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Study Design

•ORR

•HRQoL

•Pharmacokinetics

•Safety

•Duration of response

Primary endpoints

•PFS by BICR

•Overall survival

Secondary endpoints

Doxorubicin
60 mg/m2 IV Q3Wc

or

Paclitaxel
80 mg/m2 IV QW

(3 weeks on/1 week off)

Lenvatinib
20 mg PO QD

+

Pembrolizumabb

200 mg IV Q3W

R
(1:1)

Treat until progression or 
unacceptable toxicity

aPatients may have received up to 2 prior platinum-based CT regimens if 1 is given in the neoadjuvant or adjuvant treatment setting. bMaximum of 35

doses. cMaximum cumulative dose of 500 mg/m2.

BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; HRQoL, health-related quality of life; IV, 

intravenous; PFS, progression-free survival; pMMR, mismatch repair-proficient; ORR, objective response rate; PO, per os (by mouth); QD, once daily; 

Q3W, every 3 weeks; QW, once weekly.

Key exploratory

endpoint

Key eligibility criteria

• Advanced, metastatic, or recurrent

endometrial cancer

• Measurable disease by BICR

• 1 Prior platinum-based CTa

• ECOG PS 0-1

• Tissue available for MMR testing

Stratification factors

MMR status (pMMR vs dMMR) and 

further stratification within pMMR by:

• Region (R1: Europe, USA, Canada, 

Australia, New Zealand, and Israel, vs 

R2: rest of the world)

• ECOG PS (0 vs 1)

• Prior history of pelvic radiation (Y vs N)



Progression-free Survivala

aBy BICR per Response Evaluation Criteria in Solid Tumors version 1.1.

Median (95% CI) 

6.6 mo (5.6, 7.4)

3.8 mo (3.6, 5.0)

Median (95% CI)

7.2 mo (5.7, 7.6)

3.8 mo (3.6, 4.2)

pMMR All-comers

No. at risk No. at risk

LEN + pembro Events

247

HR (95% CI)

0.60 (0.50, 0.72)

P-value

< 0.0001 LEN + pembro Events

281

HR (95% CI)

0.56 (0.47, 0.66)

P-value

< 0.0001

TPC 238 TPC 286



Overall Survival

Median (95% CI)

17.4 mo (14.2, 19.9)

12.0 mo (10.8, 13.3)

LEN + pembro Events
165

HR (95% CI) 

0.68 (0.56, 0.84)
P-value
0.0001 LEN + pembro Events

188

HR (95% CI) 

0.62 (0.51, 0.75)
P-value
< 0.0001

TPC 203 TPC 245

Median (95% CI)

18.3 mo (15.2, 20.5)

11.4 mo (10.5, 12.9)

pMMR All-comers

No. at risk No. at risk

Median follow-up: 11.4 mo Median follow-up: 11.4 mo



Treatment Exposure, Safety, and 
Discontinuation in All-comers

LEN + pembro (n = 406) TPC (n = 388)

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

Patients with any TEAEs, % 

Grade ≥ 3

99.8

88.9

99.5

72.7

Patients with any TEAEs leading to 

dose reductions, %a
66.5 12.9

Patients with any-grade TEAEs leading

to interruption, %b 69.2 27.1

LENc 58.6 --

Pembroc 50.0 --

LEN + pembro 30.8 --

Patients with any-grade TEAEs leading

to discontinuation, %b 33.0 8.0

LENc 30.8 --

Pembroc 18.7 --

LEN + pembro 14.0 --

aIncludes LEN only or TPC. bIncludes LEN or pembro or LEN + pembro or TPC. cRegardless of action taken with the other drug in the combination arm.
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No. at risk
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aPer RECIST v1.1 by BICR. Randomization was stratified by MMR status.
HRs for other histologic types: mixed cell (n = 31): HR (95% CI), 0.90 (0.35−2.29); other (n = 23): HR (95% CI), 0.38 (0.12−1.19).
Data cutoff: Oct 26, 2020.

Progression-Free Survivala by Histology: pMMR
Endometrioid Serous Clear cell

N

Events, n 

(%)

HR

(95% CI)

Len + pembro 188 122 (64.9) 0.59

(0.46–0.76)TPC 198 131 (66.2)

N

Events, 

n (%)

HR

(95% CI)

Len + pembro 99 78 (78.8) 0.54

(0.39–0.75)TPC 112 77 (68.8)

N

Events, 

n (%)

HR

(95% CI)

Len + pembro 29 24 (82.8) 0.49

(0.25–0.97)TPC 17 15 (88.2)
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Median (95% CI)
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254 69 12 0142 28 19 4 1

No. at risk

len + pembro

TPC

aPer RECIST v1.1 by BICR.
HRs for other histologic types: mixed cell (n = 38): HR (95% CI), 0.90 (0.38−2.17); other (n = 27): HR (95% CI), 0.57 (0.21−1.54).
Data cutoff: Oct 26, 2020.

Progression-Free Survivala by Histology: All-Comers

N

Events, n 

(%)

HR

(95% CI)

Len + pembro 243 150 (61.7) 0.52

(0.41–0.65)TPC 254 173 (68.1)

N

Events, 

n (%)

HR

(95% CI)

Len + pembro 103 81 (78.6) 0.53

(0.38–0.72)TPC 115 80 (69.6)

N

Events, 

n (%)

HR

(95% CI)

Len + pembro 30 24 (80.0) 0.47

(0.24–0.92)TPC 17 15 (88.2)
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Summary

• Lenvatinib + pembrolizumab provided a PFS and OS benefit compared with 
TPC in patients with previously treated, advanced endometrial cancer, 
including in patients with pMMR status and all-comers and regardless of

– Histology, including difficult-to-treat histologies (i.e., clear cell carcinoma)

– Prior (neo)adjuvant treatment

– PFI

• Patients with 1 prior line of platinum therapy had more favorable HRs for OS 
and PFS than those with >1 prior line of platinum therapy, supporting earlier 
use of lenvatinib + pembrolizumab

• Because these were post hoc analyses, the results should be interpreted with 
caution









Key eligibility criteria:
• Stage III, Stage IV or recurrent 

endometrial carcinoma

• Measurable disease or radiographically 

apparent disease

• May have received prior chemotherapy 

only if adjuvant/neoadjuvant therapy 

and/or administered concurrently with 

radiation

• ECOG PS 0 or 1

Carboplatin and 

Paclitaxel

N=360

Lenvatinib and

Pembrolizumab

N=360

Dual Primary Endpoints
• PFS

• OS

Secondary Endpoints
• ORR

• Safety (CTCAE)

• PRO (EORTC QLC-C30)

• PK (lenvatinib)

Stratification factors:
• MMR status (pMMR v dMMR), if pMMRR:

• Measurable disease (yes or no)

• ECOG (0 vs 1)

• Prior chemotherapy and/or chemoradiation (yes or no)
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1:1

What’s Next for Lenvatinib/Pembrolizumab:
LEAP-001: First-line metastatic recurrent Phase 3

PI: C. Marth

ClinicalTrials.gov: 

NCT04865289

Activated October 22, 2019

Accrual complete except for 

China expansion



Analysis of Antitumor Activity of Dostarlimab by Tumor 
Mutational Burden in Patients with Endometrial Cancer

in the GARNET Trial

Ana Oaknin, Lucy Gilbert, Anna V. Tinker, Jubilee Brown, Cara Mathews, Joshua Z. Press, Renaud Sabatier, David M. 
O’Malley, Vanessa Samouëlian, Valentina Boni, Linda Duska, Sharad Ghamande, Prafull Ghatage, Rebecca Kristeleit, 

Charles Leath III, Xinwei Han, Sujatha Kumar, Tao Duan, Ellie Im, Bhavana Pothuri

Objective:

To examine the antitumor activity of dostarlimab in patients with 
dMMR/MSI-H or MMRp/microsatellite stable (MSS) EC by TMB status



Conclusions

• TMB-high (TMB-H) status and dMMR/MSI-H status show 
substantial overlap in the patient populations with EC

• TMB-H and dMMR/MSI-H EC have similar response rates

• Notably, the objective response rate (ORR) ofpatients with 
mismatch repair  proficient (MMRp) and TMB-H EC was 
comparable to the ORR of patients with dMMR/MSI-H and 
TMB-H EC

• TMB-H status in the patients with MMRp EC was not due to 
MSI-H (hypermutated) or POLε-mutated (ultramutated) status

• The study was not powered to assess antitumor activity by 
TMB status, and interpretation is limited by the small







Phase 3, multi-center, randomized, open-label

Stratification factors:

• Newly diagnosed advanced EC vs Recurrent EC

• Histology – endometrioid vs. non-endometrioid

Key Eligibility Criteria:

• Stage III or IV, persistent/ recurrent, or 

metastatic EC

• Measurable/non-measurable disease 

(radiologically apparent)

• dMMR

• No previous chemo for adjuvant or first line 

except as part of radiosensitizing

• ECOG 0-1

Pembrolizumab  

Monotherapy 400 mg

Q6W (up to 18 Cycles)

1:1
N=350

Treatment Phase (up to 2 years of Pembro) Second line Treatment

Investigator choice, outside 

of study

Dual Primary Endpoints

• PFS (by BICR)

• OS

Secondary Endpoints

• ORR (by BICR) 

• DCR

• DOR

• PFS by investigator

• PFS2

• QOL

• Safety

Standard of Care
Carboplatin AUC 5 or 6 

+Paclitaxel 175 mg/m2(Q3W, 

up to 6 cycles)

PD
(by BICR)

Pembrolizumab  

Monotherapy 400 mg

Q6W (18 Cycles)

*Participants who were randomized to Arm 2 

(chemotherapy) and experience BICR-assessed 

disease progression per RECIST 1.1, will have an 

opportunity to participate in the Crossover Phase 

to receive up to 18 cycles of pembrolizumab 400 

mg Q6W, upon Sponsor consultation

PD
(by BICR)

What’s Next for dMMR:

GOG 3064/ ENGOT–en15/MK KN-C93 Proposed Study Design  1L dMMR

platinum doublet chemotherapy vs pembro (with formal cross over)

PI: B. Slomovitz

co-PI: F. Backes

Clinicaltrials.gov #: TBD

Shared with permission from sponsor



INTENSIVE VERSUS MINIMALIST FOLLOW-UP                           
IN PATIENTS TREATED FOR ENDOMETRIAL CANCER:                     
A MULTICENTRIC RANDOMIZED CONTROLLED TRIAL
THE TOTEM STUDY - NCT00916708

TOTEM trial: aims

To compare with a randomized trial an intensive (INT) vs minimalist (MIN) 5-
year follow-up regimen in endometrial cancer patients in terms of overall 
survival (OS)

Paolo Zola, 



CONCLUSIONS

INTENSIVE FOLLOW-UP IN ENDOMETRIAL CANCER
TREATED PATIENTS DOES NOT IMPROVE OS, EVEN IN HIR

PATIENTS

THE HRQL, IN OUR STUDY, IS NOT INFLUENCED BY 
DIFFERENT REGIMENS OF FOLLOW-UP

ACCORDING TO OUR DATA THERE IS NO NEED TO 
ROUTINELY ADD VAGINAL CYTOLOGY, LABORATORY OR 

IMAGING INVESTIGATIONS TO THE MINIMALIST
REGIMENS USED IN THIS TRIAL



CO-27

“The best way to predict the future 
is to create it”

Abraham Lincoln



Endometrial Cancer: Active Trials

• 2 trials of immunotherapy in the adjuvant setting

• 5 first line trials

• 3 trials chemo vs. chemo and I/O (and PARP)

• LEAP trial: combination I/O vs chemotherapy

• 3064/c93: single agent I/O vs chemotherapy

• Selinexor maintenance trial

• Multiple I/O and biomarker second line trials



Current Standard of Care

• Adjuvant: 
• Chemotherapy +/- XRT

• First-line metastatic or recurrent: 
• Chemotherapy (+ trastuzumab for HER2 + USC)

• Second-line: 
• dMMR: single agent I/O 

• pMMR: pembrolizumab and Lenvatinib

• Third-line and beyond:
• Hormonal therapy (mTOR, CDK 4/6)

• 2nd line chemotherapy



Predicting Future in First Line Recurrent
Chemo + I/O +/-

PARP

LEAP-001 B21 or GY020 –

Adjuvant 

Pembro in HR

IMPACT

Scenario #1 Positive Positive I/O 1st line

Positive Negative I/O 1st line

Scenario #3 Negative Positive I/O 1st line

Scenario #4 Negative Negative No change

Scenario #5 Positive or 

Negative

Positive or 

Negative

Positive I/O adjuvant

- I/O after I/O?

- May move Biomarker/Hormonal therapy to 2nd line?

- MSI-H/dMMR in adjuvant setting

- In MSI/dMMR, do we need chemo? 



The Future is Bright
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