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LEARNING OBJECTIVES

• To discuss and critically evaluate notable recent publications.

• To enhance the understanding and application of the latest research in the field.

• To assess the study’s robustness, its significance to oncology practice, limitations, and its place within existing 

research.

• To identify and highlight any unclear aspects or unmet needs.



PROGRAMME AND SPEAKERS



▪ Phase 3, double-blind, placebo-controlled trial 

▪ 216 patients with unresectable EGFR-mutated stage III NSCLC without progression during or after 

chemoradiotherapy are to receive osimertinib or placebo until disease progression

▪ Positive study: median PFS 39.1 months with osimertinib versus 5.6 months with placebo; HR 0.16 

(0.10 to 0.24; P<0.001)



• Phase III, global, double-blind, randomized, placebo-controlled trial.

• Part 1 enrolled 494 patients with primary advanced stage III or IV or first recurrent EC to receive either dostarlimab or placebo, 

plus carboplatin-paclitaxel followed by dostarlimab or placebo for up to 3 years.

• RUBY met the dual primary endpoint for OS at this second interim analysis, HR  0.69, (0.54-0.89, P . 0.0020] in patients treated

with dostarlimab plus carboplatin-paclitaxel

• dMMR/MSI-H population (HR . 0.32, 95% CI 0.17-0.63, P: 0.0002) 

• mismatch repair-proficient/microsatellite stable population (HR . 0.79, 0.60-1.04, P . 0.0493).
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Lu et al, N Eng J Med 2024



BEFORE WE START

Guo et al., OncoTargets and Therapy 2019; 

Skoulidis et al., Nat Rev Cancer. 2019

Osimertinib 

Gefinitib, Erlotinib, 
Afatinib (...)



OSIMERTINIB AS A STANDARD-OF-CARE

Ramalingam et al, N Eng J Med 2019

FLAURA trial: 1L Metastatic (Stage IV) ADAURA trial: Resected Stage II-IIIA

Tsuboi et al, N Eng J Med 2023



WHAT ABOUT UNRESECTABLE STAGE III EGFR+ NSCLC?

Naidoo et al, J Thor Onc 2023

mPFS ~11 months (both arms) 
after chemo-radiotherapy



CURRENT TREATMENT LANDSCAPE IN EGFR+ NSCLC

Stage IB-III Stage IV 
(metastatic)

Unresectable

Osimertinib 

(3 years)

Resectable

Surgery 

[+- neo/adj 

chemotherapy]

Osimertinib (until progression)

Osimertinib + platinum-based 

chemotherapy

Lazertinib + Amivantamab

(…)
Chemo-

radiotherapy

EGFR-directed therapy



LAURA – TRIAL DESIGN

Ramalingam et al, ASCO 2024
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LAURA – TRIAL DESIGN

Ramalingam et al, ASCO 2024



LAURA – PATIENT DISPOSITION

Ramalingam et al, ASCO 2024



LAURA – PATIENT CHARACTERISTICS

Lu et al, N Eng J Med 2024



LAURA – PROGRESSION FREE SURVIVAL

Lu et al, N Eng J Med 2024



PFS

Lu et al, N Eng J 

Med 2024



LAURA – SITES OF NEW LESIONS

Ramalingam et al, ASCO 2024



LAURA – TOXICITY

Ramalingam et al, ASCO 2024



DISCUSSION



UNDER-PERFORMANCE OF THE CONTROL ARM

Lu et al, N Eng J Med 2024

Naidoo et al, J Thor Onc 2023

PACIFIC: mPFS ~11 months (both arms) 
after chemo-radiotherapy

LAURA: mPFS 5.6 months
after chemo-radiotherapy



UNDER-PERFORMANCE OF THE CONTROL ARM:

BRAIN METASTASES AT BASELINE

Lu et al, Ann Oncol 2024

9% of the study population was stage IV (= ineligible) at baseline 

because the presence of brain metastases 
(retrospectively detected by the independent central reviewing of brain MRIs)



UNDER-PERFORMANCE OF THE CONTROL ARM: 

PET STAGING AT DIAGNOSIS

Lu et al, Ann Oncol 2024

With PET-CT before CT-RT Without PET-CT before CT-RT

Study Protocol: “It is recommended but not required that except for overt cT4 disease, nodal status N2 or N3 should have been proven by 

biopsy, via endobronchial ultrasound, mediastinoscopy, or thoracoscopy or in absence of biopsy, should have been confirmed with whole body 
18F-fluoro-deoxyglucose PET plus contrast-enhanced CT in addition to or in combination with PET.”



UNDER-PERFORMANCE OF THE CONTROL ARM: 

RADIOTHERAPY QUALITY

Study Protocol: “The radiotherapy planning scans from the definitive radiation treatment delivered prior to randomization 

are to be submitted to the AZ appointed imaging CRO (...) Patients must have received a total dose of radiation of 60 Gy 

±10% (54 to 66 Gy) as part of the chemoradiation therapy in order to be randomized.”

Osimertinib 

(n=143)

Placebo (n=73)

Type of CT-RT, n 

(%)

  Concurrent

  Sequential

131 (92)

12 (8)

62 (85)

11 (15)

RT technique, n (%)

  3D Conformal

  IMRT

44 (31)

99 (69)

18 (25)

55 (75)

Lu et al, N Eng J Med 2024 Courtesy of Dr Alex De Caluwé



UNDER-PERFORMANCE OF THE CONTROL ARM: 

RADIOTHERAPY QUALITY ASSURANCE (QA)?

Meroni et al, Strahlentherapie und Onkologie 2019

N2/N3 assessment: not 

mandatory at baseline



OTHER REMAINING ISSUES

Treatment duration: 

until progression

How to distinguish between patients who are truly “cured” vs 

those with micrometastatic disease? 
ctDNA assays 

(EGFR mutation might be “easier” to detect)

Long-term patient adherence in the absence of visible disease?
(in LAURA: 13% discontinued due to AEs, 3% to patient decision, so far)

Digital health: supportive treatment 

apps & coaching

Societal cost (e.g. Asia)
Generic version of Osimertinib? Other 

“me-too” 3rd generation TKIs?
Treatment access



CONCLUSIONS



CONCLUSIONS

• Long-term Osimertinib after chemo-radiotherapy prolongs PFS in patients with stage III 

EGFR-mutant NSCLC – impressive HR of 0.16 (95% CI 0.10-0.24)

• Benefit in all subgroups & clear brain protection

• More skin / GI toxicity (grade 1/2)

• No mature data on OS

• Underperformance of the control arm: brain metastases at baseline in 7% of patients + questions on lymph node 

assessment & quality of radiotherapy

• Treatment until progression → how to select the patients? long-term adherence?

• Treatment access!
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Domenica Lorusso

Humanitas University and Humanitas San Pio X Milan

RUBY TRIAL IN ENDOMETRIAL CANCER. OVERALL
SURVIVAL IN PATIENTS WITH ENDOMETRIAL CANCER
TREATED WITH DOSTARLIMAB PLUS CARBOPLATIN–
PACLITAXEL IN THE RANDOMIZED ENGOT-EN6/GOG-
3031/RUBY TRIAL



◆ For over a decade, the standard of care for 1L treatment of primary advanced or 
recurrent EC was chemotherapy (CP); however, long-term outcomes were poor, 
with a median OS <3 years1,2

◆ Dostarlimab plus CP significantly improved PFS in the dMMR/MSI-H and overall 
populations 7with an early OS trend at the first interim analysis 
◆ These data led to the approval of dostarlimab plus CP in several countries for the treatment 

of primary advanced or recurrent dMMR/MSI-H EC4–7

◆ Here, we present updated OS, PFS2, and safety results from the second interim 
analysis of Part 1 of the phase 3 RUBY trial

1L, first-line; CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; EC, endometrial cancer; MSI-H, microsatellite instability high; OS, overall survival; 
PFS, progression-free survival.
1. Yang S, et al. Discov Med. 2011;12(64):205–212. 2. Fleming GF, et al. J Clin Oncol. 2004;22(11):2159–2166. 3. Mirza MR, et al. N Engl J Med. 
2023;388(23):2145–2158. 4. JEMPERLI. Prescribing information. GSK; 2023. Accessed February 23, 2024. 
https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Jemperli/pdf/JEMPERLI-PI-MG.PDF. 5. JEMPERLI. Product characteristics. 
GSK; 2023. Accessed February 23, 2023. https://www.medicines.org.uk/emc/product/12669/smpc/print. 6. GSK. Accessed November 29, 2023. 
https://ca.gsk.com/en-ca/media/press-releases/jemperli-dostarlimab-for-injection-plus-carboplatin-and-paclitaxel-approved-in-canada-as-a-treatment-option-
for-primary-advanced-or-recurrent-dmmrmsi-h-endometrial-cancer/. 7. GSK. Accessed December 21, 2023. https://www.gsk.com/en-gb/media/press-
releases/jemperli-plus-chemotherapy-approved-as-the-first-and-only-frontline-immuno-oncology-treatment-in-the-european-union/. 

RUBY Trial Background



ENGOT-EN6-NSGO/GOG-3031/RUBY (NCT03981796) Part 1

Eligible patients
• 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 

Stratification
• MMR/MSI statusc

• Prior external pelvic 
radiotherapy 

• Disease status

Primary endpoint
• PFS by INVe (IA1)
• OS (IA1 & IA2)

Secondary 
endpoints 
• PFS by BICR (IA1)
• PFS2 (IA1 & IA2)
• ORR (IA1)
• DOR (IA1)
• DCR (IA1)
• HRQOL/PRO (IA1)
• Safety (IA1 & IA2)

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 one additional imaging 4–6 weeks later, or subsequent anticancer therapy was started, whichever occured first. Thereafter, scans may have been 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 at least 10% carcinosarcoma, clear cell, or serous histology). cPatients were randomized based on either local or central MMR/MSI testing results. Central testing was used with 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. dTreatment 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. eThe threshold for the primary endpoint of PFS 
was crossed at IA1. Therefore, IA1 was considered the final analysis for PFS. 
BICR, blinded independent central review; DCR, disease control rate; DOR, duration of response; EC, endometrial cancer; HRQOL, health-related quality of life; IA, interim assessment; IHC, immunohistochemistry; INV, investigator assessment; MMR, mismatch 
repair; MSI, microsatellite instability; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PRO, patient-reported outcome; Q3W, every 3 weeks; Q6W, every 6 weeks; Q9W, every 9 weeks; R, 
randomization; RECIST  v1.1, Response Evaluation Criteria in Solid Tumors version 1.1. 

Dostarlimab IV 
(500 mg) +

carboplatin + 
paclitaxel

Placebo +
carboplatin + 

paclitaxel

Dostarlimab IV 
(1000 mg)

Placebo IV 

Follow-
upR1:1 Q3W (6 cycles) Q6W

(up to 3 yearsd)

N=245

N=249



Statistical Testing and Multiplicity Control Strategy

Multiplicity control strategy is based on the graphical method (Maurer W, et al. Stat Med. 2013;32:1739-53).
aHypothesis for PFS dMMR/MSI (H1) was tested at IA1 with 0.63% alpha spent from the overall alpha level (2.0%) initially allocated. bStopping boundaries and alpha spent at each IA were adjusted based on the actual number of events/information fraction 
observed based on the prespecified alpha spending function at the time of analysis; P-value stopping boundary (IA1) = 0.0063 for PFS dMMR/MSI-H; P-value stopping boundary (IA1) = 0.00177 for OS ITT; P-value stopping boundary (IA2) = 0.01101 for OS ITT. 
cSince the null hypothesis (H01) for H1 was rejected at IA1, the 2.0% alpha for H1  was recycled to hypothesis testing of PFS ITT (H2). H2 was tested at alpha level (2.0%) = 2.0% recycled + 0% initially allocated. dSince both null hypotheses (H01 and H02) were 
rejected, 2.0% alpha for the family of hypothesis testing of PFS was recycled to testing of OS (H3). H3 was tested at alpha level (2.5%) = 2.0% recycled + 0.5% initially allocated. eNot formally tested.
dMMR, mismatch repair deficient; H, hypothesis; IA, interim analysis; ITT, intent-to-treat; MMRp, mismatch repair proficient; MSI-H, microsatellite instability high; MSS, microsatellite stable; OS, overall survival; PFS, progression-free survival.

OS:
0.5%

Overall 1-sided alpha 
2.5%

PFS:
2.0%

Prespecified
subgroup analysese

OS
MMRp/MSS

OS
dMMR/MSI-H

PFS 
MMRp/MSS

Primary
endpoints

OS ITT 
(H3; 2.5%)

P-value stopping 
boundary = 0.00177b,d

PFS lTT 
(H2; 2.0%)

P-value stopping 
boundary = 0.02c

PFS dMMR/MSI-H 
(H1; 2.0% overall)
 P-value stopping 

boundary = 0.0063a,b

2.0%
recycled

2.0%
recycled

 

OS ITT 
(H3; 2.5%)

P-value stopping 
boundary = 0.01101b,d

IA1

IA2



Patient Disposition

Data cutoff date: September 22, 2023.
aOther includes one patient and investigator decision due to poor health, one patient randomized due to mistake and never received treatment, and one patient 
declined further treatment.
bOther includes one patient moved to hospice and one patient discharged from local practice due to move. 
CP, carboplatin-paclitaxel.

130 Patients discontinued from 
       study

96 Death from any cause
26 Withdrew consent
5 Lost to follow-up
3 Othera

88 Patients in follow-up

On treatment:
27 on dostarlimab

On treatment:
22 on placebo

Dostarlimab + CP followed 
by dostarlimab

(N=245)

Placebo + CP followed 
by placebo

(N=249)

494 Randomized

160 Patients discontinued from 
       study

133 Death from any cause
20 Withdrew consent
5 Lost to follow-up
2 Otherb

67 Patients in follow-up



Patient Population and Baseline Characteristics

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.

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)



Baseline Characteristics

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.

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)



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

From New England Journal of Medicine, Mirza MR, Chase DM, Slomovitz MD, et al. Dostarlimab for primary advanced or recurrent endometrial cancer. DOI: 10.1056/NEJ Moa2216334. Copyright © 2023 
Massachusetts Medical Society.
CP, carboplatin-paclitaxel; D, dostarlimab; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability-high; NR, not reached, PBO, placebo; PFS, progression-free survival.

Statistically Significant Improvements in PFS in Patients 
with Primary Advanced or Recurrent EC



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

aData based on exploratory analysis by histological subgroups with more than 10 patients per treatment arm (overall population).
bTotal number of patients with carcinosarcoma was capped at approximately 10% of overall patient population.
Hazard ratios are based on unstratified Cox regression model.
CP, carboplatin-paclitaxel; HR, hazard ratio; PFS, progression-free survival.

PFS According to Histological Subgroupsa

Histology

Dostarlimab + CP Placebo + CP Hazard ratio 

(95% CI)

Endometrioid carcinoma 64/130 89/136 0.65 (0.473–0.902)

Carcinosarcomab 14/24 18/22 0.56 (0.278–1.138)

Serous adenocarcinoma 36/55 35/48 0.65 (0.403–1.035)

Other 21/36 35/43 0.58 (0.335–0.997)

(no. of events/no. of patients)

Dostarlimab + CP Better Placebo + CP Better

Hazard ratio (95% CI)



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

PFS According to Molecular Subgroup
Based on 400/494 patients with known molecular classification per whole exome sequencing

Dr Mansoor Raza Mirza
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aPrimary endpoint of PFS in dMMR/MSI-H patients (n=118) showed HR, 0.28; P<0.0001
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.

a



Statistically Significant OS Benefit in Overall Population
 Primary endpoint

aMedian expected duration of follow-up.
CP, carboplatin-paclitaxel; HR, hazard ratio; NE, not estimable; OS, overall survival.

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)

HR, 0.69 
(95% CI, 0.54–0.89) 

P=0.002

Dostarlimab + CP

Placebo + CP
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%)

70.1%

54.9%

54.3%

42.9%

Median duration of 
follow-up, 37.2 monthsa
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Dostarlimab + CP
Placebo + CP

Censored

38.2% of patients in the placebo + CP arm 
received subsequent immunotherapy



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. 
CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability high; NE, not estimable; OS, overall survival.

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)

Dostarlimab + CP

No. at risk(events)

Dostarlimab + CP
Placebo + CP

P
ro

b
ab

ili
ty

 o
f s

u
rv

iv
al

, %

Placebo + CP

82.8%

78.0%

57.5%

46.0%

HR, 0.32 
(95% CI, 0.17–0.63)
nominal P=0.0002 

Time since randomization, mo
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

100

80

60

40

20

0
Censored

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%)

Median duration of 
follow-up, 36.6 monthsb

41.5% of patients in the placebo + CP arm 
received subsequent immunotherapy



Clinically Meaningful OS Difference in MMRp/MSS Populationa

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)

HR, 0.79 
(95% CI, 0.60–1.04)
nominal P=0.0493 

Dostarlimab + CP

Placebo + CP

No. at risk(events)

Dostarlimab + CP
Placebo + CP

66.5%

48.6%
53.2%

41.9%

aOverall survival in the dMMR/MSI-H and MMRp/MSS populations was a prespecified exploratory endpoint. bMedian expected duration of follow-up. 
CP, carboplatin-paclitaxel; HR, hazard ratio; MMRp, mismatch repair proficient; MSS, microsatellite stable; NE, not estimable; OS, overall survival.
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time since randomization, mo
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Censored

Median duration of 
follow-up, 37.5 monthsb

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%)

37.0% of patients in the placebo + CP arm 
received subsequent immunotherapy



Consistent OS Benefit Across Most Exploratory Subgroups

These subgroups are not powered for analyses, with low numbers and low data maturity. Therefore, results should be interpreted with caution. 
CP, carboplatin-paclitaxel; HR, hazard ratio; NE, not estimable; OS, overall survival.

(No. of events/No. of patients) HR (95% CI)Categories HR (95% CI)

All patients
Age

<65 years
≥65 years

Race
White
Other

Region
North America
Europe

Histology category
Endometrioid carcinoma
Other

Prior external pelvic radiotherapy
Yes
No

Disease status
Recurrent
Primary stage III
Primary stage IV

109/245

54/127
55/118

82/189
27/56

69/171
40/74

44/129
65/116

17/41
92/204

48/117
18/44
43/84

144/249

57/114
87/135

104/191
40/58

112/187
32/62

70/136
74/113

27/45
117/204

77/119
14/47
53/83

44.6

44.6
37.6

44.6
32.1

44.6
28.6

44.6
29.8

NE
40.6

44.6
NE

31.3

28.2

35.5
26.1

32.4
22.0

26.4
32.4

36.5
22.2

26.1
31.1

23.1
NE

22.1

0.69 (0.54–0.89)

0.75 (0.52–1.09)
0.66 (0.47–0.93)

0.72 (0.54–0.97)
0.57 (0.35–0.93)

0.55 (0.41–0.74)
1.15 (0.72–1.83)

0.59 (0.41–0.87)
0.74 (0.53–1.04)

0.62 (0.34–1.13)
0.70 (0.53–0.92)

0.51 (0.36–0.74)
1.32 (0.66–2.66)
0.78 (0.52–1.17)

Dostarlimab + CP better Placebo + CP better

0.0156 0.0625 0.125 0.25 0.5 1 2 4 8 16

Dostarlimab 
+ CP

Placebo 
+ CP

Dostarlimab,
median OS, 

months

Placebo,
median OS,

months

0.0313
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aPrespecified OS analysis in dMMR/MSI-H patients (n=118) showed HR, 0.30.
CP, carboplatin-paclitaxel; D, dostarlimab; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability–high; mut, mutated; NA, not applicable; NR, not 
reached; NSMP, no specific molecular profile; OS, overall survival; PBO, placebo; POL ε , polymerase epsilon; TP53, tumor protein 53.

OS According to Molecular Subgroup
Based on 400/494 patients with known molecular classification per whole exome sequencing

a



Subsequent Immunotherapy

Data cutoff date: September 22, 2023.
aThe category of other includes MK7694A, pembrolizumab-tamoxifen, retifanlimab-epacadostat, investigational product, atezolizumab-ipatasertib, 
avelumab-axitinib, bevacizumab-atezolizumab, durvalumab-cediranib, durvalumab-olaparib, nivolumab-BMS986207-COM701, nivolumab-lucitanib, 
and SGN-ALPV.   
CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; MMRp, mismatch repair proficient; MSI-H, microsatellite instability high; MSS, 
microsatellite stable.

dMMR/MSI-H MMRp/MSS Overall

Variable, n (%)

Dostarlimab 
+ CP

(N=53)

Placebo 
+ CP

(N=65)

Dostarlimab 
+ CP

(N=192)

Placebo 
+ CP

(N=184)

Dostarlimab 
+ CP

(N=245)

Placebo 
+ CP

(N=249)

Any follow-up anticancer therapy 15 (28.3) 39 (60.0) 105 (54.7) 134 (72.8) 120 (49.0) 173 (69.5)

Immunotherapy 8 (15.1) 27 (41.5) 34 (17.7) 68 (37.0) 42 (17.1) 95 (38.2)

Pembrolizumab 4 (7.5) 21 (32.3) 9 (4.7) 20 (10.9) 13 (5.3) 41 (16.5)

Pembrolizumab-lenvatinib 3 (5.7) 2 (3.1) 22 (11.5) 43 (23.4) 25 (10.2) 45 (18.1)

Dostarlimab 0 3 (4.6) 0 0 0 3 (1.2)

Othera 2 (3.8) 1 (1.5) 3 (1.6) 11 (6.0) 5 (2.0) 12 (4.8)



Clinically Meaningful Difference in PFS2 in the Overall 
and MMRp/MSS Populations

PFS2 was a secondary endpoint.
aMedian expected duration of follow-up.
CP, carboplatin-paclitaxel; HR, hazard ratio; MMRp, mismatch repair proficient; MSS, microsatellite stable; NE, not estimable; PFS2, progression-free survival 2.

Overall Population MMRp/MSS Population



Substantial PFS2 Difference in dMMR/MSI-H Population

PFS2 was a secondary endpoint.
aMedian expected duration of follow-up.
CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; HR, hazard ratio; MSI-H, microsatellite instability high; NE, not estimable; PFS2, progression-free survival 2.
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PFS2, median (95% CI), mo
Dostarlimab + CP: NE (NE–NE)
Placebo + CP: 21.6 (13.4–39.1)

No. at risk(events)

Dostarlimab + CP
Placebo + CP
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73.1%

46.8%
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Median duration of 
follow-up, 36.6 monthsa



Safety Summarya

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.

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)



Most TEAEs in ≥20% of Patients in Either Arm Were 

Grade 1 or 2

aMost cases of anemia were grade 2 or 3.
CP, carboplatin-paclitaxel; TEAE, treatment-emergent adverse event.
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LSM change from baseline indicated a nominally significant improvement in global QOL at both Cycle 7 

and EOT for patients treated with dostarlimab + CP compared with patients treated with placebo + CP

*Indicates nominal significance. P values shown are nominal P values. Mixed models for repeated measures were used to generate LSMs, adjusting for within-patient correlations across time points and controlling for baseline values.

BL = baseline; CI = confidence interval; CP = carboplatin-paclitaxel; EORTC = European Organisation for Research and Treatment of Cancer; EOT = end of treatment; LSM = least square mean; QLQ-C30 = Quality of Life Questionnaire Core 30; QLQ-EN24 = Quality of Life Questionnaire Endometrial Cancer 

Module 24; QOL = quality of life; SE = standard error.

Valabrega G et al. Presented at European Society for Medical Oncology (ESMO) Congress. October 20-24, 2023; Madrid, Spain: Poster #749P.

• The patient completion 
rates for the EORTC QLQ-
C30 and QLQ-EN24 were 
similar between arms at 
baseline, Cycle 7, and EOT

EOT LSM (SE)

14.7 (5.45)

P=0.01*

Cycle 7 LSM (SE)

9.4 (3.72)

P=0.01*
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*Indicates nominal significance. P values shown are nominal P values. Mixed models for repeated measures were used to generate LSMs, adjusting for within-patient correlations across time points and controlling for baseline values.
CP = carboplatin-paclitaxel; EORTC = European Organisation for Research and Treatment of Cancer; EOT = end of treatment; GHS = general health score; LSM = least square mean; QLQ-C30 = Quality of Life Questionnaire Core 30; QOL = quality of life; SE = standard error.
Valabrega G et al. Presented at European Society for Medical Oncology (ESMO) Congress. October 20-24, 2023; Madrid, Spain: Poster #749P.
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Functional scales: LSM change from baseline at EOT
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n=43
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LSM (SE):
14.3 (4.92)

P=0.004

*

LSM (SE):
8.5 (5.77)

P=0.14

LSM (SE):
13.5 (5.43)

P=0.01

*

LSM (SE):
14.7 (5.45)

P=0.01

*

LSM (SE):
7.7 (4.11)

P=0.06

LSM (SE):
12.7 (5.92)

P=0.03

*

Dostarlimab + CP Placebo + CP

GHS/QOL Physical
functioning

Role
functioning

Emotional
functioning

Cognitive
functioning

Social
functioning

• At EOT, the LSM change from baseline demonstrated 

nominally significant improvements in QOL (P=0.01), role 

functioning (P=0.03), emotional functioning (P=0.004), social 
functioning (P=0.01) for patients treated with dostarlimab + CP 

compared with those treated with placebo + CP



*Indicates nominal significance. P values shown are nominal P values. Mixed models for repeated measures were used to generate LSMs, adjusting for within-patient correlations across time points and controlling for baseline values.
CP = carboplatin-paclitaxel; EORTC = European Organisation for Research and Treatment of Cancer; EOT = end of treatment; LSM = least square mean; QLQ-EN24 = Quality of Life Questionnaire Endometrial Cancer Module 24; SE = standard error.
Valabrega G et al. Presented at European Society for Medical Oncology (ESMO) Congress. October 20-24, 2023; Madrid, Spain: Poster #749P.
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Symptom scales: LSM change from baseline at EOT
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P=0.0003

*

LSM (SE):
−7.2 (7.33)

P=0.33
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• At EOT, the LSM change from baseline demonstrated 

nominally significant improvements in the symptom 

scales of fatigue (P=0.03), nausea and vomiting 

(P=0.001), appetite loss (P=0.0003), and financial 

difficulties (P=0.01) for patients treated with dostarlimab + 

CP compared with those treated with placebo + CP

– Only those symptom scales with nominally significant LSM 
results at EOT are shown

n=22
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n=43 n=21 n=43

n=22

n=43

n=22
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Conclusions
◆ Dostarlimab + CP demonstrated a statistically significant and clinically 

meaningful OS improvement in the overall population
◆ Substantial, unprecedented OS benefit in patients with dMMR/MSI-H ECa

◆ Clinically meaningful 7-month median OS difference in patients with MMRp/MSS ECa

◆ Consistent OS benefit across most exploratory subgroups

◆ PFS2 was consistent with PFS and OS

◆ No new safety signals were observed with additional follow-up

aOS in the dMMR/MSI-H and MMRp/MSS was a prespecified, exploratory analysis. PFS2 was a secondary endpoint.
CP, carboplatin-paclitaxel; dMMR, mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MSI-H, microsatellite instability–high; 
MSS, microsatellite stable; OS, overall survival; PFS, progression-free survival; PFS2, progression-free survival 2.

These data confirm dostarlimab + CP as a new standard of care for patients 
with primary advanced or recurrent EC, regardless of mismatch repair status
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