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DATE: April 4,2010

FROM: Helen Chen, M.D., Investigational Drug Branch, CTEP, DCTD, NCI
L. Austin Doyle, M.D., Investigational Dryg Branch, CTEP, DCTD, NZI

SUBJECT:  IMC-A12 (HuMAb IGF-1R) and CCI-779 (temsirolimtis, Torisel®) IND Safety Report,
AE# 1586021

TO: Investigators Using Temsirolimus (NSC 683864) and IMC-A12 (NSC 742460)

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
temsirolimus.

The following must be completed by all investigators using temsirolimus under NCI INDs 61010 and
100947

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 IND 61010 or 100947, 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 temsirolimus
and IMC-A12, there does not appear to be a change in the risk-benefit ratio for temsirolimus, 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 NSCs, and the total number of patients enrolled in trials under
these INDs and/or NSCs.

A 57-year-old female with metastatic uterine carcinoma experienced grade 4 renal failure, grade 4
pleural effusion and death NOS while on a phase 1 trial utilizing the investigational agents
temsirolimus and IMC-A12.
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ADVERSE EVENTS ASSESSMENT

IND 100947 61010 ADVERSE EXPERIENCE REPORT NO.

NSC 742460 683864 IND Safety Report: #1

IMC-A12 (HuMAb  CCI-779 Event: Gr.5: Death not related to CTCAE
IGF-1R) (temsirolimus, Torisel®) term: Death, NOS

Gr.4: Renal failure
Gr. 4 Pleural effusion
AE: 1586021 Protocol: 8109

The patient was a 57-year-old female with metastatic uterine carcinoma who developed grade 4 renal
failure and subsequently expired while on a phase 1 trial utilizing the investigational agents IMC-A12 and
temsirolimus. She began the first course of the investigational therapy on April 28, 2009, receiving
temsirolimus 25 mg IV over 30 minutes weekly and IMC-A12 6 mg/kg IV over 1 hour weekly, every 28
days. She received her last doses of temsirolimus and IMC-A12 on June 30, 2009 (Cycle 3, Day 8).

The patient was diagnosed with metastatic uterine papillary serous carcinoma in 2004 and was status post
surgery, radiation therapy, and multi-agent chemotherapy. She started the investigational treatment on
April 28, 2009.

Since starting on study, the patient had fluctuating elevations of creatinine, but it returned to normal range
towards the end of Cycle 2 (See table). On July 6, 2009 (Cycle 3, Day 14), the patient presented to the
hospital with worsening dyspnea on exertion and orthopnea over the previous 2 days. She also
complained of nausea, dizziness, upper extremity swelling, and loss of appetite for the past 2 weeks. In
the ER, the patient was on 4 liters of oxygen. She was somewhat cyanotic, and had decreased lung
sounds bilaterally; she had evidence of third spacing in arms as well as trace pedal edema. Significant
laboratory findings included acute renal insufficiency, hyperkalemia and metabolic acidosis, with a
potassium of 5.7 mmol/L (reference range: 3.5-5.0 mmol/L), BUN of 52 mg/dL (reference range: 10-20
mg/dL), and creatinine of 2.2 mg/dL (reference range: 0.5-1.1 mg/dL). WBC was 10.1 x 10° (reference
range: 5-10 x 10%), hematocrit 32.9% (reference range: 37-47%), and platelets 150 K/pL (reference range:
150-400 K/uL). Her chest x-ray revealed bilateral pleural effusions. A V/Q scan indicated a low
probability of pulmonary embolism. She was admitted to the hospital and received aggressive hydration.
On July 7, 2009 (Cycle 3, Day 15), a right intrapleural catheter drained 850 mL of yellow fluid, which
was positive for adenocarcinoma. The potassium was now 6.1 mmol/L, carbon dioxide 14 mEq/L
(reference range: 23-30 mEqg/L); total bilirubin was 0.2 mg/dL (reference range: 0.3-1.0 mg/dL). The
creatinine continued to increase to 3 mg/dL on July 8, 2009 (Cycle 3, Day 16), and to 3.6 mg/dL on July
10, 2009 (Cycle 3, Day 18), despite aggressive hydration.

The patient was started on hemodialysis on July 11, 2009 (Cycle 3, Day 19). The need for frequent
dialysis was somewhat limited by hypotension. Her urine output continued to decline with less than 200
mL of urine daily. Also, she had weeping in her upper extremities due to the fluid overload which was
not improving with dialysis. A renal ultrasound on July 13, 2009 (Cycle 3, Day 21) showed no
hydronephrosis of either kidney. The patient was made DNR on July 20, 2009, and removed from the
study 1 day later. A renal biopsy was carried out on July 21, 2009 (Cycle 3, Day 29); pathology results
indicated mild to moderate arteriosclerosis, with interstitial fibrosis and tubular atrophy involving 20% of
renal cortex. The changes could be related to hypertension or nonspecific factors. There was no evidence
of glomerulonephritis or microthrombi or necrosis. The renal team suggested that the cause of her acute
renal failure was likely multifactorial. By July 24, 2009, her creatinine level had increased to 4.0 mg/dL.

During the course of her hospital stay, serial chest x-rays continued to show bilateral pleural effusions.
Her condition continued to deteriorate, and on July 27, 2009, a left Denver catheter was placed which
drained approximately 900 mL of fluid. She was discharged home in guarded condition on July 30, 2009,
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and ordered to continue dialysis on an outpatient basis. Hospice services were contacted at the time of
discharge. According to family members, the patient expired on August 5, 2009.

Pertinent laboratory values are shown in the table below.

7/6/09 7/11/09 7/24/09

4/27/09 5/5/09 6/30/09 L e

Baseline | C1,D8 | 6/11/09 | 6/16/09 | 6/26/09 C3 D7 Agngst;in CD:I.’aalst‘l'; s(t)uf(f’-y
BUN
(reference range: 23 35 19 29 28 40 52 25 45
10-20 mg/dL)
Creatinine
(reference range: 1.3 2.4 15 1.3 1.2 25 2.2 3.2 4.0
0.5-1.1 mg/dL)
Carbon dioxide )
(reference range: 23 22 20 31 22 22 18 28 26
25-30 mEqg/L)
Potassium
(reference range: 4.5 5.1 55 4.3 5.2 5.2 5.7 3.8 4.4
3.5-5 mmol/L)

The patient’s past medical and surgical history include type 2 diabetes mellitus and morbid obesity.
Medications taken at the time of the event included Tessalon Perles®, Lovenox®, Nexium®, TriCor®,
Hycodan®, detemir insulin, regular insulin, ipratropium bromide, levalbuterol, ciclesonide, Omega-3®,
pilocarpine, Actos®, ropinirole, magnesium protein complex, voriconazole, Ambien®, and Bactrim®. Note
that the patient was on Diovan® from June 16, 2009, to July 7, 2009, and on Bactrim® from June 9, 2009, to
July 7, 2009.

There have been 20 other cases of renal failure, 20 other cases of death NOS, and 5 cases of sudden death
reported to the NCI as serious adverse events through AJEERS under the temsirolimus NSC and/or IND, and
2 other cases of renal failure and 2 other cases of death NOS reported to the NCI as serious adverse events
through AdEERS under the IMC-A12 NSC and/or IND as shown in the table below.

Adverse Event | Grade | Attribution
Temsirolimus
Death, NOS (n=20) 5 10 Unrelated, 7 Unlikely, 3 Possible
Sudden death (n=5) 5 1 Unrelated, 3 Unlikely, 1 Possible
5 1 Unrelated, 1 Unlikely
Renal failure (n=20) 4 3 Unrelated, 1 Probable
3 4 Unrelated, 8 Unlikely, 1 Possible, 1 Probable
IMC-A12
Death, NOS (n=2) 5 1 Unlikely, 1 Possible
Renal failure (n=2) 4 1 Unlikely, 1 Possible

To date, a total of 1935 patients have been enrolled in NCI-sponsored clinical trials under the temsirolimus
IND and/or NSC, and a total of 345 patients have been enrolled in NCI-sponsored clinical trials under the
IMC-A12 IND and/or NSC.

In this case, it is felt that death was likely due to renal failure and progressive disease, and that a possible
causal relationship exists between the renal failure and the investigational therapy.

Death, NOS Renal failure Pleul:al
Effusion
Temsirolimus Unlikely Possible Unlikely
IMC-A12 Unlikely Possible Unlikely
Solid tumor, NOS: Uterine Possible Unlikely Definite
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Atherosclerosis Possible Possible “NA

Dehydration : N/A Possible NA
Renal Failure Probable N/A Possible
Concomitant medication Unlikely Possible NA

Date: “4y/2,/10 Signature: / Z\ﬂ Coten /\_)O‘(f&m

L. Austin Doyle, M.D.
(IDB Monitor for temsirolimus)

en Chen, M.D.
(IDB Monitor for IMC-A12)

Date: \f{b/ /o Signature: /{’ '0"/
’ el

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

cc: Rafael E. Curiel, Ph.D.
Wyeth GSSE Triage
Wyeth Pharmaceuticals, Inc.

cc: Naseem Zojwalla, M.D.
Clinical Safety: safetydesk@imclone.com
ImClone Systems, Incorporated
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