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Merck Plans to Test AIDS Vaccines in Humans
By Michael Waldholz

Sta// Reporter of The Wall Street Jouhnai.

As the AIDS pandemic spreads largely
unabated outside the U.S., public-health offi
cials have been waitinghopefully fora break
through in the development of a vaccine.

Now Merck & Co., after numerous

DRUGS

years of effort and failed attempts, ap
pears to have made one.

Merck scientists are laying plans to be
gin the first human tests of two promising
experimental vaccines developed as part of
an intense top-secret research effort.

Merck's top vaccine-research executive, in
a telephone interview this week, confirmed
the vaccines' existence and the company's
plans to begin administering them in a
small number of healthy, uninfected volun
teers by year's end.

The official, Emilio Emini, said he
didn't want to raise undue expectations.
He said the human tests will be undertaken
simply to help Merck scientists determine
if the vaccines can produce in people the
kind of immune-system reaction generated
in animal studies. Those studies them
selves are so preliminary that the company
hasn't completed their analysis, or pre
sented their results to the AIDS-vaccine re
search community, Dr. Emini noted.

Still, researchers familiar with the pro
ject say that if Merck's vaccines produce a
powerful immune reaction, the company is
capable of swiftly embarking upon larger
trials. Merck, based in Whitehouse Sta
tion, N.J., is one of the world's premier
commercial vaccine makers.

"The studies are designed to help us
quickly see if we are on the right track,"
said Dr. Emini, director of Merck's infec
tious-disease research operations. He
added: "We are at the point in our research
where we need to know if they will trigger
the response in people we've seen in ani
mals. And the only way to learn that is by
giving them to people." Still, Merck is un
certain if the Immune response it has gen

erated in animals is of the type that will
protect people against infection.

Several other companies are testing
prototype vaccines in large and small trials
in the U.S. and abroad. But one of the
Merck vaccines will be among the first of a
class of so-called "naked DNA" vaccines
for HIV to go into humans. These are vac
cines composed of a gene or genes ex
tracted from the virus. No naked DNA vac
cines yet exist, and Merck and others have
to date been unsuccessful in testing such
agents against the flu and other microbes.

Merck declined to provide much detail
about the AIDS vaccines. Rumors of the
company's testing plans have surfaced in
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the last week or so, and "mited informa
tion about them has been shared with some
research groups ana research physicians
who will helpconduct the small trials. In
formationfromscientists familiar withthe
company's program suggests thatMerck's
effo^ incorporate the latest technology
andknowledge emerging inrecent months
about what's needed to produce a protec
tive response in people.

"What'sexciting and important is that
Merck believes it's far enough alongtotest
somethmg," says Margaret Johnston, as-,
sistant director for AIDS-vacclne research
at thefederal government's National Insti
tuteofAllergies andInfectious Diseases .
"It'sgood tosee Merck involved, and test
ing anapproach that is right now thought
to be on the cutting edge."

Specifically, Merck wants to see if its
DNAvaccine can stimulate the immunesys-

Emilio Emini, Merck's
top vaccine-research
executive, says he
doesn't want to raise
undue expectations.

said that in monkey studies, the altered
DNA induced a stronger and longer T-cell
response thanothertestvaccines. Dr.Em
ini confirmed Mr. Gold's account.

Recent research, however, suggests
that a DNAvaccine alone likely won't be.
powerful enough tofully protect against in
fection.Asa result, Merckconfirmsthat it
also will test a vacdne in which bits of the
virus are inserted into a defused animal or
human virus. The company declined to
identify thecomposition ofitsvirus-based
vaccine. "The current sense is that a vac
cine against AIDS will require a combina
tion ofa DNAvaccine to prime the immune
system followed bya booster ofa vaccine
involving another virus," says Dr. John
stonofthe government's NIAID.
• Indeed, several weeks ago Pasteur
Merieux Connaught, the vaccine-making
unit of the French drug company Rhone-
Poulenc SA, reported results of a phase-
two test of vaccine in which parts of the
AIDS virus are inserted into a weakened
virus that causes canarypox,a bird virus.
Michel Klein, who directs Pasteur
Merieux's HIV-vaccine effort, says the
company's test vaccine produced some T-
cell response, andit expects totestthevac
cinefurther. Thecompany alsois develop
inga DNA vaccine. Dr.Klein says.

tem to release white blood cells often re
ferred to as killeror cytotoxic T-cells. Re
cent studies by several other research
groups show that people exposed to HIV, the
virus that causes AIDS, whoproduce large
amounts ofkiller T-cells andothersoKalled
helper T-cells are able to keep the disease in
check. Additional recentstudiesinmonkeys
show that triggering such T-cells canalso
keep the virus atbay for limited periods.

Dr. Bmini saysanimal studies Merck is
conducting show that the company has
beenableto makea DNA vaccine that can
prompt akiller and helper T-cell response.
The company's trials aredesigned to see if
thesamebiological response occurs inhu
mans, a test that could be accomplished
within a few months.

Thehuman trial willbe watchedclosely
by AIDS-vacclne researchers because It
will provide a critical test of whether DNA
vaccines are useful. Mostother experimen
tal vaccines have produced antibodies
against HIV that, while able to neutralize
thevirusoutsideofinfectedcells,don't ap
pear tobe powerful enough to overcome In
fection. Scientists are hopeful about the
DNA approach because such vaccines also
stimulate a cascade ofT-cellsthat are able
to target and destroy virus particles that
enter the cellsduringa viral infection.

The trick In making a DNA vaccine,
however, is Identifying which genes from
HIV toputmto the vaccine. While Merck
declined todisclose thegeneor genes it is
using. Dr. Emini confirmed that thecom
pany Is using genetic material from the
virusthat it has alteredInan efforttoelicit
a desu-ed response.

Information about Merck's efforts will
appear inthe soon-to-be-publlshed August
newsletterof the InternationalAIDS Vac
cine Initiative, a private New York organi
zation thatpromotes vaccine development.
David Gold, who monitors AIDS-vacclne
research for the organization, will report
that Merckhas been able to "humanize"
the "genes, making the DNA produce a
more powerful immune response thanhas
been produced in anyprevious efforts by
Merck or others.

Mr.Gold willalsoreport that at a recent
mnafinrr nf va<<pinp rpsparrhefS. Merck


