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To: Participants at the June 17th meeting with Act Up and UCSF
From: Michelle Roland, member Act Up Treatment Issues Committee
Date: June 17, 1989

Some further elucidation of the points raised in the letter from
Hank Wilson, dated 6/13/89

1 . Use of a placebo in children facing a life-threatening
disease.

A. Is it ethical, in the context of a life-threatening disease,
to withhold potentially effective treatments from people with the
disease if they want to try it, aware that it has not been proven
effective and has some toxicity associated with it?

B. If a parent wanted access to IVIG and was not willing to take
the risk of receiving the placebo instead of the IVIG, would the
physician prescribe IVIG for the patient, even if the child was

eligible for the trial? If not, because of the existence of the
clinical trial, then parents are essentially forced into entering
the trial if they want their children to have some chance of
receiving the treatment. The argument may be given that it would
be impossible to enroll people in clinical trials with placebos
if this option was left open (of course, this case is unusual
because the drug is currently approved). My argument in response
to this argument is that clinical trials must be designed so they
meet the needs of individual subject/patients. If they meet these
needs by offering the treatment to all participants who want it,
there won't be a problem getting people to enter clinical trials

2. Use of a placebo when non-placebo alternative exist.

A. We are aware that the double blind placebo controlled trial is
the gold standard in American research. We are also aware that
alternatives exist and that there is significant controversy
about the efficacy of placebo controlled RCTs, natural history
controls, standard treatment controls, etc. We are aware that the
alternatives we present are not ideal, however we think the
benefits of non-placebo controlled trials outweigh the risks and
we challenge the medical and scientific communities to work with
people with HIV infection and their advocates to design ethical
and scientifically sound trials.

B. In the specific case of IVIG, we offer the following
alternatives:
1. Historical controls. Look at average numbers and types of
infections, life span, etc. in children who have not received the
treatment and compare these factors to children who are being
treated. Pick your controls carefully so that comparisons can be
made validly.
2. Current no treatment or alternative treatment (e.g.AZT)
controls. The important distinction here is that people be given
the choice of which, if any, treatment they want to use. Some
people will choose not to try an experimental treatment, or one,
like IVIG, that has some significant risks and discomfort
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associated with it. The arguments immediately arise about
selection bias and reporting bias. Devise methods to minimize
the reporting bias by what types of markers are compared. Devise
methods to identify any significant selection biases and control
for them in data analysis.

3. Use of IV placebo with potential for infection in children who
may already be immune suppressed.

A. It seems unconscionable to expose immune suppressed children
to increased risk of infection by giving them an IV placebo. Two
arguments have been put forth, the first is that any local
infections caused by the administration of IVIG must be
controlled for in order to determine the safety and efficacy of
the drug itself. My argument is that the method of administration
is, in a case like this, part of what needs to be examined for
safety. If you control out local infections, that important
information is lost in trying to weigh the risks and benefits of
the treatment.

B. The second argument is that no treatment controls would also
be exposed to risk of local infection if they had their blood
drawn as often as those children who received the drug. This is a
good argument. I do not know, but would like to discuss if there
are differences in risk between a needle stick for blood draw and
an IV placement which stays in place for several hours. If so,
then this argument is weakened.

4. Use of a placebo which is unpleasant and stressful. This
stress may be immunosuppressive.

There is growing acceptance of the detrimental physical effects
of emotional stress. The field of psychoneuroimmunology is
examining the relationship between stress and immune function.
Both animal and human studies have shown detrimental effects on
immune function during or following stress. The stress of an IV
may be outweighed by the potential benefits of the drug. Surely
it cannot be outweighed by a placebo, even if the child is given
excellent care and attention during hospital visits. This factor
must be considered when analyzing the emotional and physical
benefits of the placebo effect.

5. Endpoints.

A. In our discussion with physicians and others at Children's
Hospital in Oakland, we were shocked that they were unable to
answer our questions about end-point with other than the response
of "2 years." Two years is the length of the trial, not the
definition of the endpoints. They have agreed to respond to this
concern and tell us if death is the endpoint. If it is, we
believe that they will work with us to find much less severe and
life-threatening end points.

B. The description of protocol 051 provided by NIAID states,
"Patients are followed for the development of serious bacterial



ivig2 6/14/89

Infections, as well as for a number of factors relating to
safety, tolerance, progression of disease and survival" (my
emphasis). The frightening implications is that endpoints short
of death and serious illness are not defined. If this is so, the
end points of this trial must be changed.

C. At what point of illness is a patient/subject's status
unblinded? Does the patient have the option of receiving the IVIG
if s/he had been receiving the placebo? Will the study continue
to pay fro the drug and medical care in this case?

6. AZT intolerance. Since protocol 051 includes AZT, we are
concerned about the issue of AZT intolerance. What happens to
children who can't tolerate AZT? Are they given the opportunity
to receive IVIG without AZT? Is AZT tolerance determined before
the study begins. If not, is it followed closely during the
study? Is AZT intolerance factored into the data analysis. Are
the AZT intolerant discriminated against in a sense in this study
if they don't have alternative access to the IVIG that is
affordable?



To: Human Research Committee
UCSF

From: Hank Wilson
Member of ACT UP Treatment Issues Committee

Subject: lYIG Protocol 051 and 045

The Treatment Issues Committee of ACT UP v/ishes to meetv/ith the Human Research Committee to discuss the lYIG Protocol051 and 045. It is my understanding that committee member RicPuglia sent a letter protesting the lYIG trial and requestinga meeting v/ith your Human Research Committee» To date, v/e haveha.d no reply^ I have called Br. ./eintraub but my calls werenot returned.

We are concerned v/ith several issues:
1. Use of a placebo in children facing a life threateningdisease.
2. Use of a placebo when non placebo alternatives exist.
3. Use of an lY placebo with potential for infection inchildren v/ho may already be immunesuppressed.
4. Use of a placebo which is unpleasant and stressful which

may suppress immune function.
5. Sndpoints. Are the endpoints specified? Bo the endpointsprovide for unblinding the status of a particular partici-,pant*s status if the participant's health declines?.Is ,crossover to getting the drug allov/ed for placebo recipientif their health declines?
6. ATT intolerance. Is AZT toleration determined? Prior tothe start of the trial? iire their endpoinrs for adminis¬tration of AZT?
I have attached the Wall Street Journal article on I7IG-placebo trials; share concerns raised in the article. You areaware of the protest ACT UP has called for June 17. A meetingmay help to establish the facts and resolve, clarify some of theconcerns we have v/ith lYIG placebo trials. ACT UP' and our TreatmentIssues Committee is diverse in terms, of background and trainingand expertise in medical and AIBS research matters. Je are similarin our concern for children v/ith AIBS and KIT.
I may be reached at and committee member MichelleRoland may be reached at .

ThanlQ'ou for your consideration.
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Cattle & Co. underwater. An earthquakethat shook Los Angeles in October knocked jout computer equipment at California Fed;.^'eral Savings and Loan Association. - "

Most businesses are Ill-prepared to copewith electronic disasters, computer and v
communications specialists say. That'sp^y because computers have crept grad-^'

paiiies are Comdisco Disaster RecoveryServices Inc., a unit of Comdisco Lie., Ro-!^semont. 111., and SunGard Recovery Serv*
Ices, a unit of SunGard Data Systems Inc.,^;^Wayne, Pa. They have nearly 1,500 cUentSt^.between them, including Ch^e Manhattan.']£Corp., First Chicago Corp.,'PepsiCo Inc. 55^=and Harlequin Enterprises Inc., the pub-"^'Usher of romance novels. ^

Increased the bank's exposure to fraud, be*«
cause tellers only had time to check trans¬
actions of more than $500.
""But the bank's problems lasted only-^'three days. Had they extended through Its ^busiest period, on Friday and Saturday,
we probably would have had a mutiny on >'

our hands,*' Mr. Hackett says. "We truly.are a creature of the electronic age.""^<t...

CritiSProtestiUse'ofFlaabQliriiTestin
DtugiTL^KerapyjforKids®hdHayeAIDS"

■i ' By MAJULYN CHASB'*'^ ■

^

By MAJULYN CHASB'*^
.

Reporter o/ThkWaix Stiuekt Jouknal'' (The wrenching ethical debate over the U,use of placebos In testing AIDS therapies f');:has moved Into the pediatric ward.
Two years ago, the medical communitywas racked by protests over placebo trials *of the drug azldothymldlne, or AZ^t. Now

sf • • -• - -
• -' ■larger, foUow-up study.) greatest number. ^'It may be that the most,A placebo-the Latin word for "I shall. ethical thing to do Is to come to a rapid an-please"-ls a medically Inactive substance swer so that the most patients benefit fromgiven to the control group In a drug test.^li:[:the result," says Keith Kraslnskl, a doctorIn a randomised trial, where neither doc*; i^^at^Bellevue Hospital In New York,■tor nor patient knows who Is getting what,?^ ,^ ^The use of the placebo Is "very contro-a placebo helps to ensure objectivity.' verslaJ, but It has to be done," adds Dr.But critics of the NIH study, including Petru of Oakland. "If (IVIG) were $10 a

acUvlst group called ACT UP (AIDSCoaU-i^ example. U the past untreated paUentsfnhi^nr^nman ^ Unleash Power) hurled questlonsi^^wereslckerthanthosecurrently receiving^ ' h"" dfetrlbuted leaflets at a pediatric AIDS the drug. Improvements attributed to thetn. Newark.'N.J.d#. drug inlght be an Illusion. Another wonyVt'

/ ' . h "We shouldn't use placebo unless there?^^. that If a doctor knows his patients are get^pese children (on plM^) wW j qq reason to believe, none at all, that;]>);ting'the drug, unintentional bias could
surely die during the cou^of the expert-3 i.Bje treatment group will fare better thanVv-color the doctor's evaluation.a biologist - f the untreated group," says AMFAR's Mrs.'||iti^. Researchers suggest, too, that the study^ founding ch^iwoman of we American f Krim. The studies by Drs. Rubensteln and *tcan bring even placebo recipients the ben-
Foundation for AIDS Research'noting that Voieske do suggest there will be a dlffer-A* ".eflt of regular medical attention. And there
the childrp s aywage two-year life exi»c- fence, she contends. Furthermore, she says,'^^ 'is a monitoring board watching for any im-
tancy matches the length of the test. "It's ^ provement In the IVIG group, which could

eliminate the need to continue the trial,.-^ fiMlvpd F.mnrinnf: - P' f'

(Researcherslike giving up on them,
strenuously disagree.) <:'iThe drug being tested Is intravenous • {gamma globulin, known as IVIG, which Is < \made from pooled human serum contain¬
ing antibodies to a variety of microbes.The question Is whether it can prevent bac¬
terial Infections causing sepsis (blood In-T^
fectlon), meningitis and pneumonia, which
often strike children with AIDS. Thoughthe official number of such children todayIs 1,000. as many as 3,000 are feared sick,and It's estimate another 20,000 will be In-

WHILE the drug isn't,a cure, preliminary^^studies suggest it could
make children more com»|^fortable and perhaps help|^,them to live longer.'^J^r
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Emotions ^ f
^ Dr.'Oieske himself has watched the

trial'unfold with mixed ' emotions. He
helped to design the study, but he refused ''^3iito participate in the tests Involving the^sickest children because he feels the drughas already been proved effective for
them. "We felt comfortable with our expe-Kr) rience dating back to 1981," he says. He.,adds that he Isn't able to take part In thehistorical controls-In this case, knowledge ' other section of the NIH trial, testing IVIGof how untreated children have fared In the -: In children who are less sick, because of .>

fected with the AIDS virus by 1991.
Prnmicinir Qiime * ' ' ' vi.i past-provlde Sufficient comparison. ' 't,' limited resources and his involvement In a

-

. J J. . X Robert Levlne, an ethlclst at Yale Unl-,;.^^ pediatric test of AZT.' '•
IVIG Is^ready ^ approved ^atment | ?yerslty Medical School, says he's generally ijj The decision to cast a child's fate with a

for a variety of conditions, including other * { opposed to placebos unless a test drug is randomized study Isn't an easy one for

AIDS, preliminary studies suggest It could
make them more comfortable and perhapshelp them to live longer. However, a large-scale, formal test like NIH's is needed to,,^prove Its safety and effectiveness, says;*;'Anne WlUoughby, co-director of the study.'
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^ I use in the study, there are concerns about fl.'ological parents must be tracked down. .-. rVIG Itself. For one thing, it Isn't totally Some parents sign up out of "social-benign, says Anne Petru, who heads the -^.4' mlndedness," says Peggy Welntrub, who.branch of the NIH trial at CHilldren's Hos--^£ heads a branch of the NIH study at the.^pital of Oakland, (}allf. Dr. Petru says she University of Clallfomla at San Francisco, r- -

- has witnessed three cases of IVIG-lnduced « But "many parents would prefer their kids
The promising signs were seen several anaphylaxis, a rare but overwhelming al- j.' get the real thing," she adds. 'years ago In pilot studies performed by a . j lergyllke reaction that can entail resplra-'*%v " Such was. the decision of the Starcross *

pair of AIDS specialists—Arye Rubensteln i iQiy distress and even death. -• "** Community of Sonoma County, Calif., a
of Albert Einstein College of Medicine In por squirming toddlers, the three-hour'r.-: .Catholic order that cares for children with ,

New York, and James Oieske of Children's
. ... ... 'Hospital of New Jersey, in Newark. Dr. ^Rubensteln found fewer cases of fever and <

sepsis in treated children; Dr. Ol^e re- -'^
ported some extension of survival. ' ""faThese studies, though, were small and^.weren't placebo controlled.'(Dr. Oieske,-who provides IVIG to AIDS patients at his

to four-hour infusions are hard to take. AIDS. The order declined Dr. Welntrub's-Tiny veins are hard to find. The child's it Invitation to place one of its children In thearm must be immobilized on a board to' atrial, opting Instead to seek monthly IVIQkeep the needle In place. In Dr. Oleske's " treatments for the baby girl. "If there wasrviG clinic, children sometimes need seda-/^;. a chance she would benefit, we wanted her-1;tlon or restraints. »'>Vto have It," explains Mary Martha Ag-Supporters of the test, in which aboutH.'i^geler, a lay sister at Starcross. IVIG, she
seems to h§ip them live longeri^ arid'good enough for me."vt

wno provides tviu to AIDS patients at his jtioo^lldren are enrolled so far, defend it..;^ says, "scli^, unsucc^fuhy tried to get fimding 35 J/pursuit of the greatest good for the^ r^lhat's g at



SAN FRANCISCO: SCHOOL OF MEDICINE
DEPARTMENT OF PEDIATRICS

April 11, 1989

TO: Committee on Human Research

RE: Protocol entitled "Efficacy of Zidovudine
Compared with Zidovudine plus Intravenous
Children with Symptomatic HIV Infection"

I am responding to the Committee's requestprotocol and consent form be revised. The most
question regards the risk:benejEit ratio to those HIV infectedchildren who will receive Zidovudine, but will be randomized toreceive monthly intravenous albumin infusions rather thanintravenous gammaglobulin for 100 weeks.

Clearly, monthly intravenous albumin infusions carry themoderate risk of a time consuming infusion of protein. However,these children will all receive Zidovudine, which is not
currently licensed by the FDA for use in patients age 12 andunder. The standard of care in our hospital and most others isnot to prescribe medication for children if the medication hasbeen evaluated for efficacy and toxicity only in adults.Although toxicity and pharmakokinetics of drugs often differsubstantially between children and adults, early studies inchildren suggest that Zidovudine is safe and effective;definitive Phase II and III studies are now underway butenrollment is closed. At present, the only study in which HIVinfected symptomatic children may be enrolled to receiveZidovudine is the one being considered. I believe that asignificant benefit to the children we propose to enroll in thisstudy is the controlled receipt of Zidovudine. A second
potential benefit is the possibility that the additional
evaluation carried out through the protocol may reveal sub¬clinical problems which would alter management; an example ofthis is the use of echocardiography to detect subclinical cardio¬myopathy. The benefit to society, although not to the individualpatient, of determining the efficacy of Zidovudine plus intra¬venous gammaglobulin, is stressed in the application.

On the other hand, the risk of monthly intravenous albumininfusions is somewhat diminished if one assumes that allchildren, regardless of study eligibility, may receive Zidovudine(not a valid assumption). All children receiving Zidovudine willrequire monthly venipunctures to monitor at least, a CBC withdifferential; this venipuncture will occur in the proposed studyas the intravenous is begun for the placebo or IVIG infusion. Anadditional venipuncture will not be performed. Finally, if a

I APR j ! --

L

plus Placebo as

Gammaglobulin in

that the above
substantive
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child has two or more serious bacterial infections while on
study# therapy will be discontinued and intravenous gamma¬
globulin may then be initiated. The risk for the group at large
will be diminished by the careful analysis of data at six month
intervals with the discontinuation of the study if intravenous
gammaglobulin is efficacious.

The consent .form has been modified to:
1) Include Dr. Weintrub's first name,
2) Redefine echocardiagram in procedure #9 and risk #4#
3) Include the rare risk of skin infection following

venipuncture#
4) Add the potential "benefit" of the receipt of

Zidovudine by all patients*

I appreciate the prompt re-review of this proposal# because
I feel that the study has merit and that the use of intravenous
gammaglobulin in patients infected with HIV who are receiving
Zidovudine must be based on a solid scientific study* A control
population not placed at risk, eg. a group followed in parallel
who would not receive placebo infusions, would not provide the
same data aa the one proposed*

Thank you again.

Sincerely#

Peggy s* Weintrub# MO
Assistant Clinical Professor,
Pediatric Immunology/Rheumatology
and Infectious Disease

UNIVERSITY OP California — (Letterhead for Incerdepartmeittat wie)



COMMITTEE ON HXJMAN RESEARCH
OFFICE OF RESEARCH AFFAIRS, Box 0616
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

Aprils, 1989

Peggy Weintrub, MD.
Department of Pediatrics
Box 0105

Re: RETURN FOR FURTHER INFORMATION of "Efficacy of Zidovudine PlusPlacebo as Compared with Zidovudine Plus Intravenous Gammaglobulin in Childrenwith Symptomatic HIV Infection"

Dear Dr. Weintrub:

During the meeting of March 30, 1989, the Committee on Human Research reviewed your£^new application. The members agreed that further information was needed before approval^ for this application could be reconsidered and asked that you respond to the following points:
'rst, the members were concerned, since 4here is no benefit to placebo, about having aild randomized to a placebo group for 2 years. The risks will outweigh any benefit tothe population. The members referred you to the CHR Guidelines^ Appendix G and askedthat the study be revised to use a control population which is not placed at any risk. Yourresponse to this issue was requested.

Second, it was requested that,in future applications, the Principal Investigator sign theapplication.

Please submit 15 copies of your response and revised consent form to Box 0616. When thesehave been received, your application will be recirculated to the full committee for furtherreview. Any unaccepted consent forms in your files should be destroyed to prevent theiraccidental use. If you have any questions, please call the office of the Committee onHuman Research, 476-1814.

Thirxl, the following revisions were requested in the consent form:

I^Weintrub*s first name should be included in the introductory paragraph of the

2^ It was asked that an Echocardiogram be redefined in Procedure #9 and Risk #4since it is not an x-ray.

^ .^ Risk #1 should be expanded to include rare infections.

Since

Reese T. Jones, hiDl
Chairman \J
Committee on Human Research

EM
Enc.
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FOR YOUR INFORMATION

June 17, 1989

STATEMENT ON CLINICAL DRUG TRIALS FOR CHILDREN WITH AIDS

UC San Francisco is conducting clinical trials on several experimental drugs

to determine whether or not they could be helpful in treating children who

have AIDS.

One trial is focusing on the effectiveness of the drug AZT (azidothymidine).

All of the children in the study receive AZT, which has been shown to be

effective in treating adults with AIDS. The testing will go on for (time?).

UCSF pediatric AIDS specialists are carrying out another study to determine if

supplements of immunoglobulin, a blood product carrying antibodies to a

variety of diseases, can help fight off the life-threatening bacterial

infections that are common to children with AIDS.

In this study all of the children also receive AZT. In addition, half of them

receive the immunoglobulin and half receive a "placebo" (a harmless substance

used to help researchers determine whether or not the drug being tested is

working).



Patients are selected at random by a computer to receive either the drug or

the placebo, and neither the doctors nor the patients know who is getting

which substance This is called a "controlled" study, and allows researchers

to compare the results of treatment with a certain drug to results of a

matched group patients who do not receive the drug. It is the only way for

researchers to determine whether an experimental drug works. The results of

the treatment will be reviewed at six-month intervals by the National

Institutes of Health. And, if it appears to be doing good, a change could be

made to give it to all. Conversely, if it appears to do harm it could be

discontinued.

The immunoglobulin is given to the children by IV. Contrary to some charges

being made, this is not dangerous. The children are not strapped down; ^^^st
of are able to walk around and play while they are receiving the IV solution.

The most important reason for doing this particular controlled study is to

define the benefit of intravenous immunoglobulin in children with AIDS. There

are risks in giving immunolobulin as well as high costs. The treatment can be

as expensive as $1200 to $1500 a month and requires that patients receive a

monthly intravenous infusion for the rest of their lives. Without proof that

the treatment is effective, few patients or physicians would want to continue

it. And without a controlled study there is no way to determine the

treatment's effectiveness.
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Richard E, Puglia

May 31, 1989

Office on Human Research
Box 0616
San Franciscot CA 94143

Attn: Mr. Reese Jones*
Chairman

Dear Mr, Reese:

Enclosed is a copy of our proposed demonstration on June 17th
against the use of placebos on infants and children with AIDS*
i.e. ACTG 051 and ACTG 045.

ACT UP S.F. would like to schedule a meeting with you and the en¬tire Institutional Review Board as soon as possible or preferablyno later than June 15th,

We look forward to an expedient response in this matter and to a
productive meeting.

REP
End .



In his book, MGRNING GLORY BABIES: CHILDREN WITH AIDS AND THE
CELEBRATION OF LIFE, Brother Toby of Starcross Community relates
how:

Some researchers wanted to have us put Melissa in a
controlled study, a kind of medical lottery. There
would be a 50 percent chance that she would receive the
gamma globulin. We did not dispute the scientific
value of the study, but we did not care for the odds.

Because of ill health he is unable to be here, so he sent this
message for today's gathering;

It is ethically indefensible to withhold from a child
any treatment which is to be harmful and is
likely to improve the qUrality of her or his enistence.
The politics of research must never be allowed to
deprive a child of a single hour of happiness.
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IVI6 Drug Trials in Children with AIDS
Raise Serious Ethical Concerns

Background

The National Institute of Allergy and Infectious
Diseases (NIAID) is currently conducting two clinical
trials in pediatric AIDS patients to evaluate the
effectiveness of intravenous immunoglobulin (IVIG)
against bacterial infections in children with HIV
disease.

In one study, children are given AZT and IVIG or AZT and
IV albumin placebo. In the second study, children are
given IVIG or IV albumin placebo.

In both studies, IVIG (or the albumin placebo) is
administered once a month. The intravenous infusion
takes approximately four hours. Both studies will
continue for a two year period.

Analvsis

Studies of this nature, involving pediatric AIDS cases
and the use of IV placebos, raise serious ethical
concerns which must be addressed more fully before these
trials are allowed to continue.

The San Francisco AIDS Foundation is deeply concerned
that the current protocol (study design) for both of
these trials does not clearly delineate the end point of
participation in the trial fpr a given child. For
example, if the health of a child in the study begins to
deteriorate, at what point is the study code broken to
determine if the child is receiving a placebo or IG? Is
the child allowed to die or are specific immune system
markers used to determine the level of disease
progression in the child? Do all participating
phvsicians and the parents/guardians of the children
fully understand what the end points are?

The administration of a placebo via intravenous infusion
is also of concern. Can this be justified when these
young children must endure this invasive procedure over
a four-hour period every month? Are other alternatives
available? There are clear risks to the health of an

ADMINISTRATIVE OFFICES AND CLIENT SERVICES DEPARTMENT 415/864-5855 25 VAN NESS AVENUE, SUITE 660, SAN FRANCISCO, CA 94102
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immune suppressed child presented by intravenous
infusions. Are these risks acceptable?

^^T^^ere is also historical data available that indicates
lyiG is useful in fighting bacteria] infeetinna jji other

jp , n suppr^aap>d children. Given that information, is
>tfhe^IV administration of a placebo justified or

^ ^
warranted in either of these trials?

x^inally, what process has been developed to ensure that
^ the parent/guardian of the child has complete
I understanding of the implications of the protocol prior
to enrolling the child in the study? Is a consistent

\^rocess used by all participating research units? How
is this monitored?

Until these questions receive thoughtful consideration
and are openly discussed and resolved by the
Investigational Review Boards of the participating
institutions, in conjunction with concerned community
AIDS activists, the use of placebos in these particular
trials should be suspended.

This does not mean that all trials utilizing placebos
are unethical. On the contrary, an intelligent analysis
of these trials provides a framework for the appropriate
use of placebos. For the sake of these children, their
parents and the attending physicians, these questions
must be addressed in full now, rather than later.



CDIK)\={l)BhTr\f\U SAN FRANCISCO: OFFICE OF PUBLIC SERVICE PROGRAMS

June 12, 1989

Memo To: TOM GWYN
BARBARA ATKINSON

From: MEREDITH MICHAELS

Subject: ACT UP!

Attached is some additional information from ACT UP regarding the clinical trials
involving infants who have AIDS.

Second, members of the gay community have told me that ACT UP plans to put
pressure on the UC Board of Regents with respect to Compound Q. Specifically, they
will be asking the Regents to provide them with:

1. A timetable for clinical trials (and accountability!. Certain ACT UP members
believe that Volberding is purposefully, but unnecessarily, expanding the time
needed to conduct the trials.

2. Written pricing policies.

3. The opportunity to review the research orotocoKsL

4. Recruitment procedures for Phase II clinical trials.

5. A determination as to whether there will be an inpatient requirement which
could hold UP the testing.

ACT UP will officially request this information as well as an opportunity to be on the
agenda for both the June 15/16 Regents meeting in Los Angeles and the July 20/21
meeting in San Francisco.

ril keep you posted if I hear anything else.

UNIVERSITY OF CALIFORNIA - (L«tt«rhead for interd«p«rtin«aul use)
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IvJt' III BABIES

In every world war infants die in great numbers. So too is
the case in the current war against AIDS. You can find manyinfants abandoned behind crib bars in hospitals at a cost of
$70*000 per year. Due to the present state and federal policies,
many of these babies live and die in their cribs buried by red
tape. Some don't learn how to walk until they are three years of
age because there is no one with the time to teach them to do so.
There are too few nurses for the task* hospitals being severelyunderstaffed. Throughout the 1980's and to date children around
the country are being denied the right to attend public schools
without putting up a fight for their rights. One such family inFlorida had their house burned to the ground because the parentsof two children with AIDS refused to cave in to public pressure *
and continued to have their children attend school.

In San Francisco* a child with AIDS was denied the right tobathe in a physical therapy pool due in part to the misinforma¬
tion given by Dr. Lorraine Day.

Unfortunately* only recently has the issue of children with
AIDS come into the national focus since they are no longer a
silent minority* nor will the statistics continue to go un¬
noticed.

Nationwide statistics from the Center of Disease Control * as
of Feb. 6 1989* are as follows:

CASES a DEATHS
Hemophiliacs 84 44
High risk parents 1*087 591
Transfusion recipient 175 105
Undetermined 54 28
Unreported ? ?
Totals 1,400 or more 768 or more

* 76% of these children are minorities.
The total number of cases by May 1989 is 1*708* and it is
estimated that 1 7*000 children are HlV-h

In 1987 a senate select committee estimated that there were
100 HlV-t infants to every one infant with full blown AIDS. How¬
ever* today it is believed that there is a 50% chance that the
infant can shed the virus and remain seronegative. By 1991
pediatric experts predict that there may be as many as 20 * 000
children affected by AIDS. People who still think AIDS is a gay
disease, may be surprised to know that 30% of all cases being
reported now are heterosexual * either adults or children. Only
between 10% to 20% of these children may grow up to be gay &
lesbian adults if God stops picking his/her favorite flowers.
God save Roe vs. Wade!

^The following is a list of organizations helping children
with AIDS in the bay area:
- The Center in Oakland offers individual counseling and finan¬
cial assistance. They also sponsor fundraisers such as the up
coming Children for Humanity Programs, headed by Meryl Collins,



Creative Director, A choir of children will sing for childrenwith AIDS, The event will take place at the All Saints Cathedralin Hayward on May 28th from 9:00 am to 1:00 pm. All donationswill go to the Children helping children fund at the Centerheaded by brother A'evin Worth.

- Star Cross Monastery in Sonoma county is a hospice home forchildren with AIDS, They have recently bought another house inSanta Rosa to provide support to families who have adopted babieswith AIDS, The support consists of baby sittingf t ranspor t a tionco-Ops and grief counseling, The Star Cross family also wish tostart a support group for women with AIDS or at risk if they havenot done so already. They are also working on drafting legisla¬tion for children with AIDS to improve the current placementpolicies in effect,

- The Children's Quilt Project is making Quilts to bring atten¬tion to the plight of children with AIDS* as well as to offer
creative outreach services such as toy & clothing drives^ volun¬teers for individual care and collect and dispense information tothe public. They also hope to provide financial assistance inthe near futuret given that more grants become available, Per¬haps the up coming concert against AIDS will be of substantialassistance to some of these organizations,
- Aid to Adoption of Special Kids (A,A,S,K,) assists in the a-
doption and placement of children with AIDS to heterosexual t gayand lesbian couples who qualify. They too are working on draft¬ing a new legislative policy fundamental to freeing all childrenfor adoption,

- Jewish Family/Children Service AIDS Project offers emergencyservices i,e, financial assistance and counseling to parents and
guardians,

- The Federal Government offers financial assistance through theSocial Security Administration t but it is unknown to this writer
at this time as to who pays the hospital expenses of abandoned
children,

- California Children's Services defrays the cost of blood
services for hemophi1iac children with AIDS,

- The Hemophiliac Council of California (H,C,C,) is a co-sponsorwith Stanford Children's Hospital for a week long stay at CampCazadero, Dan Francis from H,C,C, also counsels "The night ofthe living bleeders" named by and for hemophiliac teenager s ^
some of whom have AIDS,

- Act Up San Francisco, P.W.A's S,F, and the Children's Quilt
Project do an annual toy drive during the holidays for children
with AIDS under 13 years of age. Act Up S,F, is also presently
working on treatment issues for people and children with AIDS by
drafting a 6 point legislative^ proposal for congress women Nancy
Pelosi and Barbara Boxer,



- The Warwick Foundation founded hy Dionne Warwick recently cre¬ated a model comprehensive pediatric AIDS program, which will be
unveiled in Few York city this June, This program will later be
replicated in the other nineteen cities in this country that havethe highest incidence of AIDS,

- Face to Face in Sonoma county offers counseling and financial
aid if funds are available,

- Act Up Sonoma is working on treatment issues and recently
supported more funding for the organization mentioned above,

- Shanti is offering help with housing for women and children
with AIDS,

- The AIDS Emergency Fund gives financial assistance to the
parents or guardians of children with AIDS,

- The Center of Attitudinal Healing in Marin county offers groupemotional support,

- Catholic Charities sometimes gives financial assistance if
funds are available.

Children's Hospital in Oakland has a pediatrics ward for
children with AIDS,. Along with U,C,S,F, and Moffitt at U,C,S,F,
all three hospitals are presently conducting Intravenous Immuno¬
globulin (I,V,I,G,) double blind placebo controlled studies on
symptomatic AIDS and ARC children from 1 month old to 12 years
old. They all have a T4 cell count of 600 or less. Hemophiliacs
are excluded from the studies, Phase II and III for these
studies began on May 12th 1989 for 366 patients. So far there
are only 40 patients enrolled,

The National Institutes of Health (NIH), which oversees the
Federal ACTG (AIDS Clinical Trials Group) seems to have finally
realized that it is impossible to enroll large nunbers of HIV
infected people in trials using placebos (inactive substances
against which test drugs are sometimes measured) because such
trials require many people who are ill to receive no treatment.
Many who do enroll in such trials quite understandably continue
taking drugs outside the trial and thus skew trial results.
This realization has not diminished the passion of the NIH for
employing placebos in trials for HIV infected children who can¬
not speak out for themselves and lack enough vocal advocates:
the new batch of NIH AIDS trials has no fewer than three placebo
controlled trials,

Until May 1988 children with AIDS have been almost wholly
excluded from drug trials and therefore, from experimental
treatment including AZT, The government listed TRIALSA has
fewer than 4 trials for children with AIDS in the Bay area. It
is ironic indeed that the only such trial, which is not small
and preliminary, is a placebo controlled study, /Is stated above,
one that is dangerous to its subjects. Please note that because
their immunity systems are still developing, children under the
age of 2 years have a shorter life expectancy than women and



then wen *

Since 1980, Dr, Ayre Rubenstein, a NYC Pediatrics Professor,has treated immuno-deficient children with intravenous immuno¬globulin (I.V,I,G,), a'blood derivative, Dr, Rubenstein reported
that over 2 years, only 7% of IVIG treated children developedbacterial infections, while 78% of those untreated developed themOtherdoctors questioned those results, A national trial wasdesigned and $ 3,8 million was allocated for double-blinded,placebo controlled studies.For many children with AIDS, whoseparents are most often people of color, poor, IV drug users andHIV infected themselves, participating in a drug trial offers thebest chance of receiving quality treatment. Babies have nochance of giving informed consent and the prospect of better care
for children may be an un-planned coercion of their parents orguardians*

The IVIG trial of children with AIDS exposes them to IV-induced infections. Any IV administration carries the risk ofinfection. While taking a promising drug IV can be justified,there is no excuse for using IV placebo in immune suppressedpersons.
The National Gance.r Institute (N.G.I.), directed by Dr. SamuelBroder, wanted to begin testing DDI in infants with AIDS becausethere are no approved treatments for them, and AZT appears to behighly toxic in infan.ts. However, the FDA was unwilling topermit testing in infants until a toxic dose was established inadults.
DDI (Dideoxyinosine) a promising nucleoside analogue, reversetranscriptase inhibitor and a less toxic derivative of DDA hasbeen found to be about half as active against HIV as AZT, but100 times less toxic. This AGTG064 study is now on the ninthdose escalation level in Chase I trials at NYU and has so farfailed to establish significant toxicity in adults.Last January, Bruce Ghabner, head of the Gancer Division atN.G.I, testified before the FDA, many months after the DDItrials began, with early encouraging results of increased weightand energy in adult subjects. The N.G.I, further went on tocritize the FDA for not allowing the testing of DDI on infantswith AIDS with the promising data on record. Shortly thereafter, the N.G.I, was given the go ahead. Four months havesince passed and the Phase I and II studies on infants withAIDS is looking real good according to Dr, Phil Pizzo, whowho supervises the studies. Twenty children are involved in twogroups. One is for children who have been on previous antiviraltreatments and who are symptomatic, And the other group is forsynptomatic children who were not on other antiviral treatments.Both groups are free of placebos, and preliminary results aredue this mid summer and then again in September at the IGAAGInfectious Disease meeting to take placein Houston, Texas. Moreresults from adult studies are expected in Montreal this June.AGTG091 is another study opening up to 25 children with AIDS atthe University of Miami in a matter of weeks, and will besupervised by Dr, Scott,



It is written in our Constitution that all americans have theright to petition government with their grievances. Perhaps ifmore americans execised that right with activism t they can movea slow bureaucracy with fresh new ideas. Perhaps we can writeto Barbara Bush and Princess Diane and ask them to stop writingform letters and to review the legislative proposals and programsdrafted for children with AIDS by the organizations alreadystated in this article. Perhaps we can call or write letters toour congressional representatives and ask them to push for moreresearch staff in the FDA or to amend testing and approvalmechanisms for flexibility in times of crises. Perhaps we canwrite some more to the National Institute of Health and localhospitals, asking them to allow PWA's to have a say in draftingdrug protocols, Perhaps we can visit the World Health Organiza¬tion and tell them, to pressure governments to allow the use ofdrugs tested and proved reasonably safe to be released to any-patient with a term.inal illness, "Compassion will not cure AIDSalone" but allowing one the freedom to choose a reasonably safedrug when all else fails is an act of compasson in itself.Perhaps we can den:and that the Congress of these United States todeclare war on AIDS and to take all positive action now. Or
perhaps we can sit back and hope for expanded Phase II trials ofDDI and GLQ223, or we can hope for something else down the pipe¬line and sit back, say we're too busy, too busy arguing aboutwhat is politically correct, too busy watching T,V, counting thenumbers of how many died and too busy to remember.



Proposed Procedures for ACT UP Demonstration

Friday News handles press inquiries with Diane Wara

Saturday Designated group meets in L-1^ (between Haas Pavilion and
9 am Langley Porter).

Hold L-19J{ for any press who might show up.
to talk to press after meeting in L-192.

Saturday Outside — Bruce W. Spaulding, police, news people.
Noon Inside — (room ) Paul Volberding and Diane Wara wait

for interview requests. News people to bring press in one by
one or all together for interviews.

NOTE - police needed to stand by in north-south corridors into
Moffitt Long and east-west corridors into Moffitt lobby to
prevent press or demonstrators from gathering. Also protect
both elevators into hospital.

News Inquiries - locate Carol Fox and she will handle any
situation.
Beeper # 739-1035.

Alice Trinkl on call for weekend. Call 476-2557 or beeper
#739-1034.

Weekend media requests — Paul Volberding and Diane Wara
available for comments to press.

mrs:proposed



COMMITTEE ON HUMAN RESEARCH
OFFICE OF RESEARCH AFFAIRS, Box 0616
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

TO: Peggy Weintrub, MD.
Box 0105

RE: Efficacy of Zidovudine plus Placebo as Compared with Zidovudine plus
Intravenous Gammaglobulin in Children with Symptomatic HIV Infection

The UCSF Committee on Human Research (an Institutional Review Board holding
Department of Health and Human Services assurance #M-1169) has approved the above
request to involve humans as research subjects.
APPROVAL NUMBER: H1267-04357-01. This number is a UCSF CHR number which
should be used on all consent forms, correspondence and patient charts.
APPROVAL DATE: April 12, 1989. Full Committee Review
EXPIRATION DATE: April 12. 199Q. If the project is to continue, it must be renewed by
the expiration date. See reverse side for details.
ADVERSE REACTIONS/COMPLICATIONS: All problems having to do with subject
safety must be reported to the CHR within ten working days.
MODIFICATIONS: All protocol changes involving subjects must have prior CHR
approval.

LEGAL NOTICE: The University will defend and indemnify a principal investigator in
legal actions arising from research activities involving humans only if the activities had
current CHR approval.

QUESTIONS: Please contact the office of the Committee on Human Research at
(415) 476-1814 or campus mail stop. Box 0616.
Good luck on your^project.

Reese T. Jones! M.D.
Chairman \ \
Committee otkHuman Research

cc: Drug Information and Analysis Service

HEPC Project # 89004357
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department of health &. human services
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Public Health Service
National Institutes of Health

October 25, 1988 k^5p
Beverly Bond, R.N., B.S., CCRN, Protocol Specialist

Memorandum

Subject Amendments to Protocol ACTG #051

Protocol ACTG #051 Team Members

Protocol ACTG #051 has been approved by the FDA. However, several Drug
Company concerns prompted changes which now require a formal amendment.
The major change involves the allowance of prophylaxis treatment for^ \ children who have had a previous episode of laboratory documented
Pneumocvstis carinii (PCP) or develop a laboratory documented episode of
"P while on study.

Changes have been made in boldface type for ease of identification.
Changes are as follows;

SCHEMA - The Schema has been adjusted to include "Current Prophylaxis with
TrimethopriiVSulfainethoxazole (TMP/SMX)" under the "stratify"
'section.

Section 6.141 - A sentence has been deleted from this section:

"In addition, a child with two or more episodes of recurrent
herpes zoster infection or chronic zoster defined as > 30 days'
duration regardless of therapy, will be considered as AIDS-
defining for the purpose of this protocol."

This sentence will not significantly effect the patient's entrance
into the protocol. Also the CDC definition of AIDS will be used
when AIDS is referenced.

Section 6.1512 - Refer to the heading of "*Lymphadenopathy"; under
"Note"; this section has been revised to read:

"Note: If this is the only minor finding, the child must have ^t
least 1 of the first 2 ma.ior findings above."

1



Section 6.16 has been changed to read:

"Absence of acute opportunistic infection at time of entry.
Children receiving maintenance therapy, including amphotericin 6
for fungal disease or INH/rifampin for specific tuberculosis
treatment, will be eligible."

Section 6.17 has been added to the protocol:

"Children receiving prophylaxis treatment for a previous episode
of laboratory documented Pneumocvstis carinii pneumonia (PCP) may
remain on such therapy and will be eligible for inclusion in this
protocol. However, patients receiving trimethopriiV
sulfamethoxazole (THP/SMX) for PCP prophylaxis will follow the
TMP/SMX regimen as outlined in section 7.43."

Sections 6.18 and 6.19 have been renumbered accordingly.

Section 6.25 has been added to the protocol:

"Children with known hypersensitivity to ininunoglobulin."

Sections 6.26 through 6.296 have been renumbered accordingly.
Section 6.27 (previously section 6.26) has been changed to read:

"Children receiving antibacterial prophylaxis for otitis,
sinusitis, or urinary tract infection. Children receiving
prophylaxis treatment for PCP orior to the first episode of
laboratory documented PCP, will discontinue treatment."

Section 6.296 has been changed to read:
_

Section 6.30 has been added to the protocol:

"Children with active HIY thrombocytopenia whose Investigator
believes IVIG therapy is required."

Sections 6.31 and 6.32 have been renumbered accordingly.

Section 7.42 has been revised to state:

"The use of antibacterial agents for bacterial infections such as
otitis media is prohibited. Prophylaxis for Pneumocvstis carinii
pneumonia (PCP) in children who have not had a previous laboratory
documented episode is prohibited. However, children who have had
or develop a laboratory documented episode of PCP, may receive
trimethoprinv/sulfamethoxazole (TMP/SMX) or an alternative

"Platelet count < 75,000/mm^ (except for HIV assi
thrombocytopenia for which thrombocytopenia will
exclusion)."

2



treatment for continuous PCP prophylaxis. Patients receiving
TMP/SMX for PCP prophylaxis will follow the TMP/SMX regimen as
outlined in section 7.43. TMP/SMX treatment will be limited to
three days a week."

Section 7.43 has been added to the protocol:

"A regimen of IMP, 75 mg/m^ per dose given BID, 3 times a week
(MWF schedule) and SMX, 375 mg/m^ per dose given BID, 3 times a
week (MWF schedule) is recommended. Children who are allergic or
cannot tolerate TMP/SMX treatment may receive alternative therapy.Children must be monitored closely for possible toxicity due to
combination therapy with zidovudine."

Sections 7.44 and 7.45 have been renumbered accordingly.

Section 8.1, "Dose Modification for Hematologic Toxicity and Progressive
Bone Marrow Suooression". and Section 8.2, "Dose Modification for Non-
hematolooic Toxicities", have been restructured for easier reference.
Content of these two sections basically remains the same as the ACTG #051
protocol dated 8/25/88 and labeled Version 1.0. A specific change that
has been made is marked by an asterisk. This asterisk has been placed to
reference the 25,000-74999/mm^ platelet parameter located under the
definition chart in Section 8.1. This reference states:

"*Patients with documented immune thrombocytopenic purpura (ITP)
are excluded from zidovudine dose reduction for documented
isolated thrombocytopenia."

Sections 8.12 and 8.22 have been added to the protocol in order to address
the possibility of toxicity when prophylaxis therapy is administered along
with the study drugs. These sections now state:

"Children receiving prophylactic therapy for a laboratory
documented episode of PCP while on study, must be monitored
closely for possible toxicity due to combination therapy with
zidovudine. If toxicity develops and zidovudine dose reduction is
required, the prophylactic therapy will be temporarily
discontinued. Prophylactic therapy will be resumed when the
child's lab values stabilize on the reduced zidovudine dose."

A third stratification has been added. Section 10.1 has been revised to
read:

"(1) history of one or more serious bacterial infections within
two years prior to entry, defined as: meningitis, bacteremia,
pneumonia, osteomyelitis, septic arthritis, acute mastoiditis,
acute sinusitis, and abscess of an internal organ, (2) prior
zidovudine therapy, and (3) current prophylaxis with
trimethoprim/sulfamethoxazole (TMP/SMX)."

3
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A DOUBLE-BLIND, PLACEBO-CONTROLLED TRIAL TO
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Randomize
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1.0 INTRODUCTION

The acquired immunodeficiency syndrome (AIDS) was first described in
the United States in 1981. The illness is characterized by a cellular
immune deficiency predominantly affecting T-helper cell function which
makes the individual susceptible to opportunistic infection and
certain malignancies. AIDS was originally described in adult male
homosexuals but has also affected a number of other groups including
hemophiliacs, intravenous drug abusers, sexual partners of AIDS
patients, and children. Transmission occurs through one or more of
four routes: sexual contact, administration of blood or blood
products, intravenous drug administration using contaminated needles
and passage from an infected mother to her child.

The etiologic agent of AIDS is thought to be a new retrovirus referred
to as the human immunodeficiency virus (HIV). HIV infection results
in a spectrum of clinical manifestations ranging from asymptomatic
seropositivity to marked immunologic dysfunction. Clinical
manifestations include symptoms such as dementia/encephalopathy and
severe weight loss as well as opportunistic infections and unusual
malignancies.

As of September 1987, the Centers for Disease Control had received
reports of 41,770 adult/adolescent cases of AIDS in the U.S. In
addition, 584 pediatric cases (children < 13 years of age) have been
reported. In 78% of the pediatric cases, HIV infection was acquired
through perinatal transmission; 12% of the diagnosed children received
HIV-infected blood/blood products and 5% were children with hemophilia
who received contaminated coagulation factors. In 4% of the children,
the route of'HIV transmission is unknown (1).

The clinical presentation of HIV infection in children, whether
acquired through perinatal transmission or from blood/blood products,
is variable. The Centers for Disease Control recently revised the
case definition for AIDS (August 1987, see Appendix I). The current
definition now recognizes the variety of syndromes associated with
pediatric HIV infection such as neurologic manifestations and
lymphoproliterative disease (2). In comparison to adults infected
with HIV, children are more likely to be symptomatic throughout the
course of their infection. It has been estimated that by 1991, there
may be 10,000 to 20,000 symptomatic HIV-infected children in the U.S.
(3).

Among 575 children with AIDS reported to the Center for Disease
Control, 60% of the children died within 1 year of their diagnosis.
Mortality was not dependent on route of HIV acquisition. However,
children presenting with lymphocytic interstitial pneumonitis had an
approximate 30% mortality rate at 1 year from diagnosis while children
who presented with Pneumocystis carinii pneumonia (PCP) or esophageal
candidiasis had a 70% mortality rate at 1 year from diagnosis. Age at
the time of AIDS diagnosis was also a variable which affected the
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observed mortality rate. Children who were < 1 year of age at
diagnosis and children who were > 1 year of age at diagnosis had
approximate 1 year mortality rates of 70% and 50%, respectively (4).
Thus, HIV infection in the pediatric population is most often
associated with symptomatic disease and poor prognosis. Intervention
with antiviral therapy may be effective in altering the course of
disease and decreasing mortality in this population.

Zidovudine (3'-azido-3'-deoxythymidine; azidothymidine; AZT; BW 509U;
Retrovir), a potent in vitro inhibitor of the replication of HIV, has
been shown to decrease the mortality and the frequency of
opportunistic infections in certain adult patients with symptomatic
HIV infection (5). It is therefore likely that symptomatic HIV-
infected children may also benefit from specific antiviral therapy.Phase I studies in children 3 months to 12 years of age have evaluated
the safety and pharmacokinetics of zidovudine in this population.
These studies have indicated that zidovudine can be administered to
children in doses which can be tolerated and which will achieve
presumed therapeutic plasma and cerebrospinal fluid drug levels
(6,7,8).

Children with HIV infection have unusually high rates of bacterial
infections, which are typically severe and often recurrent (9,10).Like HIV-infected adults, HIV-infected children may have both profoundcellular and humoral immunodeficiency (11,12). Adults, however, do
not typically have major problems with recurrent bacterial infections.
This difference between HIV-infected adults and children may be due to
infants' relative immunologic immaturity and antigenic naivete which,
coupled with B-cell dysfunction, leads to an inability to respond tobacterial challenge.

Bacterial infections are now recognized to be a frequent finding inHIV-infected children. In a retrospective review of 46 children with
symptomatic HIV infection, Bernstein et al described 26 patients with
at least one episode of serious bacterial infection; there were 27
episodes of sepsis in 21 patients (13). The clinical syndromes most
often appreciated included: sepsis, pneumonia, skin and soft tissue
infections, and meningitis. Streptococcus pneumoniae and Salmonella
species were the most common isolates.

In a retrospective review of 70 HIV-infected patients, Krasinski et alfound that 44 had had at least one positive bacterial culture and that
30 had well-documented bacterial infections (14). There were 1,163
cultures performed on these 44 patients: mean = 26.5, median = 15,
range 1-132. There were 132 documented episodes of bacterial
infection in 30 oatients: mean = 4, median = 3, range 1-11. The most
common clinical syndromes identified included: pneumonia 24/132
(18%), urinary tract infections 24/132 (18%), skin and soft tissue
infection 18/132 (14%), and primary 17/132 (13%) and secondary 14/132
(11%) bacteremias. The most common isolates recovered were E. coli
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31/183 (17%), S. epidermidis 26/183 (13%), viridans 18/183 (10%),
aureus 15/183 (8%), oneumoniae 14/183 (8%), and fecalis

13/183 (7%). However, taken together, Enterobacteriaceae accounted
for 60/183 (33%) of isolates and were represented by Klebsiella.
Proteus, and Moroanella. Pseudomonas aeruginosa and other Pseudomonas
species represented 15/183 (8%) of isolates. The case-fatality ratio
in this overall group of patients was 18/70 (26%), but was 17/30 (56%)for patients with documented bacterial infections. Bacterial
infections contributed to the death of 4 of the patients, but direct
causality could not be ascribed to bacterial infection alone for any
death.

Because pooled human serum immunoglobulin is effective in reducing the
rate of bacterial infection in patients with congenital defects of
humoral immunity, particularly those with agammaglobulinemia (15),
theoretically it should reduce the rate of bacterial infection in HIV-
infected children as well.

This randomized study proposes to evaluate the safety, tolerance and
efficacy of zidovudine plus IVIG versus zidovudine plus placebo
administered for a 100-week period. The mortality, rate of serious,
life-threatening bacterial infections and opportunistic diseases will
be compared between the two treatment groups. Because of the marked
difference in mortality between children who present with
opportunistic infections versus children with lymphocytic interstitial
pneumonitis (LIP), children with LIP as their only clinical
manifestation of HIV infection will be excluded from enrollment in
this study.

BACKGROUND

2.1 Zidovudine

2.11 Pharmacokinetics

The pharmacokinetics and bioavailability of zidovudine
were evaluated during a Phase I trial in adult AIDS and
ARC patients. In addition, two Phase I pharmacokinetic
studies have been initiated in children 3 months to 12
years of age with symptomatic HIV infection. Preliminary
analysis of the pharmacokinetic data from these studies
indicate that, in general, the pharmacokinetics of
zidovudine in children (5 months to 12 years of age) is
similar to the pharmacokinetics in adult patients.

Following a one-hour intravenous infusion of zidovudine,
at a dose of 80 mg/m^, the mean terminal half-life (tl/2)
in 12 children was 1.57 hours (range: 0.73 to 2.52 hours).
There appeared to be a trend towards higher clearances in
the younger patients (ages 2 to 3 years). However, the
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number of patients (four) in this age range was small and
the trend needs to be validated in additional children.
The mean zidovudine plasma level (N=9) at the end of
infusion (1 hour) and 6 hours post dose (80 mg/m^) were
1.74 ug/ml and 0.09 ug/ml, respectively. Total urinary
recovery averaged 86% with zidovudine accounting for 24%
and GAZT contributing to 62% of the recovery.

Following oral dosing of 80 to 120 mg/m^, peak zidovudine
concentrations ranged from 1.1 to 1.4 ug/ml. Peak levels
generally occurred at 0.5 hours post dose.
Bioavailability estimates ranged from 0.71 to 1.0
indicating adequate oral absorption. Simultaneous plasma
and spinal fluid samples were obtained following
intravenous and oral zidovudine dosing. The samples were
collected between 2 to 5 hours post-dosing. The mean
CSF/plasma ratio for 7 patients who received intermittent
zidovudine (every 6 hours) was 0.69. The mean CSF/plasma
ratio for 8 patients receiving zidovudine by continuous
intravenous infusion was 0.28. The overall mean CSF/plasma
ratio for all 15 patients evaluated was 0.47. This is a
similar ratio to that determined in adult patients and is
considered a favorable parameter in light of the extensive
HIV neurologic disease observed in pediatric patients.

Pediatric Phase 1 Clinical Data

Two phase 1 studies have been conducted to determine the safety,
tole.rance and pharmacokinetic of zidovudine in the HIV-infected
pediatric population. Children 3 months to 12 years of age with
symptomatic HIV infection (CDC classification: Class P-2), are
enrolled in the studies. One study evaluated the safety and
pharmacokinetics of intermittent intravenous infusion of
zidovudine followed by chronic oral dosing. The second study
evaluated the safety and pharmacokinetics of continuous
intravenous infusion.

2.21 Phase 1 Intermittent IV/PO Study

Children were enrolled into one of three dose groups and
received 4 to 8 weeks of intravenous dosing followed by
chronic oral therapy. The oral dose administered is 1.5
times the intravenous dose. The following regimens have
been evaluated:

Intravenous Oral

80 mg/m^ q 6 hr.
120 mg/m^ q 6 hr.
160 mg/m^ q 6 hr.

120 mg/m^ q 6 hr.
180 mg/m^ q 6 hr.
240 mg/m^ q 6 hr.
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Sterile solution for injection has been administered by
mouth. A liquid formulation is not yet available that
will provide appropriate oral doses for children. In most
cases, intravenous therapy has been administered via a
central venous catheter. Several children who received
the intravenous drug by peripheral vein access developed
phlebitis at the catheter site.

Thirty-six children with Class P-2 HIV infection,
according to the CDC classification system, have been
enrolled into the study. HIV infection was acquired
perinatally in 19 cases, by transfusion of blood products
in 16 cases (7 hemophiliacs) and by unknown route of
transmission in 1 case. Their ages range from 5 months to
13 years. The current patients have been enrolled in the
study for one to sixteen months. Eighteen of the thirty-
six patients were enrolled into the first dose group (80mg/m^ IV); thirteen children have been enrolled into the
second dose group (120 mg/m^ IV) and five children have
been entered into the third group (160 mg/m^ IV).

Thirteen of the thirty-six children have required dose
modification due to the onset of hematologic
abnormalities. Eight of the 13 children had their dose
reduced by 15 to 30 percent for anemia (4), neutropenia
(2), and anemia/neutropenia (2). In all cases, zidovudine
dosing was returned to the original dose level after
stabilization of hematologic parameters. Stabilization

. 'generally occurred by 4 weeks after dose reduction. Six of
the 13 children, including one with a previous dose
reduction, had their therapy temporarily discontinued and
restarted at the same or at a reduced dose level. Dosing
was generally interrupted for a period of < 7 days.
Zidovudine was temporarily discontinued for the following:
anemia (1), neutropenia (4), and pancytopenia (1). Five
children have received one or more transfusions for a
decrease in hemoglobin. However, two of these children
were transfusion dependent prior to study entry.

Two patients were permanently discontinued from this study
and enrolled into the continuous intravenous infusion study
in an attempt to interrupt progression of HIV-related
symptoms.

Two patients have developed an opportunistic infection
while participating in the study. One child developed
Pneumocystis carinii pneumonia diagnosed clinically 4
months after enrollment in the trial. He was successfully
treated with TMP/SMX. Zidovudine dosing was continued
during TMP/SMX therapy. The second child developed
disseminated varicella 3 months after enrollment. She was
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successfully treated with IV acyclovir while on
zidovudine. Four children have developed one or more
serious bacterial infections. These included bacteremia
and pneumonia with pathogens such as Pseudomonas,
pneumococcus and Streptococcus. Minor infections such as
otitis media and sinusitis have been reported in
approximately one-third of the participants. In addition,
a number of children developed phlebitis or cellulitis at
the peripheral vein catheter site. In some instances, this
resulted in an associated bacteremia.

A 2-year old female with HIV infection characterized by
recurrent bacterial infections, failure to thrive,
lymphadenopathy, encephalopathy, leukocytosis and chronic
microcytic anemia developed an S3 gallop and a change in
left ventricular contractility on echocardiogram 4 weeks
after enrollment in the study. She had a history of viral
myocarditis at the age of 5 months. A CXR showed
enlargement of her cardiac silhouette. However, she was
asymptomatic from a cardiovascular standpoint and
zidovudine therapy was not interrupted. Several weeks
after appearance of the S3 gallop, her cardiac status was
reevaluated. At that time, the gallop was no longer
discernible; clinically, she was asymptomatic and active.

One child has died while participating in the study. This
12 year old with severe hemophilia died of liver failure 5
months after enrollment in the study. Liver dysfunction

. 'had been apparent at the time of entry into the protocol.
His zidovudine dosing was modified 5 weeks after entry due
to onset of pancytopenia. His liver function continued to
deteriorate and zidovudine was discontinued 3 weeks prior
to his death.

Subjective and objective clinical improvements such as
weight gain, decreased lymphadenopathy and
hepatosplenomegaly, increased appetite and activity level,
and resolution of LIP in one child have been reported (16).
Active clinical and laboratory monitoring continues for all
patients enrolled.

2.22 Phase 1 Continuous Intravenous Infusion Studv

This Phase 1 study was designed to evaluate the safety and
pharmacokinetics of zidovudine administered by continuous
intravenous infusion. Children who have symptomatic (Class
P-2) HIV infection are eligible and are assigned to one of
four dose groups. Three children must complete at least
four weeks of dosing at the lowest dose level, without
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development of unacceptable toxicity, prior to the
enrollment of additional children at the next higher dose
group. The following intravenous dose regimens are being
utilized:

A. 0.5 mg/kg/hr

B. 0.9 mg/kg/hr

C. 1.4 mg/kg/hr

D. 1.8 mg/kg/hr

Children receive 24 weeks of zidovudine by continuous
intravenous infusion at their assigned dose level. After
24 weeks, the children may be switched to oral dosing or
may continue intravenous therapy. The intravenous dosing
is administered by an infusion pump via an indwelling
central venous catheter.

Twenty-two children have been enrolled into the study (two
additional children from a previous protocol were also
enrolled as described above. The participants range in age
from one year to 13 years. Nine of the children acquired HIV
infection by perinatal transmission and 11 acquired HIV
infection through blood product transfusion (2 hemophiliacs).
The children have participated in the study from 2 months to 14
months. Three patients were enrolled into dose group A (0.5
'mg/kg/hr). No unacceptable toxicity was observed and 7
patients were subsequently enrolled into dose group B (0.9
mg/kg/hr). Seven patients have been entered in the third dose
level (1.4 mg/kg/hr) and 5 children were entered into the
fourth dose group (1.8 mg/kg/hr).

Twelve of the twenty-four patients have had their dose
modified due to onset of hematologic abnormalities. Three
patients had their dose reduced by one dose level due to
anemia (1) and neutropenia (2). These children had their
dose subsequently increased to their original level after
the stabilization of hematologic parameters. Nine children
had their dosing temporarily discontinued due to the onset
of neutropenia. After stabilization of their neutrophil
counts, dosing was restarted at the next lower dose group.
In general, the children enrolled in this study had
evidence of bone marrow compromise at entry. The mean
hemoglobin and neutrophil count at entry were 9.3 gm/dl and
1875/mm^ respectively. Twelve children have received one
or more transfusions for a decrease in hemoglobin. Seven
of these 12 patients have received > 3 red blood cell
transfusions.
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Six of the participants have developed opportunistic
infections, including 5 cases of Pneumocystis carinii
pneumonia (one with concurrent CMV pneumonia) and one
disseminated Mvcobacteriurn avium-intracel1ulare (MAI),
which may have been present at entry into the study.
Three of the five cases of PGR were fatal infections as
was the disseminated MAI infection. Two additional
children have died while participating in the study. One
of these children died of presumed HIV-related
cardiovascular disease (cardiomyopathy) and the other
child succumbed to Klebsiella and enterococcal bacteremia.

Seven of the twenty-four patients have developed one or
more serious bacterial infections (bacteremia or
pneumonia) due to the following pathogens; Staphylococcus,
pneumococcus, Hemophilus influenzae. Streptococcus,
Pseudomonas, Acinetobacter, enterococcus and Klebsiella.
Other minor bacterial infections continue to occur among
the study participants, e.g., otitis media, sinusitis and
cellulitis at the IV catheter site.

Subjective clinical improvements have been reported for
the majority of children. These improvements include
increased appetite, activity level and increased sense of
well being. Decreased lymphadenopathy, hepato-
splenomegaly, diarrhea and fevers have also been reported.
Patients who have encephalopathic symptoms at entry have
shown improvements in neurologic status. These

.'improvements included increased IQ and motor skills, and
improvements in gait, alertness, and articulation (17).
Active clinical and laboratory monitoring continues for all
enrolled patients.

Intravenous Immunoglobulin fIVIGl

The 3 principal biological activities of immunoglobulin are the
binding of antigen, activation of the complement system, and
binding of Fc receptors to promote phagocytosis.

Therapy for infectious diseases had its origin with the
earliest work with aniline dyes leading to the present
chemotherapeutic era. Passive immunization has undergone a
similar although less dramatic evolution with the development
of human immune serum globulin for hepatitis prophylaxis and
the subsequent generalization of the method to generate
hyperimmune products to prevent or ameliorate a number of
transmissible diseases. Pooled human serum immunoglobulin was
subsequently found to be effective replacement therapy for
patients with a variety of primary disorders involving humoral
immunity, especially for children with congenital
agammaglobulinemia. There is speculation that, in addition to



13 ACTG 051
10/24/88

providing simple antibody replacement, pooled immunoglobulin may
influence the incidence of bacterial infections by reducing the
immunosuppressive effects of immune complexes or by the action of
antiidiotypic antibodies which might be modified somehow during
the preparation of the pooled immunoglobulin itselK
One limitation of pooled immune serum globulin was the necessity
for intramuscular administration, in order to avoid anti¬
complementary activity when given intravenously. Prophylaxis
and especially treatment of established infections were
physically limited by the patient's ability to accept large
volumes of fluid intramuscularly. Early in the 1980s reduced,
alkylated, and enzyme-digested immunoglobulin preparations
without anticomplementary activity became available for
intravenous infusion. These advances allowed true repletion of
immunoglobulin to normal levels in immunodeficient patients.
The newest generation of intravenous immunoglobulins has
additional refinements. The native structure of the molecule is
preserved without the phenomenon of aggregation. Whether this
will be translated into improved activity and increased efficacy
has yet to be determined.

The theoretical basis for intravenous immunoglobulin replacement
generates from the immunological similarity of symptomatic
pediatric HIV infection with primary humoral immunodeficiency.
Antigenic challenge of the immature, naive and depressed immune
system of HIV-infected infants results in impaired development of
antigen-specific B- and T-cell clones that are required for the
production of specific high-affinity, functional antibody.

Intravenous immunoglobulin (IVIG) use has been reported in HIV-
infected children. Calvelli and Rubinstein used escalating doses
(50-300 mg/kg) of IVIG during an 8-week period in a group of 14
HIV-infected children with recurrent bacterial infections with or
without sepsis and compared their clinical course and laboratory
parameters with 27 untreated HIV-infected children with
recurrent bacterial infections (18). The principal finding of
this study was that sepsis occurred in only 1/14 IVIG patients
and in 18/27 comparison patients. Over 20+9 months of follow-up,
there were 3 febrile episodes lasting a week or longer in the
IVIG and 26 in the comparison group. These investigators also
claimed findings of increased CD4+ cells, decreased circulating
immune complexes, enhanced mitogenic responses, and normalization
of serum lactate dehydrogenase in IVIG-treated patients.
Unfortunately, the magnitude of these changes was not reported.
These authors also comment that survival was enhanced in IVIG-
treated patients; however, no data are presented. This group
also described a 70% mortality in an IVIG-treated group that had
increased circulating immune complexes (19).
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Siegal and Oleske, using IVIG (lOOmg/kg/wk), demonstrated
enhanced survival in 19 patients when compared to 12 patients not
receiving IVIG. Unfortunately, with prolonged follow-up,
mortality tended to increase despite therapy (20). These two
studies suggest IVIG prevents invasive bacterial infections in
association with altered laboratory parameters. There is also
the suggestion that IVIG therapy leads to improved quality of
life. Unfortunately, each of these studies can be faulted for
design. The retrospective nature of the information available
suggests that some unintentional selection bias of treated {or
untreated) patients may have influenced the final interpretation
of the data. Furthermore, each of these treatment studies was
begun at a time before the etiology of AIDS was known, and was
undertaken with a product that may have contained antibody to
HIV. The discovery of HIV and the screening of donors may have
changed the composition of the IVIG available.

When given to a small number of HIV-infected children with
pulmonary lymphoid hyperplasia (lymphoid interstitial
proliferation) in combination with steroids IVIG was associated
with improved chest roentgenograms, and no increased infection
rate was observed in this patient group.

However, pulmonary interstitial proliferation is a fundamentally
different disease entity, with a relatively better prognosis than
other AIDS-related diseases in children (22); the data abstracted
above do not prove that IVIG prevents bacterial infections,
prolongs survival or enhances the quality of life. They do,
however, provide a strong rationale for a controlled trial of
IVIG in conjunction with zidovudine treatment.

3.0 STUDY OBJECTIVES

3.1 Evaluate the clinical, immunologic and virologic effects of
zidovudine plus placebo as compared with zidovudine plus IVIG in
children with symptomatic HIV infection by using the following
criteria:

3.11 Primarv

3.111 Reduction in frequency of "serious bacterial
infections", defined as: meningitis, bacteremia,
pneumonia, osteomyelitis, septic arthritis, acute
sinusitis, acute mastoiditis, and abscess of an
internal organ.
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3.121 Reduction in frequency of other bacterial,
opportunistic, and viral infections.

3.122 Prolongation of survival.

3.123 Comparative tolerance of the two regimens.

3.124 Safety and tolerance of oral zidovudine 180mg/m2 q6h
administered for a minimum of 100 weeks to
symptomatic HIV positive children 3 months to 12
years of age.

3.125 Safety and tolerance of IVIG when administered every
28 days in a dose of 400mg/kg to children receiving
zidovudine.

3.126 Slowing of the progression of HIV disease as
measured by:

- p24 antigen
- Immunologic measures: CD4+ cells, T4/T8
ratio, CD8 cells, gamma globulin levels

- Age-appropriate physical growth (absence of
failure to thrive - refer to 6.1511 for
definition of failure to thrive)

- New cardiomyopathy (as diagnosed by
echocardiogram)

- LIP as defined by the protocol
- Progression to AIDS for patients entering
with ARC (see Appendix I)

- Renal disease (non-infectious)
- Hepatitis and other hepatic disease
- Non-infectious diarrhea (as in 6.1512)
- Nonspecific indicators of HIV disease:
lymphadenopathy, hepatosplenomegaly, and HIV
encephalopathy as defined in Appendix II

INVESTIGATORS/FACILITIES

This will be a multicenter study open to all NIAID-sponsored ACTUs and
NICHD-sponsored centers.

STUDY OUTLINE

This multicenter, randomized Phase III trial is designed to evaluate
the safety and efficacy of oral zidovudine plus IVIG versus zidovudine
plus placebo (albumin) administered for a minimum of 100 weeks. Two
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hundred and fifty (250) children, 3 months to 12 years of age, with
^Symptomatic HIV infection will be enrolled into the protocol. The
/study will be conducted on an outpatient basis. All participants
will receive oral zidovudine at a dose of 180mg/m2 q6h. This dose was
selected on the basis of pharmacokinetic projections and dose
modification data from the Phase I study. A dose of 180mg/m^ will
provide a 24 hour AUG (area under the plasma-concentration time
curve) comparable to a regimen of 250mg q4h in adults. This regimen
will also allow dose modification (in a range up to 30%) to the lowest
dose utilized in the phase I study which indicated possible clinical
benefit.

IVIG or intravenous placebo will be administered every 28 days.
Patients will be followed for the development of serious bacxenal
infection, as well as for a number of secondary objectives relating to
safety, tolerance, progression of HIV-associated disease, and
survival.

PATIENT SELECTION

6.1 Inclusion Criteria

6.11 Children with AIDS or ARC as defined below between 3
months and 12 years of age(^cv> /uuSo ^

6.12 Children must have laboratory evidence of HIV infection as
demonstrated by either a positive viral culture (blood or
•CSF) OR detectable serum p24 antigen OR two positive tests
for HIV antibody in children > 15 months of age. HIV
antibody must be determined by a federally licensed ELISA
or I FA test and be confirmed by Western blot.

6.13 Children < 15 months of age who are thought to have
acquired HIV through perinatal transmission and whose only
laboratory evidence of HIV infection is a positive
antibody test must also ha^ ab^rmal age-adjusted
immunoglobulin levels (IgGj^IgA^IgM).
loJt A

6.14 AIDS:

6.141 Children must have clinical evidence of HIV
infection as demonstrated by the presence of one or
more of the definitively or presumptively diagnosed
indicator diseases as defined in the CDC
Surveillance definition for AIDS (August 1987
Revision - refer to Appendix I).

Note: Children with LIP are excluded from
enrollment unless they have had additional AIDS-
defining opportunistic infections, meet ARC
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^ criteria below, have had two or more serious
qjA-. bacterial infections in the 12 months; prinr tp

■Study pntrv. or have evidence of HIV encephalopathy
(refer to Appendix II for encephalopathy
definition), or are currently on supplemental oxygenan^teroids with a pre-treatment P^02 < 70 mmHg/^goo/<-<- cul>c.
Children with LIP and with ARC, as den ilea oy tnis
protocol, are eligible for inclusion.

6.15 ARC:

6.151 Children who have either two of the major criteria
or one of the major and at least one of the minor
criteria within two months prior to entry.

6.1511 Ma.ior criteria are defined as follows:

^"7 * Failure to thrive, defined as a child who
\ percentile lines on the growth
^chart or a child who is in less than the

fifth percentile for height and weight and
> does not follow the growth curve. (Refer

to Appendix III for growth chart.)
"

Persistent (> 2 months) or recurrent oral
v70^^ candidiasis despite appropriate topical

therapy.
* < 500 CD4+ cells within three weeks prior
to entry into protocol. (A second CD4+
determination will be done at entry in
order to establish patient's baseline.)

Minor criteria are defined as follows:

* Diarrhea (> 3 loose stools/day) that is
either persistent (> 3 months) or
recurrent (> 2 episodes resulting in
dehydration within a 2 months period).

* Lymphadenopathy (>0.5cm) at 2 or more
noncontiguous sites. Note: If this is
the only minor finding, the child must
have at least 1 of the first 2 ma.ior
findings above.

* Organomegaly (hepatomegaly and/or
splenomegaly).

* Cardiomyopathy.
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* Nephropathy manifested by nephrotic
syndrome without evidence of renal
failure.

* Two or more episodes of herpes stomatitis
or one or more episodes of herpes zoster
within a 1 year period.

* 4i#S-associated thrombocytopenia'

6.16 Absence of acute opportunistic infection at time of entry.
Children receiving maintenance therapy, including
amphotericin B for fungal disease or INH/rifampin for
specific tuberculosis.treatment, will be eligible,
KJLhjCOnC*~-:^^r<Ji^^ pnoXntlUmJJJ^ '

6.17 Children receiving prophylaxis treatment for a previous
^ episode of laboratory documented Pneumocvstis carinii

pneumonia (PCP) may remain on such therapy and will be
/ipr eligible for inclusion in this protocol. However, patients

^ receiving trimethoprinv^sulfamethoxazole (TMP/SMX) for PCP
prophylaxis wilj follow yie TUP/Sftt regimen as outlined 1 n

section 7.i3.
.

ti.'tf'^
6.18 Absence of bacterial infections requiring treatment at the

time of entry.

6.19 • Parent or guardian available to give written informed
• consent.

6.2 Exclusion Criteria

6.21 Children with LIP not requiring steroids and supplemental
oxygen, or other lymphoproliferative diseases (e.g.,
parotitis), as their sole clinical evidence of HIV
infection.

^ '6.22 Children who have received other antiretroviral agents
such as ribavirin or ddC within 4 weeks of entry. .

Children may be/have been on zidovudine,

6.23 Children who have received immunomodulating agents such as
interferons, isoprinosine, or IL-2 within 4 weeks of
entry.

6.24 Children who have received immunoglobulin within 4 weeks
of entry.

6.25 Children with known hypersensitivity to immunoglobulin.
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6.26 Children who have received the fonowing within 4 weeks of
entry:

6.261 Any other experimental therapy,

6.262 Drugs which cause prolonged neutropenia or
significant nephrotoxicity.

6.27 Children receiving antibacterial prophylaxis for otitis,
sinusitis, or urinary tract infection. Children receiving
prophylaxis treatiaent for PCP orior to the first episode
of laboratory documented PCP, will discontinue treatment. n

6.28 Pregnancy (pubertal females must be screened for possible
pregnancy).

6.29 Children with any of the following laboratory findings
within 4 weeks prior to entry:

6.291 A total bilirubin > 3 times upper limit of normal.

6.292 SGOT > 10 times upper limit of normal.

6.293 An estimated creatinine clearance
< 50ml/min/l.73m2.

6.294 Absolute neutrophil count (polys plus bands)
< 1000 cells/mm^.

6.295 Hematocrit < 24% (Hgb < B.Ogm/dl).
Note: Patients may be transfused.

6.296 Platelet count < 75,000/mm^ (except for HIV
associated thrombocytopenia for which
thrombocytopenia will not be an exclusion).

Children with active HIV thrombocytopenia whose
Investigator believes IVI6 therapy is required. /tL'o^

\\J(6 bo lu sU J

6.31 Active alcohol or drug abuse.

6.32 Children in whom intravenous access cannot be established
or maintained, or whose parent/guardian will not authorize
such access.

6.3 Demographics of Patient Population

6.31 Age: 3 months to 12 years.

6.32 Sex: no restriction.
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6.4 Number/Source/Manaqement of Patients

6.41

6.42

Number of participants:
the study.

250 children will be enrolled in

6.43

Source of patients: This will be a multicenter trial.
HIV-infected children followed by or referred to a study
center will be evaluated sequentially for potential
enrollment. All children should be followed by their
original study center for the duration of the trial.

Management of patients: This will be an outpatient study
conducted over a minimum lOO-week period. The
participants will be evaluated weekly for the first 4
weeks, every 2 weeks for the subsequent 8 weeks, and
monthly thereafter.

6.5 Informed Consent

All parents/guardians (and children when appropriate) will be
given information about the general intent and rationale of the
study, as well as the known toxicity and efficacy of zidovudine
and IVIG in adults and children.

All parents/guardians must give written informed consent. The
consent will specify the parent/guardian's freedom to withdraw
the participant from the trial at any time without compromise of
the,child's regular medical care (See Appendix XII).

7.0 STUDY MEDICATION. DOSAGE. ROUTE AND DURATION OF ADMINISTRATION

7.1 How Supplied. Storage and Administration

Zidovudine

Zidovudine will be provided by Burroughs Wellcome Co.
through the NIH as a sterile filtered aqueous solution at
a concentration of 20mg/ml.

Intravenous immunoglobulin fIVIGl

IVIG is pooled human immunoglobulin which will be provided
by Cutter Laboratories through the NIH as 50 ml vials. It
is a 5% solution of primarily gammglobulin in a 10% maltose
solution to achieve isotonicity at a pH of 4.25. It
contains no preservatives and must be stored refrigerated
at 2-8'C. Each vial is intended for single use entry only.

Each milliliter (ml) of IVIG contains approximately 50mg
of protein, not less than 98% of which has the

Oori.
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electrophoretic mobility of gammglobul in. Not less than
90% of the gamma globulin is IgG. Also present are traces
of IgA and IgM. The distribution of IgG subclasses is
similar to that found in normal serum. The buffer rapacity
of the study drug is 16.5 mEq/1 of solution (approximately
0.3 mEq/gm of protein). The calculated osmolality is 309
milliosmoles per kilogram of solvent (water) and the
osmolarity is 278 milliosmoles per liter of solution.

IVIG is made by cold ethanol fractionation of large pools
of human plasma. Each individual unit of plasma used in
the pool has been tested and found to be nonreactive for
hepatitis B surface antigen (HBsAg) and HIV antibody by
FDA-approved methods.

7.13 IV Placebo

A preparation consisting of 0.1% albumin in 10% maltose
which cannot be visually distinguished from IVIG. It will
be provided by Cutter Laboratories.

The placebo solution must be filtered in the pharmacy with
a 5 micron filter prior to administration. Infusions
should commence promptly after vial entry, with the
material being brought to room temperature prior to
administration.

Preparation and Administration (See Appendices X, XI, and
Pharmacist's Manual for details.)

7.21 Blinding of Study Regimen

Children will be randomized to receive either pooled IVIG
or placebo which appears identical. Containers for IV
administration and labelling must be indistinguishable.

7.22 Zidovudine

All children will receive oral zidovudine at a dose of
ISOmg/m^ qSh. The sterile solution will be mixed with 4-
6 oz. of juice (apple or orange) or water for oral
dosing. Zidovudine will be dispensed on a weekly basis
for the first 4 weeks of therapy, biweekly for the
subsequent 8 weeks, and monthly thereafter. The study
center pharmacy or study coordinator will be responsible
for dispensing the study medication to each
parent/guardian. All dispensed vials (used or unused)
must be returned to the study center by the
parent/guardian.



22 ACTG 051
10/24/88

7.23 IVIG

The dose of IVIG will be 400mg/kg 3ml/kg) of body weight
administered by intravenous infusion. It will not be
mixed with any other fluids or medications. It must be
filtered in the pharmacy with a 5 micron filter prior to
infusion. It will be administered in such a way that DSW
is piggybacked for immediate availability in the event the
study drug infusion needs to be interrupted or
discontinued.

While multiple lots will be used in the study, samples
from each lot will be stored to allow later assessment of
antibody content if so desired. Patients will not
necessarily receive the same lot throughout the study.

7.231 Pre-medication: Benadryl and/or acetaminophen mav

be administered before and during the infusion in
patients previously demonstrating mild reactions or
during infusion if a reaction occurs.

7.232 Rate of infusion: When the patient is resting
comfortably, the infusion will be started at a rate
of 0.01-0.02 ml/kg/minute. If after 15-30 minutes
there are no adverse effects, the rate may be
gradually increased to 0.02-0.04 ml/kg/minute, and
then if well tolerated, the infusion rate may be
gradually increased to 0.04-0.06 ml/kg/minute. If
well tolerated, the infusion rate may then be
increased to a maximum of 0.08 ml/kg/minute.

Caution should be used in any patient requiring
careful management of fluid status, such as
patients in congestive heart failure or renal
failure.

7.233 Possible adverse reactions: Generally, adverse
reactions to IVIG are related to the rate at which
they are infused. If mild signs or symptoms of
adverse effects are seen, the rate of infusion of
the test preparation should be halved to see if the
signs/symptoms disappear. If the lowered infusion
rate is tolerated without problems for 30 minutes,
the infusion rate may be increased to the previous
rate. If adverse effects are more than "mild," the
infusion should be interrupted until the adverse
effects have disappeared for approximately 30
minutes, after which time the infusion may be
cautiously restarted at 0.01 ml/kg/minute.
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Adverse reactions attributed to IVIG include fever;
chills; backache; flushing - redness or swelling of
hands and feet; emesis; muscle aches; fatigue;
changes in vital signs; urticaria, itching; and
rarely, anaphylaxis.

7.24 IV Placebo

Albumin prepared for investigational purposes will be
given in a volume which corresponds to an equivalent dose
of IVIG at 400mg/kg (i.e., 8ml/kg/dose), and will be
administered exactly per the above protocol for the
administration of IVIG. Albumin placebo must be filtered
in the pharmacy with a 5 micron filter prior to infusion.
Therefore, an in line filter is not recommended.

No adverse reactions from the placebo are expected; in
other studies in which it was used, no adverse reactions
were reported.

7.25 Basis for Calculation of Study Drug Doses

Body surface area (m^) and weight will be recalculated
every 8 weeks and doses of zidovudine and IVIG/placebo
will be adjusted accordingly.

7.3 Medication Dispensino Records

Deta-iled dispensing instructions and medication dispensing
records will be provided in the Pharmacist's Manual.

7.4 Concurrent Medications

Concomitant medication should be kept to a minimum.
prc?p(\A^UA]^ 0^The use of antibacterial agents for. bacterial infections

such as otitis media is prohibited/^ Prophylaxis for
Pneumocystis carinii pneumonia (PCP) in children who have
not had a previous laboratory documented episode is
prohibited. However, children who have had or develop a
laboratory documented episode of PCP, may receive
trimethoprim/sulfamethoxazole (TMP/SMX) or an alternative
treatment for continuous PCP prophylaxis. Patients
receiving TMP/SMX for PCP prophlaxis will follow the
TMP/SMX regimen as outlined in section 7.43. TMP/SMX will
be limited to three days a week.

A regimen of TMP, 75 mg/m^ per dose given BID, 3 times a
week (MWF schedule) and SMX, 375 ng/i^ per dose given BID,
3 times a week (MWF schedule) is recommended. Children who
are allergic or cannot tolerate TMP/SMX treatment may

7.41

7.42

/id:
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receive alternative therapy. Children must be monitored
closely for possible toxicity due to combination therapywith zidovudine.

7.44 Drugs that are metabolized by hepatic g1ucuronidation mayalter the metabolism of zidovudine and should not be used
chronically (i.e., more than 24 hours) without notifyingstudy physician/coordinator. Acetaminophen is allowed for
short term fever and pain management. Study patients
should not take acetaminophen on a chronic basis or for 72
hours without contacting the Investigator.

7.45 Children should be immunized according to current ACIP
guidelines (23).

7.5 Parents/Guardians

P? "ents/guardians will receive instructions as to the
appropriate administration of study medication (Appendix IV).
Parents/guardians must demonstrate the ability to dispense the
zidovudine solution prior to receipt of the child's drug supply.

8.0 DOSE MODIFICATION OF ZIDOVUDINE FOR TOXICITY (See Appendix V)
8.1 Dose Modification for Hematologic Toxicitv and Progressive Bone

Marrow Suooression

Definition . ANC HGB PIatelets

Stable Values
or baseline

>1000/mm"^ >8.0 gm/dl >75,000/
mnr

Moderate
Toxicity

BOO-QQB/mm-^ <8.0 gm/dl or 3
gm decrease

25,000 -

74,999/nim3*
Life Threatening
Toxicity

<500/mm"^ on 2
successive
determinations 24
hours apart,
occurring more
than one week
after dose
reduction or when
patient is on
full dose.

Transfusion
dependence (RBC)
alone will not
lead to discon¬
tinuation of
drug."^

<25,000/mm'^

* Patients with HIV thrombocytopenia are excluded from ZDV dose reduction for
documented isolated thrombocytopenia.^ Children who become transfusion dependent (RBCs) because of bone marrow
supression are permitted to continue in the study.
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Moderate Hematol Goic Toxicitv

Reduce ZDV to : 20mg/m2 q6h
/
/

If recovery to
stable values or

baseline after
at leas 4 weeks

Resume ZDV at
180mg/m2 q6h**

\
\
If pt. progresses
to 11fe threaten¬
ing toxicity:

/>U) .

'm

Life Threatening Hematologic Toxicity

Temporarily D/C ZDV
4 weeks - check lab

/
/

If recovery to
moderate
toxicity, stable
values or

baseline:

for a maximum of
values weekly
\

Resume ZDV at
120mg/m2 q6h

If patient lab
-n values return to

^ stable or base-
line values after

\ /vK^ ^ weeks,on the^ 120mg/m2 q6h
dose:

\
If no recovery
to moderate
toxicity, stable
values or

baseline:

Permanently off
drug; study
follow-up
required (see
Section 9.1)

Resume ZDV at 180
mg/m^ q6h**

** Patients experiencing a second episode of moderate toxicity must remain on
the reduced dose level (IZOmg/m^ q6h) until the end of study.

***A third episode (more than 2 episodes) of life threatening hematologic
toxicity will result in permanent discontinuation of study therapy (see
Section 8.11).
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8.11 IVIG or albumin will be continued without interruption.
However, children experiencing more than 2 episodes of
toxicity requiring dose discontinuation and whose platelet
and neutrophil counts fail to stabilize off zidovudine,
will be permanently discontinued from study therapy (see
Section 9.1).

8.12 Children receiving prophylactic therapy for a laboratory
documented episode of PGP, must be monitored closely for
possible toxicity due to combination therapy with
zidovudine. If toxicity develops and zidovudine dose
reduction is required, the prophylactic therapy will be
temporarily discontinued. Prophylactic therapy will be
resumed when the child's lab values stabilize on the
reduced zidovudine dose.

8.2 Dose Modification for Non-hematolooic Toxicities

Toxicity
Grade

Hepatic <1.0 x
Toxicity
(SGOT)

1.0-1.9 X N
or >50 lU
over baseline
- whichever
is greater

2.0-4.9 X N
or >100 ID
over baseline
- whichever
is greater

5.0-9.9 X N
or >150 lU
over baseline
- whichever
is greater

>10.0 X N or

>200 ID over

baseline -

whichever
is greater

CIinical
Myositis
(CPK)

No clinical evidence of myositis clinical
evidence
of myositis:
>5 X in
the absence
of any other
cause such
as recent IM
injection/
trauma, etc.*

N = upper limit of normal
* These findings of clinical myositis will be discussed with the Protocol
Chairman before the patient is removed from study therapy.
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Non-He«ato1oqic Toxicity

Grade II Non-Hematologic Toxicity

Reduce dose to IZOmg/m^

Non-Hematologic Toxicity Grade III-IV
Hepatic Toxicity - Grade III - IV"*"
Clinical Myositis Toxicity - Grade IV

/
/

If recovery to
grade 0, 1, or
base]ine after at
least 4 weeks:

Resume ISOmg/m^
q6h*

\
\

If no recovery to
grade 0, 1 or
base!ine after 4
weeks:

Stop drug x 4
weeks - check
lab values weekly

If recovery to
grade 0, 1 or
baseline within 4
weeks:

Resume 20mg/m'
q6h** - do not
return to 180
mg/m' dose

If no recovery

to grade 0, 1 or
baseline after 4
weeks:

Off drug, on
study (see
Section 9.1)

+ See non-hematologic toxicity grade chart for hepatic toxicity in Section 8.2.
* Patients who experience a second episode of grade II toxicity requiring
reduction to the 120 mg/m^ dose, will remain at that dose and will n^ increase
to the 180 mg/m^ dose.

**Patients who reach this level must remain on the reduced dose (120 mg/m^ q6h)
until the end of study or as long as patients do not experience further
toxicities (see Section 8.21).

8.21 IVIG or albumin will be continued without interruption.
Children who experience 2 episodes of grade 3-4 non-
hematologic toxicity requiring zidovudine interruption,
will be removed from study therapy (see Section 9.1).

8.22 Children receiving prophylactic therapy for a laboratory
documented episode of PGP, must be monitored closely for
possible toxicity due to combination therapy with
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zidovudine. If toxicity develops and zidovudine dose
reduction is required, the prophylactic therapy will be
temporarily discontinued. Prophylactic therapy will be
resumed when the child's lab values stabilize on the
reduced zidovudine dose.

^

^ dj-e»Xi^ ,

9.0 TREATMENT DISCONTINUATION ^ ^ e<SK><
K^-U-lux^

9.1 All patients who discontinue study therapy perrnanently will be
followed monthly with a phone call and every three months with a
clinic visit until such time that they would have completed the
required time on protocol (100 weeks), in order to follow the
development of serious bacterial infections, AipS-defining
opportunistic infections and malignancies, and survival. All
clinical and laboratory monitoring which would have been
performed at the final visit (week 100) must be obtained at the
time of study discontinuation. In addition to clinic visits, a
monthly follow-up form will be completed when clinic visits are
not scheduled.

Patients will be discontinued from all study medication
(zidovudine and IVIG/PLC) for any of the following reasons,
regardless to which therapy the toxicity is attributed. However,
such patients who are discontinued from study therapy will be
followed for ascertainment of study endpoints.

9.11 .Severe allergic reaction such as exfoliative erythroderma
• or anaphylaxis.

9.12 Patient non-compliance: a child who is not adhering to the
dosing regimen as defined by missing 2 consecutive
IVIG/placebo doses or 3 doses/year and/or missing
zidovudine for two consecutive months or 3 months/year.

A child who requires treatment with an experimental agent.

A child who has two or more serious bacterial infeG,tions
while on the study. (LDC ■
^(■fihUocL dt.i,< iyJtA, • HnstsidUlCS (5
At the request of the parent, legal guardian, investigator,
or sponsor.

9.16 Drug toxicities under the conditions described in sections
8.1 and 8.2.

9.2 Except in the case of an anaphylactic reaction, the investigator
will not be informed as to whether the child had been assigned to
the IVIG or placebo group, since data collection on the child
will need to continue in a masked manner.
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10.0 RANDOMIZATION METHODS AND PROCEDURES FOR IVIG AND PLACEBO

Placebo and IVIG will be randomly assigned to patients as they enter
the study, with equal numbers in the treatment groups.

10.1 The data center will conduct the randomization and communicate
treatment assignments to the clinical center in coded form so
that personnel responsible for treatment administration and
patient follow-up assessments are blinded to the assigned
therapy. Patients will be.fstratified/at entry for (1) history
of one or more serious bacterial infections within two vearT
prior to entry, defined as: meningitis, bacteremia, pneumolfia,
osteomyelitis, septic arthritis, acute mastoiditis, acute
sinusitis, and abscess of an internal organ. (2) prin^
7idnviiHinP thorapy. and (3) current prophylaxis with
trimethoprim/sulfamethoxazole (TMP/SMX). The data center will
maintain a record of each patient s treatment assignment and,
for IVIG patients, drug lot numbers. To accommodate the
breaking of a code in an emergency, secured treatment
assignments will be on file at each clinical center.

11.0 CLINICAL EVALUATION (See Appendix VI)

Children meeting eligibility criteria and whose parent/legal guardian
provides written consent to participate in the study will be enrolled.
Clinical monitoring of the study participants will be completed on a
weekly ba.sis for the first 4 weeks, biweekly for the subsequent 8
weeks, and every 4 weeks thereafter. Pre-entry evaluations must be
completed within 21 days prior to entry (start of study medication).
The following clinical evaluations will be completed:

11.1 Pre-entry, entry, and everv 8 weeks thereafter

Comprehensive physical exam including assessment of
lymphadenopathy, organomegaly, growth chart documentation, age-
related neurologic exam.

11.2 Pre-entry, entry, and everv visit thereafter 20 ^

Objective signs (e.g., height, weight and vital signs)
Assessment of HIV infection-associated symptoms such as fever,
activity level, dyspnea, headache, etc.

11.3 Pre-entry. Weeks 12. 24. 40. 56. 80. and 100 (selected sites
only - see 11.10)

Neuropsychiatric testing and psychomotor evaluation (Appendix
VII).
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All children will be administered the appropriate tests for
their specific age group at baseline. These tests administered
at baseline will be repeated at the next testing period. If the
second testing session is a transition period to the higher agebracket, the child will be administered the new battery of tests
in addition to the old battery of tests. The child will then
proceed with the appropriate age schedule.

If a child in the 30 months through 5 years age group presents
delay at baseline testing with the McCarthy Scales of Childrens'
Abilities Test, then the Bayley Scales of Infant Development
Test will be administered. If a child in the 6 through 12 years
age group presents delay at baseline testing with the Wechsler
Intelligence Scale for Children (WISC-R) Test, then the McCarthy
Scales of Childrens' Abilities Test will be administered. At
follow-up (6 months), the baseline test should be repeated in
addition to the age appropriate test. Since the Bayley is only
normed up to 30 months, the test score may need to be converted
to a mental age ratio rather than using the deviation IQ's.

11.4 Entry. Weeks 36 and 88 if abnormal at entry (selected sites only
- see 11.10)

CT scan (without contrast) of the brain. Repeat at weeks 36 and
88 only if entry scan abnormal. Additional CT scans and/or MRI
scans may be obtained as clinically indicated.

11.5 Entry. Weeks 48 and ICQ

Chest X-ray (posteroanterior and lateral). Children with
concurrent LIP will require CXRs at 12-week interyals.
Additional CXRs may be obtained as clinically indicated.

11.6 Pre-entry; Repeat as clinically indicated (selected sites only -
see 11.10)

Lumbar puncture: CSF for protein, glucose and cell count with
differential. As clinically indicated, bacterial, yiral and
fungal cultures should be obtained as well as specific antigen
assays e.g. (cryptococcal and Haemophilus influenzae B). CSF
for isolation of HIV and p24 antigen determination will be
collected at pre-entry and as clinically indicated. Pre-entry
CSF and serum for culture and p24 antigen should be obtained on
the same day.

11.7 Entry; Weeks 48 and 100 only for children with cardiomyopathy

EKG (all children). Repeat at weeks 48 and 100 only in children
with clinical cardiomyopathy. Additional exams may be obtained
as clinically indicated.
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11.8 Entry: Weeks 48 and 100 only for children with cardiomvopathv -

(selected sites only - see 11.10)

Echocardiogram at entry. Repeat at weeks 48 and 100 only inchildren with clinical cardiomyopathy. Additional exams may beobtained as clinically indicated.

11.9 Other Clinical Eyaluations

11.91 Development of opportunistic and other infections or
AIDS-related neoplasms will be documented for the
duration of the study. Laboratory documentation (e.g.,
culture, biopsy) of the pathogen/neoplasm is mandatory.
A presumptive diagnosis will be accepted only if the
diagnosis is based upon the guidelines in Appendix III of
the CDC surveillance definition for AIDS (refer to
Appendix I of this protocol).

11.92 Concurrent medications, receipt of blood products, and
adverse experiences will be recorded on a continuous
basis (i.e., upon drug administration or occurrence of
event). Prophylaxis for oral candidiasis, or chronic
otitis media or other infections (sinusitis, UTI) is
prohibited. Likewise, the administration of
immunoglobulin therapy is prohibited except for single
dose exposure prophylaxis. PCP oroohvlaxis as outlined
in sections 7.42 and 7.43 is allowed. Medications and
blood products administered within 4 weeks prior to entry
should also be recorded.

11.93 Children who experience a serious adverse event (toxicity
grades 3-4) will be evaluated clinically within 24 hours.
This initial 24-hour evaluation may be completed by the
patient's own physician at a local clinical facility ^
at the primary study center. All pertinent medical
records must be retrieved from the local facility by the
study center.

11.94 Isoenzyme evaluations will be obtained at the same time
as CPK evaluations in children with clinical evidence of
myositis.

11.10 Definitions of "selected sites only":

11.101 For the 4 evaluations indicated above (LP, CT scan,
neuropsychiatric testing and echocardiogram), any site
may elect to perform any, all, or none of these tests;

-^7". QAJL pMi4uiM'Us\A^ dtdbiXx^
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11.102 If a site chooses to do any test, the schedule of
evaluations outlined in the protocol for that test must
be followed (i.e. random testing is not allowed);

11.103 If a site chooses to do any test, they must do the test
on ALL children enrolled at that site (i.e. no patient
selection). Exceptions will be made for patients whose
parents/guardians refuse lumbar punctures.

12.0 LABORATORY EVALUATIONS (Appendix Villi

Laboratory evaluations will be completed according to the following
schedule. All pre-entry evaluations must be completed within 21 days
prior to (start of study medication).

12.1 Pre-entry, entry, and every visit thereafter

Hematologic Studies: CBC with differential, MCV, platelet
count, and reticulocyte count.

12.2 Pre-entry, entry, and every 4 weeks thereafter

Urinalysis: routine urinalysis using a dipstick.

Chemistries: Serum creatinine, BUN, bilirubin (total), liver
transaminases, LDH.

12.3 Pre-entry, entry, and every 8 weeks thereafter

CPK

12.4 Pre-entry, entry. Weeks 4. 12. 28. 44. 60. 76. and 100

T4 Ivmohocvtes: Determination of absolute numbers of T-helper
cells.

12.5 Pre-entry, entry. Weeks 4. 12. 28. 44. 60. 76. and 100

Virology: Samples for isolation of HIV from blood and for serum
' p24 antigen determination. CSF for isolation of HIV and_^

antigen determination will be collected at pre-entry, and as
clinically indicated. Pre-entry CSF and serum for culture and
p24 antigen should be obtained on the same day.

12.5 Pre-entry, entry. Weeks 16. 32. 48. 72. and 100

Immune function: Quantitative immunoglobulin levels (IgG, IgA,
IgM), to be drawn prior to administration of IVIG/placebo during
the course of the study.
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12.7 Pre-entry, entry, and every month as indicated

Pulmonary: Oxygen saturation by oximetry for children with
cardiac or pulmonary dysfunction. Additional samples may be
obtained as clinically indicated.

12.8 Serum for storage; entry. Weeks 12. 24. 36. 48. 60. 72. 84. and
M

A minimum of 2 ml of sera in 0.5 ml aliquots will be frozen at
-20®C for future studies.

12.9 Pre-entry

Serology: HIV antibody (see section 6.12 for details)

Pregnancy test for all female patients of childbearing
potential.

Immune function (selected sites only - see 11.0): in vitro
assays of cellular immune function will be performed at pre-
entry and at the time of reactivation of cutaneous
hypersensitivity. The following mitogens may be utilized:
pokeweed, tetanus, Candida, ^ aureus, concanavalin A,
phytohemagglutinin.

12.10 Optional

Pharmacokinetic analyses of zidovudine and its major metabolite,
GAZT, may be performed at the study centers, according to
defined methodology.

12.11 Optional Exam

A bone marrow biopsy may be performed in the event of serious
hematologic toxicity.

Additional serum samples or urine samples (urinary GAZT levels)
may be obtained for analysis of zidovudine levels in the event
of a suspected drug-related serious adverse effect or in case of
suspected non-compliance.

13.0 ADVERSE EXPERIENCES (See Appendix IX)

Adverse experiences will be reported as either associated with use of
the drug or not associated with use of drug, based on the
investigator's judgement.

Any serious, alarming or life-threatening reaction which occurs during
this study, must be reported to the AIDS Program/AER Office within 24
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hours, whether or not this reaction is considered to be related to the
investigational drug.

Children who experience a serious adverse event will be evaluated
within 24 hours of discontinuation of study medication. This initial
24-hour evaluation may be completed by the patient's own physician or
a facility other than the primary study center. However, all
pertinent medical records must be retrieved by the study center.

14.0 DATA COLLECTION AND MONITORING

Data collection forms will be provided for each patient. Study
participants must not be identified by name on any study documents.
Patients will be identified by the clinic assigned Patient
Identification Number (PID) and Study Identification Number (SID)
provided by the coordinating Center upon randomization. The
investigator will allow the Coordinating Center monitor and the FDA to
inspect study documents (e.g., consent forms, drug distribution forms,
IRS approval) and pertinent hospital or clinic records for
confirmation of data throughout the study period.

15.0 STUDY MONITORING SITE VISITS

15.1 Monitors from Burroughs Wellcome and Cutter may accompany the
Coordinating Center monitor to initiate the study as well as
visit*at intervals for routine monitoring, which includes
verification of source documents, drug accountability and
storage, case report form data verification, and evaluation of
study progress.

15.2 Site visits will be performed no less than twice each year by a
physician employed by the Coordinating Center to ensure that all
regulatory requirements for the use of investigational agents
are being met. Records of IRB approvals will be examined.

15.3 Data audit site visits by staff of the Coordinating Center will
occur no less than six times each year to monitor the quality of
data collected. Patient charts will be examined on a spot check
basis to evaluate the accuracy of data entered into the
database.

15.4 Additional instructions concerning the recording of study data
or the entry of such data into the computerized data base will
be provided by the Coordinating Center.

15.5 Retention and Availabilitv of Investigational Records

The investigator will maintain adequate records of the receipt
and disposition of all the study drug, case report forms.
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patient consent forms, etc., for a period of two years after the
IND is discontinued by NIAID or NDA approval of zidovudine
and/or IVIG for the treatment of HIV- infected children,
whichever is earlier. These records will be made available at
reasonable times for inspection and copying if requested by a
properly authorized employee of the Department of Health and
Human Services in accordance with federal regulations.

15.6 Interim monitoring of data

Interim analyses will be performed to ensure the ethical
integrity of the study. The results will be presented by the
Coordinating Center to the Data and Safety Monitoring Board for
review of toxicity and efficacy. Conditional power
calculations, confidence intervals, and other biostatistical
methods will be considered for quantifying the relative
treatment effects.

16.0 BIOSTATISTICAL CONSIDERATIONS

The safety and tolerance of oral zidovudine plus either IVIG therapy
or placebo will be evaluated by examining adverse experience data and
clinical laboratory data. The clinical, immunologic and virologic
effects of zidovudine and IVIG therapy will be evaluated according to
the primary and secondary criteria described in section 3.0.

16.1 Sample Size

Assuming that serious bacterial infections occur in the
zidovudine alone treatment group at a rate of 25% during the two
year treatment period, 112 patients per group will be required
to achieve 80% power using a 5% chi-squared test to detect a
decrease from 25% to 10% in the zidovudine plus IVIG treatment
group (24).

To allow for patients lost to follow-up, 125 patients per group
(250 total) will be accrued.

16.2 Intention to Treat Analysis

To preserve the full advantages of the randomized design and to
minimize the introduction of bias into the treatment
comparisons, the primary hypotheses will be tested with the
intention to treat rule, i.e., with all members of a randomized
group who satisfy the on-study eligibility criteria after a
blinded review of all patients, irrespective of early failure,
study medication withdrawal, study
medication compliance.
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16.3 Interim Analyses

An independent Data and Safety Monitoring Board will be convened
to assess the progress of the trial at six month intervals
during patient entry. Accrual of 250 patients is anticipated to
require 1.5 years. With two years of additional follow-up, 6
interim analyses and one final analysis will be required. The
O'Brien-Fleming p-values using a test to compare the incidence
of serious bacterial infection for this situation are .001 for
the first three looks, followed by .006, .015, .026, and .039
for the final analysis. Fleming proposed that a p-value of .001
be used whenever his method gives a p-value of .001 or less, and
this convention will be followed for this trial.

Of primary interest for monitoring purposes is the time to
occurrence of the first "event", where the "event" can be
serious bacterial infection, development of an AIDS defining 01,
or death. Statistical methods for the analysis of these data
will include Cox's life-table regression model and the logrank
test.

17.0 PUBLICATION OF RESEARCH FINDINGS

Publication of the results of this multicenter trial will be governed
by AIDS Program policies. Any presentation, abstract, or manuscript
will be made available for review by the pharmaceutical sponsors prior
to submission.

18.0 HUMAN SUBJECTS

The appropriate parent or guardian of study participants must sign an
informed consent which will describe the objectives of the study and
potential risks. This protocol requires prior IRB approval before any
subject is entered into the study.

Potentially eligible subjects will be selected from participating ACTG
study centers. Consecutive potential subjects will be evaluated to
reduce internal selection bias.

All laboratory specimens, evaluation forms and reports will be
identified by a coded number only to maintain patient confidentiality.
All records will be kept in a locked file cabinet in the clinical
research unit. All computer entry and networking programs will be
done with coded numbers only. Clinical information will not be
released without the written permission of the patient, except as
necessary for monitoring by the FDA, the pharmaceutical sponsors, or
the National Institutes of Health.
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19.0 BIOHAZARD CONTAINMENT

As the transmission of HIV can occur rarely through contact with
contaminated needles, blood and blood products, appropriate blood and
secretion precautions will be employed by all personnel in the drawingof blood and handling of all specimens for this study in a clinical or
laboratory setting, as currently recommended by the Centers for
Disease Control.
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Appendix I

Revision of the CDC Surveillance
Case Definition for

Acquired Immunodeficiency Syndrome

Council oi Stoto on4 ToffHofioi ifiidomidoffioti:
AIDS ^fogrom. Contof fof MocHouo Dioooooo. COC

INTWOOUCnON
The fo4lowir>9 roviood eooo definition U>f turveillence of acqijired immurtodefi-

dencY syndrome (AlOSI wee devetoped by COC in cofleboretion with pu&lk health
and dinkel tpecialiets. The CoucKtl of State and Terntoriel Cpidemiologiata (CSTC)
has officially recommended adoption of the revised definition for national reporting
of AIDS. The objectivea of the revision ere al to track more effectivelY the severe

di«at>4ing morbidity aeaodated with infection with human immur>odeficier>cy virus
(HIV) (including HIV-1 and HIV-2); bl to simplify reporting of AIDS caeee; c) to irKreaee
the sensitivity and spedficity of the definition through greater diegr>oetic application
of laboratory evidence for HIV infection; artd tf) to be eoneietent with current
diagnostic practice, which in some caeee irtdudee presumptive, i.e., without confirm¬
atory laboratory eviderKS, diagrHMie of AlOS-indicative dieeaeee (e.g.. Aneumocysfis
canrwi pneumonia. Kaposi's sarcomaK

The definition is organixed into three eediorte that depertd on |he statue of
laboratory evidence of HfV infection (e.g.. HIV antibodyl (Rgure II. The maior
proposed changes apply to patients with laboratory evidence for HfV infection: a)
irKlusion of HIV er>caphaiopethy. MV weetirig syndrome, artd a broader rartge of
specific AIO$Hf)dicative dieeaeee (Section l»; bl irtchieion of AIDS patients whose
indicator diseases are diagnosed presumptively (Section N.S); ar^ cl elimination of
excHieiorte due to other causes of immunodeficiency (Section IJk).

Application of the definition for children dHfers from that for adufta in two ways.
First, multiple or recurrent eerioue bacterial infactione and lymphoid interstitial
pneumonia/pulmonary lymphokS hyperptoeia are accepted as mdicetive of AIDS
amor^g children but not among adults. Second, for children< IS nrtonthe of age whose
mothers are thought to have had HfV infocdon during the child's perinatal period, the
laboratory criteria for HIV infection are more stringent, airtce tfte presence of HIV
antibody in the child is. by itself, ineuffideni evidenoe for HfV infection becauee of the
persistence of pesiively acquired metemel andbodlee < If monthe eflar birth.

The new definition is effective immedleislv. and loeel health depertments are
requeeted to apply tfte new definition henceform to patients reported le them. The
initiation of the ecluel reportir>g of caeee tftei meet the new definition la tergeced for
Septembor 1. igt7. when modHlod compmer soflwere and report forms should bs in
plecs to sccommodete the changes. CSTl hss rscommertded retrospectivs appfica-
tion of the revised definition to petiema already rsponad to health d^rtmanta. The

^l^pfl^titir^^t fpll^f^s^a.
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1987 REVISION OF CASE OEFINfTION FOR AIDS
FOR SURVEILLANCE PURPOSES
for Attional rtportin^. $ ctM of AIDS it dofmod tt tn illnoM chtrtcttrixod by on«

or moft of tht following "mdicttor' ditottoi. dtptnding on th« itttut of ItOorttOfy
•vidonco of HIV infoction. tt tAown bolow.

I. WHhout LaboratorY Cvidaoca Magarding HIV Infaction
If ltbo:ttorv tottt for HIV woro not porforrnod Of gtvt incondutivt rMuItt (5««

Apotndix I) tnd tti# pttiont htd no ochof ctuM of immunodaftciorKy littad in Saction
i.A batow than any ditatta littad in Saction 1.0 irtdicatat A)OS if it wat diagnotad by
t daf^nitrva mathod (Saa Appaftdix N).

A. Cauaaa o€ ImimmodafldaAcy that dbquaflfy diatttaa at Indicators of AM In
tha abtanoa of laboraiory avldanca for HTf Infaatian
1. high-doaa or (ong-tarm tyttamic oortiooataroid tharapy or othar immuno*

tuppraaaiva/cytotoxic tharapy <3 montht bafora tha ontat of tha indkator
ditaaaa

2. any of tha foUowirtg ditaatat diagnotad «3 montht aflar diagnotit of tha
indicator ditaata: Hodgkin't ditaata. non-Hodgkin't lymphoma (othar
than primary brain lymphomal. lymphocytic laokamia. moltipla myaloma.
any othar cancar of lymphoraticwlar or histiocytic titaua. or angioimmu-
noOlattic lymphadartopathy

3. a garvatic (conganitaO immunodafkiancy tyndroma or an acquirad imnni-
nodaftciarKy tyndroma atypical of HIV infection, such at ona involving
hypogammaglobulinamia

0. Indkator ditaataa ditgnoaad dafWdtfvaly (Saa Appartdix 1)
1. candidiatit of tha atophagut. uacttaa. brorKhi. or.Hmga
2. cryptococcotit. axtrapolmonary
3. cryptotporidiotit with diarrhaa partiating > 1 month
4. cytomagalovirut ditaata of an organ ochor than livor. tpkan. or lymph

nodat in a patiant >1 mortth of ago
5. harpat timplax virvit infection eauting a mucocutanaout uicar that par-

tittt longar than 1 month; or brortchitit. prtoumonitit. or atophagrtit for
any duration affactirtg a patiani >1 month of ago

6. Kapoti't tarcoma affecting a patiant < 00 yaart of age
7. lymphoma of tha brain (primary) affaciirtg a patiant < 00 yaart of age
0. lymphoid intarttitial pneumonia and/or pulmonary lymphoid hyparplatia

(UP/FtH compiaxi affecting a child <13 yaart of agg
0. MycobsctBhijfn avium eomplax <k Af. ftanaaaii ditaata. dittaminatad (at

a tita othar than or in addition to lunga. akin, or carvical or hilar lymph
nodaa)

10. Phourrtocyatia carMf pnawmenla
11. prt^graaaiva muMfoeal leukoarKaphalopotftv
12. toxoplaamoaia of tha braih affaesing a patiant >1 month of age

I. WHh Ldberatory ttddawoa for MV Iwfdctlott
Oagardlata of fha priaanca of othm cauaaa of immonodoffdofKy tlAi, in tha

praaanca of laboratory avidanca for HIV Wifaction (Sao Appandk I), any diaaaaa Katad
above (LB) or below (IJk or ■.•) indkataa a dkgnoaia of AI08.
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A. l«>dic«tof diMAMt dl*tno««d dAiflnHivAlv (5#a Ap^endls I)
1 t>«ct«riAl >nf«ction«. multipl# Of 'ACurrAnt (Any combmAticn of it Iaasi rwo

within A 2 yAAr pAnod). of ihA following typAt iffACtmg A child 13 yAtrt of
Ag#

SAptiCAmiA. pnAumoniA. mAningitit. bono or lomt infoction. or abtCASt of
An intArnAi orgAn or body CAviry (Axduding otitis rnsdiA or tupArficiAl
Skin or mucosAl sbscASSAS). CAusAd by Hs^mophHut. Str§ptococcui
(inciudir^ pnAumococcusl. or othsr pyogAnic bACtAris

2 coccidioidomycosis. disAAminstAd (At a sits othAT than or m addition to
lurgs or CArvicAl or hilar hymph nodASi

3 HIV AncAphalopAthy (also callAd *HfV dAmantiA.' 'AIDS dAmantia.' or
'subACutA AncAphAlitis dwA to HIV) (Saa AppAnd«> II for dascnption)

4 histoplasmosis. dissAmir\aiAd (at a sita othAr than or in addition to lungt orcarvical or hilar lymph rtodas)
S. iaosporiasis with diarrhaa parsistirtg >1 month
6 Kaposi's sarcoma at any aga
7 lymphoma of tha brain (primary) at arty aga
8 OthAT non-Hodgkin's lymphoma of 8-call or unknown immunologic pha-

rtotypa and tha foHowirtg histologic typos:
A. small norKlaavAd lymphoma (aithar Burliitt or rton-Burkitt typo) (Saa

Appartdii IV for aquivalAnt larnts artd numaric codas usad in tha
/nrarnanona/ OassdScarion of Di^ostot. Ninth Bavision. Clinical
Modiftcation)

b. immurtoblastic sarcoma (aquivalAftt to any of tha followmg. although
rtof nacassariiy all in combinatiort: immurtoblastic lymphoma, larga*coll lymphoma, diffusa histiocvtic lymphoma, diffusa urtdlffarantiatad
lymphoma, or high-grada lymphoma) (Saa Appartdix IV for aquivalant
tarms and numartc codas usad in tha Infomstionol OsMsifkstion of
Oi»os$o$. Ninth Ravtaion, Clirtical Modifkatiort)

Nota: Lymphomas ara not irKludad hara if thay ara of T-cad immuno¬
logic phartotypa or thair histologic typa is rtot dascribad or is dascribad as
lymphocytic.' lymphoblastic.* 'small claavad.' or 'plasmacytoid lym¬
phocytic'

g any mycobactanal disaasa causad by mycobactaria otftar than Af tutor-
eulooio. dissammatad (at a sita otftar tftan or in addition to lungs, skin, or
carvical or hilar lymph nodaa)

10. disaasa causad by Af tutorculo§i$, aMtrapulrTK>nary (involvir^ at (aast orta
sita outsida tfta lungs, ragardlass of whathar tftara is cortcurrant puimo-
rtary invofvamant)

11. Ssfmcnofls (rtorttyphoid) sapticamia. racurrant
12. HIV sirasiirtg tyrtdroma (amaciatioA. 'alim disaasa') ($aa Appandia R for

daacripaion)
B. Indhatai diaaasas dlagnasad prsaumpUsalu (by a mathod actiar than thosa in

Appawfc m
Wata: Givan tfta sariousrtaM of disaasaa irtdicativa of AIDS, it is ganarailyimponani to diagrtoaa tham daftnitivaly. aapociaify whan tftarapy that would
ba uaad may hava aariout aida tflacts or whan dafirticiva diagrtoaia ia naadad
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for •figibtiity for ar^tirotrovust th«r»py Norxthtittt, m tom« |ttu«(iorv«. i
p«ti«nt't condttiort will rM>i pormit th« porforrr^aoc# of d«finttiv« In oth«r
t«tu«tiont. acc«ot«d ciinicjl practict may ba lo diagnoM pratumptivaly batad
on tha praaanca of charaaanttK clinical and laboratory abnormalitiaa Guida-
Imaa for praaumptiva diagnoaaa ara tuggaatad m Appandii III.
^ candidiaaia of tha aaophagua
2 cytomagaiovirua ratimtia with loaa of viaion
3 Kapcai'a sarcoma
a lymphoid intaratitial pnaomonia and/or pulmonary lymphoid hyparplasia

ILiP/PLH compia*! affactmg a child <13 yaara of aga
5 mycobactariai diaaaaa (acid-faat baaili with spaciaa r>ot idantifiad by

cultural, diaaarrtinatad (involvir>g at laaat ona tita othar than or m addition
to lurtga. skin, or carvical or hilar lymph r>odaa)

6 Pnaumocyana csrinii pr)aurr>on4a
7 toxoplaamoaia of tha bram affactirtg a patiant >1 month of aga

111. WHh Laboratory Cvtdarsca Againtt HIV Infaction
With laboratory taat raaulta nagativa for HfV infaction (Sa# Appandix U. a

diagnoaia of AIDS for aurvatHarKa purpoaaa la rulad out unfaaa:
A all tha othar cauaaa of immunodaficiarKy littad abova in Section l.A ara

axciudad: ANO
B tha patiant haa had aithar:

1. Pn0umoey9ti» csrinii pnaumonia diagnoaad by • dafinttiva mathod (Saa
Appandix II); OA

2. a. any of tha othar diaaaaaa indicativa of AIDS liatad abova in Section I B
diagnoaad by a dafmitiva mathod (Saa Appandix H); ANO

b a T halparfinducar (C04) lymphocyte count <400/mm'.

COMMENTARY
Tha aurvaillanca of aavara diaaaaa aaaociatad with HfV infaction ramairta an

aaaantial. though not tha onty. indicaior of tf«a couraa of tha HIV apidamrc. The
number of AIDS caaaa ar«d tha raiativa distribution of cases by demographic,
gaogrsphic. and behavioral risk variabiaa ara tha oldest indices of tha ap*damic.
which began in 1961 and for which dau ara tvaiiabia ratroapactivaiy back to 197B.
Tha origir\al turvaiilarKa case definition, based on than-availabia krtowfadga. pro¬
vided useful epidemiologic dau on savara HIV disease (f). Toonsura a raasonabfa
pradictiva value for urtdarfymg immur«odaficiancy caused by what was tftan an
unknown agent, tha indicaiors of AlOS in tha old case dafinftion ware rastrictad lo
particular opportunistic disaaaas diagrtoaad by raliabia methods in patients without
spocific known causes of immurtodaflctancy. After HIV was soovarad to be tha causa
of AIDS, however, and highly sartsitlve and specific HIV-aniibody taau bacama
availabla. tha spectrum ofmanifastatiorts of HAf infection bacama baiter dafinad. artd
riaasifirsiinr systems for HIV infaction ware davalopad {2-$). b bacama apparent that
soma progressiva, seriously disabling, and even fatal condHioria (e.g.. sncaphalop-
athy. wastirtg syrtdroma) affecting a substantial number of HfV-infactad patientswis
nsft subiact to apidamiologic survaiHarKS, as they ware not indudad in tha AIDS
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CtM d«finftion. For f«porttr>g pwrp^Mf. m« rtvition addt to th« dofirtitior^ moft of
thOM Mvort rx>r>Mr>foatout, non-concorout HiV «t»oci«ttd conditions thst art est#-
9007*d in th# COC clinical classification lystams for Hrv infaction among adults and
childran (4,5 I.

Anothar limitation of tha old daTmition was titat AlOS-irtdicativa disaasas ars
diagnosad prasumptivaiy (i a . wittvMit confirmation t>y nr^hods raquirad by tha old
dafinition) in tO%-tS% of patiants diagnosad with such disaasas; thus, an appraciapia
proponion of AIDS casas wara missad for raporting purposas (6.7 f. This proportion
may ba irKraasmg, which would compromisa tha old casa dafinition'i usafulnass as
a tool for monitoring trands Tha ravisad casa dafmition parmits tha raporting of thasa
dinically diagnosad casas as long as thara is laboratory avidarKa of HIV infaction

Tha affactivartass of tha ravia«on will dapartd on how axtansivaiy Hiv-antibody
tasts ara usad. Approximataly orta third of AIDS patiants in tha Unitad Statas hava
baan from Now Yorti City ar>d San FrarKiaco. wttara. sirtca t9M. < 7% hava baan
raportad with HTV antibody tatt rasuHs. eomparad with > 60% in othar araas Tha
impact of tha ravision on tha raportad numbars of AIDS casas will also dapartd on tha
proportion of AJOS patiants m whom ir>dicator disaasas ara diagr>osad prasumptivaiy
rathar than dafinitivaly Tha usa of pfosumptiva diagnostic critarta varias gaogrsph-
ically, baing mora common in canain rural araas artd in urban araas with many
irtdigant AIDS patiants.

To avoid confusion at>out what should ba raportad to haatth dapartmants. tha tarm
'AIDS* should rafar only to cor>ditions maating tha survaillsrtca dafmition This
daftnition is intandad only to provida consistant statistical data for public haalth
purposas. Oinicians will not raly on this dafinition alorta to diagrK>sa sarious disaasa
causad by HfV infaction in individual patiarus bacausa thars may ba additional
information that would laad to a mora accurata diagnosis. For axampla, patiants who
ara rtoc raportabia undar tha dafWwtion bacausa thay hava aithar a nagativa HIV-
arttibody tatt or, in tha prasarKO of HIV antibody, an opporturWstic disaasa not listad
in tha dafinition as an indicator of AlOS nor>att\alass may ba diagrH>sad as havmg
sarious HIV disaasa on considaration of othar clinical or laboratory charactaristica of
HIV infaction or a history of axpoaura to MV.

Cortvarsafy. tha AlOS survaillanca dafirution may raraly misdassify othar patiants
as ftaving sarious HIV disaasa if* thay hava no HIV-antibody tast but hava an
AlDS-irtdicativa disaasa with a bachgrourtd mcidafKa unraiatad to HIV infaction. such
as cryptococcal manir^gitis.

Tha diagrHMtk chtaria accaptad by tfta AIDS survaillanca casa dafir^ition should
rwM ba irttarprstad as tha star>dard of good madical practica. Prasumptiva diagrtosas
ara accaptad in tha dafinition bacausa not to courtt tham would ba to igrtora
substantial morbidity rasultir^ from HIV inlacbon. Ukawisa. tha dafinition accapts a
raactfva scraaning last for HIV arttibody aatftoul confirmation by a supplamantai tast
bacsusa a rapaatadiy raactiva icraanirtg tast raaufi. in combination with an indkator
dtaaaaa. it highly indicativa of trua HIV dtoaaaa. For national aurveHlanca purposas.
tha tiny proportion of poasibfy filM positiws scraaning Isats in parsons with AlOS-
indkativs dlssiisi is ^ Kttia cartasqusnca. For tfis Wtdhriduil psciant. howavsr. a
corraci dkgrtoak k critically important Tha uaa of aupplamanul lasu k. tharafora.
iuoftgly artdorsad. An irKraaaa in tfia diagrtoatk uaa of HIV-antibody tasu could
improva both fia qualitv of madical cara artd tha hmction of tha now casa dafirwtion.
m wafi aa aaakt In providing counaaflirtg to pravant tranamkaion of HIV.
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3 Mtdfioid MM. Wri^hi OC. Tr«mom IC Th« W«fior Mood tttgiAS dotoHicotton of hTlV-iii
•nfocttOA. N Cngi J Mod IM6 314 121-2

4 COC ClotoificotiOA tviiom fo« hgmoA T-iympAotrooK virut typo Ut/lymphodOAOOoihy-
asoociotod virus mfocliOAt MMWM 19SS 2S 32AS.

5 CDC C1sss<rtc«liOA sysiom for homoo orwnvnodoActorKy virus (HIV) iofoction in c^lldron
undor 13 yOOrs of sgo MMWM 1«i7:2S 22S-20J3S.
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APPENDIX I

Laboratory EvMonco For or Againct HIV Infoction

For Infoction
Whon a pattont hot ditoota contittont wnh AIDS:
0 a torum tpoctmon from a potront >15 montht of ago. or from a child <1$

monthf of ago Mrtioto mothor it not thought to havo had HIV infoction during
tho child't porinatal ponod. that it ropoatodly rtoctivo for HIV antibody t>Y a
tcroonmg toot lo g . onaymo-lir^od immunotorbont ataay (ELiSAI), at long at
tubtoquont HIV-antibody toott la g.. Wottorn btot. immunofiuoratcarKO at-
tayl, <f dono. ara potitiva: OH

b. a torum tpocimon from a child < 15 momht of ago. whooo mothor it thought
to havo had HIV infoction during tha chikft ponnatai ported, that it rapoatadiy
rooctivo for HIV antibody by a tcroonmg toot la g.. ELtSA). pfut irvcraatod
torum immurtoglobulin lovolt and at loatt ono of tho followmg abnormal
immunologic toal rotuitt: roducod abooluta lymphocyto count, doprottod C04
<T-hoiporl tymphocyta count, or docraatod €04^09 (hofpor/tupprattorl ratio,
at long at tubtoquont antibody tattt (o.g., Wottom blot, immunofluoratcanca
attoyl. if dono, aro potitivo; OH

c. a potitiva tott for HIV torum antigon: OH
d a potitiva HIV culturo confirmod by both rovorto trantcriptato dotoction artd a

tpocific HiV antigon tott or in titu hybridUation uting a nucloic acid probo: OH
0. a potitiva rotutt on any othor highly tpocific tott for HfV (o g., nucloic acid

probo of poriphorai blood lymphocytot).

2. Agoinot Infoctloit;
A nonroactiva acroorurtg toot for torum antibody lo HIV lo g.. ELISA) orithout a

rooctivo or potitivo rotult on arty othor tott for. HIV infoction lo g., antibody,
antigon. cuttura). if dono.

3. tnconduaivo INolthor For nor Agoinot Infoction):
a. a ropoatadly raacthro acroorwrtg taat for torum amibody to HfV la g.. ELlSA)

folloyyod by a r>ogaiiva or incorKlusivo aupplomontal loot lo g. Woatorn blot.
immurKtfluoroacorKO ataoy) without a poaitivo HIV cuHwro or aorum antigtn
toot H dorto: OH

b. 0 aorum tpocimon from a chHd ' IS montht of aga. whoao mothor it thought
to hovo hod HIV infoction durmg tho child'a porirvtal poriod. thot it mpootodiy
rooctivo for HIV antibody by a acrooning toot ovon if pooitivo by a aupploman-
tol loft without additiortol ovidonca for immurwdoftcaoncy at doachbod aboyo
(in l.b) artd without a pooitivo HIV culturo or aorum ondgon toot H dono
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APPENDIX U

0«f1nitivt Oiagnottic Mrthods fo< OU««Mt lndlcttlv« of AIDS

Dis#es«s

cryptotporidiotit
cytom^giiovirui
itosporittit
K«po«i'i tarcoma
^ympho^^a
iymp^old pn«ufT)onia
Of hYparp^aaia

FrmjmocYtli$ csrimi
pnaumonia

progrtttfva muttifocAl
l«uko«ncaphalopathy

tosoplatmoaia

candtdiaaia

OwUnrttva Oia^noatk Mathoda

coccidioidomvcoaia
crypiococcosia
hprpM aimplaa virus
htttopiaamosia

tutosrculotis
oihsr mycobacltnotit
a«4mor>«<lo«««
ochar bactahal
infaclion

microacopY (hiatolOflY Of CYtology)

groas inapaction by andoacopy or autopay or Oy
mtcroacopy (hittotogy or cytoiogy) oo a apaciman
obuinad diractty from ttia tiaauaa affactad (in¬
cluding acrapirtga from ttta mucosal aurfaca). rK>t
from a cuilura.

microscopy (histology or cytology), cuhura, or
daiaciion of amigan in a apaciman oPtainad
diractty from ttia tiaauaa affactad or a fluid
from thosa tiaauaa.

cuPwra.
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HIV #nc«0^4lOp«Thv* c<in»c4l findiogt of ditabiing cognrtiv* and/or
nnoior dysfunction intarforing with occupation or
activitiM of daily living, or loaa of bahaviorai da-
vaioomantal milastonaa affactirtg a chitd.
progrtssing ovar waofta to months, m tha
abaartca of a concurrant illnaaa or cor>dition othar
than HIV infaction that could axplain tha findings
Mathods to rula out such concurrant illnaatat and
conditions must includa carabroapirtal fluid axam-
ination and aithar brain imaging (computad to-
n>ographv or magr^atic raaortanca) or autopsy
findirtgs of profound invofuntary waight loss
> 10% of basalir>a body waight plus aithar chronic
diarrhaa (at laast two looaa stools par day for
» 30 days) or chronic waaknaaa and documantad
favar (for » W days, intarmitiant or constant) m
tha abaanca of a corKurrarH illrtaas or condition
othar than MtV infaction that could asplain tha
findings (a.g., carKor. tubarculoats. cryptosporidi-
osis. or othar apacffk antaritia).

*For HfV •ncaphaiopathy and HIV wasting syndroms, tha mathods of disgrwsts dsscribsd hsrs
ars not truly dsfinitivs. Out ars awfficiantty rigorous for aurvoillancs purpcass

HIV wasting syndroms*



APPENDIX II

Definition of encephalopathy in children with HIV-1 infection

Progressive encephalopathy is defined by 2 or more of the following with no
explanation.

1. Impaired head growth documented by serial head circumference
measurements over at least 3 months demonstrating acquired
microcephaly or serial CT scans at least 3 months apart showing
advancing cerebral atrophy.

2. A loss of developmental milestones or intellectual ability as
determined on formal age appropriate neurodevelopmental testing
instruments. These tests need to show a consistent pattern over at
least 3 months.

3. Progressive motor deficit. This includes deterioration in gait,
weakness, abnormalities in motor tone, or patholoyical reflexes which
appear against a background of previously normal findings and/or
persist at least 3 months.

4. CSF HIV-1 antigen determination with levels greater than 25 pg/ml. A
negative finding cannot exclude the definition of progressive
encephalopathy but a positive test strongly supports this diagnosis.
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APPENDIX m

Suggttttd Qui<5«tin*t tor PrMumpthrt OUgnotit
of OlMtMt Indicttivt of AIDS

OtMt—

C4ndiditti« of

••op^agut

cyiomogatovirut
rotinitit

mycoboctoriofit

Kopoti't
Mrcom«

lymphoid
inttfftKitl
pnoumonid

Andumopytrif
corinn
pn«umoni«

Prooumptlvo Oldgnodtk C/fUrit
• r«C«nt ontdt of rttrottomol potn on twdllowing; ANO
b. oral candididdit diagnoaad by tha grots appaaranca of

whita patchat or plaquat on an arythamatout bata or

by tha microacopic appaararKa of fungal mycaliai fila-
mar«ca in an unculturad apaciman tcrapad from tha
oral mucoaa. >

a eharactarittic appaararKa on aarial ophthaimoacopic
axaminationa (a.g.. diaorata patchaa of ratinaf whitanir>g
with diatinct bordara. apraadir^ in a cantrifugal mannar,
followirtg blood vaaaala. prograaaing ovar aavaral montha.
fraquantty aaaociatad with ratinal vaaculttia. ftamorrhaga,
and nacroaia) Raaolution of actrva diaaaaa laavaa ratinal
acarring ar>d atrophy ¥vith ratinal pigmant aprthalial nrvot-
tlirtg.

microacopy of a apadman from aiool or rKrmally atarila
body fluida or tiaaua from a aita ochar than lurtga. akin, or
carvtcal or hilar lymph nodaa. ahowirtg acid-faat bacilli of
a apaciaa not idanttfiad by eufiura.

a charactariatk groaa appaaranca of an arythamatoua or
violacaoua plaqua-lika laaion on akin br mocoua
mambrana.

(Nata: ^aaumptiva diagrtMia of Kapoai's sarcoma should
not ba mada by dinkiana who hava aaan faw caaaa of it.)

bilatarai ratkulortodular intaratitial pulmortary inflluataa
praaartt on ehaat X ray for »2 montha with no pathogan
idantifiad and no raaponaa to antibiotk uaatmant.

a. a hiftory of dyaprtaa on axartion or nonproducilva
cough of racant ortaat (within tfta paat 3 months): ANO

b. chaat X-ray avidanca of diffuaa bilatarai intacfi'tiai infU-
trataa or gaNium scan avidarKa of diffuaa bilatarai pul¬
monary diaaaaa: AND

c. ariarial blood gaa analyaia showing an artorial pO^ of
<70mmHgor a low raapifNory dKMing capacity
(<•0% of pradktad vakiaa) or an incraaaa in jha
ahraolar-arterial oaygan lonaion gfadiarc AflO

d. fto avidartca of a baeiariai anaumortia.



a. r«c«ni o< • focal nactrologK •ty>o<ma<fty eontit-
ttnt with intracranial diaaaaa or a rodocad lavtl of con-
aciouanoM; AMD

b. brain imaging tvidonca of a laatcn having a maaa af*
fact (on computad tomography or nviciaar magnetic
raaonarKa) or tha radiographic appaararKa of which ia
anhancad by miaction of contraat madium; AMD

c Moim antibody to tOMoptaamoaia or aoccaaaful
raaponaa to tharapy for toxoplaamoaia.
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BOYS: BIRTH TO 36 MONTHS
PHYSICAL GROWTH
NCHS PERCENTILES* NAME
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GIRLS: BIRTH TO 36 MONTHS
PHYSICAL GROWTH
NCHS PERCENTILES* NAME. RECORD
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PreferaDte to cow milk during the first year
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For milk-eenajtivity
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APPENDIX IV

Instructions for Parents/Guardians

1. Zidovudine should be administered exactly as prescribed. Do not
exceed the prescribed dose or share medication with anyone else.

2. Zidovudine should be administered either one-half hour before a meal
or at least one hour after a meal.

3. Other medications, such as acetaminophen (Tylenol), may increase the
side effects of zidovudine and should not be administered without
consulting the Medical staff.

4. Report any side effects or change in your child's behavior that you
think may be due to zidovudine.

5. Keep all scheduled appointments with the study center medical staff.

6. Return all used and unused vials to the medical staff at each visit.
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APPEM)IX V Acre 051

RECOWeCATIONS FOR GRW)ING OF AOJFE fW SUBACUTE TOXIC EFFECTS (children)

Parameter 0 1 2 3 4
(None) (Mild) (Moderate) (Severe) (Life-threatening)

Hemotologic

1. Hemoglobin
(g/dl) < 2 yr.

> 2 yr.
2. Leukocytes (xl(r/tmr)
3. Neutrophils + bands

(total count/nrr)
4. Platelets/arm
5. MCV (cubic microns)

Gastrointestinal

1. Bilirubin (total)
2. SOOT
3. Alkaline Phosphatase
4. Abdominal Pain

5. Diarrhea

6. Nausea and Vomiting

Allergic

> 10.0
> 11.0
> 4.0

> 100,000
80-94

< 1.0 X n1
< 1.0 X N
< 1.0 X N
none

none

none

none

9.0-9.9
9.9-10.9
3.0-3.9

75,000-99,999

1.0-1.4 X N
1.0-1.9 X N
1.0-1.4 X N
mild - no treatment

soft stools

nausea only

transient rash;
fever < 38.5^

7.0-8.9

2.0-2.9

50,000-74,999

1.5-1.9 X N
2.0-4.9 X N
1.5-1.9 X N
moderate - no treatment

increased no. of
liquid stools

transient vomiting

diffuse rash or

urticaria
tenp > 38.5°C

< 7.0

1.0-1.9

< 1000
25,000-49,999
100-115

2.0-4.9 X N
5.0-9.9 X N
2.0-4.9 X N
moderate -

requires Rx

liquid stools -

dehydration

vomiting > 3x day/
dehydrated

bronchospasm -

parenteral therapy
required;
fever > 40*^

Failure 2P anemia

< 1.0

< 500
< 25,000
> 115

> 5.0 x N
> 10.0 x N
> 5.0 x N
severe - Hosp. + Rx

IV therapy required

intractable vomiting
IV rehydration

anaphylaxis

^N=upper limit of normal



APPENDIX V (Cont.)
TOXICITY SCALE FOR CHILDREN

ACTG 051

Parameter 0
(None)

1
(Mild) (Moderate)

3
(Severe) (Life-threatening)

Cutaneous none

Renal

1. BUN
2. Creatinine

Senin Electrolytes

1. Sodiim (mec^/L)
increas^ or

decreased

2. Potassiim (meq/L)
increased or

decreased

3. Calciim (mg/dl)
increased or

decreased

Neurologic

1. Peripheral - muscular
sensory
Autonomic

2. Central

^N^Tupper limit of normal

< 20
< 1.2

135-144

3.5-5.4

8.5-10.4

normal
normal
normal

normal

transient erythema;
local maculo-pap rash

20-39
1.3-1.9

145-149
130-134

5.5-5.9
3.0-3.4

10.5-11.2
7.8-8.4

QIR
mild parathesia
normal

mild lethargy, headache
- no therapy required,
irritability

dry desquamation,
vesiculation, pruritus,
persistent erythema

40-59
2.0-3.9

150-154
125-129

6.0-6.4
2.5-2.9

11.3-11.9
7.0-7.7

absent DTR
severe parathesia
normal

obtunded, confusion
ataxia, slurred speech
HA requiring analgesic

moist desquamation,
ulceration

60-79
4.0-5.9

155-164
115-124

6.5-6.9
2.0-2.4

12.0-12.9
6.0-6.9

Severe weakness
sensory loss
obstipation and
bladder dysfunction

seizures, deleriun
sotmolent > 50% of
waking hours \y\
requiring narcotic

exfoliative
dermatitis,
necrosis requiring
surg, intervention

>80
> 6.0

> 165
< 115

> 7.0
< 2.0

> 13.0
< 6.0

Paralysis

comatose



APPENDIX VII

Neuropsychological Assessment

Neuropsychiatric evaluations will be conducted by a qualified

psychologist prior to entry (within 14 days of entry), and at weeks 12, 24,

40, 56, 80 and 100. The children will serve as their own controls.

Neuropsychiatric testing will consist of the following evaluations:

1) Children 3 through 30 months of aoe'*':

Pre-entrv * Bayley Scales of infant Development
(1969 version)

Week 12 * Bayley Scales of Infant Development

Week 24 * Bayley Scales of Infant Development

Week 40 * Bayley Scales of Infant Development

Week 56 * Bayley Scales of Infant Development

Week 80 * Bayley Scales of Infant Development

Week 100 * Bayley Scales of Infant Development

2) Children > 30 months through 5 years of aoe-t-:

Pre-entrv * McCarthy Scales of Childrens' Abilities

* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* Kaufman Assessment Battery Core (KABC) - Only Subtest

Memory Recall (Test #5)

Week 12 * Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* KABC - Only Subtest Memory Recall (Test #5)

"•■(Refer to Section 11.3 in protocol ACTG #051).

1



* McCarthy Scales of Childrens' Abilities
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* KABC - Only Subtest Memory Recall (Test #5)
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* KABC - Only Subtest Memory Recall (Test #5)
* McCarthy Scales of Childrens' Abilities
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test

* KABC - Only Subtest Memory Recall (Test #5)
* McCarthy Scales of Childrens' Abilities

* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test

* KABC - Only Subtest Memory Recall (Test #5)

Week ICQ * McCarthy Scales of Childrens' Abilities
* Pe'abody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* KABC - Only Subtest Memory Recall (Test #5)

3) Children 6 through 12 years of age"*":

Pre-entry * Wechsler Intelligence Scale for Children (WISC-R),

Revised (1974 version).
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test

* Digit Span Subtest Onlv - From WISC-R (1974 version)

"•■(Refer to Section 11.3 in protocol ACTG #051).

Week 24

Week 40

Week 56

Week 80

2



Week 12 * Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test

* Digit Span Subtest Only - From WISC-R (1974 version)
Week 24 * WISC-R, Revised (1974 version).

* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test

* Digit Span Subtest Only - from WISC-R (1974 version)
Week 40 * Peabody Picture Vocabulary Test (Form L)

* Beery Visual Organization Test
* Digit Span Subtest Onlv - from WISC-R (1974 version)

Week 56 * WISC-R, Revised (1974 version)
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* Digit Span Subtest Onlv - from WISC-R (1974 version)

Week 80 * WISC-R, Revised (1974 version).
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* Digit Span Subtest Only - from WISC-R (1974 version)

Week ICQ * WISC-R, Revised (1974 version).
* Peabody Picture Vocabulary Test (Form L)
* Beery Visual Organization Test
* Digit Span Subtest Onlv - from WISC-R (1974 version)



Section 11.3 refers to Appendix VII, the Neuropsychological Assessment,
which has been revised. Guidelines for appropriate test administration
have also been added to section 11.3.

Section 11.92 has been revised to read:

"Concurrent medications, receipt of blood products, and adverse
experiences will be recorded on a continuous basis (i.e., upon
drug administration or occurrence of event). Prophylaxis for oral
candidiasis, or chronic otitis media or other infections
(sinusitis, UTI) is prohibited. Likewise, the administration of
immunoglobulin therapy is prohibited except for single dose
exposure prophylaxis. PGP oroohvlaxis as outlined in sections
7.42 and 7.43 is allowed. Medications and blood products
administered within 4 weeks prior to entry should also be
recorded."

Section 11.94 has been changed. This section now states:

"Isoenzyme evaluations will be obtained at the same time as CPK
evaluations in children with clinical evidence of myositis."

Section 12.3 has been added to the protocol. This change can also be
noted in Appendix VIII (Laboratory Schedule of Evaluations).

Pre-entrv. entrv. and everv 8 weeks thereafter

CPK

Sections 12.4 through 12.11 have been renumbered accordingly.

Appendix VII - The Neuropsychological Assessment has been revised in order
to obtain more effective information.

Appendix VIII - The Laboratory Schedule of Evaluations has been adjusted
to reflect the addition of CPK evaluations.

Copies of protocol ACTG #051 dated 9/28/88 and labeled Version 2.0, were
distributed at the 4th ACTG Meeting on October 7 in Bethesda, Maryland.
These copies were distributed for the purpose of participation in the #051
start-up meeting and do not include the restructured toxicity section.

Please submit this protocol and the attached list of amendments to your
IRB for review and approval. IRB approval and site registration must be
completed with the AIDS Program in order to participate in this protocol.
Elizabeth Moore located at the NIAID-AIDS Program (301) 496-8210, can
assist you or answer questions regarding these requirements.

Please contact me at (301) 230-3150 if there are further questions
regarding this protocol. Thank you for your patience.

4



APPENDIX XIII

PROTOCOL TEAM FOR ACTG #051

A DOUBLE-BLIND, PLACEBO-CONTROLLED TRIAL TO EVALUATE INTRAVENOUS GAMMA
GLOBULIN IN CHILDREN WITH SYMPTOMATIC HIV INFECTION RECEIVING ZIDOVUDINE

Study Chairman

Stephen A. Specter, M.D.
University of California at San Diego
T-008 H Medical Center
225 Dickinson Street
San Diego, CA 92103
(619) 543-6447

NIH Coordinators

Judith Feinberg, M.D.
Group Leader, Medical Section
Treatment Research Branch
AIDS Program, NIAID
6003 Executive Blvd., Room 203 P
Rockville, Maryland 20852
(301) 496-8210

James F. Balsley, M.D., Ph.D.
Treatment Research Branch
AIDS Program, NIAID
6003 Executive Blvd., Room 203P
Rockville, Maryland 20852
(301) 496-8210

Anne Willoughby, M.D., M.P.H.
Special Assistant for Pediatrics,
Center for Research for Mothers
and Children, NICHD
6130 Executive Blvd., Room 643
Bethesda, Maryland 20892
(301) 496-5575

Resource/Research Committee Representative

Edward M. Connor, M.D.
Children's Hospital of New Jersey
AIDS Program
15 South Ninth Street
Newark, NJ 07107
(201) 268-8484

Pharmaceutical Comoanv Representatives

Sandra Nusinoff-Lehrman, M.D.
Associate Director
Department of Infectious Diseases
Burroughs Wellcome Company
3030 Cornwall is Road
Research Triangle Park, N.C. 27709
(919) 248-4880

Mary A. Maha, R.N., M.S.
Clinical Research Scientist
Department of Infectious Diseases
Burroughs Wellcome Company
3030 Cornwall is Road
Research Triangle Park, N.C. 27709
(919) 248-3294



APPENDIX IX

Reporting of Adverse Experiences

Timely and accurate reporting of Adverse Experiences is required, not
only for regulatory compliance, but to determine if unexpected toxicities
have occurred or if the incidence or severity is greater than expected, and
if necessary, to quickly disseminate information to investigators working
with the drug. Each Adverse Experience Report submitted to the AIDS Program
Office is reviewed and evaluated by the AIDS Program Medical Officers to
determine the Adverse Experience's likely relation to the drug. Based on
the medical assessment, a decision is made concerning the need for further
action. The prime consideration is whether the new findings affect the
safety of patients enrolled in ongoing studies. If so, the AIDS Program
Office takes immediate steps to notify the investigator community and the
FDA.

The identification and definition of an adverse experience, as it
relates to the drug treatment, presents special problems for the
investigator and sponsor because many patients develop symptoms related to
HIV virus infection and its associated complications. The centralization of
information on suspected Adverse Experiences makes possible a much more
accurate determination of the degree to which a suspected reaction is in
fact drug-related. Monitoring toxicities from a multicenter perspective
provides the opportunity to identify toxicities which may occur in a smaller
percent of the population and which may range widely in severity.

1. The prompt reporting of adverse experiences to the AIDS Program Office
is the responsibility of each investigator. Investigators are

encouraged to submit reports even if there is a possibility of a drug
effect.

2. All deaths must be reported to the AIDS Program Office.



3. For patients off drug:

a. report deaths which occur within three months;
b. other adverse experiences/toxicities which occur within 30 days

and meet the reporting requirements as noted on the next page.

4. The need for a change in dosage is NOT appropriate criteria in making
the decision of whether to report an adverse experience. Please report
those adverse experiences which do not require a dose change, but may

possibly be related to drug use.

5. Progression of disease which is DEFINITELY NOT related to drug
treatment, is not an adverse experience and should not be reported on
AER forms.

6. In addition to the required AER Form, the routine, required CTCC Case
report forms should be completed, whether the toxicity is noted during
a routine scheduled visit or as a part of an unscheduled visit.

7. Adverse experiences should also be reported to your local
Institutional Review Board.

8. Investigators may be asked to provide additional information if
necessary. Continued failure to report in a timely and accurate manner

or failure to supply information requested regarding particular adverse
experiences may result in suspension of the investigator's clinical
research with the AIDS Program Office.



REPORTING REQUIREMENTS

Phase I/Pediatric Studies - Adverse Experience Reporting Requirements

Expected Grades 3 & 4

Grade 5

Unexpected Grades 2-4

Grade 5

send AER form within five days

deaths and immediately life-threatening
event which could possibly be related to
drug use - phone 1-800-537-9979 within 24
hours, send AER form within three days

send AER form within five days

deaths and immediately life-threatening
events which could possibly be related to
drug use - phone 1-800-537-9979 within 24
hours, send AER form within three days.

Mail AER Forms to: Adverse Experience Report Office
Treatment Branch, AIDS Program, NIAID

6005 Executive Boulevard
Rockville, MD 20852



Appendix X

ZIDOVUDINE INTRAVENOUS FORMULATION FOR
ORAL ADMINISTRATION

FACTSHEET

1. Zidovudine intravenous formulation is supplied in 10 ml amber glass
vials with a concentration of 20 mg of zidovudine per ml.

2. The vials must be stored at room temperature (59-86 F) and out of
direct sunlight.

3. If solution is transferred to a substitute container, only a glass
amber bottle may be utilized.

4. For oral dosing, the intravenous solution may be mixed with either
water, orange juice, unpreserved apple juice, or apple sauceimmediately
prior to administration. Do not mix zidovudine with water or juice
prior to the time of dosing.

5. It is preferable that oral dosing be administered either one-half hour
prior to a meal/feeding or at least one hour after a meal/feeding.

6. There are no bacteriostatic additives or other preservatives in the
zidovudine intravenous formulation.

7. Zidovudine is. very stable in solution. Each lot of zidovudine
injection is periodically submitted for stability testing. If any lot
is found unstable, the drug will be recalled to Burroughs Wellcome Co.
There is no "expiration" date on the vials.

8. Parents/guardians must demonstrate the ability to dispense the child's
correct dose prior to receipt of the child's zidovudine supply.



Appendix XI

IVIG, AND IV ALBUMIN ADMINISTRATION

Source of IVIG:

Route of administration

Storage:

Preparation:

Restrictions:

Use with other IV fluids?

Use with other IV medications?

Dose:

Medications:

Dosing interval:

Infusion rate:

Cutter Biological, Miles, Inc.

Intravenous

Products contain no preservatives,
be stored at 2-8°C until used.

Must

Should be pooled into sterile bags or
bottles under a sterile hood. Must be
filtered in the pharmacy with a 5 micron
filter prior to infusion. Infusion must
start within one hour of pooling.
Product is to be at room temperature for
infusion.

Frozen or heated products may not be
used. Entered vials must be used
immediately; do not retain for future
use. Infusion may not start more than
one hour after pooling.

No -- use undiluted but piggyback to D5W
in case infusion needs to be stopped;
D5W flush only.

No

8mL/kg body weight

Not required, antihistamines and/or
antipyretics may be administered prior
to infusion in patients previously
demonstrating mild reactions or during
infusion if reaction occurs.

Every 28+7 days for 2 years

0.01-0.02 mL/kg/min. x 15-30 min.; if no
adverse effects, increase gradually to
0.02-0.04 mL/kg/min. If well
tolerated, increase gradually to 0.04-
0.06 mL/kg/min. If well tolerated,
increase to maximum of 0.08 mL/kg/min.
If no adverse effects in first two
infusions received by a child,
subsequent infusions may be started at a
higher rate in that child. Do not
exceed maximum rate.
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Monitoring (minimum requirements): Vital signs (P, BP, R, T) before
beginning, at the midpoint of infusion,
and at end of infusion. If adverse
reaction, vital signs at time of
reaction. If interruption, vital signs
at time of interruption and thirty
minutes later.

Record: Dosage;
Study number;
Vital signs;
Duration of infusion;
Adjustment of infusion rate, if
necessary;
Other medication administered, if any,
indication for meds; and
Adverse reactions, if any.

Reminder: Study bloods must be drawn before
infusion starts.



Appendix XII

CONSENT TO ACT AS A RESEARCH SUBJECT

Drs. are
conducting a study to evaluate the effectiveness of Zidovudine (AZT,
Zidovudine), and intravenous gammaglobulin (IVIG) in the treatment of
children with pediatric AIDS or with other clinical symptoms associated with
human immunodeficiency virus (HIV) infection. Zidovudine is an experimental
drug in children which interferes with the growth of HIV virus. It has
been shown to prolong survival in adults with AIDS or with severe AIDS-
related complex (ARC). Another name for antibodies is immunoglobulin. When
given intravenously (by vein), it is called IVIG. IVIG is a licensed drug
which has been shown to protect children who don't make antibodies from
serious bacterial infections like blood infections and meningitis.

My child has been asked to take part in this study because he/she is
infected with HIV and has either pediatric AIDS or symptoms associated with
HIV infection. It is known that these children are at high risk to develop
serious bacterial infections, but it is unknown if IVIG will help decrease
these infections. If I agree to have my child participate in the study, my
child will receive zidovudine for two years. The drug will be mixed with
juice and my child will be asked to drink this solution every 6 hours (4
times daily). To tell whether IVIG actually does any good or not, it has to
be compared with a. drug which actually has no effect at all (this is called
a placebo). Half the children in this study will receive immunoglobulin;
the other half will receive the placebo. This will be decided by random
selection (a process similar to flipping a coin) to see who receives IVIG
and who receives the placebo. The children getting immunoglobulin will be
compared with the children getting the placebo to see whether one group has
fewer bacterial infections than the other. Whether your child is receiving
the immunoglobulin or the placebo will not be known by you or your
physician until the end of the study. This is very important to make sure
that the study remains unbiased. All children will receive zidovudine (AZT)
during this study.

I understand that my child will come to the clinic to be examined
weekly for the first 4 weeks, every other week for the next two months and
then monthly until the end of the study. I understand that my child will
receive intravenous IVIG or intravenous albumin placebo once a month for two
years. The treatment will take about four hours.

During the course of this study, your child will be watched carefully,
both by your doctor and by a safety monitoring commitee. The number and
severity of infections in your child will be watched carefully.

A chest x-ray, electrocardiogram and echocardiogram (a heart
examination using sound waves) and a computerized tomogram and/or magnetic
resonance imaging (MRI) scan of the head will be performed before entering
the study and at certain times during the study. Chest x-rays and CT scans
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require small amounts of radiation exposure which are within accepted limitsof standard diagnostic tests. There are no additional known risks of theseprocedures.

The major side effect of zidovudine is a decrease of red blood cells
(anemia) which may require blood transfusions. A lower white blood cell
count has also been reported that might further predispose my child to otherinfections. Other side effects reported in adults include anxiety, nausea,skin rashes, headaches and itching. Generally, these effects occur after 6
weeks of treatment and usually go away when the drug is discontinued. Longterm side effects are not known at this time but may possibly include tumorsand birth defects.

The major side effects associated with IVIG are flushing, chills, backpain, muscle aches, nausea and fever. Less commonly, it can cause a
sensation of chest tightness, shortness of breath or low blood pressure.These side effects do not happen often and usually go away when IVIG isgiven more slowly. A serious allergic reaction is a rare possibility. Ingeneral immunoglobulin is a safe drug with few seVious side effects. It is
possible that the treatment with IVIG may involve risks that are not
forseeable at this time.

Blood (1-3 teaspoons) will be drawn from my child before therapybegins, weekly for the first 4 weeks, biweekly for the next 8 weeks and then
every 4 weeks during the course of treatment to assess for any toxicity orimprovement associated with treatment and to determine the virologic
response. Drawing .blood from the vein or having an I.V. includes some risks
including some pain at the puncture site, and less commonly, there may b-the formation of a small clot or swelling of the surrounding tissue,bleeding from the puncture site or infection.

Your child will have cerebrospinal fluid collected by lumbar punctureprior to starting treatment and two additional times during the study. Tocollect a sample, a spinal needle will be inserted into the lower back andinto the fluid surrounding the spinal cord. Samples are collected bywithdrawing fluid through the needle. A numbing medicine may be used toreduce the pain caused by the needle. Your child may experience a headache
or discomfort at the needle site following the procedure. Other risks of alumbar puncture include nerve damage and infection; however, they are very
very rare.

I understand that there is no evidence that zidovudine or IVIG are a
cure for AIDS or HIV infection, but current data suggests that they mayprolong life for some individuals who have AIDS or severe ARC. It is
possible my child may derive no benefit from participation in this
investigation.

I understand that my child's treatment will be provided completely freeof charge for the duration of this study. I will not have to pay for theclinic or hospital costs during each monthly four-hour treatment for mychild. All other medical costs outside this study, however, will be paid inthe usual manner. I understand that I will receive no money for my child'sparticipation in this study.
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I understand that immediate necessary care is available if a patient isinjured because of participation in a medical study. However, free medicalcare or monetary compensation for such injury is not provided. I may call(619) 534-4520 for more information about this or to report researchproblems, or you can contact the Hospital Risk Management Office.
If my child is a female and capable of child bearing, a sample of urinewill be collected before the study is begun in order to be as sure as

possible that she is not pregnant. Girls who are sexually active must use
contraception methods (such as abstinence, diaphragm, condom, orintrauterine device) to prevent pregnancy for the duration of the study asthe drug being tested might cause harm to an unborn child.

Dr. has explained this study to me andanswered my questions. If I have other questions or research-related
problems, I may reach Dr. Spector at (619) 543-6447.

Participation in research is entirely voluntary. I or my child mayrefuse to participate or withdraw at any time without jeopardy to themedical care he/she will receive at this institution. At this time, noalternative treatment of my child's basic disease has been shown to be
curative. I can choose to have my child have no therapy for his/herinfection.

Research records will be kept completely confidential. Study formswill contain only a code number and not my child's name for identification.Study records may be reviewed by the AIDS Clinical Trial CoordiantingCenter, the NIAIDi the Burroughs Welcome Company, Cutter Laboratories, orthe Food and Drug Administration, to assure that they are accurate andfulfill federal regulations.

I have received a copy of this consent document and "The ExperimentalSubject's Bill of Rights."

Parent's or Guardian's Signature Date

Subject's Signature

Witness' Signature



Appendix XII

Minor

CONSENT TO ACT AS A RESEARCH SUBJECT

Drs. are doing a study to find out whether
two new medicines called zidovudine (AZT, Retrovir) or intravenous
gammaglobulin (IVIG) is useful for treating children with AIDS or who have
symptoms associated with infection with HIV (the virus that causes AIDS).
They have asked me to take part in this study because I have pediatric AIDS
or because I have had symptoms associated with my infection with HIV.

If I agree to be in the study, I will have medicine given in my vein
once a month, samples of blood drawn from my arm and will have spinal taps
during the study. I will also have tests of my heart and x-rays of my lungs
and head during the study.

The blood sampling and spinal tap may hurt, and a bruise may form where
the needle enters. I also may have a headache after the spinal tap.

Dr. Spector or one of his helpers has explained this study to me. If I
have any more questions, he will answer them.

I agree to be in this study.

Subject's Signature Date
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PROTOCOL TEAM FOR ACTG #051

Pharmaceutical Company Representatives (Cont.)

M.D.

Research-Biologicals
Richard S. Schwartz,
Director of Clinical
Cutter Laboratories
Miles Laboratories, Inc.
4th and Parker Streets
P. 0. Box 1986
Berkeley, California 94701
(415) 420-5127

Clinical Trials Coordinating Center Data and Statistic Management
Representatives

William Price, M.D.
Protocol Physician
Research Triangle Inc.
3040 Cornwall is Drive
Research Triangle Park, N.C. 27709
(919) 541-6388

Philip Piserchia
Biostatistician
Research Triangle Inc.
3040 Cornwall is Drive
Research Triangle Park, N.C. 27709
(919) 541-6272

Irene Tessaro
Protocol Monitor
Research Triangle Inc.
3040 Cornwall is Drive
Research Triangle Park, N.C. 27709
(919) 541-7114

Statistical Center Representative for the AIDS Clinical Trial Group

Richard D. Gelber, Ph.D., Director
Department of Biostatistics
Harvard School of Public Health
677 Huntington Avenue
Boston, MA 02115
(617) 732-1056

Protocol Specialist

Beverly A. Bond R.N., B.S., CCRN
NIAID - AIDS Program
ACTG Operations Office
6005 Executive Blvd.
Rockville, Maryland 20852
(301) 230-3150 Ext. 332
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Project Inform
347 Dolores St., Suite 301
San Francisco, CA. 94110

National: 1-800-822-7422
California: 1-800-334-7422

Local: 415-558-8669

On behalf of Project Inform, I would like to state our organization's opposition, as well as
my personal opposition, to the proposed placebo-controlled study of intravenous gammaglobulin.

The fault here is not that some patients will receive no treatment, as AZT will be adminis¬
tered to all patients. The fault lies in the investigators' rigid insistence upon matching thechildren treated with IV gamma globulin with a group of controls who, despite being sub¬jected to severe discomfort and the risk of infection associated with IV infusion, willreceive only an inert placebo. After thorough consideration, we find this unconscionable.

There is nothing in the medical literature to suggest that infants and small children are
affected by the psychological trick of placebo use. Thus, the use of placebos in this studycan only be justified for two possible reasons: (1) to make sure that both treated children
and placebo controls are exposed to equal risk of staph infection associated with IV ^infusion, or (2) that physicians do not unintentionally provide preferential treatment to ^
one group or the other. Neither of these reasons are provide moral justification for the
pain inflicted on the children, nor are the reasons medically compelling. ^ ^

We do not question the need for a conclusive finding on the value of IV gamma globulin.However, we firmly believe that the only design of this study which meets ethical and
moral requirements would be the use of randomized untreated controls, rather than ran¬
domized placebo-treated controls. While some might argue that this is medically lessprecise, we feel any scientific compromise it represents is far outweighed by the moral andhumane benefits it provides.

Finally, we must express our distress at the University of California IRB which approvedthe design of this study. We feel the appropriate balance of human and scientific concerns
has been violated here and urge immediate reconsideration of the study or a recall of the

As a member of the Mayor's HIV Task Force and the Nationa Academy of SciencesRoundtable on the Developent of Drugs and Vaccines for AIDS, I feel compelled to bringthis issue to the attention of each of the committees on which I serve.

IRB itself.

Maruii Ljcmncy
Co-Executive Director, Project Inform

^ 0/^
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To: Participants at the June 17th meeting with Act Up and UCSF
From: Michelle Roland, member Act Up Treatment Issues Committee
Date: June 17, 1989

Some further elucidation of the points raised in the letter from
Hank Wilson, dated 6/13/89

1 . Use of a placebo in children facing a life-threatening
disease.

A. Is it ethical, in the context of a life-threatening disease,
to withhold potentially effective treatments from people with the
disease if they want to try it, aware that it has not been proven
effective and has some toxicity associated with it?

B. If a parent wanted access to IVIG and was not willing to take
the risk of receiving the placebo instead of the IVIG, would the
physician prescribe IVIG for the patient, even if the child was

eligible for the trial? If not, because of the existence of the
clinical trial, then parents are essentially forced into entering
the trial if they want their children to have some chance of
receiving the treatment. The argument may be given that it would
be impossible to enroll people in clinical trials with placebos
if this option was left open (of course, this case is unusual
because the drug is currently approved). My argument in response
to this argument is that clinical trials must be designed so they
meet the needs of individual subject/patients. If they meet these
needs by offering the treatment to all participants who want it,
there won't be a problem getting people to enter clinical trials

2. Use of a placebo when non-placebo alternative exist.

A. We are aware that the double blind placebo controlled trial is
the gold standard in American research. We are also aware that
alternatives exist and that there is significant controversy
about the efficacy of placebo controlled RCTs, natural history
controls, standard treatment controls, etc. We are aware that the
alternatives we present are not ideal, however we think the
benefits of non-placebo controlled trials outweigh the risks and
we challenge the medical and scientific communities to work with
people with HIV infection and their advocates to design ethical
and scientifically sound trials.

B. In the specific case of IVIG, we offer the following
alternatives: .

1. Historical controls. Look at average numbers and types of
infections, life span, etc. in children who have not received the
treatment and compare these factors to children who are being
treated. Pick your controls carefully so that comparisons can be
made validly.
2. Current no treatment or alternative treatment (e.g.AZT)
controls. The important distinction here is that people be given
the choice of which, if any, treatment they want to use. Some
people will choose not to try an experimental treatment, or one,
like IVIG, that has some significant risks and discomfort
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associated with it. The arguments immediately arise about
selection bias and reporting bias. Devise methods to minimize
the reporting bias by what types of markers are compared. Devise
methods to identify any significant selection biases and control
for them in data analysis.

3. Use of IV placebo with potential for infection in children who
may already be immune suppressed.

A. It seems unconscionable to expose immune suppressed children
to increased risk of infection by giving them an IV placebo. Two
arguments have been put forth, the first is that any local
infections caused by the administration of IVIG must be
controlled for in order to determine the safety and efficacy of
the drug itself. My argument is that the method of administration
iS/ in a case like this, part of what needs to be examined for
safety. If you control out local infections, that important
information is lost in trying to weigh the risks and benefits of
the treatment.

B. The second argument is that no treatment controls would also
be exposed to risk of local infection if they had their blood
drawn as often as those children who received the drug. This is a
good argument. I do not know, but would like to discuss if there
are differences in risk between a needle stick for blood draw and
an IV placement which stays in place for several hours. If so,
then this argument is weakened.

4 . Use of a placebo which is unpleasant and stressful. This
stress may be immunosuppressive.

There is growing acceptance of the detrimental physical effects
of emotional stress. The field of psychoneuroimmunology is
examining the relationship between stress and immune function.
Both animal and human studies have shown detrimental effects on
immune function during or following stress. The stress of an IV
may be outweighed by the potential benefits of the drug. Surely
it cannot be outweighed by a placebo, even if the child is given
excellent care and attention during hospital visits. This factor
must be considered when analyzing the emotional and physical
benefits of the placebo effect.

5. Endpoints.

A. In our discussion with physicians and others at Children's
Hospital in Oakland, we were shocked that they were unable to
answer our questions about end-point with other than the response
of "2 years." Two years is the length of the trial, not the
definition of the endpoints. They have agreed to respond to this
concern and tell us if death is the endpoint. If it is, we
believe that they will work with us to find much less severe and
life-threatening end points.

B. The description of protocol 051 provided by NIAID states,
"Patients are followed for the development of serious bacterial



ivig2 6/14/89

infections, as well as for a number of factors relating to
safety, tolerance, progression of disease and survival" (my
emphasis). The frightening implications is that endpoints short
of death and serious illness are not defined. If this is so, the
end points of this trial must be changed.

C. At what point of illness is a patient/subJect's status
unblinded? Does the patient have the option of receiving the IVIG
if s/he had been receiving the placebo? Will the study continue
to pay fro the drug and medical care in this case?

6. AZT intolerance. Since protocol 051 includes AZT, we are
concerned about the issue of AZT intolerance. What happens to
children who can't tolerate AZT? Are they given the opportunity
to receive IVIG without AZT? Is AZT tolerance determined before
the study begins. If not, is it followed closely during the
study? Is AZT intolerance factored into the data analysis. Are
the AZT intolerant discriminated against in a sense in this study
if they don't have alternative access to the IVIG that is
affordable?
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To: Kiaman Research. Committee '

UCS? -T' i.'

From: Hank Wilson "
Member of ACT UP Treatment Issues Committee'

Subject: IVIG Protocol 031 and 045' ^
The Treatment Issues Committee of ACT UP wishes'to meetVvith the Human Research Committee to discuss the lYIG Protocol051 and 045. It is my understanding tbat committee member RicPuglia sent a letter protesting the lYIG trial and requestinga meeting v/ith your Human Research Committee, To date, we havehad no reply, I have called Pr, Weintraub but my calls werenot returned.

We are concerned v/ith several issues:
1, Use of a placebo in children facing a life threateningdisease,
2, Use of a placebo when non placebo alternatives exist,
3, Use of an lY placebo with potential for infection inchildren who may already be immunosuppressed,
4« Use of a placebo v/hich is unpleasant and stressful whichmay suppress immune function,
5, Endpoints, Are the endpoints specified? Po the endpointsprovide for unblinding the status of a particular partici¬pant's status if the participant's hes.lth declines? Iscrossover to getting the drug allowed for placebo recipientsif their health declines?
6, AZT intolerance. Is AZT toleration determined? Prior tothe start of the trial? Are their endpoints for adminis¬tration of AZT?

I have attached the ,.'all Street Journal article on I7IGplacebo trials, ,/e share concerns raised in the article. You are.a./are of the protest ..CT uP has called for June 17. -1 meetingmay Icelp to establish the facts and resolve, clarify some of theconcerns v/e have v/ith lYIG placebo trials, ACT UP and our TreatmentIssues Committee is diverse in terms, of background and trainingand expertise in medical and IiIPS research matters, ./e are similarin our concern for children with AIPS and HI7.
I msg' be reached at and committee member MichelleRoland may be reached at ,

Thanlg^ou for your consideration.



DRAFT

Response to Hank Wilson, ACT UP Treatment Issues Committee,letter dated 6/13/89

Note: These responses should be reviewed with Dr. Diane Wara.
476-1736.

Responses to the issues you raised:

1. The Committee on Human Research (CHR) in their review
considered this concern as it would in any clinical research
study. As did the investigators, the CHR thought it
essential to have a placebo control since the IVIG treatment
involves sufficient risk and costs that it is important to
clearly establish its ef-ficacy. The clinical endpoints (for
example, diminished bacterial infection) are imprecise
enough that a control group is essential to minimize the
possibility of falsely concluding that IVIG is acceptable
treatment and thus in the process needlessly subjectinguntold numbers of children to needless risk and discomfort
in the future. All participants in the IVIG study willreceive AZT, of course.

2. This is partially addressed in response #1. In the
Committee's opinion, it would be inappropriate not to
include a placebo treatment. This is further addressed
below.

3. The investigators and others have had experience in the use
of albumin infusions in children, including those who were
immunocompromised. Such treatment is well tolerated and
does not appear to produce infection. It should be noted
that the children in the IVIG study are more accuratelydescribed as immunodeficient, not immunosuppressed.

4. Yes, the placebo treatments will be unpleasant and stressful
— more to some, perhaps, than to others, but it is a burden
to the young recipients. The CHR considered this in
assessing the risks/benefits of including a placebo
treatment. To omit a placebo group and falsely conclude
that IVIG is an effective treatment would in the future
subject countless children to needless, unpleasant, and
stressful treatments. The Committee was not aware that
albumin will suppress immune function.

5. Yes, the endpoint is specified: it is number of bacterial
infections. It is unfortunately an imprecise, somewhat
fuzzy endpoint (as compared to, for example, death) but isthe best alternative. Thus, the need for a placebo



comparison group. Yes, there is a provision for unblindingand alternate treatment if anv participant's healthdeclines.

Experience thus far is that children tolerate AZT muchbetter than adults. AZT side effects will be closelymonitored. If serious side effects develop, the AZTtreatments will stop for that patient.



Richard E, Puglia

May 31, 1989

Office on Human Research
Box 0616
San Franciscot CA 94143

Attn: Mr, Reese Jonest
Chairman

Dear Mr, Reese:

Enclosed is a copy of our proposed demonstration on June 17thagainst the use of placebos on infants and children with AIDS*i,e, ACTG 051 and ACTG 045,

ACT UP S,F, would like to schedule a meeting with you and the en¬tire Institutional Review Board as soon as possible or preferablyno later than June 15th,

We look forward to an expedient response in this matter and to aproductive meeting.

REP
End ,



6/13/33
To: Kuinan Research. Committee "

UCSR

From: Hank Wilson
Member of ACT UP Treatment Issues Committee

Subject: lYIG Protocol 051 and 045

The Treatment Issues Committee of ACT UP wishes to meetwith the Human Research Committee to discuss the lYIG Protocol051 and 045. It is my understanding that committee member RicPuglia sent a letter protesting the lYIG trial and requestinga meeting with your Human Research Committee, To date, v/e havehad no reply. I have called Dr. Weintraub but my calls werenot returned,

V/'e are concerned v.ath several issues:
1, Use of a placebo in children facing a life threateningdisease,
2, Use of a placebo v/hen non placebo alternatives exist,
5, Use of an lY placebo with potential for infection inchildren who may already be immunosuppressed,
4. Use of a placebo which is unpleasant and stressful whichmay suppress immune function.
5. Fndpoints, Are the endpoints specified? Do the endpointsprovide for unblinding the status of a particular partici¬pant ' s status if the participant's health declines? Iscrossover to getting the drug allov;ed for placebo recipientif their health declines?
6. ATT intolerance. Is ATT toleration determined? Prior tothe start of the trial? Are their endpoints for adminis¬tration of ATT'?
I "nave attached the ..'all Street Journal article on I7ITplacebo trials, ./e share concerns raised in the article. You area./are of the protest ..CT UP "nas called for June 17. -b meetingmay help to establish t"ne facts and resolve, clarify some of theconcerns './e have v.'ith I7IG placebo trials, ACT UP and our TreatmentIssues Committee is diverse in terms, of background and trainingcJtA expertise in medical and TiIPS research matters, .:e are similarin our concern for children with AIDS and HIT,
I may be reached at and committee member IlichelleRoland may be reached at ,

Thanlr;'ou for your consideration.

Hank ,/ilson



DRAFT

Response to Hank Wilson, ACT UP Treatment Issues Committee,letter dated 6/13/89

Note: These responses should be reviewed with Dr. Diane Wara.
476-1736.

Responses to the issues you raised:

1. The Committee on Human Research (CHR) in their review
considered this concern as it would in any clinical research
study. As did the investigators, the CHR thought itessential to have a placebo control since the IVIG treatmentinvolves sufficient risk and costs that it is important toclearly establish its efficacy. The clinical endpoints (forexample, diminished bacterial infection) are imprecise
enough that a control group is essential to minimize the
possibility of falsely concluding that IVIG is acceptabletreatment and thus in the process needlessly subjectinguntold numbers of children to needless risk and discomfortin the future. All participants in the IVIG study willreceive AZT, of course.

2. This is partially addressed in response #1. In the
Committee's opinion, it would be inappropriate not toinclude a placebo treatment. This is further addressed
below.

3. The investigators and others have had experience in the useof albumin infusions in children, including those who were
immunocompromised. Such treatment is well tolerated and
does not appear to produce infection. It should be noted
that the children in the IVIG study are more accuratelydescribed as immunodeficient, not immunosuppressed.

4. Yes, the placebo treatments will be unpleasant and stressful
— more to some, perhaps, than to others, but it is a burdento the young recipients. The CHR considered this in
assessing the risks/benefits of including a placebo
treatment. To omit a placebo group and falsely concludethat IVIG is an effective treatment would in the future
subject countless children to needless, unpleasant, andstressful treatments. The Committee was not aware that
albumin will suppress immune function.

5. Yes, the endpoint is specified: it is number of bacterial
infections. It is unfortunately an imprecise, somewhat
fuzzy endpoint (as compared to, for example, death) but isthe best alternative. Thus, the need for a placebo



comparison group. Yes, there is a provision for unblindingand alternate treatment if any participant's healthdeclines.

Experience thus far is that children tolerate AZT muchbetter than adults. AZT side effects will be closelymonitored. If serious side effects develop, the AZTtreatments will stop for that patient.
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tO' @ UP, fiiaid MondayUiat infants jcies and^bxotocol regafdililOSpjit^'re<!«iving tbe placebo^w^ placed; !t6stihg,'|p^Hd|^|e^m a nwre Kfe-threateningeituaf^n ^ |tinUe^V/inthenanie'pf.re8eai:ch,;^^^^^ |tkm membere.**;^-^^^

g VWe're^M^g -
Tmow i^the dcperiinental drugswill
woi^ at least the babies have
jiaiore of a chance than if they re-.

Kteinbers of ADDS jCoalitioh to3 dontwant babies beoonring sacrifi-' ^

Power <AGT^>^et^"i<344anibs.*' » '
/^rtth Jlneical lesearc^^ IJP «dd
.^^lirtil^piifldJiak^*^^ the hu-ith-dld iiio^arnlfeSl^h'ist^J^ virus, re-

imder^ay at ChiTdren'si the UC "^^^jcbers must.be inore creativeMedici Center in Ssm liVancisco^ pla-'and 30 other hospitals c^x) testii^ methodA**^theiiation. i tMedicd offid^^Tests, are being'%peiyired^ Hoqi^ defend^ testing methodsI4ie l^^onal Institute^ prescribed by theand ^,,^ch|duled^W^ . %payid jfekier,,,,^^ in
of r^^€«P^'and clinical pro- i

, -Under the :^rogram,;^t)i^i^-w^'^ giandttf'''at^^ said proce-pectedFith the AlDS-causing viriih, du^ were ^among the most effec-
;at birth are tested, upon parental th^^in t^tl^ the authenticity ofIdonsdit, withapme iiifants receiv- the treatment protocol"




