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Informacion
Identificador Cod. Protocolo
2024-516908-42-00 (CTIS) No aportado

Transicionado 2014-002948-40

Areaterapéutica
Enfermedades [C] - Cancer [C04]|

Enfermedad investigada
Smoldering multiple myeloma with high risk of progression to symptomatic myeloma

Titulo Cientifico

A phase Il multicenter study of carfilzomib, lenalidomide and dexamethasone (KRd) as induction therapy, followed by
high-dose therapy with melphalan and autologous peripheral blood stem cell transplantation, consolidation with KRd,
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and maintenance with lenalidomide and dexamethasone in patients 70 years old with smoldering multiple myeloma
(SMM) with high risk of progression to symptomatic myeloma

Justificacion
No aportado

Objetivo Principal

Evaluate the rate of patients in immunophenotypic response [i.e., complete response (CR) with minimal residual
disease (MRD)-negative status using multiparametric flow cytometry (MFC) on day +100 after high-dose therapy
followed by peripheral blood stem cell transplantation (HDT-ASCT or High-dose therapy / autologous stem cell
transplant

Variables de Evaluacion Primaria
Immunophenotypic complete remission (CR by flow cytometry) day +100 after induction treatment and HDT-ASCT.

Momentos temporales de evaluacion primaria
No aportado

Objetivo Secundario

Evaluate the rate of patients in immunophenotypic response (i.e., CR with MRD-negative status, by mutliparametric
flow cytometry) after consolidation and at 3 and 5 years post-transplant

Evaluate efficacy in terms of response: sCR, CR, VGPR and PR after the different phases of treatment: induction,
transplantation, consolidation, and maintenance.

Evaluate TTP to symptomatic disease.

Evaluate PFS.

Evaluate OS.

Evaluate the safety profile during the different phases of the study: induction, high-dose melphalan followed by
autologous transplantation, consolidation, and maintenance.

Variables de Evaluacion Secundaria

Immunophenotypic complete remission (CR by flow cytometry), after consolidation and maintenance, and at 3 and 5
years post-HDT-ASCT.

Response rates (sCR, CR, VGPR and ORR) after the different phases of treatment (induction, HDT-ASCT,
consolidation, maintenance and rescue therapy).

TTP to symptomatic disease, PFS and OS.

Safety profile after the different phases of treatment: induction, high-dose melphalan treatment and autologous
hematopoietic stem cell transplantation, consolidation, maintenance and rescue therapy.
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Momentos temporales de evaluacidon secundaria
No aportado

Criterios de Inclusién

The patient must, in the investigators opinion, be able to fulfill all of the clinical trial requirements. The patient must
voluntarily sign the informed consent document before any study procedures that are not part of standard clinical
care are carried out. The patient must be made aware that they can withdraw from the study at any time without this
affecting their future medical care. The patient must be aged between 18 and 70 years, and eligible to receive high-
dose therapy and autologous peripheral blood stem cell transplant. The patient must have been diagnosed with SMM
with high risk of progression to symptomatic MM, or ultra-high risk of progression to symptomatic disease in the five
years prior to inclusion in the study. It should be emphasized that we are referring to a diagnosis of high-risk SMM
during this time period, not to monoclonal gammopathy, or intermediate or low-risk smoldering myeloma. In other
words: o SMM with high risk of progression to symptomatic disease: 1. 10% BM clonal PC and presence of a
monoclonal protein, 1IgG >3 g/dl or IgA >2 g/dl or Bence Jones proteinuria of >1 g/24h and absence of Iytic lesions,
hypercalcemia, renal failure (creatinine < 2 mg/dl) and anemia (hemoglobin > 10 g/dl, or not 2 g/dl below the lower
limit of normal.) 2. 10% BM clonal PC or IgG >3 g/dl or IgA >2 g/dl, or Bence Jones proteinuria > 1 g/24 h (but not
both at the same time), always in the absence of lytic lesions, hypercalcemia, renal failure and anemia. These
patients can be included in the study if they fulfill the following additional criteria: - Presence of a percentage of
phenotypically abnormal PC in the in plasma cell compartment of the BM (aPC/PC) 95% and immunoparesis,
defined as a reduction in the concentration of 1 or 2 immunoglobulins (Igs) by more the 25%, compared with the
normal values of the corresponding lg. o SMM with ultra-high risk of progression to symptomatic disease: 1.
Appearance of more than 1 focal lesion on MRI (ideally whole-body MRI) 2. Clonal PC in BM 60%. 3. Ratio of
involved /uninvolved sFLC greater than 100 together with involved free light chain levels great than 100 mg/L. The
patient must present an ECOG performance status of < 2. The patient must be able to attend scheduled visits.
Women with gestational capacity must have a negative pregnancy test (serum or urine) which will be taken in the 14
days prior to initiation of treatment with the study drug. Sexually active women must also agree to use two methods
of contraception [hormonal contraceptives (oral, injectable, or implants)], tubal ligation, intrauterine device, barrier
methods with spermicide, or her partner has had a vasectomy) while receiving the study drug. Women with
gestational capacity must agree to have a pregnancy test every 4 weeks (urine or serum) while receiving the study
drug (or every 14 days if they have irregular menstrual cycles), and 4 weeks after receiving the last dose of the study
drug.

Criterios de Exclusioén

Any physical or mental health condition that prevents the patient from signing or understanding the informed consent
document. The patient has experienced unstable angina or myocardial infarction in the 6 months prior to recruitment,
class Il or IV cardiac failure (according to the New York Heart Association criteria) uncontrolled angina, a history of
acute coronary artery syndrome, uncontrolled ventricular arrhythmias, sick sinus syndrome or electrocardiographic
evidence of acute ischemia or grade 3 conduction system abnormalities, unless the patient has a pacemaker.
Uncontrolled hypertension or diabetes. Significant neuropathy (grades 3-4, or grade 2 with pain), in the 14 days prior
to recruitment. Known history of allergies to captisol (a derivative of cyclodextrin that is used to dissolve carfilzomib).
The patient presents a contraindication that prevents the administration of the concomitant or adjunctive treatments,
including hydration intolerance due to pre-existing pulmonary or cardiac impairment. LVEF < 40 Pulmonary
hypertension. Presence of an acute active infection that requires treatment (systemic antibiotics, antivirals, or
antifungal agents), in the 14 days prior to recruitment. The patient has received prior treatment for SMM. The patient
is pregnhant or breastfeeding. The patient has lytic lesions, anemia, renal failure or hypercalcemia. Any of the
following abnormal laboratory values: o Absolute neutrophil count (ANC) < 1,000/mm3. o Platelet count <
75,000/mm3. o Serum GOT or GPT > 3 times the upper limit of normal. o Total serum bilirubin > 2 times the upper
limit of normal. History of neoplasms other than multiple myeloma (except in the case of basal cell skin cancers,



Identificador 2024-516908-42-00 (CTIS)

Fecha autorizacién 03/03/2015
ﬂ e z < Estado Fin Reclutamiento

Transicionado 2014-002948-40

REGISTRO ESPANOL DE ENSAYOS CLINICOS Pagina 4 de 20

squamous cell cancers or carcinoma in situ of the cervix or breast unless the patient has been disease-free for >5
years. The patient has undergone major surgery in the 4 weeks prior to inclusion in the study. The patient has active
HIV, hepatitis B or hepatitis C infection. The patient has received an investigational drug of any type in the 4 weeks
prior to inclusion in the study.

Calendario

(Ultima actualizacion: 23/10/2024)

Autorizacion Inicio de Inclusién Interrumpido Reiniciado
Ensayo Primer Paciente
03/03/2015 y No aportado No aportado
15/06/2015 No aportado
Fin de Fin prematuro Fin prematuro Fin del ensayo Fin del ensayo
reclutamiento (Espafia) (Global) en Espafia global
25/07/2017 No aportado No aportado No aportado No aportado

Fundacion PETHEMA Spain
Oficinas 3 4 5Calle De Santa Balbina 2

Contact Person

Juan José Lahuerta

916266232

gerencia@fundacionpethema.es

Monetary support: N/A

Tipo de promotor: Comercial

Promotor
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CLINICA UNIVERSIDAD DE NAVARRA

PAMPLONA/IRUNA

Servicio de Hematologia

COMPLEJO HOSPITALARIO REGIONAL
REINA SOFIA

CORDOBA

Servicio de Hematologia

COMPLEJO HOSPITALARIO
UNIVERSITARIO DE CANARIAS

SAN CRISTOBAL DE LA LAGUNA

Servicio de Hematologia

HOSPITAL CLINIC | PROVINCIAL DE
BARCELONA

BARCELONA

Servicio de Hematologia
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Clinica Universidad De Navarra

Madrid

Hematology

COMPLEJO HOSPITALARIO REGIONAL
VIRGEN DEL ROCIO

SEVILLA

Servicio de Hematologia

COMPLEXO HOSPITALARIO
UNIVERSITARIO DE SANTIAGO

Santiago de Compostela

Servicio de Hematologia

HOSPITAL CLINICO SAN CARLOS

MADRID

Servicio de Hematologia
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HOSPITAL CLINICO UNIVERSITARIO
DE VALENCIA

VALENCIA

Servicio de Hematologia

HOSPITAL GENERAL DE SEGOVIA

SEGOVIA

HOSPITAL GENERAL UNIVERSITARIO
J.M. MORALES MESEGUER

MURCIA

Servicio de Oncologia

HOSPITAL RAMON Y CAJAL

MADRID

Servicio de Hematologia
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HOSPITAL CLINICO UNIVERSITARIO
LOZANO BLESA

ZARAGOZA

Servicio de Hematologia

Hospital General De Segovia

Segovia

Hematology

Hospital General Universitario Morales
Meseguer

Murcia

Hematology

HOSPITAL SON LLATZER (*)
PALMA DE MALLORCA

Servicio de Hematologia
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HOSPITAL UNIVERSITARI GERMANS
TRIAS | PUJOL DE BADALONA

BADALONA

Servicio de Hematologia

Hospital Universitario De Canarias

San Cristobal De La Laguna

Hematology

HOSPITAL UNIVERSITARIO DOCTOR
PESET

VALENCIA
Servicio de Hematologia

HOSPITAL UNIVERSITARIO
QUIRONSALUD MADRID

Pozuelo de Alarcon

Servicio de Hematologia
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HOSPITAL UNIVERSITARIO CENTRAL
DE ASTURIAS

OVIEDO

Servicio de Hematologia

HOSPITAL UNIVERSITARIO DE
SALAMANCA

SALAMANCA

Servicio de Hematologia

Hospital Universitario Dr Peset
Aleixandre

Valencia

Hematology

HOSPITAL UNIVERSITARIO VIRGEN DE
LA NIEVES

Granada

Servicio de Hematologia
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Hospital Universitario Virgen De Las HOSPITAL UNIVERSITARIO 12 DE
NEVES OCTUBRE

Granada MADRID

Hematology Servicio de Hematologia
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DEXAMETHASONE DARATUMUMAB
TABLET INJECTION
ORAL SUBCUTANEOUS
Principios Activos: N/A Principios Activos: N/A
Experimental Experimental
Imnovid 2 mg hard capsules Imnovid 1 mg hard capsules
CAPSULE, HARD CAPSULE, HARD
ORAL ORAL
Cédigo ATC: L0O4AX06 - POMALIDOMIDA Cdédigo ATC: LO4AX06 - POMALIDOMIDA
Principios Activos: N/A Principios Activos: N/A
Experimental Experimental
Imnovid 3 mg hard capsules Imnovid 4 mg hard capsules
CAPSULE, HARD CAPSULE, HARD
ORAL ORAL
Coédigo ATC: LO4AX06 - POMALIDOMIDA Codigo ATC: LO4AX06 - POMALIDOMIDA
Principios Activos: N/A Principios Activos: N/A
Experimental Experimental

Sin resultados
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Information
Identifier Protocol Code
2024-516908-42-00 (CTIS) No aportado

Transitioned 2014-002948-40

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

Investigated Disease
Smoldering multiple myeloma with high risk of progression to symptomatic myeloma

Scientific Title

A phase Il multicenter study of carfilzomib, lenalidomide and dexamethasone (KRd) as induction therapy, followed by
high-dose therapy with melphalan and autologous peripheral blood stem cell transplantation, consolidation with KRd,
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and maintenance with lenalidomide and dexamethasone in patients 70 years old with smoldering multiple myeloma
(SMM) with high risk of progression to symptomatic myeloma

Rationale
Not provided

Main Objective

Evaluate the rate of patients in immunophenotypic response [i.e., complete response (CR) with minimal residual
disease (MRD)-negative status using multiparametric flow cytometry (MFC) on day +100 after high-dose therapy
followed by peripheral blood stem cell transplantation (HDT-ASCT or High-dose therapy / autologous stem cell
transplant

Primary Endpoints
Immunophenotypic complete remission (CR by flow cytometry) day +100 after induction treatment and HDT-ASCT.

Temporary moments of secondary assessment
Not provided

Secondary Objective

Evaluate the rate of patients in immunophenotypic response (i.e., CR with MRD-negative status, by mutliparametric
flow cytometry) after consolidation and at 3 and 5 years post-transplant

Evaluate efficacy in terms of response: sCR, CR, VGPR and PR after the different phases of treatment: induction,
transplantation, consolidation, and maintenance.

Evaluate TTP to symptomatic disease.

Evaluate PFS.

Evaluate OS.

Evaluate the safety profile during the different phases of the study: induction, high-dose melphalan followed by
autologous transplantation, consolidation, and maintenance.

Secondary Endpoints

Immunophenotypic complete remission (CR by flow cytometry), after consolidation and maintenance, and at 3 and 5
years post-HDT-ASCT.

Response rates (sCR, CR, VGPR and ORR) after the different phases of treatment (induction, HDT-ASCT,
consolidation, maintenance and rescue therapy).

TTP to symptomatic disease, PFS and OS.

Safety profile after the different phases of treatment: induction, high-dose melphalan treatment and autologous
hematopoietic stem cell transplantation, consolidation, maintenance and rescue therapy.



Identifier 2024-516908-42-00 (CTIS)

Authorization date 03/03/2015
ﬂ E z < State End of recruitment

Transitioned 2014-002948-40

REGISTRO ESPANOL DE ENSAYOS CLINICOS Page 13 of 20

Temporary moments of secondary assessment
Not provided

Inclusion criteria

The patient must, in the investigators opinion, be able to fulfill all of the clinical trial requirements. The patient must
voluntarily sign the informed consent document before any study procedures that are not part of standard clinical
care are carried out. The patient must be made aware that they can withdraw from the study at any time without this
affecting their future medical care. The patient must be aged between 18 and 70 years, and eligible to receive high-
dose therapy and autologous peripheral blood stem cell transplant. The patient must have been diagnosed with SMM
with high risk of progression to symptomatic MM, or ultra-high risk of progression to symptomatic disease in the five
years prior to inclusion in the study. It should be emphasized that we are referring to a diagnosis of high-risk SMM
during this time period, not to monoclonal gammopathy, or intermediate or low-risk smoldering myeloma. In other
words: o SMM with high risk of progression to symptomatic disease: 1. 10% BM clonal PC and presence of a
monoclonal protein, 1IgG >3 g/dl or IgA >2 g/dl or Bence Jones proteinuria of >1 g/24h and absence of Iytic lesions,
hypercalcemia, renal failure (creatinine < 2 mg/dl) and anemia (hemoglobin > 10 g/dl, or not 2 g/dl below the lower
limit of normal.) 2. 10% BM clonal PC or IgG >3 g/dl or IgA >2 g/dl, or Bence Jones proteinuria > 1 g/24 h (but not
both at the same time), always in the absence of lytic lesions, hypercalcemia, renal failure and anemia. These
patients can be included in the study if they fulfill the following additional criteria: - Presence of a percentage of
phenotypically abnormal PC in the in plasma cell compartment of the BM (aPC/PC) 95% and immunoparesis,
defined as a reduction in the concentration of 1 or 2 immunoglobulins (Igs) by more the 25%, compared with the
normal values of the corresponding lg. o SMM with ultra-high risk of progression to symptomatic disease: 1.
Appearance of more than 1 focal lesion on MRI (ideally whole-body MRI) 2. Clonal PC in BM 60%. 3. Ratio of
involved /uninvolved sFLC greater than 100 together with involved free light chain levels great than 100 mg/L. The
patient must present an ECOG performance status of < 2. The patient must be able to attend scheduled visits.
Women with gestational capacity must have a negative pregnancy test (serum or urine) which will be taken in the 14
days prior to initiation of treatment with the study drug. Sexually active women must also agree to use two methods
of contraception [hormonal contraceptives (oral, injectable, or implants)], tubal ligation, intrauterine device, barrier
methods with spermicide, or her partner has had a vasectomy) while receiving the study drug. Women with
gestational capacity must agree to have a pregnancy test every 4 weeks (urine or serum) while receiving the study
drug (or every 14 days if they have irregular menstrual cycles), and 4 weeks after receiving the last dose of the study
drug.

Exclusion criteria

Any physical or mental health condition that prevents the patient from signing or understanding the informed consent
document. The patient has experienced unstable angina or myocardial infarction in the 6 months prior to recruitment,
class Il or IV cardiac failure (according to the New York Heart Association criteria) uncontrolled angina, a history of
acute coronary artery syndrome, uncontrolled ventricular arrhythmias, sick sinus syndrome or electrocardiographic
evidence of acute ischemia or grade 3 conduction system abnormalities, unless the patient has a pacemaker.
Uncontrolled hypertension or diabetes. Significant neuropathy (grades 3-4, or grade 2 with pain), in the 14 days prior
to recruitment. Known history of allergies to captisol (a derivative of cyclodextrin that is used to dissolve carfilzomib).
The patient presents a contraindication that prevents the administration of the concomitant or adjunctive treatments,
including hydration intolerance due to pre-existing pulmonary or cardiac impairment. LVEF < 40 Pulmonary
hypertension. Presence of an acute active infection that requires treatment (systemic antibiotics, antivirals, or
antifungal agents), in the 14 days prior to recruitment. The patient has received prior treatment for SMM. The patient
is pregnhant or breastfeeding. The patient has lytic lesions, anemia, renal failure or hypercalcemia. Any of the
following abnormal laboratory values: o Absolute neutrophil count (ANC) < 1,000/mm3. o Platelet count <
75,000/mm3. o Serum GOT or GPT > 3 times the upper limit of normal. o Total serum bilirubin > 2 times the upper
limit of normal. History of neoplasms other than multiple myeloma (except in the case of basal cell skin cancers,
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squamous cell cancers or carcinoma in situ of the cervix or breast unless the patient has been disease-free for >5
years. The patient has undergone major surgery in the 4 weeks prior to inclusion in the study. The patient has active
HIV, hepatitis B or hepatitis C infection. The patient has received an investigational drug of any type in the 4 weeks
prior to inclusion in the study.

Calendar

(Last Update: 23/10/2024)

Authorization

03/03/2015

End of
recruitment

25/07/2017

Start of Trial
15/06/2015

Premature end
(Spain)

Not aported

Fundacion PETHEMA Spain
Oficinas 3 4 5Calle De Santa Balbina 2

Contact Person

Juan José Lahuerta

916266232

gerencia@fundacionpethema.es

Monetary support: N/A

Sponsor type: Commercial

First patient
inclusion

Not aported

Premature End
(Global)

Not aported

Sponsor

Halted
Not aported

Trial end
(Spain)

Not aported

Restarted

Not aported

Trial end
(Global)

Not aported
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CLINICA UNIVERSIDAD DE NAVARRA

PAMPLONA/IRUNA

Servicio de Hematologia

COMPLEJO HOSPITALARIO REGIONAL
REINA SOFIA

CORDOBA

Servicio de Hematologia

COMPLEJO HOSPITALARIO
UNIVERSITARIO DE CANARIAS

SAN CRISTOBAL DE LA LAGUNA

Servicio de Hematologia

HOSPITAL CLINIC | PROVINCIAL DE
BARCELONA

BARCELONA

Servicio de Hematologia
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Clinica Universidad De Navarra

Madrid

Hematology

COMPLEJO HOSPITALARIO REGIONAL
VIRGEN DEL ROCIO

SEVILLA

Servicio de Hematologia

COMPLEXO HOSPITALARIO
UNIVERSITARIO DE SANTIAGO

Santiago de Compostela

Servicio de Hematologia

HOSPITAL CLINICO SAN CARLOS

MADRID

Servicio de Hematologia
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HOSPITAL CLINICO UNIVERSITARIO
DE VALENCIA

VALENCIA

Servicio de Hematologia

HOSPITAL GENERAL DE SEGOVIA

SEGOVIA

HOSPITAL GENERAL UNIVERSITARIO
J.M. MORALES MESEGUER

MURCIA

Servicio de Oncologia

HOSPITAL RAMON Y CAJAL

MADRID

Servicio de Hematologia
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HOSPITAL CLINICO UNIVERSITARIO
LOZANO BLESA

ZARAGOZA

Servicio de Hematologia

Hospital General De Segovia

Segovia

Hematology

Hospital General Universitario Morales
Meseguer

Murcia

Hematology

HOSPITAL SON LLATZER (*)
PALMA DE MALLORCA

Servicio de Hematologia
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Servicio de Hematologia

Hospital Universitario De Canarias

San Cristobal De La Laguna

Hematology

HOSPITAL UNIVERSITARIO DOCTOR
PESET

VALENCIA
Servicio de Hematologia

HOSPITAL UNIVERSITARIO
QUIRONSALUD MADRID

Pozuelo de Alarcon

Servicio de Hematologia
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HOSPITAL UNIVERSITARIO CENTRAL
DE ASTURIAS

OVIEDO

Servicio de Hematologia

HOSPITAL UNIVERSITARIO DE
SALAMANCA

SALAMANCA

Servicio de Hematologia

Hospital Universitario Dr Peset
Aleixandre

Valencia

Hematology

HOSPITAL UNIVERSITARIO VIRGEN DE
LA NIEVES

Granada

Servicio de Hematologia
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Hospital Universitario Virgen De Las HOSPITAL UNIVERSITARIO 12 DE
NEVES OCTUBRE

Granada MADRID

Hematology Servicio de Hematologia
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DEXAMETHASONE DARATUMUMAB
TABLET INJECTION
ORAL SUBCUTANEOUS
Active Principles: N/A Active Principles: N/A
Experimental Experimental
Imnovid 2 mg hard capsules Imnovid 1 mg hard capsules
CAPSULE, HARD CAPSULE, HARD
ORAL ORAL
ATC code: LO4AX06 - POMALIDOMIDA ATC code: LO4AX06 - POMALIDOMIDA
Active Principles: N/A Active Principles: N/A
Experimental Experimental
Imnovid 3 mg hard capsules Imnovid 4 mg hard capsules
CAPSULE, HARD CAPSULE, HARD
ORAL ORAL
ATC code: LO4AX06 - POMALIDOMIDA ATC code: LO4AX06 - POMALIDOMIDA
Active Principles: N/A Active Principles: N/A
Experimental Experimental

No results




