Protocol Version Date: 03/17/11 CIRB N0O574
CIRB Expiration Date: 08/03/12

Northwest Community Clinical Oncology Program (NWCCOP)
MultiCare Health Research Institute

315 Martin Luther King Jr. Way

Tacoma, WA 98405

Phone: (253) 403-1461 Fax: (253) 403-1615

Sponsored and Funded by the National Cancer Institute

CONSENT FORM

CIRB NO0574: Phase 111 Randomized Trial of the Role of Whole Brain Radiation
Therapy in Addition to Radiosurgery in Patients with One to Three Cerebral
Metastases

INVESTIGATORS:

Lauren Colman, MD, Chris Chen, MD; Xinda Wang, MD; Daniel Moore, MD; Troy
Wadsworth, MD; Katharine Barford, MD; Umesh Chitaley, MD; Yoshio Inoue, MD;

315 MLK Jr. Way, 4" Floor, Tacoma, WA 98405 (253) 403-1677.

Robert McCroskey, MD; Sibel Blau, MD; Andrea Rose, MD; Ronald Goldberg, MD;
400-15™ Avenue SE, Puyallup, WA 98372 (253) 841-4296.

Frank Senecal, MD; Thomas Baker, MD; Lorrin Yee, MD; Moacyr Oliveira, MD;
1624 South | Street, Tacoma, WA 98405 (253) 383-3366.

Paul Robertson, MD; Steven Gorton, MD; James Lechner, MD; Harry Griffith, MD,;
Xingwei Sui, MD; Hui Wang, MD; Michael Harris, MD, Maury Blitman, MD;
4525 Third Ave. SE, Suite 200, Lacey, WA 98503 (360) 754-3934.

Dustan Osborn, MD; Robert Witham, MD; Nicole Grous, MD; Min Kang, MD;
3920 Capital Mall Drive SW, Suite 100, Olympia, WA 98502 360-753-4700 &
121 North Division Street, Suite 100, Auburn, WA 98002 (253) 887-9333.

John Rieke, MD; Suraj Singh, MD; Carolyn Rutter, MD; Rizwan Nurani, MD;
315 Martin Luther King Jr. Way, 1st Floor, Tacoma, WA 98405 (253) 403-4994.

Michael Liao, MD, 400 -15™ Ave SE, Puyallup, WA 98372 (253) 697-4829

Oliver Batson, MD; James Congdon, DO; Mark Coughenour, MD; Peter Y.Z. Jiang, MD;
Elie Saikaly, MD; Luke Walker, MD; Xiaowen Wang, MD; Steve Adam, MD;

B. Sharon Cole, MD; Darren Little, MD; William Wisbeck, MD; Thomas Smith, MD;
1717 13" Street, Third Floor, Research, Everett, WA 98201 (425) 297-5532

James Pelton, MD; William Reece, MD; Tanya Wahl, MD; Kathryn Crossland, MD;
11135 116™ Avenue NE #230, 3rd Floor, Bellevue, WA 98201 (425) 454-2148

Sushma Pant, MD; Thomas Drake, MD; Katrina Popham, MD; Gerardo Midence, MD;
Binay Shah, MD; 1250 Idaho Street, Lewiston, Idaho 83501  (208) 743-7427
1

Patient'



Protocol Version Date: 03/17/11 CIRB N0O574
CIRB Expiration Date: 08/03/12

CIRB N0574: Phase 111 Randomized Trial of the Role of Whole Brain Radiation
Therapy in Addition to Radiosurgery in Patients with One to Three Cerebral
Metastases

WHO IS CONDUCTING THIS STUDY?
This study is a clinical trial conducted by the North Central Cancer Treatment Group (NCCTG).
Clinical trials are research studies designed to find better ways to treat diseases like cancer.

You are being asked to take part in this research study because you have cancer somewhere else
in your body that has metastasized (spread) to your brain. You have one to three metastases in
your brain. It is up to you to decide whether or not to take part in this study.

This is a clinical trial (a type of research study). Clinical trials include only patients who choose
to take part. Please read this consent form carefully and take your time making your decision.
We encourage you to talk with your doctor, family and friends before you decide to take part in
this research study.

WHY Is THIS STUDY BEING DONE?

. The purpose of this research study is to compare overall survival and to compare
the effects (good and bad) of stereotactic radiosurgery (SRS) to stereotactic
radiosurgery plus whole brain radiation therapy (WBRT) on you and your brain
metastases.

. There may be microscopic tumor deposits that are not yet visible on imaging
(the MRI scan) that may appear at some point in the future. This research study is
being done to find out if adding WBRT to stereotactic radiosurgery (SRS) will
offer any additional benefit to receiving stereotactic radiosurgery alone in
treating these possible microscopic tumor deposits in the brain since it is not
known whether more treatment will be better or worse.

How MANY PEOPLE WILL TAKE PART IN THE STUDY
About 238 people will take part in this study.

WHAT IS INVOLVED IN THE STUDY?

As part of the evaluation of your eligibility to take part in this research study, your study doctor
will do a MRI that needs to be done within 3 weeks prior to signing up for the study. To be
eligible, the results of the MRI must show that you have at least one but no more than three brain
metastases and that none are more than approximately one inch in size (a little larger than a
quarter). Your study doctor must also verify that you meet other study requirements, such as not
being pregnant and not having uncontrolled growth of cancer that is outside of your brain. If you
are eligible and agree to participate, you will be randomized into one of the two treatment groups.
The two treatment groups are described by the procedures that will be tested in this study: (Group
A) radiosurgery and (Group B) radiosurgery plus whole brain radiation therapy. Everyone is this
research study will have radiosurgery.
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Randomization means that you are put into a group by chance. It is like flipping a coin. Neither
you nor your study doctor will choose what group you will be in. The group you are put in is
chosen by a computer. You will have a 50-50 chance of being in one of the two treatment groups
(Group A or Group B).

If there are more than three brain metastases or if any of the brain metastases are larger than
approximately one inch in size on your pre-treatment/planning MRI, you will not be eligible for
this research study.

There are procedures that are part of regular cancer care that may be done even if you do not join
the study. If you participate in this research study, some of these tests may be done more
frequently than if you were not taking part in this research study.

Radiosurgery (SRS)

Radiosurgery utilizes immobilization (a head frame or a soft plastic mask that forms to the shape
of your face that helps hold the head in place during treatment) to allow very precise targeting of
tumors. Radiosurgery is a single treatment and will be done as an outpatient procedure in most
cases. A high dose of radiation will be delivered to a small, focused area of your brain. One
technique, called the 'gamma knife,' uses gamma rays. Other systems use a specially designed x-
ray machine called a linear accelerator. This machine works much like a regular x-ray machine,
but the x-ray dose is much higher and the machine will target the tumor. Either a gamma knife or
a linear accelerator can be used in this research study.

If a head frame is used you will be given a local anesthesia to numb your skin and make it easier
to position the special head frame. The head frame must be fixed in place with pins partially
extending into your skull. The head frame holds your head to prevent it from moving and to
focus the gamma rays or x-rays and aim them at the tumor(s) in your brain. To plan the
procedure, a MRI is done while you are wearing the head frame. You may be given a steroid
medicine through a needle into a vein in your arm before the radiosurgery to prevent swelling.
For most patients, the actual time on the radiosurgery treatment machine is in the range of 30 to
90 minutes. The head frame will be removed after the treatment and the frame attachment sites
on your head will be cleaned.

If a facemask is used, this will be placed over your face to keep your head from moving during
the procedure. During the procedure, they will also confirm the exact location that needs to be
treated using x-rays. For most patients, the actual time on the radiosurgery treatment machine is
in the range of 30 to 90 minutes. The facemask will be removed after the treatment.

Whole Brain Radiation Therapy (WBRT)

Whole brain radiation therapy will be given to you as an outpatient for 5 days a week for
approximately 2 %2 weeks (about 12 treatments). The treatments will deliver small doses of
radiation to the whole brain each treatment day. The treatments typically last anywhere from 10
to 20 minutes (and part of this time includes making adjustments to accurately target the whole
brain). The treatment will use a specially designed x-ray machine called a linear accelerator.
This machine works much like a regular x-ray machine, but the targeting is more specific and the
x-ray dosage is much higher. The linear accelerator will deliver the radiation with x-ray beams
on each side of your head. The treatment is painless and bloodless, and there is no danger of
infection. No head frame is used for whole brain radiotherapy although a soft plastic mask that
helps hold the head in place during treatment may be utilized.
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Follow-up Visits

Regardless of which treatment group you are in (Group A or Group B), you will be asked to visit
your study doctor for follow-up visits after your radiosurgery treatment is completed. These
follow-up visits will be at 6 weeks, 12 weeks, 6 months, 9 months, 12 months, 16 months, 24
months and then every year until it has been 5 years since you started the study. During these
visits your study doctor or a member of the research team will talk with you about your
symptoms, give you a physical and neurological examination and you will have an MRI scan.
You will be asked questions to determine your ability to think and remember, and you will be
asked questions about your daily living activities. These questions will take approximately 20 to
30 minutes to complete.

In addition to the questions that your study doctor will ask you, you will be asked to complete a
questionnaire that will take an additional 10-15 minutes before your treatment and at each follow-
up visit after your treatment. The questionnaire asks how you feel physically, socially,
emotionally and functionally.

How LoNG WILL I BE IN THE STUDY?

We would like to keep track of your medical condition as long as you are alive or for a maximum
of five years after you begin this study to look for any long-term effects of the treatment in this
study.

Your study doctor may decide to take you off this study if your medical condition changes, or if
NCCTG finds it must limit or stop the study. You may stop participating at any time. However,
if you decide to stop taking part in the study, we encourage you to talk to the study doctor or your
own doctor first.

WHAT ARE THE RISKS OF THE STUDY?

While on the study, you are at risk for these side effects. You should discuss these with your
study doctor. There also may be other side effects that we cannot predict. Your study doctor may
be able to offer medical treatment to decrease your side effects and make you more comfortable.
Some side effects go away after the treatment, but in some cases side effects can be serious, long
lasting, or permanent.

The following list of long-term side effects can occur with either treatment (SRS or WBRT)
and the risks may be increased if the patient receives both SRS and WBRT (i.e., patients on
Group B).

Risks and Side Effects of Radiosurgery:

Very Likely Less Likely
e Temporary pain associated with | e Nausea
the head frame placement e VVomiting
e Headache e Allergic reaction to the local
e Localized hair loss anesthesia (rash, itching, nausea, or

difficulty breathing)
e Bleeding and/or infection around the
head frame (if a head frame is used)
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Risks and Side Effects of Whole Brain Radiation:

Very Likely Less Likely
e Hair loss e Nausea
e Temporary scalp redness e Decreased mental capacity
and drying e Decreased motor function
o Fatigue (tiredness) (coordination/ movement)
e Cataract formation
e Dry mouth
e Taste changes
e Temporary ear and ear canal redness

Expected Long-Term Serious Side Effects of SRS and WBRT Include:

Less Likely Rare, but serious
¢ Nausea e Vomiting
e Permanent hair loss e Seizures
o Weakness, paralysis, loss of
sensation

e Loss of vision or hearing

o Difficulty with speech

e Decreased mental abilities

¢ Radiation necrosis (brain tissue
death which may require surgery or
steroid therapy)

e Death

Reproductive risks: Being a part of this study while pregnant may expose the unborn child to
significant risks. Therefore, pregnant women may not participate in the study. If you are a
woman who can become pregnant, a urine or blood pregnancy test will be done within 7 days
prior to randomization. If the pregnancy test is done using blood, approximately 1 teaspoon of
blood will be drawn from a vein by needle-stick. The pregnancy test must be negative before you
can enter this study. If you are sexually active, you must agree to use birth regulation measures
for the duration of the radiation treatment (SRS Group A or Group B WBRT + SRS).

If you are a man, the treatment used in this study could affect your sperm and could potentially
harm a child that you may father while on this study. If you are sexually active, you must agree
to use birth regulation measures for the duration of the radiation treatment (Group A SRS or
Group B SRS + WBRT) and for three months following the completion of the radiation
treatment.

Medically acceptable birth regulation includes: (1) surgical sterilization, (2) approved hormonal
contraceptives (such as birth control pills, Depo-Provera, or Lupron Depot), (3) barrier methods
(such as a condom or diaphragm) used with a spermicide, or (4) an intrauterine device (1UD). If
you do become pregnant during this study, you must inform your study doctor immediately.

For more information about risks and side effects, ask the study doctor listed on the cover sheet.
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ARE THERE BENEFITS TO TAKING PART IN THE STUDY?

If you agree to take part in this study, there may or may not be a direct medical benefit to you.
The treatments in this study have been given before to people with brain metastases, but it is not
known which of these treatments works the best. We hope that information learned from this
study will help people who have brain metastases in the future.

WHAT OTHER OPTIONS ARE THERE?
Instead of being in this study, some of the following options may be available to you:
e Whole brain radiation therapy
Radiosurgery
Radiosurgery + Whole brain radiation therapy
Surgery
Surgery + Whole brain radiation therapy
Surgery + Radiosurgery
Steroids
Chemotherapy
Biological response modifier therapy or immunotherapy
No therapy at this time, but care that will help you feel more comfortable

You may get radiosurgery and/ or whole brain radiation therapy even if you do not take part in the
study.

Please talk to your doctor about these and other options.

In addition, if after treatment, brain metastases come back or new brain metastases develop, some
of the above treatment options may be available for you. Please talk to your doctor about these
and other options and your doctor will help you decide what is best for your situation.

WHAT ABOUT CONFIDENTIALITY?
Your medical records and study records are confidential but they may be disclosed if required by
law.

If the study results are published, no personal information will be identified. This is to ensure
that no one will be able to tell that you took part in this study. Records of your progress on the
study will be kept in a confidential form at this institution and also in a computer file at the North
Central Cancer Treatment Center (NCCTG). The confidentiality of the central computer record is
carefully guarded. Your research records will include your medical history, results of your
exams, reports from your treatment, and reports of your office visits. Some of the information
collected as part of the research also may be included in your medical records.
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Organizations that may look at and/or copy your research records for quality assurance and data
analysis include:
¢ North Central Cancer Treatment Group (NCCTG);
o Radiological Physics Center (RPC);
e Local Institutional Review Board (IRB), a group of people who review the
research study to protect your rights; and
e Government agencies including the Office for Human Research Protections
(OHRP) and the National Cancer Institute (NCI).
e Cancer Trials Support Unit (CTSU), a research group sponsored by the
National Cancer Institute (NCI) to provide greater access to cancer trials.
e Food and Drug Administration (FDA)

These agencies may look to see that the study is being done safely and correctly.

WHAT ARE THE COSTS?

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 research studies. Check with your health plan or insurance company to find out what they
will pay for. Taking part in this study may or may not cost your insurance company more than
the cost of getting regular cancer treatment.

You will not be paid for taking part in this study.
For more information on clinical trials and insurance coverage, you can visit the National Cancer

Institute’s Web site at http://cancer.gov/clinicaltrials/understanding/insurance-coverage . You
can print a copy of the “Clinical Trials and Insurance Coverage” information from this Web site.

Another way to get the information is to call 1-800-4-CANCER (1-800-422-6237) and ask them
to send you a free copy.

WHAT ARE MY RIGHTS AS A PARTICIPANT?

Taking part in this study is your choice and does not take away any of your rights. You may
choose either to take part or not to take part in the study. If you decide to take part in this study,
you may leave the study at any time. No matter what decision you make, there will be no penalty
to you and you will not lose any of your regular benefits. Leaving the study will not affect your
medical care. You can still get your medical care from our institution.

We will tell you about new information or changes in the study that may affect your health or
your willingness to continue in the study.

In the case of injury, you will need to report them to your study doctor and you will be treated as
needed.
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WHom Do | CALL IF | HAVE QUESTIONS OR PROBLEMS?

You can talk to your study doctor about any study-related injury, questions or concerns you have
about this study. Contact your study doctor at the number listed on the cover sheet.

For questions about your rights while taking part in this study, call the MultiCare Health System

Institutional Review Board (a group of people who review the research to protect your rights) at

253-403-3844.

You may also call the Operations Office of the NCI Central Institutional Review Board
(CIRB) at 888-657-3711 (from the continental US only).

WHERE CAN | GET MORE INFORMATION?

You may call the National Cancer Institute's Cancer Information Service at:
1-800-4-CANCER (1-800-422-6237) or TTY: 1-800-332-8615

You may also visit the NCI Web site at http://cancer.qgov/

e For NCT’s clinical trials information, go to: http://cancer.gov/clinicaltrials/

¢ For NCTI’s general information about cancer, go to http://cancer.gov/cancerinfo/

You will get a copy of this form. If you want more information about this study, ask your
study doctor.

Signature
I have been given a copy of all pages of this form. | have read it or it has been read to me.

I understand the information and have had my questions answered. | agree to take part in
this study.

Patient's name (printed or typed) Patient's Signature Date

Physician name (printed or typed) Physician Signature  Date

Signature of person conducting the Date
Informed consent discussion
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Authorization to Use or Disclose (Release)
Identifiable Health Information For Research

Participant’s Name:

Birthdate:

1. What is the purpose of this form?

The Cancer Trials Support Unit (CTSU) is an organization that does research to learn about the
causes of cancer, and how to prevent and treat cancer. Researchers would like to use your health
information for research. This information may include data that identifies you. Please carefully
review the information below. If you agree that researchers can use your identifiable health
information, you must sign and date this form to give them your permission.

2. What health information do the researchers want to use?

The researchers want to abstract and use the portions of your medical record that they will need
for their research. If you enter a CTSU research study, information that will be used and/or
released may include your complete medical record, and in particular, the following:

[1 the history and diagnosis of your disease

[ specific information about treatments you received

[ information about other medical conditions that may affect your treatment

[1  medical data, including laboratory test results, tumor measurements, CT scans, MRIs, X-rays,
photographs of radiation therapy target areas, and pathology results

[ information on side effects (adverse events) you may experience, and how these were treated

[ long-term information about your general health status and the status of your disease

[1 tissue and/or blood samples, associated data related to the analysis of the samples

You may request a blank copy of the CTSU data forms from the Northwest CCOP to learn what
information will be shared.

3. Why do the researchers want my health information?

The Northwest CCOP will collect your health information and share it with the CTSU if you
enter a Cooperative Group research study, or to evaluate your eligibility for a study. The CTSU
researchers will use your information for the following cancer research study(ies). You are being
asked to take part in a study known as CIRB N0574: Phase Il Randomized Trial of the Role
of Whole Brain Radiation Therapy in Addition to Radiosurgery in Patients with One to
Three Cerebral Metastases

4. Who will be able to use my health information?

The Northwest CCOP will use your health information for research. As part of this research, they
may give your information to the following Groups taking part in the research. The Northwest
CCOP may also permit staff from these Groups to review your original records as required by law
for audit purposes.
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[ the Cancer Trials Support Unit (CTSU), a research group sponsored by the National Cancer
Institute (NCI) to provide greater access to cancer trials

[1 public health agencies and other government agencies (including non-U.S.) as authorized or
required by law

[1 other people or organizations assisting with CTSU research efforts and the Food and Drug
Administration

[1 central laboratories, central review centers, and central reviewers. The central laboratories
and review agencies may also give your health information to those groups listed above.

5. How will information about me be kept private?

The CTSU will keep all identifiable health information confidential to the extent possible, even
though they and other federal research groups are not subject to the same federal privacy laws
governing clinical centers. The CTSU will not release identifiable health information about you
to others except as authorized by this form, or required by law. If your identifiable health
information must be shared with other organizations, the privacy laws that govern those
organizations would apply.

6. What happens if |1 do not sign this authorization form?

If you do not sign this authorization form, you will not be able to take part in a research study for
which you are being considered.

7. If I sign this form, will | automatically be entered into the research study?

No, you cannot be entered into any research study without further discussion and separate
consent. After discussion, you may decide to take part in the research study. At that time, you
will be asked to sign a separate research consent form.

8. What happens if I want to withdraw my authorization?

You can change your mind at any time and withdraw this authorization. This request for
withdrawal must be made in writing. Beginning on the date you withdraw your authorization, no
new identifiable health information will be used for research. However, researchers may
continue to use the health information that was provided before you withdrew your permission.

If you sign this form and enter the research study, but later change your mind and withdraw your
authorization, you will be removed from the research study at that time.

To withdraw your authorization, please contact the person below. She will make sure your
written request to withdraw your authorization is processed correctly.

Karyn Hart, RHIT, CCRP

Clinical Research Associate Supervisor
Northwest CCOP

315 Martin Luther King Jr., Way
Tacoma, WA 98405

(253) 403-1461
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9. How long will this authorization last?

If you agree by signing this form that researchers can use your identifiable health information,
this authorization has no expiration date. However, as stated above, you can change your mind
and withdraw your permission at any time.

10. What are my rights regarding my identifiable health information?

You have the right to refuse to sign this authorization form. You have the right to review and/or
copy records of your health information kept by the Northwest CCOP. You do not have the right

to review and/or copy records kept by the CTSU or other researchers associated with the research
study.
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Signatures

| agree that my identifiable health information may be used and disclosed for research purposes
described in this form.

Signature of Patient or Patient's Legal Representative:

Date:

Printed Name of Legal Representative (if any):

Representative's Authority to Act for Patient:

Signature of Person Obtaining Authorization:

Printed Name of Person Obtaining Authorization:
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