


Avutometinib + Defactinib in Recurrent Low-Grade Serous Ovarian 
Cancer (LGSOC): A Subgroup Analysis of ENGOT-ov60/GOG-
3052/RAMP 201 Part A
SGO Annual Meeting on Women’s Cancer 
Scientific Plenary IV: Late Breaking Abstract Session 1
March 17, 2024
San Diego, CA

Susana N. Banerjee, Els Van Nieuwenhuysen, Alessandro D. Santin, Kari L. Ring, Nicoletta Colombo, Premal H. Thaker, Emily N. 
Prendergast, Andrew R. Clamp, Isabelle Ray-Coquard, Hye Sook Chon, Kathleen N. Moore, Erin A. Salinas, Peter G. Rose, David M. 
O’Malley, Ana Oaknin, Bradley J. Monk, Robert W. Holloway, Gregg Newman, John W. Moroney, Toon Van Gorp, Elsa Kalbacher, 
Christine Gennigens, Nicholas E. Wojtynek, Stephanie Lustgarten, Rachel N. Grisham



Financial Disclosures for Prof Susana N. Banerjee, MBBS, MA, FRCP, PhD

• Honoraria: Astrazeneca, GlaxoSmithKine, Immunogen, Merck Sharpe Dohme, Mersana, Pfizer, Roche, Takeda, 
Novacure, Verastem Oncology

• Advisory Board: Astrazeneca, Epsilogen, GlaxoSmithKline, Immunogen, Merck Sharpe Dohme, Mersana , Myriad,  
Novartis, Oncxerna, Seagen, Shattuck Labs, Regeneron, Verastem Oncology

• Travel: Astrazeneca, GlaxoSmithKline, Verastem Oncology

• Stock Ownership: Percihealth



Unlabeled/Investigational Uses

• I will be discussing unlabeled or investigational uses of pharmaceutical products

• Avutometinib and defactinib are investigational agents



New Treatment Options are Needed for Patients with LGSOC

• LGSOC is a rare, histopathologically, molecularly, and clinical distinct cancer commonly 
driven by alterations in the RAS/MAPK pathway, and account for <10% of new epithelial 
ovarian cancers1-2

• Current treatment options for recurrent LGSOC have shown ORRs ranging from 0-26%3-4

• Avutometinib is a first-in-class oral RAF/MEK clamp that potently inhibits MEK kinase 
activity, while also blocking the compensatory reactivation of MEK by upstream RAF5-8

• Defactinib is a selective inhibitor of FAK, a signaling target that has been shown to 
mediate resistance to multiple anticancer agents9-11

• Avutometinib + defactinib demonstrated an ORR of 42% (11/26), a mDOR of 26.9 months 
(95% CI, 8.5-47.3), and a mPFS of 20.0 months (95% CI, 11.1-31.2) in recurrent LGSOC in 
the FRAME study (NCT03875820)12-14

• Results of the FRAME study led to FDA Breakthrough Therapy Designation and rationale 
for the phase 2 ENGOT-ov60/GOG-3052/RAMP 201 (NCT04625270) study15-16

Avutometinib + Defactinib Mechanism of Action

FDA, US Food and Drug Administration; LGSOC, low-grade serous ovarian cancer; mDOR, median duration of response; mPFS, median progression-free survival; ORR, objective response rate. 
1. Grisham RN, et al Int J Gynecol Cancer 2023;4(33):1331-1344; 2. Matsuo K, et al. J Gynecol Oncol. 2018;29(a):e15; 3. Monk BJ, et al J Clin Oncol 2020;38(32):3753-3762; 4. Gershenson DM, et al Lancet 2022;399(10324):541-553; 5. Martinez-Garcia C, et al. Clin Cancer Res. 
2012;18:4806-4819; 6. Ishii N, et al. Cancer Res. 2013;73:4050-4060; 7. Lito P, et al. Cancer Cell. 2014;25:697-710; 8. Gonzalez-Del Pino GL, et al. PNAS. 2021;118:e2107207118; 9. Dawson JC, et al. Nat Rev Cancer. 2021;21:313-324; 10. Shinde R, et al. Cancer Res. 2020;80(suppl
16):CT143; 11. Kang Y, et al. J Natl Cancer Inst. 2013;105(19):1485-1495; 12. Banerjee S, et al. Ann Oncol. 2021;32(suppl_5):S725-S772; 13. Banerji Udai. Targeting RAS 2023 SYMPOSIUM. Proteomic profiling of KRAS signaling; Context, CAFs and Combinations; 14. Denis L. 5th 
RAS- Targeted Drug Development Summit. Introducing Rational Combinations of RAF/MEK Clamp Avutometinib: Breakthrough Designation & Beyond; 15. Banerjee SN, et al. J Clin Oncol. 2023;41(16 suppl):5515; 16. Verastem Oncology Receives Breakthrough 
Therapy Designation for VS-6766 with Defactinib in Recurrent Low-Grade Serous Ovarian Cancer. Press Release. Verastem Oncology. May 24, 2021. Accessed September 28, 2023. https://investor.verastem.com/node/12421/pdf. 



ENGOT-ov60/GOG-3052/RAMP 201: Registration-Directed Phase 2 
Trial of Avutometinib ± Defactinib in Patients With Recurrent LGSOC

Completed Enrollment Completed Enrollment Completed Enrollment Completed Enrollment
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(Lower Dose)

Key Inclusion 
Criteria

• Recurrent LGSOC
• Prior chemotherapy
• Measurable disease 

(RECIST v1.1)
• Prior MEKi allowed

Avutometinib + Defactinib

KRAS mt (n=16)

KRAS wt (n=15)

Avutometinib 

N = 32

KRAS wt (n=16)

KRAS mt (n=16)

Avutometinib + Defactinib

KRAS mt (n=20)

KRAS wt (n=22)

Avutometinib 

N = 72 (Parts A + B)

KRAS mt (Total n=16)

KRAS wt (Total n=16)

Avutometinib + Defactinib

Expanded Enrollment +40 pts

KRAS mt

KRAS wt 

Avutometinib + Defactinib

KRAS mt

KRAS wt 

Primary Endpoint: ORR (BICR per RECIST v1.1)

Evaluation of ORR in Combination Arm:
1. In KRAS mt pts
2. All patients (KRAS mt & wt) 

Go Forward Regimen Selection Criteria (Selection Phase):
1. Observed ORR is comparatively greater than the other regimen.
2. Observed ORR of the leading regimen is ≥15%.

Expanded Enrollment +20-30 pts

Go Forward Regimen

BICR, blinded independent central review; BID, twice daily; BIW, twice weekly; KRAS, kristen rat sarcoma virus; LGSOC, low grade serous ovarian cancer; MEKi, MEK inhibitor; mt, mutant; pts, patients; ORR, objective response rate; RECIST 
v1.1, response evaluation criteria in solid tumours version 1.1; wt, wild type.
ClinicalTrials.gov identifier: NCT04625270. aFinal sample size to be adjusted based on adaptive design. Patients evaluable for efficacy had ≥1 blinded imaging assessment. Avutometinib Monotherapy Dosing: Avutometinib 4.0 mg PO BIW 
3/4 wks. Avutometinib + Defactinib Dosing: Avutometinib 3.2 mg PO BIW 3/4 wks + Defactinib 200 mg PO BID: 3/4 wks. Avutometinib + Defactinib Part D Dosing: Avutometinib 1.6 mg PO BIW 3/4 wks + Defactinib 200 mg PO BID 3/4 wks. 



Methods

• Planned subgroup analysis of  patients from the combination arm of ENGOT-ov60/GOG-3052/RAMP 201 from the April 
6, 2023 data cutoff was performed to assess efficacya and safetyb of avutometinib + defactinib in the context of:

1. Lines of prior systemic therapy (LoT): 1-3 prior LoT vs. ≥4 prior LoT

2. Best response to most recent prior treatment in the metastatic/recurrent setting: PR/CR, no PR/CR (investigator 
assessed)

• Analysis of patients who experienced SD and patients who previously received a MEKi were further characterized

BICR, blinded independent central review; LoT, lines of therapy; MEKi, MEK inhibitor; mo, months; ORR, objective response rate; PR, partial response; SD, stable disease; TRAE, treatment emergent adverse events.
aConfirmed ORR by BICR per RECIST v1.1 of efficacy evaluable patients from Part A (12 mo minimum follow up; N=29). bTEAEs from all treated patients, N=81.



Tumor Regression Was Observed in Most Patients Treated With Avutometinib + 
Defactinib in RAMP 201 Part A (April 6, 2023 Data Cutoff)a

Patient experienced 120% increase from baseline 

*   Still on treatment at time of data cutoff
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Tumor Response in Patients Treated With 
Avutometinib + Defactinibb • Confirmed ORR of 45% (13/29; 95% CI, 26%-46%)1

o KRAS mt ORR 60% (9/15)

o KRAS wt ORR 29% (4/14)

• Similar ORRs and safety profile observed in patients treated with 
1-3 (5/11, 45.5%) and ≥4 (8/18, 44.4%) prior LoT2

• Tumor regression in 86% of patients treated with avutometinib + 
defactinib1

• Confirmed responses in 3/4 patients previously treated with 
MEKi1

• Of the 13 patients with SD, 10 achieved tumor shrinkage, 6 with 
≥15% tumor regressionc

o Median time from last LoT = 1.84 mo

o Last LoT for 13 patients with SD included chemotherapy 
(n=2), bevacizumab ± chemotherapy (n=2), hormonal 
therapy (n=7), MEKi (n=1), and everolimus (n=1)

KRAS wt

KRAS mt

Previous Treatment with MEKi

CI, confidence interval; KRAS, Kirsten rat sarcoma virus; MEKi, MEK inhibitor; mt, mutant; ORR, objective response rate; PR, partial response wt, wildtype. 
aMinimum follow-up for Part A is 12 months; b2 unconfirmed PRs are included in the waterfall plot, with best responses of -39.6% and -36.2% at the time of data cutoff; c2/3  SD pts that did not experience tumor 
regression remained on study at data cutoff.
1. Banerjee SN, et al. J Clin Oncol. 2023;41(16 suppl):5515 and Banerjee SN, et al. ASCO 2023. Poster 5515; 2. Grisham RN, et al. Int J Gyn Cancer 2023;33:A3-A4 and Grisham RN, et al. IGCS 2023. Abstract 1515. 



Confirmed Responses in Patients Previously Treated with MEKi

Profiles of RAMP 201 Part A patients (avutometinib + defactinib arm) treated with previous MEKi

Patient 1 Patient 2 Patient 3 Patient 4
KRAS Status Wildtype Mutant Wildtype Mutant

Prior LoT 5 4 7 5

Prior MEKi Trametinib
Trametinib (with 

dabrafenib)
Trametinib Binimetinib

MEKi as Last LoT? Yes Yes No No

Best Response to Prior MEKia PD Unknown Unknown SD

Duration of Prior MEKi Treatment 5.3 mo 21.0 mo ~4.0 moc 71.5 mo

Reason for Prior MEKi Discontinuation Relapse/PD Relapse/PD Unknown Relapse/PD

RAMP 201 Best Confirmed Response 
(% regression target lesions)b SD (-24.9%) PR (-34.5%) PR (-62.8%) PR (-62.8%)

KRAS, Kirsten rat sarcoma virus; LoT, lines of therapy; MEKi, MEK inhibitor; mo, months;  PD, progressive disease; PR, partial response; SD, stable disease.
April 6, 2023 data cutoff. Minimum follow-up for Part A is 12 months.
aInvestigator assessed response.
bResponse by blinded independent central review per RECIST v1.1.
cStart date July 2020, end date unknown, next regimen started October 2020.



Avutometinib + defactinib provides efficacy in patients who had poor 
responses to last LoT in the metastatic or recurrent setting1

• 10 of 23 (43.5% ORR)a recurrent/metastatic LGSOC patients had a response (CR/PR) to treatment with avutometinib + 
defactinib in RAMP 201, after having last LoT including chemotherapy (n=2), bevacizumab ± chemotherapy (n=2), hormonal 
therapy (n=4), MEKi (n=1), and pembrolizumab (n=1), and median time from last LoT being 2.7 months.

• Only 2/23 (8.7% ORR)b of these same patients achieved a response(CR/PR) on their most recent prior treatment in the 
metastatic/recurrent setting. 

Response to Last Prior Treatment Response to Avutometinib +
Defactinib in RAMP 201

8.7% (2/23) ORRb

43.5% (10/23) ORRa

CR, complete response; LGSOC, low grade serous ovarian cancer; ORR, objective response rate; PR, partial response; RECIST v1.1, 
Response Evaluation Criteria in Solid Tumours version 1.1.
April 6, 2023 data cutoff. Minimum follow-up for Part A is 12 months.
 aResponse by blinded independent central review per RECIST v1.1.
 bInvestigator reported response.
1. Grisham RN, et al. Int J Gyn Cancer 2023;33:A3-A4.



Similar Response Rates to Avutometinib + Defactinib in Patients Treated With 1-3 
Prior LoT Versus ≥4 Prior LoT1

ORR per BICR by Number of Prior LoT in Patients Treated With Avutometinib + Defactiniba

1-3 LoT
(n=11)

≥4 LoT
(n=18)

Total
(n=29)

Confirmed ORR, n (%, 95% CI) 5 (45.5, 17-77) 8 (44.4, 22-69) 13 (44.8, 26-64)

CR, n (%) 0 (0) 0 (0) 0 (0)

PR, n (%) 5 (45.5) 8 (44.4) 13 (44.8)

SD,b n (%) 5 (45.5) 8 (44.4) 13 (44.8)

PD, n (%) 1 (9.1) 2 (11.1) 3 (10.34)

DCR,c n (%) 10 (90.9) 16 (88.9) 26 (89.7)
BICR, blinded independent central review; CR, complete response; DCR, disease control rate; LoT, lines of therapy; ORR, objective response rate; PR, partial 
response; PD, progressive disease; SD, stable disease. 
April 6, 2023 data cutoff
aEvaluable for efficacy: At least 1 blinded imaging assessment in 29/31 patients enrolled in avutometinib + defactinib arm of RAMP 201 Part A.
bIncludes patients with unconfirmed PR who have a chance to be confirmed at their next assessment.
cDisease control rate (SD + PR + CR) at 8 weeks.
1. Grisham RN, et al. Int J Gyn Cancer 2023;33:A3-A4 and Grisham RN, et al. IGCS 2023. Abstract 1515. 



Incidence of Grade ≥3 TEAEs in Patients Treated With Avutometinib + Defactinib
Was Consistent in Patients With 1-3 Prior LoT or ≥4 Prior LoT1
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AST, aspartate aminotransferase; CPK, creatine phosphokinase; LoT, lines of therapy
April 6, 2023 data cutoff.
1. Grisham RN, et al. Int J Gyn Cancer 2023;33:A3-A4 and Grisham RN, et al. IGCS 2023. Abstract 1515. 

Incidence of Any Grade TEAEs (≥20% of total safety population) 
in Patients Treated With Avutometinib + Defactinib by Prior LoT



Conclusions

• In RAMP 201 Part A, avutometinib + defactinib achieved high response rates in heavily pretreated recurrent LGSOC, 
regardless of previous line of therapy.

• Notably, tumor regression was observed in the majority of patients, including those with stable disease or progressive 
disease with last line of therapy including previous MEKi.

• Incidence of Grade ≥3 TEAEs in patients treated with avutometinib + defactinib was consistent in patients with 1-3 prior 
LoT or ≥4 prior LoT.

• GOG-3097/ENGOT-ov81/NCRI/RAMP 301, an international Phase 3 confirmatory trial, evaluating avutometinib + 
defactinib vs. SoC chemotherapy or hormonal therapy in recurrent LGSOC, has been initiated and is enrolling.



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 Grisham RN et al, SGO 2024. Poster 2120

Bev, bevacizumab; BICR, blinded independent central review; BID, twice daily; BIW, twice weekly; DCR, disease control rate; DOR, duration of response; KRAS, Kirsten rat sarcoma virus; LGSOC, low-grade serous ovarian cancer; MEKi, MEK 
inhibitor; mg, milligram; mt, mutant; PFS, progression free survival; ORR, objective response rate; OS, overall survival; PO, orally; PROs, patient reported outcomes; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; vs, 
versus; wt, wildtype.
ClinicalTrials.gov identifier: NCT0607281. aOne prior line of treatment with a MEK and/or RAF inhibitor is permitted only if there was prior clinical benefit (objective response or SD ≥6 months) and not received within 6  months of signing 
informed consent. bUnless otherwise specified, all tumor response-based endpoints will be analyzed using both BICR and investigator-based assessments.

International Coordinating Investigator: Rachel N. Grisham, MD
ENGOT Lead: Susana N. Banerjee, MBBS, MA, FRCP, PhD 

Participating Countries: United States (GOG Foundation), United 
Kingdom (NCRI), Spain (GEICO), Belgium (BGOG), France (GINECO), Italy 
(MaNGO, MITO), Canada (GOG Foundation), Germany (AGO), Denmark 
(NSGO), South Korea (KGOG), Australia (ANZGOG)
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