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Le cancer de l’endomètre



CARBOPLATINE TAXOL : un long règne

• Miller DS, Filiaci VL, Mannel RS, et al. Carboplatin and Paclitaxel for Advanced Endometrial Cancer: Final Overall Survival and Adverse Event Analysis of a Phase III Trial (NRG Oncology/GOG0209). J Clin Oncol. 2020;38(33):3841-3850. doi:10.1200/JCO.20.01076

GOG0209



Fin 2023 : le pouvoir a « changé »
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ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796)
Phase 3, randomized, double-blind, multicenter study of dostarlimab plus carboplatin-paclitaxel versus placebo 
plus carboplatin-paclitaxel in patients with primary advanced or recurrent EC

Primary end point: PFS by INV per 
RECIST v1.1, OS

Secondary end points: PFS by BICR 
per RECIST v1.1, PFS2, ORR, DOR, 
DCR, HRQOL/PRO,
Safety

End points

Dostarlimab IV 500 mg 

Carboplatin AUC 
5 mg/mL/min

Paclitaxel 175 mg/m2

Q3W for 6 cycles

Placebo IV

Carboplatin AUC
5 mg/mL/min

Paclitaxel 175 mg/m2

Q3W for 6 cycles

Dostarlimab IV 1000 
mg

Q6W up to 3 yearsa

Follow-
up

R1:1

Eligible patients

• Histologically/cytologically proven advanced 
or recurrent EC

• Stage III/IV disease or first recurrent EC with 
low potential for cure by radiation therapy or 
surgery alone or in combination

• Carcinosarcoma, clear cell, serous, or 
mixed histology permitted

• Naive to systemic therapy or systemic 
anticancer therapy or had a recurrence or PD 
≥6 months after completing systemic 
anticancer therapy

• ECOG PS 0–1

• Adequate organ function

Stratification

• MMR/MSI status
• Prior external pelvic radiotherapy 
• Disease status

Placebo IV 

Q6W up to 3 yearsa

Further study details can be found at Mirza MR, et al. N Engl J Med. 2023 Jun 8;388(23):2145-2158. 
aTreatment ends after 3 years, PD, toxicity, withdrawal of consent, investigator’s decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the Sponsor and the Investigator. 
AUC = area under the plasma or serum concentration-time curve; BICR = blinded independent central review; DCR = disease control rate; DOR = duration of response; EC = endometrial cancer; ECOG PS = Eastern Cooperative Oncology Group performance score; ENGOT = The European Network for Gynecological 
Oncological Trial groups; GOG = Gynecologic Oncology Group; HRQOL = health-related quality of life; INV = investigator assessment; IV = intraveneous; MMR = mismatch repair; MSI = microsatellite instability; NSGO = Nordic Society of Gynecologic Oncology; ORR = objective response rate; OS = overall survival; PD = 
progressive disease; PFS = progression-free survival; PFS2 = time to second disease progression or death; PRO = patient-reported outcome; QxW = every x weeks; R = randomisation; RECIST v1.1 = Response Evaluation Criteria in Solid Tumours version 1.1.
Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.



Data cutoff date: September 28, 2022.
CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; MMR, mismatch repair; MMRp, mismatch repair proficient; MSI, microsatellite instability; MSI-H, microsatellite instability high; MSS, microsatellite stable.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation # LBA1.

Patient Population and Baseline Characteristics 

Overall

Variable, n (%)

Dostarlimab + CP

(N=245)

Placebo + CP

(N=249)

MMR/MSI status

dMMR/MSI-H 53 (21.6) 65 (26.1)

MMRp/MSS 192 (78.4) 184 (73.9)

Prior external pelvic radiation

Yes 41 (16.7) 45 (18.1)

No 204 (83.3) 204 (81.9)

Disease status

Primary stage III 45 (18.4) 47 (18.9)

Primary stage IV 83 (33.9) 83 (33.3)

Recurrent 117 (47.8) 119 (47.8)



Data cutoff date: September 28, 2022.
aOther includes patients identifying as American Indian or Alaska native, native Hawaiian or other Pacific Islander, unknown, or not reported. bNumber of patients with ECOG PS score: 52 dostarlimab + CP dMMR/MSI-H, 65 placebo + CP dMMR/MSI-H, 241 dostarlimab + CP overall, 

246 placebo + CP overall. cMixed carcinoma ≥10% of carcinosarcoma, clear cell, or serous histology.
BMI, body mass index; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; ECOG PS, Eastern Cooperative Oncology Group performance status; MSI-H, microsatellite instability high.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.

Baseline Characteristics

Overall

Variable

Dostarlimab + CP

(N=245)

Placebo + CP

(N=249)

Age

Median (range), y 64 (41–81) 65 (28–85)

≥65 y, n (%) 118 (48.2) 135 (54.2)

Race, n (%)

White 189 (77.1) 191 (76.7)

Black 28 (11.4) 31 (12.4)

Asian 7 (2.9) 8 (3.2)

Othera 21 (8.6) 19 (7.6)

ECOG PS, n (%)b

0 145 (60.2) 160 (65.0)

1 96 (39.8) 86 (35.0)

BMI 

Median (range)
30.8

(17.6–60.6)

32.8

(17.7–68.0)

Measurable disease at baseline, n (%)

Yes 212 (86.5) 219 (88.0)

No 33 (13.5) 30 (12.0)

Overall

Variable

Dostarlimab + CP

(N=245)

Placebo + CP

(N=249)

Prior anticancer treatment, n (%)

Yes 48 (19.6) 52 (20.9)

Carboplatin-paclitaxel 36 (14.7) 39 (15.7)

Histology type, n (%)

Carcinosarcoma 25 (10.2) 19 (7.6)

Endometrioid 134 (54.7) 136 (54.6)

Mixed carcinomac 10 (4.1) 9 (3.6)

Serous

adenocarcinoma
50 (20.4) 52 (20.9)

Clear cell

adenocarcinoma
8 (3.3) 9 (3.6)

Mucinous

adenocarcinoma
0 1 (0.4)

Undifferentiated

carcinoma
1 (0.4) 2 (0.8)

Other 17 (6.9) 21 (8.4)
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Statistically significant improvements in PFS in patients with primary advanced 
or recurrent EC1-3

dMMR/MSI-H Overall

32302826242220181614121086420 34 36 38

Censored
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Months from randomizationNo. at risk (events)

D + CP
PBO + CP

53(0) 48(3) 44(6) 39(10) 34(15) 31(17) 30(18) 29(19) 28(19) 27(19) 25(19) 19(19) 13(19) 9(19) 9(19) 4(19) 1(19) 0(19)

65(0) 57(4) 54(7) 34(24) 26(32) 14(41) 12(43) 12(43) 11(44) 8(46) 8(46) 7(47) 4(47) 3(47) 3(47) 2(47) 1(47) 0(47)

HR, 0.28 
(95% CI, 0.162–0.495)

P<0.0001 
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Censored

Months from randomization
No. at risk (events)

D + CP
PBO + CP

245(0) 220(12)197(25)157(55) 130(80) 105(103) 94(110) 90(113) 84(118) 78(122) 66(127) 52(128) 34(131)23(132)22(132)12(133) 2(134) 0(135)

249(0) 219(14)200(29)144(77)103(115) 74(141) 59(155) 57(157) 48(166) 42(170) 39(170) 32(172) 20(175)14(176)13(176) 5(177) 2(177) 1(177) 1(177) 0(177)

HR, 0.64 
(95% CI, 0.507–0.800)

P<0.0001 

Chemotherapy 
period

Chemotherapy 
period

CI = confidence interval; CP = carboplatin-paclitaxel; D = dostarlimab; dMMR = mismatch repair deficient; EC = endometrial cancer; HR = hazard ratio; mo = month; MSI-H = microsatellite instability–high; NR = not reached; PBO = placebo; PFS = progression-free survival.
1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158. 2. Mirza MR et al. Presented at the Society of Gynecologic Oncology Annual Meeting on Women’s Cancer (Oral presentation). March 25-28, 2023, Tampa, FL, US. 3. Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. 
October 20-24, 2023; Madrid, Spain; Presentation #740MO.

% with event Median (95%CI), mo
D + CP 35.8 NR (11.8–NR)
PBO + CP 72.3 7.7  (5.6–9.7)
PFS maturity 55.9

% with event Median (95%CI), mo
D + CP 55.1 11.8 (9.6–17.1)
PBO + CP 71.1 7.9 (7.6–9.5)
PFS maturity 63.2

Median duration of follow-up: 24.8 mo Median duration of follow-up: 25.4 mo



RUBY molecular classification algorithm

Integrated diagnosis POLεmut (EDM) dMMR (or MSI-H) TP53 aberrant NSMP

Prevalence in RUBY, % (n/N) 1.25% (5/400) 22.75% (91/400) 22% (88/400) 54% (216/400)

Diagnostic test WES
Results of local (IHC, NGS, PCR) or 

central test (IHC) provided for RUBY 
at randomization

WES

POLε status

MMR status

p53 status

EC 
(histological subtype independent)

POLε pathogenic POLε non-pathogenic

dMMR MMRp

P53-mut P53 WT

Efficacy per molecular classification was an exploratory analysis.
dMMR = mismatch repair deficient; EC = endometrial cancer; EDM = exonuclease domain; IHC = immunohistochemistry; MMR = mismatch repair; MMRp = mismatch repair proficient; MSI-H = microsatellite instability-high; mut = mutated; NGS = next generation 
sequencing; NSMP = no specific molecular profile; P53 = protein 53; PCR = polymerase chain reaction; POLε = polymerase epsilon; TP53 = tumor protein 53; WES = whole exome DNA sequencing; WT = wild type.
Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.

In RUBY Part 1, molecular classification was performed for all participants with WES results – 400 of 494 patients
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PFS according to molecular subgroup
Based on 400/494 patients with known molecular classification per whole exome sequencing
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aPrimary endpoint of PFS in dMMR/MSI-H patients (n=118) showed HR, 0.28; P<0.0001.
CI = confidence interval; CP = carboplatin-paclitaxel; D = dostarlimab; dMMR = mismatch repair deficient; HR = hazard ratio; MSI-H = microsatellite instability–high; mut = mutated; NA = not applicable; NSMP = no specific molecular profile; PBO = placebo; PFS = progression-free survival; POLε = polymerase epsilon; TP53 = tumor protein 53.
Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO.
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Statistically Significant OS Benefit in Overall Population – Primary Endpoint 

aMedian expected duration of follow-up. 
CI, confidence interval; CP, carboplatin-paclitaxel; HR, hazard ratio; mo, month; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.

244(3) 239(8) 228(18) 223(23) 210(36) 197(47) 181(63) 168(74) 156(84) 143(97) 135(105) 127(111) 122(116) 117(120) 112(123) 96(127) 78(131) 53(134) 39(139) 22(142) 13(143) 4(144) 2(144) 0(144)249(0)

245(0) 239(3) 232(9) 223(16) 211(27) 201(37) 198(40) 188(48) 184(51) 181(54) 175(60) 168(67) 164(71) 154(80) 146(86) 137(93) 118(98) 95(102) 70(104) 52(107) 37(107) 17(108) 6(108) 2(109) 0(109)
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Censored

Median (95% CI), mo Events, n/N (%)

Dostarlimab + CP 44.6 (32.6–NE) 109/245 (44.5)

Placebo + CP 28.2 (22.1–35.6) 144/249 (57.8)

OS maturity 253/494 (51.2)

38.2% of patients in the placebo + CP arm 

received subsequent immunotherapy

70.1%

54.9%

54.3%

42.9%

HR, 0.69 
(95% CI, 0.54–0.89) 

P=0.002

Median duration of 

follow-up, 37.2 monthsa



Substantial OS Benefit in dMMR/MSI-H Populationa

aOverall survival in the dMMR/MSI-H and MMRp/MSS populations was a prespecified exploratory endpoint bMedian expected duration of follow-up. 
CI, confidence interval; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; mo, month; MSI-H, microsatellite instability-high; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.

63(2) 62(3) 59(6) 56(9) 55(10) 51(13) 48(16) 43(20) 41(21) 39(23) 37(25) 34(27) 33(28) 31(29) 31(29) 23(32) 19(33) 12(33) 11(33) 7(34) 6(34) 1(35) 0(35)65(0)

53(0) 52(1) 50(3) 48(5) 46(6) 45(7) 45(7) 44(7) 44(7) 44(7) 44(7) 43(8) 42(9) 41(9) 41(9) 41(9) 34(10) 28(11) 19(11) 14(12) 8(12) 6(12) 2(12) 1(12) 0(12)

Placebo + CP

Median (95% CI), mo Events, n/N (%)

Dostarlimab + CP NE (NE–NE) 12/53 (22.6)

Placebo + CP 31.4 (20.3–NE) 35/65 (53.8)

OS maturity 47/118 (39.8)

82.8%

78.0%

57.5%

46.0%

No. at risk (events)
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Placebo + CP
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41.5% of patients in the placebo + CP arm 

received subsequent immunotherapy

HR, 0.32 
(95% CI, 0.17–0.63)

nominal P=0.0002 

Median duration of 

follow-up, 36.6 monthsb

Censored



Clinically Meaningful OS Difference in MMRp/MSS Populationa

aOverall survival in the dMMR/MSI-H and MMRp/MSS populations was a prespecified exploratory endpoint. bMedian expected duration of follow-up.
CI, confidence interval; CP, carboplatin-paclitaxel; HR, hazard ratio; MMRp, mismatch repair proficient; mo, month; MSS, microsatellite stable; NE, not estimable; No, number; OS, overall survival.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.

181(1) 177(5) 169(12) 167(14) 155(26) 146(34) 133(47) 125(54) 115(63) 104(74) 98(80) 93(84) 89(88) 86(91) 81(94) 73(95) 59(98) 41(101) 28(106) 15(108) 7(109) 3(109) 2(109) 0(109)184(0)

192(0) 187(2) 182(6) 175(11) 165(21) 156(30) 153(33) 144(41) 140(44) 137(47) 131(53) 125(59) 122(62) 113(71) 105(77) 96(84) 84(88) 67(91) 51(93) 38(95) 29(95) 11(96) 4(96) 1(97) 0(97)
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No. at risk (events)

Dostarlimab + CP

Placebo + CP

Median (95% CI), mo Events, n/N (%)

Dostarlimab + CP 34.0 (28.6–NE) 97/192 (50.5)

Placebo + CP 27.0 (21.5–35.6) 109/184 (59.2)

OS maturity 206/376 (54.8)

Dostarlimab + CP

Placebo + CP

66.5%

48.6%

53.2%

41.9%

HR, 0.79 
(95% CI, 0.60–1.04)

nominal P=0.0493 

Median duration of 

follow-up, 37.5 monthsb

37.0% of patients in the placebo + CP arm 

received subsequent  immunotherapy

Censored



aData are based on the safety analysis set, which consists of patients who received ≥1 dose of study treatment. bThree deaths were not related to study treatment (opiate overdose, COVID-19, and general physical health deterioration). cOne death was considered by the investigator as related to dostarlimab, 
carboplatin, and paclitaxel and occurred during the first 6 cycles (myelosuppression); one death was related to dostarlimab and occurred during the 90-day safety follow-up (hypovolemic shock).
CP, carboplatin-paclitaxel; irAE, immune-related adverse event; TEAE, treatment-emergent adverse event.
Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1.

Safety Summarya

Parameter

Dostarlimab + CP

(N=241)

Placebo + CP

(N=246)

Any TEAE, n (%) 241 (100) 246 (100)

Any grade ≥3 TEAE, n (%) 174 (72.2) 148 (60.2)

Serious TEAE, n (%) 96 (39.8) 69 (28.0)

Any treatment-related irAE, n (%) 98 (40.7) 40 (16.3)

Any TEAE leading to discontinuation of dostarlimab or placebo, n (%) 46 (19.1) 20 (8.1)

Any TEAE leading to discontinuation of carboplatin, n (%) 20 (8.3) 15 (6.1)

Any TEAE leading to discontinuation of paclitaxel, n (%) 26 (10.8) 25 (10.2)

Any TEAE leading to death, n (%) 5 (2.1)b 0

Any TEAE related to dostarlimab leading to death, n (%) 2 (0.8)c —

Duration of overall treatment, median (range), weeks 43.0 (3.0–192.6) 36.0 (2.1–193.1)



Chimiothérapie + anti PD(L)1 chez les dMMR : HR = 0,3

Colombo et al, Annals of Oncology 2023
Eskander RN, Sill MW, Beffa L, et al. Pembrolizumab plus Chemotherapy in Advanced Endometrial Cancer. N Engl J Med. 
2023;388(23):2159-2170. doi:10.1056/NEJMoa2302312

Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; 
Presentation #740MO



Chimiothérapie + anti PD1 chez les pMMR : HR = 0,6-0,7
Anti PD-L1 moins efficace ?

Colombo et al, Annals of Oncology 2023 Eskander RN, Sill MW, Beffa L, et al. Pembrolizumab plus Chemotherapy in Advanced Endometrial Cancer. N 
Engl J Med. 2023;388(23):2159-2170. doi:10.1056/NEJMoa2302312

Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 
2023; Madrid, Spain; Presentation #740MO



Perspective : Une place pour les inhibiteurs de PARP ?



UTOLA (GINECO)

Olaparib vs placebo comme traitement d'entretien
après une chimiothérapie à base de platine chez 
des patientes atteintes d'un cancer de l'endomètre
avancé/métastatique











Next step ? 
Une place pour les inhibiteurs de PARP + immunothérapie ?



Effets immunogéniques des PARPi

- La génétique influence l’infiltrat immunitaire

- Tumeurs HRD/BRCAm : plus immuno-infiltrées (Strickland et al 2016, Nolan et al 2017)

- Tumeurs MSI/TMB high : plus immuno-infiltrées (Llosa et al 2015, Rizvi et al 2015)

- Les inhibiteurs de PARP agissent sur l’infiltrat immunitaire dans des modèles murins

- via la voie cGAS/STING (Pantelidou et al 2019)

- Favorise le recrutement lymphocytaire T et l’expression de PD-L1 (Pantelidou et al 2019) 

- La combinaison PARPi + immunothérapie est synergique dans des modèles murins (Jiao et al 2017, Ding et al 2018)



https://www.caymanchem.com/news/helping-recruit-immune-cells-to-cancer



On-study imaging assessments were performed Q6W (±7 days) from the randomization date until week 25 (cycle 8), followed by Q9W (±7 days) until week 52. Subsequent tumor imaging was performed every 12 weeks (±7 days) until radiographic PD was documented by investigator 
assessment per RECIST v1.1 followed by 1 additional imaging 4–6 weeks later, or subsequent anticancer therapy was started, whichever occurred first. Thereafter, scans were performed per standard of care.
aHistologically/cytologically proven advanced or recurrent EC; stage III/IV disease or first recurrent EC with low potential for cure by radiation therapy or surgery alone or in combination. bCarcinosarcoma, clear cell, serous, or mixed histology permitted (mixed histology containing ≥10% 
carcinosarcoma, clear cell, or serous histology). cPatients were randomized based on either local or central MMR/MSI testing results. Central testing was used when local results were not available. For local determination of MMR/MSI status, IHC, next-generation sequencing, and 
polymerase chain reaction assays were accepted. For central determination of MMR/MSI status IHC per Ventana MMR RxDx panel was used. dCarboplatin AUC 5 mg/mL/min and paclitaxel 175 mg/m2. eTreatment ends after 3 years, PD, toxicity, withdrawal of consent, investigator’s 
decision, or death, whichever occurs first. Continued treatment with dostarlimab or placebo beyond 3 years may be considered following discussion between the sponsor and the investigator. fDose of 300 mg in patients with body weight ≥77 kg and platelet count ≥150,000/µL and 200 
mg in patients with body weight <77 kg or platelet count <150,000/µL or both. 
AUC, area under the plasma or serum concentration-time curve; BICR, blinded independent central review; BOR, best overall response; CP, carboplatin-paclitaxel; CR, complete response; DCR, disease control rate; dMMR, MMR deficient; DOR, duration of response; 
EC, endometrial cancer; HRQOL, health-related quality of life; IHC, immunohistochemistry; INV, investigator assessment; IV, intravenous; MMR, mismatch repair; MMRp, MMR proficient; MSI, microsatellite instability; MSI-H, MSI high; MSS, microsatellite stable; 
ORR, objective response rate; OS, overall survival; PARP, poly(ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetic; PO, by mouth; PR, partial response; PRO, patient-reported outcome; Q3W, every 3 weeks; Q6W, every 6 weeks; 
Q9W, every 9 weeks; QD, once daily; R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease.

Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.
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ENGOT-EN6-NSGO/GOG-3031/RUBY Part 2

Dostarlimab
(500 mg IV 

Q3W)

+

CPd (Q3W)

Placebo IV 
(Q3W)

+

CPd (Q3W)

Dostarlimab

1000 mg IV Q6W up 
to 3 yearse

+

Niraparib

200 or 300 mgf QD
up to 3 yearse

Placebo IV 

Q6W up to 3 yearse

Placebo PO

QD up to 3 yearse

Follow-
up

R 2:1

• Stage III/IV disease or first 
recurrent ECa

– All histologies except 
sarcomasb

• Naive to systemic anticancer 
therapy or had a recurrence or 
PD ≥6 months after completing 
systemic anticancer therapy

• Naive to PARP inhibitor therapy

Eligible patients

• MMR/MSI statusc

– 25% dMMR/MSI-H

– 75% MMRp/MSS

• Prior external pelvic 

radiotherapy 

• Disease status

Stratification

Primary endpoint

• OS

• PFS by BICR

• ORR

• DOR

• DCR (BOR of CR, PR, or SD)

• PFS2

• HRQOL/PRO

• PK

• Safety

Secondary endpoints
(6 cycles)

N=192

(6 cycles)

N=99

• PFS by INV per RECIST v1.1

– Overall

– MMRp/MSS



CP, carboplatin-paclitaxel; dMMR, MMR deficient; dostar, dostarlimab; MMR, mismatch repair; MMRp, MMR proficient; MSI, microsatellite instability; MSI-H, MSH high; MSS, microsatellite stable; nira, niraparib.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.

Patient Population and Baseline Characteristics 

Overall MMRp/MSS

Variable, % (n)

Dostar + CP 

followed by Dostar + nira 

(N=192)

Placebo + CP 

followed by placebo

(N=99)

Dostar + CP 

followed by Dostar + nira 

(N=142)

Placebo + CP 

followed by placebo

(N=74)

MMR/MSI status

dMMR/MSI-H 26.0 (50) 25.3 (25) 0 0

MMRp/MSS 74.0 (142) 74.7 (74) 100 (142) 100 (74)

Prior external pelvic 

radiation

Yes 15.6 (30) 16.2 (16) 14.8 (21) 16.2 (12)

No 84.4 (162) 83.8 (83) 85.2 (121) 83.8 (62)

Disease status

Primary stage III 16.1 (31) 17.2 (17) 14.1 (20) 16.2 (12)

Primary stage IV 32.8 (63) 31.3 (31) 34.5 (49) 32.4 (24)

Recurrent 51.0 (98) 51.5 (51) 51.4 (73) 51.4 (38)



aOther includes patients identifying as mixed race, unknown, or not reported. bPatients with ECOG score: 188 dostar + CP followed by dostar + nira overall, 99 placebo + CP followed by placebo overall, 139 dostar + CP followed by dostar + nira MMRp/MSS, 74 placebo + CP followed by 
placebo MMRp/MSS. cOne patient had an ECOG PS of 2, and 1 patient had an ECOG PS of 2 or greater. dAt diagnosis. eAdenocarcinoma or adenocarcinoma variants. fMixed carcinoma ≥10% of carcinosarcoma, clear cell, or serous histology. gIncludes patients with target or non-target 
lesions.
BMI, body mass index; CP, carboplatin-paclitaxel; dostar, dostarlimab; ECOG PS, Eastern Cooperative Oncology Group performance status; MMRp, mismatch repair proficient; MSS, microsatellite stable; nira, niraparib.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.

Baseline Characteristics 

Overall MMRp/MSS

Variable

Dostar + CP 

followed by 

dostar + nira

(N=192)

Placebo + CP 

followed by 

placebo

(N=99)

Dostar + CP 

followed by 

dostar + nira

(N=142)

Placebo + CP 

followed by 

placebo

(N=74)

Age

Median (range), y 65.0 (36–86) 64.0 (40–83) 65.0 (36–84) 64.5 (40–83)

≥65 y, % (n) 54.7 (105) 49.5 (49) 52.8 (75) 50.0 (37)

Race, % (n)

White 84.9 (163) 77.8 (77) 85.2 (121) 77.0 (57)

Black 8.9 (17) 9.1 (9) 9.9 (14) 10.8 (8)

Asian 1.6 (3) 1.0 (1) 1.4 (2) 1.4 (1)

Othera 4.7 (9) 12.1 (12) 3.5 (5) 10.8 (8)

ECOG PS, % (n)b

0 62.2 (117) 65.7 (65) 65.5 (91) 71.6 (53)

1 37.2 (70) 34.3 (34) 34.5 (48) 28.4 (21)

2 0.5 (1)c 0 0 0

BMI

Median (range), 

kg/m2 30.1 (17.0–56.2) 30.7 (1.6–70.2) 30.1 (17.4–56.2) 30.5 (1.6–70.2)

Overall MMRp/MSS

Variable

Dostar + CP 

followed by 

dostar + nira

(N=192)

Placebo + CP 

followed by 

placebo

(N=99)

Dostar + CP 

followed by 

dostar + nira

(N=142)

Placebo + CP 

followed by 

placebo

(N=74)

Histology type, % (n)d

Carcinosarcoma 9.4 (18) 10.1 (10) 12.0 (17) 12.2 (9)

Endometrioide 63.0 (121) 69.7 (69) 54.2 (77) 62.2 (46)

Mixed carcinomaf 5.2 (10) 3.0 (3) 7.0 (10) 4.1 (3)

Serous

adenocarcinoma
15.1 (29) 13.1 (13) 19.7 (28) 16.2 (12)

Clear cell

adenocarcinoma
4.2 (8) 3.0 (3) 5.6 (8) 4.1 (3)

Mucinous

adenocarcinoma
0.5 (1) 0 0 0

Undifferentiated

carcinoma
1.6 (3) 0 0.7 (1) 0

Other 1.0 (2) 1.0 (1) 0.7 (1) 1.4 (1)

Evaluable disease at baseline, % (n)g

Patients 84.4 (162) 86.9 (86) 84.5 (120) 85.1 (63)



Statistically Significant PFS Benefit in Overall Population – Primary Endpoint

aMedian expected duration of follow-up. 
CI, confidence interval; CP, carboplatin-paclitaxel; dostar, dostarlimab; HR, hazard ratio; IV, intravenous; mo, month; nira, niraparib; No, number; PFS, progression-free survival.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.
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n/N (%)

Dostar + nira + CP 14.5 (11.8–17.4) 95/192 (49.5)

Placebo + CP 8.3 (7.6–9.8) 69/99 (69.7)

PFS Maturity 164/291 (56.4)
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Chemotherapy period



aMedian expected duration of follow-up. 
CI, confidence interval; CP, carboplatin-paclitaxel; dostar, dostarlimab; HR, hazard ratio; IV, intravenous; MMRp, mismatch repair-proficient; mo, month; MSS, microsatellite stable; nira, niraparib; No, number; PFS, progression-free survival.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.
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Statistically Significant PFS Benefit in MMRp/MSS Population – Primary Endpoint

No. at Risk (events)
Chemotherapy period Time since randomization, mo

Median

(95% CI), mo

Events, 

n/N (%)

Dostar + nira + CP 14.3 (9.7–16.9) 79/142 (55.6)

Placebo + CP 8.3 (7.6–9.8) 53/74 (71.6)

PFS Maturity 132/216 (61.1)



aMedian expected duration of follow-up. 
CI, confidence interval; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; dostar, dostarlimab; HR, hazard ratio; IV, intravenous; mo, month; MSI-H, microsatellite instability high; NE, not estimable; nira, niraparib; No, number; PFS, progression-free survival.
Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.

Clinically Relevant PFS Difference in dMMR/MSI-H Population – Exploratory Endpoint

HR, 0.48 
(95% CI, 0.24–0.96) 

nominal P=0.0174

Dostar + 

nira + CP

Placebo IV + 

placebo oral + CP

Time since randomization, mo

25(0) 25(0) 21(4) 17(7) 11(12) 9(14) 8(14) 8(14) 6(16) 5(16) 5(16) 2(16) 1(16) 0(16)

50(0) 42(2) 36(5) 31(8) 29(9) 24(13) 23(14) 22(15) 21(16) 15(16) 13(16) 5(16) 2(16) 1(16) 1(16) 0(16)
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Chemotherapy period

No. at risk (events)

Dostar + nira + CP

Median duration of 

follow-up, 18.7 monthsa

Placebo IV + placebo oral + CP

Median

(95% CI), mo

Events, 

n/N (%)

Dostar + nira + CP NE (11.8–NE) 16/50 (32.0) 

Placebo + CP 7.9 (5.4–NE) 16/25 (64.0)

PFS Maturity 32/75 (42.7)



DUO-E/GOG-3041/ENGOT-EN10

Durvalumab (durva) plus carboplatine/paclitaxel (CP) 

suivi d'un traitement d'entretien (mtx) durva ± olaparib 

(ola) comme traitement de première ligne (1L) du cancer 

de l'endomètre (CE) avancé ou récurrent nouvellement
diagnostiqué.

Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without 

Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase III DUO-E Trial. J Clin Oncol. 2024



Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without 

Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase III DUO-E Trial. J Clin Oncol. 2024
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Westin SN, Moore K, Chon HS, et al. Durvalumab Plus Carboplatin/Paclitaxel Followed by Maintenance Durvalumab With or Without 

Olaparib as First-Line Treatment for Advanced Endometrial Cancer: The Phase III DUO-E Trial. J Clin Oncol. 2024



Conclusion 

• Chimiothérapie + anti-PD(L)1 en 1ere ligne : 5 études de 
phase III positives = un standard validé

• Bénéfice +++ chez les dMMR : HR = 0,3

• Bénéfice ++ chez les pMMR (anti PD-1 > anti PD-L1) : HR = 0,6

Nécessité de la chimiothérapie chez les dMMR ?



DOMENICA



Une place en adjuvant ?



Peut être chez les dMMR





Le cancer du col utérin













En 2e ligne ?







Une place pour les tumeurs 
localisées/localement avancées ?



Radiochimiothérapie concomitante :
 Chimiothérapie Radiothérapie
Platine hebdo (40 mg/m2)  pelvis +/- LA 45 Gy / 25 fc

+

Curiethérapie utérovaginale guidée par image (IGBT)

Etalement: = 55 jours (Mazeron,Radioth Oncol, 2015)



Reducing Uncertainties About the Effects of Chemoradiotherapy for Cervical Cancer: A Systematic Review and 
Meta-Analysis of Individual Patient Data From 18 Randomized Trials, JCO 2008



IMRT / VMAT 

- Controle local à 5 ans >90%

- Survie globale à 5 ans : 75%

- Profil de toxicité diminué

    MRI-guided adaptive brachytherapy in locally advanced cervical cancer (EMBRACE-I): a multicentre prospective cohort study
    Pötter, RichardChargari, Cyrus et al.
    The Lancet Oncology, Volume 22, Issue 4, 538 - 547















ATEZOLACC trial (ESGO2025)

Et les anti-PD-L1 ?



Next step ? COLIBRI-2



Le cancer de l’ovaire













Etude FIRST



Perspective : cibler au-dela de PD-1/PD-L1

Le Saux O, Ardin M, Berthet J, et al. Immunomic longitudinal profiling of the NeoPembrOv trial identifies 
drivers of immunoresistance in high-grade ovarian carcinoma. Nat Commun. 2024;15(1):5932. 



Perspective : cibler au-dela de PD-1/PD-L1

ORR = 29%



Conclusion

• Cancer de l’endomètre : 
• Carboplatine paclitaxel + anti-PD(L)1 = standard 1ere ligne
• DOMENICA pour les populations dMMR
• Une place pour PARP + IO chez les pMMR ?

• Cancer du col de l’utérus
• Radiochimiothérapie – pembrolizumab = standard pour les stades III-IVA
• COLIBRI-2

• Cancer de l’ovaire
• FIRST attendu (ASCO 2025)
• Recherche de biomarqueurs et nouvelles cibles (immune checkpoints, cellules 

immunosupressibe, combinaisons…)



Dr Jean-David Fumet, MD, PhD
Département d’oncologie médicale

CLCC Georges-François Leclerc – Dijon
13/03/2025

Actualité en immuno-oncologie
Cancers gynécologiques
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