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determined the pattern of expression of oligodendroglial differentiation
markers (ODMs) in PA and correlated their expression with Pl

Methods: Sixty-nine patients with PA from TCH records (January 1995
to February 2005) were reviewed. Representative sections were selected for
immunostaining for Ki-67 (P1) and ODMs, including MBP, platelet-derived
growth factor receptor alpha, Olig-1, and Olig-2. Sections were graded
semiquantitatively for intensity and extent of staining. PI was expresed as
a percentage of positively stained cells out of 1000 tumor cells from the
most mitotically active areas. Linear regression and Spearman rank-order
correlation analysis were done. P values < .05 were considered statistically
significant.

Results: The patients ranged in age from 8 months to 19 years (mean,
6.5 years). Cases were distributed as follows: 49 cerebellum, 7 brainstem/
spinal cord, 8 hypothalamus/chiasm, 4 cerebral hemisphere, and 1 pineal
gland. PI ranged from 0% to 9.5% (mean 1.4%). No significant differences
in gender or tumor locations were observed. There was a significant inverse
correlation between MBP expression and PI (Spearman’s P = 0.0305,
= 0.696, P = 0.014, respectively). A positive correlation was observed
between Pl and PDGFRalpha (7 = 0.727, P = 0.011).

Conclusion: An inverse relationship between MBP expression and PI
is confirmed. We suggest that expression of ODMs and Pl may identify
clinical subsets of PA.

176. A PHASE I TRIAL OF STI571 (IMATINIB MESYLATE) IN
CHILDREN WITH NEWLY DIAGNOSED POOR-PROGNOSIS
BRAINSTEM GLIOMAS AND RECURRENT INTRACRANIAL
MALIGNANT GLIOMAS: A PEDIATRIC BRAIN TUMOR
CONSORTIUM (PBTC) REPORT

LF. Pollack, R.1. Jakacki, S. Blaney, M.L. Hancock, M.W. Kieran,

P. Phillips, L. Kun, H. Friedman, R. Packer, A. Banerjee, ].R. Geyer,

S. Goldman, T.Y. Poussaint, M. Hayes, and ].M. Boyert; Children’s
Hospital of Pittsburgh, Texas Children's Hospital, Boston Children’s
Hospital, Children’s Hospital of Philadelphia, Duke University Medical
Center, Children’s National Medical Center, University of California,
San Francisco, Children’s Hospital and Medical Center, Children’s
Memorial Hospital, and the St. Jude Children’s Research Hospital, on
behalf of the Pediatric Brain Tumor Consortium, Memphis, TN, USA

Purpose: The objectives of this study were to define the maximal toler-
ated dose (MTD) of imatinib with irradiation in children with newly diag-
nosed brainstem gliomas, and those with recurrent malignant intracranial
gliomas, stratified according to use of enzyme-inducing anticonvulsants
(EIACDs).

Experimental design: In the brainstem glioma stratum, imatinib was
initially administered twice daily during irradiation, but because of possible
association with intrarumoral hemorrhage, was subsequently started two
weeks after irradiation. The protocol was also amended to exclude children
with prior hemorrhage.

Results: Twenty-four evaluable patients received therapy before the
amendment, and 3/6 with a brainstem tumor experienced dose-limiting
toxicity (DLT), one asymptomatic intratumoral hemorrhage, one grade 4
neutropenia, and one renal insufficiency; 0/18 with recurrent glioma expe-
rienced DLT. After protocol amendment, 2/16 brainstem glioma patients
and 2/11 recurrent glioma patients not receiving EIACDs experienced new
hemorrhages, three symptomatic. In addition to the five hemorrhages dur-
ing the DLT monitoring period, 14 patients experienced hemorrhages (eight
symptomatic) thereafter. The recommended phase 11 dose for brainstem
gliomas was 265 mg/m?. Three of 27 patients with brainstem gliomas with
imaging before and after irradiation, prior to receiving imatinib, had new
hemorrhage, excluding their receiving imatinib. The MTD for recurrent
high-grade gliomas without ETACDs was 465 mg/m? but the MTD was not
established with EIACDs, with no DLTs at 800 mg/m?.

Conclusion: Recommended phase Il imatinib doses were determined
for children with newly diagnosed brainstem glioma and recurrent high-
grade glioma not receiving EIACDs. Imatinib may increase the risk of ITH
although the incidence of spontancous hemorrhages in brainstem glioma is
sufficiently high that this should be considered in studies of agents in which
hemorrhage is a concern.
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177. NIMOTUZUMAB, A HUMANIZED H-R3
MONOCLONAL ANTI-EGFR ANTIBODY, IN THE
TREATMENT OF ADVANCED HIGH-GRADE GLIOMAS IN
CHILDREN AND ADOLESCENTS

G. Fleischhack,' S. Buchen,! M. Warmuth-Metz,’ T. Pietsch,® F. Bach,?
and U. Bode'; 'Department of Pediatric Hemarology/Onocology,
University of Bonn, Bonn, Germany, *Department of Neuroradiology,
University of Wuerzburg, Wuerzburg, Germany, *Institute of
Neuropathology, University of Bonn, Bonn, Germany, and *Oncoscience
AG, Wedel, Germany

In children with refractory high-grade gliomas (HGGs) there are only
a few therapeutic options and the expected life span is only several weeks.
Recently novel therapeutic approaches are investigated in order to improve
the survival of these patients while preserve a good quality of life. This
phase Il trial was designed to explore the feasibility and efficacy of nimotu-
zumab, a humanized h-R3 monoclonal anti-EGFR antibody, in advanced
HGGs. Pediatric patients with glioblastoma multiforme, anaplastic astro-
cytoma, or intrinsic pontine glioma (PG) with radiologically proven pro-
gressive disease following primary or relapse treatment were eligible to the
study. The treatment consisted of an induction therapy including a weekly
infusion of 150 mg/m? nimotuzumab for six weeks, and in case of non-PD,
a subsequent consolidation therapy of four infusions in a three-week inter-
val. Between June 2004 and January 2006, 40 patients (median age, 11.4
years; range, 5.0 to 17.4 years) were enrolled. In the MRI of week 8, 12 of
37 evaluable patients showed response according to RECIST (PR, n = 1
and SD, n = 11) accompanied by clinical deterioration in four patients and
markedly clinical improvement in three. Surprisingly, nine PR/SD were
observed in 18 patients with PG. Eighr patients continued with the consoli-
dation therapy and showed three PR, one SD, and four PD in week 21. No
severe side effects of the antibody were observed. Repeated application of
nimotuzumab is well tolerated and safe. It has cytoroxic efficacy especially
in intrinsic PG. A phase 111 study in patients with newly diagnosed PG is
planned.

178. PHASE 11 STUDIES OF ANTINEOPLASTONS A10 AND
AS2-1 (ANP) IN CHILDREN WITH NEWLY DIAGNOSED
DIFFUSE, INTRINSIC BRAINSTEM GLIOMAS

S.R. Burzynski, R.A. Weaver, T.]. Janicki, G.F. Jurida, B.G.
Szymkowski, and E. Kubove; Burzynski Research Institute, Houston,
TX, USA

The purpose of the studies is to evaluate the outcome of newly diag-
nosed diffuse, intrinsic brainstem glioma (NDBSG) in children treated with
ANP in FDA-monitored phase Il trials. Twenty assessable children were
involved in the studies. Five patients had high-grade gliomas. Age ranged
from three months to 20 years. ANP was administered intravenously daily
through a subclavian venous catheter via a double-channel infusion pump.
The median duration of the treatment was eight months and the average
dosage of A10 was 10.0 g/kg/day and AS2-1 0.36 g/kg/day. NCI CTC were
used for evaluation of toxicity and responses based on MRI and PET scans.
Complete response (CR) was achieved in 30%, partial were response (PR)
in 10%, stable disease in 20%, and progressive disease in 40% of patients.
The overall survival (OS) at two years was 40% and five years 30%; median
survival (MST) 16.4 months and the maximum survival is over 12 years.
Serious toxicities included five cases of anemia and single cases of skin rash,
hypokalemia, and elevation of transaminases. There were no chronic toxici-
ties. The results compare favorably with the outcome of standard radiation
therapy in combination with chemotherapy (RAT) which produced 2%
CR, 31% PR, 7% two-year and 0% five-year OS, and MST 8.5 months
(Mandell et al., 1999). In conclusion, ANP is well tolerated and provides
encouraging results in the treatment of NDBSG. The results should be con-
firmed in randomized phase Il trial comparing RAT and ANP scheduled
to begin soon.

179. A PILOT STUDY OF HIGH-DOSE FOCAL
RADIOTHERAPY AND CONCURRENT IRINOTECAN
(CPT-11) FOLLOWED BY INTRAVENOUS BCNU PLUS CPT-11
FOR CHILDREN WITH DIFFUSE INTRINSIC BRAINSTEM
GLIOMAS

N. Larrier,! S. Gururangan,® and E. Halperin'; 'Department of
Radiation-Oncology and *Preston Robert Tisch Brain Tumor Center,
Duke University Medical Center, Durham, NC, USA

Purpose: To determine the feasibility and roxicity of concurrent twice-
daily RT and CPT-11 followed by maintenance BCNU + CPT-11(MC) in
patients (pts) with newly diagnosed brainstem glioma (BSG).
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