Section 2. Protocol

This section contains a complete reference copy of the HPTN 035 protocol. At the time of this
printing, protocol Version 3.0, dated 12 December 2006, reflects current protocol specifications.

To ensure that this manual continues to reflect current protocol specifications in the future:

e Upon receipt of any protocol clarification memos, add a copy of the memo to this section.
e Upon receipt of any letters of amendment, add a copy of the letter of amendment to this section.

e Upon receipt of any full protocol amendments, replace the contents of this section with the
amended protocol.

Further information on the content and required handling of protocol clarification memos, letters of
amendment, and full amendments is available in Section 9.3 of the HPTN Manual of Operations.

HPTN 035 SSP Manual FINAL Version 2.0 31 January 2007
Section 2 Page 2-1



SIGNATURES

[Insert signature blocks as required by the local IRB/EC:] 1f you have read this consent form, or
had it read and explained to you, and you understand the information, and you voluntarily agree
to have the study, please sign your name or make your mark below.

Participant Name Participant Signature Date
(print)
Study Staff Conducting Study Staff Signature Date

Consent Discussion (print)

Witness Name Witness Signature Date
(print)
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Appendix XI. Sample Informed Consent Form for Enrolling Phase Il/llb Participants
With Colposcopy

SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH

HPTN 035
Phase ll/lib Safety and Effectiveness Study of the Vaginal Microbicides
BufferGel and 0.5% PRO 2000/5 Gel (P) for the Prevention of HIV Infection in Women

Version 3.0
12 December 2006

ENROLLMENT / PHASE Il/llb / WITH COLPOSCOPY

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]
INFORMED CONSENT

You are being asked to volunteer for the research study named above. This is a study is for
women who could get Human Immunodeficiency Virus, or HIV. HIV is the virus that causes
Acquired Immune Deficiency Syndrome, or AIDS. Before you decide whether to take part in
the study, we would like to explain the purpose of the study, the risks and benefits to you, and
what is expected of you.

YOUR PARTICIPATION IS VOLUNTARY

This consent form gives information about the study that will be discussed with you. Once you
understand the study, and if you agree to take part, you will be asked to sign your name or make
your mark on this form. You will be offered a copy to keep.

Before you learn about the study, it is important that you know the following:

e Your participation is entirely voluntary.

¢ You may decide not to take part in the study, or to withdraw from the study at any time, without
losing the benefits of your routine medical care.

e Ifyou decide not to take part in the study, you can still join another study later, if one is
available and you qualify.

PURPOSE OF THE STUDY

The main purpose of this study is to find out if 2 gels can protect women from getting HIV
during sex. The gels are called “BufferGel” and “PRO 2000 Gel.” They are inserted in the
vagina before sex. Another purpose is to find out if there any bad effects when women use

BufferGel and PRO 2000 Gel in the vagina.
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BufferGel and PRO 2000 Gel are “experimental.” This means we do not know all the effects
they may have. We do not know if they work to protect against HIV. This study is being done
to find that out. Because the gels are experimental, the United States Food and Drug
Administration (FDA) [and the local authority] [has/have] not approved them for use in the
general community. The FDA has been informed of this study and has permitted it to be
conducted. [The [local authority] also has permitted the study to be conducted.]

The United States National Institutes of Health is funding this study. About 3100 women from
Africa and the United States will be in the study. About [approximate site-specific accrual
target] women will be in the study here at [study site]. The whole study will take about 3 years
to finish. Each woman will be in the study for up to two-and-a-half (2'%) years.

STUDY GROUPS

If you decide to take part in the study, you will be placed in 1 of 4 study groups. Women in 3 of
the groups will get a study gel to insert in the vagina before sex. One group will get BufferGel.
One group will get PRO 2000 Gel. One group will get a placebo gel. The placebo gel is a gel
that looks and feels like BufferGel and PRO 2000 Gel, but it does not have the ingredients from
BufferGel and PRO 2000 Gel that may protect against HIV. The fourth group will not get a gel.

The study group that you will be in will be chosen “by lot” [or other equivalent local term, for
example, like flipping a coin or throwing dice]. You cannot choose your group, and the study
staff cannot choose your group for you. You have an equal chance of being placed in each

group.

All 4 groups are very important to this study. Women in all groups will have the same study
visits. All women will get condoms and counseling on how to avoid HIV and other infections
passed during sex.

No matter what study group you are in, you must remember that we do not know if any of
the study gels work to protect women from getting HIV. The only known way to protect
against getting HIV during sex is to use a condom every time you have sex.

If you are in one of the groups that gets a gel, neither you nor the study staff will know which gel
you are getting. All the gels come in the same type of applicator. They all look and feel about
the same. Within about six months after the end of the study, you will be able to find out which
gel you got. Until then, no one will be told.

If you are in one of the groups that gets a gel:

e You will be given applicators containing the gel at each study visit. You can come back here
to get more gel between visits if you need it.

e You will be given instructions on how to use the gel. For your safety, it is important that you
only use the gel in your vagina, as instructed by the study staff.

e You will be asked to insert the gel in your vagina every time you have sex. You can have sex
right after you insert the gel, or you can wait up to 1 hour.

¢ You will be asked not to give your gel to other women.
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STUDY PROCEDURES

If you decide to take part in the study, your first visit will continue today, after you read, discuss,
and sign or make your mark on this form. You will find out which study group you will be in.
You will answer interview questions about your sexual practices. You will give 2 teaspoons [or
local equivalent] of blood that the study staff will keep frozen here while you are in the study. If
needed, they will test this blood later in the study to help check on your health. Your blood also
may be sent to Johns Hopkins University in the United States. Johns Hopkins University will test
your blood for HIV, and compare their results with our results. This will help us make sure we
are doing the best possible HIV testing here.

After today you will be in the study for up to 2’ years, depending on when you join. You will
have a study visit every month while you are in the study. These visits will take 30-90 minutes.
[Some visits must happen here at the [institution]. Study staff may be able to do other visits in
your home or other places if you wish.] You will have a genital exam and testing for HIV every
3 months.

Every month, you will:

e Tell the study staff if you had any health problems since your last visit.
Give urine for a pregnancy test.

Get new gel applicators (if you are in a gel group).

Get condoms.

Get the results of tests done at the visit and at the previous visit.

Get treatment for infections passed during sex if you need it.

Get referrals for medical care and other services if you need them.

In your first 3 visits, you also will:

e Have an exam of your genital area and inside your vagina. During this exam, the study staff
will look through a lens called a “colposcope.” The lens works like a magnifying glass to
help the nurse or doctor see abnormalities. The lens is attached to a camera that may be used
to take a picture of the inside of your vagina if any abnormalities are seen. The study staff
will collect fluid from your vagina with a swab to test for infections (trichomoniasis,
candidiasis, and bacterial vaginosis).

e @Give 2 teaspoons [or local equivalent] of blood for tests of your blood, liver, and kidneys.
The results of these tests will be available at your next visit.

Every 3 months (4 times per year), you also will:

e Have an exam of your genital area and inside your vagina. The study staff will collect fluid
from your vagina with a swab to test for infections (trichomoniasis, candidiasis, and bacterial
vaginosis). [For selected sites only: During your last genital exam you will have samples
collected from your cervix to test for abnormalities that could mean you have cervical cancer,
or that could lead to cervical cancer. This test is called a “Pap test.” The study staff will
make arrangements with you to give you your Pap test results when they are available.]

e Answer interview questions about your sexual practices.

e Answer interview questions about the study gel.

e Talk with study staff about ways to avoid HIV and other infections passed during sex.
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e Talk with study staff about the HIV test and give about [1-2] teaspoon[s] [or local
equivalent] of blood from your arm for the test. When we do HIV testing for this study, we
first do a test that gives results in 20-40 minutes. You will get the result of that test when it is
available, on the same day you give blood and have the test. If the test shows that you may
have HIV infection, we will do another different test to confirm this result. This test takes
about 1-2 weeks, so you will have to come back here at that time to get the results. If that test
shows that you have HIV, we will draw your blood again and repeat the test one more time.
You will talk with the study staff about the meaning of your results and how you feel about
them. Sometimes HIV tests are not clearly positive but also not negative. In that case, we will
do more tests until we know the result for sure. You must receive your HIV test results to
stay in the study.

Every 12 months (once per year), you also will:

e Have tests of your blood cells and how well your blood clots.

e Have a blood test for syphilis and a urine test for gonorrhea and chlamydia. Syphilis,
gonorrhea, and chlamydia are infections passed during sex.

At your last study visit, you also will answer interview questions about your sexual practices and
the study gel. You will have final tests of your blood cells and how well your blood clots. You
also will have final tests for HIV, syphilis, gonorrhea, and chlamydia. The study staff will make
arrangements with you to give you your test results when they are available.

If you decide to leave the study before your planned study end date, you will be asked to have a
last study visit with all the exams and tests listed above.

At any time in the study, if the study staff think you may have become pregnant, you will give
urine for a pregnancy test. Also, if you are having health problems that may be caused by
infections passed during sex, you will:

e Have an exam of your genital area and inside your vagina.

e Give blood or urine to test for infections passed during sex.

e Get treatment for infections passed during sex if you need it.

You are asked to tell the study staff about any medical problems you have during the study,
especially genital problems. You also can contact the study staff between regular visits to report
these problems. The study staff will examine you as necessary. They will either provide or refer
you for medical care that you may need.

If the staff find that a study gel is causing you problems, they may ask you to stop using the gel,
either for a short time or permanently. Even if you stop using the gel, you will be asked to stay
in the study and have your monthly visits as originally planned.

If you are found to have an infection that is passed during sex, the study staff will give you
medicine to treat it, if needed. If you have an infection that your partner also may have, you can
bring him here for testing and treatment that he may need too.
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You can have extra counseling and testing for HIV if needed between regular visits. If you wish,
your partner can have counseling with you. If you become infected with HIV, you can stay in the
study [[and keep using the gel (if you are in a gel group)] OR [but you cannot keep using the gel
(if you are in a gel group)]]. The study staff will give you counseling and refer you to available
sources of medical care and other services you may need.

At each study visit, the study staff will update information on where you live and how to keep in
contact with you. They will use this information to remind you of scheduled visits. If you miss
a visit, the study staff will try to contact you by [site-specific methods]. They also may visit your
home to find you. They will try to reach you through the contact people that you list. If they
talk to these people, they will not tell them why they are trying to reach you.

[Sites to include/amend the following if applicable: | [Local/state/national] regulations require
study staff to report the names of people who test positive for [HIV and other infections] passed
during sex to the [local health authority]. Outreach workers from the [health authority] may then
contact you about informing your partners, since they also should be tested. If you do not want
to inform your partners yourself, the outreach workers will contact them, according to the
confidentiality guidelines of the [health authority].

Other blood tests: At your last study visit, blood that is left over from your HIV test and other
tests will be kept frozen here at the clinic. Leftover blood also will be kept if you become
infected with HIV. Blood kept from your first and last study visits will be tested for herpes.
Herpes is an infection passed during sex. Your blood also may be sent to Johns Hopkins
University. Johns Hopkins University will test your blood for HIV, and compare their results
with our results. This will help us make sure we are doing the best possible HIV testing here.

The study staff also would like to keep your leftover blood after the study is over. You will be
asked to sign a separate consent form to give permission for that. Even if you do not give
permission to store your blood after the study, you can still be in the study.

RISKS AND/OR DISCOMFORTS
Risks of Blood Draws:
You may feel discomfort or pain when your blood is drawn. You may feel dizzy or faint. You

may have a bruise, swelling, or infection where the needle goes into your arm.

Risks of Genital Exams:
You may feel discomfort during the exams of your genital area and inside your vagina.
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Risks of the Study Gels:

If you are in one of the study groups that will be using a gel, the gel could cause some bad
effects. We do not yet know all the effects of the gels, but some women who used the gels in
other studies have had:

e redness, itching, burning, dryness, or other irritation of the genital area and vagina
e genital soreness or pain

e genital blisters or sores

e genital bleeding

e increased vaginal fluids or discharge

e difficulty or pain when urinating

e abdominal pain

nausea or feeling sick to your stomach

diarrhea

You could have these effects or other effects that we do not know about. It is unlikely that the
study gels will be absorbed from your vagina into your blood. If this happens, we do not know if
it might cause bad effects.

If the study gels cause genital sores, this could increase your risk of getting HIV and other
infections passed during sex. Because of this, study staff will remind you of the importance of
using condoms to protect against HIV.

Other Possible Risks:

You may become embarrassed, worried, or anxious when discussing your sexual practices, ways
to protect against HIV and other infections passed during sex, and your test results. You may
become worried or anxious while waiting for your test results. If you have HIV or other
infections passed during sex, knowing this could make you worried or anxious. A trained
counselor will help you deal with any feelings or questions you have.

We will make every effort to protect your privacy and confidentiality while you are in the study.
Your visits here will take place in private. However, it is possible that others may learn of your
participation here and, because of this, may treat you unfairly or discriminate against you. For
example, you could have problems getting or keeping a job, or being accepted by your family or
community.

If you are in one of the study groups that will be using a gel, using the gel could cause problems
between you and your partner. For example, your partner could have questions about the gel and
why you want to use it. If you have problems like this, study counselors are available to talk to
you and your partner to try to help resolve the problems.
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PREGNANCY
We do not know if BufferGel and PRO 2000 Gel have any effect on pregnancy. It is possible
that both gels may prevent pregnancy.

We do not know if BufferGel and PRO 2000 Gel have any effect on the fetus of women who use
the gels when pregnant. Because of this, pregnant women may not join this study. This also is
why study participants must have pregnancy tests while in the study.

If you become pregnant during the study, the study staff will refer you to available sources of
medical care and other services you or your baby may need. You will stop using the study gel,
but keep coming here for study visits as originally planned. We will change the study
procedures as needed to protect your health while you are pregnant. For example, we will not
examine or collect fluids from your vagina after 24 weeks of pregnancy. If you have a baby, we
will ask you to have a study visit after the birth, so that we can find out about the birth.

Depending on when you become pregnant, you may be able to start using the gel again after your
pregnancy (if you are in a gel group). The study staff will talk more with you about this after
your pregnancy.

BENEFITS

You may get no direct benefit from being in this study. We do not know if BufferGel or PRO
2000 Gel work to protect against HIV. You may not be placed in a group that gets BufferGel
or PRO 2000 Gel. Ifyou are placed in one of the gel groups, you will not know which gel you
are getting. Because of this, study staff will remind you of the importance of using condoms to
protect against HIV.

You or others may benefit in the future from information learned in this study. You also may get
some personal satisfaction from being part of research on HIV. This is true no matter what study
group you are in.

You will get counseling and testing for HIV. You will have exams of your vagina and tests for
infections passed during sex. You will get free condoms. You can bring your partner here for
counseling and testing for HIV and other infections passed during sex. If you or your partner
have infections passed during sex, other than HIV infection, you will get medicine to treat them,
if needed. This study does not provide medication for treatment of HIV/AIDS. If you become
infected with HIV, you will be referred for medical care, counseling, and other services available
to you.

You will have tests of your blood cells and how well your blood clots. You will have tests of
your liver and kidneys. If these tests show that you might have any health problems, you will be
referred for medical care and other services available to you. [For selected sites only: If your
Pap test result is abnormal, you will be referred for treatment at the [insert name of
provider/center].] If you have other health problems during the study, you will be referred for
medical care and other services available to you.
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NEW FINDINGS

You will be told any new information learned during this study that might cause you to change
your mind about staying in the study. You will be told when the results of the study may be
available, and how to learn about them.

REASONS WHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR CONSENT
You may be removed from the study without your consent for the following reasons:

e The study is stopped or canceled.

The study staff feel that staying in the study would be harmful to you.

You are not willing to find out your HIV test results.

You are not able to attend study visits or complete the study procedures.

Other administrative reasons.

ALTERNATIVES TO PARTICIPATION
There are no gels known to protect against HIV during sex. The only known way to protect
against HIV during sex is to use a condom every time you have sex.

[Sites to include/amend the following if applicable: There may be other studies going on here or
in the community that you may be eligible for. If you wish, we will tell you about other studies
that we know about. There also may be other places where you can go for HIV counseling and

testing. We will tell you about those places if you wish.]

COSTS TO YOU
There is no cost to you for being in this study. Treatments available to you from the study for
infections passed during sex will be given to you free of charge.

REIMBURSEMENT

[Sites to insert information about local incentives:]

You will receive [$xx] for your time and effort at each scheduled study visit. You also will
receive payment for the costs of [lost work, travel, and/or childcare] due to your visits.

CONFIDENTIALITY

Efforts will be made to keep your personal information confidential. However absolute
confidentiality cannot be guaranteed. Your personal information may be disclosed if required by
law. Any publication of this study will not use your name or identify you personally.
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[US site only: insert this paragraph:] In addition to the efforts of the study staff to help keep
your personal information private, a Certificate of Confidentiality has been obtained from the US
Federal Government. This Certificate means that study staff cannot be forced to tell people who
are not connected with the study, such as the court system, about your participation. The
Certificate of Confidentiality does not prevent you from releasing information about yourself or
your participation in the study. Even with the Certificate of Confidentiality, if the study staff
learn of possible child abuse and/or neglect or a risk of harm to yourself or others, they will be
required to tell the proper authorities.

[All sites continue with this paragraph:] Y our records may be reviewed by:

the United States Food and Drug Administration (FDA)

the United States National Institutes of Health (NIH)

[insert applicable local authorities, e.g., Ministry of Health, medicine control authority]
[insert names of applicable IRBs/ECs]

study staff

study monitors

the company that makes BufferGel (ReProtect)

the company that makes PRO 2000 Gel (Indevus Pharmaceuticals)

RESEARCH-RELATED INJURY

The study staff will monitor your health closely while you are in this study. You will have a
study visit every month. You will have genital exams every 3 months. If you have any genital
problems or other health problems between visits, please contact the study staff. If you have a
medical emergency that requires immediate care, [insert site-specific instructions].

[Sites to specify institutional policy:] If you are injured as a result of being in this study, the
[institution] will give you immediate necessary treatment for your injuries. You [will/will not]
have to pay for this treatment. You will be told where you can get additional treatment for your
injuries. There is no program for monetary compensation or other forms of compensation for
such injuries. You do not give up any legal rights by signing this consent form.

PROBLEMS OR QUESTIONS

If you ever have any questions about this study, or if you have a research-related injury, you
should contact [insert name of the investigator or other study staff] at [insert telephone number
and/or physical address].

If you have questions about your rights as a research participant, you should contact [insert name
or title of person on the IRB/EC or other organization appropriate for the site] at [insert
telephone number and/or physical address of above].
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SIGNATURES

[Insert signature blocks as required by the local IRB/EC:] 1f you have read this consent form, or
had it read and explained to you, and you understand the information, and you voluntarily agree
to have the study, please sign your name or make your mark below.

Participant Name Participant Signature Date
(print)
Study Staff Conducting Study Staff Signature Date

Consent Discussion (print)

Witness Name Witness Signature Date
(print)
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Appendix XIl. Sample Informed Consent Form for Enrolling Phase lIb Participants

SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH

HPTN 035
Phase Il/lib Safety and Effectiveness Study of the Vaginal Microbicides
BufferGel and 0.5% PRO 2000/5 Gel (P) for the Prevention of HIV Infection in Women

Version 3.0
12 December 2006

ENROLLMENT / PHASE Ilb

PRINCIPAL INVESTIGATOR: [insert name]
PHONE: [insert number]
INFORMED CONSENT

You are being asked to volunteer for the research study named above. This is a study is for
women who could get Human Immunodeficiency Virus, or HIV. HIV is the virus that causes
Acquired Immune Deficiency Syndrome, or AIDS. Before you decide whether to take part in
the study, we would like to explain the purpose of the study, the risks and benefits to you, and
what is expected of you.

YOUR PARTICIPATION IS VOLUNTARY

This consent form gives information about the study that will be discussed with you. Once you
understand the study, and if you agree to take part, you will be asked to sign your name or make
your mark on this form. You will be offered a copy to keep.

Before you learn about the study, it is important that you know the following:

e Your participation is entirely voluntary.

¢ You may decide not to take part in the study, or to withdraw from the study at any time, without
losing the benefits of your routine medical care.

e Ifyou decide not to take part in the study, you can still join another study later, if one is
available and you qualify.

PURPOSE OF THE STUDY

The main purpose of this study is to find out if 2 gels can protect women from getting HIV
during sex. The gels are called “BufferGel” and “PRO 2000 Gel.” They are inserted in the
vagina before sex. Another purpose is to find out if there any bad effects when women use

BufferGel and PRO 2000 Gel in the vagina.
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BufferGel and PRO 2000 Gel are “experimental.” This means we do not know all the effects
they may have. We do not know if they work to protect against HIV. This study is being done
to find that out. Because the gels are experimental, the United States Food and Drug
Administration (FDA) [and the local authority] [has/have] not approved them for use in the
general community. The FDA has been informed of this study and has permitted it to be
conducted. [The [local authority] also has permitted the study to be conducted.]

The United States National Institutes of Health is funding this study. About 3100 women from
Africa and the United States will be in the study. About [approximate site-specific accrual
target] women will be in the study here at [study site]. The whole study will take about 3 years to
finish. Each woman will be in the study for up to two-and-a-half (2'2) years.

STUDY GROUPS

If you decide to take part in the study, you will be placed in 1 of 4 study groups. Women in 3 of
the groups will get a study gel to insert in the vagina before sex. One group will get BufferGel.
One group will get PRO 2000 Gel. One group will get a placebo gel. The placebo gel is a gel
that looks and feels like BufferGel and PRO 2000 Gel, but it does not have the ingredients from
BufferGel and PRO 2000 Gel that may protect against HIV. The fourth group will not get a gel.

The study group that you will be in will be chosen “by lot” [or other equivalent local term, for
example, like flipping a coin or throwing dice]. You cannot choose your group, and the study
staff cannot choose your group for you. You have an equal chance of being placed in each

group.

All 4 groups are very important to this study. Women in all groups will have the same study
visits. All women will get condoms and counseling on how to avoid HIV and other infections
passed during sex.

No matter what study group you are in, you must remember that we do not know if any of
the study gels work to protect women from getting HIV. The only known way to protect
against getting HIV during sex is to use a condom every time you have sex.

If you are in one of the groups that gets a gel, neither you nor the study staff will know which gel
you are getting. All the gels come in the same type of applicator. They all look and feel about
the same. Within about six months after the end of the study, you will be able to find out which
gel you got. Until then, no one will be told.

If you are in one of the groups that gets a gel:

e You will be given applicators containing the gel at each study visit. You can come back here
to get more gel between visits if you need it.

e You will be given instructions on how to use the gel. For your safety, it is important that you
only use the gel in your vagina, as instructed by the study staff.

e You will be asked to insert the gel in your vagina every time you have sex. You can have sex
right after you insert the gel, or you can wait up to 1 hour.

¢ You will be asked not to give your gel to other women.
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STUDY PROCEDURES

If you decide to take part in the study, your first visit will continue today, after you read, discuss,
and sign or make your mark on this form. You will find out which study group you will be in.
You will answer interview questions about your sexual practices. You will give 2 teaspoons [or
local equivalent] of blood that the study staff will keep frozen here while you are in the study. If
needed, they will test this blood later in the study to help check on your health. Your blood also
may be sent to Johns Hopkins University in the United States. Johns Hopkins University will test
your blood for HIV, and compare their results with our results. This will help us make sure we
are doing the best possible HIV testing here.

After today you will be in the study for up to 2’ years, depending on when you join. You will
have a study visit every month while you are in the study. These visits will take 30-90 minutes.
[Some visits must happen here at the [institution]. Study staff may be able to do other visits in
your home or other places if you wish.] You will have a genital exam and testing for HIV every
3 months.

Every month, you will:

e Tell the study staff if you had any health problems since your last visit.
Give urine for a pregnancy test.

Get new gel applicators (if you are in a gel group).

Get condoms.

Get the results of tests done at the visit and at the previous visit.

Get treatment for infections passed during sex if you need it.

Get referrals for medical care and other services if you need them.

At your third visit, you also will:
e Have tests of your blood cells and how well your blood clots.

Every 3 months (4 times per year), you also will:

e Have an exam of your genital area and inside your vagina. The study staff will collect fluid
from your vagina with a swab to test for infections (trichomoniasis, candidiasis, and bacterial
vaginosis). [For selected sites only: During your last genital exam you will have samples
collected from your cervix to test for abnormalities that could mean you have cervical cancer,
or that could lead to cervical cancer. This test is called a “Pap test.” The study staff will
make arrangements with you to give you your Pap test results when they are available.]

e Answer interview questions about your sexual practices.

e Answer interview questions about the study gel.

e Talk with study staff about ways to avoid HIV and other infections passed during sex.
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e Talk with study staff about the HIV test and give about [1-2] teaspoon[s] [or local
equivalent] of blood from your arm for the test. When we do HIV testing for this study, we
first do a test that gives results in 20-40 minutes. You will get the result of that test when it is
available, on the same day you give blood and have the test. If the test shows that you may
have HIV infection, we will do another different test to confirm this result. This test takes
about 1-2 weeks, so you will have to come back here at that time to get the results. If that test
shows that you have HIV, we will draw your blood again and repeat the test one more time.
You will talk with the study staff about the meaning of your results and how you feel about
them. Sometimes HIV tests are not clearly positive but also not negative. In that case, we will
do more tests until we know the result for sure. You must receive your HIV test results to
stay in the study.

Every 12 months (once per year), you also will:

e Have tests of your blood cells and how well your blood clots.

e Have a blood test for syphilis and a urine test for gonorrhea and chlamydia. Syphilis,
gonorrhea, and chlamydia are infections passed during sex.

At your last study visit, you also will answer interview questions about your sexual practices and
the study gel. You will have final tests of your blood cells and how well your blood clots. You
also will have final tests for HIV, syphilis, gonorrhea, and chlamydia. The study staff will make
arrangements with you to give you your test results when they are available.

If you decide to leave the study before your planned study end date, you will be asked to have a
last study visit with all the exams and tests listed above.

At any time in the study, if the study staff think you may have become pregnant, you will give
urine for a pregnancy test. Also, if you are having health problems that may be caused by
infections passed during sex, you will:

e Have an exam of your genital area and inside your vagina.

e Give blood or urine to test for infections passed during sex.

e Get treatment for infections passed during sex if you need it.

You are asked to tell the study staff about any medical problems you have during the study,
especially genital problems. You also can contact the study staff between regular visits to report
these problems. The study staff will examine you as necessary. They will either provide or refer
you for medical care that you may need.

If the staff find that a study gel is causing you problems, they may ask you to stop using the gel,
either for a short time or permanently. Even if you stop using the gel, you will be asked to stay
in the study and have your monthly visits as originally planned.

If you are found to have an infection that is passed during sex, the study staff will give you
medicine to treat it, if needed. If you have an infection that your partner also may have, you can
bring him here for testing and treatment that he may need too.
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You can have extra counseling and testing for HIV if needed between regular visits. If you wish,
your partner can have counseling with you. If you become infected with HIV, you can stay in
the study [[and keep using the gel (if you are in a gel group)] OR [but you cannot keep using the
gel (if you are in a gel group]]. The study staff will give you counseling and refer you to
available sources of medical care and other services you may need.

At each study visit, the study staff will update information on where you live and how to keep in
contact with you. They will use this information to remind you of scheduled visits. If you miss
a visit, the study staff will try to contact you by [site-specific methods]. They also may visit your
home to find you. They will try to reach you through the contact people that you list. If they
talk to these people, they will not tell them why they are trying to reach you.

[Sites to include/amend the following if applicable: | [Local/state/national] regulations require
study staff to report the names of people who test positive for [HIV and other infections] passed
during sex to the [local health authority]. Outreach workers from the [health authority] may then
contact you about informing your partners, since they also should be tested. If you do not want
to inform your partners yourself, the outreach workers will contact them, according to the
confidentiality guidelines of the [health authority].

Other blood tests: At your last study visit, blood that is left over from your HIV test and other
tests will be kept frozen here at the clinic. Leftover blood also will be kept if you become
infected with HIV. Blood kept from your first and last study visits will be tested for herpes.
Herpes is an infection passed during sex. Your blood also may be sent to Johns Hopkins
University. Johns Hopkins University will test your blood for HIV, and compare their results
with our results. This will help us make sure we are doing the best possible HIV testing here.

The study staff also would like to keep your leftover blood after the study is over. You will be
asked to sign a separate consent form to give permission for that. Even if you do not give
permission to store your blood after the study, you can still be in the study.

RISKS AND/OR DISCOMFORTS
Risks of Blood Draws:
You may feel discomfort or pain when your blood is drawn. You may feel dizzy or faint. You

may have a bruise, swelling, or infection where the needle goes into your arm.

Risks of Genital Exams:
You may feel discomfort during the exams of your genital area and inside your vagina.

HPTN 035, FINAL Version 3.0 Page 150 of 159 12 December 2006



Risks of the Study Gels:

If you are in one of the study groups that will be using a gel, the gel could cause some bad
effects. We do not yet know all the effects of the gels, but some women who used the gels in
other studies have had:

e redness, itching, burning, dryness, or other irritation of the genital area and vagina
e genital soreness or pain

e genital blisters or sores

e genital bleeding

e increased vaginal fluids or discharge

e difficulty or pain when urinating

e abdominal pain

nausea or feeling sick to your stomach

diarrhea

You could have these effects or other effects that we do not know about. It is unlikely that the
study gels will be absorbed from your vagina into your blood. If this happens, we do not know if
it might cause bad effects.

If the study gels cause genital sores, this could increase your risk of getting HIV and other
infections passed during sex. Because of this, study staff will remind you of the importance of
using condoms to protect against HIV.

Other Possible Risks:

You may become embarrassed, worried, or anxious when discussing your sexual practices, ways
to protect against HIV and other infections passed during sex, and your test results. You may
become worried or anxious while waiting for your test results. If you have HIV or other
infections passed during sex, knowing this could make you worried or anxious. A trained
counselor will help you deal with any feelings or questions you have.

We will make every effort to protect your privacy and confidentiality while you are in the study.
Your visits here will take place in private. However, it is possible that others may learn of your
participation here and, because of this, may treat you unfairly or discriminate against you. For
example, you could have problems getting or keeping a job, or being accepted by your family or
community.

If you are in one of the study groups that will be using a gel, using the gel could cause problems
between you and your partner. For example, your partner could have questions about the gel and
why you want to use it. If you have problems like this, study counselors are available to talk to
you and your partner to try to help resolve the problems.
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PREGNANCY
We do not know if BufferGel and PRO 2000 Gel have any effect on pregnancy. It is possible
that both gels may prevent pregnancy.

We do not know if BufferGel and PRO 2000 Gel have any effect on the fetus of women who use
the gels when pregnant. Because of this, pregnant women may not join this study. This also is
why study participants must have pregnancy tests while in the study.

If you become pregnant during the study, the study staff will refer you to available sources of
medical care and other services you or your baby may need. You will stop using the study gel,
but keep coming here for study visits as originally planned. We will change the study
procedures as needed to protect your health while you are pregnant. For example, we will not
examine or collect fluids from your vagina after 24 weeks of pregnancy. If you have a baby, we
will ask you to have a study visit after the birth, so that we can find out about the birth.

Depending on when you become pregnant, you may be able to start using the gel again after your
pregnancy (if you are in a gel group). The study staff will talk more with you about this after
your pregnancy.

BENEFITS

You may get no direct benefit from being in this study. We do not know if BufferGel or PRO
2000 Gel work to protect against HIV. You may not be placed in a group that gets BufferGel
or PRO 2000 Gel. Ifyou are placed in one of the gel groups, you will not know which gel you
are getting. Because of this, study staff will remind you of the importance of using condoms to
protect against HIV.

You or others may benefit in the future from information learned in this study. You also may get
some personal satisfaction from being part of research on HIV. This is true no matter what study
group you are in.

You will get counseling and testing for HIV. You will have exams of your vagina and tests for
infections passed during sex. You will get free condoms. You can bring your partner here for
counseling and testing for HIV and other infections passed during sex. If you or your partner
have infections passed during sex, other than HIV infection, you will get medicine to treat them,
if needed. This study does not provide medication for treatment of HIV/AIDS. If you become
infected with HIV, you will be referred for medical care, counseling, and other services available
to you.

You will have tests of your blood cells and how well your blood clots. If these tests show that
you might have any health problems, you will be referred for medical care and other services
available to you. [For selected sites only: If your Pap test result is abnormal, you will be referred
for treatment at the [insert name of provider/center].] If you have other health problems during
the study, you will be referred for medical care and other services available to you.
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NEW FINDINGS

You will be told any new information learned during this study that might cause you to change
your mind about staying in the study. You will be told when the results of the study may be
available, and how to learn about them.

REASONS WHY YOU MAY BE WITHDRAWN FROM THE STUDY WITHOUT YOUR CONSENT
You may be removed from the study without your consent for the following reasons:

e The study is stopped or canceled.

e The study staff feel that staying in the study would be harmful to you.

e You are not willing to find out your HIV test results.

e You are not able to attend study visits or complete the study procedures.

e Other administrative reasons.

ALTERNATIVES TO PARTICIPATION
There are no gels known to protect against HIV during sex. The only known way to protect
against HIV during sex is to use a condom every time you have sex.

[Sites to include/amend the following if applicable: There may be other studies going on here or
in the community that you may be eligible for. If you wish, we will tell you about other studies
that we know about. There also may be other places where you can go for HIV counseling and

testing. We will tell you about those places if you wish.]

COSTS TO YOU
There is no cost to you for being in this study. Treatments available to you from the study for
infections passed during sex will be given to you free of charge.

REIMBURSEMENT

[Sites to insert information about local incentives:]

You will receive [$xx] for your time and effort at each scheduled study visit. You also will
receive payment for the costs of [lost work, travel, and/or childcare] due to your visits.

CONFIDENTIALITY

Efforts will be made to keep your personal information confidential. However absolute
confidentiality cannot be guaranteed. Your personal information may be disclosed if required by
law. Any publication of this study will not use your name or identify you personally.
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[US site only: insert this paragraph:] In addition to the efforts of the study staff to help keep
your personal information private, a Certificate of Confidentiality has been obtained from the US
Federal Government. This Certificate means that study staff cannot be forced to tell people who
are not connected with the study, such as the court system, about your participation. The
Certificate of Confidentiality does not prevent you from releasing information about yourself or
your participation in the study. Even with the Certificate of Confidentiality, if the study staff
learn of possible child abuse and/or neglect or a risk of harm to yourself or others, they will be
required to tell the proper authorities.

[All sites continue with this paragraph:] Y our records may be reviewed by:

the United States Food and Drug Administration (FDA)

the United States National Institutes of Health (NIH)

[insert applicable local authorities, e.g., Ministry of Health, medicine control authority]
[insert names of applicable IRBs/ECs]

study staff

study monitors

the company that makes BufferGel (ReProtect)

the company that makes PRO 2000 Gel (Indevus Pharmaceuticals)

RESEARCH-RELATED INJURY

The study staff will monitor your health closely while you are in this study. You will have a
study visit every month. You will have genital exams every 3 months. If you have any genital
problems or other health problems between visits, please contact the study staff. If you have a
medical emergency that requires immediate care, [insert site-specific instructions].

[Sites to specify institutional policy:] 1If you are injured as a result of being in this study, the
[institution] will give you immediate necessary treatment for your injuries. You [will/will not]
have to pay for this treatment. You will be told where you can get additional treatment for your
injuries. There is no program for monetary compensation or other forms of compensation for
such injuries. You do not give up any legal rights by signing this consent form.

PROBLEMS OR QUESTIONS

If you ever have any questions about this study, or if you have a research-related injury, you
should contact [insert name of the investigator or other study staff] at [insert telephone number
and/or physical address].

If you have questions about your rights as a research participant, you should contact [insert name
or title of person on the IRB/EC or other organization appropriate for the site] at [insert
telephone number and/or physical address of above].
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SIGNATURES

[Insert signature blocks as required by the local IRB/EC:] 1f you have read this consent form, or
had it read and explained to you, and you understand the information, and you voluntarily agree
to have the study, please sign your name or make your mark below.

Participant Name Participant Signature Date
(print)
Study Staff Conducting Study Staff Signature Date

Consent Discussion (print)

Witness Name Witness Signature Date
(print)
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Appendix XlIIl. Sample Informed Consent Form for Specimen Storage
and Possible Future Research Testing

SAMPLE INFORMED CONSENT FORM
DIVISION OF AIDS, NIAID, NIH

HPTN 035
Phase ll/lib Safety and Effectiveness Study of the Vaginal Microbicides
BufferGel and 0.5% PRO 2000/5 Gel (P) for the Prevention of HIV Infection in Women

Version 3.0
12 December 2006

SPECIMEN STORAGE

INTRODUCTION

You have decided to take part in a Division of AIDS research study. While you are in this
research study, there may be some blood taken from you that might be useful for future research.
You are being asked to agree to the storage of this blood. This consent form gives you
information about the collection, storage, and use of your blood. The study staff will talk with
you about this information. Please ask if you have any questions. You will be asked to sign or
make your mark on this form to indicate whether you agree to have your blood stored and tested.
You will be offered a copy to keep.

HOW WILL YOU GET THE BLOOD FROM ME?

You have agreed to have blood drawn, tested, and stored as part of the HPTN 035 study. During
the study, your stored blood may be tested to check on your health. It also may be tested for
HIV. The research doctors would like to keep any blood that is leftover, after the HPTN 035
study is done, to use for research in the future. If you agree to this, no additional blood will be
taken from you. Only leftover blood will be kept and used for future research.

HOW WILL YOU USE MY BLOOD?

Your blood will only be used to look for additional evidence of infection with HIV or other
agents, damage caused by infection, or your body's response to infection (such as examining
cells, proteins, and other chemicals in your body). Tests may also include examining your genes
(DNA), since they might affect your response to disease in important ways. Your genes might
make you more or less susceptible to becoming infected, your responses to infection or to
treatment stronger or weaker, or make HIV progress more rapidly or slowly. No other kinds of
genetic test will be done by anyone on your stored blood without first explaining the test to you
and obtaining your permission.
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The researchers do not plan to contact you or your regular doctor with any results from tests
done on your stored blood. This is because research tests are often done with experimental
procedures, so the results from one research study are generally not useful for making decisions
on managing your health. Should a rare situation come up where the researchers decide that a
specific test result would provide important information for your health, the researchers notify
your study doctor and your study doctor will try to contact you. If you wish to be contacted with
this type of test result, you must give the study doctor or nurse any change to your address and/or
phone number. If you want your regular doctor to be told about this type of test result, you must
provide the study doctor or nurse with your regular doctor’s name, address, and phone number.

Y our blood will not be sold or used directly to produce commercial products. Research studies
using your samples will be reviewed by the National Institutes of Health and a special committee
at the researcher’s institution (an Institutional Review Board).

HOW LONG WILL YOU KEEP MY BLOOD?

There is no time limit on how long your blood will be stored.

HOW WILL MY BLOOD BE STORED?

Your blood will be stored at special facilities that are designed to store blood samples safely and
securely. The storage facilities are designed so that only approved researchers will have access
to the blood samples. Some employees of the storage facilities will need to have access to your
blood samples in order to store them and to keep track of where they are, but these people will
not have information that directly identifies you. An Institutional Review board will oversee the
storage facilities to protect you and other research volunteers from harm.

DOES STORAGE OF MY BLOOD BENEFIT ME?
There are no direct benefits to you. The benefit of doing research on stored blood includes
learning more about HIV infection.

WHAT ARE THE RISKS?

There are few risks related to storing your blood. When tests are done on the stored blood, there
is a small but possible risk to your privacy. It is possible that if others found out information
about you that is learned from tests (such as information about your genes), it could cause you
problems with your family (having a family member learn about a disease that may be passed on
in families or learning who is the true parent of a child) or problems getting a job or insurance.
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WHAT ABOUT CONFIDENTIALITY?

In order to keep your information private, your blood will be labeled with a code that can only be
traced back to your research clinic. Your personal information (name, address, phone number)
will be protected by the research clinic. When researchers are given your stored blood to study,
they will not be given your personal information. The results of future tests will not be included
in your health records. Any publication about the results of future tests will not use your name
or identify you personally.

The researchers will do everything they can to protect your privacy. Every effort will be made to
keep your personal information confidential, but absolute confidentiality cannot be guaranteed.
Y our personal information may be disclosed if required by law.

[US site only: insert this paragraph:] In addition to the efforts of the study staff to help keep
your personal information private, a Certificate of Confidentiality has been obtained from the US
Federal Government. This Certificate means that study staff cannot be forced to tell people who
are not connected with the study, such as the court system, about your participation. The
Certificate of Confidentiality does not prevent you from releasing information about yourself or
your participation in the study. Even with the Certificate of Confidentiality, if the study staff
learn of possible child abuse and/or neglect or a risk of harm to yourself or others, they will be
required to tell the proper authorities.

[All sites continue with this paragraph:] Your records may be reviewed by:

e the United States Food and Drug Administration (FDA)

e the United States National Institutes of Health (NIH)

[insert applicable local authorities, e.g., Ministry of Health, medicine control authority]
[insert names of applicable IRBs/ECs]

study staff

study monitors

the company that makes BufferGel (ReProtect)

the company that makes PRO 2000 Gel (Indevus Pharmaceuticals)

WHAT ARE MY RIGHTS?

Allowing your blood to be stored is completely voluntary. You may decide not to have any
blood stored other than what is needed to complete this study and still be in this research study or
any future study.

If you decide now that your blood can be stored for future research, you may change your mind
at any time. You must contact your study doctor or nurse and let them know that you do not
want your samples used for future research. Your blood will then not be used.
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WHAT DO I DO IF | HAVE QUESTIONS?
For questions about the storage of your blood, contact [insert the name of the investigator] at
[insert telephone number].

For questions about your rights related to the storage of your blood for research, contact [insert
the name or title of person on the Institutional Review Board] at [insert telephone number].

SIGNATURES
Please carefully read the statements below and think about your choice. No matter what you
decide it will not affect your care.

I agree to have blood taken for the purpose of storage and testing for future research related to HIV
infection.

Yes

No

[Insert signature blocks as required by the local IRB/EC:]

Participant Name Participant Signature Date
(print)
Study Staff Conducting Study Staff Signature Date

Consent Discussion (print)

Witness Name Witness Signature Date
(print)
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