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P-ROCGCEEDI-NGS
(9:00 a. m)

DR LaFORCE: Let's reconvene if we could, please.
The next topic is LtCol. Schnelle, who will be presenting the
Medi cal Ri sk Assessnent of Biologic Warfare Agent Treat. This is
a continuation of a request that the Board forwarded to Gen. Peak
it would have been about a year ago, year and a half ago, and
there are handouts that summarize Gen. Peak's response and al so
the docunent in terns of the Medical R sk Assessnment of Biologic
Treat. Col. Schnelle.

Lt COL. SCHNELLE: CGood nor ni ng.

(Slide)

I'm Debra Schnelle, from the Ofice of the Arny
Surgeon Ceneral, and | had the pleasure of presenting ny concept
for how we would conduct this medical risk assessment |ast year
on May 30, 31, and |I'm pleased and proud to present to you the
conpleted project for your review, in the great hope that you
will accept it and forward it on through Health Affairs so that
we could use this product both in terns of applying it to the
acqui sition community and acquisition decision, and also to pick
up on the gentleman's earlier question so that C NC nedical
pl anners can use it in assessing their threat and in inplenenting
appropri ate operational guidelines. Next slide, please.

(Slide)

The methodol ogy that we were going to use was we
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were going to use the concept of risk nanagenent so that we would
have an integrated assessnent of both the I|ikelihood of the BW
threat, which we would acquire from the Intelligence comunity,
and the inpact, the nedical inmpact upon operations which the
Medi cal R sk assessnent Project conpleted. Next slide, please.

(Slide)

And this is a notional wunclassified exanple of
this integrated threat product. You can see that on the top how
this probability cones from the Joint Chiefs of Staff BW Threat
List and it's ranked in various categories by the Intel
comunity, and then the problens here on the left side are
essentially the nedical inmpacts, and the integration of the
substance or the likelihood from the Intel comunity, and the
assessnment of the inpacts from the nedical community produces
this horrible product. So, if your theater has a risk of ricin
and it has a very high Intel threat but a very |ow nedical
threat, the overall assessment mght be actually lesser than we
had originally envisioned just by wusing the Intelligence
comunity threat |ist.

And | should also honor and acknow edge sone of
the people who worked in developing this product, who did not
flee the room fast enough. Lt Col. Brian Scott was involved in
both the Mlitary Panel and the Scientific Panel. Lt Col . Bob
Borowski had the privilege of chairing the Mlitary Panel, which

made herding cats seem like a pale conparison. And Cdr. Randy
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Cul pepper was al so present. Next slide, please.

(Slide)

So, essentially what we did was we convened an
Oversight Commttee because you expressed a concern that this
product not be too green, and that we also do it in appropriate
respect and acknow edgenent of the other services and the
operational needs. And essentially what we decided to do, taking
into account your concerns, was to convene a Mlitary Panel that
woul d consider the operational aspects of the inpact and devel op
a mechanism that the Scientific Panel would then wuse in
evaluating the agent. This also had the result that in
determning the operational inpact or in ranking the agents, no
individual in any of these groups could then imedi ately war-gane
an answer and then twist their judgnent to nove the answer to
where they wanted -- not that anyone would have done that, of
course -- but the process was sufficiently conplicated that that
was sinply renoved off the table, so we felt it was a very honest
and integrated process. Next slide, please.

(Slide)

Essential l y, the Mlitary Qperational Panel
devi sed a nechanism where they divided the operational inpact,
defined the operational inmpact to be essentially that due to the
performance degradation upon the wunit, and that due to the

| ogistics burden of the response of coping with a BW agent

i npact .
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Beneath each of those two criteria was a single
set of threat agent criteria, things such as norbidity,nortality,
lethality, infectivity, and so forth and so on. For each of
those threat agent criteria, they devised a ranking scale, and
then the Scientific community has essentially ranked all the
agents agai nst that scale. Next slide, please.

(Slide)

The Oversight Conmittee, the Arny Surgeon GCeneral
requested the Joint Services Integration Goup to allow the
Medi cal Program SubPanel -- there will be a quiz on this later --
to serve as the Oversight Committee -- that's a multiservice
panel that's responsible for integrating the training and
doctrinal requirenents for the Joint NBC Defense Program so the
MPSP sel ected the menbers of the Mlitary Panel and oversaw the
process to ensure both a nultiservice flavor and an operational
focus. Next slide, please.

(Slide)

The ChemBio Information Analysis Center, a GOCO
operated by Battelle, conducted the study, did all the work,
produced the report, and did some outstanding quality work in
preparing for both panels. And, in fact, it was only due to the
presence on their corporation of Dr. Bailey, a nmenber of
Battelle, that we were able to convene such a distingui shed panel
of scientists to help us with this. Next slide, please.

(Sl de)
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In the end, we ended up using the expert software,
so we were not only able to define the operational inpact
criteria, we were also able to weigh them so that we had a
nureri cal et hodol ogy. Renenber, we tal ked about this |ast year,
and it would not be safe to say that this entire nethodology is
gquantitative and thus precise and accurate, it uses quantitative
nmet hods as a way of expressing subjective judgnment. So, | think
it's a good first step towards devel oping a quantitative analysis

net hod for determ ning nedical inpact. Next slide, please

(Slide)
This was the list of oper at i onal criteria
devel oped by the Mlitary Panel. The boxes in red were criteria

that were discussed quite hotly at the Mlitary Panel neeting and
were later rejected by the Scientific Panel for a variety of
reasons. Essentially, the reasons had to do with the assunptions
of the study.

The first assunption was that we would suppose
that all service nmenbers were unprotected when entering the
environment. W would not put vaccination on the table as one of
the assunptions. and the thinking behind that was allied to the
cold injury threat assessnment. Wen you assess the tenperatures
or the weather in A aska, you don't say, well, it's not that bad
because we give all our soldiers coats, you say it's very, very
bad and that's why we nust nmake sure that all our soldiers have

coats. So, we didn't want to say, because we know we have a
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vaccine for anthrax, therefore, we don't care about it, see? So
we renoved the aspect of the vaccination off the table.

The second one nmade the cats anal ogy | ook pale.
The second one has to do wth the effectiveness, or the
infectivity, or the effective dose -- depending whether you're
talking toxins or others -- of the agents thenselves. In the
roomthat we had, we did have sone peopl e who had experience with
medi cal intelligence, but we were not weaponeers. No one in that
room had expertise in actually designing the nost effective BW
agent. Could ricin be weaponized to be effective against |arge
troops?

Not knowi ng the answer, we chose to sinply ensure
that that also be noved off the table and, in fact, that whole
area needs to be looked at in greater depth by DoD in general
And the MODSYM Oversight Goup of the Joint NBC Defense Program
is indeed going forward and |ooking at the toxicity values that
are used in nodel s and weaponi zati on assessnents.

So, one of the recommendati ons of our report is
that the Intelligence conmmunity proceed with exam ning effective
weaponi zation of BW agents in nore depth, with the support from
the Medical community. So, those two criteria, for those
reasons, were renoved off of the plate when the final ranking
occurred by the Scientific Panel.

Are there any questions at this point?

(No response.)
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Next slide, please.

(Slide)

Here is a list of the Mlitary Panel menbers. You
can see quite a nultiservice representation. They gave us a room
about the size of this stage, so all these people plus 15
Battelle people were in this tiny, little room I felt like |
was narried to sone of those people by the end of the week. Very
productive group, though. Next slide, please.

(Slide)

Geat diversity and scientific expertise, as well.
Next slide, please.

(Slide)

The Scientific Panel essentially took this
operational criteria assessnent, and then went through a very
detailed process to consistently rank the agents in accordance
with this criteria. I was not able to be present at that
neeting, but LtCol. Scott was present at that neeting, so if you
have any specific questions about that, he can answer those from
that neeting. Next slide, please.

(Slide)

And you see, indeed, a distinguished list of
scientists, including some of the ones we're keeping out of the
Russi an hands. Next slide, please.

(Slide)

And this is essentially the chart | showed you
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| ast year when | was briefing the concept. W would take, for
exanple, one criteria, norbidity -- and as it turned out, that
eventual ly ended up as a criteria, | believe -- and then we woul d

define it, we would weight it, then we would scale it, and then
it would be passed on to the Scientific Panel. Next slide,
pl ease.

(Slide)

And then you'd end up with an overall score for
that particular agent, and then you would conbine it with all the
other criteria scores, and then you'd have a ranking of that
agent conpared to all the other agents. And in your book, you
have not only that final product that | showed you, but al so sone
of the internediate tables. The Scientific Panel also |ooked at
other agents that were not on the BW Threat List partly as a way
of giving thenselves a reality check, ensuring that their
judgnents were being consistent, and al so because why redo it in
two years?

The nice thing about this nethodology is all that
woul d have to be redone if another agent entered the threat |ist
is that we would sinply revisit the ranking and assign the agent
its appropriate ranking. W would not have to redo the entire
nmet hodol ogy. M/ real goal in trying to develop a semn-
quantitative methodology is that every time sonething changed in
the BW threat world, we would not have to gather a group of

assenbl ed experts who would then, unfortunately, probably get
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engaged in discussions of what the previous panel of scientific
experts deci ded. So, this sort of sets a stable foundation for
these kinds of decisions. Next slide, please.

(Slide)

And this is just working through the operational
ri sk managenent process. Next slide, please

(Slide)

And this is the prelinmnary unclassified |ook
So, you do see sone -- in this chart and in your book, you do see
sone anonalies that are nerging because of the weaponization
issues that we discussed earlier. Ricin is fairly high,
saxitoxin is fairly high, and | forget the other one that nost
people ook at and go "blaa", and that's because the question of
whet her they can be effectively weaponized or not has not been
definitively resol ved.

Now, when |ooking at this from a nedical planning
perspective, clearly, this has sone value from an acquisition
per specti ve. Just as a comon laynman, | would say, why are we
spending mllions of dollars in vaccine devel opment for an agent
that's in the green status, but |'mnot an acquisition comunity,
so, fortunately, that's a totally uninforned opinion, but from
the medi cal planning perspective, if you are looking at a threat
in your theater and you have a red threat and a green threat, you
woul d orient your operational guidelines towards the red threat,

just as a natter of prioritization. Next slide, please.
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(Sl de)

And this is, again, just capturing the integration
aspect. The larger context of this project is rather interesting
because up until now the Intelligence commnity has had the nost
val id consistent nethodol ogy for evaluating BWthreat. Now that
we' ve devel oped this nethodol ogy, really, the ball now goes back

over the wall to the Intel community with the question of "can
you tighten, refine, and update your nethodol ogy", because one of
the questions we asked is how do you rank, you know, from high to
low on your list, and | was kind of under the inpression they had
this really advanced mracle assessnent, you know, the nunber of
3s plus the nunber of 2s plus the nunber of 1s, and then you kind
of like throw it in a bucket and out cones this ranking. No

they just kind of look at the chart and say, "Wll, lots of 1s
here, so we'll nove that agent down there, lots of 3s, this agent
only has one country who's supporting us so we'll nove that one
down there", so it's a very subjective qualitative nethodol ogy.

So, ny guess is now that we've thrown the ball
back into their court, they' |l probably review their methodol ogy
and tighten it. And, of course, the weaponization issue needs to
be | ooked at. Next slide, please.

(Slide)

And just to recapture. And since | don't think

the words actually show up in the back of the room it is in your

manual . And that concludes ny presentation. Do you have any
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guestions?

DR LaFORCE: Questions for LtCol. Schnelle?

CO.. DDNNEGA: Are there definitions that go al ong
with the |eft-hand side?

Lt COL. SCHNELLE: Yes, sir, they're in the report.

Al the operational criteria are carefully defined.

DR LaFORCE: Adm Hart?

RADM Sel ) HART: Wuld you explain again the --
what | understand is the mssing piece, the weaponization threat,
why you don't have it in there, or what inpact it may or may nhot
have with the validity of this scal e?

Lt COL. SCHNELLE: The big question was over the
issue of is it even possible to weaponize the agent to be
effective in a mass casualty situation, which would then have a
maj or operational inpact. And after lengthy discussion, it was
pretty obvious that none of us knew And, in fact, it is not
necessarily known within DoD. It's not just the people in the
roomdidn't know, it's not necessarily a foregone concl usion that
we really know if you can effectively weaponize for nmass
casualties ricin, for exanple. You know, the whol e discussion of
can you effectively nass produce and deliver toxins is sort of
one of those open issues.

So, since there wasn't a firm know edge on that
basis, we did not nake the ability to weaponize one of the

criteria. W assumed the eneny could weaponize it to deliver it
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in a mass area nmechanism And if we get nore informati on about
the weaponization, then that would change the criteria and
saxitoxin and ricin wuld change radically in its positioning on
t he ranki ng.

RADM Sel ) HART: Well, initially | was troubled by
the fact that weaponization ability wasn't there, and then, on
reflection, naybe it shouldn't be because the pathology, the
infectivity of these agents is certainly relevant. Wat we know
fromthe intelligence is relevant. \Waponization is technol ogy
and that changes so fast that it nay be better that that's not
part of this.

Lt COL. SCHNELLE: And our hope is that that wll
becone part of the Intelligence comunity's assessnent of the
threat in a country and their ability to weaponize it.

CO.. DONNEGA: well, we just heard that they do --
whatever inspiration they do have, they were able to say which
agents were weaponi zed.

Lt COL. SCHNELLE: And | will defer to Col. Scott,
if he wants to handle this one.

LtCOL. SCOTT: Not to steal M. Birkner's thunder,
Dr. Birkner's thunder, but that weaponization assessnent is not a
weaponeering assessnent. In other words, if | say that, you
know, country Z has barrels of something, or country Z has
war heads full of sonething, that's not the sane as saying country

Z can deliver 2 mcrograns per cubic liter of air over a 10-nile
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front. So the weaponeering information is not directly related
to what Dr. Birkner presented, just how far did the program go,
and are there systens available, and are these systens that we
have acknow edged to be threats? It's not quite the same as how
many -- can | deliver an effective dose of Bot-Tox across a 10-
kiloneter front, which is a very different question, and it is
currently only answered in nodeling and simul ation.

DR LaFORCE: Questions?

COL. DANLEY: I would really appreciate it from
the acquisition standpoint, if you broke Bot-Tox down. They're
different and you' ve got seven of them and when you say Bot-
Toxin, it really creates a msleading inpression as to which ones
are serious threats and sone of which are just absolutely not
threats at all.

Lt COL. SCHNELLE: Good point, sir.

DR LaFORCE: Yes, Bill?

DR BERG On page 14, Table 7, and on Figure 4,
page 15, there's a variety of agents listed, and then it says
"worst case". Is that sort of a benchmark you derived of what
are the capabilities?

Lt COL.  SCHNELLE: Gven the scales and the
weighted criteria, they maxed out the weighted criteria on every
single scale just to see how it would benchmark against the
ranki ng of the agent, yes, sir.

DR BERG So, this hypothetical, in a sense,
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Agent X woul d have a 33 percent norbidity, and so on?

Lt COL. SCHNELLE: The nunbers don't quite equate
to percentages, sir. It's based on the analytical hierarchical
prot ocol software program the AHP methodol ogy. So, essentially,
in a previous chart --

DR BERG It's a weighting then?

Lt COL.  SCHNELLE: It's a weighting, not a
percent age, yes, Sir. I showed the slide showing the weights
assigned to the various criteria, it's on page 5.

DR LaFORCE I would say from the Board
standpoi nt, thank you very much. Have we got another question?
Yes?

Lt COL. BUNNI NG You nmay have touched on it
already, but what were the criteria used to look at all the
different agents, and the agents that did not appear here did not
appear because the criteria wasn't high enough, or was this |ist
inclusive, or did you limt it when you started?

Lt COL. SCHNELLE: W started with a nandate of
addressing all the agents on the Chairman of the Joint Chiefs of
Staff BW Threat List, and the Scientific Panel then added
additional agents that their expertise felt would hel p them check
their consistency and their judgments. And the criteria are
presented on page 5 and then defined in the follow ng pages.
Your first question? | think |I answered your second question.

Lt COL. BUNNI NG So, | guess | would assune that
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it's not inclusive except for the list that was produced?

Lt COL. SCHNELLE: Right, vyes, sir. Only the
agents presented in this report were classified and ranked.

DR LaFORCE: Yes, Ben?

CO.. DINIEGA: Just a couple nmore questions. The
recommendation, | guess, after page 16, fromthe MIlitary Panel,
and Appendi x E, t he Scientific Panel concer ns and
recommendations, are there any recomrendations from your office
as to what should be done about those?

Lt COL. SCHNELLE: CQur first priority was to ensure
that the Armed Forces Epidem ological Board was satisfied wth
the nmethodology and with the product. If you felt these
recommendations had nerit, we would certainly take the work on
and address them I, along with nost of the menbers of the
Mlitary Panel, feel that we need to encourage and work with the
Intelligence comunity on the weaponization issue.

CO.. D N EGA It states on -- | guess the
Mlitary Panel feels that the weaponization issue, if there were
information on it, would mnmake the process in the table, the
matri x, conpl ete?

Lt COL. SCHNELLE: Yes, sir.

CO.. DONNEGA: The Scientific Panel goes on to say
-- had concerns about not taking into consideration preventive
count er neasur es. And | thought you had stated that it was a

decision to take that out on the Mlitary Panel side, to not
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consider that, or to use an assunption that we all went in
unpr ot ect ed.

Lt COL. SCHNELLE: The assunption we've used to
develop the criteria. Now that you understand the ranking of the
agents -- this is the logic of the Mlitary Panel and, frankly,
of nmy office as well -- now that we understand the priority of
the agent, we then nust prioritize our corrective action.

| personally -- this is a personal opinion --
would not devote huge suns of resources from ny office to
addressing the threat of Q Fever, for exanple, when | had not
adequately addressed the threat from anthrax. So, | feel that
although they're right in that we need to address the fact that
sone of theses agents don't have appropriate counterneasures --
that, of course, is a very inportant thing -- but the first use
of this ranking from ny perspective is to use it in prioritizing
ny limted resources to address those issues.

So, if we fed those issues into the ranking, it
woul d nuddy up the waters of what is the nost inmportant thing we
need to do with Iimted resources.

CO.. DN EGA: So am | hearing that now that we
have the matrix, the conbined matrix wth sone sort of a
prioritization scheme, the Scientific Panel is saying now that we
have that, then we can go ahead and consider the counterneasures
and reprioritize it either in nedical planning or acquisitions or

what ever ?
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Lt COL. SCHNELLE: Yes, sir.

ca.. DI NI EGA: It's encour agi ng anot her
reprioritization using these specific factors.

Lt COL. SCHNELLE: Brian, do you have anything el se
to add fromthe neeting with the Scientific Panel nenbers?

Lt COL. SCOIT: Yes, one snmall item Looki ng at
Appendix E, the Scientific Panel's concerns, I'd just add the
flavor of interpreting this, Col. D niega, that the focus -- and
there is great concern here by D. Henderson, Dr. Franz
specifically focused on this -- just because they took pre-
exposure counterneasures out so that they could have a table upon
which to conpare agents, they did not wish to derogate the
i mportance of those counterneasures, and that's the sinple
interpretation of their first bullet.

And the second, the diagnostic part, we really
didn't get to, but that had great enphasis because it was the
speed and tineliness of diagnosis naking the difference, that
they wanted to make a comment about enphasis. But, yes, you're
right, this is intended to generate application of this agent-to-
agent conparison to be potential use for another prioritization
and, of course, it does not say anything about prioritizing anong
countermeasures for an agent, whether Saran Wap versus vaccine
or whatever you have, but only if you were conparing one agent to
anot her was the only thrust.

CO.. DONNEGA: | have one nore question. You said

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

21

that one of the purposes in the process -- and |I'm all for
developing a repetitive, repeatable process -- is that if the
list was changed, you would not have to go through having a
Mlitary Panel and a Scientific Panel all over again, that you
could just plug it into a formula and it would come out with a
new matrix. D d | hear correctly?

Lt COL. SCHNELLE: Yes, sir. Let's say that agent
X joined the list. W could, in theory -- and this, I think, is
the business of the Board to address how you would want this
handl ed -- but we could, in theory, either send that agent to the
AFEB and say, "Gven the rankings and the scales in this
net hodol ogy, would you please rank this agent", or we could send
it to send it as a task to RIID. | nean, whatever you thought
would be the nost independent objective body, but we would
essentially take the forrmulas in the report and a board such as
AFEB or RIID could then evaluate the agent in that context, and
then it sinply joins the rest of the agents appropriately.

CO.. DI N EGA Is there any way to validate this
process?

DR LaFORCE: I think part of the validation is
this has now been tossed back to us to sort of review this and
see whether the criteria sort of makes sense, and whether the
docunment has actually net the charge that the AFEB had given in
terns of preparing this. And | think it would be a little

premature to say anything right now until this has been sort of
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read and digested, but ny sense is, have you net the spirit of
the challenge, the answer is clearly yes. This is precisely what

the Board had in mnd when we asked that this be prepared. Yes,

Pi erce?

DR GARDNER One of the things that's not in the
criteria that | see is the imediacy of the effect. Ben
explained to me during the break that the concern -- ny worry

about influenza is that while you ve assigned the imediate
effect of a toxin or botulismon DoD issues is different than the
nore communi ty-based idea of seeding hoof-and-mouth or influenza
and having it spread in a |l ess acute manner.

So, you have many things here. Smal | pox, if you
seeded snallpox in a nassive way, it would not take effect unti
the incubation period had played out, you're tal king about a week
or two, so would not have an imediate nilitary effect as
conpared to ricin or sone of the other nore direct things.

So, that, | would think, fromthis point of view,
m ght be sonething to factor in, how quickly once the weapon was
di spersed, the effect would take pl ace.

Lt COL. SCHNELLE: And that range of discussion
fell imrediately into what | call the "weaponization hole". Since
the imrediacy of the effect is related to the dose received,
which is related to the ability of the eneny to deliver a massive
dose -- | nean, it's very hard to predict wthout the

weaponeeri ng dat a.
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DR LaFORCE: The other thing is that when we
tal ked about counterneasures, if you'd just look again at Table
16, which | really find very useful in terms of |ooking at that
sunmary, in terms of critical greatest threat, if anthrax is
listed first, and if all the mlitary forces are inmunized

appropriately and are protected, you just take a black pen and

take that off. That no longer exists as a threat. It's
fi ni shed.

RADM Sel ) HART: I think one other thing needs to
be -- we need to be cognizant of. W' re tal king about biol ogica

warfare threat here against our active duty troops as opposed to
bioterrorism which has sone donestic inplication for nedica
treatnent facilities and so forth. It helps clarify sone of the
-- what's the value of knowing the inmmedi acy. Vell, if you' ve
got a division of forces advancing on you, that's very inportant.

If you're trying to create chaos in the country, then the
i mediacy has less inpact and your preparedness therefore is
accordi ngly.

DR GARDNER So smal | pox would not be the thing
you would do if you needed an inmmediate effect, it would be
sonething with an incubation period before it took place. That's
m ssing fromthis anal ysis.

CDR CULPEPPER I just want to say that
lethality, criteria is broken down on our scales, not only case

fatality rate, but also speed with which it causes death. The
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lethality does include the speed with which --

DR ALEXANDER So it's «calibrated in that
vari abl e?

CDR.  CULPEPPER Calibrated in that variable on
the scales by which the Scientific Panel then came out and rated
the different agents by.

DR SHOPE: Along that line, when you say speed,
is it an advantage to have sonething that kills rapidly, or is it
an advantage to have sonething that kills slowy and would be a
real problemin filling up hospitals, et cetera? It's not clear
to me where you put the rating enphasis.

CDR. CULPEPPER. The question really boils down to
how does it affect troop readiness and how does it affect
| ogistics, and that's the two basic criteria that all these other
factors fed into. Col. Kortepeter was on the Scientific

Committee, he might be able to talk to that a little bit.

Lt COL. KORTEPETER: It's only been a couple of
nmonths and | haven't seen the report, so it's hard for ne to
coment .

COoL. DI NI EGA: I think there's been conmtnents

formthe Board and also from Col. Schnelle's office that this is
a first cut, like a first generation like we tal ked yesterday,
and it needs to be reviewed. And as long as we're all comitted
to refining the process to inprove it, | think it's a good

starting ground.

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

25

DR LaFORCE: But | think in ternms of, again,
neeting the challenge of developing at least a process that is
much less ad hoc than was present before is a huge step forward
because at |east you' ve set up a set of rules. W mght argue
about the rules, but at |least there's sonething that's there and
you're arguing about the rules and not sonebody coming in and
yelling |ouder than sonebody el se. And that's a nmmjor step
forward. Yes?

DR SHOPE: This is a question about senantics.

The agents that are listed as marginal, that's equivalent to --

it says here "operation stress to nedium capacity". And to ne,
if I were a battlefield commander and ny stressed to a nedium
capacity, | wouldn't call that nmarginal. And |I'm wondering if

there's a better term

DR LaFORCE: O her comments?

(No response.)

This is a lot of work, and it represents obviously
a lot of thought. You' ve got superb panelists who participated
in this analysis, and | think the ball is nowin our court for us
to review and then respond in a reasonable length of comment in
ternms of the effort that you all have put into this. | woul d
say, from ny standpoint, congratul ations. | honestly feel that
we're nuch further along now with again a nuch nore stable floor
than we were before.

Lt COL. SCHNELLE: Thank you, sir. W wll await
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the AFEB' s reconmmendati on.

DR LaFORCE: Thank you. Let's nove on.

CAPT. YUND: M. Chairman, should you state at
this time, or do you anticipate stating a process review on this
report?

DR LaFORCE: Yes. | think that's going to be one
of the topics that we're going to discuss a little bit after the
| ast of these formal presentations.

Dr. Linden, Research Area Director, from the
Medi cal Chemical and Biologic Defense Research Program Dr.
Li nden.

DR LINDEN. Good norning.

(Slide)

I'm preaching to the choir here, but the first
slide outlines our rationale for investnment in the Medical
Chemical and Biological Defense Research Program And this
norning, even though some of ny slides say Chemical Research
Program on them | am going to focus on the Biological Defense
Research Program

A couple of years ago, the QDR stated the threat,
and | think it's been reiterated in nore recent documents through
the previous and even current Adm nistration, so we all know that
there is a threat out there and why we are investing in these
research prograns to address it.

(Sl de)
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These prograns are joint prograns, and they are
organi zed from GSD on down, as depicted here on this chart. The
oversight is exercised out of the Under Secretary of Defense for
Acqui sition Technol ogy and Logistics by a steering conmttee. |
think sone of these titles are going to be nodified in the very
near future with the new Adm nistration, but functionally | think
it's going to remain pretty sinmlar to what is depicted here with
Director, Defense Research and Engineering, and the Defense
Threat Reduction Agency with key players fromthose organizations
formng the basis of the Steering Conmittee, with input fromthe
Armed Services Bionedical Research FEvaluation and Managenent
Conmi ttee, the ASBREM

At the managenent |evel, there's Steering Goup
here that nmamintains coordination with the Joint NBC Defense
Board, and that Board has two entities under it, the Joint
Service Integration Goup and the Joint Service Materiel G oup.

| want to just coment a mnute because of Col.
Schnelle's presentation that we just heard and heard discussed,
that the JSIG -- this is the group that establishes the
requirenents in the ChemBio Defense Program There's Medical
Product Sub-Panel, the MPSP, under this that focuses strictly on
the medical issues and prograns and products that reach all the
way from the Research Program through Procurenent, and this
group, together wth the CNCs, is now publishing a Joint

Integrated Priority List to get provided to the Joint Service
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Materiel Goup to guide their deliberations when they go to build
a POM So, | just wanted to point that out, that the document
that has been produced under the auspices of this comittee, of
this group, the AFEB, is hopefully going to feed into this
process and eventually have inpact on guiding our program our
research program

Wthin the Joint Service Miteriel Goup, this is
ny office, the Medical Chem cal and Biological Defense Research
Program guides the nedical piece and the Joint Science and

Technol ogy Panel for ChemBio Defense, perfornms a simlar

function for the nonnedical side. Both of these entities
maintain sone liaison with the DARPA prograns in Biological
Warfare Defense, and 1'll commrent on those prograns a little bit

later in the presentation.

Last, but not least, | want to acknow edge the
role of the Joint Technology Coordinating Goups, under the
auspices of the ASBREM that serve at this level, the
coordi nating function for the program anongst the three services.
In terns of execution, all of the players in the service
| aboratories as well as sone of the national |abs, industry,
academ a, and programs sponsored by Defense, are perforners,
executers of the program

(Slide)
Qur mssion is to provide nedical solutions to

protect against the chemical and biological warfare threats.
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These are the only weapons systens for which we can provide these
ki nds of sol utions. You can't inmunize people against bullets,
you all know that. But it does nean that it's a unique set of
probl ems and a uni que approach.

(Slide)

Qur wvision is to prevent casualties, provide
effective treatment for themand return themto duty, and also to
provide far-forward diagnostics for both chem and bio, as
appropri ate.

(Slide)

W are but one piece of the pie, as you' ve heard
previously this norning. This is a big piece of the pie, the
intelligence, to tell us what the threats are, along with the
commanders, the CI NCs, the requirenents people, and so forth.

Medi cal count erneasures form one conponent of the
passive protection in chembio defense. The physica
count ermeasures -- detection, protection, decon, and so forth --
is worked by the Soldier Biological/Chenical Comand up at
Edgewood, at Aberdeen Proving G ound.

And there is an education and training conponent
here that's actually not funded by the research program but
| everages the scientific and nedical expertise found in the
research prograns to provide education and training on managenent
of chem cal or biological warfare casualties to both mlitary and

civilian health care providers, and there are several folks in
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the room here who are very active in this program in the
Operational Medicine Dvision at USAVRI I D here.

(Slide)

The locations of the principal |aboratories are
depicted here. W're at Ft. Detrick, USAWRIID. M/ office is a
coupl e blocks down the street. At the Forest den Annex is the
Walter Reed Arny Institute of Research and the Naval Medical
Research Center co-located with them Al so, the Arnmed Forces
Institute of Pathology, the Institute for Chem cal Defense, and
the Institute for Environmental Medicine up at Natick, which
participates in the Medi cal Chem cal Defense Research Program

(Slide)

In both prograns, our technical approach is pretty
simlar. W need to identify the mechanisms involved in the
di sease or injury process. Once we understand sonething about
those, develop and evaluate candidate products, candidate
count er measur es, whet her t hey are dr ugs, vacci nes or
pretreatment, to counter or mtigate or prevent the effects of
t hese things.

This bullet is one that's incredibly inportant and
occupies a lot of effort in both of our prograns. Wien push-
comes-to-shove, we cannot test the effectiveness of our
countermeasures in clinical trials in hunans. W can't give
sonebody a vaccine and then expose them to biological warfare

agents to see if the vaccine works. Simlarly, we can't give
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peopl e pretreatnent and expose themto a chemical warfare agent,
a nerve agent, or rmnustard.

So, we have to develop animal nodels that mmc
with sone fidelity the human disease condition caused by these
agents. That's further conplicated by the fact that the threat
that we're attenpting to address is one where we believe it will
be delivered as an aerosol on the battlefield, and all of the
bi ol ogi cal warfare threats are disease or toxins, disease agents
or toxins, that occur naturally somewhere in our environnent, but
in the environment, in the naturally acquired cases of disease,
it's very rare -- | can only think of a couple of instances where
the transmission is actually by an aerosol route. Usual ly, for
exanpl e, plague is caused by getting bit by an infected flea that
pi cked up the bacteria froman infected rat.

On the battlefield, that's not going to be the
case. The battlefield threat for plague or for any of these
other agents is going to be an aerosol. So, we have to factor
that into devel opnent of these animal nodels, and so this is a
very challenging problem and one in which our folks have
devel oped a | ot of expertise in our prograns.

W develop diagnostic systems and reagents.
Again, here in the bio program -- and | think you're going to
hear a presentation from Col. Erik Henchal later this morning --
is that correct or not? Sonebody tell ne whether |'ve nessed up.

DR LaFORCE: Yes.
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DR LINDEN. So I'mnot going to dwell on this, if
he's going to describe to you the approach here in the diagnostic
syst emns. W can't equipment medics with multiple diagnostic
systens just for the sake of addressing different categories of
threats, but in this case we -- you know, diseases are diseases.
A sick patient is a sick patient. You don't know when they wal k
in, off the top of your head, whether they' ve been exposed to a
bi ol ogical warfare threat agent, or whether they caught an
endemic from the area that they're deployed to. So we need to
focus on diagnostic systens that allow enough flexibility to
incorporate all the testing that those nedical personnel are
going to need on a deploynment or on a battlefield. And we've
al ready tal ked about the training piece a little bit.

(Slide)

The products that come out of our Tech Base
include not only those things that go into bottles hopefully,
eventual | y, as vaccines or therapeutics or pretreatnent, but also
the diagnostic tests, the infornation, the education. As Col.
Schnell e nentioned, there's several folks from here and
el sewhere, subject natter experts on these agents and on the
threats, that were called upon to provide input and expertise in
developing the threat of nedical risk effects under a threat
assessnent .

Last, but not least, our Tech Base is our

readi ness for the future. From the devel opnent standpoint, yes,
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we need to focus on delivering things to the warfighter as soon
as we can now, people want things now, they don't like it when
you tell them "Well, we'll get you sonmething licensed in 12
years fromnow'. Yes, we need to focus our energies on that, but
we also need to maintain an active investnent in the Tech Base in
order to solve the future probl ens.

(Slide)

The Bio Defense Program is organi zed as depicted
here, the Research Program W have Defense Technol ogy
Qbj ectives which represent those nore mature research prograns
for which we've been able to establish, we hope with sone degree
of confidence, sone target objectives and dates. Medi ca
counternmeasures for encephalitis viruses would include a
genetically engineered vaccine that will protect against ideally
the three major groups of encephalitis viruses -- Venezuel an,
Eastern and Western Equine Encephalitis. For right now, we're
focusing on a vaccine that wll protect against the nultiple
different sero-types of Venezuelan Equine Encephalitis, a
chal  enging problemin and of itself.

Nobody likes the idea that we're going to have to
give one shot per agent, or one vaccine per agent, and we've
devoted sone effort to focus on a nultiagent vaccine where one
vaccine or one vaccine mxture would be able to provide
protection against nultiple threat agents. You're going to hear

about the comon di agnostic systenms from Col. Henchal .
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W have a program that's still very much in the
Tech Base, but wth sone concrete objectives and nedical
countermeasures for brucella. Again, that's focused on
devel opment of a vaccine, and we're |looking at two very different
approaches in that area. One is a basically live attenuated
organism and the other is in conjunction with our Canadian
col |l eagues, is for basically a pol ysaccharide-type vacci ne.

VW have a new Defense Technology bjective this
year to look at needleless delivery nethods in conbination wth
the reconbinant protein vaccines that we're devel oping. And,
again, this is to get away from-- this is looking a little bit
nore toward the future. W're partnering with industry on this
where they are focusing both on patch technologies for delivery
of vaccines across the skin, as well as aerosol delivery systens
for imunization through the respiratory tract.

A subject near and dear to many people's hearts is
the next generation anthrax vaccine. W're working on the
reconbi nant protective antigen vacci ne candidate, and that is the
subject and focus of intensive effort that's being managed
intensely and has a | ot of oversight at a lot of |evels.

Coming up right behind that simlarly is a
reconbi nant plague vaccine candidate, and for both of these
actually the U K has sone very simlar candidate products, and
we' re working under international agreenents to try and devel op

these into coll aborative efforts.
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The remainder of the Tach Base of the programis
organi zed broadly into the domains of vaccine, therapeutics and
di agnosti cs. Wthin each of those areas, or within the vaccine

and therapeutics, as you woul d expect logically, we do have those

broken out by categories of agents -- viruses, bacteria and
toxins -- as well as within each of those areas by the particular
organism or toxin that is the subject of the research. | can

tal k nore about that if anybody wants |ater on.

(Slide)

Some successes that we have had very recently and
we are planning to have this year include those that are shown
here, transitioning -- we transitioned the sero type A and B
conponents of a multivalent reconbinant botulinum toxin vaccine
to the Joint Acquisition Vaccine Program and Col. Danley wll be
giving a talk on that | guess shortly. That had a transition, |
think, in FY0O, and the reconbinant plague vacci ne candi date and
the reconbi nant Venezuel an Equi ne Encephalitis vaccine candi date,
that actually has had a Ilimted nilestone to advanced
devel opnent, but there is sonme work continuing in the Tech Base.
Thi s advanced passed M| estone 0 of the ol der version of the DoD
5000 whi ch describes the DoD acquisition system

By the end of this fiscal year, we anticipate
having some kind of neeting, the title of which we are
continually debating actually, whether it's going to be called a

Decision Review or an In Process Review or sone other variation
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on that thene, under the new acquisition rules in the new DoD
5000. The effort here can be stated pretty straightforwardly,

and that is to get the decision and the head-nod up and down form
the people in charge of the dollars for both the 6-3 and the 6-4
dollars in the research program research and devel opnent, to
jointly spend their nmoney to focus on advanci ng these products to
an acquisition program into fullfledged devel opnent. And so we
anticipate that by the end of this fiscal year for the next
generation anthrax vaccine, one of the candidates, the RPA the
pl ague vacci ne. And the Common Diagnostic System that | Kkeep
mentioning you'll hear more about later from Col. Henchal is
anticipated to provide the candidates for consideration for
establishing the Acquisition Program for the Joint Biologica

Agent ldentification and Di agnosis Systemin FYO2.

(Slide)

If I had realized that Col. Danley was going to be
giving a presentation at this, | would have taken this slide out,
but I'mgoing to let him address the products that are coming in
the future. Some of them are listed here, and |I'm sure he'll
address those in his presentation.

(Slide)

Things that are conming down the pike that we're
focusing on in our programto get to the point in the Research
Program where we can have candidates that we can offer for

transition to devel opment include the vaccines listed here. The
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mul tival ent Venezuel an Equine Encephalitis, which | already
nentioned; staph enterotoxin vaccine, again, a genetically
engi neered reconbinant protein; ricin vaccine -- several years
ago, a toxoid that actually transitioned to advanced devel opnent.
W obtained an IND on it. Then for sone technical reasons, FDA
asked us to put that on hold. There were reversion issues wth
the toxoid. WE went back, looked at a different approach to
chem cal nodification of the toxin as a vaccine candidate, did
sone research on that, did sone work on it, presented the data.
Again, there were sone technical issues that were deened to be
serious enough to send this effort back into the Tech Base for
review and for a renewed effort. This tinme, looking at, not
surprisingly, a genetically engineered approach to nodification
of the ricin toxin, to nake a nontoxic but inmunogenic protein
that woul d be a good vacci ne candidate, and that's where that is
right now. Again, the commbn D agnostic Systemyou'll hear about
from Col. Henchal .

W have a very promising candidate for Marburg
vacci ne. Marburg and Ebola are both viruses. Interestingly,
what worked for Marburg in nonkeys didn't work for Ebola. Bot h
of themworked quite well in guinea pigs, but then when they went
to do the critical testing in nonhuman primates -- and | found
out this is against an aerosol challenge with an agent that
requires Biosafety Level 4 containnent, so these are nontrivial

research efforts to conduct -- the Marburg vaccine candidate
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worked quite well, but they were not able to achieve the sane
success with the Ebola candidate which was constructed in the

sane fashion.

(Slide)

What's conming down the pike? In the future, |
think as we all realize we've heard a lot actually, | think the
first time | read a paper, a DoD paper concerned about

genetically engi neered threats was about 1984, and we are | ooking
at these things very seriously now There's a large effort,
because of the funding that's been provided in the horeland
defense arena, the National Laboratories have a very large
investment, as does DARPA, in genomc sequencing of BW threat
agents, and we are working with those other organizations, those
ot her agencies, and the laboratories in order to do this, and not
only just to <crank out sequences, but to understand the
significance and inportance of what these sequences can tell us
about virulence factors for viruses and bacteria, about
mechani sns of action of the toxins, about drug resistance again
for both the bacterial agents and viruses.

W talk about focusing in the future on
i mmunonodul ators and therapi es. There is a strong desire,
especially on the part of some of the rapid deploynment force
community, in having perhaps transiently acting nonspecific
nedi cal product, drugs or whatever, that could be used to kind

of, you know, "pop your pill" or "use your inhaler" to provide
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you with some kind of short-term generalized protection against
infectious agents or BW threats. This is going to be an
extremely challenging area of work, as you might inagine, and
we're keeping an eye on what's going on in academa and in the
scientific community in general, and | think we're really relying
at this particular point in tine on some of the work that's being
supported in the DARPA progranms which focus on the farther out
approaches to identify and kind of help focus on those approaches
that mght be the nost promising in this area. And there are
sone that have been identified already, and we have some plans to
partner with them

| already nentioned the nultiagent vaccines, an
alternative to one vaccine per agent, and you realize one vaccine
may nean nore than one dose of that vaccine, nore than one shot,
depending on what the wvaccine is and what the required
i muni zation schedul e is.

(Slide)

Cooperation with DARPA The Biological Warfare
Def ense Prograns at DARPA have enjoyed some significant funding
over the past couple of years. | think in toto their prograns
are larger than ours actually.

The major prograns which we have interfaced wth
DARPA are |isted here -- unconventional pathogen counterneasures,
advanced diagnostics, the genomc sequencing effort, and they

have a much snaller program now in sensors, but when that was a
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| arger programwe did work with sone of their investigators. For
a long tine, USAMRIID actually collaborated wth the
i nvestigators being supported under these DARPA prograns because,
in general, these people are in biotech conpanies or in academ a,
and they don't have the capability or expertise, in nmany cases,
to work with the biological threat agents, and so they would cone
here and ask for support from the lab and, over the years, we
coll ectively evol ved sone sort of ground rules and guidelines for
interacting with people and supporting sone of that research. In
many, if not all, cases in the DARPA program not only are they
looking out far in the future, but especially in those cases
where it's a biotech conpany involved, they are really |ooking at
dual -use applications, which is great because it neans eventually
hopefully down the pike, if any of these things pan out, that
we'll have corporate partnership in the devel opnent and not have
to bear the cost of that all by ourselves.

(Slide)

At sonme point a few years ago, after the DARPA
program was stood up and funded, folks realized that -- you know,
asked the question, where is this stuff going to go? Were are
the successes fromthe DARPA prograns going to end up if we don't
provide a conduit for theminto sort of the nainstream of the DoD
acqui sition community and program and thus was born the concept
of the DARPA Transition dollars in FY99. These dollars ki cked

off this fiscal year with a nodest anount of $2 mllion, and in
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the medical line, nedical funding line, this is the funding
profile for the so-called DARPA transition effort going out over
five fiscal years, and we're just com ng up next nmonth on Round 2
of basically reviewing the status of projects in the
Unconventional Pathogen Counterneasures and in the Advanced
Di aghostics Prograns, and what we'll do is what we did |ast year,
which is to identify those projects that we think are either the
nmost promsing in ternms of technol ogies that are going to help us
solve our problens and address our threats and/or those things
that are close to the nost mature, invite those peopl e back, have
intensive discussions with them to help them focus on the
mlitary problem and then select sone of those to submt
proposals and then we crank through our established procedures
for funding research contracts.

W're looking heavily at new vaccine-related
technol ogies, looking to the biotech folks to bring those in to
us and, as | just mentioned, we'll be selecting additional
projects shortly to bring into the program

(Slide)

I'd like to shift focus to end this, on sone of
the strategic challenges in our CheniBio Defense Research
Prograns, our Medical Research Program and the three areas |
wanted to just nention are listed here -- the Acquisition Model,
the FDA regulations, and the nmultiplicity of threats.

(Sl de)
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The Acquisition Mdel is pretty linear. You know,
you start at the beginning, you need a new piece of nmateriel for
what ever reason, and it proceeds in a stepw se fashion through
research and devel opnent and maturing things through engineering
refinements and so forth. The old DoD 5000, the new one which
was published this past year, which ideally and hopefully
provides us sone nore flexibility in that difficult area of
transition between the Tech Base and the developnent. And it's
not just us, it's not just DoD where this is a difficult piece of
terrain. |If you talk to people in the pharnmaceutical industry --
and | apol ogi ze for not knowing who all of you are individually,
and some of you may be from that industry -- but based on what
I've heard fromthose folks, that's also a very challenging area
for themto deal with

W have things called Technol ogy Readi ness Levels
that have been incorporated into the acquisition paradigm and
we're struggling with how to apply -- these were actually
devel oped by NASA, so you can inagine that we're having a little
struggle to apply those assessnments of technology readiness,
translate themto the medical context.

And where do we focus on the risk reduction? Who
bears the responsibility for risk reduction, and where do we plug
that into the R& spectrum for the nedical product? And, as |
said, it's fairly linear.

In contrast, in scientific research and bi onedi ca
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research, and in t he devel oprent of bi ol ogi cal s and
pharmaceuticals, things aren't linear. You know, you get to a
certain point, something doesn't work, you have to go back to
Square One, or you're pursuing a research path and you think
you' re headi ng strai ght down a main highway, and all of a sudden,
for whatever reason, you find that it branches because the
results don't work the way you think things were going to work.
And so it's very difficult to sort of match up the way things are
in biomedical research with this acquisition nodel

Again, we may have nunerous candidates that | ook
prom sing, and nore and nmore working in this area |'ve become
t horoughly convinced that -- you know, you want to kill products
early, there's a desire to down-select things in order to save
noney. You know, we have linmted dollars to invest in devel oping
a vaccine or limted dollars in our overall R&D prograns. So
there's a desire to kill things early, but what does that nean in
the context of devel oping a vaccine? |'mconvinced that we don't
know the answers to any of these things until we can actually go
into people and see if sonething is safe and i munogenic. And so
there's kind of a real struggle here conceptually in how do you
manage the dollars, how do you down-select as early as you can,
to be as conservative as you can, realizing that you're really
not going to have definitive answers to sone of these things
until you get farther down the pike in nuch nore costly kinds of

efforts.
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And another thing that | |learned or becane nore
conscious of fairly recently is that vaccines and nedica
products have a very finite lifetine. How many drugs or vaccines
are we taking today? How many of those are the sane as the ones
that were used 20 or 30 years ago? Very few.  There are soneg,
but the point is that our job is not done -- you know, we can't
just walk away fromit when we develop a vaccine. Even when we
develop and hopefully get licensed the next generation anthrax
vaccine, we cannot walk away from that effort and say "Job's
done, thanks", you know, we have to actually maintain an effort
starting now on the vaccine or the mnedical countermeasure that's
going to cone after that, and that's not going to be for another
20 years, but | really have becone convinced that it's a m stake
to think that if we transition something and get the product
licensed, that we then walk away fromit, and |I'm sure that nany
of you sitting on this Board can translate this very rapidly back
into the situation that we're facing right now with adenovirus,
or look at the bind we're in with tetanus-toxoid.

There are sone folks developing a genetically
engi neered tetanus-toxoid. It was great. They just decided it
wasn't -- the pharnmaceutical industry decided it wasn't cost-
effective. Now |l ook where we are with tetanus-toxoid, it's Ilike,
what, one nmanufacturer, and there's not enough of it to go
around.

The next two or three of these charts or
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eyecharts, and | apologize for that, but this is the old chart
where we tired to harnoni ze the DoD acquisition process wth what

the FDA requires for getting an investigational new drug approval

and licensure of vaccine. And so what | wanted to -- ny point is
that regardless of the Acquisition System -- and |'m going to
show you the new one on the next slide -- regardless of the
Acquisition System all of these things still have to be done.

And one of the challenges in ny office and in Col. Danley's is to
try and figure out how we align these things and marry them up
with the process, marry the science and the research up with the
process that we are forced to go through.

(Slide)

This new system doesn't have all the stuff Iined
up down here and, in fact, the Tech Base is over here off the
edge of the chart on the left. But | nentioned earlier this
Decision Review or In Process Review for the vaccine candidates
that we're hoping to get into advanced developrment in the near
future, and that's where this falls on this chart. Mlestone B
is commonly now interpreted to be the point at which you fornally
establish the Acquisition Program

(Slide)

Continuing with the strategic challenges, the FDA
regul atory requirenments. | imagine many of you on this panel are
famliar wth these. For licensing a product in the civilian

comunity, basically the conpany has to denonstrate that it's
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safe and effective. The FDA put that efficacy requirenent into
their licensing process sonetine when | was a kid, but | renenber
when that happened, and about 30 percent of the over-the-counter
pharmaceuticals that we had on our shelves at the tinme
di sappeared because efficacy had never been and couldn't be
denonstrated for a lot of these things. So, that was -- |
remenber that. It was a pretty big deal at the tine.

As | mentioned before, for our medical bio-defense
products and chem defense products, we can denonstrate safety in
animals and in hunmans, and we can denonstrate efficacy in
animals, but we can only estimate the efficacy in humans, and we
have to rely on the best data that we can generate, and the best
nodel s that we can develop in aninals in order to do that.

(Slide)

The FDA published a proposed new rule which, to ny

know edge, is still in the proposed stage even though it was out
and commented upon and so forth. | don't know when, or if, it
will be finalized. And they developed this basically as a

consequence of intensive discussions with DoD and the fallout
from the Persian @lf War over the use of investigationa
products, and they recogni zed that we had this challenge of being
able to license products in the absence of being able to do |arge
field studies in human popul ati ons to denonstrate efficacy.

So this proposed new rule allows them to consider

animal efficacy data in support of a licensure request. However,
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it doesn't just say, "Yeah, we'll take aninal data instead of
human data", they lay out their expectations about the way those
studi es would be conducted, which is to say not only a GP, good
| aboratory practices, studies, but essentially they want those
ani mal studies conducted according to the sane guidelines that
you use to conduct a human clinical study, good clinical
practices, and in addition they've asked that we understand the
mechani sm of action of the disease-causing agent. That's a big
chal | enge. W don't know the mechanism of action of nany
di sease-causi ng agents even today, and licensure of things for
public health purposes is really based on some fairly enpirical
dat a. You know, you can do a large-scale field trial and show
that you protected 80 percent of one group with your vaccine or
drug versus the control group that didn't receive it, they're
going to license it, given all the rest of the supporting data,
wi thout having to understand exactly the di sease-causi ng process.
Do we know the basis of action of chicken pox? No, we really
don't, but they licensed the chicken pox vaccine and it worked.
Understand the basis of action of the vaccine or
dr ug. Again, nost of the evidence that's used to support
l'icensure -- drugs, obviously -- you can do the pharnacokinetics
and study the mechani smof action, but for vaccines, the basis of
action of wvaccine, wunless it's very obviously antibodies,
circulating antibodies, it's not really well understood.

Denonstrate efficacy in tw relevant aninal
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nodels. | already nentioned earlier the challenge of devel oping
these animal nodels and selecting those or finding those that we
think accurately mmc or portray the human di sease.

And last, but not least by any stretch of the
i magi nation, we have to identify surrogate narkers of efficacy.
W're investing a huge anount of effort in that now for all of
the high-priority vaccine candidates that we're working on. This
is going to be the linchpin of the efficacy argunent, being able
to show efficacy in aninals, nmeasure sonething in the aninmal, and
then go ahead and use the product, inmmunize or drug or whatever,
to people, neasure the same paraneter in the human, and then say
we can use this as a basis for predicting that the human is
protected. And that's a very large challenge and one that we're
focusing on intensively right now

(Slide)

Miultiplicity of threats. Even though the chenical
warfare agents can be grouped into categories -- nerve, nustard
and the other agents -- even wthin those groups there are
variations anongst the agents and the effectiveness of
count ermeasures and so forth.

For the biol ogical agents, it's even nore
chal | enging because we have a nunber of viruses, a nunber of
bacteria, a nunber of toxins, and they are all different. And
even one "toxin" -- and | wuse that in quotes -- "botulinum

toxin", as Col. Danley pointed out, has seven total sero-types.
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W don't believe that all seven are of concern to us, but we
essentially need to address each of those individually in order
to cone up with an effective vacci ne agai nst them

And the energing threats are -- you know, include
those genetically engineered threats for which we're not going to
know exactly what the agent is, and we're going to have to
approach devel opi ng nedi cal counterneasures based on nore
fundanental principles, such as virulence factors or mechani sns
of action.

(Slide)

So, our programs present unique challenges. I
think we've discussed all of themhere. W need the cutting edge

technologies, we're bringing them in by partnerships wth
industry and the other defense agencies and national
| aboratories, and we're also working very closely with industry
and the scientific comunity, using the tools that are available
to us in the form of cooperative research and devel opnment
agreenents, and so forth.

I will just nention right here sonething that |
haven't put into the talk, and that is the work that we do on
therapeutics both for bacterial agents and antiviral drugs, and
those are done basically by the nechanism of cooperative
arrangements with the pharmaceutical industry whereby we get

prom si ng conpounds fromthem and test themin our systens. They

are not particularly interested in investing in an antiviral drug
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that's going to work against Ebola nor can they test it, but we
can and we're interested. Li kewi se, for the bacterial threat
agents, we are able to test not only the antibiotics that are on
the market right now and coming on the market, but the new things
that are energing and being worked on in the industry so that
we're prepared to be able to nake recommendati ons on those things
when t hey becone avail abl e.

Subj ect to your questions, that concludes ny talk.

Thank you.

DR LaFCORCE: Questions for Dr. Linden. | would
point out, Dr. Linden, that your assunption in terns of plague
largely and exclusively as an aerosol delivery nmay not be
entirely correct. During the Second Wrld Wr, Kkilogram
quantities of fully infected plague fleas were produced and used
agai nst Chi nese forces, used successfully in Mnchuri a.

DR LINDEN.  True. CGood point. Well, | think I
used that to illustrate the point, | kind of didn't give you the
other shoe on that one, which was you are aware that the old
pl ague vaccine is no |onger avail able. In some tests that were
done here at USAMRIID, it appeared that that vaccine was pretty
effective agai nst parenteral, against Bubonic Plague, essentially

that which would be acquired by flea-bite. But when they tested

it in animal nodels against an aerosol, it was not very effective
in preventing the aerosol exposure. I'msorry, | didn't extend
that point. Not all vaccines that are protective against the
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natural route of infection can be expected to be effective
against the aerosol route, and that's really what our concern
was.

DR LaFORCE: Questions, observations? Adm Hart?

RADM Sel ) HART: Can we return to slide 6.

(Slide)

| guess what | want to do here is enphasize the
i mportance or the magnitude of what the Board has undertaken to
| ook at. By looking at this Medical R sk Assessment of a
Bi ol ogical Threat, if such an assessment were to beconme a
recogni zed docurment and inserted into the process that is
depicted on Slide 3, the inpact is considerable, and there are
sone pet rocks that are going to be threatened by having this
kind of a process determ ning where the hundreds of nillions of
dol l ars are going to go.

So, | think Dr. Linden's talk here enphasizes the
i nportance and the need for prioritization and what's at stake.
If we could put into this process a rational nmethod of
prioritizing research efforts, | think we'd nake a major step
forward in service to our troops. | don't know if that's
possible but, if it is, and if this is validated, and it's going
to need to get inserted into the schene that you see on page 3,
if that happens it would have a worldw de inmpact on what we will
have done.

DR LaFORCE: Steve?

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

52

DR PATRI CK: Carol, thank you for the wonderful
present ati on. Every tine that | hear you present, | just conme
anay in awe of the wonderful productivity of the research and
devel opment infrastructure within DoD, and | once again -- |
nean, that the products that are com ng down the pipeline |ook
just absolutely terrific.

| have a couple of questions for you. One of them
is, you only touched very lightly right at the very end about the
i ssue of therapeutics that mght be of very high priority, and I
wonder if you could nake sone comments about what potentia
therapeutic agents nmay be available in the not too distant
future, that would | ook good for sone of the high threat agents?

And the second question | have is that while the
presentation is nostly concentrating on BW threat agents, is
there an equal push in terns of the production of vaccines of
mlitary relevance that aren't necessarily from the BW threat
perspective, but are inportant to the warfighter?

DR LINDEN  Ckay. Let me answer your second one
first. M counterpart, Col. Charles Hoch, is the Director of the
Mlitary Infectious Diseases Research Program and in their
program they are focusing on devel opnent of vaccines for those
di seases believed to be high priority in terns of deployed
troops. And so they are focusing on things like malaria, dengue
the gastrointestinal diseases, which are, | guess, the -- if you

| ook at the disease nonbattle injury profile, you know, they are
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using sonme of that as their guideline for developing the
prioritization in their program Qherwise, | can't really speak
to exactly the specifics of what they are working on, those are
just ny general |evel awareness. So the answer is yes, and it's

an interesting challenge because, you know, the science is the

same. | nean, we're all trying -- you know, in the two prograns,
we're trying to develop vaccines. W're using conmmon
t echnol ogi es. In some cases, we're sharing the same farner or

bi otech partners. So there's a lot of scientific crossover, but
programmatically and dollarwise, you know, our dollars cone
through conpletely different stovepipes.

When | first started working for the Arny over 20
years ago, | always sort of scratched ny head about that and
thought it was sort of bizarre about how the prograns didn't
match up with the science. And, unfortunately, that's still
true. So, we have to do our best within the Medical Research and
Materiel Command, for whom we both work, to |everage off of each
other's prograns and mai ntain some communi cati on.

Going to  your second question about t he
therapeutics, for the bacterial agent, as you're aware, we
achi eved a success of sorts with the FDA |ast year, on changing
the package insert for ciprofloxacin to have that |abeled for use
i n post-exposure prophylaxis in treatnment for anthrax.

My understanding is that doxycycline is -- the

labeling on that would allow that to be used not only for
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anthrax, but also for sonme other threat agents -- for exanple, Q
Fever. So, basically, we know what the existing antibiotic
recommendati ons are for the bacterial threat, that's been worked
through and sorted out in the laboratory, you know doing
standard in vitro kinds of testing as well as focusing and
looking at the animal nodels and making sure that for a given
i censed drug, that when you give it to the animal and you have
the circulating levels that would be relevant pharnacol ogically
for what you would see in people given the drug, that that works
agai nst that bacterial disease. So, we've |ooked at anthrax,
pl ague, brucella, d anders, those things that we are planning to
For the viral agents, in partnership with NH |
believe that there is an effort now to go forward with a
recommendation for use of Cytophavir for treatnment of a pox
virus, specifically smallpox, and working with Glliad, who is
the manufacturer of that drug, which is licensed already for the
indication of C/WM retinitis, cytonegalovirus retinitis, which is
comonly found in immunosuppressed people. So, here, we're
starting off with a licensed drug. The challenge there is going
to be twofold. One is the existing drug is an |V fornul ation, so
we're working with the conpany on |ooking at oral formulations.
They're going to have to go to like a pro-drug formula for that
to get an oral formulation that will work, and then, as you know,
being at CDC, do the definitive testing there using snallpox with

that drug in order to see if we can arrive at a |icense
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indication for that.

There are sone other drugs, as you know, that are
in testing -- | think they are down there right now -- both in
vitro and in other pox virus aninmal nodels, in an effort to
develop the smallpox aninal nodel. The only natural host for
small pox is human, so there is not a good animl nodel of
variola, smallpox. There are other pox viruses, pox viruses wth
specific hosts that give wus good nodels in general or
conceptually for pox viruses, but they are not small pox. And
what they've discovered in the in vitro testing in cell cultures
is that when you -- you would like to be able to sel ect another
pox virus that you could work with sonmeplace other than the
maxi mum contai nment lab at CDC, to be able to use a sort of an
indi cator of what would be effective against smallpox, but it
turns out that there isn't any one other virus that definitively
gives you that answer when you look at a spectrum of different
fanmilies of antiviral conpounds. And so this is a very
chal  engi ng scientific problem

DR LaFORCE: W really should break for about 15
mnutes, and then we'll try to wap up the rest of this norning's
session. Thank you very much for your presentation. Let's break
for 15 m nutes.

(Wher eupon, a short recess was taken.)

DR LaFORCE: W're in the homestretch. Wat 1'd

like to do now is describe a little bit what's going to happen
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from now until early this afternoon. W have two presentations
from Col. Henchal and Col. Danley, and that wll finish the
formal presentations, and sort of looking forward to sone
di scussion time. And what | would propose to the Board nenbers
is -- the lunch, | think, is going to be a box lunch, right?

LtCOL. RIDDLE: Yes, sir.

DR LaFORCE: Ckay. I forgot about the picture.
When we break then to pick up the box lunches, all the Board

nenbers, if you please could come with Rick and | and also the

Preventive Medicine Oficers, to get a picture out front. And
then if you pick up the box lunches -- and let's just work
through noontime, if we could. | really would like to finish

somewhere around, at the latest, 2:30. For those individuals --
and there are several people who are driving back to Washi ngton -
- I've learned over the |ast couple of years of living here, that

it's a lot easier if you hit 270 sonmewhere around 3:00 o'clock

than 4:00 o'clock. That one hour is just -- nakes all the
difference in the world. So, |, frankly, would like to see if we
could finish off somewhere around 2:30. If we go to 3:00, we go
to 3:00, but hopefully no later than that. And if we work

through Iunch, then | think we should be able to finish on tine.
There are several things that we are responsible

for. The list is actually getting reasonably long, and so we're

going to need sone help in ternms of trying to figure out who's

going to do what. And, also, Julian pointed out yesterday to ne
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during a conversation, that you're better off being right than
bei ng quick, and that naybe some of these deliberations need to

be vetted through nore than a single draft. And | think that

Julian's advice -- | reflected on it last night, | think he's
absolutely right, but we'll get to that a little bit later on.
Ckay.

Let's nmve on to the fornal part of the
presentati ons, CheniBi o D agnostics Research Program and this is
Col . Henchal , Research Coordinator for Defense Technol ogy

oj ective on Common Di aghostic Systens. Col. Henshaw

COL. HENCHAL: CGood nor ni ng. ['m Col. FErik
Henchal . I'm Chief of D agnostic Systems Dyvision here at
USAMRI | D, I'm also the Research Coordinator for Defense

Technol ogy bj ective call ed Common Di agnostic Systens.

(Slide)
Over 50 different infectious diseases and
bi ol ogi cal agents threaten the health of our service nenbers

wor | dwi de. And when we started to inprove the depl oyabl e medi cal
| aboratories, we found that we were unable to sustain the support
of these laboratories with 50 different technologies and all the
reference | aboratory capability that was required to support the
clinical diagnosis required in a theater. Next slide, please.
(Slide)
The objective that we have had is to assess the

technol ogies that could be used to broadly support the diagnosis
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of infectious disease and agents. (ne of the things, the |essons
| earned that we found very early was that we'd be unable to use a
singl e technol ogy, no single technology is sufficient to do that
j ob.

And so the concept that we've been developing is
one of wusing an integrated diagnostic system that conbines
several different technologies along with the information that's
provided from the clinical diagnosis and nedical intelligence,
backed up by classical mcrobiology in order to provide the
definitive diagnosis that's required especially in the first use,
or discovery of the first use of a biological threat on our
battl efi el d.

(Slide)

Here is the evolutionary strategy, and | want to
enphasi ze that this is a strategy based upon the need to stepw se
proceed to this conprehensive system And so the first m | estone
that we have is really to transition technology suitable for
rapid nucleic acid analysis. But we recognized that rapid

nucleic acid analysis is insufficient when we're dealing with

agents that don't -- that aren't replicating agents, such as nany
of the toxins. |It's insufficient if you can't discover -- if you
don't have nmedical specimens that contain the agent. A good

exanple of that is in the case of Bacillus Anthraces, it doesn't
appear in the blood until quite late in the disease. And so this

technology wll be limted to the specinmens where you can
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actually find the agent. And so we hope to be able to closely
foll ow these devel opnents with an inproved di agnostic systemthat
will identify both the antigens related to nany of the agents,
especially the protein toxins, as well as the antibodies that
woul d be devel oped by a patient infected with one of our agents.
W hope to culmnate this over the course of several years into
a single platform integrating many different kinds of
technologies in order to support the diagnosis of disease.

(Slide)

So the first objective, the first mlestone that
we're dealing with is actually the devel opnent of that portable
system for rapid nucleic acid anal ysis.

(Slide)

W are not just talking about a device. If you
talk to many in the comunity, you think we're just tal king about
an instrument or a device, but in fact we're really tal king about
a system because the devices by thenselves are insufficient, and
so without the protocols and the reagents that go with them in
addition to the fact that when you talk about nucleic acid
analysis, there is always the requirenent for sone anount of
speci men processing to occur before we actually do gene
detection, and I'mgoing to talk about nore of that later.

So, the research base has prinarily been evolving
new protocols and new reagents and systens that can contribute to

the total architecture for portable nucleic acid anal ysis.
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(Sl de)

| mentioned to you the challenge of specinen
processing in particular, and this is probably one of the nost
single technical barriers really to be able to put this
technology in the field in that we really have to deal with a
| arge nunmber of medical specimens in order to cover the broad
range of infectious diseases that we could be faced with.

In addition to that, we would have to add on
refining nany of the environnental specinmens that are al so goi ng
to come to our deployable nedical |aboratories as they service
the in-theater confirmatory resources for the biol ogical detector
systens that are al so being depl oyed.

Each one of these different matrixes nmay actually
require a unique processing protocol, so it's going to be very
difficult to make one nobdule, one box that can do all of these
different kinds of matrices.

(Slide)

In the course of our research, we've actually
concentrated on devel oping many different kinds of tube-based and
paper - based net hods, and we have protocols for all the different
matrices | showed you on the other slide, but we've also been
involving nmore easily fieldable devices through the program and
this includes a manual cartridge system This nmanual cartridge
system can process a specinen, a liquid specinen very quickly.

It can process up to 2 ms of blood and provide purified DNA
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The systemis conpatible with higher volune processing, or |arger
nunber of specinmens, autonated process systens. In addition to
that, wthin the program we're also working towards what |
consider to be the "Holy Gail", which is this integrated
cartridge system The role of the integrated cartridge systemis
to really put specimen processing and gene anplification in a
singl e disposable cartridge. And one of the first prototypes
that does that is a deliverable to nmy programin Cctober of this
year.

(Slide)

Here are many of the manual methods that we are
currently using. A lot of these are comercial off-the-shelf or
have been devel oped within our SBIR program or w thin the program
itself. There are many autonated met hods as well.

And our strategy has been to evaluate not only
evaluate these nethods for each matrix for the efficiency of
extraction, quality of nucleic acid, how long it takes to do the
processing, the ease of use of each of the methods, and how well
we can support these in the context of our deployable
| aboratori es.

(Slide)

| just want to show you sone exanple results.
These are three difference kinds of buffer systens or matrices
that are wused in our laboratories, pretty comon nedica

speci mens, represent nedical specimens here. The swabs are al so
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an inportant nedical specinen, but they can also be used
envi ronnental | y.

And here are the nethods, these are pretty nmuch
the gold standard nmethods that are currently used. They are very
effective. They are not very portable, as I'll show you in a
little while, but there are some methods, such as |IsoCard
nmet hods. It's a comercial nethod, |'m not endorsing it
necessarily, but it's a very sensitive way and very quick way to
process a sanple, prepare DNA for gene anplification.

| want to point out that if you do no treatnent,
you can see that there's a pretty big difference between what
happens when you don't treat, you essentially have an order of
nmagni tude | ess sensitive test.

(Slide)

This just shows you sone other paraneters we use
to evaluate nethods, which includes how fast things can be done.
One to two hours is the standard for nmost of the current nethods
that are used in the research |aboratories. The focus has been
to pretty nmuch shorted that tine, and really our goal is to have
net hods that can do specinen processing in less than 15 m nutes.
Many of these are much nore useful in the context of field
ability. And we do those assessnents in the context of a Theater
Arny Medical Laboratory which has a conponent here at conponent
here at USAMRI I D.

(Sl de)
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This is the integrated cartridge that |'ve been
tal ki ng about. It's made by a contractor to the program that
started out as an SBIR program and was transitioned to the core
Acquisition Program that we have. This is a cartridge where the
reagents are onboard. The technician would | oad the sanple and
through a mcrofluid environnent, the sanple would be processed,
and the purified DNA delivered to a gene anplification tube for
anal ysi s.

(Slide)

Core technology for this cartridge is really based
on mcrosonication. W found that break open the spores or break
open the bug, your ability to anplify those targets is nuch
lower, and mcrosonication has been an effective way to break
open the spores. You can see the difference in the signal when
we have untreated spores and treated spores. As a matter of
fact, mcrosonication duplicates the sane results if we germnate
spores, where we open it up, allow the spore itself to naturally
open up and all ow extraction of the target DNA

(Slide)

This is the proposed prototype that we have a sa
deliverable to the system It's a four-cartridge system as the
first prototype, where we have the integrated specimen processing
and gene anplification in a disposable cartridge. V'l be
continuing to do those eval uations through the next year.

(Sl de)
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Very early on in the process, we pretty nuch chose
a common gene anplification technology. There's lots of ways to
do PCR  There's lots of ways to do gene anplification. But it

was this particular approach that led to the ability to do really

real-time analysis of specinens. This is called "Probe
Hydrol ysis Method", sonetines called "Tacnan". |It's a conmerci al
of f-the-shel f approach. And if you wanted a commbn gene

anplification chemstry, this is it because wthin the DoD
program -- and |I'm not just talking about USAVRIID, |'m talKking
about contributions that are nade by both the Ar Force, the
Navy, and Arny scientists. Wthin the DoD program we pretty
much have devel oped assays for 26 bhiological agents already using
this chemstry. And certainly over 50, and probably hundreds of
assays have now been developed within the program This is an
effective way to do gene anplification in the presence of
fluorescence probe and the fluorescent reporter is released. And
the devices thensel ves depend upon the release of that reporter
and look for it as the signal for detecting the gene.

(Slide)

This is an exanple of the reagent devel oprment
that's gone on to-date. W have a large nunber of assays that
are developed for two leading platforms. The one platformis the
Roche LightCycler, or the Idaho Technology RA P.1.D.S., as you
can see, and the SmartCycler is an SBIR contractor to USAMRIID,

to the U S. Arny Medical Research and Devel oprent Command, and we
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have those

In the beginning, many of the assays that were
being developed were investigator-driven. So, it's very
difficult to nake apple and orange comparisons between the assays
that are done here. And so what we've also done is we've
devel oped a set of nodel assays where they are directed agai nst
the same sequences, using the same basic chenistry, and so that
we can now, using these nodel assays, essentially do head-to-head
conpari sons of these two device options.

W have sinmilar sets of assays that are al so being
devel oped for the MDRP reagents, and there's a long list actually
of assays that have also been developed nostly using the
R A P.1.D S./Lightcycler technology to identify diseases such as
mal ari a, dengue, Shigellosis and other enteric diseases.

(Slide)

The strategy that we're using we began really by
devel opi ng assays that were specific, that were recogni zing the
specific virulence markers for these agents, and the strategy
that we wused in our program is really to build depth and
diversity. And the purpose of that is really to avoid
technol ogi cal surprise

VW recognize that we're dealing with a new
environnment, an environment where genetically engineered threats
may threaten health of service nenbers, and one of the problens

with PCRis that if you don't know what the agent is, you either
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have to do a lot of testing or do de novo devel opnent of your
assays. And so the strategy is one of overlapping independently
derived bow markers in order to definitively recogni ze what agent
mght be involved in a particular attack. This consists of
devel opi ng reassays agai nst specific virulence nmarkers, genus and
speci es nmarkers, and common pathogeni ¢ narkers. A new part of
the program also includes new assays against antibiotic
resi stance. W' re devel oping assays, for exanple, to identify
ciprofloxacin resistance or tetracycline resistance in these
organi sms that we know may be critical towards identifying somne
of the genetically engineered bacillus anthraces. W're also
i ncludi ng assays now agai nst some common host-response narkers.
These are also being included in the package so we can tell if
someone is infected at all wth a particular agent early on
before any clinical synptons may be obvi ous.

(Slide)

At the sane time in the program we recognize that
we have to be able to get these reagents out of the reference
| aboratories, and one of the things that the Conbat Devel oper has

told us is that these reagents nust be stable, and they nust be

in a form that doesn't require refrigeration. So we've been
working with a variety of contractors -- here are three separate
ones that we've been working with -- really to evaluate the

ability to nake these pre-fornul ated, pre-dispensed, single-dose

assays. And if could ook at this picture, you could see that
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there actually little beads that contain the reagents or
reassays. And actually this bead technology has been standard
for us for doing gene anplification in Theater Arny Medica
Laboratory for over three years

W continue to evaluate the ability to devel op
these kits with these manufacturers in the program

(Slide)

These are currently the leading instrunent
options. W have really gone through in the programlooking at a
nunber of di fferent options of cartridges and
el ectrocheni | um nescence and other things for detection of genes.

Real |y, when we get down to it, this is alnost the fourth year

that we've been doing this work. Really, the two | eading options
in order to neet the milestone in 2000 really has cone down to
these two instrunents, and they are both very rugged and portabl e
in their current franmework. They are very rapid. They can do
agent identification in 25 to 40 mnutes using that fluorescent
chem stry that | tal ked about. They are both very sensitive, and
really the sensitivity and specificity assays really depend upon
the chemistry that was devel oped by our scientists, but they do
have different engi neering and operational concepts.

The R A P.I.D. thernocycler, based on LightCycler
technology, is a 32-well carousel. It essentially is inserted in
kind of a convection oven architecture. Al of those assays in

that 32-carousel have to work exactly the sane. And so what is
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done usually is we now have to standardi ze assays to one set, a
particular set, of anplification conditions.

The difference in the SmartCycler XC, which was
developed first in the SBIR program these are 16 different,
i ndependent |y operating thernocycler nodul es. Each of these can
be programred to the opti num conditions for agent identification.
I'm not going to say which approach is better right now but |
can tell you that from the broadest sense, either one of these

devi ces actually can be used to identify agents.

(Slide)

And, actually, 1 could go through a whole |ong
list of these kinds of profiles -- they are probably clearer in
your handout, | hope -- where you will see that if you use assays
to devel op against the sane gene targets -- and these are dose-

response curves, this is the changing anount of target in the
assays -- that the performance of these devices is conparable,
very conparable. And that nakes sense because the core is that
assay chemistry that was originally devel oped.

(Slide)

This is one of the first parallel descriptions,
paral | el conparisons of the performance of the two technol ogical
device options, and within what we consider to be the nost
inportant clinical range, which is 100 to 100,000 fentograns of
target DNA, this is equivalent to about 30 organisns to over

100,000 organisns. We consider this the nost inportant range.
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You can see that the two options are virtually identical. Were
we start to see sone diversions -- and | don't want to put too
much inportance on this yet because we haven't gone to fornal
trial -- but where you see the nost divergence is at the |ower
end of the range, and that's perfectly understandabl e.

(Slide)

These devices also differ in a variety of ways.
From the engineering aspects, SmartCycler takes a little bit
| arger vol une. W believed in the beginning that the larger
volurme may actually be nore robust in dealing with inhibitors
The other option is that the RAP.1.D S device that was
originally proposed -- | should nmention, by the Air Force -- has
to have a plug-in. It's AC powered. Qther devices that are now
emerging operate on batteries. The SmartCycler can operate up to
18 hours with an external battery pack.

(Slide)

What is our strategy for doing our evaluations?
Really, what we're doing is we're organizing a variety of
different evaluation trials, and there's really four different
categories of trials. There are the laboratory trials, and the
| aboratory trials are really to get to the heart of the standard
performance nmeasures that we demand for diagnostics. W believe
that no diagnostic should be fielded unless we can define what
the sensitivity, specificity, and variance of that assay is in

the hands of the operator, and that's the purpose of these
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| aboratory trials, as well as to establish standard neasures of
[imted detection. There are also some other characteristics
that are spelled out in the requirenents docunments that also
require, for exanple, the ability to detect eight agents
si mul t aneousl y.

The purpose of the animal nodels is really to help
support some of the FDA trial work that's necessary. The aninal
trials tells us what are the nost inportant nedical specinens we
want to use, and when these technologies are nobst effective
during the course of disease.

Also, the FDA tells us that we can substitute
animal specinens with other data as a substitute for human
clinical trials. And so these aninal studies are going to be
very inportant, wusing aninmal specinmens are going to be very
important as we approach the FDA and ask for an investigational
devi ce exenption for our diagnostic assays.

The field studies really are split into two parts.
The first kind of field study is where we actually take these
assays to our deployable |aboratories. W work closely with the
Theater Arny Medical Laboratory, but we also work with two other
depl oyable laboratories, two other I|aboratories in QOCONUS
supporting major CINCs, and we can test our technol ogies there to
see if these technologies are conpatible with the CONOPs, the
concept for operations for those units.

Field studies also allow us to denpbnstrate the
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useful ness of these technologies in preventative nedicine, and
we're developing field sites at different areas. |n particular,
we're trying to work with the Canadians and look at a field site
in Western Canada where a nunber of endem c diseases related to
bi ol ogi cal threats can be found.

W also have established a study site in San
Antonio that uses both Arnmy and Air Forces resources in order to
evaluate the insertion of these technologies into a clinica
base, a clean regulated environnent -- very critical if we are
going to be using these investigational diagnostics in the future
for medical care.

(Slide)

ne of the first things that we found, though,
when we approached these studies is that there were no
internati onal standards for these agents. If 1 went to an
investigator at the Air Force, or if | went to an investigator at
the Navy, we'd find that very often they were using different
strains, and the pedigree of those bacterial strains was very
of ten unknown.

Also, we found that there were different neasures
for preparing DNA, and all these can be variables and have an
i npact on the performance of our evaluation trials. And so one
of the things that we did at USAMRIID is we established a
rational nethod, a rational reference, bacterial reference panel

W conprehensively docunmented the pedigree, strain history, the
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virul ence, and characterized these for their phenotype and their
genotype in a way. What we hope is that these can now be a
standard against which we can conpare all future and emerging
di agnosti c technol ogi es.

W' ve done the sane thing with the viruses. This
process is not conplete, it's kind of an ongoing process. Right
now we have over 81 nucleic acid, purified nucleic acid DNAs
ready to go for trial, all derived fromvery highly characterized
or gani sm

(Slide)

W started this with a mlestone where we needed
to be able to transition to advanced developnent R A P.|.D
nucl eic acid analysis devices, and | told you that those devices
are insufficient to address all of the bacterial and all the
bi ol ogi cal agents that we may be faced with, so we nust
suppl enent nucleic acid analysis with other technol ogies in order
to do definitive identification.

A big part of our basic research program is to
develop a new nedical immunodi agnostic assays, reagents and
platforns that can supplenment the future total integrated system
A technology that |'ve been talking about for three years is
el ectrocheni |l um nescence. This was the first generation device.
W are currently working with the nanufacturer to put this in a
depl oyabl e franework. As a matter of fact, you can see it.

(Sl de)

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

73

You see here it's in a deployabl e hardened case in
order to do el ectrochem |um nescence. This is a technology that

is 100 to 1,000-fold nore sensitive than our core enzyme-linked

i munoassay for the detection of agents. In a single-tube
format, it can do agent identification in just about 30 to 40
m nut es.

(Slide)

It's very robust, and the reagents are stable, and
it has this long dynamic curve which is very attractive for
di agnostic assay. This is today the nost sensitive way to detect
antigens, and here |I'm show ng you results based on the detection
of at least in the fentogram range where we really get down to
the | owest range of biological activity for sone of the toxins.

Having high sensitivity in our assays is going to

be critical for the injection of sone toxins -- for exanple,
botulinumtoxin and ricin toxin -- that quickly degrade once they
are introduced into a body or into the environnent. O her
toxins, |like staph enterotoxins, are nuch nore stable.

(Slide)

Anot her technology, this technology has been
adopted by the Centers for Disease Control. It's called Tine
Resol ved Fl uorescence, and uses a variety of [anphonide kel ates
(phonetic). The advantage of this technology is it can be
mul ti pl exed. You can have different dye sets labeling your

anti bodi es. Cenerally, we found that this technology is about 10
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to 100-fold nore sensitive than ELISA It has the advantage of
al so being used -- you could use this for inmmnoassays or DNA/ RNA
probe assays.

The problem that we found is that we had a very
difficult tinme in putting this into a deployable laboratory. It
required a high volunme of wash-bunper that the |aboratories
couldn't do

(Slide)

These results were contributed by ny Navy
col | eagues, and generally they are showing a sensitivity for Bot-
neurotoxin in the range of .3 nanograns, or about 300 nanograns
at the | ower end of the curve.

(Slide)

Exciting technology also in the program for about
-- this is new technology we just started evaluating this |ast
year, is the use of paramagnetically |abeled antibodies. And the
device |'m showing you here is powered by a Pal mtop. VW hope

that this could be a replacenment for the standard hand-hel d assay

that currently is being devel oped for the inventory. It has a
potential of picogramsensitivity. |t depends upon the detection
of a perturbation of the nmagnetic field. You can have

magnetically | abel ed antibodies in the sane way we have our hand-
hel d assays and, using a strip technology, then rapidly, wthin
mnutes, 10 to 15 mnutes, 10 minutes, be able to detect that

antigen on the strip.
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(Sl de)

This is also results provided ne by the Navy
Medi cal Research Center, where they do a conparison with the
standard gold hand-held assay. This assay has been -- and these
are not optimzed results -- has been, though, about anywhere
from three- to fivefold nore sensitive than the standard hand-
hel d assay that's part of the detection programright now. These
assays have not been approved or evaluated for medical use yet.

(Slide)

Technology that we're looking at also in this
program at USAMRIID is the use of a technology called Lum nex.
It depends upon using a large nunber of different kinds of
colored mcrospheres. And, essentially, if you can imagine, the
conpany clains that you can have as nmany as 50 different assays
all going on in one tube just by changing the color of the
m crosphere that you're using for |labeling the antibody. | don't
have any results to show you on this. | hope to naybe in the
next year, but the assays that have been published have had high
sensitivity. This is another technology that could be used to
comonly detect antigen or antibody or DNA all in the context of
| aser signal colornetric detection of microspheres.

(Slide)

This next chart just shows you a conparison of the
sensitivity or limted detection for representative toxins. This

is pretty standard what we do when we evaluate sonme new
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technol ogy, we'll take nodel systens such as what you see here
and evaluate them in parallel with currently available
technology. You can see that ECL pretty nuch -- which is still
ny favorite -- is a very sensitive way and consistent way to
detect these toxins.

(Slide)

And in another part of the program we're also
doing everything we <can to actually inprove the antibody
reagents, and the fact of the natter is there's a repertoire of
anti body reagents that we have for inmmnodi agnostics is actually
pretty small. There's a need to generally inprove these
reagents. A lot of the reagents that are being used in sone of
the detector systens are based on polyclonal antibody or
insufficiently characterized nonoclonal antibodies. And so one
thing that we're doing is we're converting many of the original
ol der nurine rmouse nonocl onal antibodies to reconbi nant
antibodi es which can be nanipulated to inprove the affinity and
the avidity of the antibody. W currently have a program to
select specifically BOI, anti-BOT antibodies by wusing this
t echnol ogy.

(Slide)

Many people are familiar with PCR and the
di fferent imunoassays such as ELISA or hand-held assays, but |
want to make you aware that there are other technol ogies that

could be incorporated in future diagnostic systens. This is an

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

77

exanpl e of technology that's based on gas chromatography, and
actually this technology has been around for quite a while. The
depl oyabl e laboratories actually use this technology to identify
many of the chem cal agents, and we're | ooking towards rmaybe sone
of this technology as having dual use for biological agent and
chem cal agent detection.

In this case, there's already an established
database to identify 2,000 different biological agents and
species, and it's based upon the detection of a unique fatty acid
si gnat ure. This is not technology that's ready to directly
eval uate a medi cal specinen, but could be used in the context of
a post-culture analysis nmethod for many of the bacterial agents,
and it's based on the detection of a unique fatty acid signature

(Slide)

These results show a conparison of cellular fatty
acid profiles of bacillus with sone other related strains. This
is essentially a pattern matchi ng database where you | ook at the
technologies, and here what | have in bold are two essential
peaks that are required for the identification of bacillus
ant hr aces.

(Slide)

Some of this technology has already been approved
for use in clinical l|aboratories, so there's a real advantage to
be able to explore the use of this technology for identification

in many of the agents of our concern. And already we've
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established a Bioterrorism Panel that includes this long list of
agents that are part of the database.

The advantage is that we don't have to have --
actual ly, I'm opposed to having diagnostic systens that only work
for biological warfare agents and not infectious diseases, and so
this is a subset of the database that contains over 2,000 entries
and hundreds of these specinens are already related to standard
clinical mcrobiology practices.

(Slide)

And | just want to give sonme acknow edgenent to a
long list of principal investigators both here at USAMR I D, Navy,
at the AFIP, and our commercial contacts, WRAIR that supplied
some of this data.

(Slide)

Today, what 1've done is 1've introduced your
concept of needing a conprehensive integrated systemthat really
integrates nedical intelligence with a lot of different
technologies to do definitive identification. ['ve shown you
sone of the energing technol ogies that we're going to be able to
use in our laboratories in the near future. Do | have any

qguestions? Yes, sir?

DR PATR CK | always have questions. Very nice
presentation. | guess -- maybe it's a dirty word to bring up,
and |I'm curious about cost, and the two questions | have, one,

who is going to be using these machines, and the second is, how
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much is it going to cost not only for the nachine itself, but to
be able to run sone of these assays? Wen | look at the
SmartCycler and | ook at the RAP.I.D.S., et cetera? | mean, it
strikes me that that technology nust be fairly expensive, and if
it was ne that was out there in the field, | wouldn't have a clue
as to how that nachine, so obviously you're going to have to
train sonebody, and how many of these nachines are you going to
have to have?

CO.. HENCHAL: M job is to assess the technol ogy
from the standpoint of the Tech Base, and | can tell you that no
mar keti ng eval uation has been done yet. The machines currently
have a market price of anywhere from $28,000 to $65,000 per
i nstrurnent .

Each of the services is developing a strategy
where these will be fielded. I suspect that they wll be
initially fielded at the first level of definitive nedical care
which in the case of the Arny mght be Conmbat Support Hospitals
woul d be our deployable Theater Arny Medical Laboratory. It
could be fielded, sone I|imted amunt, on task-organized
preventati ve medi ci ne teans.

Wth regard to training, we are now training Kids
that are 19 to 26 years old with only six nonths of |aboratory
experience to use these technologies. And so there is a little
bit of -- there is a training burden that these technol ogies

currently have, but as we inprove the engineering of these
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devices, | expect that training burden to go down. W currently
train the laboratory technicians in deployable |aboratories in
about a six- to eight-week training course in order to use our
appr oaches.

Wth regard to the assay cost, | can only guess at
what that is. | knowthat in tinmes past when we' ve been asked to
estimate the cost of doing gene anplification, that cost comes
out to anywhere from $50 to $100 an assay. That includes the
labor. The actual material costs are nmuch |ess. | suspect the
material costs are going to be closer to $10 to $20 per assay.
And | think there will eventually be econony-of-scale. There's
no question that diagnostic technologies of this type are going
to be expensive, and it's going to be up to the warfighter and
the user conmmunity to decide the value of that when faced with
bi ol ogi cal warfare threats.

Lt COL. RIDDLE: Maybe Col. Bradshaw can help ne,
but hasn't RAP.1.D.S. been fielded? | nean, the Air Force has
been using that for sone time now in Southwest Asia and those
units are out there?

CO.. BRADSHAW Yes, they've been used in a few
cases and, in fact, | guess the one success story was identifying
a salmonella outbreak in Southwest Asia early on, using
RAP.1.D.S., and then they' ve done sone field testing el sewhere.

DR OSTROFF: | was at a neeting a couple of weeks

where Roger Breeze from USDA was saying that he's been in contact
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with the Ar Force about potentially developing an assay for
f oot -and- mout h di sease, that they can take these briefcases out
into the field where they're going to be draw ng specimnmens from

cattle, and just run it right through the machine and link it up

to sone massive GS systemthat will tell them every farmin a
50-mile radius, and they'll have all the information that they
need. | assune that there must be sone thought about
depl oyability. | nean, | thought it was spectacul ar.

DR LaFORCE: Ben?

CO.. DINNEGA: Two questions, Erik. The issue of
the FDA approval or certification, is the FDA involved wth
approving these as a nedical -- do they need to approve these?

COL. HENCHAL: Anytine you use a nedical device
that supports the diagnosis of human di sease, it nust be approved
by FDA. The Center for Devices is a separate center at the FDA

CO.. DONNEGA: So they all have to go through the
FDA.

COL. HENCHAL: For human use.

CO.. DI N EGA: RAP.1.D.S. has been through the
FDA? The other question | have, though, is a funding question.
I's this under the Joint Program Ofice? |Is it funded through the
centralized fundi ng?

CO.. HENCHAL: M funding all cones fromthe U S
Arny Medi cal Research and Materiel Command.

DR LI NDEN: The funding comes from the Joint
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ChenmiBio Defense Program and a couple things, the way forward
with this, everything that Erik described, the RAP.1.D. S and
LifeCycler, nost likely wll be the conpeting candidates for
transition into advanced devel opnent of a Joint Biological Agent
Identification and Diagnosis System and that systemis neant to
do two functions. he is to be used as a diagnostic tool
clinically, and for that application the device, the reagents,
the assays thensel ves, that whol e package, is going to have to go
to the FDA and be reviewed and approved as a nedical diagnostic
devi ce.

The other application which can be done without
going through the FDA is to use these technologies and devices
for agent identification from nonnedical sanples or for
noncl i ni cal diagnostic purposes. And | think they are envisioned
to be used as the confirmatory devices for the environnental
sanpl es for agent identification for those sanples com ng out of
the detection systemin the short-term

CO.. DI N EGA Thanks. And | think because it's
going to go through JPOBD, eventually it will need a Joint ORD.
It will be a joint procurenent.

DR LINDEN. There is a draft Joint ORD that is in
circulation right now that has been, | think, signed off by all
the services except the Arny.

COL. HENCHAL: It's still in draft.

DR LaFORCE. Yes, Bill?
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DR BERG Bill Berg, Hanmpton. \Wat plans do you
have for determining the limtations of these devices, and then
maki ng that known? What | have in the back of nmy mind is that
one of the problens with Persian @lf Illness is the false-
positives from sonme of the early detection devices which is

contributing to the idea that, yes, soldiers were exposed. And in

particular, |'m thinking about the Fox vehicle which, as |
recall, had problenms with fal se-positives because of the teflon
in one of its acquisition devices, and | think also -- and |I'm
not sure |I'maccurate on this -- the Fox vehicle was designed for

airborne testing and it was applied to soil and that gave fal se-
positives. Had these been known ahead of tine, this mght have
hel ped to deal with the perception that, yes, there was a | ot of
chemical warfare going on there. So, do you have any plans for
addressing a simlar potential problemwth these devices?

CO.. HENCHAL: Well, as | nentioned in ny talk, we
actually are structuring a series of evaluation trials that are
both I aboratory-based aninmal trials, hospital-based, and field-
based, and all those are test-specific scenarios, the use of the
technol ogi es to address your concern. Before the -- when we go
to milestone, the kind of data that |I'm going to present is that
related towards the essential critical data that every diagnostic
assay should have and no one should use this assay without this
information, which is the sensitivity, specificity, and variance

of the assay for the indication that it's being used for.
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DR LaFORCE: Thank you, Col. Henchal .

The final presentation wll be given by Col.
Danl ey, Program Manager, Joint Vacci ne Acqui sition Program

CO.. DANLEY: There's good news and bad news in
being the last speaker. The bad news is that you have to listen
to ne. You're all sitting there saying "when's lunch, hope he
shuts up soon" --

DR LaFORCE: Are you finished?

COL. DANLEY: The good news is --

DR LaFORCE: Oh, |I'msorry.

CO.. DANLEY: The good news is |'ve had a chance
to listen to everyone else's presentations and have had a chance
to think about sone editorial comments |I'd like to open wth.

Ladies and gentlenen, first of all, let ne thank
you for this opportunity to address you. Let ne tell you that
ten years after the @ulf War, we are less prepared today to deal

with a biological threat than we were in 1990.

In 1990, | had a licensed anthrax vaccine. I
don't have that in the year 2001. In 1990, | had a licensed
pl ague vaccine. | don't have that in the year 2001. |In 1990, |

thought | had at least a very l|large stockpile of R&D vaccines at
the Salk Institute. | do not have that in the year 2001.

So, what the hell have we been doing for the |ast
11 years with all the noney that's gone into this progran? And

let me tell you that people have been working their backsi des off
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intensely to try to solve this problem But as the DoD and the
FDA has begun to look into the way we do business, it's beconme
clear that we've not been following the rules, the sanme rules
that industry has to follow, and that's what we're trying to fix.

An early coment was nade we need a national
program for the devel opnment of orphan vaccines. Let me propose
to you that the JVAP is a nodel, if not the colonel for such a
nati onal program But let ne say to you also that this is a very
expensive program and |'mnot sure that our nation is willing to
nmake the kind of investnent that is needed to make orphan
vaccines, and that gets to the final point | want to nake on the
i mportance of your process for prioritizing threat and the work
that Col. Schnelle has done for you.

H storically, we have been handed vaccines by the
Tech Base and told, "Go out and get this product licensed". And
SO you're going to see vaccines that we're working on that seem
to not fit that priority list, but we got them from the Tech
Base. And it's very, very inportant that soneone independent of
the Tech Base and the acquisition process stand up and say,
" St op. This is our priority, and this is where the investnent
needs to be nade".

Let ne give you an exanple. In 1969-1970, a
pent aval ent BOT- Toxoi d vaccine was made at M chigan, what is now
BioPort. That pentaval ent vacci ne was nade as an | ND product for

about $125, 000. It was a summer grant. That same vacci ne nade
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wi th nodern technol ogy and |icensed today, $750 million.

Now, people think back because we have those sane
people that were around when that vaccine was nade, they're
thinking $125,000, not $750 nillion. If | take a look at the
serotypes that were in there, there was a serotype for DD Dis
not a threat to hunmans. W don't have receptors for DO And it's
very likely we may not have got receptors for Ceither. So, it's
not enough to say Bot-Toxins, | need to know which toxins, and I
need to put those toxins in priority along with all the other
threat agents that are out there.

And so let ne enphasize finally, please pursue
this process for prioritization, and lift the burden fromus from
having to try to guess where we're going to nake our investnents
because each vacci ne, a single vaccine, $60-80 mllion
i nvestment, 10-12 years. Ckay. Having said that, let's nove on.

(Slide)

The Joint Vaccine Acquisition Program Project
Managenment COffice is under the Joint Program Ofice for
Bi ol ogi cal Defense. It was chartered after the Qlf War to
address the shortages that we had in nedical products, and
products to identify the use of biological warfare agents in the
field. It didn't make the chemical community happy that they
lost the detection prograns. It did not make the nedical
comunity happy that they |ost the vaccine program Get over it.

This is the Program Ofice. It exists. It's going to exist.
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And it's working very well

(Slide)

['min the business of naking vaccines. ' m not
in the science. The science is part of the business, but | amin
the business. Qur job is to go out and apply a process that is
used by the Departnent of Defense to fund under the DoD 5000 to
devel op products, and we have to use that process. |I'mgoing to
show you how we're using that process, and | think it makes a | ot
of sense to use this process.

(Slide)

W sit, sort of, between the Tech Base, which
you've heard fromthis norning, we sit right here. This is the
busi ness of |icensing vaccines. And in that process, we wll
make some initial products, but ultimately, once we get them
licensed, they are going to have to be produced, and what we're
finding is that if we don't address this piece out here, you end
up with the problem you had w th adenovirus vaccine and plague
vaccine -- companies don't want to make it because there's no
i ncentive economcally to do so

(Slide)

And so we have what we call -- what we cal
affectionately "VP GOC0', that is a vaccine production facility
which is currently under consideration in the Departnent of
Def ense. Wien we lose the industrial base for naking a vaccine

we don't just |ose the vaccine, we |lose probably 5 to 10 years of

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

88

effort that it takes to re-establish that production capability,
and our nation cannot afford that.

(Slide)

| want to enphasize the final point here. The way
we are doing business is through a prine contractor. A prine
contractor is a conpany that is going to be our manufacturer. [t
is going to be the manufacturer that represents the DoD to the
FDA. W, the DoD, do not have that capability, nor do we want
that responsibility, to act as a |icense hol der.

So our particular conpany, the conpany that won
the contract was DynPort Vaccine Conpany, DVC They have an
office just offsite post here. They are a limted liability
conpany that is fornmed from DynCorp, a sizable defense contractor
and inportant manufacturer vaccine in the United Kingdom  They
have a staff right now of about 75 people. That staff is going
to get enlarged as we put nore vaccines into the program

(Slide)

They are a virtual conpany. That is to say that
they use subcontractors for all of those processes associated
with the licensing of a vaccine. Wat they are doing is not an
unusual process. Mjor nmanufacturers follow a simlar process --
that is, they can go out and find conpanies to do clinical
trials. They can go out and find nmanufacturers, such as
Bi oReliance down here in Rockville, to do the actual

manuf act uri ng process. But the inportant thing that they do is
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to collect the information and nmaintain a large staff of quality
assurance risk nanagers and regulatory affairs personnel to go
out and nonitor those processes that are occurring at each of
t hose subcontractors.

The business of licensing a vaccines is not a
process of making then. I can make vaccines here at USAMRI I D.
The business of making vaccines is keeping track of all of the
information in not only the licensing or manufacturing process,
but the testing process as well.

(Slide)

The point | want to nake here is that when we | ook
at a little bottle of vaccine, people say what's the big deal,
but the big deal is that that little bottle of vaccine represents
as conplex a system as any weapon systemthat certainly a soldier
carries and probably even drives -- that is to say that this
little piece up here is the piece that's discovered, the antigen.
W' ve got to consider formul ation, manufacturing, testing.

A big piece down here, regulatory conpliance, is
just the sane kind of regulatory conpliance that the Ar Force
has to go through in naking an F-18 or '16 or whatever the
nunber . Logistics -- how are we going to get this thing out to
the field if a scientist cones to nme and says, "lI've got a
vaccine, but |'ve got to store it at a mnus-20 degrees C', how
nmany of you have got ultra-low freezers out there on the front

lines to take that vaccine".
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Delivery systemis a major issue here. | believe
personally that we'd have no problens with anthrax vaccination if
it was one shot, none whatsoever if it was a piece of gum or |
could put it in an MREE And if |1'm going to make an investment
right now starting in the year 2001 for a vaccine that mght be
licensed in 2011, do | want it to be a shot? | don't think so
because in 2011 industry is going to have nosedrops, inhalers,
pat ches, and we have to think down the line where we're going to
nmake our investnent. It's not losing nmoney that's inportant,
it's losing tine.

(Slide)

These are our challenges. Again, | want to
enphasi ze this industrial base. You know, when | first started
in the JVAP about in 1993, we had hoped that major industry, big
pharma, would be interested in supporting the DoD, but 1'll be
quite frank with you, we just don't pay enough profit on our
products to interest big pharma. Mreover, you only have to | ook
at the kind of problens that BioPort has had with anthrax vaccine
to realize that conpanies may not want their name associated with
bi ol ogi cal defense vaccines, even though they are safe and
effective. Big problem

(Slide)

Let's talk a little bit about the challenges that
we have at JVAP, and one of themright nowis the integration of

DoD 5000, this process up here, wth the process that is
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required by the Food and Drug Adm nistration for |icensure.

I want to nake two points fromthis slide. e,
we cannot -- we sinmply cannot short-circuit the FDA process, and
the FDA process takes a long tine, takes 8 to 12 years.

| cannot short-circuit the DoD process, that 5000
process, and the reason for that is that's where | get ny noney.

If I don't POM for ny noney -- and when | say POM |'m talking
about putting in a request for dollars three years ahead of when
I need those dollars -- | don't have the noney when the tine
comes to execute the process.

So, one of the najor problens that we have in our
program right now is to develop that nodel that allows us to
proj ect when we're going to need the noney, and then to nake sure
that the noney is there to develop the product. Big pharma
doesn't have that problem

| want to point out here sonething that Dr. Linden
brought out about the formulation process. W believe, and |
fully concur with her, that we cannot go into this process
wi t hout down-sel ecting products, and that down-sel ecting process
has got to involve sone human testing. And where we are going to
do that is up front and early, and it will be through a process
of working with the Tech Base and advanced devel opnent to achi eve
that. Yes, sir?

DR BERG What is down-sel ecting?

CO.. DANLEY: Down- sel ecting means that you have
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and then |l ook to see which one is the

If you look at industry, they go

into vaccine trials perhaps with as many as 8 to 12 vacci nes, and

down- sel ect

these trials with one vacci ne.

we had to kill

one vacci ne.

don't

t he one.

our Q Fever

Ricin got killed, we only had one vacci ne.

know how t hese vaccines are going to respond until

themto hunman subj ects.

H storically,

what we've done is gone into

And so, recently, for instance,
vacci ne program because we only had
And you

you get

DR BERG Thank you.

CO.. DANLEY: Sir?

DR LaFORCE That's just the problem with the
Engl i sh | anguage. Sanuel Johnson woul d have said "sel ect".

CO.. DANLEY: Vll, normally we use terns like
"fly-off", an Air Force term or "sink-off", that's a Navy term

(Laughter.)

(Slide)

COL. DANLEY: Dr. Linden nentioned to you about
TRLs, or Technical Readiness Levels. This is, again, another
i mportant concept that we're integrating into our program This

is next generation anthrax vaccine, and what we have listed here

are the various TRL levels that we've adopted from the NASA

approach. And what we've applied are the kinds of infornation or

products that need to be acconplished before we nove on to the

next step.
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So, that information that is in green is work

that's been done and data that's been coll ected. Those steps
that are in yellow -- and | apologize if they don't show up in
your bl ack-and-white slides -- those are work that need to be

done, or are in process, and work in red is work that needs to be

done or hasn't started yet.

Wiat's inmportant here -- and to go back and
enphasi ze what Dr. Linden said -- surrogate narkers. Surrogat e
narkers are extraordinarily inportant. W've got to be able to

say to the FDA that this vaccine is eliciting in humans somet hi ng
that we have observed in aninals to be protective, and we cannot
go out into sone of the Phase 2a trials where we're |ooking at
the i mmune response, w thout know ng what those surrogate narkers
are, so that the earlier we start that process in vaccine
devel opment, the better chance we have of staying on-track with
respect to cost and schedule. A big part of the process here is
strictly risk managenent.

(Slide)

These are the vaccines that we are currently
wor ki ng on. The ones in green are the ones that we have full
funding for -- smallpox tularenia and a Bot-bivalent A and B. W
certainly have nore BOT serotypes that we could put in there, but
| sinply don't have the noney, and A and B we believe represent
the highest threat agents right now.

W have a little nmoney on VEE, we have a little
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noney on plague, and we believe we're probably going to get sone
noney for next generation anthrax vaccine. But, again, what we
are conpeting with for funding are suits and masks, chem cal
def ense products, and the pie isn't sinply big enough to neet all
the requirenents.

(Slide)

Let ne talk a little bit about our contingency
st ockpi |l e. These are vaccines that were manufactured at Salk,
sone of them 30 years old. They represent a snall anount of
vacci ne agai nst these agents. W are currently going through
that stockpile and assessing it to determine how much of it
really is useful and to take that useful naterial and get it
tested so that it could be used in case of a contingency
requi rement under an |ND process because, quite frankly, some of
these products, like Eastern and Wstern, may not be ready for
another 5 or 6 or 8 years, and we sinply have to have sonething
there, if not just for our laboratory personnel, potentially for
use in protecting our forces as well.

(Slide)

This is the summary. Vacci ne devel opnent and
licensure is a long and expensive process. W believe the Prine
System Contractor is a valid approach because we're not only
tal king about the capability to nanufacture the vaccine, but to
get it licensed, and all of the pieces and parts that are

involved with that, from data managenent to risk assessnent to
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regul atory affairs.

And, nost inportantly, we have this manufacturer
to represent our products to the FDA, and that manufacturer is
indemi fied. That neans that when these vaccines either go into
subjects during its testing process, or into our soldiers once
they are licensed or even as an |IND product, the manufacturer is
protected against liability.

And, of course, the presence of this Prine
Contractor does not preclude the devel opnent of a Governnent-
owned, contractor-operated vaccine production facility because it
is sinply a production facility, it is not all the pieces and
parts that go into licensing that vaccine. That's it.
Questions?

DR LaFORCE: Questions for Col. Danley? Yes,
Ben?

CO.. DN EGA: Dave, nice presentation, a couple
of questions. Wien you look at the timelines on the Schedul e of
Production, it does not match up at all with the Chairman's |ist.

COL. DANLEY: Right.

COL.. DDNNEGA: And | think it's been nentioned in
the past that the reason it doesn't is because the technical
readi ness of each of the itens as they cone out of the Tech Base.

CAL. DANLEY: Correct.

CO.. DI N EGA: Have any of the auditing agencies

brought that up with your program and what woul d your response
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be?

CO.. DANLEY: VWll, no one has brought that up,
and obviously the response is that for at |east the high-threat
agents, let's talk about anthrax, for instance. VW have an
ant hrax vacci ne. Now, | believe it's going to be I|icensed. I

know that Col. Borowsky over there feels confident that's going

to happen.

Lt COL. BORONBKY: I"ve had those questions from
the GAQ

COL. DANLEY: Have you? Wat did you say?

Lt COL. BORONABKY: | basically have answered them
that, yes, we have a threat |Iist. On the position of

programmatics, you've got to devel op what you have and, in a |ot
of cases, the ones that you will get that Technol ogy Readiness
Level concept are the ones closest to being ready to get into the
pi pel i ne.

So, it's sort of a, you know, "you gotta do what
you gotta do with what you got". | mean, it's not exactly what
the GAO wanted to hear, but the question is, do you invest at
this tine a significant anmount of noney on your No. 2 or No. 3
threat when it may not cone to an answer for the next 8 years? |
didn't get beat up for that.

COL. DANLEY: I think the other thing is that we
are addressing the high-threat agents. I nmean, we've got

smal | pox. W're actually going to start manufacturing it, if we
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haven't already started manufacturing it down at BioReliance. It
will be an IND product this sumrer.

W've got anthrax vaccine which, as | said, |
think is going to get licensed, it's still an IND product.
Pl ague vaccine | think is problematic because it hasn't come out
of Tech Base, but we have several candidates that we're |ooking
at, and we actually are manufacturing the fusion protein in

Bi oScience, in Baltimore, and we could have an |IND product next

year for that particular product, although we're still -- there
are still sone issues as to its effectiveness.
So, the question of licensing a product is one

thing, the question of having it available as an IND product is
another, and I'm very confident that we've got the high-threat
agents -- we're manufacturing A and B al so at Bi oSci ence. Again,
they haven't been into humans, but that's -- I'msorry -- that's
at CoVents (phonetic) that we're manufacturing. So | think we've
got the vaccines in the manufacturing process, and they will be
I ND products. How long it's going to take to get them |icensed
i s anot her issue.

COL. DINFEGA: The second part of the question is
on nmany of these we don't see a product out until FY 10 and
beyond, and the question was alluded to earlier when Dr. Ostroff
asked Dr. Linden about therapeutics, but who is |ooking at
interim counterneasures and treatnent of chenopr ophyl axi s

possibilities during this long period of waiting for a licensed

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

98

pr oduct ?

COL. DANLEY: That's a really good question.
CGoing back to the Q Fever issue, we recently killed our Q Fever
advanced devel opment program because we were looking at a Q
vaccine which is an Australian product, and it turned out that

when we looked at it in depth, it really would not fit our

requirements. And the Conbat Developer came back and said,
"Look, this is a fairly lowthreat” -- Col. Schnelle's study said
the sane thing -- "why don't you go out and get doxycycline

licensed to address that threat".

Now, the earlier comment about ciprofloxacin to
use against anthrax, it's ny understanding that was successful
because the conpany that nanufactured ciprofloxacin wanted to
extend its license and was willing to make the investnment in
extending its use and made that investnent. But doxycycli ne,
that's an old product now, so who's going to nmake that
i nvest ment ? And the answer is going to have to be the DoD.
Who's got that responsibility remains to be deternmi ned, whether
it will fall with the Joint Program Ofice or with USAMVDA, which
has the stronger drug program over there than the JVAP has. Good
qguesti on.

DR OSTROFF: Thank you for the presentation. I
don't envy you your job at all, it nust be very difficult. Last
year when we had a presentation on JVAP, one of the things | was

struck by is that when they put up the list of partner conpanies,
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| didn't recogni ze about 90 percent of the nanes.

And you must have a terribly -- | nean, if you're
tal king about 10 or 12 years somewhere down the line, 90 percent
of themaren't going to exist anynore. | mean, the way that the
pharmaceutical industry is, what do you do with a situation where
they are subcontracting the conpanies that even three years from
now, if you're talking about getting noney for sone project three
years fromnow, the conpany may not be there?

COL. DANLEY: Well, | think that's where the val ue
of VP-GOCO cones in. Utimately, you are absolutely right, sone
of these smaller conpanies, particularly these nanufacturers, are
going to go by-the-by. The good ones are going to stay in
busi ness, conpanies |ike BioReliance and BioScience where they
have denonstrated useful ness to big pharma because of the quality
control that they have.

My biggest concern is that those high quality
companies will find themselves in a situation where they wll
make nore noney producing polio vaccine for big pharma than they
will for making a couple hundred thousand doses of vaccine for
the DoD and will get pushed to the back of their schedule. So
that's where | think the value of a Governnent-Oaed Contractor-
Qperated or dedicated facility is going to have benefit, and
that's why we support that concept. However, a facility like
that will probably take 8 to 10 years to cone online. In the

neantime, we go to DVC and we say to them "Do whatever you can
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to keep these conpanies interested and involved in our progrant.

DR OSTROFF: The other question | had, | was a
little disturbed by your statenent saying that you were having
sone difficulty getting funding for next generation anthrax
vaccine to go forward. I nmean, | think that probably nothing
woul d conme out of this Board that wouldn't say that that's the
hi ghest priority. Even if you get over the GW problens that you
have with the current vaccine, it's still a |lousy vaccine, even
though it mght be wonderfully effective after six doses. I
nean, we need a next generation anthrax, so anything the Board
can do to help support you getting the resources to nove that
forward, | think we ought to do

COL. DANLEY: Well, you know, we've got to be rea
careful about next generation anthrax vaccine. If you |ook at
the scientific data and you put the current RPA up agai nst AVA
there's no difference. (One shot of AVA protects as well as one
shot of RPA. So, the scientific data would suggest that RPA is
sinply purified AVA

But what is next generation anthrax vaccine? To
ne, it could take on several guises. One would be to say, first
of all, let's make this a very passive kind of vaccine, one that
is not traumatic or doesn't, in fact, cause people to rebe
agai nst the idea about getting shots. So, let's look at those
drops or pills or eyedrops or patches or whatever. | think

that's inportant.
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The second concept is, particularly where you want
to talk about multiple vaccinations, how immune does an
i ndi vidual have to be, if they're a secretary or staff officer
sitting in the Pentagon? You see, that six shots of AVA was
designed to protect people walking into the old anthrax building
down the road here. And | would proffer that the FDA in
requiring our soldiers to get six shots, probably went a little
bit overboard because | don't work with anthrax every day. |1've
never worked with anthrax, but | had to take six shots.

So, part of it my very well reside in our
ability, for instance, to look at the surrogate narkers and ask
the question, can we give individuals a single or one or two
shots at sone point in their career, to prine them or nmaybe we
give them chewing gum to chew on, but before they go into a
potentially hot area, we boost them to bring that |evel of
imunity up to where it needs to be.

These are concepts that we certainly, | think,
need to be addressed to the FDA when we look at licensing these
products, and we need to consider whether or not we're putting
undue stress on our soldiers by giving themtoo many shots. |'m
concerned, for instance, let's say, with BOl, and we're going to
do a little study here to ask the question, if | inmunize people
against BOI A and B, am | going to make them inmmune to the
t herapeutic uses of BOT A and B sonetine later in their life?

| think that's a serious question because about 1
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percent of the population may require sone sort of BOT therapy
sonetine later in their lives when they're 50 or 60 or 70 years
old, and I would hate to think that a vaccine we gave soneone
when they were 18 or 25, suddenly caused an untoward reaction
later on in their lives.

DR LaFORCE: kay. Last question.

DR BERG The VP-GOCO we're talking about a
manufacturing facility here.

COL. DANLEY: That's correct.

DR BERG Do you anticipate the Governnent buying
one or building one from scratch? One of the problens for the
current manufacturing capabilities for vaccine is a lot of them
are getting old.

COL. DANLEY: Correct. That's a good question.
Al we've done so far is to ask the question how rmuch would it
cost to build a facility that had a certain capacity. |'m going

to have to assume that we would go out on the street with a

Request for Proposal that would include -- that would sinply say
the Government desires to have the following. It desires to own
a facility to be operated by a contractor that wll do the

following things, and give us a 20-year plan for building and
operating that facility.

Now, it's entirely possible that a conmpany will
cone in and say "l've got that facility, and it's going to cost

you this", but you let the marketplace determ ne that. There
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woul d have to be, however, sonme sort of transfer of that property

to the Covernnent, and that renmains to be seen how that m ght

happen. But |

think the Government at this point in time is open

to any or all alternatives.

busi ness, and |

| think that's a big problem this nodernization

think that's what's affected a lot of industry in

terns of their investnment, and the problem with the tetanus

toxoid, as |

understood, was this problem of we had an old

facility and if we built a new facility, all of a sudden you've

got new FDA rules inposed upon us and we're not going to return

our investnent.

i nfluenza shor

adenovi r us.

this morning' s

DR BERG Exactly. This played a role in the

tage last fall, and was a key factor in the

COL. DANLEY: VYes.
DR LaFORCE: Thank you, Col. Danley. That closes

sessi on. I would ask that Preventive Medicine

Oficers and Board nenbers, let's get our pictures taken, pick up

the box |unch,

and begin our discussions hopefully within 15 or

20 minutes. Thank you.

(202) 234-4433

(Wher eupon, a short recess was taken.)
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WORK-I1-NG L-UNGCGH

(12:33 p.m)

DR LaFORCE I'"'m going to start. There are

several itens that are really on the plate as far as either
recommendati ons or work issues that the Board s been asked to
look at. I'mgoing to start with the easiest, or at |east what
seens to be the easiest, nost straightforward, first. And if we
could spend a nonent talking about this document, the Medical
Ri sk Assessnment of the Biologic Treat document, to historically
go back -- and we covered a little bit of this during the course

of the discussion. Some of you were nenbers of the Board when
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this was requested, and the request was Ilinked wth the
fol | owi ng:

In a series of presentations over the last three
to four years in terns of DoD vacci ne devel opnent, sonme of the
Board nenbers -- and | would say alnost all the Board nenbers
were concerned during the presentations about sone of the al nost
ad hoc nature of vaccine developnment within the process, where
there seenmed to be biologic agents with low attack rates did not
seemto be -- what we would consider to be nore major threats in
terns of biologic warfare, and yet were listed and were sort of
nmoving along. And this brought up the | arger question about how
does this prioritization take place. And those of you renenber a
very conpl ex presentation by Col. Hoch -- that was the fanous 75-
slide presentation, if you remenber that. | think Charlie was
trying to crush us with data. And the end analysis was it wasn't
very clear, and this then led to nore discussion, and then maybe
two neetings later -- and Ben nay be able to help out in terns of
sone of the history -- a request that a nore systematic approach
to establishing medical risk of biologic threats be devel oped by
DoD, and this has now subsequently led to the docunment that was
presented this nmorning by Col. Schnelle. And so this now has
been given back, and this requires, | think, all Board menbers to
read this and to read this in light of what we heard this
norning, and also, | think, discussion that will go on a little

bit further.
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But | need to identify on the Board a point person
who will assune responsibility for being the point person for
coments as it comes back on this particular report because the
ball is essentially back in the AFEB's court. |In other words, we
are to read, digest, and respond to this in terms of does it
neet, are there certain issues that still renain unclear.

It's clear that they went at this work very, very
seriously, and | have not fully read the document, but | think it
at least neets a |lot of the challenges that we set forth. But |I'm
going to need a point person who is going to be willing to read
this quite carefully and also integrate the comments of the rest
of the Board nenbers, and then | would be nore than happy to work
directly with that individual to help craft a response that wll
then be circulated to all Board menbers and will then go through
the official channels.

DR SHOPE: Wiat do you see eventual |y happening,
this docunment going through official channels w th an addendunf

DR LaFORCE: Yes. Wat we will do is respond to
this, and this is -- from what | understand, and correct ne if
I'mwong -- this is potentially nodifiable.

DR SHOPE: By whon? By the Board or by --

DR LaFORCE: Well, the Board is going to have to
respond to this particular docunment. If there are additions,
del etions, or whatever, those will then be taken into account by

DoD. So, | think they are asking for -- and this is inportant
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because the -- again, what we are talking about is a system
that's going to establish a floor in a way to | ook at new threats
which | think over a period of time should be inportant to DoD in
terms of making prioritization decisions and funding decisions in
terns of a variety of the agents -- because you're never going to
have enough noney to do everyt hing.

So, | would hope that the docunment, when it's
finished, becones part of the portfolio that DoD will use to nake
fundi ng deci sions about certain products or certain scientific or
therapeutic directions or preventive directions that it wants to
follow Yes, Julian?

DR HAYWDCD: I would suggest that we fornmally
acknowl edge receipt of the report, and state that official
comentary will be forthconing.

DR LaFORCE: Fi ne. Does anybody disagree with

that as a strategy, that as soon as we get back, | will work with
Rick and send an official letter back saying that we have
received it, this wll be digested, and we wll respond back.
Yes?

DR BERG | think it would help if R ck could dig
out the original paperwork that started this so we could go back
and say what was it that this group was supposed to be working
on.

DR LaFORCE: Fine.

Lt COL. RIDDLE: Is it acceptable to everybody,
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with those PDF files, that | scan in and send out by enmail ?

DR LaFORCE: Ckay. Then that's task No. 1 is
that we will get the background information sent out to all Board
nmenbers. You have the report. Please, if you are flying back
sonewhere today, read it carefully, if you would, and if you have
guestions or issues that are unclear, either call ne, R ck, but |
still need a point person. Volunteers?

DR BERG How quickly do you need hin?

DR LaFORCE: This response, this is -- to quote
Julian -- it's better to do this right than to do it quickly, and
| think this is a very inportant docunent, and | think a very

thoughtful analysis is likely to take a nonth or two, you know,
interms of being able to | ook at comments and getting back.
DR SHOPE: Do you just need a person who will

accept the coments and col |l ate t hen?

DR LaFORCE Vell, 1 need sonebody who will
accept -- who, No. 1, will study this and own it. By own it,
will understand it and really know this docunent quite well, and
will be willing to take the comrents and integrate themin terns

of the ownership that that individual has.

DR BERG I'm willing to take that on, but |
can't get to it for about three weeks because |1'm going on
vacati on.

DR LaFORCE: Does anybody el se --

DR SHOPE: | could do it.
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DR LaFORCE: This would be a great way to start.
This is a very good project to actually sort of take on.

DR SHOPE: | could get busy --

DR LaFORCE: Everybody knows that one of Marc
LaForce's dognmas is one is never too busy.

DR SHOPE: It would be interesting in this to
take a couple of agents that are not considered threat agents, or

not at least in the agents here, and see how they cone out.

Sonebody nentioned influenza, | think you did, and to take one of
the -- nmaybe the 1918 influenza, and see how it would fit in
t here.

DR LaFORCE: | would say fine, go withit.

DR SHOPE: I would also suggest sonebody take

aerosolized rabies and look at it and see --

DR LaFORCE: Ckay. If you could serve that
function in terns of reading this, owiing it, and accepting the
comrents from Board nmenbers, and then it may require one -- if we
could do everything by email, fine. If not, it may require one
trip, either mne going down or you com ng up, and one day.

DR SHOPE: W'd love to have you in Galveston,
but hopefully it can be done by enail .

DR LaFORCE I think it would be inportant,
though, to try to turn this around in ternms of getting it back,
certainly before the next AFEB neeting, and | would hope two or

three weeks before the next AFEB neeting, so there would be
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sonething that would be back that could at least go out to the
Preventive Medicine Oficers or to whonever needs to see that.
Wul d that be okay, if we did that as sort of a working deadline?
So Bob will take care of that.

Could all AFEB nenbers, though, please, |'d ask
you if you'd just take an hour off either on your way hone, if
you could read it, annotate it, and either ask questions or say,
"Look, it makes sense to me", fine, but we do need everyone's
feedback on this.

DR GARDNER. (ne of the things that wasn't in our
book was the list of who we are and our enumil addresses, and if
we're going to send emails to Bob, we need to get those --

DR LaFORCE: Right, because | noticed at this
tinme, the roster -- Jean Ward's list wasn't in the docunent
itself.

CO.. DDNNEGA: Marc, renenber that the report that
was handed to you is a contractor report, so the goal is not to
make changes to the contractor report, but to comrent on the
report. So, don't |look at wordsmthing the contractor report.

DR BERG Part of what we nmay end up doing is
saying the conmmittee needs to go back and relook at this, you
know, one part of it, or redo the analysis, or sonething like
t hat.

DR LaFORCE: Absolutely right. Absolutely right

you know, because, for exanple, during the course of the
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di scussion, if you renenber, there were a couple of things that
were taken off the table. ne is the weaponization of these
particular itens.

The expertise for what can be weaponized and what
can't be weaponized, | think, was developed here in the United
States and is in some file back here at Ft. Detrick --

DR SHOPE: It's all retired.

DR LaFCRCE: Yeah, well, whatever, but it's not
that it hasn't been done. I think that kind of information, |
think, is probably available in DoD sonewhere. Wiether it's
classified or unclassified, | nean, that obviously | don't know,
but I'Il bet that sort of stuff is already known.

The other issue that was taken off the table was -
- I've forgotten the exact term--

DR BERG FEffective dose.

DR LaFORCE: Pardon ne?

DR BERG | think it was effective dose.

Lt COL. RIDDLE: Pre-exposure prophyl axis.

DR LaFORCE: Yes, pre-exposure prophylaxis, which
was taken off. What we nay want to do as the AFEB -- what |
woul d suggest is individual look at that. Does that need to get

put back on the table in terms of pre-exposure prophylaxis, in

terns of does that so nodify the threat list that it actually
takes sone itens off there? In other words, if you have pre-
exposure prophylaxis that is so sinple -- and |I'm having trouble
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t hi nki ng of one --

DR SHOPE: Yel low Fever is one. It's taken
Yel | ow Fever off this list. It would be on the list otherw se.

DR LaFORCE: Ckay. But if there was an exanple
of pre-exposure prophylaxis, would that so nodify how we would
ook at that table and, if not, then we sort of leave it alone
and say it's not an issue, or it is an issue.

And as | recall -- and I'Il just finish -- | think
those were the only two itens, Ben, that were taken off, because
you were on those comittees.

DR BERG Bi oregul atory peptide, psychol ogical
i npact were the other two that were taken off.

DR LaFORCE: Fine, | don't have any problens with
that. Ben?

CO.. DI N EGA The dose, lethal dose was one of
the other things taken out.

DR LaFORCE: Lethal dose?

DR BERG Effective dose.

CO.. BRADSHAW Effective dose.

DR BERG Because units of neasurenent differ.

DR HAYWDOD: Effective dose is still in one of
the tabl es.

DR LaFORCE: Pardon ne?

DR HAYWDOD: Effective dose is still in one of
the tabl es.
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DR SHOPE: Yeah, Table 2 -- although, com ng back
to a point nade this nmorning, the interval from exposure to
i ncapacitation seens to be -- | would have thought would have
been an inportant variable, but it's not addressed in this -- the
inmpact «criteria, even though they said it was included in
lethality, but it isn't under this definition.

DR LaFORCE Ckay. Let's get this stuff to Bob
and let's turn it back in terns of the coment on the
contractor's report, and see where that takes us. [''m sorry,
Ken?

CAPT. SCHOR: You know, it seens to me that the
contractor's report describes the process, the operations,
anal ysis, or whatever you want to characterize that as, which is
great and useful, but if this has value, enduring value, as a way
to nmodify the process in which noney is invested and other
things, and doctrine is witten and that sort of thing, then
sonebody's going to -- it would be nice to have a list of

strengths and weaknesses, things that are set to the side and not

considered in the analysis, the limtations, those sorts of
things, and | don't have a sense of who can do that except
perhaps the Board here. I don't know of any other standing

organi zation that would necessarily provide that level of
objectivity that could then --
DR LaFORCE: That's exactly what we're asking the

Board to do.
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CAPT. SCHOR -- that could then be sold back to
DoD to say, "Hey, you know, this nakes sense to us, and these are
the various considerations".

DR LaFORCE: | happen to think this is a very --
and |'ve said it before, but | think this is a very inportant
docunent, and this comrentary is very inportant.

LtCOL. R DDLE: It was ny understanding from
talking to Col. Schnelle that that's exactly what they' re going
to do, is they've delivered this to the AFEB as a deliverable.
Qur comments will go back to Col. Schnelle who will then take
those and staff those through OISG to the services as their
function as the Executive Agent for CBD So that's what she
want ed to do.

CO.. D N EGA And, you know, the product that
everybody is looking for is this matrix --

DR LaFORCE: Page 16.

COL.. DDNIEGA: This is the key product.

DR LaFORCE That's it. And that's why |
couldn't have been happier, as we were going through the
di scussions, if you look at those four agents on the upper |eft,
whi ch are the nost serious agents, they are being addressed. And
then if you noved over, the enpty box was Mrburg and Ebol a, and
| was delighted to hear that there was activity in ternms of
Mar bur g. And so | was really very pleased that the analysis

appears to be really reasonably tightly linked with what is being
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proposed as far as R&D work for these particul ar agents.

DR SHOPE: Some of the things they are doing in
R&D, though, are way down on the |ist.

DR LaFORCE: kay.
SHOPE: The VEE vacci ne.

LaFORCE: Correct.

3 3 3

SHOPE: |I'mnot sure it bel ongs way down, but
that's --

DR LaFORCE: And that's why this is inportant.
Ckay. Any other observations or coments? Wiat's the natter,
Li nda?

DR ALEXANDER It's just a thought, that in terns
of the utility of this docunent, right now it seens so obvious of
its blatant utility with DoD. | was thinking about the civilian
implications in terms of translating that into a civilian
response docunent or sonething that FEMA might be interested in.

| mean, that's not within our purview, but it seens to ne

there's utility to transit beyond DoD, and nmaybe there would be
sone opportunities for partnership and funding as an issue to
take this further for greater analysis that we mght suggest DoD
consi der.

DR LaFORCE: That's an interesting idea. | nean,
the analysis itself, you're saying why is this strictly
restricted. Ckay.

DR SHOPE: I think that's a very good point,
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however, the analysis is done for the warfighter, and | think
you'd need a different analysis. But what we mght suggest is
that this matrix be |ooked at by a group. There's a lot of

bi oterrori smnoney out there to do a simlar exercise.

DR LaFORCE If the tenplate |ooks like it works,
this might be a very useful nodel. | agree.

DR PATRICK: Well, in fact, that rmay where there
was a question of validating this. That may be a way to nove
closer to the validation of this sort of an approach. Per haps
sonet hi ng woul d happen - -

DR SHOPE: Wll, | think you'd grant these
differently inacivilian --

DR PATRICK: dearly, but if the sane approach in
ternms of methodol ogy was useful, that question was raised, how do
we know that this is, in fact, valid. So, sone tests, sone
natural experinents which one would not hope for, but --

DR BERG I think that was part of the nessage
that Col. Schnelle was making, that much of the effort of the
group was figuring out how to get their arns around it, and they
cane up with this nethodol ogy. And she said the beauty of it is
if the intelligence shifts on what's available, we can just plug
that back in and run it through. W don't have to reinvent the
wheel .

DR LaFORCE Ckay. W'l proceed along that

l'ine. | do want to introduce one other thing | was talking to
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Kent Schor and also Ben and Rick earlier. This has to do with an
issue that's been bothering ne as the norning progressed, and it
had to do largely with the final presentation that was Col.
Danl ey' s presentati on.

Col. Danley's presentation had the tine frame in

terns of the R& and the devel opment until you have final FDA
approval . And if you renenber, alnost all of it looks like it
kicks in as real products somewhere after 2010. It was |ike 2010

to 2014 is when it kicked in. Ckay. That was point one. That
means that fromthe year 2001 to the year 2014 there needs to be
an alternative strategy because that doesn't change Table 16.
Those itens in those boxes are still real in Table 16. W nmay
not have the antigens, but the threat is still there. And the
concern that | have is this wi ndow -- you know, because |'ve said
what about interim plans for this w ndow that exists for perhaps
10 or 15 years in terns of before -- or the tine frane before
these vaccines actually roll out. Now, that's one concern.

The second, it is also linked to a question that
the Board received and | believe the Board received this question

about -- was it a year and a half ago, Ben, about the antibodies

COL. DINIEGA: Last year.
DR LaFORCE: Was it last year about this tine --
because one of the questions that came to the Board is, could the

Board make reconmmendations on chenoprophylaxis for biologic
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agents, and we devel oped a snall subcommittee and we responded to

that particularly with, as | recall, doxycycline, ciprofloxacin -
- and | nust admit ny nmenory is not good enough, | don't renenber
what the other agents that we actually put down -- but it was

strictly to answer a very narrow question, and that narrow
guestion was, what agents mght DoD stockpile in terns of | ooking
at chenoprophyl actic agents for these particular threats.

What seens to be missing is how you link now the
chenopr ophyl actic agents with sone sort of interimstrategy until
these vaccines cone up. And when the question was posed to Col.
Danley by Col. D niega about sort of who is in charge of this,
the response was, no one, at least that was the answer that |
got. And | would put this out to the Preventive Medicine
Oficers, is there soneone in charge, or am| m ssing sonethi ng?

CAPT. SCHOR Vell, just to give you a very
present exanple, anthrax, the change of label to use it as a
post - exposure prophyl axi s. And now that we essentially don't
have, or nearly wll not have, any anthrax vaccine avail able,
period, is a very current concern of the CINCs over in Korea,
Sout hwest Asia, saying, "How do | then protect ny soldiers,
sail ors, airmen, and Marine?"

The Action Oficers at Action Oficer |evels have
been trying to get five days of supply of cipro within a 12-24
di spersenent w ndow. Let's say there was a validated exposure.

W want to have five days' supply of cipro near troops or Marines
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or sailors or airmen to get it in their hands so they can take it
within 12 to 24 hours of validated exposure. And, oh, by the
way, there's extra noney to buy some of this stuff because we
don't have any anthrax vaccine to buy right now So, it's just
shifting pots around, and |I'm using sone termnology fairly
| oosely, but that's how | understand it.

And | understand that as this has gone on, there
have been sonme concerns about how to do this, and there's a |ot
of sort of ricebow issues -- is this a nedical issue? Is it a
BW defense issue? Do you pay for it out of Defense Health
Program dol l ars? do you pay for it out of shifting nonies? And
| understand that recently sone decisions have been nade to nix
that idea. | don't know all the reasons for that, but | use this
not to get into that level of detail, but it's very hard to work
around these very current present highest threat issues when it's
hard to figure out who is making decisions on how to influence

the decisions when you care about the protection provided to DoD

menber s.

DR LaFORCE: Yes?

Lt COL. BORONBKY: Just to introduce nyself to
those who haven't nmet ne, |'m Bob Borowsky. ['m the Medical

Deputy at the Joint Program Ofice for Bio Defense, and next
nmonth | go to work for Dr. Ann Johnson Wnegar who, if you don't
know, is the Deputy Assistant to Secretary of Defense for

Chend Bi o.
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Let ne, sir, answer one of your questions. (One of
the things that didn't come out clear in the chart was that in
the process of devel oping consistency lots for the vacci nes much
earlier than 2010 or whatever, in the process of doing that, they
will have net, from an IND standpoint, the stated nunber of

vacci ne doses. So, it's conceivable by 2005, 2006, that some of

these agents will have at least at the IND stage -- granted,
that's not license, and | know what our policy is -- but you'll
at least have material -- for exanple, small pox -- and enough

doses that if the balloon goes up and we get the right approval,
we can use as an | ND.

Part of the problens with the antibiotics that
have conme up in discussion is that, like with the anthrax usage,
a lot of these things require some policy FDA interactions
because they are off-|abel usage, particularly if you' re going to
do prophylaxis with sone of these antibiotics.

The problem we have is developers -- and it goes
back to the whole issue that product that was developed is the
devel oper will give you what you want, the custoner, but we have

to know what the custoner wants.

So, one of the biggest things -- |'ve been doing
this since | got back from Germany in "92 -- is westling wth,
well, what is the soldier going to see on the battlefield? Just

because a nonkey gets 1000 LD50s of sonething, what does that

relate to reality? And so as we struggle, we're really |ooking
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at the people who establish policy and requirenents to tell us
exactly what is it they want. And once we know that, then we can
nove forward. Now, | know that's a gray area. W can't go out
and expose people to agent, but we do know that in the archives -
- sir, you brought it up earlier -- places like the Institute of
Def ense Anal ysis has buried somewhere in their vaults sone of our
'50s, '60s, and '70s testing on sonme of these offensive weapons.
So, it's just a matter of coordinating and collating, and
hopefully in ny new job next nonth | can have sonme influence
under that. But there are people who are looking at the interim
appr oach. | do put on the table that some of these things will
be available for I ND usage in the next several years.

What is an issue, though, in sone cases, exactly
what is the requirenent. The Regular Arny or the Regular
Department of Defense, when they build planes and ships and what
have you, will put on the table how many they need. What ' s
driving us right now is one program budget decision done about
three years ago that set $300,000 for the lesser threats, 1.2 for
things like BOI, and obviously an immunization program for
ant hr ax. What that influences is the small conpanies that are
going to develop these vaccines, is whether they are a mcro-
brewery or Budweiser. So, once they go down the road of neeting
a small requirement, they nmay not be able to make 40-to-100
mllion doses of snallpox vaccine |like Health and Human Services

want s.
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So, for ne, ny hands a lot of tines as a nedic who
has al so gone through acquisition training, is, how do |I spend
the taxpayers noney smartly, and what is the requirenment, and
that can't come from the developer, that has to cone from the
peopl e who set the requirenents because, like | said, once you go
down the road of saying "I'mgoing to build that" to produce, you
know, half a nillion doses, and it's going to sit on the shelf,
it's going to be awful hard to crank up to a mllion or a hundred
mllion, or whatever the nmagic nunber is. So that's a problemwe

face trying to neet the requirenent.

DR LaFORCE: That still doesn't answer if, for
exanpl e, you say, well, look, we have IND lots that are going to
cone in '05 or '06 -- okay? Assunme that I'ma cynic --

(Laughter.)

DR LaFORCE I mean, you've told ne that before,
is what | would say, and |I'm going to say that ny experience
tells me that you mght say '06, but I'm going to be very happy
if it's '10.

Lt COL. BOROABKY: | won't disagree.

DR LaFORCE: ay, fine. That still |eaves me of
a question of sonebody in Pusan, or sonebody in North of Seoul,
with the question of an anthrax exposure and the need to have an
interimstrategic plan with proper stockpiling to nmake sure that
that warfighter is taken care of if we can't get enough antigen

in himto make sure that he's taken care of.
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Lt COL. BOROABKY: And the Captain brought up a
good point. Right now, we're in the mdst of discussions for the
use of anthrax -- not anthrax -- cipro, and what we have to do is
cone to grips with are we willing to pay for that because | think
we figured out it mght be a total of | forget how many, $60- to
-$80 mllion to buy everything we want.

CAPT. SCHOR  $96-, sir.

Lt COL. BORONBKY: So, yes, there are discussions,
but it's all being driven by can we afford it.

LtCOL. RIDDLE: Brian, fromthe Joint Staff, would
you all generate out those requirenents, let's say, based upon
this list that plague was a threat if doxy was your own
anti biotic because you had no vaccine in the inventory. The CNC
says, "I want a response, it's not |abeled". Does the Joint
Staff generate the requirement to DoD to work with FDA to work
doxy | abel ed for use with plague?

MAJ.  BALOUGH: Col. Diniega nmight be able to add
to this also, but ny understanding is, if the CNC s coments say
they want to use, say, cipro for pre-exposure, we don't -- the
Joint Staff doesn't have the authority to grant them perm ssion
to do that, that's a requirement, and we would turn around and
coordinate that with Health Affairs, and Health Affairs is the
one who woul d have to establish the policy to do that or not to
do that. And in this case, because cipro isn't licensed for pre-

exposure, it would have to be done in an IND, and we would go
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through the IND stuff. The Joint Staff is involved in -- right
now, we're trying to work with the CNCs and MRMC and Health
Affairs and OTSG to do the anthrax post-exposure IND, but we are
nore in a coordination aspect of that because we can go out and
touch everybody.

DR LaFORCE: So what is it that would have to be
nudged, Ben? Wuld it have to be Health Affairs, or --

COL. DINNEGA: There are a couple of issues here
i censed product, |abeled use. |If you are going to be stockpile
or order is not a research issue and you don't have to do it
under IND, and | think the EA -- is Col. Schnelle here -- has
done work on stockpiling nunbers, and it's a tri-service process.

They had a neeting, they do it with the junior CAV -- | renenber
seeing a stockpile nunbers list that was done up at the junior
CAV at one time, up here at Ft. Detrick. So, license, |abeled
use, stockpiling is essentially just, you know, the Executive
Agency can do that.

IND use, that's a tough issue. IND, as we found
out, Brian, they are in the recent exercise. That is a tough
issue. FDA will not waiver, grant waivers on the IND. They need
the IND. The only thing that can be waived is getting people's
perm ssion and signature to receive the |ND. And so the C NCs
are being asked to be with full acknow edgenent and acceptance by
the CNCs, and concurrence by the CINCs, and then it will be part

of their operational plan, their contingency plans for the
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theater. But they'll have to follow all the IND procedures down
the |ine.

That's the big problemwe' re having in IND, so the
fact that you'll get some IND products early, or the fact that
they're stockpiled, all those other IND products that Col. Danley
showed, really doesn't help us. W still have a lot of
admini strative procedures to go through. But the aim should be
an FDA approved product.

DR LaFORCE: And the approval that's currently
available now that has been negotiated has been the cipro
approval in terms of pre-exposure chenoprophylaxis --

COL. DINIEGA: For post-exposure.

DR LaFORCE: Yes, post-exposure -- |'m sorry --

post - exposure chenoprophylaxis, cipro has now been approved,

ri ght?

CO.. DDNNEGA: Right. Go ahead.

DR LaFORCE: | was just going to ask a question.
In terns of pl ague, post - exposure  chenoprophyl axis for
pasteurella pestis, is there a protocol for such an aerosol
exposur e? In other words, what would you do if you have an

unvacci nat ed popul ation --

CO.. D N EGA: They use doxy. It's an approved
use.

DR LaFORCE: Ckay. That's approved use. So

that's not an issue.
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COL. DONFEGA: That's not an issue.

DR LaFCORCE: What about Q Fever?

CO.. DI N EGA Is it on the label for use? |
don't know what's on the | abel for doxy.

DR LaFORCE: Because it nmay turn out as you go
through this, it's a non-problem

COL. DI N EGA: If it's a |labeled use, it's not a

probl em If it's an unlabeled use, then it becomes a problem
But on the JVAP -- and, Bob, you can correct ne if I'mwong --
but | recall that in the planning for the JVAP in the vaccines

they're working on, there are TEDs, troop equivalent doses,
al ready determned as to how many they have to nanufacture.

Lt COL. BOROWBKY: That's true, but the issue
really comes up when you really get pressed by like the GAO or
what ever when they want to come in and ask where that nunber canme
from It's hard to go back to sone very analytical thinking or
process that perhaps a group like this came to and said, you
know, "This is what we really think" -- if the balloon goes up,
we're not |ooking at just one, you know, major regional conflict,
which is one of the indications |I got.

The other thing is on | ND usage, the FDA has shown
a willingness with anthrax, for exanple, the new consistency lots
that are being nmanufactured at BioPort right now, a wllingness
to sit down and work a list for |IND usage under a contingency.

So, it's not that they're inflexible, they're just very cautious,
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and we all appreciate that they're very cauti ous.

DR MOCORE: There is another aspect of this, of
course, it's life cycle cost. You're talking about $90 mllion
one tine to build a stockpile. Wen we started fieldi ng DEPVEDs,
the dated and deteriorative items in the DEPMEDs kits were $300
mllion. And | went to Sweden and Switzerland and studied how

they had extended the storage life, shelf life, of their itens,

cane back and talked wth FDA They said you get the
manufacturers to do it. | went to a nunmber of manufacturers and
they said, "DoD is less than 5 percent of our business, we

aren't going to spend noney studying how to extend the shelf life
of drugs and IV fluids. |If the Arny wants it done, |let them pay
for it". And, of course, the answer to that was no. So we're
buying $92 mllion worth of stockpile that's going to have to be
replaced three years from now with $92 nillion worth of
stockpile, or at current drug rates, to $120 mllion.

COL. BRADSHAW | think the current answer to nost
of that is stock rotation, do stock rotation agreenents with the
manuf acturers, and then you cycle it in and out, so you re not
going to have to do $92 nillion every three years.

DR MOXCRE: Vell, we tried that wth the
pharmaceutical industry, and we were able to get probably a
handful of things stockpiled with them and our usage rates
within DoD would be, | think, difficult to naintain that and

stock rotate.
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fairly often, although I'd have to | ook at the
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are, | think, used

nunbers to see.

DR OSTRCFF: Al nost everything that we're doing

at CDC is -- | mean, it's referred to as "vendor nmanaged

i nventory" where basically you just pay for a chit in the system

where you pay for the bubble, and the avail abi

and then it just rotates in and out of the

lity of the bubbl e,

avail abl e inventory

and, you know, it works fine for itens that are used on a fairly

comon basis, it doesn't work for vaccines, you know, where

you' re not using themconstantly.

DR LaFORCE: It should work for cipro and doxy.

By the way, the plague is off-label, Ben. That's off-label. So

a significant progress could be nmade if you could have this

di scussion and nmake sure that that was a labeled indication in

ternms of post-exposure prophylaxis for plague.

DR OSTROFF: The other one

gentamcin, it would also make a major differ
al so not |abeled for --

DR LaFORCE: Yes, that'
gentam ci n one

CAPT. SCHOR I know within

is the issue of

ence because that's

S of f - | abel , t he

our service, there

woul d be great support to get some of these |abel changes to

support research to get the l|abel changes.
of noney to make vaccines, but we're not spe

get basic |[abels. How about getting cipro
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pr ophyl axi s?

Lt COL. BOROABKY: (One thing that | would offer --

CAPT. SCHOR And | don't know what the paraneters
of that are, but there doesn't seem to be even a hint of a
di scussion that that can even begin to occur. There's no
interest. It's like it's not sexy enough to tal k about.

Lt COL. BORONBKY: One thing | could offer, and
this is on a personal level, is you ook at the product that was
delivered today -- and, sir, | think you're hitting on this -- we
ook at what is our short, nid and long-term solutions.
Antibiotics, antivirals may be one of them but it's not for a
devel oper to decide. The people who have the need -- the
Marines, the soldiers, the airnen -- out there, and the C NGCs,
have got to say, "Ckay, these are the top five we think we're
going to get hit with in any theater, now what's the available
sol uti ons?" And that is, | think, the first step, allocating
resources, and if we have to do an IND for a product or a | abel
change, then we better start doing it.

DR BERG I wonder if there's another solution.
| renenber about a year ago reading in the paper about a study
that was done of the true shelf life of various pharmaceuticals,
and was actually done by sone military pharmacist as part of a
tri-service effort, and the shelf life of nmany of the drugs was
just incredible. And what sticks in ny mnd, | think the

ci profl oxacin had not lost significant potency after sonething
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like 17 years. And the point of the article was that drug
manuf acturers have little incentive for docunenting a |ong shelf
life.

Lt COL. BOROABKY: Wl l, having worked for Baxter
nysel f, | know part of the shelf life issue is the investnent and
stability studies over the years, and the submission to the FDA
that a product is got for 3, 5 10 years.

DR BERG If this has been some sort of fornal
research project that the mlitary has been carrying on, that
m ght have generated sonme useful data that could be submitted to
the FDA to extend the shelf life of some of these things.

DR LaFORCE From what | understand, that's one
of the hardest things to do, is the shelf life thing, is what --
that's just been ny understanding. In a prior life as a
clinician, | renenber talking to a buying consortium in
Rochester, when we were buying a series of things, and then
looking at the issue of shelf life, and then having the
phar maci sts sort of let us know that that was very difficult.

DR BERG The difficult was getting the extension
approved, or --

DR LaFORCE: Yes, it was actually even
approachi ng that because the answer was al most invariably no.

CO.. DI N EGA: Just to get back to the stockpile
issue, in ny experience, stockpiling nunbers have come from

several sources. One is the services, if it's licensed and it's
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avail abl e, services can look at their own stockpiling issue. The
other one is, usually on any requirenent in conbat devel opnent
for BOT or whatever, when you ask for sonething to be devel oped,
a medi cal product, you have to estimate how many doses you need
and how are you going to use it. So the stockpiling nunbers
woul d al so depend on the strategy of use in the theater. At one
time, | know for some items it was only stockpiled for early
depl oyers, or for the people who flewin within 30 to 60 days and
the early deployers. So, the stock nunbers can be obtained, and
sone of the things are service-specific because of the laws and
the legal requirenents, which is training, equipping and manning
the force. QG her than initial procurenent for devel oped itens,
it becones a service responsibility.

CAPT. SCHOR That's a very good point because
this issue with cipro brings up where is the gray zone between
what the CINCs need that are expected to fight the wars with
forces supplied by the services, and the service responsibility
is to train, equip and supply, and sonetimes those train, equip
and supply -- you know, we've seen that the POM cycles are --
you're planning three years ahead of when you ever actually get
the noney in hand, yet here is a clear and present threat and a
need, and so how do you bridge that gap, and this really
crystallizes a structural problemw thin the Government that goes
wel | beyond a |l ot of these sorts of issues.

For instance, with the cipro, the planning issue,
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nost of the planners |ooked at personal supplies |ike point of
use -- aid station level distribution of five days of supply of
blister pack cipro. That was a reasonable risk determnation to
make. If we could at |east get themfive days, we should be able
to get sone nore, sonehow, sonewhere, if we have sone air
superiority in the theater.

Then they |ooked at perhaps 15 days of supply in-
theater, and then figuring that the additional 45 days to go out
to a full 60 days of therapy would conme from strategic resupply.
So that's just to give you an exanple of how sonme of the
thinking very recently on this issue of post - exposur e
availability of cipro has gone on.

DR LaFORCE: That sounds very sensi bl e.

DR OSTROFF: I"Il point out that DoD uses the
sane vendor managed inventory that we do. It's the sane exact
system and part of the concern that we've had is that we're
doubl e- payi ng for the sanme vendor nmanaged inventory, and part of
the difficulty would be if we both asked for it at the sanme tineg,
who was going to get it first.

DR BERG Does the other guy get a refund?

(Laughter.)

DR OSTROFF: And we've been assured that we're
paying for different vendor nanaged inventory at least by the
suppliers, but I'mnot 100 percent convinced.

DR LaFORCE: Ckay. What | would propose to the
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Board -- | think we've gone as far as we can with this issue.
What |'d like to do is work with Rick in terns of just exploring
this a little bit, and maybe with Ben, and without formally
com ng back -- we may conme back with just a short letter or short
note from the Board, but nothing will be sent out until it's
actually cleared or circulated, that would relate to this issue
about the interim sort of problem over the next ten years or 15
years.

DR SHANAHAN: It strikes nme we really don't have
enough information in that area, which nmakes it a good topic for
presentation before the Board, if we're interested in pursuing
t hat.

DR LaFORCE: Actually, that's a great idea. Wy
don't we actually just do that, rather than try to do sonething
preci pitously, just nove this on the agenda next time around, and
look at it as "the interim strategy" or "interim plans", or
what ever, for BW agents, and then this would give a chance for
people to really sort of think about it and see if there's
sonet hing that needs to be done and, if so, what nakes the --

DR SHANAHAN: And let's then identify specific

probl enms that we can better address, rather than try to push this

DR LaFORCE: O f -1 abel doxycycline for
chenopr ophyl axi s of pl ague.

DR PATRI CK: Wiat | wonder is, are there other
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strategies? | mean, Ken has just outlined a very interesting
strategy, and what other strategies are out there that have been
thought about and eventually proposed, it sounds |ike even
proposed, but yet --

DR LaFORCE But | would love to see the
presentation start at the furthest end -- in other words, from
your standpoint, from the warfighter standpoint in terns of what
woul d be those constraints. In other words, starting at the
distal end rather than at this end in ternms of stock rotations or
stuff like that -- | mean, what actually would work if such a
threat did, in fact, occur.

DR BERG I think the analysis should include a
listing of what are off-label uses because the only post-exposure
prophylactic antibiotic use that | know of relevant to this
di scussion is ciprofloxacin because we don't wuse antibiotics
post -exposure. So that means potentially all of the list, all of
the antibiotics need to be used, and gentamicin needs to be
| ooked at in terns of treatment.

DR OSTROFF: W do use some antibiotics post-
exposur e. I mean, you do for neningococcal disease and things
like that, so there are precedents for doing that. And we, in
fact, use cipro now

DR BERG But there's a whole dichotony between
what's on the | abel and what peopl e use.

DR OSTRCFF: Right, and we were just talking
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about this a little while ago. Of-label use, when it's between
a physician and a patient, it's physician discretion. A
physician can do anything that they want if they think it is
appropriate for the care of that individual patient.

The problem that you get into is when DoD or CDC
or a system makes a recommendation that this is the appropriate
thing to be used, you are not the actual treater, and so it falls
outside the usual off-label use discretion that a physician has,
and that's where we've all gotten caught up.

DR BERG Exactly. Wien you start to propose it
as the standard of care, you ve taken it to a different |evel.

DR PATRICK:  An appropriate caveat is perhaps to
say these have been used for nodeling purposes.

DR LaFORCE: kay. Oher coments?

(No response.)

So, we have essentially one deliverable which Bob
is going to assune the sort of admnistrative |eadership with,
which is this docunent and one of the items at the next AFEB
nmeeting will be this interim strategy which we wll develop in
sone detail over the next three nonths. Ckay.

QG her questions to the Board relate to the
formation of the Vaccine Health Center Wrk G oup. Thi s
discussion, | think we had a bit of it yesterday, and | sensed
that there was sort of unanimity that this was a good idea and

this was a good investnent of AFEB tinme, and | have two
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volunteers. Bill Berg and Linda Al exander w sh to serve on that
comittee, and they asked for two or three volunteers. | woul d
say that two are fine, and three is even better. Pi erce, would

you like to participate as well?

DR GARDNER |'d be happy to.

DR LaFORCE: Ckay, that's great, because it
i nvol ves probably -- | don't think anynore neeting except maybe
stretching things over either a half-day and the work wll be

done in collaboration with either the AFEB neeting or the ACP.
Ckay. That's good. |Is there anynore di scussion about that as an
i ssue?

(No response.)

Ckay. Terrific. Now we'll get to the one that

['m not ready for. Today, it reminds nme of talking to ny
daught er about doing her homework in high school. "Il do it
later, and I'Il do it later, I'll do it at lunchtine. | kept
telling nyself, 1'Il sit down and wite ny notes and sort of

never got to it.

The main -- or we owe a response in terns of the
gquestions that related to HV, and what | want to do is finish
our formal deliberations by going back to that particular
question, and | would ask all of you if you would get to -- |
think it's Tab 7 of the document -- if we would go back to the
guestions that were set forth by John Ball (phonetic) from --

that relate specifically to the HV questions, and if you would
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just pardon ne for one nonent -- two of you gave ne sone witten
material that, unfortunately, has gotten mislaid -- here it is --

DR SHOPE: You gave m ne back to me.

DR LaFORCE: | gave yours back to you, that's
right. Thank you very nmuch, Bob. Wat happened to Bill, because
Bill is going to have to read that. What | would propose in

terns of a general unbrella for responding to this is that we
continue sone of the discussion that we started yesterday, and
that we've got sone specific answers for sone of the questions
that we probably should talk over this afternoon, but if you
would trust me to actually put a response together that | wll
work over with Rick, and then send back to all AFEB nenbers --
and hopefully this will get back to you within two weeks, if we
could sort of do it within two weeks or three weeks or sonething
like that -- and then | probably would like to send it to you by
email rather than just sort of send it any other way, and this

way you can just sort of read it as-is, and then just sort of

press Reply yes or no and send back what you want, but | really
would like -- this is an inportant question that's being asked,
and alnost like the response to this docunent here, | really

woul d I'i ke to hear from everybody.

The letter itself: I request the Armed Forces
Epi dem ol ogi cal Board to review available and provide a
recommendati on concerning desired characteristics in use of the

subj ect proposed vaccine -- that is, the HV vaccine.
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| request the Board specifically to address the
following questions: (a) What |evel of effectiveness (for
exanpl e, induction of the desired prinary imrune or physiologic
response) of an HV vaccine is acceptable for use by DoD?

During our discussions, we -- and correct ne if
I'mwong -- the AFEB felt unconfortable with a specific nunber.
Wio had discussed that? Was it Dennis? Yes, you had di scussed

it.

DR SHANAHAN: Yes, and | felt that to set
particularly specific limts Ilike 90 percent was  very
unrealistic, and | wused the analogy of putting generation 3
requi renments on a generation 1 product. I think we were all in

agreenent that if it were, in fact, efficacious at sone |evel,
that it probably had sone degree of utility and that we woul dn't
want to elimnate from consideration a vaccine that, in fact,
say, had 60 percent efficacy, considering we have nothing right
now. So, if it were safe and net other requirenents, 60 percent
-- the limts of the study are 50 percent -- so, there may be a
utility for something of that nature as long as it's safe and
al so economical and can be handled through the logistic chain
such as it is today, or would be in the future. That was
generally mny reasoning on it.

DR LaFORCE: And ny sense was pretty nuch
everybody was in agreenent with that, and it also links to the

second, (b) Wuat Ilevel of efficacy and protection from HYV
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infection or H V-caused disease is acceptable? | would |unp both
(a) and (b) together and, if you want, I'll draft something al ong
those lines that we're sort of unconfortable given the fact that
it's not like conmparing a 60-percent efficacy vaccine versus what
could be 100 percent, it's really zero versus -- and from what we
understand, the power of the study itself is unlikely to pick up
any efficacy less than 50 percent because of the design of that
particul ar study. So, you inmmediately start off with a power
calculation that | eaves the floor set at 50 percent.

DR SHANAHAN: And there's one primary in the
pipeline. So, if you set too high a standard, that gets kicked
out .

DR SHOPE: I think it's inportant in our
di scussions we separate infection from AIDS or H V disease. In
(b) they are asking two questions, efficacy and protection from
HV infection and efficacy and protection from H V-caused
disease. And | think our discussion was that we were talking
about infection.

DR LaFORCE That is correct. I think that was

pretty clear, wasn't it?

DR OSTROFF: | wasn't here.
DR OSTROFF: One thing that | just wanted to add
is that, in (a) -- response to what was just said -- it said what

level is acceptable for use by the DoD, and | think that that's a

very critical distinction because in terns of a 60-percent
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efficacious vaccine, | could think of a lot of circunstances in
whi ch that would be a wonderful tool to have, but I'mnot sure in
ternms of routine use by the DoD | could think of a scenario where
they would wi de-scale use that type of a vaccine. So, that's a
very inportant distinction, that they say specifically for use by
t he DoD.

DR LaFORCE: Unfortunately, you di dn' t
participate in the discussions we had yesterday, but one of the
things we ranged about would be the level of indication, and the
indication for a vaccine, particularly if the vaccine were, let's
say, not very effective in ternms of contenporary vaccinology --
let's say it was 65 percent effective -- one may choose not to
nake it a universal vaccine, but one may wish to use a vaccine
with 65 percent efficacy for deployed troops in South Africa. In
other words, the risk is so much greater, at least as a result of
that particul ar deploynent, that the 65 percent nmay nake i nm nent
sense in terns of the public health benefit.

So, the Board felt -- and | couldn't agree nore
strongly -- | think the Board felt very unconfortable in terns of
nmaking a general recommendation about this being a universa
vaccine for all mlitary forces for exactly the reasons that Dana
Bradshaw sort of put out -- you know, it nay be X-nunber of
doses, it's not going to be well received, et cetera. I think
the research and the efficacy data from the Thailand studies are

really going to help set a framework for what are the |evels of
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protection that you can expect, and prior to the conpletion of
those particular studies, | think anything that we're talking
about is "dreamsville" -- you know, it's all really pretty
theoreti cal .

DR SHANAHAN. And | also felt -- and | don't know
how the rest of the Board feels -- but it's a question | don't
feel qualified to answer in terns of what is an absolute |evel
that the DoD should consider for use because, as Marc said, we
have all kinds of scenarios that we can see here where they nay,
in fact, be useful. And | think, to put it farther than Mrc,
say medical personnel deployed to an endenic area are at very
high risk of exposure, even with today's precautions. So, naybe
65 percent -- and if | were going over there, |I'd say, hey, okay,
['I'l take the 65 percent.

So what we felt was we didn't want to kick it out
of consideration when there were all these other issues that we
could consider. And, you know, in a way, naybe it does kick it
back to the DoD and say, hey, this is a tactical or economc or
strategic decision that the Board's not really willing to make
for you.

DR LaFORCE: The other thing is, if you renenber
CGen. Parker's both introductory and his closing coments, also
was asking the Board in terns of what the Board's feelings were
about an HV vaccine being appropriate as a vaccine to be

devel oped by the nilitary. In other words, what is the public
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heal th benefit to the mlitary?

And | want to nmake sure if it's all right with the
Board that the original draft will begin with a sentence or two
saying that yes, it is quite appropriate to consider this as a
vaccine that's appropriate for the mlitary for either narrow or
broad consi derations, but certainly for the risk of deploynment in
countries or in areas that have high HV rates. And as we tal ked
about yesterday, | frankly, in nmy omn mnd -- as | said, having
spent a fair amount of tinme in Africa over the l|ast couple of
years -- | can't inmagine that U S. troops are not going to be
depl oyed somewhere from the Congo, south in areas that really --
or that the likelihood is going to be significant over the next
ten years, is probably the way | woul d phrase that.

CO.. WTHERS: Dr. LaForce, the operative word he
used was mlitary "rel evance".

DR LaFORCE: Is it mlitary relevance? That's
the word | need to use?

COL. WTHERS: Yes, | think that's what you're
struggling for.

DR LaFORCE: kay, thank you. God |ove you, Ben.

COL. WTHERS: Just say it's a nilitarily rel evant
vaccine in the eyes of the Board, if that's what you believe.

DR LaFORCE: Okay. Al right.

DR SHANAHAN: Say "because" and use all of it.

DR LaFORCE: You what ?
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DR SHANAHAN: Say "Because" and use all of Gen.

Parker's arguments because they were excellent.

DR LaFORCE: Is a vaccine that prevents A DS or
ot her H V-caused di sease acceptable for use in DoD personnel if
it does not also prevent carriage and/or transmssion of the
Vi rus? How would use of the vaccine and other attendant
preventative measures vary depending upon the presence and
absence of prevention of transm ssion?

| had the world' s worst tine -- | read this |ast
night, and that's when | quit and decided to go to bed.

DR SHOPE: I don't think transmssion is the
issue, it's infection.

DR PATRICK: And | think the sense there was the
transmission of the virus was to hard an endpoint to establish
through type of setup right now That woul d require subsequent
analysis of other individuals, and so that was just an
unrealistic standard to include in the current --

DR LaFORCE: You nean that was McNeil's point.

CO.. BRADSHAW I had a conversation with Col.
Scott and discussed this a little bit. | think part of what he
was getting at is, for instance -- | mean, you can | ook at other

popul ati ons, but if you have sonebody who gets the vaccine and it
protects them naybe not frominfection, but -- | nmean, if we're
focusing on infection, we nmay be okay -- but if they could becone

infected but never get AIDS, for instance, but then they could
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pass that along to other people -- in other words, you' d have the
situation of people with hepatitis-B carriage where you could
still be transmitting the virus to other people, but be protected
yoursel f against disease, and that was, | think, part of the
intent of that question, is would we really want a vacci ne where
what was happeni ng was peopl e woul d never essentially be infected
t hensel ves, but be able to pass it along to other people?

DR LaFORCE I would submt that that's an
unanswer abl e question because we really don't have an exanple of
this -- | really have a hard time answering that question. | f
that's a theoretical possibility that you have enough cytotoxic
T-cells to actually keep the disease in abeyance, yet not enough
to eradicate the last retrovirus and you can then still spread
it, that's a whole series of presunptions.

In point of fact, if you ve got the disease under
control, that neans your viral load has got to be |ess than what,

10°? It's got to be somewhere around 10, if you've got it under

control. Wiat is the transnission rates at viral |oads |ess than
10°, it's quite |ow I[t's alnmbst nonexistent. You don't really
get good transm ssion anongst people until you get viral |oad
sonmewhere around 10°, 10° -- certainly 10° 10°

CO.. WTHERS: Dr. LaForce, even if you don't I|ike
the practicality of the question, that's what they asked
DR LaFORCE: W're going to have to answer it?

CO.. WTHERS: M advice is to answer it and then

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

145

say that it's an unlikely scenario, but ny strong advice is to
answer the questions that were asked.

CO.. BRADSHAW It rmay be obviated if we were
saying that we would prefer it to be prevent infection, and if
you say that, then | think we're okay. It answers the second
questi on.

ca.. W THERS: The info papers from the
investigators pointed out that tw of the questions were probably
irrelevant or overconme by truth. There was another question, |
forget what it was, but two of the questions, the info paper that
RIID wote up point out that two of the questions were really not
practical, but |I would answer them anyway.

DR LaFORCE: Cot it.

DR HERBOLD: Marc, | think this has been stated
already, but if this is what the Board neans, it mght be
appropriate to start off the answer to this particular question
with sonething like "The AFEB believes that the DoD vaccine
devel opment effort should be focused prinmarily on a vaccine that
prevents infection”, and then that sets the stage. And then if
you want to go on to talk about the rest of it, you can.

DR LaFORCE: Cot it.

DR SHANAHAN: | think if it doesn't, also you get
back to the initial question, which is, what's the nilitary
relevance if it doesn't prevent infection?

DR LaFORCE: Bill, would you read your answer?
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DR BERG Marc assigned ne to draft an answer, so
here's what | wote, and it's really two questions in (c).

The answer to the first one: "The Board strongly
recommends that the primary purpose of an H vaccine should be to
prevent infection, i.e., to prevent transmssion of HV to the
vacci ne recipient. A vaccine that prevents or reduces HV
di sease progression wthout also preventing infection at a
m nimal or greater |evel should not be acceptable."

In other words, if it has an effect on AIDS but
doesn't prevent infection, we're not interested init.

"No H vaccine currently available or wunder
devel oprrent  wi l | be 100 percent effective in preventing
i nfection. | ndi viduals who becone infected due to vaccine
failure will also become "carriers". This fact should not be a
deterrent in selecting a vaccine. It is likely, but not assured,
that even a vaccine failure will nevertheless reduce the anount
of HV in an individual. This should reduce the probability that
the vaccinated but still infected individual will transmt HV to
ot hers.”

And then the proposed answer to the second

question is: "The Board strongly recomends that an H V vaccine
be administered to at-risk mlitary personnel” -- and |'m not
defining "at risk" -- "even if the vaccine only reduces the

probability of becoming infected rather than elinmnates it.

Because the vaccine will not be 100 percent effective in
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preventing infection, all preventive measures currently in use
shoul d continue to be used.”

DR LaFORCE: Yes, Jeff.

CAPT. YUND: That |ast sentence --

DR LaFORCE: Love it.

CAPT. YUND: -- it is a good sentence, and it's
easy to say and it's easy to put -- it's easy to put in a
directive, but it depends on the conpliance of the sailor
soldier, Marine, and airman, and | think that there's at |east
the theoretical possibility that a vaccine that does not have
very, very high efficacy could actually increase the nunber of
cases in your population, if people decide that, okay, |'ve got
this great vaccine now, | don't have to worry about catching H V.

DR ALEXANDER They still have to worry about
STDs.

CAPT. YUND: Absolutely, but --

DR BERG The reason | put that sentence in,
because | didn't want people to say, oh, we've got a vaccine, we
don't need to pronote condons and so on. And this is a variant on
an argunent that | get all the tine as a Health Director -- if
you pass out condonms to teenagers, they'|ll just go out and screw.

So, you're right, we've got to do education, and | think a key
to it is saying the vaccine is not 100-percent guaranteed.

DR LaFORCE Vll, fortunately, as Linda points

out, there's still <chlanydia and there's still Nei sseri a
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gonorrhea, so that continued use of condons is a pretty good
i dea.

CAPT. YUND: Ch, absolutely, | agree with that.
['m just saying that the young, invulnerable person on active
duty nmay not necessarily take all of the rational precautions,
and may nake an irrational conclusion from this additional
special protection that he's just been given.

DR LaFORCE: But that's why he needs to be
prot ect ed.

CO.. BRADSHAW Actually, there's already sone
evidence of this. I think there was a report recently about
increasing or lack of conpliance with condom use anong certain
at-risk popul ations because -- which seens to be linked to the
availability of antiretroviral drugs, and that's been a recent
findi ng.

DR LaFORCE: That's the San Francisco thing,
yeah. Ckay. Keep going, you're on a role, Bill.

DR BERG That was it.

DR LaFORCE: That's all?

DR BERG You gave ne question (c).

('Si mul t aneous di scussion.)

DR LaFCRCE: Geez, | made a bad decision
yesterday when | didn't give himnmore honmework.

(Laught er)

DR LaFORCE: The  Chai rman really acted

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

149

irrationally.

DR SHANAHAN:  You were tired.

DR LaFORCE: It shows, | am getting tired right
now, too.

"How shoul d DoD deal with the status of vaccinated
versus the effect of DoD deployability, assignnment, and other
per sonnel actions?" I think we discussed that pretty clearly
yesterday, that the DoD already has its rules about deploynent,
but that it was very inportant that whatever vaccine was used,
that there had to be a way of being able to sort out positivity
either on the basis of vaccine or disease.

CO.. WTHERS: That was the other point that is of
i mpractical inportance. | nean, it's not a practical problem
but -- it's a good question, but it's not a practical one. It's
not a problematic one.

DR LaFORCE And then (e) "Is inability to
di scern between vaccinated and infected prior to onset of
clinical illness an accepted outcone of vaccine use?" I think
all of us said no, it's not an acceptable outcone, and it had to
be one of -- apparently, when we looked at -- what did they call
those criteria?

DR BERG Key performance paraneters.

DR LaFORCE: Yes, the key perfornmance paraneters.
There were only two that really interested the Board. ne was

this issue, the ability to discern serologic positivity on the
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basis of vaccination versus infection with HYV, and the second
was FDA approval. W haven't changed that, have we?

DR BERG The first two were this one, and then
that it has to prevent infection.

DR LaFORCE No. W decided that that was too
sort of confusing because it subsunmed sone sort of definition of
efficacy. And so what we ended up was the key criteria was FDA
approval because the FDA is actually going to look at all of
those issues also and, two, the ability to discern being infected
ver sus bei ng vacci nat ed.

"I n what subpopul ati on of DoD would an H 'V vacci ne
be considered for use? How does this vary with the performance
characteristics of the vaccine -- effectiveness, sterilization,
mar kers of i mmunity?"

DR SHOPE: | wote a response to that.

DR LaFORCEE Ch, you did, fine. Go to it. Ch,
yes, that's right, and | gave it back to you, didn't 1?

DR SHOPE: Yes. Wiat | wote -- this is three
sentences. "An HV vaccine designed to prevent infection should
be used in mlitary personnel who are at increased risk of HYV
infection and who volunteer to receive it. These personnel
i nclude those exposed to blood and blood products, and those
depl oyed to high HV preval ence areas of Asia, Africa, and South
and Central America. Assum ng the vaccine prevents infection,

the subpopulation to be vaccinated will not vary with vaccine
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One issue that I'm not sure of is whether p
agreed about the vol unteer aspect.

CO.. DINIEGA: Take it out.

DR LaFORCE: It needs to be discussed.

DR SHOPE: Take it out?

151

eopl e

CO.. BRADSHAW I"'m not so sure. I nmean, |'m
pretty much --

DR LaFORCE: That's why it's open for discussion.

COL. BRADSHAW |'m pretty nmuch a believer in the
need for, in the mlitary, particularly to protect the m ssion,
nmandat ory vacci nati on. It's like seat belt laws and a lot of
ot her things. But in this case, we're not talking about a
vaccine that in the acuity of the situation of sonebody beconing
infected with HV, that that's going to affect our m ssion. It
may affect our bill down the road for disability and, you know,

things that are linked, you know, to service in the mlitary or

what ever, and maybe |osing those people and having to re
them but -- and there may be other inplications of that,
per haps maybe for certain personnel, naybe hospital personne

may want to consider it as a condition of enployment, but I

pl ace
and
I, we

don't

know if it should be a mandatory vaccine in the sense that we do

a lot of other things. | nean, this mght be one of the few that

| would think that a voluntary vacci ne m ght nake sense.
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DR LaFORCE I wonder if | ~could pose the
question back to you, Dana. Let's say that the studies are

hi ghly successful and show a vaccine efficacy of 95 percent, for

the sake of argunent. So, you have an HV vaccine, 95 percent
efficacy, and let's say it takes two doses -- two doses of an
antigen, 95 percent protection for HV. Boy, | would have a hard

tinme thinking of that as an antigen that you woul d vol unteer --

CO.. BRADSHAW That's true, but that's not what's
on the table.

DR LaFORCE: You have it now for hepatitis-B.

CO.. BRADSHAW Vell, what | would also say in
that situation is that sonmebody who chooses to waive that would
also waive their rights to conpensation for it. | mean, there
woul d be ways, | think, to address that.

DR LaFORCE: How nuch do you want to bet that --

CO.. BRADSHAW | don't know. | nean, it's things
to consi der.

DR LaFORCE But the idea of -- | really would
like to hear from either -- both Bens in terns of the idea of
vol unt eer .

CO.. WTHERS: Well, let ne say that the Arny and

the Navy agree with Dana.
DR LaFORCE: Pardon me?
Cca.. WTHERS: The Arny and the Navy agree with

the Air Force.
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DR LaFORCE: Ckay.

CO.. ENGLER I just want to reinforce the
clinical front lines that considering already the discussions
that have gone on about acceptability of H 'V vaccine by numerous
people, this would be a very hard-sell, and we can't afford a | ot
of things that drive people into the decision, |I'm going to get
out of the Reserves because | don't want this vaccine, and that's
the risk you take. | nean, 1'd like to know, and a | ot of people
woul d ask us, "Wl I, what's the data about Peace Corps workers or
whoever, you know, working in Africa and those areas that they
actually, if they don't engage in high-risk activity, have
contracted HV di sease?"

DR LaFORCE: There are hundreds of Europeans --
hundreds of Europeans -- you talk to any Belgian --

COL. ENGLER  And they opportunity to access post-
exposure prophylaxis? | nean, there's --

DR LaFORCE: Ch, yeah. Wl |, post-exposure
prophylaxis, for what it's worth --

CO.. ENGER -- they had a needle stick or
sonet hi ng.

DR LaFORCE: Yeah. | nean, there are hundreds of
cases of Europeans that have unsafe sexual activity and --

CO.. ENGLER  No, but that's what |'m saying. |If
sonebody says, "I'm going to go" -- | can tell you a lot of

nmedi cal people would say, "Well, I'm not going to engage in
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unsafe sex, and I'mnot going to do those things, so why are you
forcing ne to get a vaccine?" That's what we're going to face at
the clinical front Ilines.

DR OSTROFF: W screen all Peace Corps workers
when CDC does the testing, so we have all the data about
seroconversions in Peace Corps workers.

CO.. ENGALER | understand, but, again, you know,
data to say that they haven't engaged in high-risk activity --

DR ATKINS: Ch, they have

COL. ENGLER  Well, that's what |'msaying. So if
soneone says, "Wy should you force ne to get a vaccine if I'm
not going to do that", that's what they're going to face

DR LaFORCE: Yes, Linda

DR ALEXANDER: Marc, actually two conments.
First, | think the volunteer concept is inportant, but 1'm a
little concerned because of, frankly, the honophobia that exists
in the mlitary environment. I'm afraid that if it's not
properly positioned, and we may inadvertently put people who
m ght want the vaccine by virtue of their lifestyle or whatever,
who don't do it because it nay be perceived as an admission of a
particular lifestyle, so that concerns ne. So, framng the
opportunity for volunteering within the context of all high-risk
exposure | think is inperative.

And just a reply to your comment about H V endem c

areas, | think the period could go there as opposed to
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identifying the areas because, for instance, if we limt it to
the areas you've defined -- for instance, if we suddenly have a
depl oyment to Haiti and Haiti's not on your list, then that m ght
create --

DR SHOPE: Wll, actually, | intended the
Caribbean to be on the list.

DR ALEXANDER But if we just say HV endenic
ar eas, then we don't have to get into geographica
speci ficati ons.

DR SHOPE: |Is that satisfactory to everybody?

CO.. BRADSHAW  Another thing | would add to the
list is those who have had a prior history of sexually-
transnitted disease, or you can have a list of things that would
be reasonabl e. I mean, the way we did this hepatitis-C was we

sinply had a list of things for which you might be at-risk so

that if you -- and several of those were things like you had a
transfusion -- and you didn't have to pick which one of those you
were -- because the other things were like 1V drug abusers -- so

all you had was this list of things and say "Wuld you like to
have this? Do you think you mght be at-risk based on this
[ist?" And then people could say, "VYes, |'d like to have the
screening”, or in this case the vaccine. So, if you are
volunteering, you wouldn't have to identify that you were
honosexual or that you had mnultiple sexual partners, but if those

things were on the list -- but in other cases, if you cane in the
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clinic with an STV, then the provider should be offering you the

vacci ne.

DR LaFORCE: This is an inportant point. Yes.

DR SHANAHAN: I'"d just like to add, there is
another way of approaching this -- and | don't necessarily
advocate it -- but you can always stratify people by risk based

upon occupati on as opposed to anything nore social.

COL. BRADSHAW And age.

DR ALEXANDER. Wat did we find with the DoD data
about food service workers and nedi cs and the Chapl ain Assistant?

DR MOORE: And nale urol ogy attendants, nedics.

DR ALEXANDER There's the list, you have to be
really careful when we use it.

DR LaFORCE: Wuld that be -- Ben?

CO.. DONNEGA: Well, | have a little problemwth
nmaking it voluntary, and | speak as an individual. No. 1 is if
it's a nmilitarily relevant disease and we're concerned about the
500- pl us cases we have a year, and we're going through a nilitary
devel opnent process, | don't understand how we can say that it's
only going to be offered on a voluntary basis, because there are
some instances where it shouldn't be voluntary. If they have
repeated sexual diseases, you know, it shouldn't be voluntary.
If they are going to go to a high-risk area and they have risky
sexual behaviors, it shouldn't be voluntary. That's one point.

The other point | want to make is that -- Andrew
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is not here -- but the anthrax vaccination program when it was
up and running in -- oh, he's here. You tell us what the
accepted -- it's voluntary.

CO.. WARDE: The acceptance rate in the anthrax

vacci nation program -- | don't think it's a fair conparison at
all because, | mean, the stigma surrounding anthrax vaccination
as a Qulf War illness and all these other things colored that

situation. But if you want the U K perspective is, in no way in
which a vaccine like this would ever be nmade nandatory in the
U K  There's not the slightest hope of that.

DR LaFORCE What's the fraction that accept
ant hr ax vacci ne?

COL. WARDE: The overall fraction of those offered
it when the vaccine programwas running was just over 30 percent.

DR LaFORCE: Thirty?

CO.. WARDE: Thirty, and that was the overall. |
nean, there were units that were near 100 percent and there were
units with nearly zero. But that | think is a red herring as a
guestion because there's going to be different sets of
circunstances. There's a big difference between anthrax and H V.

COL. BRADSHAW | still think the critical issue
for me -- and we do religious waivers based on this -- is the
mssion criticality of it. And with anthrax, clearly, if you had
your people exposed in the field, and you've got a case fatality

rate exceeding 90 percent, the effect on the mission of that, to
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ne, is a clearcut case for making it nmandatory, especially if you
only have 30 percent conpliance with a voluntary vacci ne

DR LaFORCE: Yes, John?

DR HERBOLD: Not to speak to whether I'min favor
or not in favor of a voluntary statenent, but | would suggest
that it's not necessary to include that phrase at this point in
time in our response to the services. Wiuether it's going to be
used in a voluntary or nonvoluntary setting is not what we were
asked. So, to get back to the twin Bens point, answer the
guestion, we can answer the question w thout including that
phr ase.

DR LaFORCE: | won't do that, though, | think, as

President, w thout general agreenent on the part of the Board

because this has really sort of come up as a -- | nmean, how woul d
people -- you know, one way out of it is not mentioning it. Yes,
Ken?

CAPT. SCHOR  You know, in the sane light, | would
caution against just feeling that when you say that yes, HVis a
mlitarily relevant disease, that you've really answered a
qguesti on. How does it rack-and-stack against all of the other
mlitarily relevant diseases when vyou' re naking purchasing
deci si ons?

DR HERBOLD: That's a different question, and
Bill Berg and | discussed that a little bit offline here because

we probably have different opinions as to where HV would end up
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in the rack-and-stack, but | think we both agree that H V shoul d
be in the discussion, that it is not -- | can use a double-
negative -- it is not a not-mlitarily-relevant question. HV,
as a disease potential, has a mlitary relevance, and then we
also know that the use of that term has considerable -- bears
considerable weight as to whether that particular agent is
involved in mlitary nedical R&D. So, if we don't think -- if
we, as a Board, don't think it's a mlitarily relevant agent,
then we ought to argue about that.

CAPT. SCHOR See, that's used as a defensive
shield to protect in other settings and probably sone other
di seases to protect ricebow s where there are nore critical --

DR HERBOLD: Well, Charlie Hoch probably doesn't
believe it is, | don't know.

DR BERG I think we're trying to have our cake
and eat it, too, here, you know. On the one hand, we're arguing
for the vaccine because we're going to send troops into Africa,
they're going to be highly at risk, and then we turn around and
say it's voluntary. And the question is going to come up from
sone poor, confused line officer or battalion surgeon, "Ckay, if
it's voluntary and they choose not to get it, does that nean they
are not deployable?" So, | think if we say it's voluntary, we
ought to consider putting in a statenent to the effect that
“"failure to accept the vaccine does not nean an individual is not

depl oyabl e".
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DR HERBOLD: The other statement | would nmake is

that including that phrase is going to open up nore discussions

than just answering the HV question. You know, that is a
significant issue that | think needs to be discussed because,
froma herd health perspective, | would argue that sonebody could

probably do a study and show that you mght be able to use
vacci nations in an informed, voluntary consent setting and reach
your herd health objectives, but that's a different question.
So, I'mnot so sure the voluntary-nonvoluntary mlitary thing is
all that clearcut, and that just by insisting on including that
draft phrase in there mght have nore inpact that we understand
at this point in tine.

CO.. DI N EGA: Normal ly, DoD will follow all ACP
recommendati ons, and Acadeny of Pediatrics. |If there is a unique
mlitary application, then the question conmes wusually to the
Board, like Line D sease. You know, Line vaccine was a noni ssue
until somebody said, "Hey, should we be using it in a special way
for active duty troops", so the question came to the Board. The
decision of the Board was, there's no unique mlitary
application, we'll follow CDC s and ACIP's reconmendati ons.

But what we're saying here is, if you're going to
go voluntary -- | was telling Linda -- we may as well just say
we'll wait and see what ACI P reconmends.

DR SHANAHAN.  Weéll, you know, also, the question

of specifically what subpopulations of the DoD would we
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recomrend receive that, nmost of the discussion seens to be
couched around the assunption that all or all deployed. MNaybe we
shoul d | ook at subpopulation, too, and see how we're going to
answer that question specifically.

DR LaFORCE:  Yes?

MAJ. BALOUGH  Knowi ng the problenms that we've had
with the anthrax, any vaccine that we develop is going to go
under a lot of scrutiny, and if we're naking a -- you know, on
one hand we're recommending that a 65-percent effectiveness is

okay and we're going to nake it nmandatory, that goes in front of

Congr ess. I think we're going to be shooting ourselves in the
foot -- in both feet -- and we've got to look at the entire
package. If you want to nake sonething nmandatory, then | think

it's going to have to pass nore than a 65-percent reasonable
effectiveness, and | think we've got to kind of |ook at that.

And the other thing that -- | know this wasn't
asked, but based on sonme of the other discussions |'ve had with
ot her vaccines -- does the Board want to take the initiative and
make recommendations that when they go ahead an license the
vaccine -- say, it would be licensed for pre-exposure -- but what
about precluding the requirement for a post-exposure? Do you
want to go out and say, "Hey, also license it for after somebody
has been exposed to be able to get the shots before the disease
shows up". | just throw that out as sonething to consider.

DR LaFORCE: Yes?
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DR PATRI CK: Could | ask a point of
clarification? | lost a little bit of track of the statement
because we've been talking a lot about the voluntary, but |
thought we were tal king about nandatory to those going to these
hi gh-ri sk areas.

DR SHOPE: No. That was not --

DR PATRICK: Could you read that sentence agai n?

DR SHOPE: "An HV vaccine designed to prevent
infection should be used in mlitary personnel who are at
i ncreased risk of HV infection and who volunteer to receive it."
That's the first sentence.

"These personnel include those exposed to blood
and bl ood products, those with STDS, and those deployed to high

H V preval ence areas."

CO.. DI N EGA Can | suggest that instead of
putting the voluntary stuff, just don't put anything in, and
don't put anything about mandatory. "A vaccine should be
considered for use in" --blah, blah, blah -- and final decision

is going to be nade when we know what the vacci ne can do.

DR SHOPE: W need concurrence by the whole
gr oup.

DR MOXORE: That's what | meant by having a two-
| evel decision on this because | think what you would recomend
woul d depend on the effectiveness of the vaccine at the tine it

was available to be utilized.

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

163

DR ALEXANDER: And the mlitary requirenents at
that tine. I mean, we have a large presence in endem c areas,
that's going to influence the decisionmaking. So, just don't go
there now.

CO.. DI N EGA: Don't put in "voluntary" and don't
put in "mandatory".

CAPT. YUND: Specific wording of the question
doesn't refer to voluntary versus nandatory, does it?

DR LaFORCE: No, it doesn't, Jeff.

CAPT. YUND: This refers to subgroups of the
popul ati on.

DR LaFORCE: This is why this is so inportant.

DR SHOPE: Unless you consider t hat a
subpopul ation. I'mwlling to leave it out.

DR LaFORCE: Yes. Wiy don't we leave it out.
W'll circulate it and, if there's anynore feedback, we could
certainly circulate two versions, if you wish, but | think the
idea of leaving it unsaid doesn't preclude it from happening.
VW' re not precludi ng anyt hi ng.

DR ALEXANDER It's just prenature.

DR LaFORCE: W're just sinply not stating
anything, that's all.

DR SHOPE: |s San Francisco considered an endenic
area?

(Laught er)
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DR LaFORCE: Oh, gee, |I'mnot going there.

COL. DONIEGA: | thought Hanpton was

DR ALEXANDER  \We've heard about Hanpton.

('S nul t aneous di scussion.)

CO.. BRADSHAW  Actually, the mlitary HV rates
are higher in areas where it is "endemc", so D.C and San
Franci sco areas, they're higher. | nean, they're not still |ower
than nost of the popul ation, but --

DR SHOPE: Personnel there are not under
depl oynent, are they?

COL. BRADSHAW |'msorry?

DR SHOPE: Personnel in San Francisco are not
bei ng depl oyed.

CO.. BRADSHAW No. | was just saying that if you
look at mlitary HV rates, they tend to reflect the local rates
wher e peopl e are assi gned.

DR LaFORCE: See, this is why ny argunent
yesterday, if they reflect the local rates and there's any
depl oynment that's in these areas where carrier rates or HYV
preval ence rates are in the 20-30 percent range, that's a real
risk. That's a real risk. Ckay.

DR MOORE: Anot her issue, Marc. As | read (e)
last night, one of the things that occurred to me is if this
turns out to be a successful vaccine and it is used in other than

Depart ment of Defense, then our screen recruits to cone on active
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duty might be inpacted if we can't tell between natural infection
and vacci ne-i nduced i mmunity.
DR LaFORCE Ckay. And that's why one of the

criteriais to be able to do that. Good point. Ckay.

Qur final task apparently is to -- oh, yeah,
Vaccines to Protect Against BW Warfare Threats. This is a
summary of this norning's presentations, right? | actually

didn't see very much change over |ast year. Has there been any
change in terns of the vaccine devel opnent ?

CO.. DI N EGA | think the -- what was added --
the new generation ant hrax was added --

Lt COL. BOROABKY: Loss of a Q Fever.

CO.. DI N EGA You know, just on first |ook, the
smal | pox seenms to have been accelerated, am| right or wong?

Lt COL. BOROABKY: It's noving pretty nicely.

CO.. D N EGA I know -- Steve's gone. Is Steve
gone?

DR LaFORCE: Yes, Steve got an early flight.

CO.. D N EGA I know the CDC is noving on their
smal | pox initiatives.

Lt. COL. BOROABKY: | was at CDC a nonth or so ago.
Yes, they are --

CO.. DI N EGA It just seemed to ne it was
accelerated, but | wasn't too sure if they had noved up the --

Lt COL. BOROWBKY: But there's also interest in
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antivirals for pox viruses, too. That cane out at a CDC neeting.
So, there's two parallel --

DR LaFORCE One chemoprophyl actic and then one
vacci ne-rel at ed. M/ take on it is that it was pretty much a
revisit of last year. It seened as though things were on track.
The snal I pox vaccine, if it's accelerated, that's good news.

DR BERG | have a question, but there may not be
anyone here to answer it because this is a question about Col.
Danl ey' s presentati on.

Lt COL. BOROMBKY: 1'I1 try.

DR BERG The JVAP schedule that he has here,
what does BLS stand for?

Lt COL. BOROABKY: Biologic License Application.

DR BERG Cay. And FDA approval is the far
ri ght di anond?

CO.. DDNNEGA: If that's the key. | nean, the key
is on the bottom

DR BERG It doesn't say when --

CO.. DN EGA: | mean, it says BLA is when they
apply for the license.

Lt COL. BOROABKY: Yes, BLA submission, and then
what ever the last one would be is when they would expect FDA --
which is usually a year.

DR BERG So that's a year after. So that far

right dianond is when they anticipate FDA approval.
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Lt COL. BCOROWBKY: Ri ght. So they submt it, and
normal Iy without an accel erated process, it's about a year.

DR LaFORCE: The question before the Board is
essentially endorsing the JVAP program and whether there are any
changes. One of the issues that concerned the Board a year ago
had to do with staphyl ococcal enterotoxin B vacci ne devel opnent
because | renenber there was a concern from the Board standpoi nt
when we | ooked at vacci ne devel opnent, this was an area that had
nmade the list in terms of an inportant biologic warfare threat,
and it didn't seem as though there was very much activity along
the lines of staphylococcal enterotoxin B, and | didn't hear
anything today. Dd 1l mss it?

COL.. DDNIEGA: No. Carol Linden said it's in Tech
Base and it's a very active program And it's on the JVAP
products, page 12, and | thought it was on the mlestone --

Lt COL. BOROABKY: Part of the controversy with SEB
has been that in the Tech Base there has been sone who just waive
it off as just an incapacitant, but there are others who cone by
and say, wait a mnute, it's just as lethal as anything else.
So, some of the efforts in research have fizzled a little bit
because people didn't think it was as inportant in terns of
lethality, and there are others who disagree with that.

DR MOORE: Well, in aerosol form it is inportant
inlethality.

DR BERG | would like to suggest that the Board
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in just sort of

this an inportant

agent, and that production on this wvaccine should continue

because it tends to sort of keep getting shoved to the back

burner, and then sonebody asks and, oh, yeah
it, and then a year later it's "we're working

later it's "we're working on it". So, | do

, we're working on
on it", and a year

nt think it would

hurt to just remnd people that the Board considers this a very

i mportant vacci ne.

DR LaFORCE: Wat we may do --

one way of really

stimulating it is to make a request that there be a presentation

on status of that particular antigen. I nean, the Board always

can do that, and if you wish -- | nean, that's one way of really

getting buffed up and getting a presentation

that sort of |ooks

at it. | don't think that's such a bad idea, honestly.

| know that this concerned

(phonetic), and I"'mnot as sort of up-to-date

Dennis Perrotta

on this as perhaps

| should be, but Dennis was concerned about it, that it had

slipped in terns of, you know, a little bit of
and that was of concern to him because |
transferred, he had that on one of his lists,

pay attention to that.

f the radar screen,

renenber when we

he said, to sort of

CO.. DDNNEGA: On the JVAP schedul e, page 13, it's

on the tineline chart.

DR LaFORCE: Dd | mss it?
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VW' Il include general relief on the part of AFEB in terns of --
CO.. DI N EGA On the page before that, Mrc, on
page 12, it says it's in the Tech Base, but they have it on the
m | estone to be devel oped and com ng out of the Tech Base.
DR LaFORCE: And has that m | estone been reached?
CO.. DI N EGA Vll, it's FY0O2 is when they hope
to get it out of the Tech Base.

DR BERG Wiat does being in the Tech Base nean?

CO.. DN EGA: Not ready to transition, that's
what they're saying.

DR BERG | think it wouldn't hurt to ask themto
do a presentation on it.

DR LaFORCE: W'l discuss with Col. R ddle and
we'll get that done. Ckay. I will prepare a response and will
circulate it to Board nenbers, Rck and I, in terns of -- and
that's the last sort of official task as far as the Board is
concer ned.

(Whereupon, the proceedings went into Executive

Session.)
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E-X-EEGUT-1-V-E SESSI-ON

(2:20 p.m)
DR LaFORCE: I need sone feedback from Board
nmenbers in terns of the subcommttees. | realize that this

neeting that we usually have here is al nost exclusively vaccine-
rel ated because it's the update in terns of the biologic threats,
et cetera, and we've got to nake sure that we sort of |ook at
commttee structure on the basis of the other tasks that we've
got as far as the conmmittee is concerned. W is actually on the
Vaccine Committee that we have right now? It's Pierce --

CO.. DI N EGA You nmean the Disease Control
Subconmi tt ee?

DR LaFORCE: Yes, the Disease Control Committee
is -- Steve is the Chair of that, Pierce -- do we have a list --
Bill Berg, Bill Mwore, and Bob Shope, and that's it, right?

DR SHOPE: What conmittee is that?

DR LaFORCE: This is Disease Control Conmittee.

DR BERG Three of us on it?

DR LaFCRCE: Then for Health Pronotion, we have
Li nda Al exander and David Atkins. Eli zabeth Barrett-Connor is
going off the committee -- next neeting will be her |ast neeting.
Wio is rotating off? Julian, this is your last neeting? |It's
not. You can't, Julian, you have to stay.

Al right. Eli zabeth Barrett-Connor, Julian and

Rosi e Sokas. So, actually, that's going to be a fundanental
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henorrhage of that group.

COL. DINIEGA: Was that Health Pronotion?

DR LaFORCE: | think that's Health Pronotion.

COL. DNEGA: | thought Rosie was on Cccupational
and Environnental Health.

DR LaFORCE: Julian, what group were you part of?

DR HAYWDOD: The sane with Barrett-Connor and
At ki ns.

DR LaFORCE: kay, so you were Health Pronotion.

Lt COL. RIDDLE: So we need one nomnation on
Envi ronmental and OCccupational Health, and two nom nations for
Heal t h Mai nt enance and Pronoti on.

DR LaFORCE: Ckay. Two nominations for Health
Mai nt enance and Pronotion, and one nonination for Environnmental
and Cccupational Health. Do we have those noninati ons now?

LtCOL.. RIDDLE: | did get one nomnation from Dr.
Sokas as a replacenent for her in N CSH And it was that PM
Oficers submt some nomnations of Board nenbers, and then we'll
probably go to the Schools of Medicine and Public Health to build
t he nom nation pool.

DR LaFORCE: kay. So how nany are transitioning
off? W have three nenbers that are transitioning off, and those
three nenbers -- and of those three nenbers, we have one nane
that we're actually going through the process right now?

Lt COL. RIDDLE: No, that's just been nom nated.
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DR LaFORCE: Ch, that's just been nom nated. So,
the Board actually is in need of several nom nees.

Lt COL. R DDLE: Yes.

DR ALEXANDER: | plead ignorance on this. Could
we just clarify for our discussion purposes what the term of
commtment is, whether or not there is eligibility for renewal,
and how t he deci sions are made about accepting menbers?

Lt COL. R DDLE: For a Federal Advisory Commttee,
you are appointed for a two-year term and you can have a
reappoi ntnent for another consecutive two-year term You can
only serve four years, and then you nust have a two-year break in
service before you can be renomnated. Any individual can only
serve on one Federal Advisory Committee at a tine.

For the selection process, individuals are
nomnated to be nenbers of the Board, those noninations are
reviewed by the representatives of the Surgeons General and
Health Affairs from a pool of nonminees, and they are then
endorsed by each of the three Surgeons Ceneral to the ASDHA, and
fromthe ASDHA, they are endorsed to Army Committee Managenent in
which they undergo the ethics review, the financial disclosure,
conflict of interest, and as long as they pass that hurdle then
they receive appointnment by Arny Committee Managemnent.

DR ALEXANDER: So the Board itself really does
not make deci sions about new Board menbers.

Lt COL. R DDLE: No, the Board itself makes
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deci si ons about subconmittee chairs and president.

DR LaFORCE: But the Board Committee can
influence these things in ternms of saying, look, if you ve got a
candidate that you feel is particularly -- | nmean, we don't have
any problens just sort of calling around and actual |y saying, gee
-- | would say one thing.

G eg Poland, who has been a very strong supporter
of AFEB and was on AFEB, rotated off a couple of years ago, and I
believe is eligible for reappointnent, as | recall, this
Septenber, and so he woul d be an individual that | think would be
an excellent investnent on the part of the Board. | nmean, he
wor ked very, very well and actually authored the big vaccine
docunent s. And so he -- | talked to Geg and he's very
interested in being invited to sort of look back at Board
menber shi p. But we need sonme help fromall of you in terns of
ot her candi dates.

DR ALEXANDER ne thought that | think we've
expressed before is that the diversity on the Board is an
i mportant consideration, and to be perfectly blunt, this is very
white, very nmale, and particularly when one considers the outside
skirt being sort of the public domain that we represent, that
probably is an image that we coul d i nprove.

Lt COL. RIDDLE: Yes, that's actually |ooked at.
W have to report on an annual basis the Board diversity. Not

only does the Board need to be diverse, as far as gender and
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ethnic, but also if you |look at independence of the Board from
the Institution itself, | think we currently have on the Board
six retired mlitary individuals, and we had, with Dr. Sokas,
three Federal enployees, which is a little bit unusual.

| don't think very nany of the Federal Advisory
Committees within DoD have very many Federal enployees. They do
have a nmix of retired mlitary or nonmlitary. There are no
restrictions. You can have an active duty mlitary officer, you
can have a Federal enployee, or you can have any civilian as
appointment to the Committee. W becone even nore white nale
with Dr. Sokas' departure. You will be the only fermale on the

Board, and then all of the new appointees that we have are a mx

DR LaFORCE: That's right, Barrett-Connor is

goi ng, too.

LtCOL. RIDDLE: -- are white nale.

CO.. DINIEGA: There's one fenal e.

LtCOL. RIDDLE: On the new ones coming in?

COL.. DDNFEGA: On the new ones comng in.

DR LaFORCE: Wio's coming in?

CO.. DONFEGA: The last go-round there was Carol -
- University of Mnnesota -- and Carol Runyan.

LtCOL. RIDDLE: W haven't sent those up yet.

DR LaFORCE: Vell, let me sort of encourage the
Board nenbers that we're looking for two X-chromosomes -- |I'm

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

175

sorry, | shouldn't have said that -- that if there are
candidates, that it really would be nice if --

LtCOL. RIDDLE: But if the Board nenbers would, if
you would talk to an individual, and then if they would just
submt their CV, and they can enmail that to ne, and then | can
give them an overview of what's required because it's -- | mean,
it's a fairly laborious process to go through the financial
di scl osure, they have to understand that | don't think they are
able to have grants or stockholdings in conpanies that the Board
woul d make recomrendati ons on.

It looks like they're going to make the ethics
review and the financial disclosure an annual requirenment for us.
The individuals have to undergo a security investigation, you
know, all the paperwork that's involved with an appointment to a
Federal Advisory Commttee, plus the without conpensation and the
travel .

DR LaFORCE: I'mnot sure |'d describe that to a
potential person --

DR ALEXANDER A lot of hard work for nothing,
but you'll have a great tine.

DR LaFORCE: And the Preventive Medicine officers
usual Iy have been a very good source of candidates, right? No?

Lt COL. RIDDLE: Recently, yes. They have been
good sources. There are several sitting here that cane through

mlitary recomendations.
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Lt COL. Rl DDLE: And we have Brad Dubling
(phonetic) who has expressed sone interest in joining the Board,
Geg Gay who is retiring from the mlitary has expressed sone
interest. So, we've got a few, but if we have a nice pool of
nom nees, then we can select from that pool based upon the
requi rements of the Board.

DR BERG Is there a requirenent or an infornmal
requi rement that you have to have been retired fromthe mlitary
so nmany years before you are considered for the Board?

Lt COL. RIDDLE: You could have an active duty
of fi cer appointed to a Federal Advisory Conmittee.

DR LaFORCE: So if you could get -- or think
about individuals to serve on the Board, but one thing | wll
say, from ny standpoint, it's really inportant that people cone
to the neetings, though. The biggest frustration that | have is
that all of a sudden people don't show up, then it's really hard
to do the work because the subconmittees are relatively small to
begin with, and if all of a sudden you have a couple of people
and then by chance it's two people on one subconmttee, then you
end up with just a couple of people on a subconmttee, then the
peopl e on the subconmttee are unhappy and then they conplain to
me, and | can't do anything about that except really, in the
phone calls about individuals who are interested in joining the
Board, | think it's really inportant if people want to give --

even if they say "I'm only going to give two years", but two

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

177

years, you conme to all the nmeetings and you're really serious
about doing the work --
DR ALEXANDER  Along that line, earlier this year

you all solicited dates when were avail abl e, which was fine. Wat

puts ne in a difficult position now, | didn't learn until this
neeting -- as in yesterday -- that the fall dates you've
selected, so if you select the dates well in advance, we can

bl ock them off and save them or you can ask later and then we
can get a group consensus on what's nore available, but to ask
far in advance and then not advise until late is problenatic for
those of us who have busy travel schedul es.

Lt COL. R DDLE: | selected that date based upon
the calendars that were turned in.

DR ALEXANDER W turned them in, | Dbelieve,
early in the year, a long tinme ago. So, January ny year | ooked
really w de open.

Lt COL. RIDDLE: So if there's any conflicts wth
that date, let nme know

DR PATR CK And, actually, the farther out we
can go, the better. I mean, ny study section goes out a year
now. And | think that's fine.

DR LaFORCE: Do you want to block it out a year?
Fi ne, why don't we do that.

DR ALEXANDER Then you'll get better conpliance

with the --
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(Si mul t aneous di scussion.)

DR LaFORCE: kay. Wat el se do we have?

Lt COL. R DDLE: well, also, for me, is there any
feedback from the Board on how we can better organize the
neetings, or provide support? W tried to do the beforehand with
the notebooks, the read-aheads. Sone menbers wanted them early
VW nuil ed them out.

For most nenbers, we just had them here avail able
to pick up when you checked in. W can do virtually anything, it
depends upon getting the information in from those who are going
to present. And like the risk docurment, | would have had the
background, but they surprised nme with that this norning, that
that was being presented to the Board. | had no idea.

But anything along those |lines, I woul d
appreciate. And | visited with Conmttee Managenent, we visited
with the lawers, we're looking at the appointnent process,
trying to take into account what the requirenents are, and
streamine that the best we can because it has been very arduous.

There's been a big turnover of personnel in that office, so I
give a little bit of apologies for them but we're going to try
and stay on top of that and make that easier. It should be two
or three nonths, it shouldn't be nine to 12 nont hs.

DR LaFORCE: The security clearance issue, too

Lt COL. RIDDLE: Well, the security clearance, if

you look at the actual directive for Federal Advisory Comittees,
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we should have that before we even nom nate you as a nenber, but

we can initiate that as long as | have the paperwork and
everything is good to go, as quick as | can submt it, | can
request an interim clearance on a Board menber. So, once they
have been appointed, | have the security paperwork conpleted, |I'm

able to garner an interim clearance. Qur problemthis tine was
sone menbers | didn't have the paperwork, for six of our nenbers
we didn't have the appointnments back. So |I'mreally focusing on
that to try to work those issues.

DR LaFORCE | wll say, fromny standpoint, that
this was an extrenely interesting neeting because of all the
guestions we had and real issues to debate and di scuss.

And fromny standpoint, |'ve tried to lean on R ck
and also in ternms of visiting the Surgeons General in terms of
sayi ng pl ease ask us specific questions that are sort of rotating
through, not to be shy, that we're really anxious to get
involved, and | think the neeting over the last couple of days
was really pretty exciting and pretty interesting based on the
fact that we had lots of specific questions to get into.

So, | think that's sort of noving al ong reasonably
well, but it doesn't work wthout the Preventive Medicine
Oficers and the interest fromyour standpoint as well.

Lt COL. RIDDLE: A couple of changes. W also have
brought a contractor on to help support us, ACS and Lisa. This is

the first time that they've been engaged, and they are doing nany
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of the things for us. They are handling the refreshnents for us
doi ng some of our awards and those kinds of things. So that gives
us much nore flexibility fromthe running of the Board to do sone
t hi ngs. So, any ideas that you have to help -- to inprove the
Board, |et me know.

DR LaFORCE: QG her coments or --  okay.
Fi ni shed.

(Waer eupon, at 2:35 p.m, the nmeeting was

concl uded.)
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