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Date: March 14, 2003
To: NCCTG Primary Clinical Research Associates
From: LindaS. Long

Re: NO177, Pilot and Phase II Trial of OSI-774 and Radiation in Glioblastoma Multiforme
Patients

The purpose of this memorandum is to provide investigators with a recent report of an adverse event that
has occurred in association with OSI-774 for a study where the Division of Cancer Treatment and
Diagnosis (DCTD), National Cancer Institute (NCI) is distributing this agent. You may have also
received this communication directly from DCTD.

AE_2003000295

Please note that all risks currently cited in the NCCTG consent form can not be omitted; it is at the
discretion of your local IRB as to whether they wish to add risks based on the enclosed information. If a
determination has been made by the NCCTG Research Base that a protocol amendment is necessary, you
will receive the NCI-approved protocol addendum at a later date; for purposes of cross-reference, this
communication will cite the adverse event noted above.

Please submit this adverse event to your Institutional Review Board.
If you have any questions concerning this communication, please contact Linda S. Long at 507-266-3853.
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DATE: February 26, 2003

FROM:
SUBJECT: OSI-774 IND Safety Report

TO: Investigators Using OSI-774, IND 63,383

The U.S. Food and Drug Administration (FDA) regulations require sponsors of clinical studies conducted

under a U.S. IND to notify the FDA and all participating investigators of any serious and unexpected
adverse experiences that are possibly related to the investigational agent. Please find attached a copy of an
IND Safety Report recently submitted to the FDA by an investigator conducting a clinical trial in
conjunction with Genentech and OSI Pharmaceuticals for the CTEP-sponsored investigational agent, OSI-

774 (IND 63,383).
Please complete the following:
o Send a copy of the IND Safety Report to your Institutional Review Board (IRB) according to your

local IRB’s policies and procedures.

e File a copy of the IND Safety Report in your protocol file.

Please note that for Cooperative Group studies, the Cooperative Group Operations Office will provide
instructions for IRB submissions, any patient notifications, etc.

CTEP’s evaluation of this IND Safety Report in light of previous experience with OSI-774 does not require
a change in the clinical protocols for this agent at this time.

Please continue to report events according to the adverse event reporting guidelines in your protocol(s).

The MedWatch form that describes the following adverse event is attached:

A 55-year-old male with glioblastoma multiforme experienced pulmonary fibrosis after being treated
with OSI-774. Approximately 3 months after treatment initiation, the patient was diagnosed with
pneumonia and treatment was withheld. A chest computerized tomography (CT) scan was performed
to rule out any pulmonary pathology prior to resuming treatment with OSI-774. Approximately 1
month later, a chest CT scan showed mediastinal lipomatosis and extensive bilateral pulmonary fibrosis
with a confluent area of pulmonary fibrosis suggested involving the left lung.
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