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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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CME and MOC credit information will be emailed to 
each participant within 5 business days.
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Front line therapy for 
advanced Endometrial Cancer



Endometrial Cancer: Annual Incidence and Mortality

1. Wang Y, et al. J Hematol Oncol. 2016;9:112; 2. American Cancer Society. Key Statistics for Endometrial Cancer. January 12, 2023. Accessed March 24, 2023. 
https://www.cancer.org/cancer/endometrial-cancer/about/key-statistics.html

Year Cases Deaths

19871 35,000 2,900

20232 66,200 13,030

Courtesy of Matthew A Powell, MD

https://www.cancer.org/cancer/endometrial-cancer/about/key-statistics.html


Endometrial Cancer 2022

66,570 new cases* 12,940 deaths*

53,000 endometrioid 7,680

46,270 Grade 1-2 3,610

12,200 Grade 3 4,070

5,500 Serous 3,800

1,400 Clear cell 660

1,200 Sarcoma/Carcinosarcoma 800

Rabin RC. The New York Times. June 17, 2022. Accessed March 24, 2023. https://www.nytimes.com/2022/06/17/health/uterine-cancer-black-women.html

• Endometrial Cancer
• Only gynecologic cancer with rising incidence and mortality 
• Corrected for hysterectomy rates, uterine cancer is the 2nd most common cancer amongst women

Courtesy of Matthew A Powell, MD



History of Management of Endometrial Cancer: Journey From 
Prognostic to Predictive Markers

1900–1910

Hyst + RT 
for 

nearly all

1988

GOG 33:
Lymph nodes

suggested

2000s

ASTEC and
Italian LN trials 
question value 

of LND

MMR testing
for Lynch

2008–2009

Min. invasive 
surgery 

GOG 122:
Chemo better 

than RT

Genetics
of type I and 
II EC

2013

TCGA: 4 
subgroups 
identified

2019

GOG-86P:
bevacizumab 

may have 
efficacy in
p53 mut

CTTN, p53, L1CAM, ER, PR, 
TP53, HE4, CA 125

prognostic;
>2500 pubs, >250 markers 

identified

Grade, subtype, depth of myometrial invasion, cervical 
involvement, tumor size, LVSI, and lymph node status

HER2 predicts
benefit from 
trastuzumab

Fertility-sparing
therapies G1/2

PORTEC-3:
CRT for p53

GOG-258:
NO RT for stage III/IV

MMRD predicts
benefit from CPI

POLE
de-escalation

Amount of LVSI

p53 WT
NSMP de-esc

2022

SNLs

LEN-PEM for MSS

Courtesy of Matthew A Powell, MD
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Treatment of Advanced-Stage/Recurrent Endometrial Cancer

RT Agent vs 
Doublet Single Agent vs Doublet Doublet vs 

Doublet Doublet vs Triplet TAP vs TC

GOG 1221 EORTC 
558722 GOG 1073 GOG 1634 GOG 1775 GOG 2096

Population
(stage) III–IV

Stage III–IV 
and 

relapsed

Stage III–IV and 
relapsed

Stage III–IV 
and relapsed

Stage III–IV and 
relapsed Stage III–IV

n 396 177 299 317 273 1,328

Regimen
WART

vs
Dox-Cis

Dox 
vs

Dox-Cis

Dox (A) 
vs

Dox-Cis (AC)

Dox-Cisplat 
vs

Dox-Paclitax

Dox-Cisplat 
vs

Dox-Cisplat-Tax

Carbo-Tax 
vs

Dox-Cisplat-Tax

PFS Signif
HR 0.71 NS Signif

HR 0.73 NS Signif
P <.01 NS

OS Signif
HR 0.68 NS NS NS Signif

P <.037 NS

1. Randall ME, et al. J Clin Oncol. 2006;24(1):36-44; 2. van Wijk FH, et al. Ann Oncol. 2003;14(3):441-448; 3. Thigpen JT, et al. J Clin Oncol. 2004;22(19):3902-3908; 4. Fleming 
GF, et al. Ann Oncol. 2004;15(8):1173-1178; 5. Fleming GF, et al. J Clin Oncol. 2004;22(11):2159-2166; 6. Miller DS, et al. J Clin Oncol. 2020;38(33):3841-3850.

Courtesy of Matthew A Powell, MD



Disease Molecular Classification:  How to test?

Cancer Genome Atlas Research Network, et al. Nature. 2013;497(7447):67-73.

Immunologically responsive Immunologically nonresponsive

Courtesy of Matthew A Powell, MD



No IO 
opportunity in the 
first line (to date)

IO opportunities 
exist in the 

recurrent setting

“Standard of Care”

Courtesy of Matthew A Powell, MD



“Standard of Care”

Courtesy of Matthew A Powell, MD



Single-Agent IO in pMMR/MSI-Negative Selected EC Populations

Study and Drug Patient Population Outcome

KEYNOTE-28: Pembrolizumab 
(N = 24)

Advanced-stage or metastatic 
PD-L1–positive EC ORR: 13%

PHAEDRA trial: Durvalumab 
(N = 36 pMMR) Advanced-stage or metastatic EC ORR in pMMR: 3%

GARNET study: Dostarlimab 
(N = 94)

Previously treated, recurrent 
advanced-stage EC ORR in pMMR: 13.9%

Ph II avelumab study 
(N = 16 pMMR) Advanced-stage or metastatic EC ORR: 6.25%

Ott PA, et al. J Clin Oncol. 2017;35(22):2535-2541; Antill YC, et al. J Clin Oncol. 2019;37(15 suppl):5501; Oaknin A, et al. JAMA Oncol. 2020;6(11):1766-1772; 
Konstantinopoulos PA, et al. J Clin Oncol. 2019;37(30):2786-2794; Oaknin A, et al. Gynecol Oncol. 2021;162(suppl 1):S12-S13.

Courtesy of Matthew A Powell, MD



• Response to single-agent IO in dMMR or MSI-high EC

Single-Agent IO in “Biomarker”-Selected EC Populations 
(dMMR/MSI Positive)

Study and Drug Patient Population Outcome

KEYNOTE-158: Pembrolizumab 
(N = 90)

Advanced-stage or metastatic 
dMMR EC ORR: 48%

PHAEDRA trial: Durvalumab 
(N = 35 dMMR) Advanced-stage or metastatic EC ORR in dMMR: 43%

GARNET study: Dostarlimab 
(N = 129)

Previously treated, recurrent 
advanced-stage EC ORR in dMMR: 43.5%

Ph II avelumab study 
(N = 15 dMMR) Advanced-stage or metastatic EC ORR: 26.7%

O'Malley DM, et al. J Clin Oncol. 2022;40(7):752-761; Antill YC, et al. J Clin Oncol. 2019;37(15 suppl):5501; Oaknin A, et al. J Immunother Cancer. 2022;10(1):e003777; 
Konstantinopoulos PA, et al. J Clin Oncol. 2019;37(30):2786-2794.

Courtesy of Matthew A Powell, MD



Endometrial Cancer: First-Line Metastatic/Recurrent

Trial Name Description Status

Frontline, metastatic 
or recurrent
PI: Eskander

NRG-GY018
Testing the addition of the immunotherapy drug 
pembrolizumab to the usual chemotherapy treatment 
(paclitaxel and carboplatin) in stage III–IV or recurrent EC

Active, not 
recruiting

Frontline, metastatic 
or recurrent
PI: Powell
*ENGOT led

GOG-3031/RUBY

A phase III, randomized, double-blind, multicenter study 
of dostarlimab (TSR-042) + carboplatin-paclitaxel vs 
placebo + carboplatin-paclitaxel in patients with recurrent 
or primary aEC

Active, not 
recruiting

Frontline, metastatic 
or recurrent
PI: Westin
Co-PI: Moore
*GOG led

GOG-3041/DUO-E

A randomized, multicenter, double-blind, placebo-
controlled, phase III study of first-line carboplatin and 
paclitaxel in combination with durvalumab, followed by 
maintenance durvalumab with or without olaparib in 
patients with newly diagnosed advanced or recurrent EC

Active, not 
recruiting

Courtesy of Matthew A Powell, MD



Endometrial Cancer: First-Line Metastatic/Recurrent

Trial Name Description Status

Frontline, metastatic 
or recurrent
PI: Marth

LEAP-001/
ENGOT-en9

A phase III randomized, open-label, study of 
pembrolizumab (MK-3475) + lenvatinib (E7080/MK-7902) 
vs chemotherapy for first-line treatment of advanced or 
recurrent EC

Active, not 
recruiting

Frontline, metastatic 
or recurrent AtTEnd

Phase III double-blind, randomized, placebo-controlled 
trial of atezolizumab in combination with paclitaxel and 
carboplatin in women with advanced or recurrent EC

Active, not 
recruiting

Frontline, metastatic 
or recurrent (dMMR 
only)

KEYNOTE-C93/ 
GOG-3064/ 
ENGOT-en15

A phase III randomized, open-label, active-comparator 
controlled clinical study of pembrolizumab vs platinum 
doublet chemotherapy in participants with mismatch 
repair-deficient (dMMR) advanced or recurrent EC in the
first-line setting

Recruiting

Courtesy of Matthew A Powell, MD
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pMMR

pMMR

dMMR

dMMR

PFS

OAS

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary 
Advanced/Recurrent EC – Study Design and Patients

aMixed histology containing at least 10% carcinosarcoma, clear cell, or serous histology. bPatients were randomized based on either 
local or central MMR/MSI testing results. For local determination of MMR/MSI status, IHC, NGS, and PCR assays were accepted. For 
central determination of MMR/MSI status IHC per Ventana MMR RxDxpanel was used. Central testing was used when local results were 
not available. cTreatment ends after 3 years.

Mirza MR, et al. SGO 2023. Abstract 265. Powell M, et al. ASCO 2023; Abstract 5503. 

Key Eligibility Criteria
§ Histologically/cytologically proven stage III/IV or first recurrent EC
§ Carcinosarcoma, clear cell, serous, or mixed histology permitteda

§ ECOG PS 0-1
§ Naïve to systemic therapy or systemic anticancer therapy and had a 

recurrence or PD ≥6 months after completing treatment

Stratified by MMR/MSI statusb, prior external pelvic radiotherapy, disease status

Primary endpoints: PFS by INV, OS
Secondary endpoints: PFS by BICR, PFS2, ORR, DOR, DCR, HRQOL/PRO, safety

Dostarlimab IV 500 mg
Carboplatin AUC 5 mg/mL/min

Paclitaxel 175 mg/m2 Q3W
for 6 cycles

Placebo
Carboplatin AUC 5 mg/mL/min

Paclitaxel 175 mg/m2 Q3W
for 6 cycles

1:1

R
A
N
D
O
M
I
Z
E
D

Dostarlimab IV 
1000 mg Q6W 
up to 3 yearsc

Placebo
IV Q6W

 up to 3 yearsc

Patient 
Characteristics, 
n(%)

dMMR/MSI-H Overall
Dostar + 

CP 
(n=53)

Placebo + 
CP 

(n=65)

Dostar + 
CP 

(n=245)

Placebo + 
CP 

(n=249)
Median age 
(range), years 61 (45–81) 66 (39–85) 64 (41–81) 65 (28–85)

ECOG PS 0 28 (53.8) 39 (60.0) 145 (60.2) 160 (65.0)
1 24 (46.2) 26 (40.0) 96 (39.8) 86 (35.0)

Histology
Clear cell 0 0 8 (3.3) 9 (3.6)
Carcinosarcoma 4 (7.5) 1 (1.5) 25 (10.2) 19 (7.6)
Endometrioid 44 (83.0) 56 (86.2) 134 (54.7) 136 (54.6)

Prior systemic 
therapy 7 (13.2) 10 (15.4) 48 (19.6) 52 (20.9)

Carboplatin/
paclitaxel 4 (7.5) 6 (9.2) 36 (14.7) 39 (15.7)

Measurable 
disease at baseline 49 (92.5) 58 (89.2) 212 (86.5) 219 (88.0)

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary 
Advanced/Recurrent EC – PFS 

Data cutoff: September 28, 2022.

Mirza MR, et al. SGO 2023. Abstract 265. Powell M, et al. ASCO 2023; Abstract 5503. 

PFS in dMMR/MSI-H Population PFS in Overall Population

§ Median duration of follow-up in dMMR/MSI-H population was 24.79 months 
§ Median duration of follow-up in overall population was 25.38 months. 

HR=0.28 (95% CI: 0.162-0.495)
P<0.0001

HR=0.64 (95% CI: 0.507-0.800)
P<0.0001

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary 
Advanced/Recurrent EC – OS

Data cutoff: September 28, 2022. Median duration of follow-up in overall population was 25.38 months. 
aP≤0.00177 required to declare statistical significance at first interim analysis.

Mirza MR, et al. SGO 2023. Abstract 265. 

OS in Overall Population (33% maturity) OS in dMMR/MSI-H Population

Received subsequent immunotherapy:
§ 38.5% of patients on placebo arm
§ 15.1% of patients on dostarlimab arm

Received subsequent immunotherapy:
§ 34.5% of patients on placebo arm
§ 15.5% of patients on dostarlimab arm

HR=0.64 (95% CI: 0.464-0.870)
P=0.0021a HR=0.30 (95% CI: 0.127-0.699)

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo 
for Primary Advanced/Recurrent EC – PFS

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary 
Advanced/Recurrent EC – Safety

Data cutoff: September 28, 2022.

Mirza MR, et al. SGO 2023. Abstract 265. 

TEAEs in ≥20% of Either Arm

Courtesy of Matthew A Powell, MD



GOG-3031/RUBY: Phase 3 Trial of Dostarlimab + Chemo for Primary 
Advanced/Recurrent EC – Safety (cont’d) and Summary

a3 deaths were not related to study treatment (opiate overdose, COVID-19, and general physical health deterioration). bOne death 
was considered by the investigator as related to dostarlimab plus CP 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).

Mirza MR, et al. SGO 2023. Abstract 265. Powell M, et al. ASCO 2023; Abstract 5503. 

AEs, n (%) Dostarlimab + CP
(N=241)

Placebo + CP
(N=246)

Any TEAE 241 (100) 246 (100)

Any grade ≥3 TEAE 170 (70.5) 147 (59.8)

Serious TEAE 91 (37.8) 68 (27.6)

Any treatment-related irAE 92 (38.2) 38 (15.4)
Any TEAE leading to discontinuation of 
dostarlimab or placebo 42 (17.4) 23 (9.3)

Any TEAE leading to discontinuation of 
carboplatin 24 (10.0) 19 (7.7)

Any TEAE leading to discontinuation of 
paclitaxel 24 (10.0) 23 (9.3)

Any TEAE leading to death 5 (2.1)a 0
Any TEAE related to dostarlimab 
leading to death 2 (0.8)b -

Median duration of overall treatment 
(range), weeks 43.0 (3.0–150.9) 36.0 (2.1–165.1)

Authors’ Conclusions
§ Dostarlimab + CP showed: 

– Statistically significant and clinically 
meaningful PFS benefit 

– Early OS trend in the overall 
population

– Benefit in dMMR/MSI-H patients
– Durable benefit in MMRp/MSS 

patients
§ The safety profile for dostarlimab + CP 

was manageable and consistent with 
individual therapies

Courtesy of Matthew A Powell, MD



NRG GY018: Phase 3 Trial of Pembrolizumab + Chemo for Measurable Stage 
3 or 4a, Stage 4b, or Recurrent EC – Study Design and Patients

Data cutoff: December 16, 2022.

Eskander R, et al. SGO 2023. Abstract 264. Eskander RN, et al. N Engl J Med. 2023; 388(23):2159-2170. 

Key Eligibility Criteria
• Measurable stage III/IVA or measurable/nonmeasurable stage IVB or 

recurrent endometrial cancer
• MMR IHC testing
• ECOG PS 0-2
• No prior chemo except adjuvant chemo if completed ≥12 mo before study

Stratified by MMR status (pMMR vs dMMR), ECOG status, and prior adjuvant chemo

Primary endpoints: PFS per RECIST v1.1 by INV in pMMR and dMMR cohorts
Secondary endpoints: Safety, ORR/DOR, OS, PRO/QoL, concordance of MMR 
testing results

Pembrolizumab 200 mg IV Q3W +
Paclitaxel 175 mg/m2 IV Q3W +

Carboplatin AUC 5 IV Q3W
for 6 cycles

Placebo IV Q3W +
Paclitaxel 175 mg/m2 IV Q3W +

Carboplatin AUC 5 IV Q3W
for 6 cycles

1:1

R
A
N
D
O
M
I
Z
E
D

Pembrolizumab 
400 mg IV Q6W  

up to 14 
additional cycles

Placebo
IV Q6W

 up to 14 
additional cycles

Patient 
Characteristics, 
n (%)

dMMR (n=225) pMMR (n=588)

Pembro + 
CT (n=112)

Placebo + 
CT (n=113)

Pembro + 
CT (n=293)

Placebo + 
CT(n=295)

Median age 
(range), years 67 (38-81) 66 (37-85) 66 (31–93) 65 (29–90)

ECOG PS
0 72 (64.3) 73 (64.6) 196 (66.9) 198 (67.1)
1 39 (34.8) 35 (31.0) 88 (30.0) 88 (29.8)
2 1 (0.9) 5 (4.4) 9 (3.1) 9 (3.1)

Histology
Clear cell 1 (0.9) 0 (0) 17 (5.8) 20 (6.8)
Endometrioid, 
G1 21 (18.8) 35 (31.0) 54 (18.4) 46 (15.6)

Endometrioid, 
G2 52 (46.4) 41 (36.3) 51 (17.4) 58 (19.7)

Endometrioid, 
G3 15 (13.4) 16 (14.2) 53 (18.1) 42 (14.2)

Serous 4 (3.6) 1 (0.9) 78 (26.6) 72 (24.4)
No prior 
chemotherapy 107 (95.5) 105 (92.9) 221 (75.4) 218 (73.9)

Courtesy of Matthew A Powell, MD



NRG GY018: Phase 3 Trial of Pembrolizumab + Chemo for 
Measurable Stage 3 or 4a, Stage 4b, or Recurrent EC - PFS

Data cutoff: December 16, 2022.

Eskander R, et al. SGO 2023. Abstract 264. Eskander RN, et al. N Engl J Med. 2023; 388(23):2159-2170. 

PFS per RECIST v1.1 in dMMR Population PFS per RECIST v1.1 in pMMR Population

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

HR (stratified; 95% 
CI)

Pembro + 
CT

26/112 NR (30.6-NR) 0.30 (0.19-0.48)
P<0.00001

Placebo + 
CT

59/113 7.6 (6.4-9.9)

Events, 
n/N

Median (95% CI), 
mo

HR (stratified; 95% 
CI)

Pembro + 
CT

95/293 11.7 (10.5-15.6) 0.57 (0.44-0.74)
P<0.0001

Placebo + 
CT

136/295 8.7 (8.4-10.7)

Courtesy of Matthew A Powell, MD



NRG GY018: Phase 3 Trial of Pembrolizumab + Chemo for Measurable Stage 
3 or 4a, Stage 4b, or Recurrent EC – Subgroup Analyses of PFS

Data cutoff: December 16, 2022.

Eskander R, et al. SGO 2023. Abstract 264. Eskander RN, et al. N Engl J Med. 2023; 388(23):2159-2170. 

PFS per RECIST v1.1 in dMMR Population PFS per RECIST v1.1 in pMMR Population

Courtesy of Matthew A Powell, MD



NRG GY018: Phase 3 Trial of Pembrolizumab + Chemo for Measurable Stage 
3 or 4a, Stage 4b, or Recurrent EC – AEs and Summary

aThese AEs included one each of: cardiac arrest, sepsis, and lower gastrointestinal hemorrhage. bThese AEs included 
sepsis in 4 patients, cardiac arrest in 2 patients; and small intestinal obstruction, sudden death not otherwise specified in 1 
patient each. cThe AEs of interest are those with a possible immune-related cause and are considered regardless of 
attribution to a trial drug by the investigator. dTotal number of patients who experienced an irAE. Some patients experienced 
multiple irAEs.

Eskander R, et al. SGO 2023. Abstract 264. Eskander RN, et al. N Engl J Med. 2023; 388(23):2159-2170. 

AEs, n (%)

dMMR (n=225) pMMR (n=550)

Pembro + 
CT

(n = 109)

Placebo + 
CT

(n = 106)

Pembro + 
CT

(n = 276)

Placebo + 
CT

(n = 274)

Any AE

All-cause 107 (98.2) 105 (99.1) 258 (93.5) 256 (93.4)

Grade 3-5 69 (63.3) 50 (47.2) 152 (55.1) 124 (45.3)

AE leading to 
death 1 (0.9)a 2 (1.9)a 6 (2.2)b 2 (0.7)b

AEs of interestc
Anyd 42 (38.5) 28 (26.4) 92 (33.3) 54 (19.7)

Grade 3-5 9 (8.3) 6 (5.7) 10 (3.6) 7 (2.6)

Authors’ Conclusions
§ Pembro + SOC chemo followed by Pembro 

maintenance led reduced risk of disease 
progression or death in patients with dMMR 
and pMMR endometrial cancer by 70% and 
43%, respectively

– This benefit was seen in all evaluable 
subgroups

§ The frequency of AEs commonly associated 
with Pembro + SOC chemo were not 
increased with the addition of Pembro

§ The incidence of immune-mediated AEs 
were similar to prior EC studies of Pembro 
monotherapy

Courtesy of Matthew A Powell, MD



Molecularly driven therapy for early-/late-stage endometrial cancer
Serous: IO +systemic therapyà>Add VEGFi or PARP or HER-directed?

Ongoing Phase 3 Trials for Systemic 
Therapy in Advanced, Recurrent, or 
Metastatic Endometrial Cancer

GY018 (1L),
pembrolizumab/ 
chemotherapy

Pembrolizumab monotherapy 
tumor-agnostic FDA 

approval, MSI-H 

KEYNOTE-146, 
pembrolizumab/lenvatinib, 

MSI-H/non-MSI-H 

GARNET, dostarlimab 
monotherapy, 

MSI-H/non-MSI-H 
RUBY, dostarlimab/

chemotherapy 

KEYNOTE-775 (Ph3), 
pembrolizumab/

lenvatinib 

DUO-E, 
durvalumab/olaparib 

AtTEnd, Atezolizumab/
chemotherapy 

LEAP-001 (1L), 
pembrolizumab/

lenvatinib 

2023… 20212014 2020 2022 2024

Conclusions: Endometrial Cancer Future Treatment Landscape

Courtesy of Matthew A Powell, MD



• Importance of molecular subtypes in EC
• Key trials of immunotherapy agents reporting
• dMMR/MSI-positive tumors with robust response to CPIs
• pMMR/MSI-negative tumors may need dual therapy

• Chemo + CPI

• TKI + CPI

• Not all CPIs may be the same. Anti–PD-1 vs PD-L1?

Conclusions

Courtesy of Matthew A Powell, MD



Positive High-Level Results Announced from DUO-E: The First Global 
Phase III Trial of Immunotherapy with PARP Inhibition to Demonstrate 
Clinical Benefit for Endometrial Cancer
Press Release: May 26, 2023

“Positive high-level results from the DUO-E Phase III trial showed durvalumab in combination with platinum-based 
chemotherapy followed by either durvalumab plus olaparib or durvalumab alone as maintenance therapy both 
demonstrated a statistically significant and clinically meaningful improvement in progression-free survival (PFS) 
compared to standard-of-care chemotherapy alone in patients with newly diagnosed advanced or recurrent 
endometrial cancer. There was a greater clinical benefit observed with the combination of durvalumab and 
olaparib as maintenance treatment.

Overall survival (OS) data were immature at the time of this analysis however, a favourable trend was observed for 
both treatment regimens.

The safety and tolerability profile of durvalumab plus chemotherapy and of durvalumab in combination with 
olaparib was broadly consistent with that observed in prior clinical trials and the known profiles of the individual 
medicines. These data will be presented at a forthcoming medical meeting, and we look forward to discussing them 
with health authorities.”

https://www.astrazeneca.com/media-centre/press-releases/2023/imfinzi-lynparza-prolonged-pfs-in-endometrial-cancer.html



DUO-E: A Phase III Trial of First-Line Chemotherapy in Combination 
with Durvalumab Followed by Maintenance Durvalumab with or 
without Olaparib for Advanced or Recurrent Endometrial Cancer

Westin SN et al. ASCO 2020;Abstract TPS6108.
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Endometrial Cancer 2023

66,200 new cases* 13,030 deaths*

Siegel et al. Cancer Statistics 2023
Cancer Facts & Figures 2023. American Cancer Society. Available at https://www.cancer.org/content/dam/cancer-
org/research/cancer-facts-and-statistics/annual-cancer-facts-and-figures/2023/2023-cancer-facts-and-figures.pdf. Accessed 
January 31, 2023.

Population of interest

~2/3 of these will have 
early stage and low 
grade disease with 
excellent prognosis

~ 1/3 will have high 
grade or advanced 
stage/metastatic 

disease

Increasing 
Incidence

Increasing 
Mortality

Anticipated to 
surpass ovarian 

cancer mortality in 
the coming years

Courtesy of Bradley J Monk, MD



Evolving Treatment Landscape for Advanced/Recurrent 
or High-risk Endometrial Carcinoma 

• Treatment guidelines recommend platinum-based chemotherapy (carboplatin + paclitaxel) as preferred 1L treatment of 
advanced/recurrent EC1,2,a

• In 2L treatment, guidelines recommend PD-1 regimens based on biomarker (MMR/MSI) status2

• Guideline recommendations are based on recent approvals of PD-1 agents in previously treated EC3-5,6 

Pembrolizumab7

Previously treated 
dMMR/MSI-H solid tumors

(US, Argentina, Russia)

Pembrolizumab + Lenvatinib8

Previously treated EC that is not 
dMMR/MSI-H

(US, Canada, Australia, Russia)

Pembrolizumab + 
Lenvatinib6,10

Previously treated EC that is 
not dMMR/MSI-H (EU)

Dostarlimab11-13

Previously treated dMMR EC and 
solid tumors (US), dMMR/MSI-H 

EC (EU)

2017 2018 2019 2020 2021 2022

Pembrolizumab14

Previously treated 
dMMR/MSI-H EC  (US)

aHormone therapy is included as a preferred 1L therapy In low grade carcinomas without rapidly progressive disease. 1L, first line; 2L, second line; CRC, colorectal cancer; dMMR, mismatch repair deficient; EC, endometrial cancer; EU, European Union; MMR, mismatch repair; MSI, 
microsatellite instability; MSI-H, microsatellite instability-high; PD-1, programmed death 1; US, United States. 
1. Colombo N et al. Ann Oncol. 2016;27:16–41. 2. Concin N et al. Int J Gynecol Cancer. 2021;31:13–39. 3. Keytruda [prescribing information]. Whitehouse Station. NJ: Merck Sharp & Dohme Corp.; 2021. 4. Jemperli (dostarlimab-gxly) injection, for intravenous use [prescribing information]. 
Research Triangle Park, NC, USA: GlaxoSmithKline LLC; 2021. 5. Jemperli (Dostarlimab 500 mg solution for infusion) [Summary of product characteristics]. Dublin, Ireland: GlaxoSmithKline (Ireland) Limited; 2021. 6. Keytruda (pembrolizumab) [Summary of product characteristics]. Merck 
Sharp & Dohme B.V. Netherlands: 2021. 7. US FDA. Press Release. Available at: https://www.fda.gov/news-events/press-announcements/fda-approves-first-cancer-treatment-any-solid-tumor-specific-genetic-feature. Accessed May 14, 2021. 8. US FDA. Press Release. Available at: 
https://www.fda.gov/drugs/resources-information-approved-drugs/simultaneous-review-decisions-pembrolizumab-plus-lenvatinib-australia-canada-and-us. Accessed May 14, 2021. 9. US FDA. Press Release. Available at: https://www.fda.gov/drugs/drug-approvals-and-databases/fda-
approves-pembrolizumab-first-line-treatment-msi-hdmmr-colorectal-cancer. Accessed December 13, 2021. 10. Merck. Press Release. Available at: https://www.merck.com/news/european-commission-approves-keytruda-pembrolizumab-plus-lenvima-lenvatinib-for-patients-with-
certain-types-of-endometrial-carcinoma/ Accessed: March 29, 2022.11. FDA Approves Immunotherapy for Endometrial Cancer with Specific Biomarker | FDA. | FDA Accessed June 7, 2021. 12. EMA: Jemperli. Available at: 
https://www.ema.europa.eu/en/medicines/human/EPAR/jemperli. Accessed June 7, 2021. 13. US FDA. Press Release. Available at: https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-dostarlimab-gxly-dmmr-advanced-solid-tumors. Accessed 
September 22, 2021. 14. US FDA Press Release. Available at: https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-advanced-endometrial-carcinoma. Accessed March 28, 2022. 

Courtesy of Bradley J Monk, MD

https://www.fda.gov/news-events/press-announcements/fda-approves-first-cancer-treatment-any-solid-tumor-specific-genetic-feature
https://www.fda.gov/drugs/resources-information-approved-drugs/simultaneous-review-decisions-pembrolizumab-plus-lenvatinib-australia-canada-and-us
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-first-line-treatment-msi-hdmmr-colorectal-cancer
https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-pembrolizumab-first-line-treatment-msi-hdmmr-colorectal-cancer
https://www.merck.com/news/european-commission-approves-keytruda-pembrolizumab-plus-lenvima-lenvatinib-for-patients-with-certain-types-of-endometrial-carcinoma/
https://www.merck.com/news/european-commission-approves-keytruda-pembrolizumab-plus-lenvima-lenvatinib-for-patients-with-certain-types-of-endometrial-carcinoma/
https://www.fda.gov/news-events/press-announcements/fda-approves-immunotherapy-endometrial-cancer-specific-biomarker
https://www.ema.europa.eu/en/medicines/human/EPAR/jemperli
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-dostarlimab-gxly-dmmr-advanced-solid-tumors
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-advanced-endometrial-carcinoma


Clinical Data of Immunotherapy in 2L Endometrial Cancer

Variable
MSI-H EC

 n = 79
EC

(biomarker 
unselected)

n = 107

ORR % (95% CI) 48 
(37-60)

11.2 
(5.9-18.8)

Complete 
response 11 (14) 0

Partial response 27 (34) 12 (11.2)
Stable disease 14 (18) 26 (24.3)
Progressive 
disease 23 (29) 56 (52.3)

Not evaluable 1 (1) 2 (1.9)
Not assessed 3 (4) 11 (10.3)

Pembrolizumab (KN-158): Robust 
Antitumor Activity in Patients With 
MSI-H Advanced EC

Variable dMMR EC
n = 103

MMRp EC
n = 142

ORR % (95% CI) 46 
(34.9-54.8)

19 
(8.3-20.1)

Complete response 11 (10.7) 3 (2.1)

Partial response 35 (34.0) 16 (11.3)
Stable disease 13 (12.6) 31 (21.8)
Progressive disease 39 (37.9) 77 (54.2)

Not evaluable 3 (2.9) 0
Not done 2 (1.9) 15 (10.6)

Dostarlimab (GARNET Cohorts A1 & A2): 
Clinical Benefit in dMMR and MMRp EC 

Patients

O'Malley DM et al. J Clin Oncol. 2022 Mar 1;40(7):752-761. Oaknin A et al. J Immunother Cancer. 2022 Jan;10(1):e003777. 

Courtesy of Bradley J Monk, MD



Phase 2 KEYNOTE-158 Study: Updated Responsesa

Data cutoff: 12 JAN, 2022; median time from first dose to data cutoff: 54.5 mo

Analysis 
population (n = 
94)

ORR, % (95% CI) 50 (39.5–60.5)
CR, n (%) 16
PR, n (%) 34
SD, n (%) 18
mDOR, mo 63.2 
DOR ≥1 y, % 87
DOR ≥2 y, % 71
DOR ≥3 y, % 66
DOR ≥4 y, % 66

ORR (ICR)

ORR by prior treatment line

Best ORR and DOR (ICR)

O’Malley D, et al. ESMO 2022. Abstract 546P.
a. At 42.6 mo follow up:  ORR, 48%; mDOR NR.

Courtesy of Bradley J Monk, MD



Phase 3 309/KEYNOTE 775 Study of Lenvatinib + Pembrolizumab

NCT03517449. 

Courtesy of Bradley J Monk, MD



Lenvatinib Plus Pembrolizumab in Previously Treated 
Advanced Endometrial Cancer: Updated Efficacy and 

Safety From the Randomized Phase III Study 
309/KEYNOTE-775

Makker V, Colombo N, Herráez AC, Monk BJ, Mackay H, Santin AD, Miller DS, Moore RG, Baron-Hay S, Ray-Coquard I, Ushijima K, Yonemori K, Kim YM, Guerra Alia EM, Sanli UA, Bird S, Orlowski R, McKenzie J, Okpara C, Barresi G, Lorusso D.
J Clin Oncol. 2023 Jun 1;41(16):2904-2910. 

ORR in pMMR patients:
32.4% v 15.1%

Median follow-up was 18.7 months in 
the lenvatinib plus pembrolizumab arm
and 12.2 months in the chemotherapy
arm (14.7 months overall)

Courtesy of Bradley J Monk, MD



Previously Treated pMMR Subgroup (n=94),
Study 111: Phase 2 Study of Lenvatinib plus Pembrolizumab   

Makker V, Taylor MH, Oaknin A, et al. Characterization and Management of Adverse Reactions in Patients with 
Advanced Endometrial Carcinoma Treated with Lenvatinib Plus Pembrolizumab. Oncologist. 2021;26(9):e1599-e1608

Most Common Adverse Reactions, All Grades, Time to first onset, weeks

Courtesy of Bradley J Monk, MD



Pembrolizumab + Lenvatinib Safety Profile in Patients With 
Advanced EC Consistent With Individual Monotherapies

Safety Pembrolizumab + lenvatinib
n=406

Physician’s choice
n=388

Median duration of treatment 
(range), days 231 (1-817) 104.5 (1-785)

TEAEs, % 99.8 99.5
Grade ≥3 TEAEs, % 88.9 72.7
TEAEs leading to dose 
reductions, %a 66.5 12.9

Any-grade TEAEs leading to 
interruptions, %b 69.2 27.1

Lenvatinibc 58.6 --
Pembrolizumabc 50.0 --
Pembrolizumab + 
lenvatinib 30.8 --

Any-grade TEAEs leading to 
discontinuation, %b 33.0 8.0

Lenvatinibc 30.8 --
Pembrolizumabc 18.7 --
Pembrolizumab + 
lenvatinib 14.0 --

Most frequent TEAEs for pembrolizumab + lenvatinib (≥40% of 
All-comers) included
• Hypertension (64%), hypothyroidism (57%),d diarrhea (54%), nausea 

(50%), and decreased appetite (45%)

Most frequent (≥5%) Grade ≥3 TEAEs included
• Hypertension (38%), weight decrease (10%), diarrhea (8%), 

decreased appetite (8%), anemia (6%), asthenia (6%), fatigue (5%), 
and proteinuria (5%)

Most frequent TEAEs for physician’s choice (≥40% of All-
comers) included
• Anemia (49%) and nausea 46%

Most frequent (≥5%) Grade ≥3 TEAEs included
• Neutropenia (26%) and anemia (15%)

In the lenvatinib + pembrolizumab arm, 5.7% of patients died due to grade 5 events (gastrointestinal 
disorders, 1.2%; cardiac disorders, 0.5%; general disorders, 1.5%; infections, 0.7%; decreased appetite, 
0.2%; neoplasms, nervous system, psychiatric, renal, reproductive, or respiratory disorders, 0.2% each. In 
the physician’s choice arm, 4.9% of patients died due to grade 5 events (cardiac disorders: 1%, general 
disorders: 1.3%, infections, 1.5%, subdural hematoma: 0.3%, respiratory disorders: 0.8%). 

Makker V, Taylor MH, Oaknin A, et al. Characterization and Management of Adverse Reactions in Patients with 
Advanced Endometrial Carcinoma Treated with Lenvatinib Plus Pembrolizumab. Oncologist. 2021;26(9):e1599-e1608

Courtesy of Bradley J Monk, MD



Lenvatinib + Pembrolizumab
Recommended Dosage and Administration

Continue treatment with Lenvatinib + Pembrolizumab until disease progression, unacceptable toxicity, or for 
Pembrolizumab, up to 24 months in patients without disease progression. 

Recommended dose reduction for Lenvatinib in endometrial carcinoma

Starting dosage

20 mg 
orally once daily

First dosage reduction

14 mg 
orally once daily

Second dosage reduction

10 mg 
orally once daily

Third dosage reduction

8 mg 
orally once daily

Capsules may not be shown at actual size. 

Recommended dosage

When administering Lenvatinib and Pembrolizumab in combination for the treatment of endometrial 
carcinoma, interrupt one or both drugs or dose reduce Lenvatinib as appropriate.

https://www.lenvima.com/-/media/Project/EIsai/Lenvima/PDF/prescribing-information.pdf?v=2020-12-22

Courtesy of Bradley J Monk, MD

https://www.lenvima.com/-/media/Project/EIsai/Lenvima/PDF/prescribing-information.pdf?v=2020-12-22


Chemotherapy ± Immune checkpoint inhibitor currently 
investigated in Primary Advanced/Recurrent EC

BICR: blinded independent central radiology review; C/P: carboplatin/paclitaxel; DFS: disease-free survival; EC: endometrial cancer; ENGOT: European Network of Gynecological Oncological Trial Groups; IA: investigator-assessed; ICI: immune 
checkpoint inhibitor; MSI-H: microsatellite instability high; OS: overall survival; PBO: placebo; PFS: progression-free survival. 
1. https://clinicaltrials.gov/ct2/show/NCT03981796 . 2. https://clinicaltrials.gov/ct2/show/NCT03914612.  3. Merck News Release. Merck’s KEYTRUDA® (pembrolizumab) https://www.merck.com/news/mercks-keytruda-pembrolizumab-plus-chemotherapy-
met-primary-endpoint-of-progression-free-survival-pfs-as-first-line-therapy-for-advanced-or-recurrent-endometrial-carcinoma . Accessed February 7, 2023.  4. https://clinicaltrials.gov/ct2/show/NCT04634877 . 5. 
https://clinicaltrials.gov/ct2/show/NCT04269200 . 6. https://clinicaltrials.gov/ct2/show/NCT03603184 . All ClinicalTrials.gov sites accessed January 31, 2023.

82

There are no completed direct head-to-head trials of these products in EC. There are inherent limitations in cross-study comparisons; 
caution should be exercised in comparing trials.  This slide is for information purposes only and is not intended to imply or infer the 

noninferiority or superiority of any product, in terms of efficacy or safety. 

Dostarlimab Pembrolizumab Durvalumab Atezolizumab
RUBY Part 1 | 
ENGOT-en61 NRG-GY0182,3 DUO-E | 

ENGOT-en105
ATTEND | 

ENGOT-en76

N 494 819 699 550

Study Chair Mirza Eskander Westin Colombo

Treatment arms

Dostarlimab + C/P 
then dostarlimab

vs
C/P then PBO

Pembrolizumab + C/P 
then pembrolizumab

vs
C/P then PBO

Durvalumab + C/P 
then durvalumab + 

olaparib
&

Durvalumab + C/P 
then durvalumab + 

PBO
vs

C/P then PBO

Atezolizumab + C/P 
then atezolizumab

vs
C/P then PBO

Patient population All comers All comers All comers All comers
Primary outcome(s) PFS (IA), OS PFS PFS (IA) PFS, OS

Courtesy of Bradley J Monk, MD

https://clinicaltrials.gov/ct2/show/NCT03981796
https://clinicaltrials.gov/ct2/show/NCT03914612
https://www.merck.com/news/mercks-keytruda-pembrolizumab-plus-chemotherapy-met-primary-endpoint-of-progression-free-survival-pfs-as-first-line-therapy-for-advanced-or-recurrent-endometrial-carcinoma
https://www.merck.com/news/mercks-keytruda-pembrolizumab-plus-chemotherapy-met-primary-endpoint-of-progression-free-survival-pfs-as-first-line-therapy-for-advanced-or-recurrent-endometrial-carcinoma
https://clinicaltrials.gov/ct2/show/NCT04634877%20.%205
https://clinicaltrials.gov/ct2/show/NCT04269200
https://clinicaltrials.gov/ct2/show/NCT03603184


Antibody Drug Conjugates: Continuing the Paradigm 
Shift Towards Individualized Therapy

Treatment for Gynecologic Malignancies is becoming more individualized

 PARP inhibition for BRCA and HRD

 Immune checkpoint inhibition for MSI-Hi/MMRd

Antibody Drug Conjugates are the next frontier in personalized therapy, allowing us to

 target specific tumor associated antigens

 deliver highly potent chemotherapy directly to the tumor

 offer patients a differentiated safety profile

 offer combination therapies in the near future which may replace standard, systemic chemotherapy 

Buchbinder et al. Am J Clin Oncol. 2016 Courtesy of Bradley J Monk, MD



ADCs Under Evaluation in Gynecologic Cancers
Generic Name Conjugate Indication Target Phase NCT

Mirvetuximab 
soravtansine

Maytansinoid (DM4) Ovary Folate Receptor α 3: Gloriosa
3: MIRASOL
2: SORAYA
2: PICCOLO

NCT05445778
NCT04209855
NCT04296890
NCT05041257

STRO-002
Luveltamab Tazevibulin

SC209 (tubulin targeting) Ovary Folate Receptor α 1 NCT03748186
NCT05200364

MORAb-202 Eribulin Ovary Folate Receptor α 2 NCT05613088

Upifitamab Rilsodotin AF-HPA (DolaLOck-
controlled bystander effect)

Ovary NaPi2b 2 UPLIFT
3: UP-NEXT

NCT03319628
NCT05329545

Sacituzumab Govitecan 
(IMMU-132)

SN-38 (metabolite of topo 1 
inhibitor)

Solid tumor (endo) TROP2 2 NCT04251416

KL 264 01/SKB264 Belotecan (novel 
camptothecin derivative)

Solid tumors TROP2 1 NCT04152499

BDC-1001 TLR 7/8 dual agonist Solid tumor HER2 1 NCT04278144

DB1303 Topoisomerase 1 inhibitor 
(P1003)

Solid tumor (endo) HER2 1 NCT05150691

Ado-trastuzumab 
emtansine

DM1 Solid tumor (endo & 
ovary)

HER2 2 NCT04439110

Trastuzumab 
Deruxtecan

Deruxtecan Solid tumor (endo, ovary, 
cervix) 

HER2 2 NCT04482309

Trastuzumab 
duocarmycin

Duocarmycin Solid tumor (endo) HER2 2 NCT04205630

DS6000a deruxtecan Solid tumor CDH6 1 NCT04707248

XB002 auristatin Solid tumor TF 1 NCT04925284

Tisotumab vedotin MMAE Cervix TF 3 NCT04697628

In Phase 3 Registration Trials

Courtesy of Bradley J Monk, MD



Efficacy and safety of trastuzumab deruxtecan in 
patients with HER2-expressing solid tumors:
DESTINY-PanTumor02 interim results

Cleavable tetrapeptide-based linker
Topoisomerase I inhibitor payload

 (DXd=DX-8951f derivative)

Deruxtecan1,2Humanized anti-HER2
IgG1 mAb1–3

T-DXd is an ADC with three components:
1. A humanized anti-HER2 IgG1 mAb with the same amino acid 

sequence as trastuzumab
2. A topoisomerase I inhibitor payload, an exatecan derivative
3. A tetrapeptide-based cleavable linker

aThe clinical relevance of these features is under investigation.
ADC, antibody–drug conjugate; HER2, human epidermal growth factor receptor 2; IgG1, immunoglobulin G1; mAb, monoclonal antibody; T-DXd, trastuzumab deruxtecan.
1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173–185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097–5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126–142. 
4. Okamoto H, et al. Xenobiotica. 2020;50(10):1242–1250. 5. Nagai Y, et al. Xenobiotica. 2019;49(9):1086–1096. Courtesy of Bradley J Monk, MD



Efficacy and safety of trastuzumab deruxtecan in 
patients with HER2-expressing solid tumors:
DESTINY-PanTumor02 interim results

Other tumorsb

An open-label, multicenter study (NCT04482309) 

Primary endpoint
• Confirmed ORR 

(investigator)c

Secondary endpoints
• DORc

• DCRc

• PFSc

• OS
• Safety 
Data cut-off for analysis:
• Nov 16, 2022

• Advanced solid tumors not eligible 
for curative therapy

• 2L+ patient population
• HER2 expression (IHC 3+ or 2+) 

• Local test or central test by 
HercepTest if local test not 
feasible (ASCO/CAP gastric 
cancer guidelines1)a

• Prior HER2-targeting therapy 
allowed

• ECOG/WHO PS 0–1

Bladder cancer

Endometrial cancer

Ovarian cancer

Pancreatic cancer

Biliary tract cancer

Cervical cancer

n≈40 
per 

cohort 
planned

T-DXd
5.4 mg/kg 

q3w

(Cohorts with no objective 
responses in the first 15 

patients were to be closed)

A Patients were eligible for either test. All patients were centrally confirmed. bPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts, and 
breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer. 
cInvestigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1.
2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College of American Pathologists; DOR, duration of response; ECOG, 
Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; 
IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; T-DXd, 
trastuzumab deruxtecan; WHO, World Health Organization.
1. Hofmann M, et al. Histopathology 2008;52(7):797–805.

Funda Meric-Bernstam, MD et 
al.

ASCO 2023

Courtesy of Bradley J Monk, MD



Efficacy and safety of trastuzumab deruxtecan in 
patients with HER2-expressing solid tumors:
DESTINY-PanTumor02 interim results

Funda Meric-Bernstam, MD et al.
ASCO 2023

Cervical
 (n=40)

Endometrial
 (n=40)

Ovarian
 (n=40)

BTC 
 (n=41)

Pancreatic
 (n=25)

Bladder
 (n=41)

Other
 (n=40)

All patients
 (N=267)

Investigator assessment

ORR, n (%) 20 (50.0) 23 (57.5) 18 (45.0) 9 (22.0) 1 (4.0) 16 (39.0) 12 (30.0) 99 (37.1)

Best overall 
response, 
n (%)

Complete 
response 2 (5.0) 7 (17.5) 4 (10.0) 1 (2.4) 0 1 (2.4) 0 15 (5.6)

Partial response 18 (45.0) 16 (40.0) 14 (35.0) 8 (19.5) 1 (4.0) 15 (36.6) 12 (30.0) 84 (31.5)

Stable disease 12 (30.0) 13 (32.5) 14 (35.0) 25 (61.0) 17 (68.0) 18 (43.9) 24 (60.0) 123 (46.1)

PD 7 (17.5) 4 (10.0) 7 (17.5) 7 (17.1) 7 (28.0) 7 (17.1) 3 (7.5) 42 (15.7)

Not evaluable 1 (2.5) 0 1 (2.5) 0 0 0 1 (2.5) 3 (1.1)

DCRa at 12 weeks, n (%) 27 (67.5) 32 (80.0) 28 (70.0) 27 (65.9) 9 (36.0) 29 (70.7) 30 (75.0) 182 (68.2)

Median DOR, months (95% CI) 9.8
(4.2–NE)

NR
(9.9–NE)

11.3
(4.1–NE)

8.6
(2.1–NE) NR 8.7

(4.3–11.8)
NR

(4.1–NE)
11.8

(9.8–NE)

Independent central review: 
ORR, n (%) 16 (40.0) 21 (52.5) 17 (42.5) 11 (26.8) 3 (12.0) 17 (41.5) 13 (32.5) 98 (36.7)

Courtesy of Bradley J Monk, MD



Efficacy and safety of trastuzumab deruxtecan in 
patients with HER2-expressing solid tumors:
DESTINY-PanTumor02 interim results

Funda Meric-Bernstam, MD et al.
ASCO 2023
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All patients (N=99) IHC 3+ (n=46) IHC 2+ (n=34)

Median DOR, months (95% CI) 11.8 (9.8–NE) 22.1 (9.3–NE) 9.8 (4.2–12.6)

Courtesy of Bradley J Monk, MD



Trastuzumab deruxtecan in carcinosarcoma

Nishikawa et al. J Clin Oncol 2023

Courtesy of Bradley J Monk, MD



Preliminary results of a Phase II trial with sacituzumab 
govitecan (SG) in patients with recurrent
endometrial carcinoma overexpressing Trop-2 
(NCT04251416)

SG is an ADC directed against Trop-2:
1. Conjugated with SN-38 (govitecan), an active 

metabolite of irinotecan and a topoisomerase I 
inhibitor

2. Utiilizes a hydrolysable linker
3. SG is FDA-approved for use in metastatic urothelial 

cancer and metastatic triple-negative breast cancer

Trop-2 is overexpressed in several EC histologies, 
including grade 3 endometrioid adenocarcinoma 
(96%) and uterine serous carcinoma (65%)

Trop-2 over expression is prognostic for poor 
disease outcomes

Stage 1 of an open label non randomized 
phase 2 trial evaluating the activity of SG in 
patients with persistent or recurrent Trop-2 
overexpressing EC

Primary endpoint: ORR

Required: 
 Any staining intensity of Trop-2 in 
50% or more of tumor cells

 RECIST v1.1 measurable disease

A. Santin, MD et al. ASCO 2023 Poster #294

Courtesy of Bradley J Monk, MD



Preliminary results of a Phase II trial with sacituzumab 
govitecan (SG) in patients with recurrent
endometrial carcinoma overexpressing Trop-2 
(NCT04251416)

A. Santin, MD et al. ASCO 2023 Poster #294

• Median PFS was 5.7 months 
• Median OS was 22.2 months

Courtesy of Bradley J Monk, MD



Courtesy of Bradley J Monk, MD



Summary and conclusions
• Lines of therapy, prior treatment, and biomarkers key to personalizing therapy

vIn endometrial cancer, 2-L IO is the standard of care (SOC) in dMMR/MSI;
  in pMMR/MSS pembrolizumab + lenvatinib is SOC

vIn endometrial cancer, 1-L IO + chemotherapy is SOC in dMMR/MSI. PDUFA date for RUBY Sept 23, 2023 1

vIn pMMR/MSS benefit from IO is marginal

vMultiple  ADCs in development

vClinical trial preferred

1. https://www.gsk.com/en-gb/media/press-releases/gsk-receives-us-fda-file-acceptance-for-jemperli/

Courtesy of Bradley J Monk, MD

https://www.gsk.com/en-gb/media/press-releases/gsk-receives-us-fda-file-acceptance-for-jemperli/
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IHC for MMR, TP53, HER2 and ER

NGS, IHC for MMR, TP53, HER2, ER and RNA fusions 

NGS, IHC for MMR, TP53, HER2 and ER

NGS, IHC for MMR, TP53, HER2 and ER

NGS, IHC for MMR, TP53, HER2 and ER

NGS, IHC for MMR, TP53, HER2 and ER

For patients undergoing evaluation for first-line treatment of metastatic EC, what 
type of genomic evaluation do you routinely order?

IHC = immunohistochemistry; MMR = minimal residual disease; NGS = next-generation sequencing

NGS, IHC for MMR, TP53, and HER2



Pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab*

Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab

Carboplatin/paclitaxel + 
pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab

Usual recommendation

Pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab*

Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab

Carboplatin/paclitaxel + 
pembrolizumab

Regulatory and reimbursement 
issues aside

Carboplatin/paclitaxel + 
pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab

What is your recommended first-line therapy for a patient with 
MSI-high/dMMR metastatic EC? 

* Depends on stage

Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab

Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab

Carboplatin/paclitaxel + 
pembrolizumab



Pembrolizumab

Pembrolizumab

Pembrolizumab or dostarlimab

Pembrolizumab

Pembrolizumab

Usual recommendation

Pembrolizumab

Pembrolizumab

Pembrolizumab or dostarlimab

Pembrolizumab

Pembrolizumab

Regulatory and reimbursement 
issues aside

Pembrolizumab Pembrolizumab

What is your recommended second-line treatment for a patient with 
MSI-high/dMMR metastatic EC who experiences disease progression 
on carboplatin/paclitaxel? 

Pembrolizumab or dostarlimab Pembrolizumab or dostarlimab



Carboplatin/paclitaxel

Carboplatin/paclitaxel*
Carboplatin/paclitaxel + 

pembrolizumab or dostarlimab
Carboplatin/paclitaxel + 

pembrolizumab

Carboplatin/paclitaxel

Usual recommendation

Lenvatinib/pembrolizumab or AC

Oxaliplatin

Oxaliplatin

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Carboplatin or cisplatin 
not available

Carboplatin/paclitaxel + 
pembrolizumab Doxorubicin/paclitaxel

What is your recommended first-line therapy for a patient with MSS/pMMR 
metastatic EC? What is your recommendation if carboplatin or cisplatin is not 
available? 

* Depends on stage

Carboplatin/paclitaxel + 
pembrolizumab Lenvatinib/pembrolizumab



Carboplatin/paclitaxel + pembrolizumab or dostarlimab

Carboplatin/paclitaxel*

Carboplatin/paclitaxel + pembrolizumab or dostarlimab

Carboplatin/paclitaxel + pembrolizumab

Carboplatin/paclitaxel

Carboplatin/paclitaxel + pembrolizumab

Regulatory and reimbursement issues aside, what would be your preferred 
first-line therapy for a patient with MSS/pMMR metastatic EC? 

* Depends on stage

Carboplatin/paclitaxel + pembrolizumab or dostarlimab



No preference

No preference

No preference

Pembrolizumab

Pembrolizumab

Pembrolizumab

If you chose to use an anti-PD-1 antibody as first-line therapy for a patient with 
MSS/pMMR metastatic EC, do you generally prefer pembrolizumab or dostarlimab?

No preference



2 years

2 years

2 or 3 years, depending on agent

2 years

2 years

2 years

If you chose to use an anti-PD-1 antibody as first-line therapy for a patient with 
MSS/pMMR metastatic EC, for how long would you continue treatment?

2 years



Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Usual recommendation

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Regulatory and reimbursement 
issues aside

Lenvatinib/pembrolizumab Lenvatinib/pembrolizumab

What is your recommended second-line treatment for a patient with 
MSS/pMMR metastatic EC who experiences disease progression on 
carboplatin/paclitaxel? 

Lenvatinib/pembrolizumab Lenvatinib/pembrolizumab



14 mg

20 mg

14 mg

20 mg

20 mg

Lenvatinib starting dose

60%

80%

30%

90%

50%

Patients requiring dose 
modification

20 mg 40%

For a patient with recurrent metastatic EC to whom you are about to administer 
second-line lenvatinib/pembrolizumab, in general, what is your usual starting 
dose of lenvatinib? What proportion of these patients require dose modification?

20 mg 65%



Lenvatinib/pembrolizumab

Carboplatin/paclitaxel

Lenvatinib/pembrolizumab
Rechallenge with same 

dostarlimab-based regimen

Switch to lenvatinib/pembrolizumab

MSS/pMMR EC

Rechallenge with dostarlimab

Rechallenge with dostarlimab

Lenvatinib/pembrolizumab
Rechallenge with same 

dostarlimab-based regimen

Rechallenge with dostarlimab

MSI-high/dMMR EC

Weekly paclitaxel or doxorubicin Pembrolizumab

Regulatory and reimbursement issues aside, in general, what would be your treatment 
approach for a patient with metastatic EC who received carboplatin/paclitaxel/dostarlimab 
and experienced disease progression 8 months after completing 3 years of maintenance 
dostarlimab?

Rechallenge with dostarlimab Rechallenge with dostarlimab



Carboplatin/paclitaxel

Carboplatin/paclitaxel

Carboplatin/paclitaxel
Carboplatin/paclitaxel + 

pembrolizumab

Carboplatin/paclitaxel

Usual recommendation

Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab

Carboplatin/paclitaxel
Carboplatin/paclitaxel + 

pembrolizumab or dostarlimab
Carboplatin/paclitaxel + 

pembrolizumab

Carboplatin/paclitaxel

Regulatory and reimbursement 
issues aside

Carboplatin/paclitaxel + 
pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab

Which adjuvant systemic treatment, if any, would you recommend for a patient 
with localized microsatellite stable (MSS)/MMR-proficient (pMMR) EC who has 
undergone hysterectomy and has 2 positive lymph nodes?

Carboplatin/paclitaxel Carboplatin/paclitaxel



Carboplatin/paclitaxel

Carboplatin/paclitaxel

Carboplatin/paclitaxel
Carboplatin/paclitaxel + 

pembrolizumab
Carboplatin/paclitaxel + 

pembrolizumab

Usual recommendation

Carboplatin/paclitaxel + 
pembrolizumab

Carboplatin/paclitaxel
Carboplatin/paclitaxel + 

pembrolizumab or dostarlimab
Carboplatin/paclitaxel + 

pembrolizumab
Carboplatin/paclitaxel + 

pembrolizumab

Regulatory and reimbursement 
issues aside

Carboplatin/paclitaxel + 
pembrolizumab

Carboplatin/paclitaxel + 
pembrolizumab

Which adjuvant systemic treatment, if any, would you recommend for a patient 
with localized microsatellite instability (MSI)-high/MMR-deficient (dMMR) EC 
who has undergone hysterectomy and has 2 positive lymph nodes?

Carboplatin/paclitaxel Carboplatin/paclitaxel + 
pembrolizumab or dostarlimab



Carboplatin/paclitaxel + trastuzumab

Carboplatin/paclitaxel + trastuzumab*

Carboplatin/paclitaxel + 
trastuzumab deruxtecan

Carboplatin/paclitaxel + trastuzumab

Carboplatin/paclitaxel + trastuzumab

Usual recommendation

Carboplatin/paclitaxel + 
trastuzumab deruxtecan

Carboplatin/paclitaxel + trastuzumab*

Carboplatin/paclitaxel + trastuzumab

Carboplatin/paclitaxel + 
trastuzumab deruxtecan

Carboplatin/paclitaxel + trastuzumab

Regulatory and reimbursement 
issues aside

Carboplatin/paclitaxel + trastuzumab Carboplatin/paclitaxel + trastuzumab

What is your recommended first-line therapy for a patient with 
MSS/pMMR, HER2-positive metastatic EC?

* Depends on stage

Carboplatin/paclitaxel + trastuzumab Carboplatin/paclitaxel + 
trastuzumab deruxtecan



Trastuzumab deruxtecan

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Usual recommendation

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Pembrolizumab or dostarlimab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Regulatory and reimbursement 
issues aside

Lenvatinib/pembrolizumab Lenvatinib/pembrolizumab

What is your recommended second-line treatment for a patient with 
MSS/pMMR, HER2-positive metastatic EC who experiences disease 
progression on carboplatin/paclitaxel? 

Lenvatinib/pembrolizumab Lenvatinib/pembrolizumab
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Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
up to 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to 
each participant within 5 business days.


