
 

 Estudio para evaluar la eficacia y la seguridad de JCAR017 , una terapia de células
CAR-T en pacientes pediátricos con leucemia linfoblástica aguda CD19 +de células B
recidivante o refractaria y linfoma no Hodgkin de células B.

Estado

No iniciado

Tipo Participantes

Sujetos incapaces de otorgar
consentimiento , Población especialmente

vulnerable , Pacientes

Rangos de Edad

Adolescentes , Niños , Lactantes y
preescolar

Género

Ambos

Fases

Fase I , Fase II

Participantes esperados

111

Información
Identificador
2018-001246-34

Enfermedad investigada
 Un cáncer de células B, un tipo de glóbulo blanco responsable de producir anticuerpos.

Título Científico
 Estudio de fase Ib/II, multicéntrico, abierto, de un solo brazo y con varias cohortes para evaluar la
seguridad y la eficacia de JCAR017 en pacientes pediátricos con leucemia linfoblástica aguda de células
B (LLA-B) y linfoma no hodgkin de células B (LNH-B), recidivante/resistente (r/r)

Justificación
No aportado

Objetivo Principal
 Objetivo principal
Fase Ib:
Identificar la dosis recomendada para la fase II (DRF2) de JCAR017 para pacientes pediátricos con LLA-B
r/r CD19+. Fase II:
Evaluar la eficacia de la DRF2 de JCAR017, previamente identificada en la fase Ib, en las siguientes tres
cohortes de la enfermedad:
¿	Cohorte 1 (LLA-B r/r): tasa de respuesta global (TRG), definida como la proporción de pacientes con
respuesta completa (RC) o respuesta completa con recuperación incompleta del hemograma (RCi) el día
28, la cual se debe confirmar de nuevo el día 56.
¿	Cohorte 2 (LLA-B con resultado positivo para enfermedad mínima residual [EMR+]): de EMR negativa,
definida como la proporción de pacientes con respuesta negativa para enfermedad mínima residual (EMR-
) el día 28, la cual se debe confirmar de nuevo el día 56.
¿	Cohorte 3 (LNH-B r/r [LDCBG, LB o LPMCBG]): TRG, definida como la proporción de pacientes con RC
o parcial (RP) el día 28.

Variables de Evaluación Primaria
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 NA

Momentos temporales de evaluación primaria
 NA

Objetivo Secundario
 NA

Variables de Evaluación Secundaria
 NA

Momentos temporales de evaluación secundaria
 NA

Criterios de Inclusión
 NA

Criterios de Exclusión
 NA

Calendario

Autorización

01/08/2018

Inicio de Ensayo

No aportado

Fin de ensayo

No aportado

Última actualización

No aportado
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Promotor

Celgene Corporation Estados Unidos

86 Morris Avenue 07901 Summit, NJ

Contact Person

Celgene Corporation - ClinicalTrialDisclosure

+1 888 260 1599

+1 913 266 0394

ClinicalTrialDisclosure@celgene.com

Monetary support: Celgene Corporation|
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Medicamentos

JCAR017
Suspensión inyectable

Principios Activos: Autologous CD4+ and CD8+ T cells
expressing a CD19-specific chimeric antigen receptor (CAR)|

Huérfano Experimental

Sin resultados
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 A study to assess the efficacy and safety of JCAR017, a CAR-T cell therapy, in pediatric subjects
with relapsed or refractory CD19+ B-Cell Acute Lymphoblastic Leukemia and B-Cell Non-Hodgkin
Lymphoma.

State

Not initiated

Type participants

Incapable subjects of giving consent ,
Population especially vulnerable , Patient

Age Ranges

Teens , Children , Infants and preschool

Gender

Both

Phases

Phase I , Phase II

Expected Participants

111

Information
Identifier
2018-001246-34

Investigated Disease
 A cancer of B-cells, a type of white blood cell responsible for producing antibodies.

Scientific Title
 A Phase 1b/2, open-label, single arm, multicohort, multicenter trial to evaluate the safety and efficacy of JCAR017 in
pediatric subjects with relapsed/refractory (r/r) B-cell acute lymphoblastic leukemia (B-ALL) and B-cell non-Hodgkin
lymphoma (B-NHL).

Summary
Not provided

Main Objective
 Primary Objectives
Phase 1b:
The primary objective of the Phase 1b is to identify the recommended Phase 2 dose (RP2D) of JCAR017 in pediatric
subjects with relapsed/refractory (r/r) B-cell acute lymphoblastic leukemia (B-ALL).
Phase 2:
The primary objective of Phase 2 is to evaluate the efficacy of JCAR017 in the following disease cohorts:
- Cohort 1 (r/r B-ALL): Overall response rate (ORR) defined as proportion of subjects with a complete response (CR)
or complete response with incomplete blood count recovery (CRi) on Day 28 that must be confirmed on Day 56
- Cohort 2 (minimal residual disease [MRD]+ B-ALL): MRD- rate defined as proportion of subjects with a MRD-
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response on Day 28 that must be confirmed on Day 56
- Cohort 3 (r/r B-cell non-Hodgkin lymphoma [B-NHL] (diffuse large B-cell lymphoma [DLBCL], Burkitt lymphoma [BL]
or primary mediastinal large B-cell lymphoma [PMBCL])): ORR defined as proportion of subjects with a CR or partial
response (PR) on Day 28.

Primary Endpoints
 Phase 1b Recommended Phase 2 dose (RP2D). Identify pharmacokinetic (PK), and number of subjects
experiencing a dose-limiting toxicity (DLT).
Phase 2 - Cohort 1
(relapsed/refractory [r/r] B-cell acute lymphoblastic leukemia [B-ALL]): Overall response rate (ORR). Percentage of
subjects achieving a confirmed complete response (CR) or complete response with incomplete blood count recovery
(CRi)
Phase 2 - Cohort 2
(MRD+ BALL): Minimal residual disease (MRD) negative (MRD-) rate. Percentage of subjects achieving a confirmed
MRD negative rate
Phase 2 - Cohort 3
(r/r B-cell non-Hodgkin lymphoma [BNHL]): Overall response rate (ORR). Percentage of subjects achieving CR or
partial response (PR)

Temporary moments of secondary assessment
 Phase 1b Up to 28 days after JCAR017 infusion
Phase 2 - Cohort 1
Day 28 and must be confirmed on Day 56
Phase 2 - Cohort 2
Day 28 and must be confirmed on Day 56
Phase 2 - Cohort 3
Day 28

Secondary Objective
 The secondary objectives for Phase 1b and Phase 2 are:
- Evaluate the feasibility of manufacturing JCAR017 measured by the percentage of product generated successfully
(Phase 1b only)
- Evaluate ORR in the non-selected dose from Phase 1b
- Evaluate safety and tolerability assessments during 24 months after JCAR017 infusion
- To further evaluate efficacy by assessing the duration of response (DOR), relapse-free survival (RFS), event-free
survival (EFS), and overall survival (OS) during 24 months after JCAR017 infusion
- Evaluate the percentage of r/r B-ALL subjects who achieve CR or CRi with no MRD detected in bone marrow (BM)
(<0.01% by a validated assay) assessed during 24 months after JCAR017 infusion
- Assess the percentage of subjects who achieve a response after JCAR017 infusion and then proceed to
hematopoietic stem cell transplant (HSCT)
- Characterize the pharmacokinetic (PK) profile of JCAR017 assessed during 24 months after JCAR017 infusion

Secondary Endpoints
 1. Safety - Type, frequency, and severity of adverse events (AEs), including serious adverse events (SAEs) and
laboratory abnormalities
2. Feasibility of manufacturing JCAR017 (Phase 1b only) - Percentage of JCAR017 product generated successfully
3. Overall response rate (ORR) in the non-selected dose from Phase 1b - Percentage of subjects achieving a
confirmed CR or CRi

REGISTRO ESPAÑOL DE ENSAYOS CLINICOS

Identifier 2018-001246-34

Authorization 01/08/2018

State Not initiated

10Page 5 of 



4. Duration of response (DOR) - Time from first response until progressive disease (PD), disease relapse, or death
from any cause, whichever occurs first
5. Relapse-free survival (RFS) - Time from first response to documentation of PD, disease relapse, or death due to
any cause, whichever occurs first
6. Event-free survival (EFS) - Time from JCAR017 infusion to PD, disease relapse, start of a new anticancer therapy,
or death from any cause, whichever occurs first
7. Overall survival (OS) - Time from JCAR017 infusion to time of death due to any cause
8. MRD response rate (non-selected RP2D cohort in Phase 1b and Cohort 1 in Phase 2 only) - Percentage of
subjects achieving a CR or CRi and a negative MRD bone marrow
9. Rate of hematopoietic stem cell transplant (HSCT) after response to JCAR017 infusion - Percentage of subjects
who achieve a response after JCAR017 infusion and then proceed to HSCT
10. Pharmacokinetics (PK) - Maximum concentration (Cmax), time to peak concentration (Tmax), area under the
curve (AUC), including maximum expansion and duration of persistence of JCAR017

Temporary moments of secondary assessment
 Timeframe for secondary endpoints:
1, 4, 5, 6, 7, 8, 9 and 10. During 2 years after JCAR017 infusion
2. During Part A (leukapheresis and JCAR017 generation)
3. On Day 28 and must be confirmed on Day 56

Criteria of inclusion
 1. Phase 1b: Subject < 18 years of age and weighs ¿ 12 kg (for subjects receiving a dose of 0.5x10^6 JCAR017
CAR+ T cells/kg) or ¿ 6 kg (for subjects receiving a dose of 1x10^6 JCAR017 CAR+ T cells/kg) at the time of signing
the informed consent form (ICF)/informed assent form (IAF). Phase 2: Subject ¿ 25 years of age and weighs ¿ 12 kg
(if RP2D is 0.5 x 10^6 JCAR017 CAR+ T cells/kg) or ¿ 6 kg (if RP2D is 1 x 10^6 JCAR017 CAR+ T cells/kg) at the
time of signing the ICF/IAF.
2. Subject (when applicable, parental/legal representative) must understand and voluntarily provide permission to the
ICF/IAF prior to conducting any study-related assessments/procedures. 3. Subject is willing and able to adhere to the
study visit schedule and other protocol requirements.
4. Investigator considers the subject is appropriate for adoptive T cell therapy.
5. Evidence of CD19 expression via flow cytometry (peripheral blood or bone marrow) or immunohistochemistry
(bone marrow biopsy)
6. Subject has a Karnofsky score of ¿ 50 (subjects ¿ 16 years of age) or a Lansky score ¿ 50 (subjects < 16 years of
age).
7. Phase 1b: Subjects with r/r B-ALL, defined as morphological evidence of disease in BM (5% or greater
lymphoblast by morphology) and either of the following:
First or greater marrow relapse, or
Any marrow relapse after allogeneic HSCT, or
Primary refractory defined as not achieving a CR or a CRi after 2 or more separate induction regimens (or chemo-
refractory as not achieving CR/CRi after 1 cycle of standard chemotherapy for relapsed leukemia), or
Ineligible for allogeneic HSCT
Note: Subjects will be included regardless of MRD status.
Phase 2: Subjects with one of the following:
Cohort 1: r/r B-ALL, defined as morphological evidence of disease in BM (5% or greater lymphoblast by morphology)
and either:
First or greater marrow relapse, or
Any marrow relapse after allogeneic HSCT, or
Primary refractory defined as not achieving a CR or a CRi after 2 or more separate induction regimens (or chemo-
refractory as not achieving CR/CRi after 1 cycle of standard chemotherapy for relapsed leukemia), or
Ineligible for allogeneic HSCT.
Cohort 2: MRD+ B-ALL, defined as:
< 5% lymphoblasts by morphology
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MRD detected by a validated assay at a frequency of 1 x10-4 or greater in BM cells after two lines of therapy.
Cohort 3: r/r B-NHL, defined as measurable disease after 1 or more lines of chemotherapy and/or having failed
HSCT or being ineligible for HSCT.
8. Subjects with Philadelphia chromosome positive ALL are eligible if they are intolerant to or have failed one or more
lines of tyrosine-kinase inhibitor (TKI) therapy or if TKI therapy is contraindicated.
9. Adequate organ function, defined as:
Adequate BM function to receive LD chemotherapy as assessed by the Investigator.
Subject with adequate renal function, which is defined as:
Creatinine clearance calculated using the Schwartz formula, (Schwartz, 1976) or radioisotope glomerular filtration
rate (GFR) > 70 mL/min/1.73 m2.
Alanine aminotransferase (ALT) ¿ 5 x upper limit of normal (ULN) and total bilirubin < 2.0 mg/dL (or < 3.0 mg/dL for
subjects with Gilbert¿s syndrome or
lymphomatous infiltration of the liver).
Adequate pulmonary function, defined as ¿ Grade 1 dyspnea according to Common Toxicity Criteria for Adverse
Events (CTCAE) and oxygen saturation (SaO2) ¿ 92% on room air.
Adequate cardiac function, defined as left ventricular ejection fraction (LVEF) ¿ 40% as assessed by echocardiogram
(ECHO) or multi-gated acquisition scan (MUGA) within 4 weeks prior to leukapheresis.
10. Adequate vascular access for leukapheresis procedure.
11. Subjects must agree to not donate blood, organs, sperm or semen, and egg cells for usage in other individuals
while receiving as well as within 12 months after the JCAR017 infusion and until CAR T cells are no longer present
by qPCR on 2 consecutive tests, whichever occurs last.
12. Female children of childbearing potential (FCCBP) and females of childbearing potential (FCBP) must:
Have two negative pregnancy tests as verified by the Investigator (one negative serum beta human chorionic
gonadotropin [ß-hCG] pregnancy test result at screening and one negative serum pregnancy test within 48 hours
prior to the first dose of LD chemotherapy). Subjects must agree to have another pregnancy test performed 90 days
post JCAR017 infusion. This applies even if the subject practices true abstinence** from heterosexual contact.
** True abstinence is acceptable when this is in line with the preferred and usual lifestyle of the subject. In contrast,
periodic abstinence (e.g., calendar, ovulation, symptothermal, post-ovulation methods) and withdrawal are not
acceptable methods of contraception.
See section 4.2 of the protocol for further inclusion criteria.

Criteria of exclusion
 1. Subject has any significant medical condition, laboratory abnormality, or psychiatric illness that would prevent the
subject from participating in the study.
2. Subject has any condition including the presence of laboratory abnormalities, which places the subject at
unacceptable risk if he/she were to participate in the study.
3. Subject has any condition that confounds the ability to interpret data from the study.
4. Subject with a history of another primary malignancy that has not been in remission for at least 2 years prior to
enrollment.
5. Subjects who have received previous CD19-targeted therapy must have CD19-positive disease confirmed since
completing the prior CD19-targeted therapy.
6. Prior CAR T cell or other genetically-modified T cell therapy.
7. Subject with a previous history of or active hepatitis B, hepatitis C, or human immunodeficiency virus (HIV)
infection.
8. Subjects with uncontrolled systemic fungal, bacterial, viral or other infection (including tuberculosis) despite
appropriate antibiotics or other treatment at the time of leukapheresis or JCAR017 infusion.
9. Subject has presence of acute or chronic graft-versus-host disease (GVHD).
10. Subject with active autoimmune disease requiring immunosuppressive therapy.
11. Subject has cardiac disorders (CTCAE version 4.03 Grade 3 or 4) within the past 6 months.
12. Subject with a concomitant genetic syndrome, with the exception of Down¿s syndrome.
13. Subject with active CNS disease and significant neurological deterioration. Subjects with CNS-2 or CNS-3
involvement are eligible provided they are asymptomatic and do not have significant neurological deterioration and,
in the opinion of the study investigator, the CNS disease burden can be controlled until JCAR017 infusion.
14. Subject with a history or presence of clinically relevant CNS pathology such as epilepsy, seizure, paresis,
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aphasia, stroke, severe brain injuries, dementia, Parkinson¿s disease, cerebellar disease, organic brain syndrome,
or psychosis.
15. Subject is pregnant or nursing.
16. Subject has used the following:
Therapeutic doses of corticosteroids (defined as > 20 mg/day prednisone or equivalent) within 7 days prior to
leukapheresis or 72 hours prior to JCAR017 infusion. Physiologic replacement, topical, and inhaled steroids are
permitted.
Low-dose chemotherapy (eg, vincristine, rituximab, cyclophosphamide ¿ 300 mg/m2) given after leukapheresis to
maintain disease control must be stopped ¿ 7 days prior to LD chemotherapy.
Cytotoxic chemotherapeutic agents that are not considered lymphotoxic (see below) within 1 week prior to
leukapheresis. Oral anticancer agents, including lenalidomide and ibrutinib, are allowed if at least 3 half-lives have
elapsed prior to leukapheresis.
Lymphotoxic chemotherapeutic agents (eg, cyclophosphamide, ifosfamide, bendamustine) within 2 weeks prior to
leukapheresis.
Experimental agents within 4 weeks prior to leukapheresis unless no response or PD is documented on the
experimental therapy and at least 3 half-lives have elapsed prior to leukapheresis.
Immunosuppressive therapies within 4 weeks prior to leukapheresis and JCAR017 infusion (eg, calcineurin
inhibitors, methotrexate or other chemotherapeutics, mycophenolate, rapamycin, thalidomide, immunosuppressive
antibodies such as antitumor necrosis factor [TNF], anti-IL-6, or anti-IL-6R).
Donor lymphocyte infusions (DLI) within 6 weeks prior to JCAR017 infusion.
Radiation within 6 weeks prior to leukapheresis. Subjects must have PD in irradiated lesions or have additional non-
irradiated lesions to be eligible. Radiation to a single lesion, if additional non-irradiated, measurable lesions are
present, is allowed up to 2
weeks prior to leukapheresis.
Allogeneic HSCT within 90 days prior to leukapheresis.

Calendar

Authorization

01/08/2018

Start of Test

No aportado

End of test

No aportado

Last Update

No aportado
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Sponsor

Celgene Corporation Estados Unidos

86 Morris Avenue 07901 Summit, NJ

Contact Person

Celgene Corporation - ClinicalTrialDisclosure

+1 888 260 1599

+1 913 266 0394

ClinicalTrialDisclosure@celgene.com

Monetary support: Celgene Corporation|

Centers

N
o

t 
st

ar
te

d
 (

--
/-

-/
--

--
)

HOSPITAL DE SANT JOAN DE DÉU

Esplugues de Llobregat

BARCELONA

-
-
-
-
-
-
-
- N

o
t 

st
ar

te
d

 (
--

/-
-/

--
--

)

HOSPITAL INFANTIL UNIVERSITARIO
NIÑO JESUS

Madrid

MADRID

-
-
-
-
-
-
-
-

Medication

JCAR017
Suspensión inyectable

Active Principles: Autologous CD4+ and CD8+ T cells expressing a
CD19-specific chimeric antigen receptor (CAR)|

Orphan Experimental
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No results
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