Access to Investigational Agents for Children with Cancer through Clinical Trials

The primary mechanism by which CTEP/NCI provides access to experimental agents to children with cancer is through clinical trials.  NCI-sponsored pediatric trials that involve investigational agents are primarily conducted by the Children's Oncology Group (COG) and its Phase 1 Consortium, the Pediatric Oncology Branch (intramural), and the New Approaches to Neuroblastoma Therapy (NANT) Consortium. NCI also supports a limited number of pediatric clinical trials through Program Project grants (P01s) and through the conventional NCI investigator-initiated research funding (e.g., R01s, etc.). 

During 2002, CTEP/NCI sponsored 28 phase 1 trials involving 24 different investigational agents. These clinical trials enrolled 193 patients.  The trials are listed in the table below: 

	Document Number
	Title
	Approval Date
	Lead Organization
	Accrual in 2002

	A09712
	A Phase I Study of Gadolinium-Texaphyrin (NSC 695238) and Involved Field Radiation Therapy for Intrinsic Pontine Glioma of Childhood
	5/24/99
	Children's Oncology Group
	6

	A09717
	A PHASE  I study of THROMBOPOIETIN (RHTPO) plus G-CSF in children receiving IFOSFAMIDE, CARBOPLATIN, and ETOPOSIDE (i.c.e.) chemotherapy for recurrent or refractory SOLID TUMORS
	9/14/98
	Children's Oncology Group
	4

	P9871
	A PHASE I study of IRINOTECAN in patients receiving ANTICONVULSANTS, a POG/CCG intergroup study
	10/5/00
	Children's Oncology Group
	2

	ADVL0011
	A Phase I Study of Temozolomide and CCNU in Pediatric Patients with Newly Diagnosed Incompletely Resected Non-Brainstem High-Grade Gliomas 
	5/19/00
	COG Phase 1 Consortium
	15

	ADVL0012
	Phase I Study of Concurrent Cereport (Labradimil) and Carboplatin with Radiation Therapy for Children with Newly-Diagnosed Brain Stem Gliomas
	2/10/00
	COG Phase 1 Consortium
	2

	ADVL0013
	 A Phase I Study of Yttrium-Ibritumomab Tiuxetan (90Y Zevalin, Yttrium (90)-Anti-CD20, NSC # 710085) Preceded by Rituximab in Children with Recurrent/Refractory CD20 Positive Lymphoma
	2/28/02
	COG Phase 1 Consortium
	1

	ADVL0015
	A Phase I Study of  PS-341 in Pediatric Patients with Refractory Solid Tumors  
	5/17/01
	COG Phase 1 Consortium
	15

	ADVL0016
	A Phase I Study of ZD1839 (Iressa), an Oral Epidermal Growth Factor Receptor Tyrosine Kinase Inhibitor, in Children with Refractory Solid Tumors
	4/16/02
	COG Phase 1 Consortium
	7

	ADVL0017
	A Phase I Study of Flavopiridol in Patients with Relapsed or Refractory Pediatric Solid Tumors
	12/15/00
	COG Phase 1 Consortium
	12

	ADVL0018
	A Phase I Trial of the HU14.18-IL2 (IND# BB-IND 9798, NSC# 721298) Fusion Protein in Children with Refractory Neuroblastoma and Other GD2 Positive Tumors
	1/6/99
	COG Phase 1 Consortium
	10

	N2000-01
	131I-Metaiodobenzylguanidine (MIBG) Escalating Dose Rapid Sequence Double Infusion Followed by Autologous Stem Cell Infusion for refractory Neuroblastoma: Phase I Study
	
	NANT
	2

	N9901
	Dose Escalation Study of 131I-Metaiodobenzylguanidine (MIBG) with Intensive Chemotherapy and Autologous Stem Cell Rescue for High-Risk Neuroblastoma
	
	NANT
	2

	N9902
	Melphalan and Buthionine Sulfoximine Followed by Bone Marrow or Peripheral Stem Cell Transplantation in Treating Children With Recurrent or Refractory Neuroblastoma
	3/21/00
	NANT
	2

	PBTC-002
	A PHASE I Study of SU5416 in Pediatric Patients with Recurrent or Progressive Poor Prognosis BRAIN TUMORS
	7/11/00
	Pediatric Brain Tumor Consortium
	4

	PBTC-003
	Phase I Trial of Escalating Oral Doses of SCH 66336 in Pediatric Patients with Refractory or Recurrent Brain Tumors
	2/2/01
	Pediatric Brain Tumor Consortium
	18

	PBTC-004
	Phase I Study of Intrathecal Spartaject-Busulfan in Children with Neoplastic Meningitis
	7/14/00
	Pediatric Brain Tumor Consortium
	10

	PBTC-005
	Phase I Trial of Temozolomide and O6-Benzylguanine in Pediatric Patients with Recurrent Brain Tumors
	9/3/02
	Pediatric Brain Tumor Consortium
	7

	PBTC-006
	A Phase I/II Trial of STI571 (Gleevec) in Children with Newly Diagnosed Poor Prognosis Brainstem Gliomas and Recurrent Intracranial Malignant Gliomas
	5/16/01
	Pediatric Brain Tumor Consortium
	25

	PBTC-007
	A Phase I/II Trial of ZD1839 (Iressa TM ) and Radiation in Pediatric Patients Newly Diagnosed with Brain Stem Tumors or Incompletely Resected SupratentorialMalignant Gliomas with Phase II limited to Brain Stem Tumors
	5/30/02
	Pediatric Brain Tumor Consortium
	11

	PBTC-009
	Phase I Trial of Gliadel and O6-Benzylguanine in Pediatric Patients with Recurrent Malignant Gliomas
	6/27/02
	Pediatric Brain Tumor Consortium
	1

	00-C-0070
	Phase I Trial and Pharmacokinetic Study of Arsenic Trioxide in Pediatric Patients with Refractory Leukemia or Lymphoma
	10/5/99
	Pediatric Branch, NCI
	5

	00-C-0105
	Phase I Trial and Pharmacokinetic Study of Temozolomide and O6-Benzylguanine in Childhood Solid Tumors
	3/6/00
	Pediatric Branch, NCI
	10

	01-C-0091
	Phase I Trial and Pharmacokinetic Study of XR9576 ap-Glycoprotein Inhibitor, in Combination w/Doxorubicin, Vinorelbine or Docetaxel in Ped. Patients w/Refractory Solid Tumors including Brain Tumors
	2/7/01
	Pediatric Branch, NCI
	6

	02-C-0031
	Phase I Trial and Pharmacokinetic Study of BMS-247550 (NSC 710428), An Epothilone B Analog, In Pediatric Patients with Refractory Solid Tumors
	10/29/01
	Pediatric Branch, NCI
	5

	02-C-0141
	Phase I Trial and Pharmacokinetic Study of ABT-751, An Orally Bioavailable Tubulin Binding Agent, In Pediatric Patients With Refractory Solid Tumors
	2/4/02
	Pediatric Branch, NCI
	9

	03-C-0032
	Intrathecal Gemcitabine Therapy for Neoplastic Meningitis:  A Phase I and Pharmacokinetic Study
	10/23/02
	Pediatric Branch, NCI
	1

	99-C-0039
	Phase I Trial and Pharmacokinetic Study of TLC D-99 in Pediatric Patients with Refractory Solid Tumors
	1/29/99
	Pediatric Branch, NCI
	1

	TOTAL
	
	
	
	193


During 2002, CTEP/NCI sponsored fifteen pediatric phase 2 clinical trials that involved 11 agents and enrolled 152 patients.  These clinical trials are listed below.  

	Document Number
	Title
	Approval Date
	Lead Organization
	Accrual in 2002

	A09705
	A Phase II study of navelbine (vinorelbine) in children with recurrent or refractory malignancies
	2/17/98
	Children's Oncology Group
	8

	A09713
	A Phase II Study of Continuous 21 Day Infusion of Topotecan (NSC#609699) in Children with Relapsed Solid Tumors.
	1/11/99
	Children's Oncology Group
	2

	AAML0122
	Phase II Window Evaluation of the Farnesyl Transfer Inhibitor (R115777) Followed by 13-CIS Retinoic Acid, Cytosine Arabinoside and Fludarabine Plus Hematopoietic Stem Cell Transplantation in Children with Juvenile Myelomonocytic Leukemia
	6/1/01
	Children's Oncology Group
	19

	ADVL0022
	A Phase II Study of Gemcitabine (NSC # 613327) in Children with Relapsed Acute Lymphoblastic Leukemia or Acute Myelogenous Leukemia
	8/14/00
	Children's Oncology Group
	13

	ADVL0122
	A Phase II Study of Gleevec (Imatinib Mesylate, NSC 716051 Formerly STI571) in Children with Refractory or Relapsed Solid Tumors
	11/28/01
	Children's Oncology Group
	20

	AOST0121
	A Groupwide Phase II Study of Trastuzumab (Herceptin) in Metastatic Osteosarcoma Patients with Tumors that Overexpress HER2
	6/29/01
	Children's Oncology Group
	4

	ARST0121
	A Groupwide Randomized Phase II Window Study of Two Different Schedules of Irinotecan in Combination with Vincristine and Pilot Assessment of Safety and Efficacy of Tirapazamine Combined with Multiagent Chemotherapy for First Relapse or Progessive Disease in Rhabdomyosarcoma and Related Tumors
	7/26/01
	Children's Oncology Group
	5

	D9802
	D9802, A Phase II "Up-Front Window Study" of Irinotecan (CPT-11) Combined with Vincristine Followed by Multimodal, Multiagent, Therapy For Selected Children and Adolescents with Newly Diagnosed Stage 4/Clinical Group IV Rhabdomyosarcoma: An IRS-V/STS Study
	6/8/99
	Children's Oncology Group
	15

	P9673
	A Phase II Study of Compound 506U78 in Patients with Refractory T-Cell Malignancies
	4/10/97
	Children's Oncology Group
	4

	P9761
	Phase II trial of IRINOTECAN in children with refractory Solid Tumors
	8/13/99
	Children's Oncology Group
	12

	P9962
	A Phase II Study of Intrathecal Topotecan (NSC #609699) in Patients with Refractory Meningeal Malignancies: a COG Group-wide Study
	3/8/00
	Children's Oncology Group
	5

	P9963
	A Phase II Trial of Rebeccamycin Analogue (NSC#655649) in Children with Solid Tumors: A COG Phase II Study
	5/31/00
	Children's Oncology Group
	35

	PBTC-010
	A Phase II Study of Oxaliplatin in Children with Recurrent or Refractory Medulloblastoma, Supratentorial Primitive Neuroectodermal Tumors and Atpical Teratoid Rhabdoid Tumors
	8/8/02
	Pediatric Brain Tumor Consortium
	1

	01-C-0222
	A Phase II Randomized, Cross-Over, Double-Blinded, Placebo-Controlled Trial of the Farnesyltransferase Inhibitor R115777 in Pediatric Patients with Neurofibroatosis Type 1 and Progressive Plexiform NF
	6/15/01
	Pediatric Branch, NCI
	9

	92-C-0137
	A Trial of Carboxypeptidase-G2 (CPDG2) for the Management of Patients with Intrathecal Methotrexate Overdose
	3/18/92
	Pediatric Branch, NCI
	0

	TOTAL
	
	
	
	152


CTEP/NCI also sponsors pilot studies that involve investigational agents or agents that are approved in adults but have not been sufficiently evaluated in children. Seven of these trials are listed in the table below. 

	Document Number
	Title
	Approval Date
	Lead Organization
	Accrual in 2002

	C9710
	Phase III Randomized Study of Concurrent Tretinoin and Chemotherapy with or without Arsenic Trioxide (AS2O3) (NSC # 706363) as Initial Consolidation Therapy Followed by Maintenance with Intermittent Tretinoin Therapy Versus Intermittent Tretinoin Plus Mercaptopurine and Methotrexate for Patients with Untreated Acute Promyelocytic Leukemia
	5/25/99
	Cancer and Leukemia Group B
	19

	AALL0031
	A Children's Oncology Group Pilot Study for the Treatment of  Very High Risk Acute Lymphoblastic Leukemia in Children and Adolescents (STI571 (Gleevec) NSC#716051/IND#61135): A Phase III Group-Wide Pilot Study
	6/21/01
	Children's Oncology Group
	1

	AALL00P2
	The Use of Modified BFM +/- Compound 506U78 (NSC #686673) in an Intensive Chemotherapy Regimen for the Treatment of T-Cell Leukemia
	2/27/01
	Children's Oncology Group
	20

	ANBL0032
	Phase III Randomized Study of Chimeric Anti-GD2 (Ch14.18) in High Risk Neuroblastoma Following Myeloablative Therapy and Autologous Stem Cell Rescue
	9/5/01
	Children's Oncology Group
	25

	D9803
	D9803, Randomized Study of Vincristine, Actinomycin-D, and Cyclophosphamide (VAC) versus VAC Alternating with Vincristine, Topotecan and Cyclophosphamide for Patients with Intermediate Risk Rhabdomyosarcoma
	6/8/99
	Children's Oncology Group
	89

	POG-9720
	Idarubicin and Cladribine in recurrent and refractory Acute Myeloid Leukemia: A POG Phase II study
	1/2/98
	Children's Oncology Group
	8

	00-C-0092
	A Randomized Trial of SD/01-Filgrastim vs. Filgrastim in Newly Diagnosed Children and Young Adults with Sarcoma Treated with Dose-Intensive Chemotherapy
	1/27/00
	Pediatric Branch, NCI
	4

	TOTAL
	
	
	
	166


