
-NEWS & COMMENT 

New Virus Reports Roil Al DS Meeting 
The possibility of a new human immunodeficiency virus dominated news reports from Amsterdam. 

Science brings you a behind-the-scenes account of what happened there 

~ M ~ D A M - - A ~  expensive jamboree.. .an 
activists' platform.. .an annual freebie for 
hundreds of eovernment officials. These are 
the labels tKat have stuck to the Interna- 
tional Conference on AIDS over the ~ a s t  
few years. But 1992 may go down as the year 
when science reclaimed the AIDS confer- 
ence. Leading the parade of highlights: re- 
ports that one or more new retroviruses might 
be causing a disease that's clinically indistin- 
guishable from AIDS. 

The more than 10.000 researchers attend- 
ing the annual gathering-which was held in 
Amsterdam from 19 to 24 July and sponsored 
by Harvard University and a Dutch AIDS 
foundation-weren't scheduled to hear one 
word about the possibility of a new virus. But 
in the wake of a Newsweek article that re- 
counted a dozen cases of people with AIDS 
symptomsbut with no signs of infection by 
HIV-1 or HIV-2-conference organizers 
added what proved to be the meeting's most 
memorable session to discuss these and simi- 
lar cases. The result: a chain reaction that 
within 2 days had led to three separate re- 
ports of possible new human immunodefi- 
ciencv viruses. It was as if the conference hall 
had been hit by "a real super-duper atomic 
bomb," said Anthony Fauci, director of the 
yational Institute of Allergy and Infectious 
Diseases, although Fauci and many other re- 
searchers worried that the still sketchy data 
were being overinterpreted. 

Indeed, as things now stand, the new re- 
ports have raised more questions than they've 
answered. It's not clear whether anvone has 
spotted a radically new virus, or simply an 
HIV variant that's being missed by existing 
tests. And if a new virus exists, is it causing 
immunosuppression, or is it just a harmless 
passenger? But the stakes are high: If there is 
a new agent that can cause AIDS-like dis- 
ease, then there's a danger that it might con- 
taminate the blood supply-although U.S. 
health officials em~hasized that there was no 
evidence right now of any risk. 

Immunologist Jeffrey Laurence of Cornell 
Medical University led off the impromptu 
session, describing five patients who had no 
detectable HIV in their bodies yet had all the 
hallmarks of AIDS, including low numbers 
of the critical CD4 white blood cells and 
Pneumocystis carinii pneumonia infections. 
Four of the five patients had known AIDS 
risk factors, but Laurence wouldn't discuss 
whether he'd found evidence of a new virus 

Puzzling particles. Sudhir Gupta displays a micrograph (closeup on the left) of retroviral par- 
ticles detected in a woman with AIDS-like symptoms, but no sign of HIV infection. 

in any of these people-saying only that his jamming the special session, "Should we have 
group had a paper in press at The Lancet. done this a year ago?" the impassioned reply 

Then James Curran, head of the HIVIAIDS came: "Yes! Yes! Yes!" Suitably chastened, 
program at the U.S. Centers for Disease Con- Curran called for clinicians who have HIV- 
trol (CDC) in Atlanta, said that over the past negative patients with AIDS-like symptoms 
3 vears. CDC has identified six other similar to send details to CDC immediatelv. 
immunbdeficient people, at least three ofwhom 
had known AIDS risk factors. But Curran 
sounded one note of caution after another. No 
lab has vet conclusivelv demonstrated that anv 
of the& patients werk infected with a new 
virus, he said. They might have surfaced just 
because the AIDS era has triggered a tremen- 
dous increase in surveillance for immune dis- 
orders. "Never +fore have so many CD4 tests 
been done in the history of the world," said 
Curran. Even if a new virus was found, he said, 
researchers would still have to prove that it is 
causine the disease. And so far. there doesn't " 
seem to be the clustering of cases by lifestyle or 
locale that would be emcted if the mvsterv , , 
immunodeficiency were caused by a transmis- 
sible agent. 

Alternatives to a virus. Several explana- 
tions were floated to explain what-if it isn't 
a new retrovirus-might be damaging these 
people's immune systems. "Are we dealing 
with an immunosuppressive drug?" asked 
Curran. "Are there any other sources, like an 
underlying tumor or lymphoma?" It could be 
just a hard-to-detect HIV-1 variant, sug- 
gested the Pasteur Institute's Luc Montagnier, 
whose lab first isolated that virus. 

Because of all the uncertainties, CDC had 
made no mention of these cases in its Murbid- 
ity and Mortality Weekly Report, particularly 
since seven similar reports had already ap- 
peared in the literature without causing a 
fuss. But when Curran asked the researchers 

He shouldn't have to wait long for those 
reports. When researchers in the special ses- 
sion audience took to the microphones, sev- 
eral described more patients who'd tested nega- 
tive for HIV yet had developed immunodefi- 
ciencies. The most dramatic revelation came 
from retrovirologist David Ho, head of New 
York's Aaron Diamond AIDS Research Cen- 
ter. Over the past 4 years, Ho and his colleague 
Eric Daar from the University of California, 
Los Angeles, Medical School have identified 
11 patients with low CD4 counts who seem to 
be negative for HIV-1 and HIV-2, both with 
antibody assays and the ultra-sensitive FCR 
(polymerase chain reaction) test. 

The next day, 22 July, speculation about a 
new agent soared even higher when the 
Proceedings of the National Academy of Sci- 
ences (PNAS) lifted the embargo on an up- 
coming article that describes the detection of 
retroviral particles in an immunodeficient 
66-year-old woman and her apparently 
healthy 38-year-old daughter, neither of 
whom had any known risk factors for AIDS. 
In the PNAS paper, Sudhir Gupta from the 
University of California, Irvine-who did not 
attend the Amsterdam meeting-and col- 
leagues report that PCR and antibody tests 
on the mother and daughter revealed no evi- 
dence of infection with any of the known 
human retroviruses. Yet their cells contained 
traces of reverse transcriptase, a key enzyme 
that retroviruses need to propagate them- 
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selves. And when Gupta's team examined 
cells from a n  immortalized CD4 cell line that 
had been exposed to the women's cells, they 
saw viral particles in the cisternae-the flat- 
tened membrane sacs that form a key part of 
the cell's protein synthesizing machinery. 

With the story mushroorning-journal- 
ists began joking that the mystery agent was 
an "MTV," or media transforming virus- 
meeting organizers called a press conference, 
where many researchers said they doubted 
that Gupta's "human intracisternal retroviral 
particles" could be causing AIDS-like symp- 
toms. Max Essex from the Harvard School of 
Public Health said that many cells contain 
similar intracisternal particles that have never 
been linked to disease. His verdict: T h e  odds 
that Gupta has found a new retrovirus are 
"maybe 5% or below." 

Contacted at  his Irvine lab, Gupta stressed 
that he  has not yet established a causal link 
between intracisternal particles and disease. 
"I've reiterated that 10 times over," said 
Gupta, who is attempting to purify the virus 
in sufficient quantities to produce a test that 
can prove causality. 

Still more evidence. The pessimism about 
Gupta's vinls didn't stem the flow of disclo- 
sures at the press conference. Near its close, 
Aaron Diamond's H o  dropped his second 
bombshell, saying that he'd detected reverse 
transcriptase in at least two of his 11 iininuno- 
deficient patients. This enzyme, he claimed, is 
different from those made by HIV-1 and HIV- 
2. "I think there's a vims there," H o  told Sci- 
ence later, adding that the microscopy that will 
provide a definitive answer is allnost coinpleted. 
But Ho still isn't sure if his probable virus is 
linked to the mystery disease, and he hasn't yet 
ruled out the chance that it's a contaminant. 

In the wake ofHo's announcement, CDC's 
Curran revealed yet more tantalizing details. 
Although Cornell's Laurence wasn't at the 
press conference, Curran confirmed that there 
is "potential evidence of viral activity" in 
some of Laurence's five patients. Evidence 
described by Gerald Myers of the Los Alamos 
National Laboratory implies, however, that 
Laurence has found an HIV-1 variant that's 
not detected by standard tests. 

The  dust from last week's meeting will 
likely take months to settle. But for those 
who've written off the international AIDS 
conferences as worthless festivals, consider 
this: During a few days in Amsterdam, C D C  
has learned about more cases of HIV-nega- 
tive people who have AIDS-like symptoms 
than it had detected in the past 3 years. And 
the explosion of scientific interest has also 
led Michael Merson, head of the World 
Health Organization's Global Program on 
AIDS, to launch "a worldwide study of this 
situation" as quickly as possible. Would that 
the response to the first five cases of AIDS 
reported 11 years ago had been so swift. 

-Jon Cohen 

Progress on Other Fronts 
W i t h  reports of a possihlc new 11~11n;ln i~n~r~\ inoi lcf icic~~cy virus stealing the show at the 
Eighth International Conference on AIl lS (see story on page 604), it was easy to forget 
the cst;~blishcd villains: HIV-I and HIV-2. 13ut the ~nccting still had plenty to offer the 
th0u~a1~11s of researchers who arc trying to ii~nJerst;.~ncl HIV infections so that they can 
he prevented or cured-the ccntr;ll issue in AIDS. I-Icre are sotnc of the high points: 

Some HIV strains may be more readily transmitted sexually than others. Chin- 
Yih Ou of the Centers for 1lise:lse (:ontrol rcwortecl that HIV-1s isol;ltcd from 41 neonlc 
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in Thailand segregated into two genetic subtypes. One, designated suhtype A,  appears to 
be trans~nitteii mainlv bv the scxu;il routc: it \vils found in 86%) of the neonle who hiid , , & .  

probably been infcctcd through sexual contact whereas 765% of those infcctcti with 
subtype H were intra\reno~is drug Liscrs. "This iiistribution is not explainahlc by cln;.~nce," 
said Otr. So far, the reasons for the segregation aren't clear, but it may be that subtype A 
fincis it ei~sicr to nass tlirounh the scxu;11 mucosa than s ~ ~ b t v a c  H docs. C:onsistcnt with 

, A  

t-his ide;~, suhtype A is similar to strains from Afric;~, where hetcroscxual sex is the main 
mode of transmission. Suhtvnc B rcscmblcs strains t>rcvalcnt in North America and , . 
E~.~ropc, where contaminated nceclles ;ire an important routc of transmission. 

AZT may only work for people who have less pathogenic HIV strains. It's bccn 
known for years t h ; ~ t  some str:lins of I-IIV c;~usc syiicyti~~-cl~umps of f~~si'ii white blood 
cells that cluickly die. But il;ltn released in Amsterdam revealed that only people infected 
with strains that. don't form sytncytia-,uld arc prcs~imahly less pathogenic-respond to 
AZT. Frank Miede~n;~ of the Central L;lboratory of the Net11crl;lnds Kcd Cross Blood 
T ~ ~ n s f ~ ~ s i o l i  Service recently ci)mplctcd a 2-year, iloublc-blind, placcbo-controllcd clinical 
trial of AZT in 52 I~IIV-positive asy~nptom;rtic people. None of the 20 people who were 
infcctcd \\rich nonsyncytia-induci~lg HlV anit took AZT developed f~lll-hlown AIDS- 
colnp:lred \+lit11 six of 18 in thc no-drug control grollp. Only 12 ofMicdclri;ils subjects had 
syncytia-inducing HIV, too few for hitn to do reliahlc st:ltistics, nut a scp;lriitc study from 
Rurro~iglns Wellcome, AZT's manuf;~cr:urcr, finlnil tlxit the iirug didn't help peolde infectcii 
hy syncytia-indilcii~g HIV. The Burroughs st~ldy ~natchcd 17 I-IIV posit.ivc patients who 
h ; ~ i  taken AZT for 3 years without progressing to AIDS with another 17 who hail, despite 
;11so t;lI<inc the ~Iruc. .111:1ll hut one ofthc t>nirs, thc nrc.~rrcssor was infccteii with a strain th;~t . ,, 

induces syncytia and the nonprogrcssor \vitl~ one that doesn't. 
San Francisco (;enera1 Mospit;ll's I';III~ Volbcrding, who's head of the International 

AIDS Society, was pmticu1;lrly i~~~prcssccl with thcsc studies. Thc story looks "very 
convincing," hc: saiii. Hut ~ u ~ t i l  larger studies confirm these initial findings, Micde~na 
said that hc's rcltlctant to ;idvise people wit-h syncyti;l-inililcing I IIV not t-o talte AZT- 
although llc suggcstcci t h ; ~ t  they should comhinc it with another antirctroviral ilrug. 

Some people who have no HIV antibodies may still have encountered the virus. 
Im~n~~nc~logist  Gene Shearer of the National Cancer 1nst:it~ltc has identified 49 high-risk 
lxople without detcct;ll>le antibodies to HIV, hut whose T-cells heha\;c 21s if they've seen 
the virus before. Shearer offered an  cxplat~ation for thc paradox: The TH1-TH2 theory, 
which holds that TI I1 cclls. which stimu1;itc the nrod~lction ofcvtotoxic T-cells. and TH2 
cclls, which trigger nntiboc& production, s ~ ~ ~ ~ ~ r c . $ ' w c c h  other. l i  Shearer is sigh;, his HIV 
scronczativc ~3conle m:lv be rnore resist;~nt to infection ~ C C ; I L I S C  tl~cv're locked into thcTkI 1 

L ,  

state a;;cl are fighting tl;c virus through cellular immunity. 
This is soherinn news for i ~ ~ s t  ahout cvcrv I11V vaccine devcloocr-as it follows that 

hoosting producti;;n of nntil;ldics to MIV, the standard v;~ccinc a'pproach, may actually 
undcrminc ~>rotection. One cxccntion, however, is 1o1x1s Salk, from C:alifornials Im- . , 

mune Response Gorp., who ~n;ldc ;I big spl;lsh at the meeting when he ;iinnounced that 
hc's vvorlting on a prcveiltivc appro;ich building fro111 Shearer's idc;is. 

Vaccine therapy may be able to reduce the amount of HIV in infected'people. 
Robert Redfield of the Walter Iiced Arnly Institute of Rese;~rch claimed that hc's reduced 
the amount of I IIV in the blooil cclls of infected people who h;lvc hccn treated for 2 years 
with 21 vi~ccine ~n;lcie irorn the I-IIV s ~ i r ~ l c c  protein gpl GO. In Inore than 85% of the treated 
patients, liedfield foilnd that thr  a~rlclirnt of virus in their hlood cclls had stabilized or 
dccre:lscil. Redfield h;id no p1;lccbo controls, l ~ t  47% of ;i nontrcated group of 19 par:ients 
showcil an  iucrcasc in HIV. "If it is a drop in viral load," said Nat ional I~ls~itiltc (of Allergy 
and Infectio~~s 1)isc:lses director Anthony F;luci, "tl~at's very signific;~nt." Bilt hc cautic~ncd 
that HIV decreases in the ~ ,c r i~hera l  blooJ mnv not be matched bv dccrcnscs in the & .  
lymphatic systeni-especially during the first few years following infection. The  jury is 
now out, pending the I-csults of ;I large clinical trial that's already un~ler way. 

-J.C. 
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