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Objectives

▪ Review practice changing publications and drug approvals impacting Gynecologic Oncology practice

▪ PARPi in high grade epithelial ovarian cancer as maintenance following initial therapy

▪ Chemoradiation versus chemotherapy in high risk endometrial cancer

▪ Checkpoint inhibitor therapy in MSI-H gynecologic cancers

▪ Adjuvant chemotherapy following definitive chemoradiation in cervical cancer

▪ ADC in advanced cervical cancer

▪ Second line therapy in metastatic endometrial cancer

▪ Tissue agnostic, biomarker driven NTRK therapy in gynecologic malignancies
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Lindsay Kuroki, and Saketh R Guntupalli BMJ 2020;371:bmj.m3773

Consensus Approach to Initial Therapy of High Grade EOC
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Olaparib Maintenance Therapy: SOLO-1
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Olaparib Maintenance Therapy: SOLO-1 



Olaparib Maintenance Therapy: SOLO-1
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Olaparib Maintenance Therapy: PAOLA-1
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Olaparib Maintenance: PAOLA-1
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OLAPARIB maintenance
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Both trials demonstrated that BRCAm patients treated with Olaparib monotherapy and HRD positive patients
Treated with O+B had a clinically meaningful improvement in PFS.



Olaparib Maintenance: Safety
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NIRAPARIB Maintenance: PRIMA
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Niraparib Maintenance: PRIMA
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Niraparib Maintenance: PRIMA
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Agent FDA Approved Indication Biomarker Dose

Olaparib 12/19/18 Maintenance in tBRCA positive 
patients after response to initial 
therapy

Germline or 
somatic BRCA 
mutation

300 mg BID for 2 
years

Olaparib 5/8/20 Maintenance in combination with 
bevacizumab after response to 
initial therapy including 
bevacizumab

tBRCA or HRD 
positive

300 mg BID for 2 
years, Bevaciumab
15 mg/kg every 21 
days x 15 cycles

Niraparib 4/29/20 Maintenance after response to 
initial therapy

None 200 mg per day if 
<77 kg OR platelets 
<150; 300 mg per 
day if >77kg AND 
platelets>150

PARPi Approved for Maintenance After Initial Therapy
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ENDOMETRIAL CANCER, CERVICAL 

CANCER



Does Adjuvant Chemoradiotherapy Extend Relapse-

Free Survival in Stage III or IV Endometrial Cancer?

▪ Phase III GOG 258

o Open label trial of 736 patients, 6/09-6/14

o Adjuvant chemoradiotherapy: cisplatin 50 

mg/m2 days 1 and 29 with volume-

directed EBRT (4500 cGy in 25 fractions) 

followed by carboplatin AUC 5-6  plus 

paclitaxel 175 mg/m2 every 3 weeks for 4 

cycles with growth factor support 

o Versus adjuvant carboplatin AUC 6 plus 

placlitaxel 175 mg/m2 every 3 weeks for 

6 cycles.
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Adjuvant CRT versus CT: GOG 258
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Latham A, J Clin Oncol 2018

dMMR in Gynecologic Malignancies

Mismatch repair proteins correct genetic 

errors.

dMMR leads to genomic instability, with 

accumulation of errors and a high tumor 

mutation burden associated with 

infiltrating lymphocytes that are sensitive 

to PD-1/PD-L1 blockade

dMMR common in endometrial cancer: 

25-30% of endometrioid endometrial 

carcinoma
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Keytruda package insert, 2019

Pembrolizumab in dMMR/MSI-H
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Endometrial Cancer: Molecular Classification
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dMMR Endometrial Cancer: Pembrolizumab
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Pembrolizumab in Advanced Cervical Cancer

Approved for patients with recurrent or 

metastatic cervical cancer with disease 

progression on or after chemotherapy 

whose tumors express PD-L1, CPS >=1

KEYNOTE-158, Chung H, JCO 2019

N= 98  patients with advanced 

cervical cancer

ORR 12%, CR 3 PR 9

All  responses seen in patients 

with PD-L1 positive tumors, ORR 

4 14.6%
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Approved Checkpoint Inhibitors in dMMR/MSI-H Tumors

▪ Pembrolizumab: approved 4/2017

o Indication: adult and pediatric patients with unresectable of metastatic solid tumors that are MSI-high or mismatch repair 

deficient (dMMR) that have progressed following prior treatment and who have no satisfactory alternatives

o Targets PD-1/PD-L1 pathway: pooled analysis of 5 independent trials, each with different eligibility criteria, n = 149, 15 cancer 

types

• ORR 39%, duration of response 6 months in 78%

• ARs: fatigue, pruritis, diarrhea, decreased appetite, rash, fevers, cough, dyspnea, musculoskeletal pain, constipation, 

nausea, IRAEs

▪ Dostarlimab: approved 8/17/21

o Indication: adult patients with dMMR recurrent or advanced solid tumors that have progressed on or following prior treatment

o GARNET trial: n = 209 patients with dMMR recurrent or advanced solid tumors

• ORR 41.6%, CR 9%, duration of response longer than 6 months in 95% of patients, median response duration 34.7 

months

▪ Pembrolizumab: approved 6/16/20: Indication: unresectable or metastatic solid tumors, TMB>= 10mut/Mb

o KEYNOTE 158: cohort of 102 patients with TMB-H: ORR 29%, 50% of responses lasted greater than 2 years
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Endometrial Cancer: Second Line Therapy

▪ Advanced endometrial cancer that is not MSI-H or dMMR

▪ Disease progression following prior systemic therapy in any setting and are not candidates for 

curative surgery or radiation.
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Endometrial Cancer, 2nd line: KEYNOTE 775

26



Endometrial Cancer, 2nd line: KEYNOTE 775
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Mileskin, L ASCO 2021

Cervical Cancer: Adjuvant Chemotherapy to Improve Cure?
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Mileshkin L et al, JCO 2021.

Cervical Cancer: OUTBACK trial

▪ PFS at 5 years 63 v 61%

▪ Similar pattern of recurrence in both arms

▪ Questions that remain: 

o Would different drugs be better, less toxic? 

o Should only higher risk patients receive extra 

treatment?
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Cervical cancer: Tisotumab vedotin

▪ Antibody drug conjugate directed at Tissue 

Factor, covalently linked to MMAE (microtubule 

disrupter).

▪ Approved after phase 2, single arm innovaTV

204 trial

o Tisotumab vedotin monotherapy in patients with 

progression on or after 

carboplatin/taxol/bevacizumab therapy

o N = 102

o 2 mg/kg iv every 3 weeks

▪ FDA approved 9/21/21.
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Cervical cancer: Tisotumab vedotin

▪ ORR 24%

o CR 7%, PR 17%, 49% SD

o Median DoR 8.3 months; ongoing response after 

6 months 62%

o Median time to response 1.4 months

▪ Tolerable: most toxicities grade 1/2

o Alopecia, epistaxis, nausea, fatigue, arthralgias, 

conjunctivitis, dry eye

o Neuropathy gr 3 in 7%, gr 1-2 26%

o 1 death due to septic shock
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Coleman RL, Lancet 2021
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RARE MOLECULAR BIOMARKERS



NTRK Fusion

▪ Larotrectinib: accelerated approval 11/26/18

o 3 multicenter, open-label, single-arm trials: LOXO-TRK-14001, SCOUT, and NAVIGATE

o ORR 75%, CR 22% PR 53%, duration of response exceeded 6 months in 73%, 12 months in 39%

o ARs >+20%: fatigue, nausea, dizziness, vomiting, increased AST/ALT, cough, constipation, diarrhea

o Approved dose: 100 mg BID

▪ Entrectinib: approved 8/15/2019

o Tissue agnostic, NTRK 1,2,3 fusion

o 3 trials: ALKA-372-001, STARTRK-1, STARTRK-2

o ORR 57%, CR 7%, duration of response 6 months 68%

o ARs: CHF, CNS effects, skeletal fractures, hepatotoxicity, hyperuricemia, QT prolongation, vision 
disorders.
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NTRK Fusion Frequency
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NTRK Fusions in Gynecologic Malignancy
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Doebele RC, Lancet Oncol 2020.

Drilon A. Cancer Discov 2017

NTRK Inhibitor Response
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Future Directions
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Future Directions

▪ Overcome PARPi resistance in ovarian cancer

▪ Later line role of her2 targeted therapies in high grade serous endometrial cancer after 

Herceptin-based regimens

▪ PARPi in high grade serous endometrial carcinoma

▪ Targeting HPV driven GYN malignancies

▪ Novel ADCs
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