs no adj therapy
early stage intermediate risk EC
No BT

PORTEC-2 396 pts
BT vs EBRT
Early stage high-intermediate risk EC



POLEmut
Omitting RT seems be safe

MMRd
EBRT and BT small benefit vs no treat

P53abn
EBRT is recommended

NSMP
Advantage with adj treat
Better BT







stage I/II non-endometrioid, 
stage III/IVa, p53 abnormality

At the investigator’s discretion
radiotherapy (EBRT and/or brachytherapy)
± radiosensitizing cisplatin 50 mg/m2

































Early stage CC: radical surgery with
tailored adjuvant therapy 5-yrs OS 90%

LACC (FIGO IB2-IVA): chemoradiation.   5-yrs OS 72-88%

Advanced (FIGO IVB) and recurrent:       5-yrs OS < 10%

5yr OS  74% (72–77)
5yr DFS 68% (65–70) 





Primary stage IVB
Recurrent /persistent
No prior CHT for recurrence

Circa 5 mesi di vantaggio in
OS nel gruppo con Beva



Dopo carbo-taxo-Beva mediana di sopravvivenza circa 8 mesi

Regimi di II linea 
Topotecan
Vinorelbina
Pemetrexed
Docetaxel
Gemcitabina
bevacizumab

ORR circa 12%
OS 7 mesi



HPV-related cancer
PD-L1 overexpressed (19% to 88%)
High TMB

Keynote-158          Pembrolizumab
Checkmate 358     Nivolumab





Pembrolizumab
+

Paclitaxel+cisplatin or carboplatin
+- bevacizumab

placebo
+

Paclitaxel+cisplatin or carboplatin
+- bevacizumab

First line treatment

AIFA: Solo per pts PL1 pos



Interruzione del
pembrolizumab
< 5% delle pts



BEATcc Trial
Open-label, multicentre, randomized, phase 3 trial in all-comer pts

Atezolizumab
+

Paclitaxel+cisplatin or carboplatin
+-bevacizumab

placebo
+

Paclitaxel+cisplatin or carboplatin
+-bevacizumab

Metastatic,
Persistent
Recurrent
CC

1.1
410

38% risk of progression
PFS 36 months 26% vs 12%
Low toxicity profile

ESMO 2023



Primary LACC
IB2-IIB node positive
IIIA-IVA any nodal status

1.1
714 pts

CCRT +durvalumab
Up to 24 months or progression

CCRT +placebo
Up to 24 months or progression

2022: The CALLA trial did not achieve statistical
Significance for PFS or OS



Durvalumab : 
lower distant metastasis

Advantage in pts ≥ IIIN+ or LALN
12% of patients



Pembrolizumab plus chemoradiotherapy for high-risk LACC: 
Randomized, double-blinded phase 3
ENGOT-cx11/GOG-3047/KEYNOTE-A18 study

Primary LACC
IB2-IIB node positive
IIIA-IVA any nodal status

CCRT +pembrolizumab
Pembro for 15 cycles

CCRT +placebo
Placebo for 15 cycles

1.1
1060 pts

<5% PDL1 neg
55% IIIA-IVA
N+ 84%
PALN 22%

136 Centers in
30 Countries

Esmo 2023



Pembrolizumab plus chemoradiotherapy for high-risk LACC: 
Randomized, double-blinded phase 3
ENGOT-cx11/GOG-3047/KEYNOTE-A18 study

IMRT or VMAT 89%
Cervix EQD2 dose 87 Gy
Overall treatment time  within 56 days 80%  

Esmo 2023

PFS 24 months 67.8% vs 57.3%
HR 0.70 (95% CI, 0.55-0.89)
P=0.0020

Low toxicity profile
Enteritis, diarrhea

Pract
ice ch

angin
g







INTERLACE Trial Design

Induction cht
Carbo+pacli
For 6 weeks

Week 7

Randomized 500 pts

CRT
CHT CDDP for 5 weeks
RT EBRT+BT > 78 Gy EQD2

Stratified
Site
Stage
N
3DCRT vs IMRT
2D vs 3D BT
Tumor size

Primary endpoints
PFS
OS

ESMO 2023



Population

IIA         76%
IB1-IB2 10%

IIB-IVA 14%

N neg 60%

Discontinuation of CDDP 
During RT    30% of pts
After neoCHT

Radiotherapy

IMRT 40%
IGABT 30%



PFS
HR 065 (95% CI 0.46-0.91)
P=0.013

Induction
Chemo+CRT

75%

73%

CRT
Alone

72%

64%

3yr

5yr

5yr OS  74% (72–77)
5yr DFS 68% (65–70; 



OS
HR 0.61 (95% CI 0.40-0.91)
P=0.04

Induction
Chemo+CRT

86%

80%

CRT
Alone

80%

72%

3yr

5yr

5yr OS  74% (72–77)
5yr DFS 68% (65–70; 
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