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Rare tumors ongoing studies summary ENGOT-ov81  / RAMP-301 

GOG-3097/ENGOT-ov81/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)

ENGOT Model: C

Sponsor: VERASTEM

Lead Group: NCRI

North America: 
United States, Canada

Europe: 
Belgium, France
Denmark, Germany
Italy, Spain
United Kingdom, Poland
Ireland, Netherlands

Asia Pacific: 
Australia, New Zealand

Republic of Korea, Japan
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Key Inclusion Criteria
• Confirmed LGSOC 

diagnosis

• Recurrent disease after 

prior platinum therapy

• Documented KRAS

mutation status

• Measurable disease per 

RESIST 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

Avutometinib 3.2 mg PO BIW

Defactinib 200 mg BID

3 weeks on, 1 week off

Avutometinib + 

Defactinib

N = 135

Pegylated Liposomal Doxorubicin

Paclitaxel

Topotecan

Letrozole

Anastrozole

Investigator’s 

Choice

N = 135

May crossover upon BICR 

confirmed PD

Primary Endpoint
PFS vis RECIST v1.1 per BICR

Secondary Endpointsa

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
▪ Sparse PK samples to be collected only from patients 

randomized to the avutometinib/defactinib arm
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RAMP301: Current Enrollment Status

Randomized 216 of 270

KRAS-wt (max of 180) KRAS-mut (min of 90)

as of 28May: 155 61

Overall slots remaining: 54

KRAS specific slots 
remaining/needed:

KRAS-wt (25 remaining) KRAS-mut (29 more needed)

Effective May 28, 2025, RAMP301 has moved from open enrollment to formal 
slot request
•Decision made to ensure statistical integrity and meet regulatory requirements
•Maintain appropriate balance of:

•KRAS-wild type (WT): max target of 180 patients

•KRAS-mutant (MT): minimum target of 90 patients

MaNGO sites & study updates

Site  name PI name # Enrolled

Spedali Civili di Brescia-Brescia Dr Germana Tognon 0

Istituto Oncologico Veneto -

Padova
Dr Valentina Guarneri 0

Istituto Nazionale dei Tumori-

Milano
Dr  Mara Mantiero 1

Istituto Europeo di Oncologia –

Milano
Dr Nicoletta Colombo 16 (↑1 )

Update 10-Jun-2025: 233 patients were 
randomized and there were 23 open slots 
available: 21 for KRAS-mutant and 2 for KRAS-
wild-type.



Competitive recruiting studies within ENGOT and GCIG
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First diagnosis
LGSCO

Stage III-IV
ER+ and/or PgR+

(≥10%)

Letrozole for Estrogen/Progesterone Receptor
positive low-grade Epithelial serous ovarian cancer.

A randomized phase III trial

Experimental arm
Letrozole 2.5 mg daily, per Os,
until PD or up to 60 months, whichever 
comes first

Control arm
Carboplatin AUC 5 + Paclitaxel 175 mg/mq, 
every 21 days, for 6 cycles

Total body contrast enhanced
CT-scan  and CA-125

every 6 months, until PD

R
(1:1)

Primary Endpoint: PFS
HR=0.5 (mPFS from 24 to 48 mos); 80% power; α=5%; 10% 
dropout
Accrual 24 months - Follow-up 30 months 
Sample-size: 132 patients

DEXA of the femoral neck within 3 months of 

randomization and then every 18 months.Centralized 
review

of tumor 
samples

Upfront SURGERY no 
more than 90 days 

(preferably 60 days) 
before randomization

At PD,
Patients previously 

assigned to 
chemoterapy can 

receive letrozole and 
vice versa

Supported by AIRC Investigator Grant -
IG 2018

PI: Andrea De Censi
Sponsor: MaNGO



Rare tumors ongoing studies summary LEPRE

0

20

40

60

80

100

120

140

N
o
. 

ra
n
d
o
m

iz
a
ti
o
n

Observed Projected

First patient enrolled: February 2023
Patient enrolled: 55
No Randomized: 52
No Screening Failure:2
No. withdrawal: 5

Total number of sites active: 34
Activation of Central and Eastern 
European Gynecologic Oncology Group 
(CEEGOG) is ongoing

A paper is under submission to describe 
the study protocol, the population 
enrolled and safety

Update as of 20 June 2025
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Città
Investigatore

Principale

Data 

attivazione

Pazienti

arruolate

Screening

in corso

Pazienti

randomizzate

1 Roma Vanda Salutari 30/11/2022 15 0 14

2 Milano
Luca 

Bocciolone
30/08/2023 6 0 6

3 Treviso Grazia Artioli 23/11/2022 5 0 4

4 Milano
Nicoletta 

Colombo
13/06/2023 4 0 4

5 Brescia Chiara Abeni 12/01/2023 4 0 4

6 Meldola Alberto Farolfi 09/02/2023 3 0 3

7 Padova
Valentina 

Guarneri
18/11/2022 3 0 3

8 Genova
Andrea De 

Censi
22/09/2022 3 0 3

9 Pavia Chiara Cassani 15/01/2024 2 0 2

10 Milano
Domenica 

Lorusso
30/10/2024 2 0 1

11 Milano
Giovanna 

Scarfone
18/03/2024 1 0 1

12 Biella Laura Zavallone 03/04/2023 1 0 1

13 Varese
Nicoletta 

Donadello
13/03/2023 1 0 1

14 Roma
Violante di 

Donato
09/02/2023 1 0 1

15 Como
Monica 

Giordano
20/01/2023 1 0 1

16
Castelfranco V. 

(TV)
Elvira Scelzi 29/11/2022 1 0 1

17 Brescia
Germana 

Tognon
15/09/2022 1 0 1

Città
Investigatore

Principale

Data

attivazione

Pazienti 

arruolate

Screening

in corso

Pazienti

randomizzate

18 Firenze
Maria Cristina 

Petrella
25/10/2023 1 1 0

19 Pisa Stefania Cosio 19/02/2025 0 0 0

20
Manerbio 

(BS)
Anna Rizzi 23/12/2024 0 0 0

21
Reggio 

Emilia

Alessandra 

Bologna
28/10/2024 0 0 0

22 Cagliari Elena Massa 08/10/2024 0 0 0

23 Napoli
Stefania 

Napolitano
26/07/2024 0 0 0

24 Lecco Federica Villa 24/06/2024 0 0 0

25 Monza Andrea Lissoni 08/05/2024 0 0 0

26 Prato Elena Zafarana 02/11/2023 0 0 0

27 Piacenza Rosa Porzio 12/09/2023 0 0 0

28 Udine Claudia Andreetta 06/07/2023 0 0 0

29 Roma Paola Malaguti 13/06/2023 0 0 0

30 Ferrara Federica Lancia 15/05/2023 0 0 0

31
Ravenna e 

Rimini
Claudia Casanova 04/05/2023 0 0 0

32 Belluno Fable Zustovich 08/02/2023 0 0 0

33 Arezzo Sabrina Del Buono 19/12/2022 0 0 0

34 Milano
Francesco 

Raspagliesi
29/11/2022 0 0 0

Totali 55 1 52
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SPONSOR Each Group is the Sponsor in its own country

MaNGO (YMaGiNe) Delegated for database implementation

Responsible person for the initiative Lorenzo Ceppi (MaNGO)
Alice Bergamini (MITO)

✓ To retrospectively and prospectively collect epidemiological, pathological and clinical

data on rare gynecological tumors using a shared matrix to standardize this collection

among the different existing national databases;

✓ Describe the main lines of diagnosis and treatment of these tumors in the centers of

European reference;

✓ To spread the knowledge about rare tumors;

✓ To promote the collaboration and comparison between the centers involved in the

treatment of these tumors.

ObjectivesStudy Design

✓ Multi-center, retrospective and prospective observational study based

on the collection of data related to patients with rare gynecological

neoplasms

✓ The study involves malignant germinal cell tumors of the ovary, sex cord 

stromal  tumors and low grade serous tumors of the ovary, with 

complete clinical, surgical and pathology data

✓ Data will be collected electronically using an eCRF format shared within 

the ENGOT network
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✓ 14/17 sites have received regulatory approval and were

activated

✓ The patients currently registered in the database are 264

Current status of the study in Italian sites (as of 16th June 2025)

For more information: http://www.mango-group.it/studi/recruiting-planned/other-studies
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Groups involvement
Interested 

Groups
Status Submission timeline

EORTC Data transfer request submitted in June 2025 – participation in retrospective part

G-AGO Participation in the retroprospective part – pending point from ethical committee Submission performed

A- AGO Full participation Submission under preparation

BGOG Full participation Submission under preparation

CEECOG Full participation Expected for autumn 2025

UK
Participation within the national databases (RANGO registry) that foreseen a collaboration with 
international registries. 18 sites. Now they are rebuilding the national registry to be aligned with 

ENGOT initiative

NA

PGOG Recently expressed interest. Participation to be confirmed

SWISS-GO
Recently expressed interest. Participation to be confirmed

GINECO Recently expressed interest. Participation to be confirmed

ISGO Participation to be confirmed

DGOG Participation to be confirmed

GEICO Declined the participation due to the lack of funding

SAKK Declined the participation due to the lack of funding
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