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STUDY NUMBER PRINCIPAL INVESTIGATOR _ Dr. Stephen E. Straus

STUDY TITLE: _The Tolerance of NIV-infected Patients with Uerpes Group or Hepatitis B

Virue Infeceions to Oral Doses of FLAU.

INTRODUCTION

W invite you (or your child) 1o take part in a research study at the National Institutes of Health. It is important that
;:nd;mmulwmmumirﬁplnlmImuﬂmm.mhwnmzmlmmhmuﬁ
entirely voluniary; (b) personal benefit may not result from taking par in the Study. bul knowledge may be gained that
will benefil others: (c) you may withdraw from the study at any time without penalty or loss of any benefits to which you
are ﬂmwiw.mmm-dlh sludy, the risks, incomeniences, discomions. and other pertinent information
aiboun y arg digcussed below. You ane o di i i
ot o R 1o pons urged 10 discuss any questions you have about this study with the stall

People infeceed with the luman lnvmmnodelficiency Vireus (1IIV) are at risk for complicating
infections.  Among these are infections with herpesviruses including herpes simplex virus, the
varicella-zoster virus.. the cytomegalovirus (CMV) as well as hepatitis B virus (IH1BV). Herpes
simplex and varicella-zoster viruses are frequent causes of blistering and vlcerating skin sores in
patients with HIV infection. CMYV is capable of causing destruction of retina of the eye as well as
serious infections of the brain, lungs, and other organs in patients with HIV infection. HBV can
cause slowly progressive destruction and failure of the liver. As a person whose immune defenses
have been weakened by HIV and who may have evidence of active infection with one or more of
these viruses, you are invited 1o participate in a study of a new drug designated to control one or
maore of these infections and their potential serious consequences in people with impaired immune
Sysiems,

The present study is designed to determine how well patients like yourself can tolerate various
duoses of the antiviral drug FIAU. In the laboratory, FIAU is capable of blocking the growth of
herpes simplex virus, varicella-zoster virus, CMV, and hepatitis B virus. Past experience with drugs
closely related 1o FIAU suggests that we might be able to give patients oral doses of FIAU that are
adeyquate to block the growth of these viruses while causing minimal side effects. To amive at an
answer as quickly as possible, this study is being conducted in conjunction with AIDS expens at
three major universities. We will be starting patients at low doses of FIAU and gradually raising
the dose with subsequent patients, until we find a level that may be capable of blocking growth of
the viruses or until toxic side effects occur (see page 3), whichever comes first. Even if FIAU
appears safe and capable of suppressing herpes group or hepatitis B virus infections, we cannot give
e of it 16 you until the Food and Drug Administrations approves our doing so.

FATREHT ICENTIACA TR0 CONSENT TO PARTICIPATE IN A CLINICAL
RESEARACH STUDY
= Adull Patient or = Parent, Tor Minor Patient

204



MEDICAL RECORD CONTINUATION SHEET for either:
HIH 25141, Com nnt 1o Participate In A Clinical Research Study
NIH 2514-2, Minor Patient's Assent 1o Participale In A Clinical Research Study

STUDY NUMBER: CONTINUATION: page_2 of _6 pages.

FELIGIRILITY

To be eligible for the study, you must be 13-65 years of age and have proven infection with
V. You must be strong enough 1o carry on nonmal activities of daily living, have no significant
kiclney problem and be able to come to the clinic on your own for all the visits that the study
requires. The immune status of all patients must be such that the 1otal number of CD4-positive
lymphocytes be greater than or equal 10 200/mm’. If you are taking AZT, you are eligible for this
study only if you have been receiving doses of 600/mg/day or less for 6 weeks or more before
stating FIAU. If you are not currently taking AZT, it cannot be started during the 2 week FIAU
reaiment. Both men and women participanis must agree 1o use binth control for the entire 2-week
stuly period, and 3 months therealier, because FIAU, like its relaied amiviral drugs, could damage
the ability of men and women 10 conceive or deliver normal babies. Women who participate in the
study will undergo a pregnancy test within 2 weeks prior to starting FIAU.

Patients who have evidence of any other serious complications of HIV infection, or who are

taking any other antiviral or immune-stimulating drug, cannot participate. You cannot be on
acyclovir within | week ol starting treatment and thought the 2-week period of FIAU treatment.

Aerozolized pentamidine treatment and other non-experimental medications may be continued.

You may be eligible for the study il you have active infections with herpes simplex virus,
varicella-zoster virug, CMV, and/or hepatitizs B virus. If you have active herpes simplex or
varicella-zoster virus infections, you may receive FIAU only if your infections have proven
unresponsive to acyclovir treatment. Il you have CMV inlection, you cannot receive FIAU if you
have evidence that the virus is actively injuring the retina of your eye or other organs. Before
starting treatment, an ophthalmologist will examine your eyes to be sare there are no signs of CMV
infection. Patients who have chronic active hepatitis B virus infection can panicipate in this study
only afier a given FIAU dose level has proven 1o be well wlerated in individuals who are otherwise

the same, but do not have chronic hepatitis.

STUDY PROCEDURES

If you have been screened and found eligible for this stedy, FIAU will be dispensed to you
from our NIH pharmacy as a liquid which you will mix in a glass of water 10 drink 3 times a day
for 14 days. You will receive the same dose of FIAU for all 14 days. It must be taken at least |
hesur before or 3 hours afier meals, so that food will not interfere with its absorption into the blood
stream. You will need 10 come 1o the NIH pharmacy once a week to pick up your prescribed
Frann,
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On study day 1, you will be required io be in the clinic 1 1ake your first dose of FIAU, and
tor return 8 hours later, just belore your second dose, so that we can draw blood 10 evaloate the
levels of the drug in your blood stream at that time. You will then be asked to return to the clinic
on days 2, 3, 5, 7, 10 and 14 following your first dose of FIAU, for examinations and repeated
tesis of blood, urine and swool. Your panticipation in this study ends after the 14th day unless you
have chronic hepatitis B virus infection. If you have chronic hepatitis B virus infection, we will
examine you briefly in clinic and obtain additional blood samples at days 21 (1 week post
treatment) and 42 (4 wecks post treatment).  Your participation in this study may also be ended
should treatment side effects be 100 bothersome (see below), or if you fail 10 mke the FIAU
rreperly or keep many of the clinic appoiniments.

This study requires us to draw blood tesis on every visit. The total amount of blood 10 be
drawn will be less than 150cc (about 10 tablespoons). All blood samples will be drawn from a
vein in your arm.  Blood drawing hurts briefly, can occasionally lead 1o a local bruise, and rarely

trigpers fainting.

Also, we will have 10 test you stool for trace amounts of blood 1o determine if FIAU is
causing bowel or stomach irritation. The stool samples can be provided by you or, if more
convenient, may be taken by a brief rectal insertion with a gloved finger. There will be four such
test in the course of the study.

TOXIC SIDE EFFECTS

FIAU is a new drug that has not previously been given to patients. However, it is very
closely related 10 another drug that has been given by mouth and intravenously to well over 100
patients.  That drug, known as FIAC, is rapidly broken down in people’s bodies 1o FIAU, therefore,
we think that the potential side effects should be virwally the same as those found with FIAC.
Since FIAU is a new drug, all of its short or long term side effects are not yet known.

FIAC is known 1o cause some side effects when given intravenously or orally at doses that
would proxluce FIAU concentrations in your blood equivalent to or many time higher than that
achieved in the present study. For example, high doses of FIAC can cause a fall in the number of
reel blood cells (anemia). Tt is unlikely that the degree of anemia would be grear at the dosage of
FIAU you will be taking, but if you are also taking AZT, these side effects may be more severe
arml more blood ransfusions may be required than would be necessary 1o treat anemia due to AZT
alone.  igh doses of FIAC can also cause a fall in the number of white blood cells (leukopenia).
Again, if you are on AZT this problem could become worse, such as to increase your risk of other
complicating infections. Some infections that occur in people with very low white blood cell
counis can be very serious, even [atal, but these are uncommon in people with HIV infections.
Similarly, FIAC can lead 10 a decrease in platelets, the blood elements required for clowing.
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Thiomghout reatment with FIAU, the number of your red and white blood cells and platelets will
be measured repeatedly. If we detect any clinically significant decreases in the cells or platelets,
we may stop your FIAU weatment.  Very high doses of FIAC also were associated with reversible
lung congestion and neurologic problems like seizures. Cenainly, if necessary, standard medical
therapy of these complications will be provided and treatment can be stopped whenever needed or
dexired.

In gome HIV infected patients treated with FIAC in another study, we noted that there was a
rize in blood levels of a muscle enzyme called CPK. This is a chemical released into the blood
streaun any time there is a degree of inflammation andfor damage 10 muscles. One of the few
individualz in whom this was observed had muscle aches, but the rest of the individuals were
entirely unaware of the proces. That individual also had some temporary kidney function
abnormality and a hallucination. It was realized that only individuals with CD4 counts of less than
200fimm® had these side effects of FIAC. It is our hope that by selecting patients in this study such
as yoursell with CI4 counts of 200 or greater, we can avoid these side effects. Nonetheless, we
will g o considerable lengths in this siedy 1o avoid any side efTecis of FIAU rel:ued 10 muscle.
We urge all patients not to engage in strenuous physical activity during the time of treatment.
Strenuous activity itselfl could raise blood CPK levels. We will be checking blood CPK levels
furing the study as well as doing a simple tes1 of muscle strength in which we determine how long

takes an individual w rise ten times (rom a sitting position in an onlinary chair,

Mazed upon our experience with FIAC, it iz possible that FIAU could cause simmach wpset,
naused, or even vomiting. 7 needed, we will give you medications 1o try 10 control these side
effects. If these medications fail to help you, we will stop the FIAU completely.

ALTERNATIVE TREATMENTS

There are aliemative treatments o FIAU for some of the types of viral infection we are
stuclying:

For 115V infection The antiviral drug acyclovir is the standard wreatment for active HSV
infections. You have been chosen for FIAU reatment only because
your HSV infection has failed to show an obvious clinical response w0
acyclovir pills. Alternative treatment to acyclovir pills would include
admitting you 1o the hospital for intravenous acyclovir treatment or
attempling o get anather experiment drug for refmctory H5Y
infections, a drug known as foscarnet. That drug iz alzo given
intravenously and has known side effects. Should you have active
HSV infection, your oral acyclovir treaiment would need to be
stopped for 1 week prior 1o starting FIALL
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Varicella-zosier virus - Should you have an active zoster infection, you will be eligible for
FIAU wreaiment only il your infection has proven refractory to
ireatment with acyclovir pills. Aliernative reatments include
admitting you to the hospital for intravenous acyclovir or attempling
o get another experimental intravenous medication known as
foscarnet.

CMV infections - Should you be chosen to be treated with FIAU for CMYV infection, it
would be done so with the understanding that vou do not at the
present lime have evidence of an active CMY infection involving the
eyes or olher vital tisspes. Should you have CMV infection of the
refina or other tissues, you will not be eligible for this study. It is
generally not considered necessary to treat the asympromatic CMV
infections in patients with HIV. We would choose to do so in you as
an experimental test of the drug FIALL

BV infection - There are no proven aliemative therapies for chronic HEV infections
in patients who are also infected with HIV. Patients who are not also
infected with [V have shown lemporary or even permanent
improvement of the HBV infection by long-lerm injections with the
drug interferon.  Prior 1o your considering this study, you will be
counseled regarding your suitability for imerferon treatment as an
aliermative 1w FIAL.

FOTENTIAL RENEFITS

Besides helping us leam about treatments for vial infections in individuals with HIV, you may
benefit from participating in this stedy in several regards. First, if you have otherwise refraciory
herpes simplex or zoster infection, that infection may improve during FIAU treatment. Second, it is
conceivable that what we leam about FIAU may provide us simpler and more effective ways of
treating CMV infections. Third, should you be treated for chronic HBV infection, we may identifly
a drug that could benefit your infection. Because FIAU has not been used previously, there is no
way of determining whether any of these potential benefits are likely.
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