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back exactly at five of ten

(A short recess was taken.)

DR OSTROFF: Qur next presentation is by
another old friend, Dr. Charles Hoke, who is now the
Chief Scientist, Anteon Medical Advisor, Medica
Systens Program at U S. Arny Mdical Research and
Mat eri el Command.

COL Hoke has the opportunity to brief us
on the status of a topic that has been of |ongstanding
interest and concern to the Board, which is the
restoration of the adenovirus vaccine. | had asked
for us to receive an update on where things stand and
it's particularly pertinent based on what has
transpired over the last several nonths wth sone
additional fatalities, and again, the Board is really
extrenely concerned about the |loss of this vacci ne and
efforts to nmake sure that we can restore it as rapidly
as possible, so we |look forward to your presentation.

COL HXKE: Thank you, Dr. Gstroff and
menbers of the Board, it's a pleasure to be here.

COL R ddle has asked ne not to spend too
much tinme on telling you what you already know, so
"1l go through the first slides fairly quickly.

But just to tell you what | wanted to

cover, | wanted to give just a little historical
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review, talk about your recommendations and sone of
the Qv give you a little update on the
epi dem ol ogi cal situation wth adenovirus in basic
training and then tell you what's gone on wth the
capability restoration.

As you know, acute respiratory disease in
recruits was actually a significant problem of
| ongstandi ng, but in the '50s and '60s work identified
adenoviruses as an inportant player. An N H DoD
effort established a vaccine, the vaccine was
manufactured for the DoD by Weth. It was used in
recruits from the '70s onward. After many warnings,
Weth halted manufacturing in 1996.

The AFEB has weighed in on this issue 17
times, according to your website. When one searches
on adenovirus vaccine, this is --

VOCE This will be 18.

(Laughter.)

COL HOKE: This will be 18.

The theme in the next slide -- | can
hardly read this because | just cut and pasted it, but
you can see it says the single greatest priority is to
re-establish a stable supply of adenovirus vacci ne and
that every reasonable effort be nade to assure

availability of oral vaccine and the inpact of
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adenovirus on our mlitary recruits is such that a
vacci ne needs to be established or repl aced.

And the next slide, the Institute of
Medicine was asked to look at mlitary vaccines and

published a book Protecting our Forces, which was in

the read-aheads for the neeting. In the mddle of
their deliberations, they realized that adenovirus
vaccine was falling off the tracks and they sent a
letter to the Commanding GCeneral of the Medica

Research & Materiel Conmmand that said that the
Conm ttee reconmmended a nuch greater sense of urgency
be placed on reacquiring an effective adenovirus
vaccine; that a significantly larger and long-term
conmtnment be made to restore and maintain the ongoing
availability of adenovirus vaccine; and that the DoD
not only evaluate the causes underlying this serious
procurenent system failure, but also nake a clear
conmtnment to the changes necessary to prevent simlar
breakdowns in the future. These are really pointed
reconmendat i ons.

The current epidem ol ogical situation was
provided to ne by people at the Naval Health Research
Center and the Ar Force Institute of Qccupational
Heal th and the Arnmed Forces Institute of Pathol ogy.

This data from the NHRC website, from
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Commander Kevin Russell, shows -- it looks a little
chaotic, but what it really shows is continuous
isolations of adenoviruses, alnost all adeno 4, at
| evel s substantially above those observed during the
period of time during which adenovirus vaccine was
used.

This graph, which shows the febrile
respiratory illness rates and adenovirus norbidity
anong synptomatic trainees at eight mlitary training
centers, shows a gradual increase in the nonthly
nunbers of adenovirus cases in the green bars and the
blue lines show a gradual increasing nunber of
adenovirus isolations over that period of tine as
wel | .

The next slide shows the overall isolation
proportions of adenovirus from specinmens fromrecruits
with respiratory disease, and obviously the adenovirus
part of the pie is the great preponderance. And you
m ght ask yourself well what mght this have | ooked
like during a simlar period when the vaccine was
avai |l abl e. And what it would have |ooked |ike would
have been a nuch smaller nunber overall and virtually
no adenovirus isolations, or very, very few when the
vacci ne was being used. So this tells you what a

dramatic part of the overall respiratory illness
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burden is caused by adenovi ruses.

Next slide -- | think I'Il skip this and
t he next one and go on to the next one.

The Air Force provided data here that
shows the nunber of specinens submtted from patients
with respiratory illness. You can see that in the
years covered, the nunber went up dramatically after
1999 to 3000 and the percentage of specinmens that were
positive for adenovirus went up as well as the total
nunber that were positive. So this is really a
remarkable increase in the nunber of adenovirus
isolations in the popul ati on sanpl ed.

Now t here have been eight fatal adenovirus
infections in recruits. This goes back a long tine,
this isn't eight recent ones. And these are the
citations for them The first citation is of three
cases due to adeno 7 from 1972, so that's | ong ago.

Then from Conmmander Ryan, two cases were
reported in the MMR in 2000.

And cases that are currently under
investigation are three cases that were reported to ne
by CDR Russell and MAJ Pearse at the AFIP. These are
from Sept enber, Novenber and Decenber of 2003, so just
a couple of nonths ago, associated wth adenovirus

either PCR positive or culture posivity in cases B and
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C So that there is rather clear evidence that these
recruits died wth and probably of adenovirus
associ ated disease and the serotypes that are in the
two vacci nes.

So in summary then, of the epidem ol ogi ca
situation, the rates of febrile respiratory illness on
basic training posts continue to be above |levels
observed when adenovirus vaccine was avail able.
| sol ates are nmade in |arge nunbers year round but nore
especially associated with tinmes during which recruit
canps are fullest. Cccasional fatalities have
occurred with three recently at the end of 2003 and
isolates have been obtained from recruits in all
servi ces.

The return of adenovirus disease to
recruit canps following wthdrawal of i censed
adenovirus vaccine is a profound epidemologica
denonstrati on. Really, it's that a vaccine is
effective, but | think also that a vaccine is needed.

Now | want to tell you now about the
vaccine restoration effort and I want to take just a
nonent to talk to you about the mlitary, both DoD and
Arny, acquisition system Now medical scientists'
eyes usually glaze over right about now when we start

tal king about acquisitions, but | want to just tell
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you sone features of the system that | think are
applicabl e to vaccines as well as tanks and guns.

The concept is fairly sinple. You start
with a requirenent for an itemwith a capital R and
then you start off on a program and you give somnmeone
the responsibility to nmake decisions at certain points
and these points are called ml estones. And the guy
who makes those decisions, the person who nakes those
decisions, is called the mlestone decision authority.
It's usually a general who is given the acquisition
responsibility for this capability. These are all
sort of abstract words that are in this regul ation.

So these mlestones are A, B and C. and
what's the process? Wll, the process is pretty
logical, you start with a requirement and then you
refine the concept, develop the technol ogy, put the
system together and denonstrate it, then produce it
and deploy it. So it's very conmon sense. Now there
are some docunents that you need as you go al ong and
they're called initial capability docunents or
capability developnent docunent and a capability
producti on docunent. These are the way that DoD tells
you that you're starting off in the right direction
and you're still going in the right direction.

Now adenovirus vaccine cones to us as a
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rat her advanced technol ogy. The basic work has been
done, so we're talking about what's called a
technol ogy insertion. W need to start kind of at the
phase before you start producing it. W don't need to
invent it again, it needs to be produced and |icensed
and fi el ded.

And so if you're starting right here, you
m ght expect that we would need a capabilities
producti on docunment to formalize this process and to
establish for subsequent people that we're actually
wor ki ng on sonething that the DoD told us to do. You
know, we're frequently asked a question who told you
to do that.

So at this point, we don't actually have
the formal docunment. The systemis in a state of re-
examnation and the process for getting these
docunents is being formalized, but we don't have such
a thing for adenovirus vaccine at this point.

Nevert hel ess, we've noved ahead wth

Defense Health programming funding and we have

devel oped a schedul e. And in the acquisition |ingo
the three paranmeters are cost, performance and
schedul e. O course, everybody wants things free,

perfect and now. Those are the optinmal paraneters,

but cost, performance and schedule. And so |I'm going
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to tell you a little bit at |east about the schedul e
and perfornmance.

The schedule is shown on this scan chart
and this has been worked out wth the selected
manuf acturer and the product nmanager at USONDA, the
Medi cal WMateriel Developnent Activity, and it calls
for activities having to do with building the plant
and establishing the tableting capability, then
producing material for a phase one clinical trial,
phase one clinical trial being conducted and then
materials for phase two and materials -- and
conducting the phase two, materials for phase three
and conducting phase three, and eventually the
regulatory efforts associated with filing a product
license application and |Ilicensure by the FDA
converging on conpleted facility and production
capability so that the vaccine can be fiel ded.

Now another concept of the acquisition
system is that the entire life cycle needs to be
managed, not just, you know, getting the clinical
trial done or even building the facility, which is
expensive, but maintaining this comodity over tine.
That is, soneone has got to build into the budgets of
the various people in the DoD that would take care of

these things the noney to do these various parts of
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this acquisition.

Now we are here today and this is where we
hope to field this vaccine in 2009. So that's the
schedul e.

There are sone wuncertainties in this
schedule related to what the FDA is going to ask for,
and neetings with the FDA have not taken place yet but
will soon. The boundaries are that they could accept
this vaccine as one that's very simlar to the old
one, a little bit of immunogenicity conparability and
they mght say that's enough. O they mght ask for
nore safety studies, several thousand volunteers, or
they mght ask for those kinds of studies in addition
to efficacy studies on training posts. Those will all
extend the tinme line considerably and so the FDA is
kind of a wildcard here.

Now in terns of performance, in ternms of
getting the job done, a manufacturer was selected,
Barr. Mich has been done to transfer everything that
was known from Weth, but we're finding that
everything that was known at Weth still may not quite
have been enough. Lots of progress has been made by
the manufacturer and |ots of progress has been nade at
WRAI R.

The production facility -- this is just a
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sinple picture but it's actually quite a nice -- and
it's actually quite a nice facility -- has been
conpleted. This facility was built fromthe ground up
for this vaccine. It has all gone very well and
actually the representative from the conpany is here
if you have any specific questions about the -- Dr.
Tol e -- about the production facility itself.

The tabl eting equi pnment has been installed
and Barr is actually very experienced at tableting.
They nake a billion pills a year I'"'mtold and when |
visited with the Weth people |ong ago, the tableting
-- 1 was told that the tableting part of this vaccine
was where the real art |ay. So we're hopeful that
we'll get this right the first tine. This is the
bottling line.

Now one of the things that has to happen
in the contract is that the contractor needs to
provide a quarterly report. | took the report and
wanted to summarize it for you, the report that we
received just a nonth and a half ago, and these issues
here are nentioned in the report. There's sone
technical detail, but | wanted to provide sone of that
detail for you so that you can get a feeling for sone
of the irreducibility of the technical aspects of

produci ng a vacci ne.
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Bul k virus production. You know, you need
to make enough virus to put in these pills and you
need to grow it. They' ve denpnstrated that it grows
sufficiently well in the W-38 cells that are the type
of cells that were used by Weth. The production of
the master virus banks was finished in Septenber and
the GW lots for vaccine production were initiated in
Septenber. Both have been conpl et ed.

The initial | yophilization is being
conducted at WRAIR WAlter Reed Arny Institute of
Resear ch. Processes were developed |last summer.
Pilot runs without virus and then with non-GW virus
have been conpleted and with GW virus |yophilization
has now been conpleted as well. You can see that
these things are happening practically right now  So
we're really in a very active phase on this vacci ne.

Assays have been developed at Barr for a
nunber of inportant neasures of the quality of the
tablets. Sera that are needed to denobnstrate |ack of
adventitious agents in the virus production have been
pr oduced. More are needed, however, and virus
i nactivation on equi pnent has been denonstrat ed.

The tableting facility | showed you a
pi cture of has been conpleted and all the basic work

there has been done. Five trial batches have been
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produced with pilot |yophilized material and nmateri al
is being brought in from WRAIR for QW production of
t abl et s.

This is a picture of a nock tablet. You
can see it's got an outer coating and an inner table
that has to be suspended in this outer tablet. And
this inner tablet is what contains the virus.

This is a schematic of the tablet. It's
got a polyner outer coating, an inner virus core and
an outer core of inert material so that the recruits
will take this, it wll be protected as it goes
through the stomach and then it wll infect the
intestinal tract.

As | nmentioned before, the regulatory
strategy is to first strive in every possible way to
make this vaccine the same as the Weth vaccine,
except that it is being manufactured in a nodern
facility with nodern equi pnent. And then to show in
every possible way that the vaccine is simlar or the
sane as the Weth vaccine was. So all the
specifications are being designed with this approach
in mnd.

This table lists a nunber of inportant
specifications -- type of cells, the seed virus, the

growh nedia, the dye that's used in the tablet, that

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

83

pi nk color, potency and route of admnistration. And
you can see that across the board, except for the case
of where antibiotics are not being used in the growth
medium -- this is actually an inprovenent -- and the
dye that is being used for the pink color is being
changed. These are felt to be mniml changes but the
maj or paraneters of the virus, the type of cells, the
seeds, the dose and the admnistration, they wll all
be identical to what was done before.

Now the first clinical trial has been
pl anned and that wll begin followng neetings wth
the FDA, so in the next nonth or two | think. It 11
be a very small trial, 30 volunteers will receive both
adeno 4 and 7 or a placebo, mainly |ooking at safety,
but al so i nmunogenicity as well.

There are sonme specific issues having to
do with the filing of the IND. Typically in the past,
the DoD would file the IND with the Surgeon General of
the Arny as the sponsor. In this case, we felt that
it would save tine if Barr would file the IND itself,

so that cross-referencing of a master file wouldn't be

necessary. They would nove smartly from IND through
the clinical developnent plan to the product |icense
application, all in their hands. So that's what we

decided to ask them to do. Pre-IND letters have been
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witten but the neeting has not been schedul ed and the
FDA will specifically be -- their opinions wll be
solicited on the manufacturing and on the proposed
clinical trial plan.

DoD, for its part, did request Barr to
file the IND and there are sone contracting issues
relating to the fact that there's a first phase of the
contract and a second phase of the contract and that
was | think advisable, so in case things hadn't been
working out wth the manufacturer, the DoD could
pur sue anot her option down the road.

Now there are a nunber of personnel that
are involved with this and | won't recount their
nanes. You all provide a very inportant role as
advisor to ASD Health Affairs. W have requirenents
generators who really haven't weighed in on this yet,
but mlestone decision authority would be NMAJ GEN
Martinez-Lopez. That's in accord with AR 70-1. And |
didn't nention that earlier but for those of you who
are interested in whether or not, you know, vaccines
should fall under the usual acquisition rules of the
DoD, you mght |ook at Arnmy Regulation 70-1 -- you can
get it on the internet -- and read through that and
see if you don't think that applies to vaccines. The

answer is it does. There's every intention for
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vaccines to fall under that regulation. And specific
jobs are laid out for people.

Anyway, the Deputy for Acquisitions is M.
Howel | and it's M. Howell who asked ne to cone and
give this presentation. The pharmaceutical systens
project nmanager is Dr. Lightner. LTC Moser is
actually the product nanager for adenovirus vaccine
and COL Wellington Sun at WRAIR has provided input on
the clinical plan and test developnent. And Dr. Tole
and Dr. Listz at Barr and Vacsgen have really in fact
done all the work in terns of getting the facility
ready and will continue to lead this effort from the
conpany' s si de.

A lot nore functions wll have to be
fulfilled as we nove into the clinical devel opnent
phase to nmake sure that the clinical trials are done
right and up to snuff according to all the good
clinical practices rules and all the other data
managenent and all the other things that have to be
done to actually do a clinical trial. The rules and
regul ations are changing alnost by the day. And to
really get to a top quality trial, you have to have a
| ot of people hel ping you get it right.

So I'd just like to conclude then. e

tal ked, renenber, about the initial -- all the initial
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history and the recomendations of the Board, the

epidem ol ogic situation and all the work that has gone

in so far to restoring this vaccine capability. It's
on schedule | think to conplete the first clinical
trial by the fall of this year. | think there's sone
risks in the plan, it's not perfect. The FDA

acceptance of the clinical devel opnent plan is
unknown, whether they're going to give us the short
option or the long option. | think the [ack of fornal
requi renents docurments from the DoD may in tines of
budget crunches or needs for budget to go do sonet hing
el se may hurt us. DoD contracting always takes tine
and as acquisition staff and other staff turn over,
that disrupts the continuity of this program

On the plus side, the relationship wth

the conpany has been superb. Everyone that's been
i nvol ved has been nost enthusiastic, lots of good
faith on both sides. Many problens have been dealt

with successfully and we are hopeful that the
repl acenent vacci ne shoul d be avail abl e by 2009.

So | wasn't keeping track of the time, but
that's all | have to say.

DR OSTROFF: Let ne start out by thanking
you for your willingness to give this update.

For those on the Board who haven't been on
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the Board for that long, the last tinme that we had a

significant update on the adenovirus vaccine | believe

was in San Diego possibly two years ago. I think it
was done by M. Howell. And | guess | would start ny
comments, | recently heard a presentation on the SARS

outbreak in Toronto by Aison MGeer, who was a
participant in that outbreak, and she used a quote
that always sticks with me, which is that if you think
prevention is expensive, try diseases.

And it looks like that's a deficiency that
the Departnent of Defense has made in this situation
when we had the update from M. Howell two years ago
he set out tine lines as well and assured us at that
time that there would be a product available in 2007
and that by this time there would be phase two trials,
et cetera. And now what we're hearing is that sonmehow
the production table has slipped backwards to 2009.
Even though | appreciate everything that was being
said, | am mssing the sense of wurgency and Dr.
W nkenwerder sat at that neeting and swore to us that
he would do everything that was in his power to try to
speed it up for 2007. And I'm trying to figure out
where things aren't going right and what we on the
Board can do to try to convey in our strongest

possible terns that we are really, really concerned
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about what we are hearing. | don't know if other
nmenbers of the Board share this concern, but you know,
you're not hearing anybody that is suggesting that
this isn't an urgently needed vaccine -- it is. And I
guess | would like to be clear where are we now on
this? 1Is it noney?

COL HOXKXE: Vell, | didn't hear M.
Howel | ' s presentati on. My surmse would be that the
actual -- to use sone project managenent term nol ogy -
- the actual work breakdown structure and time |ines,
gantt charts had not been nade at that tine.

You know, the devil is in the details to
sonme extent. \Wien people really sit down and | ook at
the things that need to be done and really | ook at the
time lines, they do take sonetines |onger than one
thinks. There's sone substantial risks that are being
taken here to accelerate the process. For exanpl e
all the «construction has been conpleted on the
assunption that the vaccine is going to work, just the
way it did before.

It appears to ne that the manufacturer has
wor ked very, very hard and very conscientiously to get
t hat buil ding up. | had a lot of slides that showed
the construction going and so forth, but it's actually

pretty remarkable to build the whole facility in this
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period of tinme.

Undoubtedly there are days and weeks that
can be squeezed out of the schedule to shorten the
tinme line and, to sone extent, sone of the trial plans
do -- we were trying to shoot for the mddl e because
we really don't know what FDA is going to ask for in
terns of the amount of studies that are required. But
you can see that the bulk of the tinme is used up in
clinical trials.

So, you know, the Institute of Medicine
recently conpleted the study on giving full neasures
to count er - measur es, whi ch was not at al |
conplinmentary to the DoD process, and | felt during
sone of those neetings that, you know, they m ght have
| ooked -- focused a little nore on the specific tine
lines to see \Wwhere, in the judgnment of the
phar maceuti cal people, devel opnent people, tinme could
be squeezed out of those lines.

One presentation we heard suggested that
going from you know, from beginning work to
conpl etion of a vaccine took 14 years. So, you know,
the fact that this is happening in -- well, nine years
is better than 14.

| don't know how you can squeeze tinme out

of a process when you' ve got to get up to about
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several thousand people safely receiving a vaccine and
you've got to do it carefully. Protection of human
subjects is the nost inportant focus of the IRBs. But
| do imagine that, you know, you could wite the
clinical protocol in a way that allowed you to go from
10 to 100 to 1000 volunteers perhaps a little nore
efficiently rather than starting a new protocol at
each phase.

DR OSTROFF. Wth all due respect -- and
"Il open it up to other Board nenbers -- | nean if
you're saying you don't know what FDA is going to
require out of you, why doesn't sonebody sit down wth
them later this week and ask them so that you know?
You know, that's -- again, I'm just mssing -- |I'm
trying to figure out |ike who's responsible for this
and who is the single individual that we can sort of
get to to say this is really, really essential and we
need to be assured that everything possible is being
done to truncate this process to the degree possible.

| appreciate that it takes 14 years to
produce sone other vaccines, but let's not |ose track
of the fact that this is a pre-existing vaccine. This
isn'"t sonething being created from scratch. And so
again, |I'm mssing sone essential urgency here. And

maybe others would like to comment on this. Geg.
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DR GRAY: This is Geg Gay.

One way |'d nmeasure the norbidity is sone
of the data that NHRC collected sone tinme ago, where
they saw in sonme nonths 1100 unnecessary clinical
encounters, many of whom had been hospitalized. Maybe
that's something that we could use as leverage in
addition to these recent tragi c deaths.

But it seens to nme that there are severa
things that we could do as a Board. One, we could
encourage the Arny and the DoD to draft this
requi renent docunent that m ght give prolonged funding
line to this such that this would never happen again.

That is, to lose a very effective vaccine. | don't
know how we effect such a docunent, but it seens to me
it's in the interest of the soldiers and sailors that
cone on in the future.

A second thing is we could wite a letter
to the FDA enphasizing our view on this and when
Charlie and M. Howell or whonmever neet with the FDA
they mght have that as a docunment that woul d express
our nost strong urgency.

And finally, there's been a whol e bunch of
|eaps forward in the solid organ and bone narrow
transplant patient population who suffered rather

egregiously from adenoviruses and then now there is
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real timte PCR nonitoring and sonewhat pretty
successful treatnments with Sudafovir (ph.)

So that mght be sonmething to consider in
sone of the recruit canps. There's actually rapid
testing now as well. |Is there any role for aggressive
anti-viral therapy when one of these kids cones down
with multi-systemfailure due to adenovirus?

DR GARDNER  Pi erce Gardner.

O course, the I1OM has certainly cone in
very strongly on this as well, so we have a lot of
peopl e saying what to do. | agree with your thought,
there doesn't seem to be any argunent or |ack of
commttee support, but there is a problem in staying
on schedul e.

| have a question and another coment.
Wuld you refresh us briefly regarding the shelf life
of this product and how it's stored. Wy it's not as
virus in a tablet, |I'm wondering how -- is this
sonething that's tricky?

COL HOKE: | really don't know the answer.

COL GRABENSTEIN:  The shelf [ife was about
two years and it was stored in the refrigerator in
ol den days.

DR GARDNER: Normal refrigerator type.

COL GRABENSTEIN: Correct.
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DR GARDNER My comment actually follows

a little bit what Geg said. One of the ngjor
bugaboos that the live virus vacci nes have encountered
in the last few years is what | think is an excessive
reaction to the transmssibility of an attenuated
virus to other populations. The early exanple is the
varicella vacci ne which was devel oped in Japan to give
to kids wth | eukem a and | ynphomas because they m ght
get the real virus and by the tinme we licensed it in
the United States, the people for whom it was
originally indicated were on the contra-indicated |i st
and they had to do further studies to show that it was
saf e.

W' ve just been through it this past year
| think with the influenza, the live influenza virus
where concerns about secondary transm ssion, which are
mnimal and have failed to show any real problens,
have paralyzed the programs and had layoffs in
hospitals and | think have very nmuch inhibited its
use.

So ny advice is as you look at this new
thing, | think you really have to | ook harder perhaps
than in earlier studies to make sure you |ook at
transmssibility and issues of possible consequence.

| hope that this won't end up paralyzing this virus as
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it seens to have sone ot hers.

COL HXE: It will be a problem | didn't
show you the data, but the team at WRAIR took sone of
the last tablets of the old vaccine and did a snall
clinical trial and | ooked at inmunogenicity as well as
sheddi ng and, as had been shown many years ago, 100
percent of volunteers shed the virus in their stool,
t he adenovirus from the vaccine, and none have it in
their throat.

So that it is possible that issues of
transmssibility will have to be addressed, especially
when you realize that this is not an attenuated virus
in the vacci ne.

So you raise excellent points that may
actually extend the studies that are needed.

DR OSTROFF: Dennis and then | think
there was a comment over here.

DR SHANAHAN: | agree with the coments
made by G eg. One thing that strikes ne, having grown
up in the mlitary acquisition process is that I'm
sonmewhat alarnmed by the lack of formal requirenents
docunents and |I'd like to enphasize that. To ne,
that's just basically a procedural effort and one that
we can distinctly influence, particularly through DoD.

In ny experi ence, pr ogr ans wi t hout
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requi renents docunents are hanging out and they can
run into substantial problens down the road, given
changes in admnistrations, changes in enphasis in
ternms of what the mlitary is doing.

So | think that that's a relatively sinple
effort that we mght be able to influence. Now
there's going to be a ot of politics involved, but I
think that that could be sonething that we could
really conme out strongly in favor of, because this
program can get derailed on that basis al one.

But | just wanted to nmake a general
comment about interacting with regulatory authorities
such as the FDA | think sonetines there's an
assunption that they have the answer when you approach
them wi th your dossier of evidence, that they knew all
along what should be in it but didn't tell you. But
really the issue is it's up to the applicant to
persuade the FDA that they have provided the necessary
evidence to |license the product.

| would just suggest that that should be
the way that if the AFEB was going to approach the
FDA, they should be doing it in that spirit of
assisting the applicant with providing the necessary
evi dence rather than suggesting to the FDA that they

ought to speed things up or whatever.
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Wul d you agree with that?

COL HOKE: Absolutely. You know, we never
want the FDA to lower its bar just because we're the
DoD, because we nust have products that are safe and
effective, according to the highest standards. And so
the onus is really on us to bring to the FDA a package
that's convincing and we want themto be skeptical and
ask questions and be concerned about safety, but we
want them-- and we want themto be reasonable in that
attitude as well.

So the FDA is really, you know, | ooking
out for the welfare of the ultinmate recipients of the
vaccine, so we don't want themto lower their bar in
any way for us. But to help us make a -- | wll say
the FDA has been very good from the begi nning when we
first met with them about this with another contractor
that we had. They were willing to bring in their
facilities people and help with the blueprints from
the very beginning so that we would get it right the
first tine.

DR OSTROFF: Let ne just say that no one
is at all suggesting that FDA does anything to | ower
their standards or requirenents. |  think that
Departnment of Defense has a recent wonderful exanple

of being able to get FDA to certainly work speedily to
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address an urgent concern, and there are ways that FDA
can nove in their traditional pace and there are ways
I'm sure that they can nove nore expeditiously and
make this anmong their higher priorities. And
certainly | think all avenues should be explored to
see how you can work collaboratively and cooperatively
with themto nake sure that there aren't any delays on
ei ther side.

|"msure that they are quite willing to --
you know, they sense the inportance of this as well.

G eg.

DR PCOLAND: | was on the IOM conmttee
that first |ooked at phase one, and while there were
lots of things that went wong, it's interesting if
you | ook at the very beginning of the genesis of this.

Wiat we identified is that there was never a chanpi on

for this, there was never a very high |evel opinion
maker who trunpeted this and said we need to do this
and I will guide this through the process.

So | like Geg' s suggestions, | like the
idea of trying to re-engage Dr. Wnkenwerder and naybe
we need to identify a Congressman or a Senator who
thinks this is a serious issue and can help drive it.

UNI DENTI FI ED SPEAKER:  Wat is known about

the potential for recruit outbreaks to spill over into
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the community, and to what degree if that is a problem
or potential problem could add some amunition to the
ar gunent ?

DR PATRI CK: I'"'m sure Geg has nore
dat abase than m ne. Havi ng spent the better part of
nmy career in college health, university health, there
are other markets for this vaccine and other potenti al
chanpi ons that could be brought to bear on this.

W certainly saw this in college health
settings in San Diego where we would have episodes
where we thought what else was this but adenovirus,
but again, Geg probably has sone nore data.

DR POLAND: | was going to nention the

Great Lakes episode, but you probably know that better

than | do.

DR GRAY: (o ahead.

DR POLAND: I'm aware of one report --
and was it CDR Ryan reported it? There was an

out break at G eat Lakes Naval Training Center that did
cross into the comunity. And | can't renenber, the
child was at |east hospitalized, if not a fatal event,
"' m not sure.

DR  GRAY: There's one well-docunented
study by the Arny and |'ve forgotten, | apologize to

the authors, but basically they showed from boot canp
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to a post training canp and I'll just tell you that in
this country, <contrary to sone other countries,
particularly Japan, surveillance for adenovirus is
very poor. It often depends on whether the clinician
orders a test or orders a culture, if that culture
nmakes it to a laboratory that would then send it to
the CDC. So it's a very low profile and so the data
we have are very poor. But the data that we do have
suggests that there are two new variants of 7, one of
which has been associated with at |east one of the
deaths at Geat Lakes and it probably is associated
with about four out of the five last epidemcs in
confinenent facilities.

So where there's a big threat to the
civilian population I would say in addition to bone
marrow transplant and solid organ popul ati ons woul d be
these long term care, chronic care facilities,
institutionalized children and adults. That's where
we're seeing a lot of these outbreaks.

How you bring that to a Congressnman's
attention, | don't know.

DR OSTROFF: One last coment and then
we're going to have to nove on.

VA CE: Should we be thinking about sone

systematic effort to noni t or spil | over from
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communities into selected sites where we know that the
out breaks recur predictably?

DR OSTROFF: G eg.

DR GRAY: Wll, | just propose doing
st udi es.

DR OSTROFF: From ny perspective, nore
data is always better than less data but | certainly

don't want to give any inpression that the inpetus to
have this vaccine is anybody else's responsibility but
the Departnent of Defense, because it is, from ny
per specti ve. This is a niche vaccine, the niche is
the recruit setting. W know there are problens
there, we know the vaccine has to be used and the
responsibility is the Departnent of Defense's to do

everything they can to nmake sure that the vaccine is

avai | abl e.

Dr. Shanoo.

COL HOKE: Thank you very nuch

DR SHAMODO  Drugs and vacci ne devel opnent
is a continuing effort by DoD, | presune. Al the

time we have sone kind of wanting sonme vacci ne or drug
devel opnent .

Is there in DoD or one of its contractors
who continuously 1ooks at expanding the drugs --

expediting -- sorry, expediting -- drugs and vaccine
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devel opnent and should there be one? Because the
process is the sanme, it's only the technol ogy change.
The regulatory affair is the sane, the FDA is the
sane. And you could have an expert group who could
help any wunit 1in expediting those issues on a

conti nui ng basi s.

DR OSTROFF: | think your point is a very
wel | taken point. | mean, the Departnent of Defense
has such an illustrious history in this particular

arena, whether it's in the vaccine production arena or
whether it's the drug arena. And you know, we hate to
see any potential |oss of that capability. And so --
but I think as, you know, certainly Geg can point out
or others can point out, there have been a nunber of
recent studi es t hat have | ooked at current
circunstances under which DoD is operating and have
cone to the conclusion that basically it's just not
working and that it needs to be fixed. And you know,
that is a message that's comng out I|oud and clear
fromevery direction

So | think from at |east ny perspective,
the Board needs to do whatever they can to help
support efforts to correct the current situation

You're the |ast comment.

DR MORR S: |'mthe |last comrent. d enn
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Morris.

Along those sanme lines, | guess this is
actually a very interesting list that we were given
this nmorning and there was one point | believe that
the Board was receiving a regular sort of update on
the status -- overall status of vaccines. And | would
like to ask that perhaps we are able to see this on a
regul ar basis with each neeting, wth nore than what's
on here, sort of a pipeline analysis, particularly for
the vaccines that are either in early stage
devel opnent where there are no vaccines, or where
there are significant concerns about reactegenicity,
to get a feel for where things stand, what the funding
| evel s are, how things are noving, so that at |east we
can get a | ook

| mean, this is a disturbing chart --
plague is in early devel opnment, we've got problens in
terns of yellow fever, Japanese encephalitis -- and |
think it would be worthwhile to see this on a regular
basi s at the neetings.

DR OSTROFF: Usual ly we get that update

at the May neeting, which is the neeting where we hear

about the status of the biodefense vaccines. So |
feel pretty certain that we'll get that at the next
nmeet i ng.
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DR MORRIS: | was wondering if we perhaps

could do it not just at the May neeting.

COL HXKE: If | could just say a |ast
word, that there are many people that would advocate
one thing or another for the DoD to do, but it seens
to ne after 25 years of working in the DoD that all
the best intentions and recomendations have to be
translated into requirenents that are approved by the
appropriate authority. That was said earlier but
without -- but that is a key aspect to establishing
and sustaining an acquisition effort for any
particul ar product that m ght be needed.

DR OSTROFF: Thanks once again. W do
appreciate your willingness to cone and brief us and I
woul d anticipate certainly hearing nore from us.

Let's nove on to the next presentation.
W're a little bit behind schedule and we'll have a
second round from COL Gabenstein concerning the
guestion that's before the Board related to nultiple
vacci nati ons.

COL GRABENSTEI N: Thank you very mnuch.
It's always a pleasure to share the podium with Dr.
Hoke and thanks for the chance to cone back.

The question to the Board is at Tab 5 and

"1l summarize it after discussing an Institute of
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