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You are to take the study drug (minocycline or placebo) two times daily at about the same time
each day (e.g., every morning and every evening). Your 2 daily doses should be about 12 hours
apart. You must take the study drug with at least 8 ounces of water while sitting or standing.
This will help to prevent ulcers in the eating tube (esophagus). You can take the study drug with
or without food, but it should be taken at least 2 hours before bedtime. You must not lie down
for at least 2 hours after taking the study drug. If you eat a diet rich in soy products or take
phytoestrogen supplements {phytoestrogens are chemicals found in plants, such as soy and red
clover, which may act like the estrogens produced naturally in the body), you should maintain
this diet throughout the study. The study will not provide any anti-HiV drugs.

After you enter the study and start taking the study medicine, you will return to the clinic about
5 times in 24 weeks (about 6 months) for various tests. At the end of 24 weeks, if you have been
able to stay on the study medicine, you may choose to stay on study for another 24 weeks even if
you were receiving placebo during the past 24 weeks of study participation. Part 2 is called the
open-labet part; you will receive minocycline during this part of the study for another 24 weeks.
You do not have to do Part 2 if you do not want to.

Visits during the Study

In Part 1 you will come to the clinic 4, 8, 12, 18, and 24 weeks after your entry visit. For most
visits you will be at the clinic for about 3-4 hours, visits that include neurological exams or
neuropsychological tests will take about 2 - 2 14 hours longer.

At all visits

+  You will have a brief physical exam where the clinic staff will check your vital signs such as
weight, temperature, blood pressure and pulse.

» You will be asked about your health and any medicine since your last clinic visit.

» If you are a woman who is able to become pregnant, you will have a blood or urine pregnancy
test now and during each visit of this study. You will be given the results of the pregnancy
test as soon as they are available. f you become pregnant, you will have to stop taking the
study drug immediately. You may continue with the study visits and will be asked to sign a
pregnancy consent form.

s You will be asked how much study drug you have taken and will return any remaining study
drug to the clinic nurse.

At week 2 (BOTH day 14 and day 15)

« If you are on atazanavir, you will have about 1 ¥2 teaspoons of blood drawn to determine
the amount of HIV medicine in your blood. This blood sample must be drawn a specific
number of hours after your last dose of HIV medicine, Depending on when you take your
HIV medicine, you will have to work with the staff at your site to schedule this blood draw
at the correct time.

* If you take ATV, the protocol team will look at the levels of ATV in your blood during
these two visits. If these levels are too low, you will not be able to continue in the study.
You can be given the results of this test if it will have a bearing on your clinical care.

« If you are not on atazanavir, we would still like to draw 1 % teaspoons of blood to
determine the amount of HIV medicine in your blood, but you do not have to agree to this
procedure to participate in this study. If you do not take ATV, these samples will be
stored for possible future analysis.
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e On day 14, you will answer questions about your medication schedule and whether you
follow your medication schedule correctly.

» [f you are not on atazanavir, both day 14 and day 15 visits are optional.

At week 4 you will receive all of the tests above plus:

+ Some urine will be collected for routine laboratory tests,

* You will have about 2 tablespoons of blood drawn for HIV viral load, the number of CD4+ and
CD8+ cells, and routine safety tests. You will be given the results of these tests as soon as
they are available.

At weeks 12 and 24 you will receive all of the tests above plus:

* You will have a neurological examination to see how your nerves and brain function.

¢ You will have a neurological examination and will repeat the neuropsychological tests you
took at the pre-entry visit. You can be given the results of these neuropsychological tests if
they will have a bearing on your clinical care.

* In addition to these tests, you will have written tests, or a staff person will ask about your
emotions, feelings, and ability to function.

* You will perform a simple task to check your ability to make decisions concerning how to take
medicines.

At week 24 you will have all of the above tests plus:

+ |If you agree, you will have about 2 teaspoons blood drawn for tests to see if you can have a
spinal tap. This blood will not be collected if you do not agree to have a spinal tap.

e [f you agree, you will have a spinal tap. About 3 teaspoons of spinal fluid will be collected for
routine tests, and for HIV viral load. If you request the results of these tests, they will be
given to you as soon as they are available. Some of this fluid will be stored for future ACTG-
approved testing. You will have to stay in the clinic and rest lying on your back for 30 minutes
after the spinal tap is done. A staff member will call you 2 to 5 days after your spinal tap to
see if you are all right.

» About 1 teaspoon of blood will be collected near the time of the spinal tap and stored for
future ACTG-approved HIV, liver and hepatitis, and neurological tests.

This ends the first part of the study. if you were not able to keep taking the study drug (either
placebo or minocycline) for 24 weeks, you may not have all of the visits and tests described
above. The clinic staff will tell you which visit to come to and which tests you will have if you
have to stop taking the study drug.

Part 2.

If you are able to take the study drug (either the placebo or minocycline) for 24 weeks, you can
choose whether you want to remain in the study for another 24 weeks (about 6 months) taking
minocycline. All participants who remain in Part 2 will be given minocycline.

If you choose to enter the Part 2, the open-label phase, vou will have 5 more study visits at
weeks 28, 32, 36, 42 and 48.

Most visits shoutd take about 3-4 hours, but may be shorter or longer. At all of these visits:
» You will have a brief physical exam where the clinic staff will check your vital signs such at
weight, temperature, blood pressure and pulse.
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e You will be asked about any medicines that you have taken since the last visit.

* You will have about 4 teaspoons of blood drawn for HIV viral load. You will be given the
results of these tests as soon as they are available.

¢ Your urine will be collected for routine safety tests.
If you are a woman who is able to become pregnant, you will have a blood or urine pregnancy
test now and during each visit of this study. You will be given the results of the pregnancy
test as soon as they are available.

At week 28, you will have all of the tests above, plus:

» You will have a neurological examination to see how your nerves and brain work.

e You will have about 4 teaspoons of blood drawn for CD4+ cell count and routine safety tests.
You will be given the results of these tests as soon as they are available.

Weeks 36 and 48, you will have all of the tests above, plus:

+ You will have a neurological examination to see how your nerves and brain work.

+ You will have about 4 teaspoons of blood drawn for CD4+ cell count and routine safety tests.
You will be given the results of these tests as scon as they are available.

e You will repeat the neuropsychological tests you took at the pre-entry visit. You can be given
the results of these neuropsychological tests if they will have a bearing on your clinical care.

¢ You will have written tests or a staff person will ask about your emotions, feelings, and ability
to function.

+ You will perform a simple task to check your ability to make decisions concerning how to take
medicines.

If You Discontinue Study Drug or Leave the Study Early

If you stop taking the study drug before the end of Part 1, you will be asked to continue coming
to the clinic on the regularly scheduled study visits and have the evaluations that are scheduled
for each visit. However, if you took the study drug for less than 8 weeks, you will not have a
second spinal tap. If you stop taking the study drug before the end of Part 2, you will be asked to
come in for a study discontinuation visit; no further visits will be required.

If you leave the study early, either before the end of Part 1 or the end of Part 2, you will be
asked to come to a final visit. At this visit you will have some of the tests listed above for study
visits. The clinic staff will be able to tell you precisely which tests you will have at this final visit.

Other Information

About 2 teaspoons of blood and 2 teaspoons of spinal fluid that is left over after all required
study testing is done will be stored and may be used for future approved ACTG-HIV, liver or
hepatitis, and neurological tests. Please indicate below whether you give approval for this use of
your biological material.

YES, | agree to have about 2 teaspoons of my blood and 2 teaspoons of spinal fluid stored
for future testing.

NO, 1 do not agree to have about 2 teaspoons of my blood and 2 teaspoons of spinal fluid
stored for future testing.
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You can withdraw your consent for the study or any part of the study, including having your
samples stored for future testing, at any time.

How Many People Will Take Part in This Study?
About 100 people will take part in this study nationwide. About 5-10 people are expected to
participate at the University of Pennsylvania.

How Long Wil | Be in This Study?
You will be in this study for about 24 weeks (about 6 months). If you choose to participate in the
second part, you will be in the study for a total of 48 weeks (about 1 year).

Why Would the Doctor Take Me Off This Study Early?

The study doctor may need to take you off the study early without your permission if:

+ The study is cancelled by the U.S. Food and Drug Administration (FDA), National institutes of
Health (NIH), the ACTG, the principal investigator, or the clinic’s Institutional Review Board
{IRB}. (An IRB is a committee that watches over the safety and rights of research subjects.)

¢ A Data Safety Monitoring Board (DSMB) recommends that the study be stopped early (A DSMB
is an outside group of experts who monitor the study.).

¢ You are not able to attend the study visits as required by the study.

The study doctor may also need to take you off the study drug(s) without your permission if:
The levels of Atazanavir in your blood are too low after you start taking minocycline.
Continuing the study drug may be harmful to you.

You need a treatment that you may not take while on the study.

You become pregnant.

If you are breast-feeding.

You are not able to take the study drug as required by the study.

You miss two visits in a row.

You have a bad side effect with the minocycline.

You develop an infection that affects your central nervous system.

Any other clinically significant condition or laboratory abnormality that, in your doctor’s
opinion, would interfere with your ability to participate in the study.

® & & & & & 0 ¢ ¢ 9

If you must stop taking the study drug before the study is over, the study doctor may ask you to
continue to be part of the study and return for some study visits and procedures.

What happens if | Have to Permanently Stop Taking Study-Provided Minocycline or Once |
Leave the Study, How Would Study Drug Be Provided?

During the study:
If you must permanently stop taking study drug before your study participation is over, the study
staff will discuss other options that may be of benefit to you.
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After the study:

After you have completed your study participation, the study will not be able to continue to
provide you with study drug. If continuing to take this or similar drugs would be of benefit to
you, the study staff will discuss how you may be able to obtain them.

What Are the Risks of the Study?

The drug used in this study may have side effects, some of which are listed below. Please note
that this list does not include all the side effects seen with this drug. This list includes the more
serious or common side effects with a known or possible relationship. If you have questions
concerning the additional study drug side effects please ask the medical staff at your clinic.

There is a risk of serious and/or life threatening side effects when non-study medicines, such as
antiretrovirals or HAART, are taken with the study drug. For your safety, you must tell the study
doctor or nurse about all medicines you are taking before you start the study and before starting
any new medicines while on the study. In addition, you must tell the study doctor or nurse
before enrolling in any other clinical trials while on this study.

Risks with Minocycline

Nausea, diarrhea

Light headedness, dizziness, or vertigo

Headache

Discoloration of teeth which may not be reversible and may require you to see a dentist
Discoloration of skin, nails, bone, gums, thyroid, and outer part of the eye

Increase fluid pressure in brain

Liver toxicity

Blurred vision

Possible increased risk of sunburn

Possible fungal and bacteria infections

Skin rash, itching, hives

Joint or muscle pain

An immune system reaction to your body (an auto-immune reaction such as drug-induced
tupus or blood vessel inflammation)

Loss of hair

Low white blood cell or red blood cell count

Allergic reaction (difficulty in breathing, changes in blood pressure and heart rhythm, loss of
consciousness, or in rare cases, death)

* & O & & & & &8 & & 0
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Risk of Blood Draws
Taking blood may cause some discomfort, bleeding, or bruising where the needle enters the
body, and in rare cases, fainting or infection.

Risk of Spinal Tap

+ Headache

+ Pain

+» Lowered blood pressure

¢ Infection

* Leaking of spinal fluid after the procedure
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Nerve injury

Bleeding

Allergic reaction to medication used to numb the area where the spinal tap will be done.

This allergic reaction to the antiseptic (e.g. iodine) used during the spinal tap could include

itching, hives, swelling, shortness of breath, difficulty breathing, changes in blood pressure
and heart rhythm, loss of consciousness, or in a rare case, death.

® & & o

Headaches can be helped by lying down face up and by taking over-the-counter headache
medicine. Severe headaches should be reported to the clinic staff or investigator.

Are There Risks Related To Pregnancy?
The drug used in this study may cause harm to unborn babies. If you are having sex that could
lead to pregnancy, you must agree not to become pregnant, or, if you are a man, you must agree
not to attempt to make a woman pregnant or participate in sperm donation during the study and
for 6 weeks after discontinuing the drug.

If you can become pregnant, you must have a preghancy test before you enter this study. The
test must show that you are not pregnant. If you think you may be pregnant at any time during
the study, tell your study staff right away. If your pregnancy test is positive, your study
medication will be stopped, and your doctor or the study staff will talk to you about your
choices. You will be asked to come to the clinic and have some of the tests listed above. You will
be asked to continue to come to the clinic for the remainder of the regularly scheduled study
visits and have the evaluations that are scheduled for each visit. If you do, you will be asked to
sign a pregnancy consent form.

The drug that you must take to be in this study may make some birth control drugs less effective,
This type of birth control is given by pills, shots, or placed under the skin. This means that you
cannot depend on this method of birth control alone. You must use two reliable methods of birth
control, one of which should be a barrier method {choice 2 or 3 below, that you discuss with the
study staff. You must continue to use birth control until 6 weeks after stopping study drug.
Examples of reliable birth control methods are listed below:

1. Birth control drugs that prevent pregnancy given by pills, shots or placed on or under the
skin. Some forms of birth control may not work as well if you take the HIV medicine
lopinavir/ritonavir (LPV/RTV) or nevirapine (NVP). Minocylcine may also make oral
contraceptives less effective. Therefore, another type of birth control must be used.

. Male or female condoms with or without a cream or gel that kills sperm.

Diaphragm or cervical cap with a cream or gel that kills sperm.

Intrauterine device (IUD}.

> w

Are There Benefits to Taking Part in This Study?
if you take part in this study, you may or may not receive a benefit. Information learned from
this study may help others who have HIV and are having problems with their mental function.

What Other Choices Do { Have Besides This Study?
The alternative to participating in this study is to not participate and continue on your
antiretroviral therapy. Antiretroviral therapy, specifically AZT, is currently the standard
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treatment for HiV-associated cognitive impairment. Other alternatives include treatment with
experimental drugs, if you qualify for other trials.

Please talk to your doctor about these and other choices available to you. Your doctor will
explain the risks and benefits of these choices.

What About Confidentiality?

We will do everything we can to protect your privacy. In addition to the efforts of the study staff
to help keep your personal information private, we have obtained a Certificate of Confidentiality
from the U.S. Federal Government. This certificate means that researchers cannot be forced to
tell people who are not connected with this study, such as the court system, about your
participation. In addition, any publication of this study will not use your name or identify you
personally.

People who may review your records include the U.5. Food and Drug Administration (FDA),
University of Pennsylvania IRB, AIDS Clinical Trials Group (ACTG), National Institutes of Health
(NIH), study staff, study monitors. Having a Certificate of Confidentiality does not prevent you
from releasing information about yourself and your participation in the study.

Even with the Certificate of Confidentiality, if the study staff learns of possible child abuse
and/or neglect or a risk of harm to yourself or others, we will be required to tell the proper
authorities.

Your records may be reviewed by the U.S. Food and Drug Administration (FDA), University of
Pennsylvania IRB, National Institutes of Health (NIH), study staff, study monitors.

What Are the Costs To Me?

There will be no cost to you for study medications, including the open-label portion of the study,
clinic visits, examinations or laboratory and test procedures that are part of this study. Medical
costs of other treatment outside this study are your responsibility and will be charged to you or
your health insurance company or local health agency. Taking part in this study may lead to
added costs to you and your insurance company. In some cases, it is possible that your insurance
company will not pay for these costs because you are taking part in a research study.

Will | Receive Any Payment?

You will be compensated for your time and inconvenience for all study visits except the screening
visit. Because different evaluations take place at each study visit and may take more of your
time, your compensation will vary from visit to visit. The following compensation will be offered:
Pre-entry and Week 24 [LP required]: $150, by check through the mail; Entry, weeks 12, 24, 36
and 48 [3-4 hr visit}: $50; and $25 for visits at Screen #2, Day 14, Day 15, weeks 4, 8, 18, 28, 32
and 42 which are mainly for labs and a check up on how you are feeling. If you participate in
both phases of the study, you can receive a total of $725 compensation. Please note that you
will be compensated for only the visits you attend and that for 2 visits your compensation will
come as a check in the mail. It can take 6-8 weeks to process the check through the University’s
accounts payable system.
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What Happens If | Am Injured?

If you have a medical emergency during the study you should go to the nearest emergency room.
You may contact the Principal Investigator or Emergency contact listed on page one of this form.
You may also contact your own doctor, or seek treatment outside of the University of
Pennsylvania. Be sure to tell the doctor or his/her staff that you are in a research study being
conducted at the University of Pennsylvania. Ask them to call the telephone numbers on the first
page of this consent form for further instructions or information about your care.

in the event that you are hurt or injured as a result of participation in this research study, please
contact the investigator listed on page one of this form.

In the event of any physical injury resulting from research procedures, medical treatment will be
provided without cost to you, but financial compensation is not otherwise offered from the
University of Pennsylvania or the National Institutes of Health. [f you have an illness or injury
during this research trial that is not directly related to your participation in this study, you

and/or your insurance will be responsible for the cost of the medical care of that illness or
injury.

What Are My Rights As a Research Subject?

Taking part in this study is completely voluntary. You may choose not to take part in this study
or leave this study at any time. Your healthcare provider will treat you the same no matter what
you decide.

We will tell you about new information from this or other studies that may affect your health,

welfare, or willingness to stay in this study. If you want the results of the study, let the study
staff know.

What Do | Do If | Have Questions Or Problems?
For questions about this study or a research-related injury, contact:

« Pablo Tebas, MD (215-615-4321)
+ Clinical Trials Unit (215 349-8092)

For questions about your rights as a research subject, contact:
+ Director of Regulatory Affairs at the University of Pennsylvania by phoning (215) 898-2614
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CONSENT

When you sign this form, you are agreeing to take part in this research study. This means that
you have read the consent form, your questions have been answered, and you have decided to
volunteer, Your signature also means that you are permitting the University of Pennsylvania
Health System and the School of Medicine to use your personal health information collected
about you for research purposes within our institution. You are also allowing the University of
Pennsylvania Health System and the School of Medicine to disclose that personal health
information to outside organizations or people involved with the operations of this study.

A copy of this consent form will be given to you. You will also be given the University of
Pennsylvania Health System and School of Medicine’s Notice of Privacy Practices that contains
more information about the privacy of your health information.

Name of Subject (Please Print)  Signature of Subject Date

Name of Person Obtaining Signature Date
Consent (Please Print)

For subjects unable to give authorization, the authorization is given by the following authorized
subject representative:

Authorized subject Authorized subject Date
representative [print] representative Signature

Provide a brief description of above person authority to serve as the subject’s authorized
representative.
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