




















I felt was appropriate. He stated that if I did not do the analysis
his way he would go to someone else who would. I reported the
incident to Mr. Lowe. Dr. Vahey latter told me she was present with
LTC Redfield (in his office) when he called me ; that she overheard
the entire conversation and shortly thereafter she told COL Burke
about the conversation.

Shortly after this, I talked to MAJ John McNeil who worked for
LTC Brundage at WRAIR to discuss the PCR data analysis issues,
e.g., who did the analysis for Amsterdam, etc. It was my impression
from him that LTC Redfield had told LTC Brundage and him prior to
Ansterdam that there were no significant findings for the PCR data
and both were surprised by the Amsterdam presentation.

On 20 August 92, I took my memo detailing the analysis and
results of it to Dr. Vahey’s office on Gude Drive. While I was
there, COL Burke came in to discuss the memo with us. He asked for
additional analyses, in particular, of the data from the 15
patients that were presented in Amsterdam. He had been told by LTC
Redfield that they were the first 15 sequential patients that
entered the study. I completed the analysis on the first 15
sequential patients that entered the study who had PCR copy data
and gave a memo stating how the' analysis was done and the results
of the analysis to Dr. Vahey on 21 August 92.

Approximately during the time-frame of 21-28 August 92, I had
a telephone conversation with COL Burke and LTC Brundage. We
discussed the issue of LTC Brundage analyzing the PCR data and I
did not object. LTC Brundage came to my office to pick up the PCR
data sets and we talked about the PCR analyses and I gave him a
copy of my 20 August 92 memo. We discussed the fact that some of
the gpl160 Phase I patients were taking AZT. It appeared to me that
LTC Brundage did not know that some of the gpl160 Phase I patients
were on AZT. LTC Brundage told me that he did not analyze the data
for the Amsterdam presentation and his impression was that there
was no significant finding with respect to the viral burden
analysis prior to Amsterdam.

During approximately the same time-frame COL Burke came to my
office to review all the analyses that I had done for the gpl60
Phase I trial; I also showed him the gpl20 Phase I trial analyses
as well. We talked about the CD4 count stabilization issue and I
showed him the longitudinal CD4 count plots per patient that I
generate monthly for LTC Redfield. [ The same set of plots were
shown to COL Dangerfield; I gave the set to COL Dangerfield.] I
also showed him the CD4 count longitudinal profiles superimposed
and he noted that the CD4 count profiles were, on average, slightly
better than what would be expected for natural history patients. It
appeared to me, that he did not know, until I showed him, that, on
average, the CD4 count longitudinal profiles of the gpl160 Phase I
patients were not stabilizing. We also discussed the fact that some
of the gpl60 Phase I patients were taking AZT. It appeared to me
that COL Burke did not know that some of the gpl60 Phase I patients
were on AZT.



On 28 August 92, there was a meeting in COL Burke’s office to
discuss what should be presented and said at the Chantilly 5th
Annual Meeting of the National Cooperative Vaccine Development
Group for AIDS. Present at the meeting were: COL Burke, LTCs
Redfield and Brundage, Dr. Vahey and I. At this meeting, LTC
Brundage presented his analysis of the PCR data which validated the
findings of my 20 August 92 memo. I presented my 28 August 92 memo
which dealt with the additional analyses that COL Burke had asked
for on 20 August 92. With respect to LTC Redfield’s method of
analysis which was used for the Amsterdam viral burden
presentation, a consensus was reached at the meeting on tie
following points: 1.) CD4 adjustment of PCR data was nut
appropriate, 2.) use of a half log criterion was not appropriat ,
3.) the comparison group used was not appropriate, 4.) t
statements made by LTC Redfield in Amsterdam regarding viral burdcn
were not correct, and 5.) all the patients should be used in the
analysis. LTC Redfield admitted that his analysis in Amsterdam was
not appropriate.

There was a meeting of all ranking MMCARR members at the
Jackson Foundation main office, 1401 Rockville Pike, on 15
September 92. At this time, LTC Redfield again admitted that lLis
statistical analyses and interpretation of PCR data at Amstercdam
were inappropriate and that the analyses performed by LTC Brundage
and I were correct. LTC Redfield asked me at the end of this
meeting to attend with him that same evening a meeting of the NIH
AIDS Vaccine Evaluation Group (AVEG) to address their concern that
the increases in viral PCR copies, shown on Dr. Vahey'’s poster at
Chantilly, may be caused by the gpl160 vaccine. I explained to Dr.
Patricia Fast and the group that there appeared to be no
deterministic "post-immunization effect." The "post-immunization
effect", assuming that there was no lag effect, appeared to be
random. [The data provided to me for analysis would not allow one
to determine if there was a lag effect.] However, I also stated
that safety concerns with respect to increases in viral PCR copies
could never be addressed based on the data that was collected.

During the week of 16 October 92, I was called by the press
and an outside individual and told that my 20 August 92 memo was in
their possession. I do not know how these people received the memo.
I am not very pleased with the fact that someone released my memo
to individuals outside the MMCARR. There is no way to tell who
leaked the memo because it was widely disseminated internally. I
told Mr. Lowe about the calls and he notified COL Burke.

That afternoon LTCs Redfield and Birx, Drs. Vahey and
Wohlhieter, Mr. Lowe and Mr. Peterson, and I met with COL Burke in
his office to discuss what should be said to the press. LTC
Redfield stated that the findings presented in my 20 August 92 memo
would be the ones he would present. LTC Birx was upset that I had
confirmed to the press that the memo was authentic. Later in this
meeting she noted that the 15 patients presented by LTC Redfield at
Amsterdam were not the first 15 sequential patients. Also during




this meeting LTC Redfield stated that he never said in Amsterdam
that the viral burden went down, that he was misquoted by the
press. It should be noted that LTC Redfield also made similar
statements prior to and after this meeting. [I had mentioned during
this meeting that the member of the press who called me stated that
LTC Redfield stated at Amsterdam that the virus was reduced in his
gpl160 Phase I patients.]) Subsequently, in November, the CBS Evening
News showed a video tape of LTC Redfield’s presentation at
Amsterdam and his comments after the presentation. On the video
tape LTC Redfield stated that the, virus goes down,..that it is
significant, reproducible, etc. [I showed a VHS copy of the CBS
Evening News segment to COL Dangerfield and gave him a copy of it.])
It should also be noted that LTC Redfield showed during his
Amsterdam presentation a slide showing the results of his 1/2 log
change analysis (his viral burden analysis). On this slide he
presented p-values which indicated that the portrayed reduction in
viral PCR copies was statistically significant [I gave a copy of
this slide to COL Dangerfield].

At this point I would like to discuss some of my concerns with
how the gp160 Phase I CD4 count and viral burden data are presented
and/or are analyzed.

The problems with LTC Redfield’s presentation of CD4 counts
are: 1.) Instead of using the actual data, moving averages of five
or seven are used. Moving averages do not represent the reality of
the CD4 counts [This became evident when the original preliminary
versions of the NEJM Figure 4 were re-created by my department.
Moving averages of three, five, and seven were used to develop
three versions of Figure 4: one version based on the use of moving
averages of three, one version based on moving averages of five,
and one version based on moving averages of seven. Each version
generated a different set of percent change in mean CD4 count
curves, with the version generated by the moving averages of seven
giving the most dramatic separation in the responders and non-
responders curves. I was told that prior to submitting the
manuscript to NEJM, LTC Redfield reviewed the original preliminary
versions and chose the moving averages of seven version. This was
the version published in the NEJM].; 2.) Summarizing data at each
time point (e.g., percent change in mean CD4 count) for each
group[responders versus non-responders] and connecting these
summarized data points to give the impression of a longitudinal
profile (an example of this is Figure 4 in the NEJM article) [Note:
It is the opinion of my department that this sort of presentation
of CD4 counts is inappropriate because it really does not consider
the true longitudinal CD4 count profile of each individual patient;
one can summarize these individual 1longitudinal profiles for
statistical comparisons between groups (e.g., responders versus
non-responders) by using the methods suggested by Laird and Wang,
1990; Dawson and Lagakos, 1991; and Ng, T-H, 1991. Using this
approach my department determined that there was no statistical
significant difference between the responders and the non-
responders CD4 count longitudinal profiles (using the actual CD4
count data that was used to generate the various versions of NEJM






decrease in viral PCR copy when in reality there was no such
reduction or if there was a reduction, not one as dramatic.]; 7.)
There was no mention that some of the gpl60 Phase I patients were
on AZT [In any circumstance this should be mentioned because it is
an indication of the health status for the gpl60 Phase I patients.
In addition, if any of the 15 patients presented in Amsterdam were
taking AZT and any of their PCR copy data were generated during AZT
use, this would create problems witl determining whether the effect
was caused by gpl60 or by AZT: I have been told by infectious
disease physicians that AZT does reduce viral load.]; and 8.) In
his presentations subsequent to Amsterdam, LTC Redfield states that
viral load increases in the natural history group but not in his
gpl160 Phase I patients. My 20 August 92 memo shows that this is not
correct - there was no significant difference between the two
groups (gpl60 patients versus the natural history historic control
patients) in terms of change in PCR copy from baseline (using both
LTC Redfield’s baseline and the baseline Dr. Vahey preferred ( Dr.
Vahey’s baseline contained only pre-vaccination PCR copy data -
thus two separate analyses were done, one for each type of
baseline). As mentioned early, it was determined that the patients
in the natural history historic control group were not comparable.
Infectious disease physicians told me that this 1lack of
comparability gave a worst case scenario for the natural history
historic control group because they were infected longer and/or had
lower CD4 counts and therefore would in all likelihood have higher
viral load than the gpl160 Phase I patients. Even with this worst
case scenario my 20 August 92 memo results indicated no significant
difference between the two groups. In addition, there was no
significant difference between baseline and endpoint for either
group in terms of PCR copies. (Again, using both definitions for
baseline - two separate analyses were done). When LTC Redfield
stated that it is known that viral burden increases in a natural
history cohort but does not in the gpl160 Phase I patients, this is
also a misleading statement. Comparing a natural history group of
patients who have been infected longer to the gpl60 Phase I
patients who have been infected for a shorter amount of time is not
appropriate, according to the various infectious disease physicians
that I have talked with. From a statistical point of view, in order
to have a meaningful comparison, one would need to compare two
groups that had been infected for approximately the same amount of
time (i.e., compare two groups with early HIV infection).

It is my belief that when people are allowed to make
presentations without careful coordination with statisticians there
are inevitable problems and this needs to be addressed. For the
integrity of the MMCARR there needs to be an internal review
process to review and clear presentations and publications. In ny
opinion, if LTC Redfield had made it clear at Chantilly what the
real situation was regarding the longitudinal CD4 count profiles of
the gpl160 Phase I patients, what the real situation was regarding
the viral PCR copy data of the gpl160 Phase I patients and that some
of these patients are taking AZT, this whole issue would have been
finally settled. In addition, some of these problems are caused by




the misuse of terms (e.g., stabilization of CD4 counts). This can
be viewed as a semantic problem, but if it misleads the public and
the scientific community with respect to the findings of the gp160
Phase I trial, it becomes a serious scientific problem.

Recently I have received calls from the press regarding
comments from individuals close to LTC Redfield. These individuals
have told the press (Nancy Tomich, U.S. Medicine) a number of
misleading and false statements concerning my analyses of the viral
burden data. In addition, these sources told Nancy Tomich that I
was presenting misinformation regarding the PCR copy data analyses.
I have been and am a MMCARR team player. I have not at any time
presented to MMCARR or the press any misinformation regarding the
PCR copy data analyses.

Finally, with respect to the Amsterdam viral burden
presentation, I believe it is in the best interest of MMCARR that
LTC Redfield indicates: 1.) Which 19 natural history patients were
analyzed and why they were chosen; 2.) Which 15 gpl160 Phase I
patients he actually analyzed and why they were chosen; 3.) Whether
any of these 15 gpl160 Phase I patients were on AZT; 4.) How he
generated the numbers(percentage of patients falling into the
categories: 1/2 log increase; 1/2 log decrease or no change; and
1/2 log decrease) recorded on the " Alteration of HIV Specific DNA
and RNA" slide he presented (his 1/2 log change analysis); S5.) How
he has determined that the‘®longitudinal CD4 count profiles of the
gpl60 Phase I patients have stabilized; and 6.) Why he has failed
to mention that some of the gpl60 Phase I patients are taking AZT.
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.8F Tirecter?
The Clinton Administration ap-
acars ready ac last to nominate a
Jicector of the National Science
Foundation (NSF); NSF officials
iay an announcerent could come
:his weck. Topping the list of can-
didaces v be verted by the presi-
dene on his reum from Asia,
soutces say, is physicist Neal F.
Lane, provost of Rice University.
Rice officials noce that the Hous-

ton Chronicl: is reporting chat Lane
i5 “likely" to be nomunated NSF
director. When contacted by Sci-
ence, Lane declincd to comment.
Lane, 34, received his Ph.D.
from the Universicy of Oklahoma
and has focused on theoretical
atomic and molecular physics ac
Rice, except for astintas directot
of NSF’s physics division (1979.

1980), and 4 years {1984-1986).

as chancellor of che University of
Colorado in Colorado Springs.

«<esearcners Win Data
Network Reprieve
To many scientists, it looked like
the end of a favorite perk: Earlier
chis year, congressmen introduced
bills that would force most re-
searchers off the NSFNet “back-
bone," the high-capacicy compu-
ter network over which chousands
of researchers chatter every day.
But now. after much carping, sci-
cntists may have won a reptieve.
The bills, intended to encour-
age private invesctment 1N net-
works, would force all but the most
data-intensive researchers off
NSFNet in 18 months (Science,
21 May, p. 1064). But legislacors
appear to have had a change of
heart. Late last month. Represen.-
cative Rick Boucher (D-VA) de-
leted che 13-month deadline trom
his bill before it passed the House
science commitcee. In iw place,
Boucher inserted 8 provision that

would give the White House Of-
fice of Science and Technology
Policy (OSTP) 6 months to rec-
ommend a timecable for the tran-
sition. An aide to Senator Emest
Hollings (D-SC) says che senator
intends to change his bill similar-
ly. Both bills are expected to get
White House suppart because they
incorporate dasa-highway langu-
age that Vice President Al Gore
authored last year as a senator.

No word yet on how long the
breacher might last, but research
groups hope OSTP will recom-
mend at least 3 years. Aside from
having to pay for a free ride, ze-
search groups cite other cancems
abour early privatizacion: Compa-
niesdon't have the necessary hard-
ware in place, commercial prices
are still too high, and it may take
years o modify network roucets to
disenmunate between paying and
noapaying e-mafl.

35,'- and decays
—— », “‘
GBI :‘P;\

Future “Star Wars"? U.S. and Russian sclenusts are planning joint

- == Regantry véicles (RV)

SOURCE: BMDO RALUSTAATION D DEFRANCESCO
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r@search on space-based sensors (Brilliant Eyes) and other technologies.

U.S., Russia Consider
Globai Defense Network
One of the more fanciful visions
of the Reagan ¢raduring the early
1980s called for Americans and

Russians to some day jointly’

build and run a space-based “Star
Wars* defense againsc ballistic
egssiles. Well, chat starey-eyed
reverie may not have been so fan-
tastic aftet all: U.S. and Russian
scientis®s now intend to conduce
joing Star Wars research, if their
govetnments endorse che plan.
A few things have changed
since Reagan first calked about
his Star Wars dream. The Soviet
Union has collapsed. The Penta-
gon has renamed the Stracegic De-
fense [nitiative Organizadon, the

Intrigue Grows Around Redfield Report

While the U.S. Army has yet to publicly announca its
verdict, military officlals are spreading the word within

. the ranks that Robart Redfiold of the Walter Reed
Army Institute of Research has been exonerated of
charges that he “overstated” the value of an AIDS
vaccine he tested in HiV-infected people (Science, 2
July, p. 19). Because these officials are retusing to
discuss details of the investigation with Redfleld's co.
workers. some scientists are alleging that the Army’s
Investigation failed to dig below the surdace: “It's a
whitowash,” claims ono Regliela colleague who ine
6iSts on ramaining anonymous. An Army spokesman
denles there's a whitewash afoot and says Radlield is
not aliowed to comment at this point.

The charges against Redfield were based on a
presentation he gave at the 1992 intematonal AIDS
conterence in Amsterdam on a therapeulic AIDS vace.
¢ine made by MicroGeneSys In¢. Last October, the
Army launched its investigation atter receiving a for-

mal complaint from military researchers (Science, 6
November 1992, p. 883), saveral of whom were inter-
viewed during the Inquify. But unlike the Public Health
Service's Olfice of Research integrity, the Army failed
to provide complalnants with a dratt investigatory re-
port. Thig has lad several sciontlsts to charga that the
Army plans to clear Redfield without revealing its
reasoning.

Charges from anonymous scientists are haradly
congiusive. But there Is evidencs the military hopes to
kegpthe investigation tightly unaar wraps. In March, a
Walter Reed invsstigator told S¢/ence that an Army
lawyer said the military would try to “bloci” a request
from this magazina for detalls regarding the case.
Then in May, 3 months after Sciance had filed a
Freedom of information Act request, the Army told
Sciancathatithad never raceived it. Miltary attorneys
now are evaluating @ 66cond request to se@ what, if
anything, they must releass,
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force behind Scar Wars, che Bal-
listic Missile Defense Organiza-
tion (BMPO). And BMDO offi-
cials, sruggling to find their post-
cold war niche, have found an
unlikely ally in the Russians.
“None of us felt chis would hap-
pen,” says BMDO's technology
depucy, Simon Worden, buc it has.
BMDO had its firse taste of
Russian defense technology lasc
spring, when itpurchased the Rus-
sian-built Topaz Il nuclear reactor
for testing as a spacecraft propul-
sion system, Now BMDO and the
Russian Ministry of Defense want
to work toward a “Global Defense
Network.” Worden says BMDO
has identified three areas of joint
research: space-based sensors, a
collection of satellites for “global
and ecological secunty;* neutral
particle bcams and lasers, which
Worden says the Russians
some cases are years, if not de-
cades, ahead of us”; and computer
modeling for “global security re-
gime operations.” The cxperi-
ments would cost a few tens of
millions of dollsrs, Worden says.
Worden says he hopes to get
joint experiments oft the ground
in 2 years. Russian Minister of
Science Boris Salcykov. in a re-
cent speech, echoed those goals.
The next seep is up to Clinton—
and that's where BMDO may run
inco troublc. Says one ‘adminis-
uacion official, “We still don't
know whar direction we waat ro

take with BMDO.”
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Evan Bayh, Governor

John C. Bailey, M.D., State Health Commissioner

Indiana State Department of Health
1330 West Michigan Street

P.O. Box 1964

Indianapolis, IN 46206-1964
317/633-0100 Fax: 317/633-0776

R

Indiana State Department of Health

An Equal Opportunity Employer

February 3, 1994

~~

Kristine Gebbie, RN, MN, FAAN
National AIDS Policy Coordinator
Executive Office of the President
750 17th Street, NW Suite 1060
Washington, DC 20503

Dear Ms. Gebbie:

We are excited that you plan to participate in the Indiana Governor’s Conference on Health
and hope that nothing interferes with your confirming and keeping the June 10, 1994, date.
We appreciated your having tentatively committed to discussing the economic and social
consequences of the HIV epidemic at the conference.

I have enclosed a packet of information which I had planned to deliver to your office last
week while in Washington.

Please call me with any questions you have.

Sincerely,

ST I Y ST

Dennis L. Stover
HIV/STD Director L.
AC 317/633-0893

Enclosure

“The health of the peaple is really the foundation upon which all their happiness and all their powers as a state depend.”
Dicraeli
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Junc 8, Day |
Assessnient
Tracks:

A. Data
Acquisition
B. Data
Analysis /
Rescarch

7:30-9:00am
Registration
and Exhibits

9:00-10:30am
Welcome and
Keynole
Spcaker: Mis.
Tipper Gore
(Invitcd)

10:30-11:30am
Plenary
Scssion

C. Cverett
Koop, M.D.
(Invited)

11:30-1:00pm
Lunch On
Your Own
(Concession
L.unch)
Exhibits

1:00pm -2:30pm
Concurrenl Sessions
Al. Non-Techmical
Considerations of
Data Collection

A2. Surveillance of
Linvironmental lcalth
Problems

A3. Survcillance to
Measwe Flcctive
Local ['ublic | lcalth
Practice

A4, Public/Private
Rescarch | eading to
P11 Outconics

2:30-3:00pm
Break and
Exhibils

}:00-4:30pm
Concurrent Sessions
111, Daia Analysis o
Develop Outcome
Critetia/lolivcy

B2. Application of Dala
Assessnwent-IMR
Redudtion

1B). Environnxental
SuccessesMaluicy -
Residential Sewage
Disposal

R4. llow to Read,
Rescarch, and
Intcipret Data

Junc 9, Day 2
Policy
Development
Tracks:

C.
Collaborative
Partnerships
D. Emcrging
Issucs

7:30-8:30am
Registration
and Exhibits

8:30-10:00am
Welcome and
Plenary
Scssion
Spcaker:;

D. Satcher
(Invited)

10:00-10:30am
Break and
Exhibits

10:30am -12:00n00n
Concurrent Sessions
L Paniners in Hiealily
IAP

C2 Ivimary Care:
Scrving the Necds of
hiverse Rural
Populations

CJ. CoNabralive
Approaches in
Linvironmentad Health

¢4, Ruilding
Commmity
Collaborations Toward
Services limprovement

12:00-2:30pm
Lunch
Governor and
Spcaker

2:30-3:.00pm
Break and
Exhibits

3:00-4:30 pm
Concurrent Sessions

DI Pegpedtives on
Wonkns® Healih

D2, erging lssues
on Indoor Asir Quality

D3 Minority 1ealth

D4, PPublic Hcalth in
Healh Cace Reform

June 10, Day 3
Assurance
Tracks:

I:. Evaluation /
Outcomes

F.
Interventions /
Tricatments

7:30-8:30am
Registration

&:30-10:00am
Welcome and
Plenary
Scssion
Speaker:
Richard Green

10:00-10:30am
Break

10:30am -12:00n00n
Concurrent Sessions
EL. Clinical Guidelines
linplenwentation: From
I'alicy 1o 1Nactice

F2. Environmental
Regulalmy linforociment

12:00-1:00pm
Lunch On
Your Own
Conccession
Lunch

F4. Mcthods of
lvaluation;
APEXPIL PATCHE,
Hlcalihy Cotics

1:00pm -2:30pm
Concurrent Sessions
FL. Preveation
Activitics Pwline
PPosttive Outconsines

F2. Regulalory lmpad
of Sale Diinking
Watcr Act

F3. New Approaches lo
Inlectious Discases

F4. lnjury Mevention
for Special P'opulations

2:30-3:00pm
Closing
General Session:
Weaving
Assessment
Policy and
Assurance
Togcther
Speaker;
Carol Browner
(Invited)




1994 GOVERNOR'’S CONFERENCE ON HEALTH

Mrs. Tipper Gore
C. Everett Koop, M.D.

Carol Browner, Director
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David Satcher, M.D., Director
Centers for Disease Control
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Kristine Gebbie, RN, MN, FAAN
National AIDS Policy Coordinator
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