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Rare Cancers Add Up
• Although the incidence of rare 

malignancies is a fraction of that of the 
leading cancer types, the aggregate 
impact is significant

• Individuals with rare gynecologic 
cancers represent 25-30% of all 
survivors of GYN malignancies but:
• Tumors are more challenging to treat
• Have fewer treatment options 
• Experience 30-40% of all 

gynecologic cancer-related deaths



The Decade of Rare Gynecologic Cancer Advances



NCCN Ovarian Cancer Guidelines Progress in Rare Epithelial OC



NCT04095364



No FDA-Approved Regimens Specifically for LGSOC  

All Currently Available 
Therapies for LGSOC 
Generally have Response 
Rates ≤ 26% 

The NCCN Guidelines are a work in progress that may be refined as often as new significant data becomes available.  
NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Low-Grade Serous Carcinoma V3.2024.© National Comprehensive Cancer Network, Inc. 2024. All rights 
reserved. To view the most recent and complete version of the guideline, go online to NCCN.org. 
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RAMP 201 Summary and Conclusions
• Avutometinib 3.2 mg BIW + defactinib 200 mg BID resulted 

in clinically meaningful responses, duration of response, 
and progression-free survival

• ORR: 31% overall; 44% in KRASmt and 17% in KRASwt
• Median DOR: 31 months overall
• Median PFS: 12.9 months overall; 22.0 months in KRASmt

and 12.8 months in KRASwt
• The majority of adverse events were grade 1 and 2 and 

managed by dose interruptions or reductions. 
• A new drug application for this combination in recurrent, 

KRASmut LGSOC granted FDA priority review with a 
Prescription Drug User Fee Act (PDUFA) action date of June 
30, 2025

Courtesy of Rachel Grisham, MD
NCT04625270



GOG-3097/ENGOT-ov81/NCRI/RAMP 301: 
A Phase 3, Randomized, Open-Label Study of Combination Therapy with Avutometinib plus Defactinib Versus Investigator’s Choice of 
Treatment in Patients with Recurrent Low-Grade Serous Ovarian Cancer (LGSOC)

RECIST, response evaluation criteria in solid tumors; BICR, blinded independent central review; BID: twice a day; BIW: twice 
a week; DCR: disease control rate; DoR: duration of response; INV: investigator; mt: mutant; wt, wild type; PFS: progression 
free survival; ORR: objective response rate; OS: overall survival; PD: progressive disease; PROs: patient reported outcomes; 
ROW: rest of world

Avutometinib 3.2 mg PO BIW
Defactinib 200 mg PO BID

3 weeks on, 1 week off

Avutometinib + 
Defactinib

N = 135

Pegylated Liposomal Doxorubicin
Paclitaxel
Letrozole

Anastrozole

Investigator’s 
Choice
N = 135

May crossover upon BICR 
confirmed PD

Primary Endpoint
PFS via RECIST v1.1 per BICR

Secondary Endpoints
OS

PFS via RECIST v1.1 per INV 
Assessment

ORR
DoR
DCR
Safety

Pharmacokinetics
PROs

Summary of Analyses
Interim analysis at 50% of planned PFS events for 

possible sample-size adjustment to maintain 
power

Hierarchical Evaluation of Primary PFS Endp.:
– KRAS mutant LGSOC only
– All recurrent LGSOC

NCT06072781

 Sparse PK samples to be collected only from patients 
randomized to the avutometinib/defactinib arm

Key Inclusion Criteria
• Confirmed LGSOC

diagnosis
• Recurrent disease after 

prior platinum therapy
• Documented KRAS

mutation status
• Measurable disease per 

RECIST v1.1
• Prior MEKi allowed
• Prior Bev allowed

1:1 Randomization
N = 270

Stratification Factors
KRAS mutation status: wt vs mt

Number of prior therapies: 1-3 vs ≥4
Geography: North America/Europe vs 

ROW

NCT06072781

Avutometinib and defactinib are investigational drugs and have not been approved for use by any regulatory health authority. Safety and efficacy have not been established.

NCT06072781
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GOG-0264: Randomized phase II trial of paclitaxel and carboplatin versus 
bleomycin, etoposide and cisplatin for newly diagnosed and recurrent, 
chemonaive stromal ovarian tumors

Primary endpoint: PFS

Non-inferiority design

Opened in 2010; majority with granulosa cell tumor and measurable 
disease 

Closed due to futility 

Futility analysis was supported by an estimated HR = 1.11 [95% CI: 
0.57 to 2.13] which exceeded the pre-determined threshold for non-
inferiority (1.10). Median PFS was 27.7 months [11.2 to 41.0] for PC 
and 19.7 months for BEP [95% CI: 10.4-52.7]. 

PC patients had fewer grade 3 or higher adverse events (PC 77% vs 
BEP 90%).

PI: Jubilee Brown, MD

Brown et al, Gynecol Oncol, Nov 2024

o Granulosa cell tumors
o 2-5% of all ovarian cancers, most common sex-cord stromal 

tumor
o Indolent growth
o ER/PR positivity is common
o Somewhat chemoresistant

NCT01042522



• Livmoniplimab a 
monoclonal antibody 
against GARP/TGF-β1 that 
can inhibit the release of 
active TGF-β1

• Budigalimab, a humanized, 
recombinant 
immunoglobulin G1 
monoclonal antibody 
targeting programmed cell 
death protein 1 (PD-1)

NCT03821935



Clear Cell Carcinoma of the Ovary

CCC Ovary Negative Trials



Clear Cell 
Carcinoma 

Trials 



Neuroendocrine Carcinoma of the Cervix (NECC)



NECC and Checkpoint
Inhibition



Neuroendocrine carcinoma of the cervix (NECC)

Horn et al, NEJM, 2018



NCCN Vaginal Cancer Update

Colombo et al, NEJM, 2021

Keynote 826 Phase III Trial  


