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AIDS — THE FIRST 20 YEARS

KENT A. SEFKOWITZ, M.D.

HE disease now known as the acquired immu-

nodeficiency syndrome, or AIDS, was first re-

ported 20 years ago this week in the Morted-
sty and Mortalsty l-i"'m&{y Repart under the quiet tithe

neumonia — Los Anpeles.™ The de-

Irlptmﬂr the lead article; thar distinction went
o a report of dengue infections in vacaiKMers retum-
ing to the United States from the Canbbean.

Mot even the most pessimistic reader could have
anncipated the scope and scake the epademc would as-

sume two decades later. By December 2000, 21.8 mil-
lion people worldwide had died of the disease, includ-

ing more Amencans (438,795) than died in World
‘i'hfh [ and World War 11 combined.2 This arncle re-

views the many important developments in the first
200 years of AIDS.

EARLY YEARS: FREE FALL
The initial report described five young homosex-

ual men in whom a rare disease, CRFInLE
pneumona, and other unusual infections had devel-
oped. Each had abnormal ratios of lymphocyte sub-
groups and was actively shedding cyromegalovirus.
This report was followed guickly by more senes, and
within a few months, the basic cuthine of the epsdem-
ic was established {Table 1). Although the disease was
first encountered in homosexual men and injection-
drug users, the nsk groups soon included Hairlans,®
transfusion recipients, including those with hemo-
philia =" infanis.M! femabe sexoal contacts of infected
meen, 312 pri*_-'.{:-n:rza,'-" and Afnicans.1®

Additional opportumsiic complications were soon
described, including mycobacrenal infecrions, toxo-
plasmosis, invasive fungal nfections, Kaposi's sarcoma,
and non-Hodgkins lymphoma. The working defimi-
o for AIDS, developed by the Centers for Disease
Control,2! has required just a single revision in the
past decade. 2

Causation

In the early years, there were numerous theones re-
garding the cause of AIDS, many of which now seem
eccentric. The evidence that the disease was caused by
cytomegabovirus, as posited in the early reports, ' was
straightforward: groups with the new immunodefi-
cency had extremely high rates of infecoon with cy-
tomegalovirus, a potentally immunosuppressive virus.
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Some hypothesized that the virus had inexplicably be-
come more virulent. Yet this theory failed o account
for all cases, and attention tumed elsewhere.

A case was made for atmibuting causality to amyl
nitrite, a prescripiion drog, and to soboryl nitrice, a
closely relared chemical marketed as a mom deodor-
izer.® Both were used as sexual stimulants but were
also known immunosuppressive agents. This theory
had scennfic plausibility and suggested a simple solu-
rion. But soon cases were reported among nonusers.

A sophisticated theory developed around the notion
thar n:|:|-|:-.11'-:|:| exposure to another’s sperm could trig-

BT an immune response, resulting in a condition re-
sembling chronic _I:.I':]ﬁ' versus-host disease and, ulo-

mately, oppormunisic infections.® Another hype :l'I.'l'.II:'.-TIE
invoked a general overloading of the immune system

— a sort of ph],'sml-::jrlc:ll battle fanigne in which the
immune system simply wore out 2637 Ourside the sc-
entific community, there were suggestions thar the
disease was a pumshment for homosexual men and
injection-drug users 2

A nowel viral cause of the disease was only one of
many plausible theories in the early years. It was fa-
vored by those familiar with the epidemiology of
hepantis B infecnion,®230 whch affected the same
groups, and by those who worked with animal rerro-
viruses. Feline keukemia virus had been descnibed in
the 19705 as a cause of general immunodeficiency (the
“fading-kitten syndrome™) and was associated with
lymphoma and leukemia as well. 3132 For the research-
ers in this field, the notion that a3 human retrovirus
might cause a similar syndrome was a smple intellec-
tual leap.

Monetheless, doubt about a viral cause persisted un-
til the acrual virus was detecred, ' confirmatory stud-
s were performed,'® and the reports of transmission
through blood and blood products became too nu-
meerous to ignone.% The complicared and rivalrous soo-
ry thar culminared in the isolarion of the virus has been
well descnibed. High-stakes scientific inguiry has sel-
dom been placed in a less arrractive light.
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TABLE 1. IMPOBRTANT IDATES IN THE FIRST IMECADE OF THE AIDS EFnesac.

O Rero=TED: EveMT

June 5, 1981 § (ames of Porssesryny (@rimdd prumonil m
homosexsual men'

luly 3, 19E] 26 Addivional cases ol new immunodeficency
gyndrome®

June 18, 1932 Clusier in southem Calilomias

July &, 1932 Initial cases in 34 Haiiams

luly la, 1982 Initial cases in 3 persons with hemophaliz®

Sepiember 24, 1982

Term “acquired immune deliciency syndrome™
{AIDS) used lor firm Gme

(oioher 982 G Cazes in women reponed, mcluding | winh
anly heserosexual sxposure?
Nowvember &, 982 I'recaminns published 1or dinical and 1aboraio

Becember 10, 1952
December 17, 1582

Iy =l
Initial iansision relaed case, in an i
Ininial wervically rransminied cases repomed in
4 inanis"

lammary 7, 1983 Repon of heserosexual mamsmssion o 1 ke
male pareners of injection drug wsers=

lammary 7, 1983 Iniial cases an 14 prisoners=

March 4, 1983 CDC releames preveniion recommendacions®

March 19, 1983 Ininial cases in 5 persons from Ceneral Adnca™

May 30, 1983 Isnlarion od a wirus. iom 2 patiem with AITS-

July 15, 1982 Rapon ol 4 posbly ocoupaikmal cases among,

Sepiember 22, 1983

health care workers™
Iniacrion conerol guidedines published ior cane
ol paiems with AITRS=

lammary 13, 1984 AT vabuslaned as “novifiable disease™ for fira
(

May 4, 1964 Fl::!:ﬂl-lh-u:l'l:-l of HTLY [l in panicms a

March 1985 I-'D.T.lppmum-rur'nl 1est i dewe HIV

1%En G provides working definicion of AlTS

1986 Al Chmcal Trials Group esiabiished by NIH

March 1987 FDDa apperves AT (adovadine)

Inmial repon
(:ases in New York and (Calitornia

Fars repon thar “infecious agemis [may be|
sexually vransmiped™

Maode oi Innamssion unclear

Possibitivy of 1ammed blood ssppily

Term coined & July 1981 meering, replacing,
“gay reltaed immune deficency™ [(RITY

Farsi possibly heverosexually cransmined case

“Tanems resembie the disiibmion and modes
ol spread ol heparis B™

Funher evidence of 1amed blood sspply

Reponed 2 “Presible tha these infams had
AlDs”

SHuppons indrcious apem bypochesis™

(iiven known rsk groups, OCOUNFENCE in prs
oners “might have been amicipaned™

CGirnups a1 rek advised noa 10 donaee hinod

“Rlack Alricans may be another growp predis
posad 1o AITST

Revrovirus betongs en HTLY group, ban is
“clearly disuinc Irom each previows solae™
proeen

“Measures conssren with 1hose suggesied for
prevemion of hepaiiis B should be (ol
hrweed”

25 (ases rponied in firs week

SHTLVY I may be the primary camse of
AlDS™

Tremendous impa on pariems @ sk and
blocd supply

Uipdared n 1993

Mow larpesi clinical irials group in che [mined
S1mes

Firm dnsg, acvive againa HIV

S denmes Ceanpers lor Desease Coperol, FIRA Food and [

rug Adminsiracion, HIV human immunsdeficiency v

rus, TV human T cell iymphatropic virus, and NIH Masonal Imszinmes ol Fleahih
t1Fach quosed siaemem i irom the relerence: cied under 1he corresponding Reponed Fveni.

The delay on the pant of some in accepting a novel
viral cause may appear puzzling now, bur invesnga-
tors may have been intimidated by the enormons im-

scations thar a new virus would carmy for blood bank-
ng, the safety of health care workers, and the overall
public health. There was also a hesitancy, particulardy
among those ourside the medical community, 1o ac-
knowledpe that the infectiion could be ad thmuﬂ
heterosexnal contact. Indeed, many preferred to inw
any but the obvious cause. The spread of the disease
in Hain, for example, was postulated to be a result of
voodoo pracoces rather than heterosexnal sex.® To-
day, most human immunodeficiency viras ( HIV) in-
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fections in the world denve from heterosexual trans-
mission — a fact thar 1s stll overlooked by many.
In some quarters, doubt persists that HIV causes
AIDS. One prominent dissident has theorized that
the disease nocurs because of long-term use of recre-
ational drugs and is exacerbared by nucleoside ana-

lopues given as treatment.3 The improvements that

have been made in antiviral therapies for HIV disease
have, paradoxically, only intensified the debate 3534

Treatment

Recent advances in therapy have obscured the dif
ficult and often demoralizing character of the early
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years of therapies for HIV. As the 19805 wore on, a
hard-boaled faralism settled in. Although patients and
physicians did their best, they were all just playing our
the same grnim script.

Many of the agents thar were smdied in the first
years of the epidemic are shown in Table 2. The list

is incomplete; dozens and possibly hundreds of oth-
er concoctions were tmed. The story for most was

remarkably similar: a few patients in S5an Francisco,
Luos Angeles, or New York took a certain medication;

some felt berter; a few had improvements in CD4 cell
counts. With the first whisper of encouragement, oth-
ers joined in, a clinkcal tmal was organized, and an-
other grear hope was born.

After the intense excitement came tempered opti-
mism, then fading expecrations, and fimally an un-
sentimental assignment of the trearment o the scrap
heap. Two agents, compound () (Chinese cucomber
plant roor)® and peptide T3 are particularly repre-
sentative. Each was brefly the darling of the emerging
community of patients and activists seeking an effec-
tive therapy, but each moved slowly intoe formal clin-
ical mals, prompiing parients to cnncize the medscal-
industrnal complex as uncaring and uncooperarive. *
When studied, neither drug proved o be effective.

The growing sense of despair and frustration
opened the door for charlatans. A typical frandulent
therapy was MM-1, promoted by an Egyptian rectal
surgeon with “unbelievable claims of cure,” bur sup-
port for the claims was never presented . * The cost
of the therapy, however, was presented: $75,000, in-
duding the mp to Zaire, where the trearment was ad-

THE LATE 1980s: SLOW PROGRESS
Onece a retnovirus had been identified, the search be-

for agents that might act on reverse transcriprase,

ﬁ:c“tnz_lr'mt necessary for transcribing HIV RNA o
DNA. To study potential therapies, the Nanonal In-
stitutes of Health {NIH) organized the AIDS Clin-
ical Trals Group (ACTG) in 1986. Since its inception,
the ACTG has systemancally studied dozens of can-
didate therapies in adults and chaldren. This research,
along with tnals sponsored by pharmaceurical com-
panies, has led o the corrent guidelines thar advocate
triple-drug therapy. 8

ZLdovadine (earlier known as azidothymidine, or
ALT) was among the earliest compounds tested*
and, in 1987, became the first drug approved for the

rreatment of AIDS. Afrer initial exuberance, many in
the community of AIDS patients murned against the
drug * They came to see its promotion as an almost
hostile act on the part of the NIH, Burroughs Yell-
come, and trearing physicians. Accusations abounded
that cheap and simpke rearments had been overlooked

in favor of a mediocre, costhy, and toxic agent. Panients
soon claimed thar everyone they knew who ook zado-

vudine was dead — snll a famibiar lameni.
This was the time of greatest tension berween the

community of patients and the medical establish-
ment.® There was discond about acoess o smady drugs,
protoo selection, design, and interpretation, and per-
haps most of all, the overall pace and sincenity of sci-
entific investigarion. Even the bedrock concept of the
placebo-controlled tmal became a point of contention,

because it struck many as unethical.

ministered. Progress was very slow in the years after the ap-
TABLE 2. FARLY THERAPIES FOR THE MANAGEMENT OF TTIV INFECTION.

D=L SouRE PoSSELE MECHAMSM FRDMNGS CDEBERT

Puraive amtiviral drugs

Compound () Chimese cucumber Emers macrophage o erdicae Inetlecive Increase of | (D4 cell per cubic
Moo Virne miilimeter per momh

Fepuide T Syniheric Comperiirve recepeor blockade™  Mewer published Trials convinue for HI1V retaed

irTee impai
AL 7l jaceve Gpids 721 Hen's egg yolis Desiahilves cell membrane Ineliecriwesr Tranmem weight gan
ki)

Soluble (04 Symhenic Comperiive recepeor blockade Ineliecyieese Mo oral form

Dexiran sublase Symhenic Amcoagulam, blocks aiachmem  Inellecive Mo abemorbed orally

Furarive immune modilarors

[soprinosine Syniheric Immume simulaion., possible Minimally efleciivess  Prolonged conerowersy reganding

antiviral activiny ellicacy

[mu hinl Meal chdaorsmilar  Modulaes T cell dillerenmaion Inellecrvess [mvesigaiors “ise i
1o dsuliram | dinsg, | shoukd be disconinmed ™

Amplipen Ammense RMNA Fnhancemen of killer cells Inefiecrmme+ Prodonged conerowersy reganding

ellicacy
Imreg 1 Syniheric Enhanced produciion ol imer Minimally efleciive®™  Prolongad conerowersy i
leron, inperieukm 2 elficacy; slower CIM call de
orease with drog
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