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‘-(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Health
National Cancer Institute
Bethesda, Maryland 20892

DATE: April 27,2010

FROM: Kevin Conlon, M.D., Investigational Drug Branch, CTEP, DCTD, NCI\}V"&%\A
SUBJECT:  Bevacizumab (thuMAb VEGF) NCI IND Safety Report, AE# 1184694

TO: Investigators Using Bevacizumab (NSC 704865)

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 for the CTEP-sponsored investigational agent
bevacizumab.

The following must be completed by all investigators using bevacizumab under NCI INDs 7921 and 11460.

e 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.

If your study is not covered under INDs 7921 and 11460 it is strongly recommended that you follow the
instructions above.

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

Based on CTEP’s assessment of the current information in light of previous experience with bevacizumab,
there does not appear to be a change in the risk-benefit ratio for bevacizumab studies; therefore, CTEP is
not requiring a protocol amendment at this time.

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

The attached Adverse Events Assessment describes the adverse event(s) (synopsis provided below),
relevant previous experience under these INDs and/or NSC, and the total number of patients enrolled in
trials under these INDs and/or NSC.

A 63-year-old female with metastatic non-small lung cancer died suddenly while on a phase 3 trial
utilizing the investigational agent bevacizumab in combination with cisplatin and vinorelbine
tartrate.
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ADVERSE EVENTS ASSESSMENT

IND 7921 ADVERSE EXPERIENCE REPORT NO.
NSC 704865 IND Safety Report: #1
Bevacizumab (rhuMAb VEGF) Event: Gr.5:  Death not associated with

CTCAE term: Sudden Death
AE: 1184694 Protocol: E1505

The patient was a 63-year-old female with metastatic non-small lung carcinoma of the lung who suddenly
expired while on a phase 3 trial utilizing the investigational agent bevacizumab in combination with
cisplatin and vinorelbine tartrate. She began her first course of the investigational therapy on October 14,
2009, receiving bevacizumab 15 mg/kg IV over 30-90 minutes on Day 1, cisplatin 75 mg/m* IV over 60
minutes on Day 1, and vinorelbine tartrate 30 mg/m?*/day IVP over 10 minutes on Days 1 and 8§, every 3
‘weeks. After 4 cycles, she would have received bevacizumab 15 mg/kg IV over 30-90 minutes on Day 1,
every 3 weeks, for up to 1 year. She received the last doses of bevacizumab, cisplatin, and vinorelbine
tartrate on November 11, 2009 (Cycle 2, Day 1).

The patient was diagnosed with biopsy-proven T2, N2, M0, and non-small cell lung cancer in September
2009, and was status post left thoracotomy. She began the investigational therapy on October 14, 2009.

On November 4, 2009 (Cycle 1, Day 22), the patient presented to the clinic for a post-resection follow-up
with shortness of breath and weakness. She was found to be in atrial flutter. The patient was hospitalized
and cardioverted to normal sinus rhythm. On November 11, 2009 (Cycle 2, Day 1), the patient returned to
the clinic for a follow-up in good health with vital signs as follows: pulse, 78 bpm; respiration rate, 18
breaths per minute; and blood pressure, 124/70 mmHg. Her cardiac examination revealed normal rate and
rhythm, and her lungs were unremarkable.

On November 19, 2009 (Cycle 2, Day 9), the patient presented to the clinic to start her second session of
vinorelbine tartrate infusion. The laboratory results revealed an ANC of 500/m’ (reference range: 1500-
7200/m”), so she did not receive treatment and was sent home. On November 23, 2009, her son found her
dead at her home. There are unknown details related to her death at this time, and no autopsy report was
performed.

The patient’s past medical and surgical history was significant for recurrent bronchitis, foot surgery,
hysterectomy and bilateral salpingo-oophorectomy, benign cyst removal, and a 40 pack-year tobacco
history. Medications taken at the time of the event are not included in the available medical records;
however, medications taken on November 11, 2009, included furosemide, potassium chloride, magnesium
sulfate, dexamethasone sodium phosphate, palonosetron, sodium chloride, and promethazine.

There have been 50 other cases of sudden death and 68 cases of death NOS previously reported to the NCI
as serious adverse events through AdEERS under the bevacizumab NSC and/or IND as shown in the table
below:

Adverse Event Grade Attribution
Sudden death (n=50) 5 4 Unrelated, 12 Unlikely; 31 Possible, 3 Probable
Death NOS (n=68) 5 12 Unrelated, 35 Unlikely, 21 Possible

There have been 25,738 patients enrolled in NCI-sponsored clinical trials under the bevacizumab IND
and/or NSC.
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In this case, a possible relationship between bevacizumab and sudden death cannot be excluded.

Sudden death
Bevacizumab Possible
Cisplatin Possible
Vinorelbine tartrate Possible
Non-small cell lung cancer Possible

Date: Z ? Lol oo Signature:
' Kevin Conlon, M.D.

(IDB Monitor for bevacizumab)
If this assessment is changed, we will notify your office.
cc: Arthur Cannon

onc_drug.safety@gene.com
Genentech, Inc.
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