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WASHINGTON, DG 20301-1200 |

R ACTION MEMO
January 3, 2003 2:45 PM

FOR: ASSIST ARY OF DEFENSE (HEALTH AFFAIRS)
FROM: % mbrey DASD, Force Health Protection and Readiness

SUBJECT: Representative Oxley's Inquiry for Information on the Anthrax Vaccine

Immunization Program
* Representative Oxley requested we provide a response to one of his constituents,
Ms|(b)(6) e Anthrax Vaccine Immunization Program. As
a concerned citizen, has numerous concerns regarding our

servicemembers and the anthrax vaccine immunization program.
e The proposed response explains AVIP policy that addresses her concerns.
RECOMMENDATION: Sign letter at TAB A.

COORDINATION: TAB C

Prepared by: COLIBI6) | AVIP Office, PCDOCS # 44427 R/44440
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From* witerep '
Sent Friday, October 25, 2002 1.12 PM

To' OHOAWYR

Subject: WriteRep Rasponsas "

DoD L; 4@,@4’
B

I am wratirg as 2 concerxned c.tizen I am urging you to aavest:igate
and help stap the mandstory Anthrzas Vaccine Irerunazation Program (AVIP)
of our servace men and women. Anthrax vaceane ag ansafe, untested,
venecessacy, unpopulzz, enathizal, and Rot cotally effective. Early #‘)
syrptoms following the first or second shat that have been reporcted an oY .
high aumbers in:lude headaches, malaxrse, zespirasexy distress, chills,
dasrrhea, fever, and abdomynal cramping. Later chronac symptoms i
reported ofter aftar the taizd or fourth shor save ancluded dizzaness, _—
enzonrz fatigue, chess pains, sleep disoraers, werory loss, headaches, -
Joa:t ang miscle pain, pecipheral sensory neﬁ:opachies, :ew:ﬁnq L
raskes, blackouts, autoimmune diseases, swelling of lixbs, ¢ollagen

. Dr, UW. .K&-'ﬁllldr"{.:f
1

Daay Congressman Oxley.

p—— -

vageular disease, sapsias, cararomyeopathy, nausea, naight swaats, cysts,

tunnel vas.on, and seazures Taus .nformation can be founa at the CDC

websitez www cde gov/mmwr/provasw/mmwcheml/rz4918al.htm and an the book =
"Anthzan. A .
Doadly Shot Ir Tne Dark" by Themas 5 Heamsrra  Six people have dred

£cllowng anthran immunygation. Our serwice mer and woran make great

sacrafices of tame and soretimes their laves to defend Qur great Raticn, .
but they should not have to sacrif.ce theyxr health because ¢f thas »
unsafe 7accine OF risk court-martzal i1f ¢hey refuse AC Civilians are

gaven & chaica concexnang this vaccine and sc should our sevice men and

women be given that aame cheide. Fuzther rosearch needs To be dena to

find a safe and effectrva anthray vaceine

iiica:elil
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Sent" Wadnesday, December 25, 2002 5 47 PM
To: h

Subject:  Draft Lelter for ASD(HA) Signature
importance: High

As_nquesml-

From

; 24, 2002 1:35 PM
To: orsG
Ce: TC OTSG

ﬁasﬂwﬁm&l vemonofthe-emr

1/3/2003



Executve Office

(b)6)

Dear Ms |(0)6)

“Thank you for your recent e-mail concerning the Anthrax Vaccine immuntzation
Program {AVIP) | share your concem for our service members Preserving their health
and safety 1s our #1 concem The Department of Defense (DoD) requires anthrax
vaccination for certain service members as an added layer of protection against this
potentially deadly biological agent

The threat of biological warfare has been arisk to U S forces for many years DoD
analysts maintain updated threat-level evaluations, adjusting the information as necessary
to reflect the nsk to U S operations Based on assessment of current and past activities in
such areas as Iraq and the former Soviet Union, the potential offensive biclogical threat
facing service members makes it necessary for the DoD to have a robust biological-
defense program today Anthrax is one of the deadliest biological weapons of choice

As with other vaccines, the benefits of the U S Food and Drug Administration
(FDA)-licensed anthrax vaccine far outweigh any sk  The Centers for Disease Control
and Prevention (CDC) states that getting vaccinated 1s much safer than getting the
diseases the vaccines prevent Such biological agents as anthrax are especially hard to
detect Symptoms are delayed, and without preventive medical efforts, such as
vaccination, the results can be devastating and widespread

Medical experts agree there have been no deaths found to be caused by anthrax
vaccine reported among more than 2 2 militon immunizations grven to over §67,000
service men and women since the Anthrax Vaccine Immunization Program began in March
1068 Further, no deaths have been atiributed in a cause-and-effect manner to the
vaccine since the FDA licensed it over 30 years ago

Many studies establish anthrax vaccine safety From a 1958 study published in the
Bulleiin of the Johns Hopians Hosprtal, to more recent studies at Fort Detnck, Maryland,
evidence shows that there are no known long-term side effects to the anthrax vaccine In
2002, the National Academy of Sciences Institute of Medicine’'s Committee to Assess the
Safety and Efficacy of the Anthrax Vaccine concluded their two-year study In their
published findings, the Committee found “no evidence that pbeople face an increased risk
of expenencing hfe-threatening or permanently disabling adverse events immediately after
receiving AVA, when compared with the general population



2

“Nor did it find any convineing evidence that people face elevated risk of developing
adverse health effects over the longer term, although data are imited in this regard (as
they are for all vaccines) "*

The IOM Committee studied data on anthrax-vaccine effectiveness and concluded
"that the available evidence from studies with humans and animals, coupled with
reasonable assumptions of analogy, show that AVA as licensed Is an effective vaccine for
the protection of humans agamnst anthrax, including inhalational anthrax, caused by any
known or plausible engineered strains of B anthracis ™

The DoD continually strives for improved vaccines and improved vaccination
programs to protect the heaith of our force The DoD is currently collaborating with the
CDC in their study to determme different ways to administer the current anthrax vaccine
This study may lead to the FDA’s allowing its use in fewer doses and administening it in a
way that may reduce bothersome local injection-site redness, pamn, swelling and itching
Additionally, the DoD 1s partnering with the Department of Health and Human Services to
develop a "next generation" anthrax vaccme, which may be as effective and safe as the
current vaccine in fewer doses Both these efforts are important, but will take years to
conclude Meanwhile, we must protect our service members from harm with the currently
licensed, safe and effective vaccine

I trust this information addresses your concemns and | invite you to visit the AVIP's
Internet Web site at hitp //iwww anthrax mil, or call the toll-free information hne at 1-877-
GET-VACC for more in-depth information about the anthrax-vaccine program Answers to
other questions are also available by writing to avip@otsg amedd army mil

*Source "The Anthrax Vaccine Is It Safe? Does It Work?" Published in 2002 by the
National Academy Press, na u/catalog/10310 html
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From: LTC, OASD(HA)
Sont: F . December 27, 2002 11 17 AM
To: CON, OASD(HAYTMA
Subjsct: RE Draft Letter for ASD(HA) Signalure

Teacking: ent Read
iﬂ, QASD{HA)/TMA Read 12/27/2002 11 24 AM

Would your shop be able to put the coordination package together? It should be asaighed to FHP & R and
prepared for DOr Winkenwarder's signature

If 1 should be doing something differentiy, pleasa et me know

CON, OASD{HA)/TMA
er 27, 2002 10:58 AM
___|LTC, OASD(HA)
ft Letter for ASD{HA) Signature

I can't find 1t :n PCDOCS Have not seen it up here
—-Oniginal M -
me?ﬁ LTC, OASD(HA)

D ber 27, 2002 10°39 AM
To: CON, OASD{HA)/TMA

Su : Letter for ASD{HA) Signature
Importance: High

Is this response in PCDOCS? | have been unable to find it

Toi(b)(6 ,
Subject: Draft Letter for ASD(HA) Signature
Importance: High

As requested. GMR

1/3/2003
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Attached 18 the final version of the-lener

1/3/2003



cc:
Subject Hot suspanse

We will be sending you a hot suspemse that we xeceived from LTC
suspense date will be 1/7/03. Please work asap.

Staff Assistant

t Division

fax

£ pec's
Y427
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% on01 03 04:39:02 PM

Subject FW: REP OXLEY RESPONSE TO MS. HAUSHALTER

Attached are 3 recommended (well, corrects mistakes, so important to
vaccept") changes using Word's Tracking Tool. I don't intend to be mean or
snippy here, but these were correct in the draft I sent originally. I
realize you folks made some editorial changes to express differently than me
in a couple places, and I appreciate that license; however, pls don't make
changes that are mistakes.

Sent: Friday, Janua 03, 2003 1:24 PM
To:
Ce:
Subject: REP OXLEY RESPONSE TO MS. HAUSHALTER
Importance: High

Attached is the proposed response to ns._ragarding AVIP.

th concur and respond via emall, Y will gend this forward for Ms.
coordination and ASD({HA) signature.

{See attached f£file: Rep Oxley -~ AVIP Problem 1-3-03.doc)

il - Rep Oxley - AVIP Problem 1-3-03.doc




THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

HEALTH AFFAIRS

(b)(6)

" Dear Ms| @)

Thank you for your recent e-mail concerning the Anthrax Vaccine Immunization Program
(AVIP). 1 share your concern for our servicemembers. Preserving their health and safety is our
number one concern. The Department of Defense (DoD) requires anthrax vaccination for certain
servicemembers as an added layer of protection against this potentially deadly biological agent.

The threat of biological warfare has been a risk to U.S. forces for many years. DoD
analysts maintain updated threat-level evaluations, adjusting the information as necessary to
reflect the risk to U.S. operations. Based on assessment of current and past activities in such
areas as Iraq and the former Soviet Union, the potential offensive biological threat facing
servicemembers makes it necessary for the DoD to have a robust biological defense program
today. Anthrax is one of the deadliest biological weapons of choice.

As with other vaccines, the benefits of the U.S. Food and Drug Administration (FDA)
licensed anthrax vaccine far outweigh any risk. The Centers for Disease Control and Prevention
(CDC) states that getting vaccinated is much safer than getting the diseases the vaccines prevent.
Biological agents such as anthrax are especially hard to detect. Symptoms are delayed, and
without preventive medical efforts such as vaccination, the results can be devastating and
widespread.

Medical experts agree, there have been no deaths from anthrax vaccine reported among
more than 2.2 million immunizations given to over 567,000 servicemen and women since the
Anthrax Vaccine Immunization Program began in March 1998. Further, no deaths have been
attributed in a cause-and-effect manner to the vaccine since the FDA licensed it over 30 years
ago.

Many studies establish anthrax vaccine safety. From a 1958 study published in the Bulletin
of the John Hopkins Hospital, to more recent studies at Fort Detrick, Maryland, evidence shows
that there are no long-term side effects to the anthrax vaccine. In 2002, the National Academy of
Sciences, Institute of Medicine's (IOM) Committee to Assess the Safety and Efficacy of the
Anthrax Vaccine, concluded their two-year study. In their published findings, the Committee
found "no evidence that people face an increased risk of experiencing life-threatening or
permanently disabling adverse events immediately after receiving AVA, when compared with
the general population.




"Nor did it find any convincing evidence that people face elevated risk of developing
adverse health effects over the long term, although data are limited in this regard (as they are for
all vaccines)."*

The IOM Committee studied data on anthrax-vaccine effectiveness and concluded "that the
available evidence from studies with humans and animals, coupled with reasonable assumptions
of analogy, show that AVA as licensed is an effective vaccine for the protection of humans
against anthrax, including inhalational anthrax, caused by any known plausible engineered
strains of B anthracis.”" *

The DoD continually strives for improved vaccines and improved vaccination programs to
protect the health of our forces. The DoD is currently collaborating with the CDC in their study
to determine different ways to administer the current anthrax vaccine. This study may lead to the
FDA's allowing its use in fewer doses and administering it in a way that may reduce bothersome
local injection-site redness, pain, swelling and itching. Additionally, the DoD is partnering with
the Department of Health and Human Services to develop a "next generation” anthrax vaccine,
which may be as effective and safe as the current vaccine in fewer doses. Both of these efforts
are important, but will take years to conclude. Meanwhile, we must protect our servicemembers
from harm with the currently licensed, safe and effective vaccine.

I trust this information addresses your concerns and I invite you to visit the AVIP's Internet
Website at http://www.anthrax.mil, or call the toll-free information line at 1-877-GET-VACC for
more in-depth information about the anthrax-vaccine program. Answers to other questions are
also available by writing to avip@otsg.amedd.army.mil.

Sincerely,

William Winkenwerder Jr., MD

Ce: '
The Honorable Michael G. Oxley

* Source - "The Anthrax Vaccine, Is It Safe? Does It Work?" Published in 2002 by the National
Academy Press, www.nap.edu/catalog/10310/html.
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The Honorable Donald H. Rumsfeld
Secretary of Defense

of Defense
1000 Defense Pentagon
Roomi 3E 880
Washington, DC 20301

Dear Honorable Rumsfeld:

Please provide answers to the following questions regarding the administration's smallpox
vaccination policy:

f:wm?mmmmmﬁMmmmwmmMnaﬁummqﬁmmmﬂmmmmu
VACCINg

2. What remedies are available to military personnel who experience negative reactions to the
smallpox vaccine? P

 contal ; | ny legislative director, if you have any questions
regarding this request. Thank yon in advance for your prompt respanse to this inquiry.

W:. Cant_

Ron Paul

Uo0328 703
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

HEALTH AFFAIRS

ACTION MEMO

FOR: UNDER SECRETARY OF DEFENSE (PERSONNEL AND READINESS)
FROM: William Winkenwerder Jr., Assistant Secretary of Defense (Health Affairs)

SUBJECT: lI){elsi»ponse to Representative Ron Paul Regarding Smallpox Vaccination
olicy

e Attached at TAB A is a draft response to Congressman Ron Paul’s request for
information regarding DoD’s smallpox vaccination policy. Specifically:
e What are the repercussions to military members who refuse the
immunization?
e What remedies are available to military members who experience negative
reactions to the vaccine?

e The response is consistent with guidance that is provided in the current DoD
administrative and clinical policy memorandum signed by Dr. Winkenwerder.

RECOMMENDATION: That USD (PR) sign letter at TAB A.
COORDINATION: TABC

ATTACHMENTS:
As stated

K 5(/R Y50/

Prepared by: cm- pHsD, I rcooc




OFFICE OF THE UNDER SECRETARY OF DEFENSE

4000 DEFENSE PENTAGON
WASHINGTON, D.C. 20301-4000

PERSONNEL AND
READINESS

The Honorable Ron Paul
United States House of Representatives
Washington, DC 20515

Dear Representative Paul:

1 appreciate the opportunity to further elaborate on DoD’s Smallpox Immunization
program. We are committed to protecting the health and well being of our military forces at all
times.

Military personnel at risk of exposure to smallpox are required to take smallpox vaccine to
preserve their ability to accomplish their mission. Although some members may be reluctant to
receive smallpox vaccine, DoD has made every effort to provide safety efficacy data to educate
those individuals on the importance and safety of this vaccine. Prior to smallpox vaccination,
members are screened to reduce the risk of side effects. For example, personnel who have
certain skin conditions or compromised immune systems are exempted from receiving the
vaccine. Those who do receive vaccines usually tolerate them without significant side effects.
However, adverse events can occur and may require treatment to relieve symptoms. Personnel
are advised to consult a healthcare provider at the nearest medical treatment facility if they
believe they are experiencing an adverse event.

Refusals may be regarded as a failure to follow orders. If 2 member refuses an order, he or
she is subject to the standards provided in the Uniform Code of Military Justice. Local
commanders have the responsibility to dispose of offenses committed by members of their
command and to adjudicate each action only after carefully reviewing and balancing all relevant
circumstances to settle those actions at the lowest possible level.

Thank you for your concern for our dedicated men and women of the Armed Forces.

David S.C. Chu




SUBJECT: ll,?;esugyonse to Representative Ron Paul Regarding Smallpox Vaccination

COORDINATIONS
MILVAX LTC Concur 1/15/03

Dir P, HA LTC Concur 1/16/03
DASD,FHP/R  Ms Ellen P. Embrey Concur 1/17/03
DoD, OGC Mr.
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THE ASSISTANT SECRETARY OF DEFENSE

WASHINGTON, D. C. 20301-1200

HEALTH AFrAIRS

ACTION MEMO
JAN 2 3 203

FOR: UNDER SECRETARY OF DEFENSE (PERSONNEL AND READINESS)
Ll
FROM: William Winkenwerder, Jr., MD, ASD (Health Affairs)

SUBJECT: RCS{JOHSC to Representative Ron Paul Regarding Smallpox Vaccination
Policy

+ Congressman Ron Paul requested information regarding the DoD smallpox
vacc%ation policy. (TAB qB)

o “What repercussions will be faced by members of the military who refuse
the smallpox vaccine?”

“What remedies are available to military personnel who experience negative
reactions to the smallpox vaccine?”

o The response at TAB A is consistent with guidance that is provided in the current
DoD administrative and clinical policy memorandums.

RECOMMENDATION: That the USD (P&R) sign at TAB A.
COORDINATION: TAB C

Attachments:
As stated

Prepared by: CDR[P®) pusp, © PCDOCS#44651/R45045
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OFFICE OF THE UNDER SECRETARY OF DEFENSE
4000 DEFENSE PENTAGON
WASHINGTON, D.C. 20301-4000

JAN 2 7 2003

PERSONNEL AND
READINESS
The Honorable Ron Paul
United States House of Representatives
Washington, DC 20515

Dear Representative Paul:

I appreciate the opportunity to further elaborate on DoD’s Smallpox Vaccination
Program. We are committed to protecting the health and well-being of our military forces at all
times.

Military personnel at risk of exposure to smallpox are required to take the smallpox
vaccine to preserve their ability to accomplish their mission. DoD is conducting a
comprehensive campaign to educate our personnel on the importance and safety of this vaccine.
Prior to smallpox vaccination, members are screened to reduce the risk of side effects. For
example, personnel who have certain skin conditions or compromised immune systems are
exempted from receiving the vaccine, Our experience to date has lead to the exemption of
approximately 20 percent of eligible members from vaccination. Those who do receive
vaccines usually tolerate them without significant side effects. However, adverse events can
occur and may require treatment to relieve symptoms. To date, we have had no serious effects.
Approximately three percent of service members have had to take a sick day. All have returned
to duty. Personnel are advised to consult a healthcare provider at the nearest medical treatment
facility if they believe they are experiencing an adverse event. In the very rare, but possible,
event of a disabling adverse reaction to the vaccine, the DoD or Department of Veterans Affairs
disability benefits programs would provide compensation.

If a military member refuses a lawful order to receive the smallpox vaccine, the member
would be subject to possible administrative actions or potential punishment under the Uniform
Code of Military Justice, as the member would for refusing to obey any other lawful order. Our
program is designed, however, to make every effort to inform members about the vaccine,
answer questions and concems, and promote voluntary compliance. If that fails, a local
commander has the responsibility to dispose of alleged offenses by members of his or her
command, to carefully review and balance all relevant circumstances, and to assure the member
of his or her full rights under the law.

Sincerely,

es S.
Principal Deputy

O
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SUBJECT: Response to Representative Ron Paul
Regarding ~ Smallpox Vaccination Policy

COORDINATIONS

MILVAX LTC Concur 1/15/03
Dir P (HA)  LIC Concur 1/1 6/03
DASD (FHP&R) Ms Ellen P. Embrey Concur 1/17/03
OASD (LA)  Dr [ / 33} 03

La2
CoS (HA) M.

PDASD (HA) M.
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# 003013~ 00667 | 2
OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

HEALTH AFFAIRS

ACTION MEMO
January 23, 2003, 3:15 PM

FOR: Ellen P. Embrey, DASD, Force Health Protection and Readiness
FROM: COL Terry Rauch, EO, DASD(HA)FHP&R
SUBJECT: Investigational New Drugs (IND) for Force Health Protection

« TAB B is a draft letter to the Commissioner, FDA regarding IND for force health
protection.

o TAB C is a letter to the ASD(HA) from the Commissioner, FDA, December 13, 2002,
« TAB D is a letter from the ASD(HA) to the Commission, FDA, November 20, 2002.

RECOMMENDATION: Sign the memo at TAB A.
COORDINATION: TAB E

Prepared by{°X®) [FHP/R Program Director, Health Science Policy,
XE) PCDOCSH 49559 75729/




OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

JAN 2 8 2003

MEMORANDUM FOR%%(ASSISTANT TO THE SECRETARY OF DEFENSE

(CHEMICAL & BIOLOGICAL DEFENSE)

SUBJECT: Interface with the FDA for Use of Particular IND Products

Dr. Winkenwerder spoke to the Commissioner of the Food and Drug Administration (FDA)
and subsequently wrote him a letter on November 20, 2002 (attached). The purpose was to thank
the FDA for their efforts since September 11, 2001, to approve drugs and vaccines needed for
treatment or prophylaxis of bioterrorism threats and to note that there were several issues that
impact our ability for formulate deployment plans for Investigational New Drug (IND) medical
products. Specifically, those issues regarding pyridostigmine bromide, botulinum pentavalent
toxoid vaccine, and label concerns regarding Anthrax Vaccine Adsorbed (AVA) post exposure
with antibiotics and Cidofovir for treatment of smallpox.

The Commissioner of the FDA sent a letter of response dated December 13, 2002
(attached), regarding the use of IND for prophylaxis or treatment to maximize military force
health protection capabilities as the war on terrorism and potential new contingencies progress.

Dr. Winkenwerder is sending a response back to the FDA noting that DoD remains eager to
work with the FDA to resolve some remaining concerns. Specifically:

a. Pyridostigmine bromide(PB): On January 6, 2003, DoD submitted a New Drug
Application (NDA) for PB. Approval of the NDA would eliminate DoD concerns for use of PB
under the IND. We await word from FDA Center for Drug Evaluation and Research (CDER) on
the approval of the PB NDA.

b. Botulinum pentavalent (BT) toxoid vaccine: We must find a means to provide a limited
amount of BT to special units. We are reviewing any other potentially feasible options to
address the threat of botulinum toxin. We asked the FDA to continue their stated commitment
to work with us to find a resolution to this critically important issue. If this is not a safety issue,
can there be a label change or a revision of the informed consent form to allow those who
consent to have access to this potentially life saving product?

¢. Anthrax vaccine and Cidofovir: FDA replied suggesting that we consider submitting a
waiver request with appropriate justification. We agree. We must make such a submission for
both of these INDs.

The purpose of this memorandum is to ask you to task the Program Executive Officer for
Bio Defense to work with the FDA and USA Medical Research and Materiel Command in an
expeditious manner to get approval to use BT in a limited manner for some troops and to provide
the required request for waiver for the AVA Post Exposure IND label requirement and the
Cidofovir IND label requirement for treatment of smallpox.







THE ASSISTANT SECRETARY OF DEFENSE

1200 DerenSe PENTAGON
WASHINGTON, DC 20301-1200

Mark B. McClellan, M.D., Ph.D.
Commissioner of Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. McClellan:

This is a follow-up to your letter of December 13, 2002, regarding the use of investigational
new drugs (INDs) for prophylaxis or treatment to maximize military force health protection
capabilities as the war on terrorism and potential new contingencies progress. Thank you and the
staff of the Food and Drug Administration (FDA) for your quick response to my letter of
November 20, 2002.

DoD remains eager to accelerate approval of several high priority new drug applications
which could be required for use in a contingency. Again, first among these is the approval of
pyridostigmine bromide as a nerve agent pre-treatment against soman and tabun. Second is the
approval of Anthrax Vaccine Absorbed (AVA) as a post-exposure treatment with antibiotics.
These continue to be are our high priority concerns.

Unresolved issues remain that currently impact our ability to formulate deployment plans
for the following JND medical products in priority order: Pyridostigmine Bromide; Botulinum
Pentavalent Toxoid Vaccine; Anthrax vaccine for post-exposure treatment, and Cidofovir as a

post exposure treatment for smallpox. Let me discuss the status of these and other issues since
your letter. Specifically:

a. Pyridostigmine bromide: An amendedIND protocol was submitted to the FDA on
January 6, 2003. This IND protocol included the informed consent language worked out
between DoD and HHS/FDA. However, as you know, the execution of an IND protocol during
active military operations is highly problematic. Also, on January 6, 2003, DoD submitted a new
drug application (NDA) for PB. Approval of the NDA would eliminate DoD concerns for use of
PB under the IND, and is extremely important. We await word from FDA on the approval of
the PB NDA.

b. Botulinurn pentavalent toxoid vaccine (BT): DoD submitted the additional potency
assay data in December, 2002. At a meeting between DoD and FDA on December 18, 2002,
FDA noted that this product is on “voluntary clinical hold.” FDA stated the potency data show
the product is unusable, and reminded the DoD that the protocol remains on voluntary clinical
hold, absent additional supporting data. We must find a means to provide a limited amount of
BT to special units. We are reviewing any other potentially feasible options to address the threat
of botulinum toxin. We ask that you continue your stated commitment to work with us to find a
resolution to this critically important issue.




¢. Anthrax vaccine and Cidofovir: Both products are currently licensed for other
indications; however, DoD will be using them under IND for unapproved indications
(postexposure prophylaxis of anthrax, and smallpox infection, respectively). We requested a
simplified process for re-labeling of the vials in which we would overlabel the vials with an
“IND use only” sticker or a waiver of this requlrement Your reply suggests that we consider
submitting a waiver request, with appropriate justlﬁcatlon We agree. We will make such a
submission for both of these INDs.

I have asked Colonel Terry Rauch of my office to act as the responsible official to accept

yoﬁiﬁnnmmmmgw-m.& interactions. Colonel Rauch can be reached
at{(b)(6) Thank you for your efforts to effect rapid resolution

of these matters.

Sincerely,

William Winkenwerder Jr., MD
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Admiustration

Rockville MD 20857

December 13, 2002

Wilham Wmkenwerder, Jr, M D,
Assistant Secretary of Defense, Health Affams
Washmgton, D C 20301-1200

Dear Dr Wmkenwerder

Thank you for your November 20 letter concermng use of products under IND for

prophylaxis or treatment m the mulstary setting and for your kind words on FDA’s efforts

stnce September 11,2001, I agree that it 1s valuable for both our agencies to put DoD

fnonhw in wnting I will address each of your issues m order as presented m your
etter

(a) Pyndostgmine bromide FDA continues to have concerns about DoD's proposed
method of mformed consent for the pyndostigmine bromide tnal FDA and HI-IS legal
counse] remain comnutted to workmg with DoD's counsel to fashion a legally
supportable solution in a tmely manner

(b) Pentavalent botulmum toxoid (PBT) vaccme FDA is m receipt of the October 22,
2002, submssion by DoD to IND 3723, contamng lot release mformaton for PBT
vaccmne lots PBT 003 and PBT 004 Tius nformation was submutted pursuant to FDA’s
Center for Brologics Evaluation and Research (CBER) request m telephone conversations
with DoD representatives on February 14, 2002, and October 10, 2002

For PBT lot 003, summary potency data for serotypes A, C, and B were reported as
inconclusive, while the results for serotypes B and D were found to be below
specifications. Serotypes D and E failed the resistance to challenge test For PBT lot
004, summary potency data for serotypes A, B,C, and E were reported as mconclustve,
while the results for serotype D were reported to be below specifications In the
resistance to challenge assay, serotypes B, D, and E were reported to be below
specifications

]

Further, mtenm chmcal mmunogemerty data submitted to IND 3723 on Apnit 16, 2001,
have raised concerns about the ablity of PBT lots 003 and 004 to mduce a persistent
antibody response m subjects mmmumzed with this product

F’DA 1s concerned that military personnel may no longer be adequately protected from C
botulinum toxins through admumstration of PBT because of rapidly decreasing cliueal
antibody titers and potency data that are either below specificanons or have meonclusive
results for all 5 serotypes In order to fully assess whether mmumnzation wath current lots
of PBT may offer protective benefit under a nuhtary contmgency, we have requested




it

b

o

from DoD representaaves the details of the potency assay data, including assay
procedures and 1nvestigation reports, and the clucal immunogemeity data det ived from ™
the use of these Iots Once CBER has the opportumty to review these data, ths should
allow an assessment of whether 1t 1S acceptable to relabel the remammng vials of PBT
vaccme and/or to change the consent form to reflect atrivalent vaccme We are
committed to working with you to make this important assessment

(c) Anthrax vaceme and Cidofovir Investigational products should be labeled as
described m 21 CFR 312 6 Alternatively, a sponsor may request that FDA waive
applicable requirements set forth i thé IND regulations, including labehng for an
mvestigational new drug (21 CFR 3 12 10) A waiver request must contam certain
mformation descnbed in 21 CFR 312 10 Please note that if FDA were to grant such a
waver with respect to the labelng of a product to be used for investigational purposes
but that remams labeled fot its hcensed use, FDA would be prepared, n this particular
mstance, to exercise its discretion and not object to the product’s shipment for
mvestgational use The Agency would be prepared to do so if DoD provides adequate
information to end-users and to subjects concermng the investigational status and use of
the product 1n question In addition, an adequate procedme for recording the disposition
of the product would need to be i place, m accordance with 21 CFR 3 12 62(a)

FDA can work with, and provide guidance to, DoD on this matter Please also note that
if DoD does “over-label” either anthrax vaccme or eidofovir for investigational use, DoD
may not be able to change the labelng back to that representmg exther product’s approved
use unless FDA approves a supplement for additional relabeling

Lastly, I would mention that FDA’ e Office of
sioper, specifically Dr ((D)(6)
oc fda gov), can serve as an FDA pownt of contact for your office and

help e5oramaTe FDA sctior

s on DoD inquirtes  Colonel Rauch shoul
contact her at any time [( also has a DoD laison officcrj (b)(®)
(b)( Ph D, currently detailed to OCT. who can assist m these DoD prionty

1ssues Mattersnlaunstospmﬂcproductlpplmhom such as INDs/IDEs, NDAs, or
BLAs, should be discussed with the appropnate FDA Center

We look forward to workmg wath you and your staff to resoive these issues and
maximuze health protection for our military forces

Sincetely,

T H—~

Mark B McClellan,M D ,
Comnussioner of Food and Drugs
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, D. & 203014200

uluumnnm‘u ST A NOV 20 202

Mark B. McClellan, M.D., Ph.D. !
Commissioner of Food and Drug Administration
5600 Fishers Lane

Rockville, ,l\:aryland 20857

DearDr. ellan:

This is a follow-up to our phone conversation on November 18.2002, regarding the
use of investigational new drugs (IND) for prophylaxis or treatment to maximize military
force health protection capabilities as the war on terrorism and potential new

contingencies progress.

First, let me thank you and the staff of the Food and Drug Administration (FDA) far
the efforts since September 11.2001, to approve drugs and vaccines needed for treatment
or prophylaxis of biotarorism threats. FDA’s approval of BioPort’s Biologics Licerise
Application Supplement has been instrumental in assuring the provision of vaccine
necessary for the protection of our forces against tbis threat. Moreover, the licensing of
the vaccinia vaccine (Dryvax) was of immense importance to DoD, es was the approval
of doxycyclii and penieiltin for gost exposure treatment of inhalation anthrax. We have
a strong relationship on which to build for the future,

DoD is eager to sccelerato approval of several high priority new drug applications
which could be required for use in a contingency. First among these is the approval of
pyridostigmine bromide as a nerve agent pre-treatment against soman and tabun. Second
is the approval of Anthrax Vaccine Absorbed (AVA) a3 a post-exposure treatment with
antibiotics. These are our hi& priori@ concems.

There are several unresolved issues that currently impact our ability to foimuiste
deployment plans for the following IND medical products in priority order:
Pyridostigmine Bromide; Botulinum Pentavalent Toxoid Vaccine; Anthrax vaccine for
post-exposure treatment, and Cidofovir as a post exposure treatment for smallpox.
Specifically:

a. PPyridostigmine bromide: A new protocol has been submitted to the FDA.
Although it has not been placed on clinical hold, the FDA has expressed issues with the
proposed method of informed consent. The informed consent issue is currently being
discussed between DoD legal counsel and Health and Human Services legal counsel.
This discussion hss been ongoing for the past month and must be resolved to finalize the
plans for fielding the drug.




b. Botulimum pentavalent toxoid vaccine: Two of the five subtypes (D and E) have
recently failed potency testing. The issue that requires your assistance is whether it will

be necessary to relabel the remaining vials 4nd change the informed consent form to
reflect a trivalent vaccine,

c. Anthrax vaccine and Cidofovir; Both products are currently licensed, however,
DoD will be using them under IND fof unapproved indications (postexpom

prophylaxis of Anthrax, and Smallpox infection, respectively). We request you consider
a simplified process for re-labeling of the vials in which we would overlabel the vials
with an “IND use only” sticker or a waiver of this requirement.

I wanted to document a clear understanding of the priorities of the Department in
achieving results needed by our country in the months ahead. My office stands ready to
convene an inferagency meeting with epproprists representstives from the FDA to
fucilitate effective resolutions to these i issues. My point phconk B Colonel Terry
Rauch, who may be reached at [§EiE J emallt B 2haosd.mil. 1 look
forward to our work together. Thank you in advance for y ur will gness to see rapid
resolution of these matters,
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To: (b)(6) bOSAG\M

o« [B)E) TMAT(B)(E)
Subject: IND Pkg
i
Hi Ed,
Just FYI. Dr. Winkenwerder signed the IND packagetoday. 1faxed to the FOA and

pailed'out the original as well. I amsending comeback copy to you through DMD/SkyS.
The signed document is scanned in PCDOCS at 43160. Have a great dayl

e




SUBJECT: Investigational New Drugs for Force Health Protection

USAMMDA

DATSD(CBD)

DoD, OGC
X0, DASD(FHP&R)

Bucket Supervisor

COORDINATIONS

COL Jeffrey Gere

1/23/03
Recommends coord with DATSD(CBD)

Concur 1/23/03
with changes

Concur 1/23/03




) _C:I\II OASD/HA

Mr, DoD OGC

, 2003 8:11 AM

IV, OASD/HA

RE: DRAFT Memo to DATSD(CBD) re FDA Itr on INDs

Attached is my first draft of the m?;xestad memo to DR. Winegar concemning a tasking to work with FDA for BT IND
approval and to provide a waiver for label for AVA Post Exposure and for label for Cidofovir. Sal

<< File: FDA Embrey to Winegar IND Jan 16 03.doc >> '

gra z o

Office of the Assistant Secretary of Defense

(Health Affairs) Force Health Protection & Readiness
Was - ’

Phon
FAX




' _c:wI OASD/HA
From: [®BE " lrc osoa

Sent:
To:

cc:
Subject: : : it ‘ Particular IND Products Draft Memo

, neither of us attended the bot meeting yesterday, so 'm not sure whether this memo is OBE or not. Maybe COL
muld clue us in. Having said that, the issues are still being worked irregardiess of the memo.

Assuming the memo is still needed, here are some further comments:

Acronyms should be spelied out the first time used.

Dr. Winegar will task the PEO - but added that they need to collaborate with/work with MRMC to develop
the BT data.

Dr. Winegar believes that MRMC should have the lead on the INDs, unless we come up with a compelling
reason for someone else to have the lead.

In regards to reviewing the INDs - Dr. Winegar stated that it's MRMC for the IRB level, and then the Amy
SG for the HSRRB. Dr. Winegar's comments: adding these steps makes it clear that cooperation is
needed and that it won't happen ovemight!

Lieutenant Colone! |(°)(6)
phone:

e-mail

Subject: RE: Interface with FDA for Use of Particular IND Products Draft Memo

LTC Borowskl: Thanks for the returned on my call. Attached is a revised draft based on our conversation. Is this
OK. Please review and eomment.i

<< File: FDA Embrey to Winegar IND Jan 23 03.doc >>

o
From: CIV, OASD/HA
H iday, January 1

Dr. Winegar: Attached is a draft memo to you from you have your staff review and
comment before it gets signed and sent. Thanks. VR

1




<« File: FDA Embrey to Winegar IND Jan 16 03.doc >>

Program Director, Health Science Policy

of the Assistant Secretary of Defense

(Health Affairs) Force Health Protection & Readiness
Was DC 20301-1200

Phone:

FAX:




" FW: DRAFT Memo to DATSD(CBD) re FDA ltr on INDs Page 1 of 1

_CIV, OASD/HA

From:
Sent.  Friday, January 17, 2003 12:06 PM
To:
cc:
Subject: RE: DRAFT Memo to DATSD(CBD) re FDA [tr on INDs

Sal, | don't have anything specific re: the memo. | would suggest you coordinate with AJW prior to sending it. |
suspect that she will turn to JPO/CBMS, and that their response will be that they do not have AVA or cidofovir in
their developmental programs so therefore do not have any responsibility for them. They might be willing to help
on the bot toxoid; I'm not a vaccinologist but I'm not sure what else can be done right now. The statement in the
lefter says “we must find a means to provide a limited amount of BT to special units®. When we briefed AJW a
few weeks ago, we told her that 1) bot toxoid is dead in the water and is not available for the current operation in
SWA, and 2) that even if it were to be made available, it is already too late. The dosing regimen requires doses
at 0, 2 and 12 weeks. It is generally recognized that antibody levels are not sufficient for protection until after the
third dose. So even if we started tomorrow we could not have people fully immunized until mid April. | am not
sure this fact is clear to Dr. Winkenwerder. Maybe you should make sure he understands that before he decides
to fall on his sword over this,  Jeff

ect: FW: DRAFT Memo to DATSD(CBD) re FDA ltr on INDs

Jeff: Attached is a draft memo to Dr. AJW. Re INDs. Can you review and comment? | can't get these to
_I(_:hOL kc;avsie? athe system keeps rejecting his address. Can you forward for his comment/concurrence?
anks. Sal Cirone

—Origina!
mﬁ_ﬁ

Sent: , Janu; , 2002:45 PM

[ ]

T
Subject: DRAFT Memo to DATSD{CBD)re FDA Itr onINDs

Attached is my first draft of the requested memo to DR. Winegar concerning a tasking to work with FDA for
BT IND approval and to provide a waiver for label for AVA Post Exposure and for label for Cidofovir. Sal

<<FDA Embrey to Winegar IND Jan 16 03.doc>>

Program Director, Health Science Policy
Office of the Assistant Secretary of Defense

(Health Affairs) Force Health Protection & Readiness
W DC 20301-1200
Phone:
FAX

1/17/2003



FW: FDA ltr re-write ' 157 '
200 20/3-66000 12

From: [OX6) T e DET.AMEDDARMY.MIL]

Sent: 16 2:50 PM
To:
Ce:

Subject: RE: FDA ftr re-write

my suggestion s red > add v wbarnad eonsent? -lowl’ Fm'/lmﬁ«nz

: WEE
Aacepred | CHIAEs

—0) .
1 Janua 1.6 zoFm_: PM oY 16/63

COL Gere and COL Davies: Attached below Is a draft memo from Dr. Winkenwerder to the
Commissloner of the FDA. COL Gere, LTC Brosch and Dr. Pace helped in the initial draft -—
however -- there have been changes made by my supervisars. This draft letter makes COL Rauch
the POC vice MG Martinez-Lopez because the front office wanted to keep the POC within HA. It
also changes the Bot Tox paragraph because the front office wants to pursue a path or plan to get
some type of BT approval for a limited number of Servicemembers, similar to giving it to lab workers
who might be in need of protection. It is my understanding that HA received a brief on this last week
and COL. Bumnette indicated that there were other possibilities — although not very optimistic - with
lots 5&6 . In that regard | have been asked to draft a memo to the DATSD(CBD) to request that she
task the appropriate organizations to work to FDA to find a solution to this issue. Also the paragraph
on the AVA Post Exposure IND and the Cidofovir IND has been changed to reflect the FDA
suggestion for a waiver. The memo to the DATSD(CBD) will also request that she task the
appropriate organization to prepare and submit the IND waivers to FDA. Finally | have been asked
to draft a memo to OTSG Army to develop a plan for Rx only since the PB may be licensed and
require prescription use only.

{ would like your concurrence on the letter below to the FDA. My suspense is today.

~—Driginal Messagee s

rrom
Sent: Thursday, January 16, 2003 1:07 PM
To:
Ce:

Subject: FW: FDA Itr re-wiite

q\"lﬂhia is the copy which | will make final. | changed the last paragraph to appoint you as POC
as Dr. Winkenwerder asked for the first letter. | will draft a memo from Ms Embrey to Dr. Winegar to
ask her to task MRMC to work with the FDA on both the Bot Tox and the waivers. | will drafta
memo from Ms. Embrey to OTSG Ammy to quickly develop a plan for RX only use of Nerve Agent
Pretreatments and Antidotes. Sal

<<FDA Winkenwerder IND Jan 16 03.doc>>

1/17/2003

Pagelof2 =



. FW: FDA Itr re-write T ' ' Page 2 of 2

e

1/17/2003

—=-QOriginal Message—
From:
Sent:

January 16, 2003 10:27 AM
To
Ca

Subjects FDA Itr re-write

Terry: Attached is a re-write with Mr. Casciotti's changes. | have added a few sentences to
the BT paragraph to include Ms. Embrey's concern. Can both of you review what | have and
comment? When | get something close to final, | would like to send It back to MRMC for their
Information. 1l also include COL Neal Burnette since he is the one who will have to work with
USAMRMC on the lots five and six to see what we can do. Sal

<< Flle: FDA Winkenwerder IND Jan 16 03.doc >>

Program Director, Health Science Policy
Office of the Assistant Secretary of Defense

(Health Affairs) Force Health Protection & Readiness
Washington, DC 20301-1200

Phone:
FAX: .




CMAT Control #

2003014-0000002
OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20801-1200
ACTION MEMO
January 9, 2003 2:00 PM

FOR: ASSIST. ECRETARY OF DEFENSE (HEALTH AFFAIRS)
FROM: Ms, Ellen P. Embrey\DASD, Force Health Protection and Readiness

SUBJECT: Designation of Protocols as “Contingency Investigational New Drug (IND)
Protocols for Force Health Protection”

e Attached at TAB A is a draft policy memorandum that designates six
Investigational New Drug (IND) protocols as “Contingency IND Protocols for
Force Health Protection.” '

e With the designation of “Contingency IND Protocol for Force Health Protection,”
the protocols listed in this memorandum will be subject to DoD Directive 6200.2
(Use of INDs for Force Health Protection), which requires approval by the Army
Surgeon General’s Institutional Review Board (IRB).

o For coherence, consistency, and efficient implementation, the Army’s IRB, known
as the Human Subjects Research Review Board (HSRRB), is designated in DoD
6200.2 as the centrally approving IRB that will be the approving authority for all
of the Services Contingency IND Protocols.

e Local Army, Navy, Air Force and Marine Clinical Investigation Program (CIP)
IRBs may individually review the Contingency IND Protocols for Force Health
Protection, but will not be able to modify them.

RECOMMENDATION: ASD(HA) sign memo at TAB A,

COORDINATION: TABB

ATTACHMENTS:
As stated
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, D, C, 20301-1 200

FEB 3 20

HEALTH AFFAIRS ~

MEMORANDUM FOR ASSISTANT SECRETARY OF THE ARMY (M&RA)"
ASSISTANT SECRETARY OF THE NAVY (M&RA)
ASSISTANT SECRETARY OF THE AIR FORCE (M&RA)

SUBJECT: Designation of Protocols as “Contingency Investlgatlonal New Drug Protocols for
Force Health Protection”

The increasing threat of the use of weapons of mass destruction necessitates the
implementation of investigational new drug (IND) protocols for force health protection. DoD
Directive (DoDD) 6200.2, “Use of Investigational New Drugs for Force Health Protection,”
August 1, 2000, establishes policy and assigns responsibility for use of INDs for force health
protection in the Department of Defense.

This policy memorandum officially designates the following U.S. Army Surgeon General
IND protocols as “Contingency IND Protocols for Force Health Protection™ and thus subject to
the provisions of DoDD 6200.2, “Use of Investigational New Drugs for Force Health
Protection,” August 1, 2000.

a. “Contingency Protocol for the Administration of Vaccinia Immune Globulin — IM
(Human) to Subjects who Experience Complications Resulting from Vaccination w1th Vaccinia -
Virus,” IND 8429, version 13, dated August 2, 2002.

b. “Department of Defense Contingency Protocol for Emergency Use of Cidofovir
(VISTIDE) as a Treatment for Smallpox,” IND 65480, dated July 5, 2002.

c. “Department of Defense Protocol for the Use of Cidofovir (VISTIDE) as a Treatment for
Adverse Reactions Associated with Vaccinia Virus Vaccination,” IND (pending submission to
FDA).

d. ;‘Contingency Protocol for Vaccination with Pentavalent Botulinum Toxoid to Protect
Against Botulinum Toxin Toxicity,” IND 3723, version 6.1, dated June 10, 2002.

e. “Emergency Use Protocol for Botulinum Antitoxins,” IND 10621, version 19, dated
August 6, 2002,

f. “Contingency Protocol for Anthrax Vaccination to Protect Against Bacillus anthracis
Spores,” IND 10081, version 9, dated July 8, 2002 (to include Appendix K, Pediatric
Addendum).

The Secretary of the Army, as Executive Agent, develops Contingency IND protocols for
force health protection. These protocols are subject to approval by the Army Surgeon General’s

HA POLICY: 03-003



Institutional Review Board (IRB) known as the Human Subjects Research Review Board
(HSRRB). DoDD 6200.2 section 4.5 states, “The Army Human Subjects Research Review
Board (HSRRB), under the Surgeon General of the Army, i is designated as the IRB responsible
for purposes of IRB activities under this Directive.”

It is vitally important that we have coherence and consistency in-the implementation of IND
protocols; therefore, the Army Surgeon General’s HSRRB will be the only IRB of recoid for -
these protocols. Local Army, Navy, Air Force and Marine Clinical Investigation Program (CIP)
IRBs may individually review the Contingency IND Protocols for force health protection, but .
may not modify them. Every effort will be made to keep regional CIP IRBs fully informed of -
the status of these protocols (for mfonnauon only).

Request you immediately nnplement the provisions of DoDD 6200.2 wnth regard to the
above-listed Contmgcncy lND Protocols for force health protection. My POC for this action is

: cience Policy. He can be contacted a-
(b)6)  brat

William Winkenwerder, Jr., MD

cc:

. Surgeon General of the Army
Surgeon General of the Navy
Surgeon General of the Air Force
Commander, USAMRMC

HA POLICY: 03-003
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Subject Re: FUV: Revised letter for Ms Embray B
..

Thanks

Contingency IND Protocals Dr WW Ja

Eo ]
o5

01/08/2003 07:49 AM

To:
cc

01/08/2003 12:22 PM

Subject: FW: Revised lstter for Ms Embrey
Document is set for Permanent Archival

Subject: FW: Revised letter for Ms Embrey

Mark/Ed: With Sal's absence, can we pleass have Gene pull this together. It should be revisedtobe a
memo from ASD(HA) to the Service M&RAs and cc SGs.

Thanks




Subject: RE: Revised letter for Ms Embrey
Importance: High

Last revision as we triple verify the latest versions at the FDA - Usa the 5th revision<<5Revised
DRAFTMEMO for Ms Embrey -Ferce Health Protection INDs1.doc>>

Subject: RE: Revised letter for Ms Embrey
importance:  High

Please discard version 3 of the letter and substituts version 4 with the correct Anthrax citation.
<< File: 4Revised DRAFTMEMO for Ms Embrey -Force Health Protection INDs1.dog >>

—Qriginal Message—

Fram:

Sant: Dacamber 30, 2002 2:40 PM
To:

Ce:

Subject: Revised letter for Ma Embrey
importance: High

COL®X6) ]
Dr[BX6)informed me of the changes needed in the INDmemo from Ms Embrey to the
Surgeons General. Attached is the revised letter with the information requested.

Please let me know if you need any additional infomation. << File: 3Revised
DRAFTMEMO for Ms Embrey -Force Health Protection INDs1.doc >>

LTC(P
Deputy, Regulatory Compliance and Quality



US Army Medical Research and Materiel Command
504 Scott St.

Fort Detrick, Maryland, 21702
emall _

- 6Revised DRAFTMEMO for Ms Embrey -Force Health Protection INDs1.doc

et

Anthrax Program Lialson Cfficer for ASD (Heaith Affalrs) and Deputy Program Director, Population Health,



SUBJECT: Designation of Protocols as “Contingency Investigational New Drug (IND)
Protocols for Force Health Protection”

COORDINATIONS
USAMRMC LTC_ Concur 01/09/03
Deputy Director, DHSD coalltB 093
CoS (HA)

PDASD (HA)
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DEPARTMENT OF THE ARMY
US ARMY MEDICAL RESEARCH AND MATERIEL COMMAND
504 SCOTT STREET
FORT DETRICK, MARYLAND 21702-6012

REPLY TO
ATTENTION OF
MCMR-ZA S 23 December 2002
29"
MEMORANDUM THRU LT Bl The Surgeon General, U.S. Amy,

.. 5109 Leesburg Pike, Falls £ Vlngima 22041-3258

FOR Ms. Ellen P. Embrey, Deputy Assistant Secretary Health Affairs (Force
Health Protection and Readiness), Five Skyllne Place, 5111 Leesburg Pike, Falls
Church, Virginia 22041

SUBJECT: Request for ASD (HA) Designation of Protocols as “Contingency
Investigational New Drug (IND) Protocols for Forfce Heaith Protection”

1. Request that ASD (HA) officially designate the following U.S. Army Surgeon
General IND protocols as “Contingency IND Protocols for Force Health
Protection” subject to the provisions of DODD 6200.2, Use of Investigational New
Drugs for Force Health Protection, 1 August 2000.

a. Contingency Protocol for Administration of Vaccinia immune Globulin
(VIG) (Human) to Subjects Who Experience Complications from Vaccination with
Vaccinia Virus.

'b. Department of Defense Contingency Protocol for Emergency Use of
Cidofovir (VISTIDE) as a Treatment for Smallpox.

c. Department of Defense Contingency Protocol for Emergency Use of
Cidofovir (VISTIDE) as a Treatment for Adverse Reactions Associated with
Vaccinia Virus Vaccination.

' d. Contingency Protocol for Vaccination with Pentavalent Botulinim Toxoid
to Protect against Botulinum Toxin Toxicity.

e. Emergency Use Protocol for Botulinum Antitoxins.

2. Background: The increasing threat of the use of weapons of mass destruction
has forced DoD to implement IND protocols for force health protection. DODD
6200.2, Use of Investigational New Drugs for Force Health Protection, 1 August
2000, establishes policy and assigns responsibility for use of INDs for force
health protection in the Department of Defense. The Secretary of the Army, as
Executive Agent, developed the treatment protocols that are subject to approval



W'

MCMR-ZA ' :
SUBJECT: Request for ASD (HA) Designation of Protocols as “Contingenc
Investigational New Drug (IND) Protocols for Force Health Protection”

by the Army Human Subjects Research Review Board (HSRRB). DODD 6200.2
section 4.5 states, "the Army Human Subjects Research Review Board
(HSRRB), under the Surgeon General of the Army, is designated as the IRB
responsible for purposes of IRB activities under this Directive.”

3. Protocol coherence, consistency, and efficient implementation are essential
and therefore it is unreasonable for local Army, Navy, Air Force and Marine
Corps Medical Treatment Facility Clinical Investigation Programs (CIPs)
Institution Review Boards (IRBs) to individually review, modify, and approve the
IND protocols for force health protection. Therefore, the Army Surgeon
General’'s HSRRB will be the only IRB of record for these protocols. However,
every effort will be made to keep regional CIP IRBs fully informed of the status of
these protocols (for information only).

4. Questions may be referred to LTdm_‘lfmmg.
[ (bX6) : r|;(b§6) |
G o S — P ——

ﬁk QI-J—(:; il
LESTER MARTINEZ-LOPEZ
Major General, MC
Commanding
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OFFICE OF THE ASSlSTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

ACTION MEMO.

HEALTH AFFAIRS

January 9, 2003 2:00 PM
FOR: ASSISTANT SECRETARY OF DEFENSE (HEALTH AFFAIRS) W/
FROM: Ms. Ellen P. Embrey, DASD (Force Health Protection and Readiness) a"

SUBJECT: Designation of Protocols as “Contingency Investigational New Drug (IND)
Protocols for Force Health Protection”

e Attached at TAB A is a draft policy memorandum that designates six
Investigational New Drug (IND) protocols as “Contingency IND Protocols for
Force Health Protection.”

¢ With the designation of “Contingency IND Protocol for Force Health
Protection,” the protocols listed in this memorandum will be subject to DoD
Directive 6200.2 (Use of INDs for Force Health Protection), which requires
approval by the Army Surgeon General’s Institutional Review Board (IRB).

o For coherence, consistency, and efficient implementation, the Army’s IRB,
known as the Human Subjects Research Review Board (HSRRB), is
designated in DoD 6200.2 (TAB B) as the centrally approving IRB that will be
the approving authority for all of the Services Contingency IND Protocols.

» Local Army, Navy, Air Force and Marine Clinical Investigation Program (CIP)
IRBs may individually review the Contingency IND Protocols for Force Health
Protection, but will not be able to modify them.

RECOMMENDATION: That the ASD (HA) sign memo at TAB A.
COORDINATION: TABC

Attachments:
As stated

Prepared by: CDR [N 0. I Pcrocs+ 44755, 44756
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SUBJECT: Designation of Protocols as “Contingency Investigational New Drug (IND)

Protocols for Force Health Protection”
COORDINATIONS
USAMRMC Lrc @O Concur 01/09/03
Deputy Director, DHSD Dr condt¥ /0o
CoS (HA)
PDASD (HA)
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OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

JAN -8 203

HEALTH AFFAIRS

MEMORANDUM FOR EXECUTIVE SECRETARY, ARMED FORCES EPIDEMIOLOGICAL
BOARD

SUBJECT: Collaboration with Advisory Committee on Immunization Practices to Evaluate
Smallpox Vaccination Program

On December 5, 2002, as detailed in the attached document, Dr. Winkenwerder asked the
Armed Forces Epidemiological Board (AFEB) to establish an independent workgroup of its :
members to evaluate the DoD Smallpox Vaccination Program (SVP) and provide to him, through
the full board, a periodic program implementation evaluation. This evaluation should include a
review of the clinical experience of smallpox vaccine recipients and evaluation of the data
collection methods and analysis, both in the short and long-term. Dr. Winkenwerder expects the
AFEB workgroup to work collaboratively with a similar workgroup of the CDC’s Advisory
Committee on Immunization Practices (ACIP), in evaluating safety surveillance aspects of
smallpox vaccination, both for the DoD SVP and for smallpox vaccinations given in the civilian
sector. This DoD effort is separate from the civilian smallpox vaccine program review being
performed by the Institute of Medicine.

This AFEB-ACIP joint workgroup would be expected to meet at least monthly by
teleconference and formally on a quarterly basis. More frequent meetings may be necessary as
determined by the needs of the DoD, CDC and the workgroup. Funding for the AFEB
workgroup travel and other expenses associated with this tasking will be provided to the AFEB
Executive Secretariat at a later date. The Military Vaccine Agency will provide program status
updates to the workgroup. The Vaccine Health Care Center Network will report on clinical
investigations of adverse events. The Army Medical Surveillance Activity (AMSA) will report
on ongoing surveillance and analysis of ambulatory and inpatient experiences among smallpox
vaccine recipients. The Medical Materiel and Research Command will provide information on
any use of vaccinia immune globulin or cidofovir under their investigational new drug protocols.

My point of contact is LtCol i{oger Gibson, Program Director for Military Public Health,
who may be reached at 703-681-1703 x5211 or email roger.gibson@ha.osd.mil.

A0 7) Do btrs

David N. Tornberg, MD, MPH
Deputy Assistant Secretary of Defense
Clinical and Program Policy

Attachment:
As stated

cc:
DASD, FHP&R

Army Surgeon General
USA AMSA

Vaccine Health Care Center
USA MRMC




. Direct the development of protocols to investigate the rate of smallpox vaccine-related
chronic and subjective outcomes. This recommendation requires a long-term
commitment but does not require immediate implementation. Conceptually, military
Service members enrolled in the Millennium Cohort Study could form the cohort for this

type of investigation.

Recommended OPR: Deployment Health Research Center in collaboration with
Uniformed Services University of the Health Sciences

Requirement: Research on smallpox vaccine-related chronic and subjective outcomes
Cost and/or recommended funding source: Estimated cost: $3M. Funding could be
obtained through the Congressionally-directed Medical Research Program budget as a

carve out . /

ASD (HA): APPROVE DISAPPROVE Wity Refiew UNeR _ Y

. Direct the development of protocols to investigate adverse birth outcomes among live
infants born to women who inadvertently received smallpox vaccine while pregnant.

Recommended OPR: Deployment Health Research Center (currently investigating
anthrax vaccine adverse related events)

Requirement: Retrospective birth outcomes research

Cost and/or recommended funding source: Estimated cost: $500K. Funding could
be obtained through the Congressionally-directed Medical Research Program budget as a
carve out

ASD (HA): APPROVE / DISAPPROVE_____

. Consider collaboration with Centers for Disease Control and Prevention (CDC) in the
establishment of prospective registry for wornen who are found to have been pregnant at
the time of smallpox vaccine administration." Such a registry will allow for prospective
tracking of reproductive outcomes. '

Recommended OPR: Naval Health Research Center/Deployment Health Research
Center )
Requirement: Prospective birth outcomes research

Cost and/or recommended funding source: CDC

ASD (HA): APPROVE_V__ DISAPPROVE_____




10. Establish an independent external review board to evaluate the smallpox vaccination

11,

program, such as through collaboration between working groups of the Advisory
Committee on Immunization Practices and the Armed Forces Epidemiological Board
(AFEB). The Board should report to the ASD (HA).

Recommended OPR: MILVAX/AFEB
Requirement: External review board
Cost and/or recommended funding source: Undetermined-dependent of how the board

is established
ASD (HA): APP.ROVE_../_-_ DISAPPROVE____

Based on data obtained through smallpox surveillance, establish a mechanism to facilitate
and implement collaborative interagency research using statc-of-the-art technologies and
approaches. Examples of research opportunities include: genotyping analysis of families
in which smallpox vaccine side effects are noted or perceived and the impact of
concomitant administration of anthrax and smallpox vaccine.

Recommended OPR: VHC Network in collaboration with CDC

Requirement: Collaborative peer-reviewed research

Cost and/or recommended funding source: Dependent on protocol development and
scope of specific research; m?le funding vehicles may be used

ASD (HA): APPROVE_V__ DISAPPROVE_____

iAol \
¢ Oecombor 2002
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OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200 @

HEALTH AFFAIRS ACTION MEMO

MEMORANDUM;&)@TSISTANT SECRETARY OF DEFENSE (HEALTH AFFAIRS)
FROM: Ms. € 2 . rey, DASD, Force Health Protection and Readiness

SUBJECT: Expanding Responsibility of the Anthrax Vaccine Immunization Program to
Support the Milinary Biological Warfare Vaccine Program

REFERENCES: (a) Deputy Secretary of Defense Memorandum of June 282002,
“Reintroduction of the Anthrax Vaccine Immunization Program
(AVIP)” (TAB B)

(b) Deputy Secretary of Defense Memorandum (S) of December
12,2002, “(U) Stage 2 Smallpox Vaccination
Implementation” (NOT ATTACHED - CLASSIFIED)

(c) DoD Directive 6205.3, “DoD Immunization Program for
Biological Warfare Defense,” November 26, 1993 (TAB B)

(d) DoD Directive 5100.88, “DoD Executive Agent,” September
3,2002 (TAB B)

o References (a) and gl])) have continued the Secretary of the Army Executive Agency
responsibilities for the Anthrax Vaccine Immunization Program (AVIP) and
established similar responsibilities for the Smallpox Vaccination Program (SVP).
Bioterrorism preparedness and readiness to address biological warfare threats of
military significance make vaccine program management a top Force Health
Protection priority.

o As the DoD Executive Agent for AVIP, the Army has demonstrated outstanding
management, synchronization, and ‘implementation of the anthrax and smallpox
immunization programs. Therefore it'$ mecessary to expand the AVIP Agency to
support a Military Vaccine Agency (MILVAX), addressing all vaccine
Implementation requirements.

 Accordingly, I recommend that you request the Secretary of the Army, in accordance
with references (a) through (?,. to immediately transition the AVIP Agency to the
Military Vaccine Agency, and include support for the Smallpox Vaccination
Program..
RECOMMENDATION: That the ASD (HA) sign memo at TAB A.
COORDINATION: TAB C

ATTACHMENTS:

As stated
Prepared by: cor.-mpm, RS PCDOCS# 15375, #5373
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1 200

MEMORANDUM FOR SECRETARY OF THE ARMY

SUBJECT: Expandin rg/slponsibiligy of the Anthrax Vaccine Immunization Program to
Support the Military Biological Warfare Vaccine Program :

REFERENCES: (a) Deputy Secretary of Defense Memorandum of June 28, 2002,
‘(‘E%nﬁ)tggduction of the Anthrax Vaccine Immunization Program

(b) Deputy Secretary of Defense Memorandum (S) of December
12,2002, “(U) Stage 2 Smallpox Vaccination
Implementation”

(c) DoD Directive 6205.3, “DoD Immunization Pro for
Biological Warfare Defense,” November 26, 1993

(d Do%(%ircctive 5100.88, “DoD Executive Agent,” September

*

In references (a) and (b) the Deputy Secretary of Defense continued the Secretary of
the Army Executive Agency responsibilities for the AVIP and established similar
responsibilities for the Smallpox Vaccination Program (SVP). Bioterrorism preparedness
and readiness to address naturally occurring diseases of military significance makes vaccine
¥rogram management a t((){) Force Health Protection priority. As the DoD Executive Agent

or AVIP, the Army has demonstrated outstanding management, coordination,
synchronization, and implementation of a joint Service-level immunization program.

Accordingly, I recommend that the Secretary of the )%’irg accordance with
references (a? through (c) begin immediately transitioning the AVIP Agency to undertake
this larger role with support to the Smallpox Vaccination Program. Consistent with
reference (d), I will recommend that the Deputy S of Defense further expand the
Executive Agency responsibili to include support for all Bioweapon vaccine program
implementations through the Mylitary Vaccine Agency.

William Winkenwerder Jr., MD




TAB B
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DEPUT}(‘ g%cmmmr OF DEFENSE

WASHINGTON, pe EOBBY 1010

JA 28 aw

MEMORANDUM FOR SECRETARIES OF THE MILITARY DEPARTMENTS
CHAIRMAN OF THE JOINT CHIEFS OF STAFF
UNDER SECRETARIES OF DEFENSE
ASSISTANT SECRETARIES OF DEFENSE
GENERAL COUNSEL, DEF’ARTMENT OFDEFENSE
INSPECTOR GENERAL, DEPARTMENT OF DEFENSE
DIRECTORS OF DEFENSE AGENCIES
COMMANDANT OFTHEUS COAST GUARD

SUBJECT: Reintroduction of the Anthrax Vaccine Immunization Program (AVIP)

Food and Drug Administration (FDA) approval of the manufactorer’s -
renovated facility restores the availability of anthrax vaccine. FDA has determined
that the current anthrax vaccine is safe and effective in protecting against all forms
of anthrax infection, a scientific conclusion recently supported by the Institute of
Medicipe.

Current intelligence assessments indicate that the anthrax threat to
Department of Defense (DoD) forces is real. The Department’s goal is to protect all
forces against anthrax as a part of the Department’s Force Health Protection s
program. Steps are being taken by the Department to ensure protection of U.S.
service- and DoD personnel against the threat of anthrax and other potential
bioweapon agents, including improved intelligence, detection, and surveillance
capabilities, protective clothing and equipment, and new generation vaccines and
other medical conntermeasures.

At this time, the DoD will resume an Anthrax Vaccine Immunization
Program (AW) consistent with FDA guidelines and the best prastice of medicine,
beginning with military personnel, and Emergency-Essential DoD civilians and
contractors, at higher risk whose performance is essential for certain mission critical
capabilities. Vaccination is mandatory for these personnel. except as provided
under applicable medical and administrative exemption policies.

The scope of the AW shall encompass personnel assigned to or deployed
for more than 15 days in higher threat areas whose performance is essential for
certain mission critical capabilities. Nqiterm AVTP implementation may also
include other personnel determined by the Assistant Secretary of Defense for Health
Affairs, in consultation with the Chairman of the Joint Chiefs of Staff, to be at higher

<@ U10535 /02




risk of exposure to anthrax as conditions change. Vaccinations shall begin, to the
extent feasible, 45 days prior to deployment or ardval in higher threat areas.

For personnel who are covered under this new policy, who had previously
begun the siX shot series but had not completed it, resumption of their vaccination
series will begin immediately. For personnel whose six sbot sexies was intesrupted,
but who are not covered under the new policy, completion of their vaccination series
will be deferred until further notice; resumption will begin when feasible, subject to
avallablllty of vaccine. Personnel currently being immmunized—designated special
mission units, manufacturing and DoD research personnel, and Congressionally
mandated anthrax vaccine researchers—will continue with their schednled
vaccinations and annual booster shots.

The Under Secretary of Defense for Personnel and Readiness shall issue
policy guidance on the medical and administrative aspects of the AVIP. Effective
program implementation continnes to be the responsibility of the Secretary of the
Amy as the Executive Agent for the AVIP and the designated senior military .

%ﬂ%@:
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Department of Defense

DIRECTIVE

NUMBER 6205.3
November 26, 1993

ASD(NS&CP)
SUBJECT: DoD Immunization Program for Biological Warfare Defense

References: (a) Title 10, United States Code

(b) DoD Instruction 6205.2, “Immunization Requirements,” October 9,
1986

(c) AR 40-562/NAVMEDCOMINST 6230.3/AFR 161-13/CG
COMDTINST M6230.4D, “Immunizations and Chemoprophylaxis,”
November 7, 1988

(d) DoD Directive 5 136.1, “Assistant Secretary of Defense for Health
Affairs,” December 2, 1992

(e) through (g), see enclosure 1

1. PURPOSE
This Directive:

1.1. Establishes policy, assigns responsibilities, and prescribes procedures for
members of the Department of Defense against validated biological warfare threats,
and prioritization of research, development, testing, acquisition, and stockpiling of
biological defense vaccines under reference (a).

1.2. Provides vaccination guidance that focuses exclusively on defense against
biological warfare threats and complements immunization requirements for naturally
oceurring endemic disease threats outlined in references (b) and (c).

1.3. Addresses peacetime and contingency requirements for immunization against
biological warfare threats against U.S. person}'xel_.

1.4. Designates the Secretary of the Amy as the "DoD Executive Agent” for the

18
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DODD 4205.3, November 26, 93

DoD Immunization Programfor Biological Warfare Defense.

1.5. Provides direction on levels of acquisition and stockpiling of biological
defense vaccines and prioritizes research and development efforts in defending against
current and emerging biological warfare threats.

2. ICAB SCO
This Directive applies to:

2.1. The Office of the Secretary of Defense, the Military Departments (including
their National Guards), the Chairman of the Joint Chiefs of Staff, the Unified
Commands, and the Defense Agencies (hereafter referred to collectively as “the DoD
Components”). The term “Military Services,” as used herein, refers to the Army, the
Navy, the Air Force, and the Marine Corps. ‘

2.2. Essential DoD civilian personnel, and personnel of other Federal
Departments, when assigned as part of the U.S. Armed Forces.
3. DEFINITIONS

Terms used in this Directive are defined in enclosure 2. ad

4. POLICY
It is DoD policy that:

4.1. For immunization, the following personnel, subject to special exceptions
approved by the Chairman of the Joint Chiefs of Staff, should be immunized against
validated biological warfare threat agents, for which suitable vaccines are available, in
sufficient time to develop immunity before deployment to high-threat areas:

4.1.1. Personnel assigned to high-threat areas.

4.1.2. Personnel predesignated for immediate contingency deployment (crisis
response). |

}
4.1.3. Personnel identified and scheduled for deployment on an imminent or
ongoing contingency operation to a high-threat area.




DODD 6205.3, November 26.93

4.2. For vaccine research, development, testing, evaluation, acquisition, and
stockpiling, efforts for the improvement of existing vaccines and the development of
new vaccines against all validated biological warfare threat agents shall be integrated
and prioritized. The Department of Defense shall develop a capability to acquire and
stockpile adequate quantities of vaccines to protect the programmed force against all
validated biological warfare threats.

5. RESPONSIBILITIES

5.1. Thetarndef SRefense for Acquisition and Technology shall ensure
the coordination and integration of the DoD Immunization Program for Biological

Warfare Defense with all acquisition-related elements of the DoD Biological Defense
Program. .

5.2. The Under Secretarv of Defense for Policv shall review all facets of the DoD
Immunization Program for Biological Warfare Defense to ensure that it is consistent
with DoD policy and is adequately integrated into overall DoD biological defense
policies.

5.3. The Assistant Secretarv of Defense for Health Affairs shall:

5.3.1. Serve as the advisor to the Secretary of Defense as in DoD Directive
5 136.1 (reference (d)) on the DoD Immunization Program for Biological Warfare
Defense.

5.3.2. In consultation with the DoD Executive Agent, the Secretaries of the
Military Departments, and the Chair of the Armed Forces Epidemiological Board,
identify vaccines available to protect against biological threat agents designated by the
Chairman of the Joint Chiefs of Staff and recommend appropriate immunization
protocols.

5.3.3. Issue instructions to the Military Departments and the other
appropriate DoD Components on the immunization of DoD personnel, under the
guidelines of this Directive, and monitor and eveluate the - implementation of those
instructions.

54. The SMQMMMWM
Immunization Program for Biological Warfare Defense, shall:
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5.4.1. Besides those responsibilities in the Deputy Secretary of Defense
Memorandum and the Joint Service Agreement (references (¢) and (£)), do the
following to enhance the DoD Immunization Program for Biological Warfare Defense,
and report ammally through the Assistant Secretary of Defense for Health Affairs
(ASD(HA)) to the Secretary of Defense the capability to carryout those policies:

5.4.1.1. Vaccine Research and Development

5.4.1.1.1. Priorities developed in coordination with the ASD(HA),
the Chairman of the Joint Chiefs of Staff, and the Secretaries of the Military
Departments shall include the development of vaccines against validated biological
warfare threat agents for which none exist, improvement of vaccines that are
unacceptable in the time they take to produce immunity or in the level of immunity
they produce or are inadequate because of the number of doses required to achieve.
immunity, assessment of the effectiveness of vaccines against biological warfare threat
agents in their likely modes of use (e.g., acrosols), and development of multivalent
vaccines that will produce protective immunity after a single vaccination. Vaccines
must be either licensed by the Food and Drug Administration (FDA) or have been
designated, under FDA requirements, “for use as investigational new drugs (INDs)," as
in 21 CFR 50 (reference (g)).

5.4.1.2. Vaccipe Acquistion and Stockpiling

5.4.1.2.1. Develop and maintain a DoD capability to acquire and
stockpile adequate quantities of vaccines to protect the programmed force against all
validated biological warfare threat agents for which suitable vaccines exist.

5.4.1.2.1. On an annual basis, provide information and
recommendations, in coordination with the Secretaries of the Military Departments and
the Chair of the Armed Forces Epidemiological Board, to the ASD(HA) on vaccines to
acquire and appropriate immunization schedules that include reimmunization required
to develop and maintain protective immunity. Those recommendations should
include, but not be limited to the following:

54.1.2.1.1. All relevant data on the effectiveness of each
vaccine against the corresponding biological warfare threat agent.

5.4.1.2.1.2. The expetted type, frequency, and severity of
vaccine-associated adverse reactions.

&y




DODD 6205.3, November 26.93

5.4.2. Serve as the focal point for the submission of information from the
Services, as specified by subsection 5.5., below, and monitor the Services’
implementation of the DoD Immunization Program for Biological Warfare Defense.
Recommend appropriate changes and improvements to the Secretary of Defense
through the ASD(HA), and the Secretaries of the Military Departments. Report to the
Secretary of Defense annually on the Immunization Program for Biological Warfare
Defense. ’

5.4.3. The Executive Agent Acquisition Executive (AE) shall plan, program,
and budget for biological defense. The AE shall coordinate directly with the
ASD(HA), the Under Secretary of Defense for Policy, the Under Secretary of Defense
for Acquisition, the Secretaries of the Departments, and other offices as required to
ensure program integration.

5.5. The Secretaries of the Military Departments shall:

5.5.1. Implement, monitor, evaluate, and document the DoD Immunization
Program for Biological Warfare Defense in their Department and establish procedures
for coordinating and reporting the following information to the Executive Agent:

5.5.1.1. The identification, reporting, and epidemiologic evaluation of
vaccine-associated adverse reactions, in accordance with FDA requirements.

5.5.1.2. The collection and forwarding of data required by the Executive
Agent needed to meet requirements of the FDA for products that are the INDs.

5.5.2. Transmit the instructions of the ASD(HA) about the immunization
program for biological warfare defense to subordinate units.

5.5.3. Program and budget for the required vaccinations for members of their
Department and provide the DoD Executive Agent with projected program
requirements.

5.6. The Chairman of the Joint Chiefs of Staff, in consultation with the
Commanders of the Unified Commands; the Chiefs of the Military Services; and the
Director, Defense Intelligence Agency (DIA), annually and as required, shall validate
and prioritize the biological warfare threats to DoD personnel and forward that list to
the DoD Executive Agent through the ASD(HA).

5.7. The Commanders of the Unified Commands, anmually and as required, shall
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provide the Chairman of the Joint Chiefs of Staff with their assessment of the
biological warfare threats to their theaters.

5.8. The Chair of the Arm rces Epidemiological Board, in consultation with
the DoD Executive Agent and the Secretaries of the Military Departments, annually
and as required, shall identify to the ASD(HA) vaccines available to protect against
validated biological warfare threat agents, and recommend appropriate immunization
protocols.

6. PROCEDURES

The DoD Immunization Program for Biological Warfare Defense shall be conducted,
as follows :

6.1. The Commanders of the Unified Commands, annually and as required, shall
provide the Chairman of the Joint Chiefs of Staff with their assessment of the e
biological warfare threats to their theater.

6.2. The Chairman of the Joint Chiefs of Staff, in consultation with t