Phase I and Pharmacokinetic Studies of Erlotinib Administered Concurrently with Ra... Pages 1 of 2

Clinical
Cancer Research

Can a haircut .,-...,.
save your life? H‘“I-

HOME | HELP | FEEDBACK | SUBSCRIPTIONS | ARCHIVE | SEARCH | TABLE OF CONTENTS

Cancer Research Clinical Cancer Research

Cancer Epidemiology Biomarkers & Prevention Molecular Cancer Therapeutics

Molecular Cancer Research Cancer Prevention Research
Cancer Prevention Journals Portal Cancer Reviews Online
Annual Meeting Education Book Meeting Abstracts Online

Clinical Cancer Research 15, 701-707, January 15, 2009. doi: 10.1158/1078-0432.CCR-08-1923

© 2009 American Association for Cancer Research
This Article

F Full Text
F Full Text (PDF)

F Alert me when this article is cited

Phase I and Pharmacokinetic StudieS + alert me if a correction is posted

of Erlotinib Administered
Concurrently With Radiotherapy for k Similar articles in this journal

F Similar articles in PubMed

Cancer Therapy: Clinical

Children, AdOlescentS, and YOllIlg k Alert me to new issues of the journal
Adults With High_Grade Glioma + Download to citation manager

+
Alberto Broniscerl, Suzanne J. Bakerz,
Clinton F. Stewart3, Thomas E. Merchant4, * Articles by Broniscer, A.
Fred H. Laningham4, Paula Schaiquevich3, * Articles by Gajjar, A

Mehmet Kocaks, E. Brannon Morrisl, PubMed

Raelene Endersbyz, David W. Ellison® and Amar Gajjar1 + PubMed Citation

F Articles by Broniscer, A.

Authors' Affiliations: Departments of ! Oncology, 2 Developmental  Articles by Gajjar, A
5

Neurobiology, 3 Pharmaceutical Sciences, * Radiological Sciences,
Biostatistics, and ® Pathology, St. Jude Children's Research Hospital, Memphis, Tennessee

Requests for reprints: Alberto Broniscer, Department of Oncology, St. Jude Children's Research Hospital, Mail Stop
260, 262 Danny Thomas Place, Memphis, TN 38105. Phone: 901-595-4925; Fax: 901-521-9005; E-mail:

alberto.broniscer@stjude.org .

Purpose: To estimate the maximum-tolerated dose (MTD) of erlotinib administered during and after
radiotherapy, and to describe the pharmacokinetics of erlotinib and its metabolite OSI-420 in patients
between 3 and 25 years with newly diagnosed high-grade glioma who did not require enzyme-
inducing anticonvulsants.

Experimental Design: Five dosage levels (70, 90, 120, 160, and 200 mg/m2 per day) were planned
in this phase I study. Dose-limiting toxicities (DLT) were evaluated during first 8 weeks of therapy.

http://clincancerres.aacrjournals.org/cgi/content/abstract/15/2/701 08/02/2009



Phase I and Pharmacokinetic Studies of Erlotinib Administered Concurrently with Ra... Pages 2 of 2

Local radiotherapy (dose between 54 and 59.4 Gy) and erlotinib started preferentially on the same
day. Erlotinib was administered once daily for a maximum of 3 years. Pharmacokinetic studies were
obtained after first dose and on day 8 of therapy. Mutational analysis of EGFR kinase domain,
PIK3CA, and PTEN was done in tumor tissue.

Results: Median age at diagnosis of 23 patients was 10.7 years (range, 3.7-22.5 years). MTD of
erlotinib was 120 mg/m2 per day. Skin rash and diarrhea were generally well controlled with
supportive care. Dose-limiting toxicities were diarrhea (n = 1), increase in serum lipase (n = 1), and
rash with pruritus (n = 1). The pharmacokinetic variables of erlotinib and OSI-420 in children were
similar to those described in adults. However, there was no relationship between erlotinib dosage and
drug exposure. No EGFR kinase domain mutations were observed. Two patients with glioblastoma
harbored mutations in PIK3CA (n=1) or PTEN (n =1).

Conclusions: Although the MTD of erlotinib in children with newly diagnosed high-grade glioma
was 120 mgm2 per day, pharmacokinetic studies showed wide interpatient variability in drug
exposure.
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