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Endometrial Cancer



Guidelines

Oaknin A, Lancet Oncol - 2022



The molecular EC classification has the potential to improve 
patient management, reducing over- and undertreatment

Guidelines

Oaknin A, Lancet Oncol - 2022
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Guidelines

Zannoni GF, Front. Oncol. 2022



Follow-up

Zola P, JCO 2022

42 hospitals (I-F)

1871 pts

Absolute improvement 5% of the 5y-OS with INT regimen



Follow-up

Zola P, JCO 2022

5y OS:

90.6% INT vs 91.9% MIN



Follow-up
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RT Technique

Wortman BG, IJROBP 2022
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RT Technique

Yeung AR, JCO 2022289 EC/CC pts IMRT arm less high-level diarrhea at 1y (6 versus 15%); 3y better GU 

NRG Oncology-RTOG 1203 
update 

(Klopp AH, Yeung AR, Deshmukh S, et al. 
J Clin Oncol 2018) 



Target agents

LOCALLY ADVANCED/RECURRENT EC

dMMR/MSI-H EC:

Pembrolizumab (USA)
Dostarlimab (USA, EU)

pMMR/MSS:

Lenvatinib+Pembrolizumab (USA)
(> 66.9%TRAE)



Target agents

Study 111–KEYNOTE-146 trial: treatment with 
lenvatinib in combination with pembrolizumab had 

compelling efficacy in patients with previously treated 
advanced EC regardless of tumor MSI status

Study 309–KEYNOTE-775 trial: 
treatment with lenvatinib plus pembrolizumab led to 

significantly longer PFS and OS than chemotherapy of the 
treating physician’s choice, both in the pMMR population 

and in the overall trial population of patients with advanced 
EC who had disease progression after the receipt of previous 

systemic platinum-based therapy

Makker V. JCO 2020
Makker V. N Engl J Med 2022



§ in patients with previously treated recurrent or advanced dMMR/MSI-H or pMMR/MSS endometrial 
cancer, dostarlimab was associated with significant clinical activity

‒ ORR: 45.4% and 15.4%; median PFS: 6.0 mo (range: 4.1-18.8) and 2.7 mo (range: 2.6-2.8); 
median OS: NR (range: 27.1-NR) and 16.9 mo (range: 13.0-21.8)

‒ Median DoR not reached in dMMR/MSI-H group and 19.4 mo in pMMR/MSS group

§ Dostarlimab was well tolerated with most TRAES of grade 1-2 and low rate of discontinuation 

Target agents

Oaknin A, et al. JAMA 2020
Oaknin A, et al. J Immunother Cancer 2022

GARNET trial (cohorts A1 and A2 update): 



Cervical Cancer



EMBRACE I studies



EMBRACE I studies
1341 pts



EMBRACE I studies
Lindegaard JC, IJROBP 2022: 

T-Score and prognosis

Westerveld H, Radiother Oncol 2022: 

PIBS and vaginal stenosis

Smet S, IJROBP 2022: 

Late persistent fatigue

Spampinato S, IJROBP 2022: 

Late GI morbidity



Lindegaard JC, IJROBP 2022Lindegaard JC, IJROBP 2019

400à1318 pts

EMBRACE I studies



Posterior-Inferior Border of Symphysis (PIBS)

< 50 Gy for PIBS EBRT + BT

< 5 Gy for PIBS-2 cm EBRT

The current dose constraint for the RectoVaginal-Reference Point à 65 Gy

Lower risk of vaginal stenosisDose levels 

EMBRACE I studies

Westerveld H, Radiother Oncol 2022

301 pts



late persistent grade ≥1 fatigueà>33%pts; 
6% suffer from late persistent grade ≥2

Baseline ≥1/≥2 fatigue Late persistent grade ≥1/≥2 fatigue

preexisting comorbidities size of irradiated volumes 

WHO-PS score level of radiation doses both from EBRT and brachytherapy (EBRT: V43Gy, 
V57Gy; EBRT + brachytherapy: V60Gy EQD2) 

being underweight baseline fatigue

severe pain younger age

tumor volume obesity

late persistent organ-related morbidity 

Smet S, Int J Radiation Oncol Biol Phys, 2022

EMBRACE I studies
993 pts



EMBRACE I studies

Spampinato S, Int J Radiation Oncol Biol Phys, 2022

1416 pts



Chopra, S et al.

21.1% vs. 42.4% 2.9% vs. 15.5%



Technique

Chopra S, Radiotherapy & Oncology 2022



Brachytherapy



Brachytherapy



Adjuvant Chemotherapy

Mileshkin LR JCO, 06/2021, Volume 39, 18S

Adjuvant CT after standard cisplatin-based chemoradiation for LACC did not improve OS or PFS
Pelvic CRT with concurrent weekly cisplatinàstandard of care



Adjuvant Chemotherapy

8 studies (2RCTàthe Thai ACTLACC trial and the Australian-led international OUTBACK trial, 
one large retrospective matched-case study (Wu et al., 2021) )

2150 patients

Horeweg N, Critical Reviews in Oncology / Hematology 172 (2022)

Rejection of the hypothesis that 
adjuvant chemotherapy after 

chemoradiation and brachytherapy 
improves survival in unselected 
patients with locally advanced 

cervical cancer



Stratification factors
• Disease stage

― FIGO Stage IB2-IIB and LN+ 
― FIGO Stage ≥III and LN‒
― FIGO Stage ≥III and LN+

• Region of world

CALLA Study Design

Chemoradiotherapy Regimen
Platinum agent Cisplatin 40 mg/m2 or carboplatin AUC2 q1w ´ 5 weeks

EBRT 45 Gy in 25 fractions at 1.8 Gy/fraction, 5 fractions per week

Brachytherapy High-dose rate: 27.5-30 Gy; Low/pulsed-dose rate: 35-40 Gy

31

Placebo 
q4w ´ 24 doses

Durvalumab 1500 mg 
q4w ´ 24 doses

R
1:1

Primary Endpoint: 
Progression-Free Survivala

(Investigator-assessed)

Key Secondary Endpoints:

• Overall survival

• Objective response rate

• Duration of response

• Incidence of local or distant 
progression / 2° malignancy

• Safety and tolerability

Platinum + EBRT 
+ brachytherapy

Platinum + EBRT 
+ brachytherapy

N=770

Eligible population
• Women aged ≥18 years

• Histologically confirmed cervical
adenocarcinoma, squamous carcinoma, or  
adenosquamous carcinoma

• High-risk LACC (FIGO 2009) 

― Stages IB2 to IIB, node positive (N≥1) 

― Stages IIIA to IVA with any node (N≥0)

• WHO ECOG performance status of 0 or 1 

Key Milestones
First patient in February 2019
Last patient in
Data cut off

December 2020
January 20, 2022

15 countries, 120 sites

aAccording to RECIST 1.1 or histopathologic confirmation of local tumor progression using CT or MRI scans.

Target agents



Progression-Free and Overall Survival

PFS OS

Courtesy Prof. Lorusso

Target agents
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CALLA: Safety and Tolerability

Parameter, n (%)
Durvalumab + 
CRT (N = 385)

Placebo + CRT 
(N = 385)

Any AE leading to discontinuation 
of any study treatment
§ Possibly related to any study 

treatment

65 (16.9)

48 (12.5)

50 (13.0)

37 (9.6)

Any AE leading to discontinuation 
of Durvalumab/Placebo only
§ Possibly related to 

durvalumab/placebo

33 (8.6)

12 (3.1)

22 (5.7)

5 (1.3)

Any AE leading to discontinuation 
of durvalumab/placebo only
§ Possibly related to CRT only

34 (8.8)

25 (6.5)

30 (7.8)

22 (5.7)

Monk. IGCS 2022. Abstr O001.

*Any study treatment: Durvalumab/Placebo only or CRT only or durvalumab/placebo + 
CRT: Urinary tract infection, blood loss anemia, pulmonary embolism, sepsis, 
endocrinopathy;. †Pneumonia. ‡Endocrinopathy.

Parameter, n (%)

Durvalumab + 
CRT

(N = 385)
Placebo + CRT

(N = 385)

Any AE
§ Possibly related to any study 

treatment
§ Possibly related to 

Durvalumab/Placebo only

379 (98.2)
350 (90.9)

194 (50.4)

377 (98.2)
337 (87.8)

139 (36.2)

Any AE of CTCAE grade 3/4
§ Possibly related to any study 

treatment
§ Possibly related to 

durvalumab/placebo only

199 (51.7)
160 (41.6)

31 (8.1)

196 (51.0)
166 (43.2)

25 (6.5)

Any AE with outcome of death
§ Possibly related to any study 

treatment
§ Possibly related to 

durvalumab/placebo only

13 (3.4)
5 (1.3)*

1 (0.3)‡

5 (1.3)
1 (0.3)†

0

§ All grade AEs occurring in ≥15% of patients receiving durva 
+ CRT vs Pbo + CRT included: anemia (56% vs 54.4), nausea 
(55.5% vs 52.3%), diarrhea (45.7% vs 49.5%), vomiting 
(27.3 vs 27.6), and UTI (25.7 vs 24.5)

§ Most common grade 3/4 AEs in both arms included: 
anemia, neutropenia, neutrophil count decrease, white 
blood count decrease, and leukopenia

Target agents



Phase III CALLA trial

§ durvalumab in combination with and following chemoradiation did not 
significantly improve PFS in patients with high-risk locally advanced 
cervical cancer vs  chemoradiation alone (HR: 0.84; P  = .174) or OS 
(HR: 0.78; P = .156)1

‒ Safety was comparable in both arms
‒ No new or unexpected toxicity

Target agents
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