"North Central Cancer Treatment Group
NO0747: A Randomized Phase II Trial of Sunitinib Plus Capecitabine Versus Capecitabine Alone

(with the potential for crossover) for Elderly and/or Poor Performance Status Patients
with Metastatic Adenocarcinoma of the Esophagus or Gastroesophageal Junction

Addendum 6 — October 15, 2010

Summary

This addendum is in response to the request for rapid amendment (RRA) with action
letter from Dr. Pamela Harris of the National Cancer Institute (NCI) dated August 20,
2010 concerning sunitinib malate. The affected areas of the protocol are patient
eligibility (Section 3.0), the test schedule (Section 4.0), dose modification (Section
8.0), drug information (Section 15.0), and the risks section of the consent form have
been updated to reflect current drug safety information.

Risk changes in this addendum have been determined by NCI to not significantly alter
the risk-benefit for patients.

New patients cannot be enrolled until this addendum has been approved by the local
IRB. Patients who are newly enrolled or presently on study treatment are to be re-
consented and a notation of this interaction is to be made in the patient chart or
research record. Patients are to sign a revised IRB-approved informed consent form or
other IRB-approved document including this information.

Determination of the level of IRB review for minor risk changes (expedited versus full
board review) is at the discretion of the local IRB.

Administrative/Editorial Changes have been made to Section 14.0 and the
consent form.
Replacement pages are included. Please incorporate into the
protocol and keep this addendum with your protocol.

Title page Addendum 6 has been added and the NCI Version date has been updated.
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Patient Eligibility
Section 3.14 has been revised due to receipt of the request for rapid amendment (RRA)
from NCI, dated August 20, 2010. The following two inclusion criteria have been
added:
0 AST <2.5 x upper limit of normal (ULN), unless patient has liver
metastases then AST must be <5 x ULN
0 ALT <2.5 x upper limit of normal (ULN), unless patient has liver
metastases then ALT must be <5 x ULN

Test Schedule
New footnote 15 has been added and annotated in the sixth row of the table
(Chemistry: SGOT [AST]...) in both the second (<21 days prior to reg) and third (Prior
to each new cycle [<7 days]) columns due to receipt of the request for rapid amendment
(RRA) from NCI, dated August 20, 2010.
15 LFTs (AST, ALT) at baseline and prior to each treatment cycle. LFTs
should be obtained during the cycle if they are clinically indicated.

Dosage Modification Based on Adverse Events

Page 23 Section 8.2 has been revised due to receipt of the request for rapid amendment (RRA)
from NCI, dated August 20, 2010. The following text has been added to the “At time
of retreatment” (lower section of the table):

ANC <1500 capecitabine Must omit drug until ANC resolves to
BLOOD/ >1500.
BONE MARROW Platelets <100,000 capecitabine Must omit drug until platelets resolve
to >100,000
HEPATOBILIAR | Liver dysfunction/failure | sunitinib Discontinue permanently
Y/PANCREAS >Grade 3
Calculated creatinine capecitabine Must omit until the creatinine
clearance <60ml/min (see clearance greater than >60 ml/min.
formula in 3.29d).
idfgégg%logY ALT >5 x ULN sunitinib Must omit until ALT, AST <5x
AST >5 x ULN ULN and/or bilirubin <3 x ULN.
and/or
Bilirubin >3 x ULN
Grade 3 or 4)
Grade 3 or 4 Capecitabine and | Must omit both drugs until adverse
Other non- sunitinib event resolves to <Grade 2. One or
hematologic both drugs may be decreased one dose
level at physician discretion.
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Body Fluid Biospecimens

Pages 35/36

Section 15.0

Biospecimen shipping information has been updated as follows in Sections 14.212,
14.251, 14.254, 14.255, and 14.256:

14.212

14.251

14.254

14.255

14.256

Participating institutions ... Do not send unused kits back to MME
Biospecimen Accessioning and Processing (BAP).

Verify ALL sections of the Blood Specimen Submission Form, MME BAP
Requisition Form...

Ship specimen via Priority Overnight service, Monday — Thursday ONLY,
to Biospecimen Accessioning and Processing (BAP) Mayo-Medieal
EaberateriestMME). Do not send samples on weekends, the day before an
observed holiday, or holidays.

White bar-coded FedEx mailing labels are affixed to the shipping box for
shipment to BAP-MMEL.

BAP Receiving MMLE will reeetve-the-sample-and forward specimen
immediately to the NCCTG Research Base Biospecimens Accessioning and

Processing (BAP) Shared Resource, Stabile 13-10A, Attention: BAP
Supervisor.

Drug Information

Pages 41-44:

Page 43

Due to the receipt of the updated CAEPR for sunitinib malate from NCI, Section 15.22
has been replaced in its entirety.

The following sentence has been added after the CAEPR in Section 15.22 due to the
requirement in the Action Letter:
For additional information if needed in communicating with patients, please
see the company's prescribing information regarding hepatotoxicity at
www.sutent.com.
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Appendix I Consent Form
Pages 5/6 of 12 In order to reflect current drug safety information for sunitinib, the risks section of the
consent form has been revised as follows:

Likely risks of sunitinib {events-oceurringsreaterthan 20% ofthe time)

Fatigue or tiredness

Nausea; the urge to vomit

Vomiting

Abdominal pain (stomach or belly pain)

Diarrhea

Loss of appetite (anorexia)

Changes in taste

Irritation or sores in the lining of the gastrointestinal tract (e.g., mouth, small
bowel, rectum, anus) or respiratory tract (e.g., voice box, throat, windpipe)

Less likely risks of sunitinib {events-occurringegualto-orlessthan 20% of the time)

Head pain/headache

Nosebleed

Fever

Chills/shivering

Anemia or decrease in a red blood cell protein (hemoglobin) that carries oxygen in
the body

Decreased total number of white blood cells (leukocytes)
Decreased number of a type of white blood cell (lymphocyte)
Decreased number of a type of white blood cell (neutrophil/granulocyte)
Decreased number of blood cells (platelets) that help to clot blood
Low levels of phosphate in the blood

Back pain

Chest pain, not heart related

Leg and/or arm pain

Joint pain

Muscle pain

Mouth pain

High blood pressure

Shortness of breath

Cough

Dehydration

Dry mouth

Dry skin

Lightening of the skin

Rash with the presence of macules (flat discolored area) and papules (raised
bump) flakingorshedding-ef outerlayerof skin

Heartburn

Difficulty in sleeping or falling to sleep

Weight loss

Change in hair color

Hair loss

Abnormally low thyroid function

Constipation

Feeling of fullness and tightness in the belly

Excess passing of gas

Inflammation of the stomach lining
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Swelling of the arms and/or legs

Increased level of a liver enzyme (ALT/SGPT)

Increased blood level of a liver enzyme (AST/SGOT)

Abnermal Increased blood levels of a liver or bone enzyme level (alkaline
phosphatase)

Low levels of a blood protein called albumin

Abnermal Increased blood levels of a digestive enzyme level (amylase)
Increased blood levels of uric acid (a waste material from food digestion)
Increased blood level of creatinine, a substance normally eliminated by the
kidneys into the urine

Abnermal Increased blood level of fat-digesting enzyme (lipase)
Elevation of a liver pigment (bilirubin) in the blood indicative of liver dysfunction
Increased blood level of enzyme (creatine phosphokinase) from muscle
Swelling of the nerve in the back of the eye responsible for vision
Inflammation of the skin on the palms of the hands and soles of the feet
Dizziness

Rare but serious risks of sunitinib (events-occurrinelessthan2-3% of the time)

Abnormal heart beat/rhythm that can be serious or life-threatening

Abnormal clotting of blood in small blood vessels

Swelling of a part of the eye

Decrease in vision

Decrease in heart’s ability to pump blood during the “active” phase of the
heartbeat (systole)

Gastrointestinal perforation: A hole in a part(s) of the digestive tract that can
lead to serious complications and may require surgery to repair

Severe reaction of the skin and gut lining that may include rash and shedding or
death of tissue

Syndrome characterized by headache, confusion, seizures and vision loss, can
have associated high blood pressure, that is confirmed by imaging studies (MRI,
CT scan) (Reversible posterior leukoencephalopathy syndrome — RPLS)
Progressive necrosis (tissue death) of a part (the white matter) of the brain without
inflammation (swelling and redness) (leukoencephalopathy)

Liver failure, which may be severe and may lead to death
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Cough

Dyspnea

Epistaxis

Laryngeal mucositis

Pharyngeal mucositis

Tracheal mucositis

Alopecia

Dry skin

Erythema multiforme

Palmar-plantar erythrodysesthesia
syndrome

Rash maculo-papular

Skin and subcutaneous tissue
disorders - Other (hair color
change)

Skin hypopigmentation

Hypertension

! This table will be updated as the toxicity profile of the agent is revised. Updates will be distributed to all Principal
Investigators at the time of revision. The current version can be obtained by contacting PIO@CTEP.NCLNIH.GOV. Your
name, the name of the investigator, the protocol and the agent should be included in the e-mail.

? Gastrointestinal perforation includes Colonic perforation, Duodenal perforation, Esophageal perforation, Gastric
perforation, Ileal perforation, Jejunal perforation, Rectal perforation, and Small intestinal perforation under the
GASTROINTESTINAL DISORDERS SOC.

3 Gastrointestinal fistula includes Anal fistula, Colonic fistula, Duodenal fistula, Esophageal fistula, Gastric fistula,
Gastrointestinal fistula, Ileal fistula, Jejunal fistula, Oral cavity fistula, Pancreatic fistula, Rectal fistula, and Salivary gland
fistula under the GASTROINTESTINAL DISORDERS SOC.

* Gastrointestinal hemorrhage includes Anal hemorrhage, Cecal hemorrhage, Colonic hemorrhage, Duodenal hemorrhage,
Esophageal hemorrhage, Esophageal varices hemorrhage, Gastric hemorrhage, Hemorrhoidal hemorrhage, Ileal
hemorrhage, Intra-abdominal hemorrhage, Jejunal hemorrhage, Lower gastrointestinal hemorrhage, Oral hemorrhage,
Pancreatic hemorrhage, Rectal hemorrhage, Retroperitoneal hemorrhage, and Upper gastrointestinal hemorrhage under the
GASTROINTESTINAL DISORDERS SOC.

* Infection includes all 75 sites of infection under the INFECTIONS AND INFESTATIONS SOC.

Also reported on sunitinib malate trials but with the relationship to sunitinib malate still undetermined:

BLOOD AND LYMPHATIC SYSTEM DISORDERS - Febrile neutropenia

CARDIAC DISORDERS - Acute coronary syndrome; Atrial fibrillation; Cardiac arrest; Pericardial effusion
GASTROINTESTINAL DISORDERS - Ascites; Dysphagia; Esophagitis; Gastrointestinal disorders - Other (enteritis);
Gastrointestinal fistula®; Gastrointestinal hemorrhage*; Ileus; Pancreatitis; Small intestinal obstruction

GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS - Edema face; Pain
HEPATOBILIARY DISORDERS - Cholecystitis

IMMUNE SYSTEM DISORDERS - Allergic reaction

INFECTIONS AND INFESTATIONS - Infection’®

INVESTIGATIONS - Cardiac troponin I increased; GGT increased; INR increased

METABOLISM AND NUTRITION DISORDERS - Hypercalcemia; Hyperglycemia; Hyperkalemia; Hypocalcemia;
Hypokalemia; Hyponatremia

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS - Bone pain
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NERVOUS SYSTEM DISORDERS - Cognitive disturbance; Intracranial hemorrhage; Ischemia cerebrovascular;
Nervous system disorders - Other (spinal cord compression); Peripheral sensory neuropathy; Seizure; Syncope
PSYCHIATRIC DISORDERS - Anxiety; Confusion; Depression

RENAL AND URINARY DISORDERS - Acute kidney injury; Hematuria; Proteinuria; Renal hemorrhage; Urinary
retention

REPRODUCTIVE SYSTEM AND BREAST DISORDERS - Hematosalpinx; Ovarian hemorrhage; Prostatic
hemorrhage; Spermatic cord hemorrhage; Testicular hemorrhage; Uterine hemorrhage; Vaginal hemorrhage
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS - Bronchopulmonary hemorrhage; Laryngeal
hemorrhage; Mediastinal hemorrhage; Pharyngeal hemorrhage; Pharyngolaryngeal pain; Pleural effusion; Pleural
hemorrhage; Pneumothorax

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Pruritus

VASCULAR DISORDERS - Flushing; Hypotension; Thromboembolic event

Note: Sunitinib malate in combination with other agents could cause an exacerbation of any adverse event currently known
to be caused by the other agent, or the combination may result in events never previously associated with either agent.
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Attachment 2: Revised ICD section(s) for Sunitinib Malate

Please note that the terminology for CTEP’s suggested lay terms may change periodically. Therefore, to
maintain consistency, it is strongly recommended that you cut and paste the entire Risk Profile found in
Attachment 2 directly into your protocol.

Risk Profile for Sunitinib Malate (CAEPR Version 2.8, July 27, 2010)

Likely
Belly pain

Irritation or sores in the lining of the anus
Diarrhea

Irritation or sores in the lining of the mouth
Nausea or the urge to vomit

Irritation or sores in the lining of the rectum
Irritation or sores in the lining of the small bowel
Vomiting

Fatigue or tiredness

Loss of appetite

Taste changes

Irritation or sores in the lining of the voice box
Irritation or sores in the lining of the throat
Irritation or sores in the lining of the windpipe

Less Likely
Lack of enough red blood cells (anemia)

Abnormally low level of thyroid gland hormone

Swelling around the nerve responsible for sight

Swelling or feeling of fullness and tightness in the abdomen (belly)
Constipation

Dry mouth

Heartburn

Excess passing of gas

Inflammation (swelling and redness) of the stomach lining

Mouth pain

Chills

Swelling of the arms and/or legs

Fever

Chest pain not heart-related

Increased blood level of a liver enzyme (ALT/SGPT)

Increased blood level of a liver or bone enzyme (alkaline phosphatase)
Increased blood level of a liver enzyme (AST/SGOT)

Increased blood level of a liver pigment (bilirubin) often a sign of liver problems
Increased blood level of enzyme (creatine phosphokinase) from muscle
Increased blood level of creatinine (a substance normally eliminated by the kidneys into the urine)
Increased blood level of fat-digesting enzyme (lipase)

Decreased number of a type of white blood cell (lymphocyte)

Decreased number of a type of white blood cell (neutrophil/granulocyte)
Decreased number of a type of blood cell that helps to clot blood (platelet)
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¢ Increased blood level of a digestive enzyme (amylase)

* Weight loss

» Decrease in the total number of white blood cells (leukocytes)

» Dehydration (when your body does not have as much water and fluid as it should)
* Increased blood level of uric acid, a waste material from food digestion

» Decreased levels of a blood protein called albumin

» Decreased blood level of phosphate

* Joint pain

* Back pain

* Muscle pain

* Leg and/or arm pain

* Dizziness (or sensation of lightheadedness, unsteadiness, or giddiness)

* Headache or head pain

« Difficulty sleeping or falling asleep

* Cough

Shortness of breath

Nose bleed

Hair loss

Dry skin

Swelling and redness of the skin on the palms of the hands and soles of the feet
Skin rash with the presence of macules (flat discolored area) and papules (raised bump)
Changes in hair color

Lightening of the skin

High blood pressure

L] L] L] L] L] L] L] L] L]

Rare but Serious

* A disorder in which blood clots form within small blood vessels

» Decrease in heart's ability to pump blood during the "active" phase of the heartbeat (systole)

» Swelling of a portion of the inner eye

» Reduction in quality or strength of vision

* Gastrointestinal perforation: A tear or hole in the stomach or gut that can lead to serious complications and
may require surgery to repair

o Liver failure, which may be severe and may lead to death

* Abnormal electrical conduction within the heart

* Progressive necrosis (tissue death) of a part (the white matter) of the brain without inflammation (swelling
and redness)

¢ Abnormal changes in the brain that can cause a collection of symptoms including headache, confusion,
seizures, and vision loss associated with MRI imaging findings (RPLS)

« Severe reaction of the skin and gut lining that may include rash and shedding or death of tissue
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