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Addendum 1 – January 10, 2003

Summary

1. Revisions have been made in response to the memo from
Dr. Janet Dancey dated November 1, 2002 regarding the
development of pulmonary events associated with OSI-774.

2. Editorial/administrative changes.

Replacement pages are included.  Please incorporate into the
protocol and keep this addendum with your protocol.

Title page: Reflects Addendum 1

Page 24:    Section 8.2 table has been revised.

Ocular/Visual � Grade 2 Dose interruption.  Patients may be
retreated at the discretion of the
investigator, at a reduced dose (see
Section 8.2) with reduction by one dose
level, after resolution or amelioration of
findings to � grade 1 severity.  If � grade
2 persists for � 14 days, discontinue Rx
and schedule follow-up ophthalmologic
assessment.

Grade 2 that is 
medically concerning OSI-774

Hold until �grade 1 and re-start at a
reduced dose (see Section 8.2).

Any non-hematologic

Grade 3 or 4 Discontinue.  Re-evaluate at least weekly
until �grade 1 and then restart at a
reduced dose (see Section 8.2) dose
reduced by one dose level.

Pulmonary Cough/dyspnea �
 Grade 2

OSI-774 Dose interruption.  Patients should be
evaluated for interstitial pneumonitis.
OSI-774 should be permanently
discontinued if diagnosis of
pneumonitis is confirmed and
considered related to OSI-774.   If not
pneumonitis or OSI-774 is unrelated to
breathing difficulties hold until �grade
1 and re-start at a reduced dose (see
Section 8.2).



N0177 Page 2 Addendum 1

Page 31: Section 10.3 table has been revised to add the category of Pulmonary.

Category Adverse Event/Symptoms Baseline Each
evaluation

Cough XPulmonary
Dyspnea X

Page 41: Section 15.152 has been revised and now reads as follows.

Treatment-related, adverse events in �10% of subjects receiving OSI-774 on Phase 1 studies
include asthenia, headache, diarrhea, dry mouth, anorexia, nausea, vomiting, dry skin, exfoliative
dermatitis, pruritus, rash, and dry eyes.  In addition, although the causal agent is unknown,
severe pneumonitis (resulting in cough and dyspnea) has been diagnosed in patients
receiving OSI-774.

Page 42: Section 15.169 has been added and reads as follows.

15.169 Although the causal agent is unknown, severe pneumonitis has been
diagnosed in patients receiving OSI-774.  Therefore, the physician
should be alerted if any patients develop new onset or worsening
dyspnea, cough, and/or fever.  The patient should be thoroughly
evaluated for possible interstitial pneumonitis.

Consent Form for Study 1 (Appendix IA) has been revised:

� In the section “What are the risks of the study,” the first paragraph has been revised and
now reads as follows.

While on the study …. but in some cases side effects can be serious, life threatening, or
long lasting or permanent.

� In the section “What are the risks of the study,” under OSI-774, rare side effects have
been revised.

Eye dryness, eye pain, fever, dry cough, shortness of breath, and liver injury
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Consent Form for Study 2 (Appendix IB) has been revised:

� In the section “What are the risks of the study,” the first paragraph has been revised and
now reads as follows.

While on the study …. but in some cases side effects can be serious, life threatening, or
long lasting or permanent.

� In the section “What are the risks of the study,” under OSI-774, rare side effects have
been revised.

Eye dryness, eye pain, fever, dry cough, shortness of breath, and liver injury

 Consent Form for Study 3 (Appendix IC) has been revised:

� In the section “What are the risks of the study,” the first paragraph has been revised and
now reads as follows.

While on the study …. but in some cases side effects can be serious, life threatening, or
long lasting or permanent.

� In the section “What are the risks of the study,” under OSI-774, rare side effects have
been revised.

Eye dryness, eye pain, fever, dry cough, shortness of breath, and liver injury




















