North Central Cancer Treatment Group

N0626: Phase Il Randomized Study Pemetrexed With Sorafenib versus Pemetrexed Alone as
Second-line Therapy in Patients With Advanced Non-Small Cell Lung Cancer

Addendum 5 — 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 are included. Please incorporate into the
protocol and keep this addendum with your protocol.

Title page Updated to reflect Addendum 5 and revised NCI version date.
Section 15.0 Drug Information
Pages49-59: Section 15.12 has been added due to the Comprehensive Adverse Events and Potential

Risks List (CAEPR) for sorafenib being inserted into the protocol and the following text
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Due to the inclusion of the CAEPR listing, all remaining sections have been
renumbered. Repagination throughout the remainder of the document has also occurred.

Appendix | Consent Form

Pages 7-8: 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 the time)

o  Skinrash (combined with flaking skin below)
o  Dehydration-(deleted)

e  Fatigue or Ftiredness (expanded Wording)

a#eepaenwtyetdalW—LMngL Ianammatlon of the skln on the palms of the hands or soles of the
feet (reworded)
o  Skinpeeling Rash/flaking or shedding of outer layer of skin (combined with skin rash above and
reworded)
Anorexia{loss of appetite;-notfeeling-hungry) (wording condensed)
Dyspnea-(difficult-breathing) (deleted)
Flrumus-@tehmg-) (moved to Less L|ker)

the—lengs—mtestlne—er—leram (deleted)
High-blood-pressure (moved to Less Likely)

Hair loss

Diarrhea
Nausea;-vemiting (moved to Less Likely)
Low levels of a blood protein called albumin (newly added)

Pain-(in-meuth-stomach, bone-headache-ertumorpain) Stomach ache(with the exception of

stomach the other risks have moved to Less Likely and reworded)

(deleted)

Decrease in a red blood cell protein that carrles oxygen in the body (reworded)

o  Depression (deleted)

o  Numbness-ortingling-inthenerves-of the-hands-erfeet Nerve damage causing numbness, tingling,
or burning (reworded)

Ringing-in-the-ears (deleted)

Hoarseness, laryngitis, loss or change in voice (expanded wording)

Constipation

Meouth-seres (deleted)

Difficulty-swallowing (deleted)

Upsetstomach (deleted)
Dry skin
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Peeling-rash (moved to Likely and reworded)
Acne (deleted)

rflammation-ofthejoints (deleted)

Musele-pain (combined with pain category below)

Bificutytn-nitiatingormatptiningan-erection (deleted)
Weakness-(deleted)

Fever

Flu-like-symptoms(feverachingjoints,ete) (deleted)

Decrease-in-Wweight loss (reworded)

Inerease-inHverfunctiontestvalues Abnormal liver or bone enzyme levels (reworded)

Deemas&mkrdney—ﬁmﬂa&meawred—by—bleeﬁests Kldney failure (reworded)

m—se;eeln#e—skm—peeblems—me{%eyeles (deleted)
TFeeth-and-bone-changes (deleted)
Chillsishaking-chills (deleted)

Excessive-amounts-of airand-gases-in-the-stomach-(deleted)
High blood sugar

Low blood sugar (newly added)

Fluid-areund-the-lungs (deleted)
General-lung-damage—inflammation-of the-lung (deleted)
Flushing-of-the-skin (deleted)

Inflammation-of the-pancreas-(deleted)
High blood pressure (moved from Likely)

Itching (moved from Likely and reworded)

Decreased total number of white blood cells (moved from Likely and reworded)
Decreased number of a type of white blood cell (newly added)

Vomiting (moved from Likely)

Pain (such as joints, muscles, headache, legs, chest, back) (moved from Likely and reworded)
Pain

Allergic reactions (moved from Rare but serious and condensed wording)

Bleeding in the reproductive organs, or urinary system (such as the bladder or kidney (newly
added)

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

Infection with or without a low white blood cell count (newly added)

Abnormal digestive enzyme level (newly added)

High blood levels of a liver pigment indicative of abnormal liver function (newly added)
Abnormal level of fat-digesting enzyme (newly added)

Decreased number of blood cells that help to clot blood (newly added)

Difficulty sleeping or falling asleep (newly added)

Painful inflammation and ulceration of the lining 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 enzymes (newly added)

Low blood calcium level (newly added)

High blood potassium level (newly added)
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Low blood potassium level (hewly added)

Low blood sodium level (moved from Rare but serious and reworded)
Dizziness (newly added)

Cough (newly added)

Shortness of breath (newly added)

Formation or presence of a blood clot inside a blood vessel (hewly added)

Rare but serious (events occurring less than 2% of the time)

Alergicreactions-also-known-as-hypersensitivity reactions (moved to Less Likely and wording

condensed)

(deleted)
Deerease—m—salts—m—the—bteed—suelct—as—sedwm (moved to Less leely and reworded))

(deleted)

Heart attack
Decreased-in-heart-function-or-heartfailure blood supply to the heart (reworded)
Severe-increases-inthe-blood-pressure (deleted)

Persistentrunny-nose (deleted)

Heartburn (deleted)

A Hholes develeping somewhere in the intestinal system-which-could-be-life-threatening tract from
the esophagus to the anus (reworded)

Decreases-in-Hver-function (deleted)

Severe-life-threateningrash (deleted)
Enlargementof-breast-tissue-in-males (deleted)
Pretenged-bleedretetungtlmes (deleted)

Decrease in the ab|I|ty of the heart to pump blood (newly added)

Bleeding into the brain or spinal cord

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



