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Identificador Cod. Protocolo
2023-507276-53-00 (CTIS) M16-109

Transicionado 2017-001398-17

Areaterapéutica
Enfermedades [C] - Cancer [C04]|

Enfermedad investigada
Myelofibrosis

Titulo Cientifico

A Phase 2 Open-Label Study Evaluating Tolerability and Efficacy of Navitoclax Alone or in Combination with
Ruxolitinib in Subjects with Myelofibrosis (REFINE)
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Justificacion
No aportado

Objetivo Principal
Evaluate the effect of navitoclax alone or in combination with ruxolitinib on spleen volume

Variables de Evaluacion Primaria
35% spleen volume reduction from baseline (SVR35) at Week 24 measured by MRI/CT.

Momentos temporales de evaluacién primaria
No aportado

Objetivo Secundario

To assess the effect of navitoclax alone or in combination with ruxolitinib on total symptom score (TSS) as assessed
by the Myelofibrosis Symptom Assessment Form (MFSAF) version 4.0 diary

To evaluate the effect of navitoclax alone or in combination with ruxolitinib on bone marrow fibrosis

To determine the rate of anemia response associated with navitoclax alone or in combination with ruxolitinib

To describe the safety profile and PK profile observed with navitoclax alone or in combination with ruxolitinib

Variables de Evaluacion Secundaria

The secondary endpoints are at least 50% reduction in total symptom score from baseline measured by MFSAF 4.0;
anemia response; and change in grade of bone marrow fibrosis.

Momentos temporales de evaluacién secundaria
No aportado

Criterios de Inclusién

Subjects 18 years of age Cohorts 1b and 3 only: Subject has at least 2 symptoms each with a score 3 or a total
score of 12, as measured by the MFSAF v4.0 on at least 4 out of 7 days during screening prior to study drug dosing
Subject has splenomegaly defined as spleen palpation measurement 5 cm below costal margin or spleen volume
450 cm3 as assessed by MRI/CT Subject must meet the laboratory parameters (adequate bone marrow, renal and
hepatic function) as defined in the protocol. Subjects with documented diagnosis of Intermediate or High-risk Primary
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myelofibrosis, post-polycythemia vera myelofibrosis or postessential thrombocythemia myelofibrosis Subjects
classified as intermediate-2 or high-risk myelofibrosis, as defined by the Dynamic International Prognostic Scoring
System (DIPSS) Subject must be ineligible due to age, comorbidities, or unfit for unrelated or unmatched donor
transplantation or unwilling to undergo stem cell transplantation at time of study entry ECOG 0, 1, or 2 Cohort 1a
only: Subject must have received ruxolitinib therapy for at least 12 weeks and be currently on a stable dose of 10 mg
twice daily of ruxolitinib for 8 weeks prior to the 1st dose of navitoclax. Cohort 1b only: Subject must have received
treatment with ruxolitinib for 24 weeks with lack of efficacy OR for < 24 weeks with documented disease progression
while on ruxolitinib OR for 28 days with intolerance defined as new RBC transfusion requirement Cohort 2 only:
Subject must have received prior treatment with JAK-2 inhibitor therapy for at least 12 weeks OR for 28 days
complicated by development of red blood cell transfusion requirement (at least 2 units/month for 2 months) OR grade
3 adverse events of thrombocytopenia, anemia, hematoma and/or hemorrhage Cohort 3 only: Subject must not have
received prior treatment with a JAK-2 or BET inhibitor

Criterios de Exclusioén

Splenic irradiation within 6 months prior to screening, or prior splenectomy. Leukemic transformation (> 10% blasts in
peripheral blood or bone marrow aspirate/biopsy). Prior therapy with a BH3 mimetic compound or stem cell
transplantation.

Calendario

(Ultima actualizacion: 09/01/2026)

Autorizacion Inicio de Inclusiéon Interrumpido Reiniciado
E Primer Paciente
25/02/2020 e fm No aportado No aportado
27/05/2020 18/06/2020
Fin de Fin prematuro Fin prematuro Fin del ensayo Fin del ensayo
reclutamiento (Espafia) (Global) en Espafia global
15/10/2021 No aportado No aportado 29/01/2025 30/01/2025
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Centros

CLINICA UNIVERSIDAD DE NAVARRA HOSPITAL CLINIC DE BARCELONA

Pamplona/Irufia Barcelona

Fundacién Clinica Universidad de Navarra (CUN) Fundacié Clinic per a la Recerca Biomedica

Cerrado (19/01/2022)

HOSPITAL GENERAL UNIVERSITARIO HOSPITAL UNIVERSITARI VALL
GREGORIO MARANON D'HEBRON
Madrid Barcelona

Fundacion para la Investigacion Biomédica del
Hospital General Universitario
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Cerrado (17/03/2025)

HOSPITAL UNIVERSITARIO CENTRAL Hospital Universitario Regional De
DE ASTURIAS Malaga
Oviedo Mélaga

FINBA - Fundacion para la Investigacién y la
Innovacion

Fundacion Publica Andaluza para la Investigacion de
Malaga en Biomedicina y Salud (FIMABIS)

Cerrado (14/02/2022)

Hospital Universitario Virgen De La HOSPITAL UNIVERSITARIO 12 DE

Victoria OCTUBRE
Malaga Madrid

Fundacién Publica Andaluza para la Investigacion de
Malaga en Biomedicina y Salud (FIMABIS)

Fundacién para la investigacion biomédica

Cerrado (05/03/2025)

Cerrado (26/02/2025)
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Fecha autorizacion
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Transicionado

Medicamentos

ORAL

Codigo ATC: LO1EJO1 - RUXOLITINIB

Principios Activos: N/A

Experimental

Navitoclax
TABLET
ORAL

Principios Activos: N/A

Huérfano Experimental

Navitoclax
TABLET
ORAL

Principios Activos: N/A

Huérfano

Tiene resultados

2023-507276-53-00 (CTIS)
25/02/2020

EC Finalizado
2017-001398-17

Péagina 6 de 12

Experimental




Identifier 2023-507276-53-00 (CTIS)
Authorization date 25/02/2020
n e z ‘ State Finished CT

Transitioned 2017-001398-17

REGISTRO ESPANOL DE ENSAYOS CLINICOS Page 7 of 12

Information
Identifier Protocol Code
2023-507276-53-00 (CTIS) M16-109

Transitioned 2017-001398-17

Therapeutic area
Diseases [C] - Cancer [C04]|

Investigated Disease
Myelofibrosis

Scientific Title

A Phase 2 Open-Label Study Evaluating Tolerability and Efficacy of Navitoclax Alone or in Combination with
Ruxolitinib in Subjects with Myelofibrosis (REFINE)
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Rationale
Not provided

Main Objective
Evaluate the effect of navitoclax alone or in combination with ruxolitinib on spleen volume

Primary Endpoints
35% spleen volume reduction from baseline (SVR35) at Week 24 measured by MRI/CT.

Temporary moments of secondary assessment
Not provided

Secondary Objective

To assess the effect of navitoclax alone or in combination with ruxolitinib on total symptom score (TSS) as assessed
by the Myelofibrosis Symptom Assessment Form (MFSAF) version 4.0 diary

To evaluate the effect of navitoclax alone or in combination with ruxolitinib on bone marrow fibrosis

To determine the rate of anemia response associated with navitoclax alone or in combination with ruxolitinib

To describe the safety profile and PK profile observed with navitoclax alone or in combination with ruxolitinib

Secondary Endpoints

The secondary endpoints are at least 50% reduction in total symptom score from baseline measured by MFSAF 4.0;
anemia response; and change in grade of bone marrow fibrosis.

Temporary moments of secondary assessment
Not provided

Inclusion criteria

Subjects 18 years of age Cohorts 1b and 3 only: Subject has at least 2 symptoms each with a score 3 or a total
score of 12, as measured by the MFSAF v4.0 on at least 4 out of 7 days during screening prior to study drug dosing
Subject has splenomegaly defined as spleen palpation measurement 5 cm below costal margin or spleen volume
450 cm3 as assessed by MRI/CT Subject must meet the laboratory parameters (adequate bone marrow, renal and
hepatic function) as defined in the protocol. Subjects with documented diagnosis of Intermediate or High-risk Primary
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myelofibrosis, post-polycythemia vera myelofibrosis or postessential thrombocythemia myelofibrosis Subjects
classified as intermediate-2 or high-risk myelofibrosis, as defined by the Dynamic International Prognostic Scoring
System (DIPSS) Subject must be ineligible due to age, comorbidities, or unfit for unrelated or unmatched donor
transplantation or unwilling to undergo stem cell transplantation at time of study entry ECOG 0, 1, or 2 Cohort 1a
only: Subject must have received ruxolitinib therapy for at least 12 weeks and be currently on a stable dose of 10 mg
twice daily of ruxolitinib for 8 weeks prior to the 1st dose of navitoclax. Cohort 1b only: Subject must have received
treatment with ruxolitinib for 24 weeks with lack of efficacy OR for < 24 weeks with documented disease progression
while on ruxolitinib OR for 28 days with intolerance defined as new RBC transfusion requirement Cohort 2 only:
Subject must have received prior treatment with JAK-2 inhibitor therapy for at least 12 weeks OR for 28 days
complicated by development of red blood cell transfusion requirement (at least 2 units/month for 2 months) OR grade
3 adverse events of thrombocytopenia, anemia, hematoma and/or hemorrhage Cohort 3 only: Subject must not have
received prior treatment with a JAK-2 or BET inhibitor

Exclusion criteria

Splenic irradiation within 6 months prior to screening, or prior splenectomy. Leukemic transformation (> 10% blasts in
peripheral blood or bone marrow aspirate/biopsy). Prior therapy with a BH3 mimetic compound or stem cell
transplantation.

Calendar

(Last Update: 09/01/2026)

Authorization

Start of Trial

First patient

Halted

Restarted

inclusion
25/02/2020 27/05/2020 Not aported Not aported
18/06/2020
End of Premature end Premature End Trial end Trial end
recruitment (Spain) (Global) (Spain) (Global)
15/10/2021 Not aported Not aported 29/01/2025 30/01/2025
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Sites

CLINICA UNIVERSIDAD DE NAVARRA HOSPITAL CLINIC DE BARCELONA

Pamplona/Irufia Barcelona

Fundacién Clinica Universidad de Navarra (CUN) Fundacié Clinic per a la Recerca Biomedica

Closed (19/01/2022)

HOSPITAL GENERAL UNIVERSITARIO HOSPITAL UNIVERSITARI VALL
GREGORIO MARANON D'HEBRON
Madrid Barcelona

Fundacion para la Investigacion Biomédica del
Hospital General Universitario
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Closed (17/03/2025)

HOSPITAL UNIVERSITARIO CENTRAL Hospital Universitario Regional De
DE ASTURIAS Malaga
Oviedo Mélaga

FINBA - Fundacion para la Investigacién y la
Innovacion

Fundacion Publica Andaluza para la Investigacion de
Malaga en Biomedicina y Salud (FIMABIS)

Closed (14/02/2022)

Hospital Universitario Virgen De La HOSPITAL UNIVERSITARIO 12 DE

Victoria OCTUBRE
Malaga Madrid

Fundacién Publica Andaluza para la Investigacion de
Malaga en Biomedicina y Salud (FIMABIS)

Fundacién para la investigacion biomédica

Closed (05/03/2025)

Closed (26/02/2025)
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Medication

ORAL

ATC code: LO1EJO1 - RUXOLITINIB
Active Principles: N/A

Experimental

Navitoclax
TABLET
ORAL

Active Principles: N/A

Orphan Experimental

Navitoclax
TABLET
ORAL

Active Principles: N/A
Orphan

Has results

2023-507276-53-00 (CTIS)
25/02/2020
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