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FROM: e%hen, M.D., Investigational Drug Branch, CTEP, DCTD, NCI
SUBJECT Bevacizumab (thuMAb VEGF) NCI IND Safety Report #2, AE# 1874144
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 this letter to your Institutional Review Board (IRB) of record according to your
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 56-year-old female with stage III cervical carcinoma expired from neerotizingfaseiitis a skin
infection (cellulitis) while on a phase 3 trial utilizing the investigational agent bevacizumab in
combination with paclitaxel and topotecan.

This report has been amended to reflect revised 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 (rhuMAb VEGF) Event: Gr.5:  Neerotizingfaseiitis
. Infection:

. Skin (cellulitis)

AE: 1874144 Protocol:  GOG-0240

This report has been amended to reflect revised 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 56-year-old female with stage III cervical carcinoma who expired from neerotizing
faseiitis a skin infection (cellulitis) while on a phase 3 trial utilizing the investigational agent
bevacizumab in combination with paclitaxel and topotecan. The planned protocol therapy the patient was
assigned to was as follows: ’

Cycle =21 Days

Paclitaxel: 175 mg/m” IV over 3 hrs on Day 1
Topotecan: 0.75 mg/m” IV over 30 min on Days 1-3
Bevacizumab: 15 mg/kg IV over 30-90 min on Day 1

The patient was diagnosed with widely metastatic cervical carcinoma in February 2008. She was status
post single-agent systemic chemotherapy and radiation therapy. She had baseline right leg lymphedema
and pain, but an ultrasound did not show deep venous thrombosis. The patient began the investigational
therapy on June 14, 2011. She received her last doses of bevacizumab and paclitaxel on August 3, 2011
(Cycle 3, Day 1), and the last dose of topotecan on August 5, 2011 (Cycle 3, Day 3).

During a clinic visit on August 2, 2011, the patient continued to have a right lower extremity
lymphedema, which was improved overall. Her urinalysis showed evidence of urinary tract infection
(UTD). She was treated with Cipro®. On August 11, 2011 (Cycle 3, Day 9), a laboratory test revealed that
her absolute neutrophil count (ANC) was 0.2 x 10°/L (reference range: 2.5-8 x 10°/L), but the patient was
feeling well, and she was afebrile.

On August 14, 2011 (Cycle 3, Day 12), the patient was found barely responsive on the floor and taken to
the emergency room. She had a right lower extremity pain, which had gotten progressively worse over
the last 24 hours. Her rectal temperature was 100 °F (reference range: 94-100 °F). She was lethargic,
hypotensive (blood pressure: 73/19 mmHg), and tachycardic (HR: 126 beats/min). A physical exam
revealed severe swelling and ecchymoses of her right lower leg, which was exquisitely tender. Her
femoral pulse was palpable, but her dorsalis pedis pulse and posterior tibial pulse were non-palpable and
not detectable with Doppler. The patient was started on fluid resuscitation, empiric antibiotics, and
norepinephrine for blood pressure support. The laboratory test revealed metabolic acidosis with pH of
7.31, CPK of 2600 units/L (reference range: 30-135 units/L), WBC count of 2.3 X 10°/L (reference range:
5-10 x 10°/L), ANC of 0.5 x 10°/L,, BUN of 39 mg/dL (reference range: 10-20 mg/dL), and creatinine of
3.0 mg/dL (reference range: 0.5-1.1 mg/dL). A non-contrast CT scan of the tibia and fibula revealed
extensive edema of the entire right lower extremity, but no focal fluid or gas collections. No evidence of
deep venous thrombosis was found by right lower extremity ultrasound. The patient was admitted to the
ICU and treated for septic shock. Her condition progressively deteriorated, and she died later that day.
On August 15, 2011, blood cultures were positive for gram-positive cocci in pairs and chains. The
leading diagnosis was necrotizing fasciitis.
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The patient’s past medical and surgical history was remarkable for asthma, chronic pain, bilateral tubal
ligation, hernia repair, right hydronephrosis, right ureteral stent placement, Port-A-Cath® placement, and
right femoral IM nail. Medications taken at the time of the event included clotrimazole,
hydrochlorothiazide, Phenergan®, Zofran®, temazepam, dexamethasone, lorazepam, ranitidine,
clonazepam, lisinopril, oxycodone, albuterol, methadone, and Symbicort®.

Infection is an expected adverse event for bevacizumab but is being reported because this event is
unusually severe. There have been 7 other cases of necrotizing skin infection, and 1 other case of
necrotizing empyema, reported to NCI as serious adverse events through AdEERS under the bevacizumab
NSC and/or IND as shown in the table below:

Adverse Event Grade Attribution
5 2 Possible
Necrotizing skin infection (n=7) 4 1 Unrelated, 2 Possible
3 2 Possible
Necrotizing empyema (n=1) 4 1 Possible

There have been 34,327 patients enrolled in NCI-sponsored clinical trials under the bevacizumab IND
and/or NSC.

In this case, it is felt that a possible causal relationship exists between the event and the investigational
agent bevacizumab.

N e faseiiti
Skin infection
(cellulitis)
Bevacizumab Possible
Paclitaxel Possible
Topotecan Possible
Cervical cancer Unlikely

Date: '?/ 7/(o f A Signature: M/L// .
' / LlHelen Chen, M.D.
(IDB Monitor for bevacizumab)

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

cc: Arthur Cannon
Gilbert Jirau-Lucca
Safety Contact: onc_drug.safety@gene.com
Genentech, Inc.
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