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A Thai technician works on blood
samples of test volunteers last month
at a laboratory in Bangkok

Researchers from the U S Army
and Thailand announced last month
they had found the first vaccine that
provided some protection against
HIV But a second analysis of the
105 million study not disclosed

publicly suggests the results may
have been a fluke according toAIDS
scientists who have seen it

The second analysis which is
considered a vital component of
any vaccine study shows the re
sults weren t statistically signifi
cant these scientists said In other
words it indicates that the results
could have been due to chance and

that the vaccine may not be effec
tive

The additional data were avail

able to the researchers on Sept 24
when they announced the trial re
sults but they chose not to disclose
them said Jerome Kim a scientist
with the U S Army who was in
volved in the study News of the sec
ond analysis was first reported on
the Web site of Science magazine
but the story didn t provide specific
data Full details of the trial are to
be aired at anAIDS meeting in Paris
that starts Oct 19

The incomplete disclosure
raises the question of whether the
Army the Thai government and the
U S National Institutes of Health—
which helped fund the study
rushed to give a positive spin to
what may turn out to be another in
conclusive AIDS vaccine effort

We thought very hard about
how to provide the clearest most
honest message Dr Kim said We
stand by the fact that this is a vac
cine with a modest protective ef
fect He called the trial results
complex
Anthony Fauci director of the

National Institute ofAllergy and In
fectious Diseases the part of the
NIH that overseesAIDS research de
clined to comment

The studywas criticized as point
less by some AIDS scientists when it
was launched three years ago be
cause it combined a failed vaccine
with one widely thought to have lit
tle chance ofsuccess Itwas the larg
est HIV vaccine trial ever con
ducted with more than 16 000 par
ticipants in Thailand

Some AIDS researchers and ac
tivists whohave learned ofthe addi
tional data still think the vaccine
shows promise and should be inves
tigated further But theyworry that
not disclosing the study transpar
ently will cause people to conclude
the vaccine trial was a failure and
undermine support for more re
search

I would have preferred to have
seen both results straight up It
might spring back on them and that
would be unfortunate said Mitch
ellWarren executive director of the
AIDS Vaccine Advocacy Coalition in
New York

About 33 million people were liv
ingwithHIVworld wide in 2007 ac
cording to the latest United Nations
statistics About two million people
died from AIDS that year There
have been more than 100 HIV vac
cine trials since 1987 None had suc
ceeded until the latest Thai trial

The results announced last
monthwere based on a modified in
tent to treat analysis which in

cludes virtually everyone who en
rolled in the study regardless of
whether they ended up getting the
full course of the vaccine It is a
good stand in for the real world
where people don t always follow in
structions properly By this mea
sure the vaccine tested in Thailand
reduced by 31 the chance of infec
tion with HIV the AIDS causing im
munodeficiency virus

But the result was derived from
a small number of actual HIV cases
New infections occurred in 51 of the
8 197 people who got the vaccine
comparedwith 74 ofthe 8 198 volun
teers who got placebo shots Statis
tical calculations showed there was
a 3 9 probability that chance ac
counted for the difference In drug
andvaccine trials anything above a
5 probability of a chance result is
deemed statistically insignificant

The second analysis is called
per protocol and adheres strictly
to how the trial was designed by in
cluding only the study participants
who got the full regimen of vaccine
shots at the right time Because it ex
cludes study participants who
didn t get the full vaccine regimen
it usually provides corroboration to
the looser intent to treat findings

Two AIDS scientists who have
seen the per protocol analysis
said it indicates there is a 16
chance the study results were a
fluke—a far greater probability
than is considered statistically ac
ceptable This analysis included 86
peoplewho received either the vac
cine or a placebo and were infected
The per protocol analysis also
showed that the supposed effective
ness was lower at 26 2 Dr Kim of
the U S Army declined to comment

on the data It isn t clear why the
vaccine was seemingly ineffective
among participants who followed
the guidelines to the letter

These anomalous results
sparked discussion last week at a
meeting of the Center for HIV AIDS
Vaccine Immunology in Durham
N C The group is made up of a team
of universities and academic medi
cal centers established by the NIH
to help vaccine design and develop
ment

1 think in general it s best to lay
out as much data as possible said
Barton Haynes director of the cen
ter and an HIV vaccine expert at
Duke University who was at the
meeting This is a very difficult sit
uation for everyone and we ll have
to wait until all the data are re
leased so we can drill down into it

When drug or vaccine trials re

sults are disclosed it is common for
investigators to simultaneously pro
vide per protocol and intent to
treat data For example when
Merck Co announced the details
of its failed HIV vaccine trial in
2007 the Whitehouse Station N J
company provided both sets of sta
tistics at the same time

In September the AIDS Vaccine
Advocacy Coalition published a re
port in anticipation of the Thai re
sults that noted The safest route
is to report both PP per protocol
and ITT intent to treat and to ana
lyze the difference

In January 2004 a group of 22
scientists in article in thejournal Sci
ence noted that one component of
the Thai vaccine a primer dose
made bySanofi Pasteur a division of
Sanofi Aventis SA of France was
poor at triggering an immune re
sponse They also pointed out that
trials of the second component of
the Thai vaccine a booster compo
nent now licensed to Global Solu
tions for Infectious Diseases of
South San Francisco Calif had
been proved to be completely inca
pable of preventing or ameliorating
HIV 1 infection

They added One price for repet
itive failure could be crucial erosion
by the public and politicians in our
capability ofdeveloping an effective
AIDS vaccine collectively
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