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INTRODUCTION

You are being invited to take part in a research study that is being funded by the Department of
Veterans Affairs. Before you decide to take part, it is important for you to know why the

research is being done and what it will involve. This includes any potential ris

as any potential benefits you might receive.

Read the information below closely; if you wish, you can discuss i
there is anything that is not clear or if you would like more details pl
staff to explain them to you. Take your time to decide. If you do de
study, your signature on this consent form will show that you r

ou, as well

below, and that you were able to discuss any questions and ce h a member of

the study team.
BACKGROUND AND PURPOSE

What is the purpose of this research study?

The purpose of this research study is to find o

the duration of the study. Both of th
used to prevent gout attacks, thou

et edications Allopurinol and
attacks. This is a double blind
reatment you are receiving during
been approved and are currently
ands that allopurinol be tried first.. They
ses gout attacks. However, we do

d to gain the most benefit, or whether

ication or the other.

ey function. Gout is a common disease among Veteran
ively and efficiently to prevent gout attacks is an important

and your recent
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What kind of treatment would | receive if | wasn'’t in this research study?

If you were not in the research study, the treatment you would receive for your gout would be
handled by your regular doctor. That treatment may include allopurinol or febuxostat or any
other medications used to lower uric acid or prevent gout attacks.

What are the treatments | will receive as part of this research study and are
approved by the Food and Drug Administration (FDA)?

As part of this study, you will be assigned by chance (like a flip of
allopurinol or febuxostat. You would have a 50:50 chance of receivi
Allopurinol and febuxostat have both been shown to be effective in oved by
the FDA; however, febuxostat is only recommended for patienis '
with or cannot tolerate allopurinol.

Who will be conducting the research study and wh
This study is being conducted at < insert VA name >
across the United States and is being sponsored by the

How many people are going to participate in if
There will be about 950 participants in the stt
across the US. Locally at <insert VA n

DURATION OF THE RESEARCH

Your individual participation i
which you will be taking stu
see if you report any go

ks (approximately 18 months), during
We will check your medical records 30 days later to
. THAis research study overall is expected to take

all participants to complete. We will continue to review
ck your health (review will be conducted up to10 years
after the ici : dy visit); however, we will not need to contact you during this
udy, therefore the blind will be broken and care will be

tudy drug that you were receiving will be known. Treatment decisions after the
study will be our primary care doctor’s discretion. Data will be revealed at the end of the

72 weeks.
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STUDY PROCEDURES

Initial/Screening Visit

After you sign this consent form, we need some additional information to see if you can continue

|n the fuII study We will ask you questions about your gout condition to deter

Initial/Screening Visit (cont’'d)

If any information from the initial screening visit indicates tha or the study,

you will be referred to your doctor to continue you
after the screening tests you are considered eligibl
scheduled for a study entry visit. This visit can be don
screening visit if your eligibility is confirmed then, or you

your screening visit.

Study entry visit
You will be randomized to receive eith
receive either medication. You will re

is or her advice. If

y, you will be

dy pills to take at the same time. One
ike the other medication, but it will in fact
arch team nor your regular doctors

asked to take the study medications for 72 weeks. Both
taken at the same time, morning or evening, with or

ou will be asked not to make any changes in any of your other
essary, and only with permission of your doctor. The

related quality of liféand alcohol use, have blood pressure and weight measured, and have a
blood test (about two tablespoons) to measure blood counts and inflammation in your body.

These blood tests will include:
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e Complete blood count (CBC)
Tests to measure the level of uric acid in your blood
o Tests to measure the function of your liver and kidneys (standard blood tests your doctor
would order to monitor the effect of the medications on your body).
o Tests to measure inflammation in the body

In-person study visits (until week 48)
You will come to the Study Center every six (6) weeks for blood t n byithe
study doctor and/or study coordinator. At each visit you will have y sur en,
and you will talk with the physician and discuss any side effects you d any
changes in your medications, your gout and your general healik be asked about
taking your study medication, and may have your dose incre DaSE sults of your
blood tests. At the week 24 visit, you will be aske [fonn

health (the same as at the beginning of the study).
minutes of your time and are very important to make s
study medication to treat your symptoms.

e approximately 30
ng the correct dose of

Blood tests: To monitor for side effectsand how w dication is working, the same
amount of blood (approximately 2 tabl 2 drawn again every 6 weeks for 48
weeks. You may also need to ha acid level done at weeks 9, 15 and

Phone visits
Starting at week 3, the study
9, 15, 21), then again at discuss medication side effects, any changes in
taking the study medication as prescribed. These phone
our in-person visits to the Study Center (for example,

n study visit at week 6). These phone calls will take

r time.

At the 48 wee it, or if you leave the study early, you will have blood pressure and weight
measurements, tests done, and you will complete the same questionnaires about your
health and alcohol BSe as at the beginning of the study. You will also be asked about any side
effects, medication changes, taking your study medications, and will be asked to return your

unused study medications. This visit will take up to 2 hours.

SUBJECT’S IDENTIFICATION FOR VA CENTRAL IRB USE ONLY

PI/SC Approval Date: 04/05/2019

LSI Approval Date: N/A

VA Form 10-10-86 LSI Verification Date: N/A

Page 4 of 16




\%) Department of Veterans Affairs

RESEARCH CONSENT FORM
Version Date: 01APRIL2019

Participant Name:

Date:

Title of Study: CSP#594 Comparative Effectiveness in Gout: Allopurinol versus Febuxostat

Principal Investigator:

VA Facility:

Principal Investigator for Multisite Study: James O’Dell, MD

Study visits (phone and in-person) after 48 weeks

Active treatment with the study medications ends at 72 weeks. After you have had your 48 week
visit, we will be calling you every 4 weeks to ask about any gout attacks that you may have had
and whether you have been taking the study medication as prescribed. These phone calls will

take approximately 5-10 minutes of your time at weeks 52, 56, -, 64, and 68. A
or if you leave the study early we will ask you to come for an in-person stud
blood pressure and weight measurements taken, blood tests done, you will

addition, at week 72 you will complete the same questionnaires abo

use as at the beginning of the study..

Gout Attack Diary

After study participation has ended

After you complete study participation,
and your doctor will be told which dr
that after the study your provider h
check your medical record 30
any gout-related complaints

POSSIBLE RISKS OR D

study doctor
United States P

60 and 72,
will have

| be taking study medications, you
allopurinol or febuxostat). This is so
reat your gout appropriately. We will
e doing and whether you reported

iscomforts. The procedures in this study may cause all,

effects listed. Rare, unknown, or unforeseeable (unexpected)
[ g is not an all-inclusive list, but includes conditions that are

occur tha 5. Rare, unknown, or unforeseeable (unexpected) risks also may

information about allopurinol or febuxostat you may consult further with the

er to a standard text such as the Physicians’ Desk Reference (PDR) or the

acopoeia Dispensing Information (USPDI).

Risks and side effects related to allopurinol are listed below:
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o The most common side effects reported by patients or detected by doctors include: mild
skin rash, gout attack, loose stools (diarrhea), upset stomach, nausea, and increased
liver proteins.

o As we adjust the dose to lower your uric acid levels, allopurinol may cause you
to experience an increase in gout attacks, but this should go awawsafter the first

attacks.
o Less frequent side effects, reported by patients or detecte
the time, include moderate to severe skin reactions, decrea

count, liver damage, kidney problems, and general allergic rea ese side
effects are very rare, some may be more serious than ide effects
o Skin reactions can range from a mild rash to n. Symptoms

of this allergic reaction may includ
areas of peeling skin, and sores in

o Symptoms of general allergig i [ similar symptoms to skin

o Liver problems
damage. Si

of the chest, face and/or throat. Very
g. Please notify your study doctor
eaction. Promptly stopping the

atening complications.

ased liver proteins to severe liver
dark urine, feeling tired, not hungry,

in, light-colored stools, throwing up, or yellow skin

effects reported by patients or detected by doctors between 1 to
e time include: mild skin rash, joint pain, gout attack, upset stomach, nausea,

d increased liver proteins.

adjust the dose to lower your uric acid levels, febuxostat may cause you
to experience an increase in gout attacks, but this should go away after the first
few weeks. You will be given medications to minimize this temporary risk of gout
attacks.
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o Less frequent side effects, reported by patients or detected by doctors less than 1% of
the time, include moderate to severe skin reactions, decreased blood cell or platelet
count, liver damage, mood changes, heart and blood vessel problems including a heart
attack or stroke, and general allergic reaction. Although these side effects are very rare,
some may be more serious than the more common side effects.

o Skin reactions can range from a mild rash to a severe skin rg

such as itching, body aches, and fever, and can dama
You will be monitored closely for skin reaction
o Symptoms of general allergic reaction can i ,
reaction but also swelling and/or tightening st, face and/or throat. Very
rarely, these reactions can be life th ing-
immediately if you are having an aller: i mptly stopping the
medications reduces the risk of life i

e, feeling tired, not hungry,
2d stools, throwing up, or yellow skin
ediately if you are having any of

upset stomach or stomach pa
or eyes. Please notify
these symptoms.
o May increase the rj eath and death from all causes

will help us
between the

differénce in heart and blood vessel problems
es to treating your gout.You should call your doctor

akness in one side of your body
f breath or trouble breathing

peech
, fainting or feeling lightheaded
Rapid or irregular heartbeat

Contact your stu ctor right away if you experience any of these side effects or any other
unusual symptoms.®our study doctor will be following you to see if any side effects from any of
these medications occur, and will manage these symptoms with treatments that are appropriate
for you. We will also follow your blood counts, kidney and liver function test closely during the
study. It is important that you report promptly any side effect experienced to your study doctor.
If you or your study doctors feel that the side effects are not acceptable, study medications may
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be stopped altogether. There may be some risk for those patients taking higher doses of
febuxostat that have not yet been approved by the FDA, but it is approved and widely used
outside the U.S. The study team will continue to monitor your health throughout the study in
order to minimize this risk. If toxicity develops and the toxicity is severe enough to reqwre your
removal from the protocol then the bI|nd WI|| be broken meanlng you and your

prevent flares. These medications are given to you while you are a
including while your uric acid levels are going down. For this study
stopped at week 48. Stopping these prophylactic medications 5

by scheduling your research visits during your ini its. You will have blood drawn up
to 14 times over the course of the study to re

Very rarely, patients become lighthead g blood drawn.

We do not anticipate side effects fr Allopurinol or for Febuxostat. It has been
shown in some studies that the [ placebo may cause side effects

me people may become light-headed (dizzy) or
a rare risk of infection at the site of the blood draw.

As this i our identifiable, personal information, there is a chance that a
e researchers have procedures in place to lessen the
“Confidentiality” section below)

Risks of the u
in this consent fi
about the risks of

care you receive are not risks of the research. Those risks are not included
You should talk with your health care providers if you have any questions
al care.
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POTENTIAL BENEFITS

e Advancement in knowledge regarding treatment practices in gout will be of scientific and
public health value

e Participating subjects may benefit from increased monitoring that is relatedda study
participation

e Participating subjects may also benefit from better control of uric acid
gout attacks.

ALTERNATIVES TO PARTICIPATING IN THIS RESEARCH

If you chose not to participate your doctor will continue to tre t as before. Both
of the medications studied in this trial are available 1o be usgd. In cases at the VA,
physicians are required to use allopurinol before f stat\iSitri

You may discuss these options with your doctor.
CONFIDENTIALITY

Taking part in this study will involve collecting ation about you. Confidentiality
study team will keep all research re your identifiable health information
confidential to the extent allowe
collect from you as part of this y n locked cabinets to which only approved
tered on computers that are protected with

ntify you individually. This study is also being conducted in
and Arthritis Investigational Network (RAIN) across the US.

your Social Security number for this research study. The study team
ial Security number only as necessary within the VA to search your medical
records or whe re is a need to check your non-VA hospitalizations during the study or to
check your status other healthcare and vital status databases. We use a unique code
instead of your name or Social Security number to identify you in our study database. If you
choose to withhold your Social Security number, you will not be able to participate in the study.
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Information about you will be combined with information from other people taking part in the
study. We will write about the combined data we have gathered. Any talks or papers about this
study will not identify you individually.

to other people including representatives of the sponsors of this stu
Administration (FDA). In addition someone from the Departmes

local Research and Development Committee, and O
portions of records that identify you.

A description of this clinical trial will be availablg \ linicalTrials.gov as required by
U.S.Law. This website will not include informatio [ [ y you. At most, the website

We will put information about you fro medical record. This includes putting
a progress note in your computeri €ord that states you are participating in a
research study.

COSTS TO PARTICIPANT

charged for any treatments or procedures that are part
ents for VA care and medications, you will still pay

participants who travel 50 miles or more will receive $40. Reimbursement will be made
available by <insert site specific info>. Due to limitations in the Financial Management System,
payments made to participants through Austin Financial Services Center generate Internal
Revenue Service Form 1099 regardless of amount. Your SSN will be used for this purpose in
reimbursement.
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MEDICAL TREATMENT AND COMPENSATION FOR INJURY

Every reasonable safety measure will be used to protect your well-being. If you are injured as a
result of taking part in this study, the VA will provide necessary medical treatment at no cost to
you unless the injury was due to your not following the study procedures.

If you should have a medical concern or get hurt or sick as a result of taking r udy,
call:

DURING THE DAY:

Dr./Mr./Ms.

AFTER HOURS:

Dr. /Mr./Ms.

er allopurinol or febuxostat, are gout
ks will be provided as part of the study

The major complications of uric acid
attacks and rashes. Medications t

You do not give up any of yo i d you do not release the VA from any liability by
signing this form.

or not to take part in this study. If you decide to take part you

f you do not wish to be in this study or leave the study early, you
benefits to which you are entitled. If you don’t take part, you can still receive all
vailable to you. Your decision not to take part will not affect the relationship

patient.

If you decide to not take your medications your blood uric acid level will increase and you will
again be likely to experience attacks of your gout which could include painful and swollen joints.
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If it is necessary to withdraw from the study your rheumatologist or primary care doctor will treat
your gout.

You may contact study personnel at any time if you would like to withdraw from the study.
Contact information can be found in the section below titled, “Persons to ContagisAbout This
Study” If you withdraw, study personnel may continue to review the study d

from public records, such as survival data. Specimens that have
withdrawn.

RIGHT OF INVESTIGATOR TO TERMINATE PARTICIPATIO}
The investigator(s) may stop your participation in
such as: it will be in your best interest; you do not f , S;0r you experience a
study-related injury.

PERSONS TO CONTACT ABOUT THIS STUD

If you have any questions, complaints, or co ns aboutithis study, you may contact the study
investigator at your VA Medical Center ogthe ert infoaiduring regular business hours.

The investigator is Dr./Mr./Ms.

The <insert info> is Dr. /Mr./

ts as &'study participant, or you want to make sure this is a

1 Central Institutional Review Board (IRB). This is the

Board that the safety of human participants in this study. You may
B 1-877-254-3130 if you have questions, complaints or

would like to obtain information or offer input.

If you have questions abo

After this study e your study data will be stored indefinitely at the Cooperative Study
Program, MassachUsetts Veterans Epidemiology Research and Information Center (The future
use and re-contact for this data will be different than the data storage of the biobanking of
specimens described below).
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Study data will be available for use for approved research protocols by investigators who may or
may not be associated with this study. Researchers may link your study data with existing data
sets, including but not limited to those maintained by the Social Security Administration,
Department of Veterans Affairs or other organizations. Any use of your data will comply with
existing regulations and be approved by appropriate oversight bodies including
Review Board (IRB). The IRB is a group of people, unrelated to the study,
studies to make sure your rights are protected. The IRB may requijre that y
your consent prior to the use of your data in a new study if it deci
for your protection. By signing this consent form you are agreeing t
future to request your permission for the use of your data in a new s
permission for future use and still be eligible to participate in this

BIO-BANKING OF SPECIMENS FOR AN OPTIO.

You are being invited to participate in an optional pa ill collect blood for
future research on how your genes and markers of infla [
attacks, your response to gout therapies and the
Please read each sentence below, think about ark “YES” or “NO”. No matter
what you decide to do, your decision wil
participation in the study already descri

If you agree to participate, we will collect 2 5 of blood at your screening and/or
baseline, 24 week and 48 wee i O participate in this study this extra
blood will be banked at the E i mmunology Laboratory (EIL) centered at the VA
Nebraska-Western lowa He indefinitely. This is VA a approved biobank. The

long-term storage of your samp i rseen by the Omaha VAMC Institutional Review
elated to the study, who review research studies to make

u are not eligible for the study, the extra blood will not be stored and will be
destroyed fol local policies and procedures.

You will not be re-Contacted about any future use of your samples. All samples sent for
biobanking will be marked only with a unique study ID but will not include any Protected Health
Information. These samples, however, can be linked with data collected as part of this
research study. The research results from future use of these samples will not be conveyed to
you, your family, or physician. If you agree to have your sample(s) stored in the Repository, you
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can change your mind up until the end of the research study. If you change your mind before
the research ends you can send a letter to:
Dr. Ted Mikuls MD
983025 Nebraska Medical Center
Emile at 45" Street
Omaha NE 68198-3025

requesting withdrawl from the biobank study. When study resear
instructions from you, they will destroy your samples and all inform
identifies you. After the research study ends, you will not be able to
because the Repository will not know which one is yours. Theg
Respository indefinitely.

As this study involves the use of your identifiable, p
loss of confidentiality will occur. The researchers have
possibility of this happening.
Federal laws and policies provide you with protg imination by health insurance

companies, group health plans, and most em ur genetic information. A new
federal law, the Genetic Information Nondis inati GINA) generally will protect you in

the following ways:

e Health insurance compani ans may not request your genetic
information obtained fro '

e Health insurance co [ roup health plans may not use your genetic
information obtained i h when making decisions regarding your eligibility
or premiums.

this new aw does not protect you against genetic discrimination by
companies ell life insurance, disability insurance, or long-term care insurance.
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If you have any questions or concerns about biobanking of your samples you may contact Dr.
Ted Mikuls M.D. during during regular business hours at 402-888-0515

(] YES My specimen(s) may be saved for future research without any
restrictions.

OR

(]l YES My specimen(s) may be saved for future rese with oll
restrictions.

Check ALL the restrictions that apply:

[ ] My specimens can only be for'res e current principal
investigator

[ ] My specimens can onlyde"t fo earch that does not involve
genetic testing

research that involves the
dy pertains

[ ] My specimens ¢
disease or condi
OR

[] NO | do not wis

AGREEMENT TO PA PA SEARCH STUDY
xplamned the research study to you. You have been told of the
sible'benefits of the study. You have been told of other choices of

. Yod have been given the chance to ask questions and obtain

ument below, you voluntarily consent to participate in this study. You also
read this consent, or it has been read to you. You will receive a copy of
sign it. A copy of this signed consent will also be put in your medical

confirm that you
this consent after y
record.
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| agree to participate in this research study as has been explained in this document.

Participant's Name Participant’s Signature

Name of person obtaining consent | Signature of person obtaini 0 Date

N
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