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Promise of Molecular Biomarkers: TCGA Subgroups

Subgroup Incidence 
TCGA

Incidence 
GOG210

Cancer
Mortality

Copy # Low 40% 49% 5%
TP53 mut 30% 8% 19%
MSI+ / MMR-deficient 25% 39% 8%
POLE 5% 4% 3%
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Tumor Type Specific Antitumor Activity

Marabelle A, et al. J Clin Oncol 2020;38(1):1-10

KEYNOTE-100 
Matulonis UA, et al. Ann Oncol. 2019;30(7):1080-1087
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Toxicities

Marabelle A, et al. J Clin Oncol 2020;38(1):1-10
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Summary

Impact on Patient Care and Treatment Algorithms
• FDA approved tissue agnostic May 23rd, 2017 
• Exciting new standard of care
• Earlier use of IO more common
• Goal: control not cure Rx beyond 2yrs standard

Implications for Future Research
• IO vs. chemotherapy UNK  
• CRISPRing in MMR deficiency potential strategy
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Lenvatinib 20 mg PO QD pembrolizumab 200 mg IV Q21
Primary end point: ORRWk24
n=108

J Clin Oncol 2020;38(26):2981-2992
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Makker, et al. J Clin Oncol 2020;38(26):2981-2992

Objective Response Rate (ORRWk24)

Overall 38%
MSI–H 64%

PD–L1+ 36% PD–L1- 40%
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Makker, et al. J Clin Oncol 2020;38(26):2981-2992

Duration of Response

DOR 21 months (95% CI 7.6-NE)
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Makker, et al. J Clin Oncol 2020;38(26):2981-2992

Progression Free Survival

mPFS 7.4 months (95% CI 5.3-8.7)
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mOS 16.7 months

Overall Survival
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ORR by Histologic Subtype

ORR in UPSC 21% 
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Toxicity Promising antitumor activity with manageable toxicity
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Impact on Patient Care and Treatment Algorithms
• Established option and FDA approved for MSS EC
• Has rapidly become a new standard of care
• Given toxicity and QOL impact, tailoring dose is key

Implications for Future Research
• Phase III confirmatory trial awaited
• Microenvironment manipulation with IOs 
• Relative merit of antiangiogenic > comb IO > PARPi UNK 
• Benefit of bevacizumab vs. TKI unknown

Summary
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JAMA Oncol 2020;6(11):1-7
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Oaknin A, et al. JAMA Oncol 2020;6(11):1-7

Objective Response Rate
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Oaknin A, et al. JAMA Oncol 2020;6(11):1-7

Duration of Response
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cORR 42%

Impact on Patient Care and Treatment Algorithms
• Dostarlimab potent, high affinity PD-1 receptor blockade
• Typical and manageable PD-1 blockade toxicities

Implications for Future Research
• Speculation about accelerated approval based on Phase II 

experience has not yet materialized

cCR 13% 
Gr 3 An (3%) & colitis (2%)
Clinically meaningful & durable antitumor activity
Acceptable safety profile

Summary
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Mirza MR, et al. ENGOT-EN6/NSGO-RUBY
A Phase III, randomized, double-blind, multicenter study of 
dostarlimab + carbo-paclitaxel versus placebo + carbo-paclitaxel in 
recurrent or primary advanced EC. ASCO 2020;Abs TPS6107.

Recurrent 
or primary adv. 
Stage III or IV
endometrial cancer

Randomized 1:1 n=470

Stratification:
MSI status
Prior pelvic RT
Disease status

Dostarlimab 500 mg
Carboplatin AUC 5
Paclitaxel 175 mg/m2

Q3W for 6 cycles

Placebo
Carboplatin AUC 5
Paclitaxel 175 mg/m2

Q3W for 6 cycles

Placebo
Q6W for up to 3 years

Primary End Point: PFS

Dostarlimab 1000 mg
Q6W for up to 6 years

R

GOG Pembrolizumab  
NCT03914612
AtTEnd Avelumab
NCT03603184

NCT03981796
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Impact on Patient Care and Treatment Algorithms
• Rapidly accruing registration trial

Mirza MR, et al. ENGOT-EN6/NSGO-RUBY
A Phase III, randomized, double-blind, multicenter study of 
dostarlimab + carbo-paclitaxel versus placebo + carbo-paclitaxel in 
recurrent or primary advanced EC. ASCO 2020;Abs TPS6107.

Implications for Future Research
• Will add niraparib in an upcoming amendment to 

investigate PARP IO benefit 

Summary
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J Clin Oncol 2019;37(30):2786-94
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Antitumor activity 
of avelumab 

in MMRD cohorts

Objective Response Rate

Konstantinopoulos PA, et al. J Clin Oncol 2019;37(30):2786-94

Antitumor activity
of avelumab 

in MMRP/ non-POLE cohort

Best change in target lesions
PFS6

1 of 16
6%27%
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Konstantinopoulos PA, et al. 
Phase II study of PARP inhibitor talazoparib
and PD-L1 inhibitor avelumab in patients with 
microsatellite stable recurrent / persistent 
endometrial cancer
Annals Oncol 2020;31(4):S1165 LBA35
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Konstantinopoulos PA, et al. Annals Oncol 2020;31(4):S1165 LBA35

5 patients still on 
treatment (*)

2 patients still on Rx 
(red arrows) with 
near PR (23%, 28% 
reduction)

Objective Response Rate

ORR 8.6%
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Konstantinopoulos PA, et al. Annals Oncol 2020;31(4):S1165 LBA35

Duration of Response

8 patients 
exhibited PFS6
responses 
3 Endometrioid, 
3 Serous, 
1 Clear Cell
1 Carcinosarcoma
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Konstantinopoulos PA, et al. Annals Oncol 2020;31(4):S1165 LBA35

Objective Response Rate
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Impact on Patient Care and Treatment Algorithms
• Notable demonstration of the differences in response to 

IO between MSI-H and MSS EC
• Augmentation of efficacy and toxicity

Implications for Future Research
• Relative benefit of PD-1 vs. PD-L1 unknown but in X-

trial comparisons PD-L1 seems less effective

Konstantinopoulos PA, et al. Annals Oncol 2020;31(4):S1165 LBA35
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Survival by Stage

Courtesy: Amir Jazaeri MD - MD Anderson Cancer Center

Cervical Cancer: Challenges at a Glance
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J Clin Oncol 2019;37(17):1470-8
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Chung HC, et al. J Clin Oncol 2019;37(17):1470-8

Objective Response Rate

12%
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Chung HC, et al. J Clin Oncol 2019;37(17):1470-8

Duration of Response
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Impact on Patient Care and Treatment Algorithms
• FDA approved for PD-L1 +ve cervical cancer
• Exciting new standard of care

Implications for Future Research
• Benefits limited to PD-L1 +ve cervical cancer
• Potential benefit to checkpoint blockage and 

cellular therapy

Chung HC, et al. J Clin Oncol 2019;37(17):1470-8
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Clin Cancer Res 2020;26:1220–8
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Toxicity

Hong DS, et al. Clin Cancer Res 2020;26:1220–8
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Toxicity

Hong DS, et al. Clin Cancer Res 2020;26:1220–8
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Objective Response Rate

Hong DS, et al. Clin Cancer Res 2020;26:1220–8

ORR 24%
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Hong DS, et al. Clin Cancer Res 2020;26:1220–8

Duration of Response
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Impact on Patient Care and Treatment Algorithms
• Exciting new ADC with demonstrated clinical benefit

Implications for Future Research
• Accelerated FDA approval and breakthrough designation 

have sped up the path from bench to bedside
• Many ADCs in development 

Hong DS, et al. Clin Cancer Res 2020;26:1220–8
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Emerging Therapies

Wu R, et al. Cancer J. 2012;18:160-175

Adoptive Cell Therapy - TIL LN-145 Jazaeri A, et al. ASCO 2019 Abs 2538
Phase 2 multicenter study to evaluate the 
efficacy and safety of autologous Tumor 
Infiltrating Lymphocytes (LN-145) in patients 
with recurrent, metastatic or persistent cervical 
carcinoma
CR = 11% (3 of 27)
PR = 33% (9 of 27)

Huh WK, et al. ASCO 2016 Abs 5516
Axalimogene Filolisbac (ADXS11-001)
Listeria monocytogenes Based Vaccine
Lm-listeriolysin-O fuses to HPV E7
Phase 2 GOG/NRG0265 study
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