North Central Cancer Treatment Group
NO0572: A Phase I/l Trial of Sorafenib and CCI-779 in Patients with Recurrent Glioblastoma

Addendum 9 — February 27, 2009

Summary

This addendum is in response to a special request from Dr. John Wright of the National Cancer Institute
(NCI) dated December 30, 2008 concerning sorafenib. The drug information section 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
profile 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.

Replacement pages areincluded. Pleaseincorporateinto the
protocol and keep thisaddendum with your protocol.

Title page Updated to reflect the addition of Addendum 9 revised NCI version date.

Section 15.0 Drug I nformation

Pages 60-63: Due to the receipt of an updated CAEPR (version 2.2), Section 15.16 has been replaced
in its entirety.

Appendices|A-IB-IC Consent Form

In order to reflect current drug safety information for sorafenib, the risks section of the
consent form has been revised as follows:

Likely (events occurring greater than 20% of thetime)

o%krprpash#ekmﬂeeemtmg Rash/flaking or shedding of outer layer of skin (reworded)
Diarrhea

Fatlguelilitlredness (expanded wordlng)

Inflammatlon of theskin on the palms of
the hands or soles of the feet (reworded)
Amnoerexia-{lL oss of appetitenotfeeling-hungry) (wording condensed)
o—Dyspnea—(d#ﬁeulty—leFea%hmg-}(deleted)
. Ppumus{-meh% (moved to Less L|kely)
[ ) A T

e&her—pFeblems) (moved to Less L|kely and wordlng condensed)
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Hair loss {sealp-or-bedy) (wording condensed)
Nausea and—vemmng (vomltlng has moved to Less L|kely)

3 Stomach ache (with the
exceptlon of stomach the other pain rlsks have moved to Less leely and reworded)
oy ase (deleted)

(deleted)
Low levels of ablood protein called albumin (newly added)

LessLikely (events occurring lessthan or equal to 20% of thetime)

Flu-like-symptoms-(feeling-achy,-feverish) (deleted)
Sores-in-mouth-and/or-throat (deleted)
Nat-changes-(deleted)

I:tghtmnguef—skmeeter (deleted)

(deleted)

Weight loss

Musele Ppain (such asjoints, muscles, headache, legs, chest, back) (moved from Likely and
wording expanded)

Pain (newly added)

Decreased oexygen-inbleod in ared blood cell protein that carries oxygen in the body
(reworded)

Painful-swallewing (deleted)
Excessfluid-in-stomach (deleted)

Non-life-threatening-skin-cancer
Fluid-areundlungs (deleted)
High blood sugar

Low blood sugar (newly added)
Constipation

Excessive-amounts-of airand-gases-in-the-stomach (deleted)
Chills-and/orshaking-chils (deleted)

Fever

Dry skin

Redness-ofthe-face (deleted)

Infectlon W|th or without a low whlte blood cell count (wordlng expanded)

(deleted)

breath) (deleted)
Joint-painfintlammation{arthritis) (joint pain combined above — arthritis has been deleted)
Kidney fallure (aseseenen—bteed—tests) (wordlng condensed)

3 (deleted)

Bleedlng in steF\Cta\elq—rntest|nes—|4|el4Ltewar—leta:ddetE the reproductlve organsor urinary system
such asthe bladder or kidney (reworded)

Fever associated with a low white blood cell count

Liverinjury(as-seen-on-blood-tests) (deleted)
Numbness-or-tingling-in-the-nerves-of the-hands-orfeet Nerve damage causing numbness,
tingling, or burning (reworded)
L= L ) (deleted)
Peeling+ash (moved to Likely and reworded)

Depression (deleted)
Ringing-in-the-ears (deleted)

Hoarseness, laryngitis, lossor change in voice (wording expanded)

Upset-stemach (moved to Likely and reworded)
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o Acne (deleted)
. Weaknessr(deleted)

(deleted) .

Ieeth—anel—leene—ehanges (deleted)
(deleted)

Itching (moved from Likely)

High blood pressure (moved from Likely)

Vomiting (moved from Likely)

Allergic reactions, also known as hyper sensitivity reactions (fever, chills, rash, itching)
(moved from Rare but serious)

Decreased total number of white blood cells (moved from Likely)

Decreased number of a type of white blood cell (newly added)

Decreased number of blood cellsthat help to clot blood (moved from Rare but serious and
reworded)

Difficulty sleeping or falling asleep (newly added)

Painful inflammation and ulceration of thelining of the digestive tract (newly added)
Bleeding in the digestive tract (newly added)

Bleeding of the respiratory tract (newly added)

Swelling of the arms and legs (newly added)

Increased liver enzyme levels (newly added)

Abnormal liver or bone enzyme level (newly added)

Abnormal digestive enzymelevel (newly added)

High blood levels of a liver pigment indicative of abnormal liver function (newly added)
L ow blood calcium level (newly added)

Abnormal level of fat-digesting enzyme (newly added)

High blood potassium level (newly added)

L ow blood potassium level (newly added)

L ow blood sodium level (moved from Rare but serious and reworded)

Dizziness (newly added)

Cough (newly added)

Shortness of breath (newly added)

Formation of presence of a blood clot inside a blood vessel (newly added)

Rar e but serlous (events occurrlnq Iessthan 3% of thetlme)

A holesomewhere |n the mtestlnal tract from the %ophagusto the
anus (reworded)
o Allergicreactions-alse-known-as-hypersensitivity reactions (moved to Less Likely and wording
condensed)
Heartburn (deleted)
Decrease-in-salts-in-the bloed-such-as-seditm (moved to Less Likely and reworded)
Heart attack
Decreased in-heart-function-er-heartfatlure blood supply to the heart (reworded)

Severe-life-threateningrash (deleted)
P@enged—bleed—elettmg%mes (moved to Less leely and reworded)

Fate (deleted) |

elte) ”
Persistentrunny-nose (deleted)
Decreasesin-Hverfunction (deleted)

Enlargementof-breast-tissue-in-males (deleted)
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(deleted)
Decreasein the ability of the heart to pump blood (newly added)
e Bleedingintothebrain or spinal cord (newly added)

Syndrome caused by high blood pressur e characterized by headache, confusion, seizures,
and vision loss associated with imaging findings (newly added)




