North Central Cancer Treatment Group

NO0776: Phase II Trial of Avastin® in Combination with Sorafenib in Recurrent Glioblastoma
Multiforme

Addendum 4 — January 22, 2009

Summary

e The drug information section and consent form risks for sorafenib have been updated to reflect
current drug safety information. Risk changes in this addendum have been determined to be a
minor alteration in the overall risk-benefit for new 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.

e Eliminate intrapatient dose escalation of Sorafenib, if <grade 2 toxicity in cycle 1. Rationale:
Antitumor responses were seen in all patients who received the reduced Sorafenib dose of cycle 1
and had early MRIs performed. Cycle 1 in general has been well-tolerated while all patients who
received the higher Sorafenib dose in cycle 2 had toxicities, which necessitated dose omissions or
delays. Therefore, intrapatient Sorafenib dose escalation in cycle 2 appears to result in increased
toxicity without necessarily improving efficacy; Sections 7 and 8 have been revised to eliminate
the option of Sorafenib dose escalation.

e Additional correlative studies will be performed to maintain consistency with other studies
utilizing Sorafenib (N054C and N0745).

e Administrative/editorial changes.

Replacement pages are included. Please incorporate into the
protocol and keep this addendum with your protocol.

Title page Updated to reflect the addition of Addendum 4 and revised NCI version date.
Section 1.0 Background
Page 6: Due to the additional correlative studies being performed, the first sentence of Section

1.21 has been revised as follows:
Immunohistochemistry (IHC) for VEGF, VEGFR12, VEGFR24, VEGFR3,
CD9, PDGFRa and 3, HIF1a, HIF2a and microvessel density, as assessed by
CD31 staining will be performed in baseline tumor tissue to assess target
expression.
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Section 4.0
Page 10:

Section 7.0
Page 15:

Page 16:

2 Addendum 4

Due to the additional correlative studies being performed, the first sentence of Section
1.23 has been revised as follows:
Molecular biomarkers of vascular response to include circulating VEGFA,
VEGFC, HGF, Angiopoietin-2 (Ang-2), PIGF, soluble VEGFR1, soluble
VEGFR2, soluble KIT, bFGF and SDF1-o will be measured in peripheral blood.

Test Schedule
An “*” has been added to the first column under Coagulation for “activated partial
thromboplastin time.”

Protocol Treatment
Due to the responses seen in patients who received the reduced Sorafenib dose of Cycle
1, the opening paragraph in Section 7.11 has been deleted as follows:

Cyeleallpatients-andfuture-eyeles-if patient-experiences-agrade 3-or4
doesnot-experience-grade 3-or4-treatment-related-adverse-event:

Due to the responses seen in patients who received the reduced Sorafenib dose of Cycle
1, Section 7.12 has been deleted as follows:
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Pages 16-23: Due to the deletion of Section 7.12, repagination has occurred.
Section 8.0 Dosage Modification Based on Adverse Events
Page 16: Due to the responses seen in patients who received the reduced Sorafenib dose of Cycle

1, Dose level 1 has been deleted in Section 8.1 as follows:

Dose Level Sorafenib Avastin®
+ 200-meg Bib(days1+ S-mgtke/day—neo
throush14) reduction
0* 200 mg BID (days 1 5 mg/kg/day — no
through 5 and reduction
8 through 12)
-1 200 mg QD (days 1 5 mg/kg/day — no
through 14) reduction
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Section 14.0

4 Addendum 4

Body Fluid Biospecimens

Page 32:

Section 15.0

Due to the additional correlative studies being performed, the second to the last
sentence in Section 14.412 has been revised as follows:
The plasma will be later assayed for circulating VEGFA, VEGFC, HGF, Ang-2,
PIGF, soluble VEGFR1, bEGE; soluble VEGFR2, soluble KIT, bFGF, and
SDF1-a using commercially available ELISAs.

Drug Information

Pages 37-40:

Section 15.12 is newly added due to the Comprehensive Adverse Events and Potential
Risks List (CAEPR) for sorafenib being inserted into the protocol and the following
text has been deleted in Section 15.11:

The rate of adverse events (including events associated with progressive disease)
resulting in permanent discontinuation was similar in both the sorafenib and
placebo groups (10% of sorafenib patients and 8% of placebo patients). Safety
was also assessed in a Phase 2 study pool comprised of 638 sorafenib-treated
patients, including 202 patients with RCC, 137 patients with hepatocellular
carcinoma, and 299 patients with other cancers. The most common drug-related
adverse events reported in sorafenib-treated patients in this pool were rash (38%),
diarrhea (37%), hand-foot skin reaction (35%), and fatigue (33%). The
respective rates of CTC (v2.0) Grade 3 and 4 drug-related adverse events in
sorafenib-treated patients were 37% and 3%, respectively. Additional Datafrom




NO776

Section 16.0

5 Addendum 4

Due to the inclusion of the CAEPR listing, all remaining sections have been
renumbered. Repagination throughout the remainder of the document has also
occurred.

Statistical Considerations and Methodology

Page 56:

Section 17.0

Due to the additional correlative studies being performed, sections 16.9a42 and 16.9a43
have been revised as follows:
Cellular biomarkers from blood samples (VEGFA, VEGFC, HGF, Ang-2,
P1GF, soluble VEGFR1, bBEGE; soluble VEGFR2, soluble KIT, bFGF, and
SDF1-a [see Section 14.0]) from blood samples will be evaluated at baseline and
relative change from baseline at the specified time points in Section 14.0.

Tumor biomarkers (CD31, CD9, VEGF, VEGFR1, VEGFR2, VEGFR3,
PDGFRa, PDGFRp, HIF1a, HIF2a, and P-ERK [see Section 17.0]) will be
measured at baseline on appropriate scales and any determination if the levels are
elevated will be made using current available standards.

Pathology Considerations/Tissue Biospecimens

Page 60:

Due to the additional correlative studies being performed, the number of unstained
slides as reflected in the second row of the first column in Section 17.1 has been
revised to reflect 13 rather than 46.
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Page 60: Due to the additional correlative studies being performed, the number of slides
reflected in the first sentence of Section 17.32 has been revised to reflect 15 rather than
12

Due to the additional correlative studies being performed, the number of slides
reflected in the first bullet has been revised to reflect 13 rather than 46.

Page 61: Due to the additional correlative studies being performed, the following have been

added to the bullet items in Section 17.51:
e (D31
VEGFR1
VEGFR2
VEGFR3
PDGFRa
PDGFRp
VEGF
CD9
HIF1la
HIF2a

Section 19.0 Budget

Page 63: Section 19.2 has been revised for clarification as follows:
Tests to be research funded: PT/INR (~$29 x 4 if patient is on Coumadin), APTT
(~$37 x up to 6/patient), fibrinogen (~$42 x up to 6/patient); DCE MRI
(~$2,268 x 42/patient — baseline if needed to assess progression, Cycle 1 Day 3,
prier-to-Cyele 3-(Day 28),-and priorto-Cyele S first 20 patients at Mayo Clinic
Rochester only); Urine protein: creatinine ratio (~$27 x 6/patient). Research
analyses being done on the blood and tissue samples.
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Appendix I Consent Form

Pages 6-7: In order to reflect current drug safety information for Sorafenib, the risks section of the

consent form has been revised as follows:

Likely risks (events occurring greater than 20% of the time)

Skin rash

Dehydration (moved to Less Likely)

Tiredness

Hand and foot syndrome (numbness, tingling, redness, and/or discomfort of hands or feet that may
affect activity of daily living.

Skinpeeling Flaking or sloughing of skin (reworded)
Anorexia-oss-ofappetite-not-feeling-hungry) (moved to Less Likely)

Dyspnea-(diffieult breathing) (deleted)

P—mmu&mehmg}(moved to Less L|kely

the-tlungs—intestine-or-brain (moved to Less leely)
High bleedpressure (moved to Less Likely)

Hairdoss (deleted as this is also listed under Less Likely)
Diarrhea

Nausea;-vomiting (moved to Less Likely)

Paﬁém—me&th—s{emaeh—beﬂ%headaeh%er—mmer—pama (moved to Less Likely and reworded)
ase (deleted)

Decrease in a part of red blood cells that carrles oxygen in the body (reworded)

Depression-(deleted)
Numbness-or-tingling-in-the-nerves-of the hands-or-feet Condition of the nervous system that
causes numbness, tingling, burning (reworded)
Ringingin-the-ears (deleted)
Hearseness-(deleted)

Constipation

Mouth-seres (deleted)

Difficulty swallowing

Upsetstomach (deleted)

Dry skin

Peelingrash (deleted as this is listed in Likely)
Aene (deleted)

Inflammation-of the joints (deleted)

Musele-pain (combined in category below)

Difficulty in inttiating or maintaining an crection (deleted)
Weakness-(deleted)

Fever
Flu like symptoms (fever, aching joints, etc.)
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Decrease in weight
Increase in liver function tests Abnormal liver or bone enzyme levels (reworded)

Deereasem—k}daey—f&neﬁea—as—measufed—%/—b}eed—tests Kldney fallure (reworded)

5 ; (deleted)
TFeeth-and-bone-changes (deleted)
Chills/shaking chills
Excessive amounts of air and gases in the stomach
High blood sugar
Fluid around the lungs
General lung damage, inflammation of the lung (newly added)
Flushing of the skin
Pancreatitis

Persistentrunny-nose (deleted)
Heartburn

Enlargementof-breast tissuein-males (deleted)

Hair loss

Allergic reactions, also known as hypersensitivity reactions (moved from Rare but serious)
Dehydration (moved from Likely)

Anorexia (loss of appetite, not feeling hungry) (moved from Likely)

Pruritus (itching) (moved from Likely)

Drop in the white blood cell count which could be connected with an increased risk of
infections (moved from Likely)

Decreased risk of phosphorus in the blood (called hypophosphatemia) (moved from Likely)
Decrease in platelet count which may result in bleeding, even potentially serious bleeding such
as in the lungs, intestine, or brain (moved from Likely)

High blood pressure (moved from Likely)

Nausea, vomiting (moved from Likely)

Pain (in stomach, joints, or muscles) (moved from Likely and reworded)

Non-threatening superficial skin cancer (newly added)

Lightening of the skin (newly added)

Nail changes (newly added)

Fluid collection in the abdomen (newly added)

Irritation or sores in the lining of the throat (newly added)

Bleeding of areas such as the intestinal system, reproductive organs, and urinary system (newly
added)

Fever with dangerously low white blood cell count (newly added)

Infection (newly added)

Low levels of a blood protein called albumin (newly added)

Abnormal digestive enzyme level (newly added)

Abnormal level of bilirubin in the blood. Bilirubin is a bile pigment found in the liver (newly
added)

Abnormal blood level of fat-digesting enzyme (newly added)

Decrease in oxygen supply to a tissue (newly added)

Collection of air outside the lungs in the space surrounding the lungs (newly added)
Elevation of blood tests such as blood elastase (newly added)
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Rare but serious (events occurring less than 2% of the time)

AHngﬁeaeﬁens—a%sekﬁest—hypefse&sme—reaeﬁeﬂs (moved to Less leely)

Fate (deleted)
° Deefe&sem—sa#s—iﬁ—ﬂ&%bleed—sﬂeh—&s—sedmm (deleted)
° : A : v
. Heaft—att—aek (deleted)
o Decrease-in-heartfunction-or-heartfailure (deleted)
o Severe-inercases-inthe-bloodpressure (deleted)
e  Holes developing in the intestinal system which could be life threatening
o Decreases-inhiverfunetion (deleted)
o Severelife-threateningrash (deleted)
. Pre%eﬂged—bleed—eleemofg—emes (deleted)
. rou-are-takinea hinne

(deleted)

Page 10: The first paragraph under the “What are the costs of taking part in this research study”

section has been revised for clarification as follows:
You and/or your health plan/ insurance company will need to pay for some or all
of the costs of treating your cancer in this study. Some health plans will not pay
these costs for people taking part in studies. Check with your health plan or
insurance company to find out what they will pay for. Those tests and
procedures you will not need to pay for are the PT/INR if you are on Coumadin,
fibrinogen; PEE-MRI-dene-atbaseline; Cyele 1 Day3;before Cyele 3-(Day28);
before-cyele5; (For first 20 patients at Mayo Clinic Rochester —- DCE MRI at
baseline [if needed at that time] and Cycle 1 Day 3); APTT; and urine protein
analysis. Taking part in this study may or may not cost your insurance company
more than the cost of getting regular cancer treatment.

Appendix VII  Research Base Instructions for Biospecimen Processing in BAP Laboratory
Page 1: The second column of the second row has been revised to read ~2 mL (45)

Due to the additional correlative studies being performed, a new third row has been
added to the table for “Platelet Poor Plasma (PPP).

Page 2: Due to the additional correlative studies being performed, item #6 has been revised as

follows:
At the end of the study, forward one frozen plasma aliquot and one frozen PPP
aliquot (aliquot volume to be determined at the end of the study) to the
laboratory of Dr. Shaji Kumar, Stabile 6-13, Mayo Clinic Rochester (ATTN:
Terry Kimlinger) for the assaying of circulating VEGFA, VEGFC, HGF,
Ang-2, P1GF, soluble VEGFR1, bEGE soluble VEGFR2, soluble KIT, bFGF,
and SDF1-a by ELISA.. VEGFC and SDF1- a require the PPP, whereas the
remaining ELISAs require regular plasma.



