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Informacion
Identificador Cod. Protocolo
2024-512676-36-00 (CTIS) 042011

Transicionado 2011-001699-20

Areaterapéutica
Enfermedades [C] - Cancer [C04]|

Enfermedad investigada
Langerhans Cell Histiocytosis

Titulo Cientifico

LCH-IV International Collaborative Treatment Protocol for Children and Adolescents with Langerhans Cell
Histiocytosis
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Justificacion
No aportado

Objetivo Principal

Reduction of mortality in multi-system (ms)-LCH by early switch to salvage treatment of patients with risk organ
involvement and without response to 1st-line therapy.

Randomized investigation of prolongation or intensification of continuation therapy to reduce reactivations and late
sequelae in ms-LCH.

Randomized investigation to reduce reactivation rate, late sequelae by prolongation of continuation therapy (6 vs. 12
m) in single-system (ss)-LCH with isolated "CNS-Risk" lesion or multifocal bone (mfb) lesions.

Investigation to achieve disease resolution, prevent reactivations, late sequelae in non-risk organ involvement
patients with 2nd-line treatment (PRED/ARA-C//VCR) for 24 weeks followed by continuation therapy (Indomethacin
vs. 6-MP/MTX) for 24 months in total.

Variables de Evaluacién Primaria

Reactivation-free survival

Overall and disease free survival

To study the course of neurodegenerative CNS-LCH
Response of isolated tumorous CNS lesions to 2-CdA
Rate and spectrum of permanent consequences

Momentos temporales de evaluacion primaria
No aportado

Objetivo Secundario

To validate prospectively a new scoring system for disease activity and treatment response assessment.

To investigate the cumulative incidence of radiographic and clinical neurodegeneration in patients with "CNS-Risk"
bone lesions and endocrine deficits.

To study the natural history of LCH in patients not needing upfront systemic therapy and the long-term
consequences and quality of life of all registered (with and without systemic therapy) patients.

Variables de Evaluacion Secundaria

Incidence of permanent consequences

Toxicity of treatment

Proportion fo patients alive and free of disease without permanent consequences
Cumulative incidence of reactivations in risk organs
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Momentos temporales de evaluacién secundaria
No aportado

Criterios de Inclusién

Histological verification of diagnosis of LCH Age < 18 years No prior systemic therapy Signed informded consent Met
inclusion criteria for respective stratum

Criterios de Exclusiéon

Pregnancy

Prior systemic therapy

Missing signed consent form

LCH related permanent consequences

Calendario

(Ultima actualizacion: 16/04/2026)

Autorizacion Inicio de Inclusiéon Interrumpido Reiniciado
Ensayo Primer Paciente
05/04/2016 i No aportado No aportado
20/01/2017 14/10/2024
Fin de Fin prematuro Fin prematuro Fin del ensayo Fin del ensayo
reclutamiento (Espafia) (Global) en Espafia global

30/11/2025 No aportado No aportado No aportado No aportado
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Centros

Fundacio Hospital Universitari Vall
DHebron Institut De Recerca

Barcelona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Clinico Universitario De
Valladolid

Valladolid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital De La Santa Creu | Sant Pau

Barcelona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital General Universitario Dr.
Balmis

Alicante

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Alvaro Cunqueiro

Vigo

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

HOSPITAL DE BASURTO

BILBAO

Pediatric Oncology

Hospital General Universitario De
Albacete

Albacete

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital General Universitario Gregorio
Maranon

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Infantil Universitario Nino
Jesus

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario De Badajoz

Badajoz

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario De Navarra

Pamplona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario Hm
Monteprincipe

Boadilla Del Monte

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Central De
Asturias

Oviedo

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

HOSPITAL UNIVERSITARIO DE
CRUCES

BARAKALDO

Pediatric Oncology

HOSPITAL UNIVERSITARIO
DONOSTIA-DONOSTIA
UNIBERTSITATE OSPITALEA

DONOSTIA-SAN SEBASTIAN

Pediatric Oncology

Hospital Universitario La Paz

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Regional De
Malaga

Malaga

Aula de Hematolog&iacute;a Servicio de
Hematolog&iacute;a

Hospital Universitario Virgen De Las
Nieves

Granada

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario 12 De Octubre

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Sant Joan De Deu Barcelona Hospital

Esplugues De Llobregat

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Reina Sofia

Cordoba

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario Y Politecnico La
Fe

Valencia

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Unviersitario Miguel Servet

Zaragoza

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Spanish Paediatric Clinical Trials
Network

Santiago De Compostela

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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University Clinical Hospital Virgen De
La Arrixaca

Murcia

Oncohematologia infantil

University Hospital Son Espases

Palma

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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University Hospital Of Canary Islands

San Cristobal De La Laguna

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

University Hospital Virgen Del Rocio
SH I

Sevilla

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Transicionado

Medicamentos

Fludarabine phosphate 25 mg/ml Concentrate
for Solution for Injection or Infusion

SOLUTION FOR INJECTION/INFUSION
IV INFUSION

Codigo ATC: LO1BBO5 - FLUDARABINA
Principios Activos: N/A

Experimental

Mercaptopurine Silver Pharma 50 mg tablets
TABLET
ORAL

Codigo ATC: LO1BB02 - MERCAPTOPURINA
Principios Activos: N/A

Experimental

LITAK 2 mg/ml solution for injection
SOLUTION FOR INJECTION
INTRAVENIOUS INFUSION

Cédigo ATC: LO1BB04 - CLADRIBINA
Principios Activos: N/A

Experimental

Cytarabine 20 mg/ml Solution for
Injection/Infusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS ADMINISTRATION

Codigo ATC: LO1BCO1 - CITARABINA
Principios Activos: N/A

Experimental

LEMTRADA 12 mg concentrate for solution for
infusion

SOLUTION FOR INFUSION
INTRAVENIOUS INFUSION

Caddigo ATC: LO4AGO6 - ALEMTUZUMAB

Principios Activos: N/A

Experimental

Methotrexate 10 mg Tablets
TABLET
ORAL

Codigo ATC: LO1BAO1 - METOTREXATO

Principios Activos: N/A

Experimental

Melphalan 50 mg Powder and Solvent for
Solution for Injection/Infusion

SOLUTION FOR INJECTION
INTRAVENOUS INFUSION

Codigo ATC: LO1AA03 - MELFALAN

Principios Activos: N/A

Experimental

Vinblastine Sulfate 1 mg/ml Solution for
Injection or Infusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS BOLUS USE

Codigo ATC: LO1CAO1 - VINBLASTINA

Principios Activos: N/A

Experimental
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OCTAGAM 10 %, L&ouml;sung zur
intraven&ouml;sen Infusion

SOLUTION FOR INFUSION

INFUSION
Cédigo ATC: JO6BAO2 - INMUNOGLOBULINAS HUMANAS
NORMALES PARA ADM. INTRAVASCULAR
Principios Activos: N/A

Experimental

Prednisolone 5mg Tablets
TABLET
ORAL

Codigo ATC: AO7EAO01 - PREDNISOLONA
Principios Activos: N/A

Experimental
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INDOMETACIN CAPSULES BP 25mg
CAPSULE, HARD
ORAL

Cédigo ATC: M01ABO1 - INDOMETACINA

Principios Activos: N/A

Experimental

Sin resultados
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Information
Identifier Protocol Code
2024-512676-36-00 (CTIS) 042011

Transitioned 2011-001699-20

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

Investigated Disease
Langerhans Cell Histiocytosis

Scientific Title

LCH-IV International Collaborative Treatment Protocol for Children and Adolescents with Langerhans Cell
Histiocytosis
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Rationale
Not provided

Main Objective

Reduction of mortality in multi-system (ms)-LCH by early switch to salvage treatment of patients with risk organ
involvement and without response to 1st-line therapy.

Randomized investigation of prolongation or intensification of continuation therapy to reduce reactivations and late
sequelae in ms-LCH.

Randomized investigation to reduce reactivation rate, late sequelae by prolongation of continuation therapy (6 vs. 12
m) in single-system (ss)-LCH with isolated "CNS-Risk" lesion or multifocal bone (mfb) lesions.

Investigation to achieve disease resolution, prevent reactivations, late sequelae in non-risk organ involvement
patients with 2nd-line treatment (PRED/ARA-C//VCR) for 24 weeks followed by continuation therapy (Indomethacin
vs. 6-MP/MTX) for 24 months in total.

Primary Endpoints

Reactivation-free survival

Overall and disease free survival

To study the course of neurodegenerative CNS-LCH
Response of isolated tumorous CNS lesions to 2-CdA
Rate and spectrum of permanent consequences

Temporary moments of secondary assessment
Not provided

Secondary Objective

To validate prospectively a new scoring system for disease activity and treatment response assessment.

To investigate the cumulative incidence of radiographic and clinical neurodegeneration in patients with "CNS-Risk"
bone lesions and endocrine deficits.

To study the natural history of LCH in patients not needing upfront systemic therapy and the long-term
consequences and quality of life of all registered (with and without systemic therapy) patients.

Secondary Endpoints

Incidence of permanent consequences

Toxicity of treatment

Proportion fo patients alive and free of disease without permanent consequences
Cumulative incidence of reactivations in risk organs
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Temporary moments of secondary assessment
Not provided

Inclusion criteria

Histological verification of diagnosis of LCH Age < 18 years No prior systemic therapy Signed informded consent Met
inclusion criteria for respective stratum

Exclusion criteria

Pregnancy

Prior systemic therapy

Missing signed consent form

LCH related permanent consequences

Calendar

(Last Update: 16/04/2026)

Authorization Start of Trial First patient Halted Restarted
inclusion
05/04/2016 20/01/2017 neius! Not aported Not aported
14/10/2024
End of Premature end Premature End Trial end Trial end
recruitment (Spain) (Global) (Spain) (Global)
30/11/2025 Not aported Not aported Not aported Not aported
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Fundacio Hospital Universitari Vall
DHebron Institut De Recerca

Barcelona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Clinico Universitario De
Valladolid

Valladolid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital De La Santa Creu | Sant Pau

Barcelona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital General Universitario Dr.
Balmis

Alicante

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Sites

2024-512676-36-00 (CTIS)
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Identifier
Authorization date
State

Transitioned

Hospital Alvaro Cunqueiro

Vigo

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

HOSPITAL DE BASURTO

BILBAO

Pediatric Oncology

Hospital General Universitario De
Albacete

Albacete

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital General Universitario Gregorio
Maranon

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Infantil Universitario Nino
Jesus

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario De Badajoz

Badajoz

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario De Navarra

Pamplona

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario Hm
Monteprincipe

Boadilla Del Monte

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Central De
Asturias

Oviedo

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

HOSPITAL UNIVERSITARIO DE
CRUCES

BARAKALDO

Pediatric Oncology

HOSPITAL UNIVERSITARIO
DONOSTIA-DONOSTIA
UNIBERTSITATE OSPITALEA

DONOSTIA-SAN SEBASTIAN

Pediatric Oncology

Hospital Universitario La Paz

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Regional De
Malaga

Malaga

Aula de Hematolog&iacute;a Servicio de
Hematolog&iacute;a

Hospital Universitario Virgen De Las
Nieves

Granada

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario 12 De Octubre

Madrid

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Sant Joan De Deu Barcelona Hospital

Esplugues De Llobregat

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Hospital Universitario Reina Sofia

Cordoba

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Universitario Y Politecnico La
Fe

Valencia

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Hospital Unviersitario Miguel Servet

Zaragoza

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

Spanish Paediatric Clinical Trials
Network

Santiago De Compostela

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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University Clinical Hospital Virgen De
La Arrixaca

Murcia

Oncohematologia infantil

University Hospital Son Espases

Palma

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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University Hospital Of Canary Islands

San Cristobal De La Laguna

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas

University Hospital Virgen Del Rocio
SH I

Sevilla

Servicio de Oncolog&iacute;a y Hematolog&iacute;a
Pedi&aacute;tricas
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Medication

Fludarabine phosphate 25 mg/ml Concentrate
for Solution for Injection or Infusion

SOLUTION FOR INJECTION/INFUSION
IV INFUSION

ATC code: LO1BBO5 - FLUDARABINA
Active Principles: N/A

Experimental

Mercaptopurine Silver Pharma 50 mg tablets
TABLET
ORAL

ATC code: LO1BB02 - MERCAPTOPURINA
Active Principles: N/A

Experimental

LITAK 2 mg/ml solution for injection
SOLUTION FOR INJECTION
INTRAVENIOUS INFUSION

ATC code: LO1BB04 - CLADRIBINA
Active Principles: N/A

Experimental

Cytarabine 20 mg/ml Solution for
Injection/Infusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS ADMINISTRATION

ATC code: LO1BCO1 - CITARABINA
Active Principles: N/A

Experimental

LEMTRADA 12 mg concentrate for solution for
infusion

SOLUTION FOR INFUSION
INTRAVENIOUS INFUSION

ATC code: LO4AGO06 - ALEMTUZUMAB
Active Principles: N/A

Experimental

Methotrexate 10 mg Tablets
TABLET
ORAL

ATC code: LO1BAO1 - METOTREXATO
Active Principles: N/A

Experimental

Melphalan 50 mg Powder and Solvent for
Solution for Injection/Infusion

SOLUTION FOR INJECTION
INTRAVENOUS INFUSION

ATC code: LO1AA03 - MELFALAN
Active Principles: N/A

Experimental

Vinblastine Sulfate 1 mg/ml Solution for
Injection or Infusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS BOLUS USE

ATC code: LO1CAO1 - VINBLASTINA
Active Principles: N/A

Experimental
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OCTAGAM 10 %, L&ouml;sung zur INDOMETACIN CAPSULES BP 25mg
intraven&ouml;sen Infusion CAPSULE, HARD
SOLUTION FOR INFUSION ORAL
INFUSION

ATC code: JO6BA02 - INMUNOGLOBULINAS HUMANAS NORMALES ATC code: MO1ABO1 - INDOMETACINA

PARA ADM. INTRAVASCULAR Active Principles: N/A

Active Principles: N/A Experimental

Experimental

Prednisolone 5mg Tablets
TABLET
ORAL

ATC code: AO7EAOQ1 - PREDNISOLONA
Active Principles: N/A

Experimental

No results




