North Central Cancer Treatment Group

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

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) withreduetionby-ene-dose
lewel, 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.

Any non-hematologic Grade 2 that is Hold until <grade 1 and re-start at a
medically concerning | OSI-774 reduced dose (see Section 8.2).

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

reduced-by-one-deoselevel.
Pulmonary Cough/dyspnea > OSI-774 | Dose interruption. Patients should be
Grade 2 evaluated for interstitial pneumonitis.
OSI1-774 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).
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Page 31: Section 10.3 table has been revised to add the category of Pulmonary.

. Each
Category Adverse Event/Symptoms Baseline evaluation
Pulmonary Cough X
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:

e 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, ox
long lasting or permanent.

e 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:

e 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, ox
long lasting or permanent.

e 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:

e 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, ox
long lasting or permanent.

e 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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B. Adverse event or product problem
- B.5 Describe event or problem (Cont...)

enrollment into this study).

07 Jun 2002: A chest CT scan-showed mild fibrosis. . E .

14 Jun 2002: The total bilirubin, blood urea nitrogen (BUN), chloride, sodium, potassium,
calcium, alkaline phosphatase, serum glutamic—pyruvic transaminase (SGPT), gamma-glutamyl
transpegtidase (GGTP), creatinine, white blood cell count (WBC), platelet count, basophils,
eosinophils and neutrophils were within the normal range. The serum glutamic-oxaloacetic
transaminase (SGOT), lactic dehydrogenase (LDH), c-reacCtive protein [CRP), lymphocytes and
nmonocytes were high. The red blood cell count (RBC), hemoglobin and hematocrit were low.

17 Jun 2002: Erlotinib HCl was started 100 mg once dailX orally as per protocol. The total
bilirubin, BUN, chloride, sodium, potassium, calcium, alkaline phosphatase, SGPT, GGTP,
creatinine, WBC, platelet count, basophils, eosinophils, neutrophils and lymphocytes

were within the normal range. The SGOT, LDH, CRP and monocytes were high. The RBC,
hemoglobin and hematocrit were low.

19 Jun 2002: The total bilirubin, BUN, chloride,sodium, potassium, calcium, alkaline
phosphatase, SGPT, .GGTP, creatinine, WBC, platelet count, basophils, eosinophils and
neutrophils were within the normal range. The LDH, CRP and monocytes were high. The SGOT was
slight high. The RBC, hemoglobin, hematocrit and lymphocytes were low.

20 Jun 2002: The patient received erlotinib HCl 100 mg daily orally before breakfast.

23 Jun 2002: The patient complained of dyspnea after coming back to hospital. The Sa02 and
pO2 were low. The blood pH, pCOZ, HCO3 and total carbon dioxide (C02) were within the normal
range. The patient was treated with oxygen.

24 Jun 2002: Interstitial pneumonia was diagnosed by a chest CT scan which revealed an
extenslve reticular shadow in the left lobe. The patient was diagnosed with drug-induced
gneumonia due to erlotinib HCl. Erlotinib HCl was stopped and the patient was withdrawn from
he study. Prednisolone 60 mg daily was_ commenced as a treatment for the interstitial
pneumonia. The total bilirubin, BUN, chloride, sodium, potassium, calcium, alkaline
phogphatase, SGPT, GGTP, creatinine, WBC, platelet count, basophils, eosinocphils, SGOT,
pC02, HCO3 and total CO2 were within the normal range. The neutrophils, LDH, CRP and
menocytes wexe high. The RBC, hemoglobin, hematocri lymphocytes, Sa02 and pO2 were lcw.
25 Jun 2002: A bronchoscopy including a bronchoalveolar lavage (BAL) was performed. Fungi
and TB~-PCR of bronchoalveolar lavage fluid (BALF) were negative. The results of half were
as follows: cell count was 2x10~5/ml, the fraction showed macrophages of 45.1%, lymphocytes
of 28.7%, neutrophils of 25.3%, eosinophils of 0.9% and CD4=47.3%, CD8=45.5%, cd4/cd8=1.04.
Drug-Lymphocyte Stimulation Test (DLST) and cytomegalovirus (CMV) tests were performed
(results were gending). Blood pH, pC02 and 802 were within the normal range. p02 and HCO3
were low. DLST was performed. Smear culture was negative for acid-fast bacteria. Result
of long term culture was pending. On general bacteria tests, no etiologic bacteria was
detected. :

ﬁ? gun 2002: Blood pH, pC02, p02 and S02 were within the normal range. HC03 was slightly
igh.

Dose, regimen and route were not provided unless stated. CRP was high. Pulse therapy with
meth¥lprednlsolone sodium succinate (Solu-medrol) 1 g was started. ab tests were carried
outt o:hggN, SGOT, SGPT, LDH, creatinine, CRP, WBC, hemoglobin, platelets, lymphocytes and

‘neutrophils. -

29 Jun 2002: Lab tests were carried out for BUN, SGOT, SGPT, LDH, creatinine, CRP, WBC,
hemoglobin, platelets, lymphocytes and neutrophiis‘

33 JgndZOOZ: A chest CT scan revealed no significant change. Prednisolone 60 mg was
started.

01 Jul 2002: Lab tests were carried out for BUN, SGOT, SGPT, LDH, creatinine, CRP, WBC,
hemoglobin, platelets, lymphocytes and neutrophils. CRP was still high.

02 Jul 2002 (est.): Methylprednisolone sodium succinate was stopped.

03 Jul 2002: The patient's d%sgnea worsened. Lab tests were carried ocut for BUN, SGOT,
SGPT, LDH, creatinine, CRP, WBC, hemoglobin, platelets, lymphocytes and neutrophils. CRP was

high.

04gJul 2002: DLST was negative, stimulation index (SI)= 1.39.

05 Jul 2002: Dry rale and decreased breath sounds were noted by means of auscultation. The
patient was treated with 20 liters of oxygen with nasal tube and mask. Respiratory distress
was. relieved with morphine. The patient experienced fever of 38.7 degrees Celsius.  As
bacterial infection was suspected, ceftazidime was started. Although prednisclone 60 mg
was continued, respiratory condition did not improve. ) .

08 .Jul 2002: Lab tests were carried out for BUN, SGOT,. SGPT, LDH, creatinine, CRP, WBC,
hemoglobin, platelets, lymphocytes and neutrophils.

11 Jul 2002: Lab tests were carried out for BUN, SGOT, SGFT, LDH, creatinine, CRP, WBC,
hemoglobin, platelets, lymphocytes and neutrophils. ’

12 Jul 2002: The patient developed supraventricular arrhythmia which was pkesumably caused
by hypoxia. Verapamil hydrochloride and digoxin were administered. i

15 Jul 2002: Lab tests were carried outfor BUN, SGOT, SGPT, LDH, creatinine, CRP, WBC,
hemoglobin, platelets, lymphocytes and neutrophils.

16 Jul 2002: Fever resolved and ceftazidime was stopped. No dose, regimen and route were
grovided unless stated.. ) . .

Otgultzngé It was reported that respiratory condition worsened and at 20.02 hours the
atien ied. i o
gl Jul 2002: Autopsy was carried out and revealed .the finding of interstitial pneumonia and
cbvious progression of disease. : ’
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At the time of the patient's death, the interstitial pneumonia was persisting. )
Investigator's comment: interstitial pneumonia was considered to be the main cause of death.
Progression of disease was also considered to be one of the causes of death. The
investigator stated that the patient's condition was very serious and it was observed that
the rapldl¥ progressmng interstitial pneumonia and blood p02 had also rapidly decreased.
The investigator considered the contribution of other factors to the event was unlikely.
The investigator stated that the tumor lesion was in the right lobe and the interstitial

neumonia were spreading extensively from the centre of the left lower lobe where the tumor
gad not spread. The investigator also stated that it was hard to consider the progressive
disease as the main cause of the event, despite the negative DLST. The investigator
considered that the interstitial pneumonia was likely to be related to the erlotinib and
progression of disease as not related to erlotinib HCl.

Update information was received on 17 Oct 2002. The following data was changed within the
case: Lab test DLST was lncorrectly identified in the case as Dihydrolipoamide
s-succinyltransferase. The name oI the test was corrected to read Drug-Lymphocyte
Stimulation Test.

B.6 Relevant tests/laboratory data, including dates (Cont...) .

21 Jul 2002: Autopsy Report: revealed the finding of interstitial pneumonia and obvious
progression of disease. :

Lab Result :
Test nams Test dats Test result Normal value :
Basophils 06/14/02 0.7 ' 0~ 0.5%
06/18/02 0.6 0 - 0.5% ’
Bicarbonate 06/23/02 24.1 20 - 26 mEqg/L
06/24/02 23.7 20 - 26 mEg/L
06/27/02 27.2 20 - 26 mEgQ/L
Blood Culture 06/25/02 > .
Anerobic Blocod culture was nagativa.
BUN 7/01/702 24 mg/dL 8 - 23
07/08/02 25 mg/dL 8 -~ 23
07/11/02 25 mg/dL 8 - 23
07/15/02 32 mg/dL 8 - 23
C~Reactive Protein 06/14/02 2.1 . 0 - 0.1 NG/DL
. © 06/17/02 2.3 0 - 0.1 NG/DL
06/19/02 2.3 0 =~ 0.1 NG/LL
06/24/02 11.7 0 - 0.1 NG/DL
06/27/02 20.1 ¢ - 0.1 NG/DL
07/01/02 4.4 0 - 0.1 NG/DL
. 07/03/02 16.5 0 - 0.2 NG/DL
co2 06/23/02 25.2 22 -~ 26 mmol/L
06/24/02 24.9 22 - 26 rmol/L
CRP 06/29/02 7.2 jg.dL 0 - 0.1
07/08/02 22.1 mg.dL 0 - 0.1
07/11/02 9.8 0-~-0.1
- 07/15/02 9.8 mg.dL 0~-0.1
CT Scan 06/07/02 >
Revealed mild fibrosis.
06/24/02 > .
A chest CT scan revealed interstitial pneumonia.
06/24/02 >
Revealed extensive reticular shadow in the left lobe.
- 06/30/02 >
A c¢hest CT scan revealed no significant change.
Drug Lymph Stim 06/25/02 - > .
Test '
Result: negative, SI (stimulation index) = 1.39
HCT 06/14/02 34 40.2 - 51.5%
06/17/02 32.2 40.2 - 51.5%
06/19/02 31.6 40.2 - 51.5%
06/24/02 33.7 40.2 ~ 51.5% .
HGB 06/14/02 11.7 13.7 - 17.4
06/17/02 10.8 . . 13.7 - 17.4
06/19/02 10.8 13.7 - 17.4
06/24/02 11.5 . 13.7 - 17.4
06/27/02 11.1 gm/dL 13.7 - 17.4
06/29/02 10.1 gm/dL . 13.7 - 17.4
07/01/02 10.2 13.7 - 17.4
07/03/02 12 dL 13.7 - 17.4
07/08/02 11.3 gm/dL 13.7 - 17.4
07/11/02 11.9 gm/dL 13.7 - 17.4
. 07/15/02 12.4 gm/dL 13.7 - 17.4
LDH 06/14/02 1084 - 234 - 484 U/L
06/17/02 1022 234 - 484 U/L
06/19/02 1091 234 -~ 484 U/L
06/24/02 1152 234 - 484 U/L
06/27/02 1560 : 234 - 484 U/L
07/01/02 1655 234 - 484 VU/L
07/03/02 1586 234 - 484 U/L
07/08/02 988 234 - 484 U/L
07/11/02 1159 234 - 484 U/L
Q7/15/02 1138 . 234 - 484 U/L

Lymphocytes 06/14/02 75.7 % 26.8 - 43.8%
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06/19/02 24.1 % 26.8 - 43.8%
06/24/02 13.7 % 26.8 - 43.8%
06/27/02 3.5 % 26.8 - 43.8%
07/01/02 3.2 % 26.8 - 43.8%
07/03/02 3.1 % 26.8 - 43.8%
07/08/02 2.2 & 26.8 - 43.8%
07/11/02 1.9 % 26.8 - 43.8
07/15/02 2.1 % 26.8 - 43.8%
Monccytes 06/14/02 12.1 % 2.7 - 7.9%
06/17/02 12.8 & 2.7 - 7.9%
06/19/02 12.1 % 2.7 - 7.9%
06/24/02 10.7 & 2.7 - 7.9%
Neutrophils 06/11/02 12.1 % 45.2 - 68.8%
. 06/24/02 13,9 % 45.2 -~ 68.8%
06/27/02 9.3 % 43.2 - €8.8%
07/01/02 10.5 % 45.2 -~ 68.8%
07/03/02 14.1 % 45.2 - 68.8%
07/08/02 12.9 & 45.2 - 60.8%
. 07/15/02 11 & 45.2 - 68.8%
Oxygen Saturation  06/23/02 85.8 94 - 99%
08/24/02 90.7 94 - 99%
07/05/02 0 & 94 - 99%
Reported as half Gf 80%.
pco2 06/23/02 36.1 ‘34 - 46 mm Hg
06/24/02 38.9 34 - 46 mm Hg
oH (Serum) 06/23/02 7.442 7.36 - 7.4
- .Units not providad.
© 06/24702° 7.402 7.36 ~ 7.44
: Units not provided.
po2 . 09/17/01 73.4 mm Hg 80 - 90 rm Hg
03/08/02 75%.3 mm Hg 80 - 90 mm Hg
06/23/02 48.3 80 - 90 mm Hg
06/24/02 58.4 80 - 90 mm Hg
06/25/02 77 mm Hg 80 ~ 90 mm H
RBC 06/14/02 363 431 - 565 x10~4/ul
06/17/02 344 431 -~ 565 x10"4/ul
06/19/02 359 431 - 565 x10%4/ul
SGOT ’ . 06/14/02 38 U/L 0 - 33 U/L
. 06/17/02 36 U/L 0 - 33 U/L
06/12/02 34 U/L 0 - 33 u/L
06/27/02 40 U/L 0 ~ 33 U/L
07/11/02 39 U/L 0 - 33 U/L
07/15/02 42 U/L 0 - 33 u/L
SGPT 07/08/02 34 U/L 0 - 28 U/L
07/11/02 35 U/L 0~ 28 U/L
07/15/02 41 U/L 0~ 28 U/L
Test Method 06/25/02 > .
Test namé not provided. Tests for bacteria: it was reported
that no etiologic bacteria was detected.
06/25/02 >
Test name not provided.Smear culture was negative for
acid-fast bacteria.
06/25/02 >
Test name not provided.Fungi in BALF was negative.
Test_Method 06/04/02 > .
. Test name not provided.The brain and lumbar spine metastasis
were noted.
--WBC 06/14/02 7.4 4.1 - 6.1 x1073/ulL
06/17/02 6.5 4.1 - 6.1 x10"3/ul
06/17/02 7.2 4.1 - 6.1 x10*3/ul
06/24/02 9.7 4.1 - 6.1 x10%3/ul
06/27/02 14.1 4.1 - 6.1 x10*3/ul
06/2%/02 18.8 4.1 - 6.1 x10"3/ulL
07/01/02 14.7 4.1 - 6.1 x10"3/uL
- 07/03/02 18.4 4.1 - 6.1 x10"3/ulL
07/08/02 . 17 4.1 - 6.1 x10"3/ul
07/11/02 15.1 4.1 - 6.1 x1073/uL
07/15/02 13.4 4.1 - 6.1 x10*3/uL
B.7 Other relevant history, including preexisting medical conditions (Cont...)
SOLID TUMOR
C. Suspect medication (Cont...)
Seq No. 1
C.1 Sus medication 'Erlotinlb HCl(Tablets)
[oX.} enge : :2) Not Applicable
C.8 Rechallenge :2) Not Applicable
C10. Concomitant medical products
Seq No. H 6
Concomitant Medical Product : AMBROXOL HYDROCHLORIDE
Therapy Dates + 1) 06/04/02 - 06/24/02

Seq No. s 7
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Concomitant Medical Product : LISINOPRIL -

Therapy Dates ;1) 06/04/02 - 06/24/02

Seq No. . : 8

Concomittant Medical Product ‘ : NIFEDIPINE

Therapy Dates ‘ :1) 06/04/02 - 06/24/02

Seq No. ’ :9

Concomitant Medical Product : BEZAFIBRA

Therapy Dates :1) 06/04/02 - 06/24/02

_Seq No. : : 10

Concomitant Medical Product ¢+ LOXOPROFEN SODIUM

Therapy Dates . :1) 06/04/02 - 06/24/02

Seq No. ' ‘ $11

Concomitant Medical Product : REBAMIP

Therapy Dates 1 1) 06/04/02 - 06/09/02

Seq No. ’ 112

Concomitant Medical Product : TEPREN

Therapy Dates : 1) 06/04/02 - 06/24/02

Seq No. t 13

Concomitant Medical Product ¢ TIZANIDINE HYDROCHLORIDE

Therapy Dates 1) 06/04/02 - 06/09/02

Seq No. : 14

Concomitant Medical Product : CODEINE PHOSPHATE (CODEINE PHOSPHATE)
Therapy Dates : :1) 06/13/02 - 06/24/02

Seq No. ’ + 15

Concomitant Medical Product : CHEMOTHERAPY NOS
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National Ingtitutes of Health
National Cancer Institute
. Bethesds, Maryland 20892
Adverse Event Expedited Report
Protocol Number : 5403 Title : A Pilot Study to Evaluate Epidermal Growth Factor Reéeptor Signaling After Treatment

with Oral OSI-774 in Patients with Locally Advanced or Metastatic Breast Cancer

Insfituﬁon: National Cancer PI: Sandra M. Swain - 'Rept')rt Type: Original ~ Ticket #: 1499800 Amendment # : 0
Institute Medicine
Branch

AE Created Date : 07/09/2002 07:00:16 PM Date 24-Hour Notificaton 07/09/2002 07:04:01 PM
Sent to CTEP, NCI :

Date Submitted to NCI (Electronic)07/19/2002 01:19;28 PM

Reporter Information

Reporter Name : Arlene Berman _
Phone : 301-435-5609 Fax: 301-480-323 Email : arleneb@mail.nih.gov

Submitter Name :  Arlene Berman
Phone: 301-435-560% . Fax: 301-480-323 Email : arleneb@mail.nih.gov

Physician Name:  Sandra M. Swain
Phone : (301) 496-0501 - Email : swains@mail.nih.gov

Patient Inf i
PatientYD : 17-45-104  BirthDate: 04/1926

Race : White Gender : Female

Height(cm) : 146 Welght(kg) : 69.2 Body Surface Area: 1.6127
Baseline performance status at joitiation of protocol - ECOG/Zubrod scale: 1

Disease Name : Breast neoplasm NOS

Disease Name Not Listed :
Primary Site of Disease ;  Cervical
Date of Initial Diagnosis :

Course Information

Treatment Assignment Code : - TAC1

Description : 081:—774‘ 150 mg/ PO qd.
. Cycle=28d

Start date of first conrse : 04/18/2002

Start date of course associated with 06/12/2002

Expedited Report :

Start date of primary AE : 07/08/2002

End date of AE :

Course Number on which event(s) 3

occurred : .

Total number of courses to date : 3

Was Investigational Agent(s) Yes
administered on this protocol?:

D ipti f Eveit .
Description and Treatment of The patient enrolled on study on 04-16-2002. The patient took 150 mg of OSI-774 daily beginning 04-
Event(s): 18-2002 until 05-24-2002. The OSI-774 was stopped on the latter date secondary to grade 3 diamrhea.
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The patient restarted OSI-774 at a reduced dose of 100 mg on 6-12-02 until 7-8-02. On her re-staging
CT scan performed on 7-8-02, new small patchy infiltrates were seen in both the right and left lung
fields as well as small pulmonary nodules that were stable. The patient also described an increase in
baseline dyspnea on exertion. The results of a room air ABG were a ph of 7.38, p02 of 105, and oxygen
saturation of 98.4%. A pulmonary consultation was obtained. His differential diagnosis included the
following: drug-induced pulmonary toxicity (of note, patient’s current medications included losartan,
naprosyn since 1992, oxycontin, verapamil, and fluticasone and patient had a distant use of lisinopril),
BOOP, interstitial pneumonitis, alveolar hemorthage, alveolar proteinosis, and lipoid pneumonia. A
bronchoscopy with transbronchial biopsy were performed. The preliminary pathology showed non-
specific inflammatory changes. Cytology (from the BAL) was positive for malignant cells.
Recommendations from the pulmonologist were to stop the OSI-774 and obtain a repeat CT scan in one
month. 1

1

Present Status : Recovering/Resolving Date of Recovery or Death :
Retreated : . No

Removed from Protocol . Yes Date Removed from Protocol 07/09/2002
Treatment (to date): Treatment :

Death Date : . Autopsy Performed : No

Prior Therapies

" Therapy Therapy Start Date Therapy End Date Comments Chemotherapy Agents

Chemotherapy multiple '
agents systemic
Hormonal Therapy
Surgery

2 'E s !- g I.I- .

HTN osteoarthritis, GERD, chronic dyspnea on exertion; cough

Cervical '
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toc en
Treatment Assignment Codé: TAC1 )
Agent Total Dose Administered Last Administered Comments Agent Agent Delay
this Course Date Adjustment Delayed
OSI-774 - 2700 mg 07/08/2002 Dose was 100mg per day Dosereduced No
: Medication was taken
daily from 6/12/2002
through 7/8/2002
C jtant Medicati
Losartan o
Naprosyn v
Verapamil
. Adverse Events (CTC)
Category Adverse Event Grade Hospitalization/ Comments
Prolongation of
Hospitalization
OCULAR/VISUAL Conjunctivitis 1
DERMATOLOGY/SKIN Rash/desquamation ) 1
- GASTROINTESTINAL Diarrhea patients without colostomy 2 No
PULMONARY Pneumonitis/pulmonary infiltrates 3 Yes
PULMONARY Dyspnea (shortness of breath) 3 Yes
Attribution for Adverse Events .
Attribute to Conjunctivitis Diarrhea patients Dyspnea Poeumonitis/pul  Rash/desquamati
without (shortness of monary on
colostomy breath_) infiltrates
OSI-774(71 8781). ) Probable Probable Possible Possible Probable
Breast neoplasm NOS Unrelated Unrelated Possible Possible - Unrelated
Losartan Unrelated Unrelated Possible Possible Umlated
Naprosyn . - Unrelated Unrelated . . Possible Possible ‘ Unrelated
Verapamil ) Unrelated Unrelated Unlikely Unlikely Unrelated
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Protocol Number : 5403 . Title: A Pilot Study to Evaluate Epidermal Growth Factor Receptor Signaling After Treatment
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) ! ! !-!. l I ﬁ I.
Additional information being submitted by fax or mail
Summary Report Sent to IRB
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