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National Institutes of Health
National Cancer Institute
Bethesda, Maryland 20892

DATE: JAN 3 12011

" FROM: Helen Chen, MD,IgWrug Branch, CTEP, DCTD, NCI
SUBJECT:  Bevacizumab ahuMAb VEGF) NCI IND Safety Report, #2 AE# 1003452
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 76-year-old female with ovarian epithelial cancer experienced grade 4 atrial fibrillation and later
died while on a phase 3 trial utilizing the investigational agent bevacizumab in combination with
carboplatin and paclitaxel.

The attached report has been amended to reflect new information. Changes to the original summary are
indicated by bold and italics (new information) and/or strikethrough (deleted information). If this
assessment is changed further, we will notify your office. Please note that this modified report will be
distributed to investigators.
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ADVERSE EVENTS ASSESSMENT

IND 7921 ADVERSE EXPERIENCE REPORT NO.

NSC 704865 IND Safety Report: # 2

Bevacizumab Event: Gr. 5:  Death not associated with CTCAE
(rhuMAb VEGF) term: Death NOS

Gr.4: Supraventricular and nodal
arrhythmia: Atrial fibrillation
AE: 1003452 Protocol: GOG-0213
This report has been amended to reflect new information. Changes to the original summary are
indicated by bold and italics (new information) and/or strikethrough (deleted information). If this
assessment is changed further, we will notify your office. Please note that this modified report will be
distributed to investigators.

The patient was a 76-year-old female with ovarian epithelial cancer who experienced atrial fibrillation
and later died while on a phase 3 trial utilizing the investigational agent bevacizumab in combination
with paclltaxel and carboplatin. She began the first course of the investigational therapy on August 18,
2009, receiving bevacizumab 15 mg/kg IV over 30-90 minutes on Day 1, paclitaxel 175 mg/m* IV over 3
hours on Day 1, and carboplatin AUC 5 IV over 30 minutes on Day 1, every 21 days. She received her
first and last doses of bevacizumab, paclitaxel, and carboplatin on August 18, 2009 (Cycle 1, Day 1).

The patient was diagnosed with ovarian epithelial cancer in September 2007, and was status post
chemotherapy ending November 2007. She began the investigational agent on August 18, 2009.

On September 4, 2009 (Cycle 1, Day 18), the patient, who had a prior history of atrial fibrillation
presented to the emergency room of a local hospital with complaints of rapid heart rate, weakness, and
nausea. An ECG revealed atrial fibrillation with rapid ventricular response (RVR) and a heart rate of
135-150 bpm. Her blood pressure was 85/36 mmHg and her oxygen saturation was 95% on room air. On
physical examination, the patient was weak and unable to stand without assistance. She appeared to be in
acute distress, and she had irregularly irregular heart rhythm. The laboratory results were clinically
insignificant. The patient was started on IV fluids and a Cardizem® drip. She was admitted to the acute
care unit and continued on her medications. Her dyspnea improved, the blood pressure increased to
152/79 mmHg, and her heart rate decreased to 94 bpm.

On September 6, 2009, the patient was transferred to a cardiac facility where she was started on Tikosyn®
and maintained on the diltiazem drip. A repeat ECG on September 9, 2009, showed normal sinus rhythm.
The patient’s condition improved, she remained in normal sinus rhythm with controlled rates, and she was
able to ambulate without assistance. She was discharged home later that day with instructions for a
follow-up appointment. On September 10, 2009, the patient died at home. An autopsy was not
performed. The death certificate lists the immediate cause of death as coronary artery disease.

The patient’s past medical and surgical history was significant for paroxysmal atrial fibrillation,
hypertension, hyperlipidemia, tubal ligation, a cholecystectomy in 1972, a right total knee arthroplasty in
2005, and a uterine biopsy 1n August 2003. Medications taken at the time of the event included
Coumadin®, Rythmol®, Lodine®, lisinopril, Crestor®, and Cardizem®.

There have been 8285 other cases of atrial fibrillation, 123 cases of death NOS, and 48 cases of sudden
death reported to the NCI through AJEERS as serious adverse events under the bevacizumab NSC and/or
IND as shown in the table below:
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Adverse Event Grade Attribution
Sudden death (48) 5 6 Unrelated, 5 Unlikely, 34 Possible, 3 Probable

Death NOS (123) 42 Unrelated, 51 Unlikely, 30 Possible,

1 Unrelated, 43 Unlikely, 811 Possible, 1 Probable
34 Unrelated, 810 Unlikely, 2325 Possible, 4 Probable
4-6 Unrelated, 87 Unlikely, 877 Possible
1 Possible, 1 Unrelated

Atrial fibrillation (n=8285)
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There have been 36;48030,255 patients enrolled in NCI-sponsored clinical trials under the bevacizumab
IND and/or NSC.

In this case, a causal relationship between the events and bevacizumab cannot be excluded.

Atrial fibrillation Death NOS
Bevacizumab (rhuMAb VEGF) Possible Possible
Carboplatin Unlikely Possible
Paclitaxel (Taxol) Unlikely Possible
Ovarian epithelial cancer Unlikely Possible
; Hypertension Possible Possible
§ Atrial fibrillation N/A Probable

Date: l / (v (H‘ Signature: %“‘/ "

/ Helen Chen, M.D.
(IDB Monitor for bevacizumab)

If this assessment is changed, we will notify your office.

cc: Arther Cannon
Safety Contact: onc_drug.safety@gene.com
Genentech, Inc.
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