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THE ASSISTANT SECRETARY OF DEFENSE

WASHINGTON. D. C. 20301-1200

DEC 28 1930

MEALTR AFFAIRS

David A. Kessler, M.D.
Commiassioner of Food and Drugs
Pood and Drug Administration
5600 Fishers Lane '

- Rockville, Maryland 20857

Dear Doctor Kessler:

Under the provisions of 21 CFR 50.23(d)(1), as ' -
publighed in the Pederal Register of December 21, 1990,
I request a determination that obtaining informed .
consent is not feasible for pentavalent botulinum toxoid
(ABCDE), BB-IND 3723, because of military combat
exigencies in Operation Degert Shield. This
determination would apply to the use of this drug by

American military personnel at risk of exposure to
botulinum toxins employed as biological warfare agents
by enemy forces. '

As summarized in enclosure 1 and supported by
documentation in the IND file, available evidence
supports the safety and effectiveness of pentavalent
botulinum toxoid (ABCDE) for this purpose. The fatality
rate among unvaccinated personnel exposed to botuljinum
toxins would be very high and many casualties would be-
expected. In such a situation, service members who
became casualties would alsc pose a liability to their
unit mission and the overall safety and well being of
the other members of the unit. Pentavalent bdotulinum
toxoid (ABCDE) is currently the only prophylactic
measure available to persons who are exposed to
botulinum toxins. During Operation Desert Shield,
informed consent prior to vaccination with pentavalent
botulinum toxoid (ABCDE) is neithet feasible nor prudent
for the foregoing reasons. The recommedation for use of
pentavalent botulinum toxoid (ABCDE) without informed

consent has been concurred in by a duly constituted
ingtitutional review board (‘enclosure 2).

Your prompt attention to this request is :

appreciated. A copy of this letter is being filed as an
amendment to BB=-IND 3723. Should you need further
information concerning this request, please contact

| )9\\})6\



SENT BY:USA_MED_MAT_DEV_ACTY : 2-22-94 i 12:33 i 3016182304 703 695 .8891:4 3-

Lieutenant Colonel Gregory P. Berezuk, U.S. Army Medical
Research and Development Command, ATTN: SGRD-HR, Fort

Detrick, Frederick, Maryland, 21702-5012, telephone
(301) 663-2165.

Sincerely,

s‘gﬂdt..'a-

Enrique Mendez, Jr., M.D.
Enclosures

Copies Furnished:

Director

Center for Biologics Evaluation and Research
Division of Biological Investigational
New Drugs (RFB-230)
Food and Drug Administration
8800 Rockville Pike
Bethegsda, Maryland 20892

Office of Health Affairs (HFY-l)
ATTN: Dr. Nightingale

Room 14-95

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 208%57
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JUSTIFICATION FOR WAIVER OF INFORMED CONSENT
FOR AN INVESTIGATIONAL NEW DRUG
BECAUSE OF MILITARY COMBAT EXIGENCIES

1. IND

Administration of Pentavalent (ABCDE) Botulinum Toxoid
IND # 3723, Protocol Title: Administration of Pentavalent
Botulism Toxoid to At-Risk Individuals During.

2. INTENDED USE,

Pentavalent (ABCDE) Botulinum Toxoid is intended-as a
prophylactic treatment in the prevention of botulinum toxin
poisoning (Botulism) for service members invelved in Operation
Desert shield who are at risk of exposure. A team of specially -
trained parsonnel will be sant with the vaccine to train medical
personnel responsible for the vaccination procedures. This
vaccine will be administered by qualified medical personnel ,
specially trained in the administration of Pentavalent (ABCDE)
botulinum toxoid. It is envisioned that the Pentavalent
Botulinum toxoid will be administered either in medical
facilities prior to deployment and/or within the area of

operation. The method of administration is described in the
Informatianal Brochure (Attachment 1).

3. Safetvy of the drug.

Since 1970, almost 10,000 injections of the toxoid have been
administered to recipients who were subsequently observed for
adverse reactions. The rate of moderate and severe local
reactions was 5.8% for the initial series. The rate of systemic
reaction was very low (3.0 %) consisting of mild symptoms such as
fever, tiredness, headache, and muscle pain. These systemic
reactions were usually concurrent with the local reaction. This
Vaceing has sticcessfully protected laboratory workers fo¥ 25
years with only minor reactogenicity and no fatalities.

4, a f £ d

Current available evidence has shown that Pentavalent
(ABCDE) Botulinum Toxoid is immunogenic in humans in sufficient
quantities after the third dese. Humans have neutralizing
antibodies to the serotypes present in the vagcine and these
levels are considered protective against the BW threat. Although
no humans have been challenged with Botulism toxin an.
extrapeolation of the animal data avallable suggests that humans
are protected. 1In experiments with the toxoid, 30 persones were
immunized on a 0-2-12 week interval. Antitoxin was detectable in
80% of the volunteers two weeks after the third dose of the
initial series. This vaccine has successfully protected
laboratery workers handling the deadly botulinum toxins for the

i 3016192304~ 703 695 8691:& 4
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past 25 years. (for additional details see BB-IND-161 and BB-IND
3723).

S. Military combat exigency

Pentavalent (ABCDE) Botulinum toxoid will be administered to
all service members in an area of operation who are considered at
risk to imminent exposure to botulinal toxins. Pentavalent
(ABCDE) Botulinum toxoid will be administered to accomplish the
military mission and preserve the health of each sservice member
and the safety of the unit of military personnel threataned.

This will be necessary without ragard to what might be any
individual's parsonal preference for no vaccination or an

alternative treatment, should any individual have such a personal
preference.

6. _Consideration of alternatives.

There is no alternative prophylactic protection against the
effects of Botulinum Toxins (ABCDE).

7.

Nature of the disease or condition involved.

Botulism is a life threatening disease.

8. Best intereats of military personnel.

Under the circumstances presented, withholding Pentavalent
Botulinum Toxoid (ABCDE) from any individual service member

threatened with Botulism toxin intoxication would be contrary to.
the best interests of that individual.

9. i b rov g of IND

Recipients of Pentavalent (ABCDE) Botulinum Toxoid will
receive information from the medical personnel administering the
vaccination concerning the drug. This information will include:
a. the fact that Pentavalent Botulinum toxoid (ABCDE) is an
investigational new drug (IND), b. minor to moderate reactions to
the vaccine are possible and these should be reported to medical
personnel, c. Pentavalent Botulinum toxoid is the only
prophylactic treatment (prevention) for Botulism. Additionally,
personnel raceiving the toxoid will remain in the immediate area
for 30 minutes after receiving each dose to monitor immediate
adverse effects. A 48 hour post vaccine arm examination will be
requested. Vaccinees will be infermed that they are to report

any adverse local and/or systemi¢ reactions that occur within one
week arter administration of the waccine. See 53=-iND 3723
Informational Brochureae, Attachment 1).

10. Ipstitutional Review Board approval.

A duly constituted and designated institutional review board
carefully considered the use of Pentavalent (ABCDE) Botulinum
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Toxoid without informed consent at its meeting of October 17,

1990. A copy of the pertinent portion of the minutes of the
meeting is enclosed (Enclosure 2). :

11. Manufacturing Information.

Pentavalent (ABCDE) Botulinium toxoid is. manufactured by the
Michigan Department of Public Health. The supplier is the U.S.
Army Regearch and Development Command, Ft. Detrick, Maryland,
21702. All manufacturing information concerning the production
of Pentavalent (ABCDE) Botulinum Toxoid is contained in -
Investigational New Drug Applications BB-IND-161 and BB-IND 3723.
BB-IND=3723 contains authorization from the CDC for the
Department of the Army to cross-reference BB-IND 161. A letter
from the. Center for Disease Control authorizing the 0ffice of the "
Surgecn General to cross reference all aspects of BB-IND-161,
including manufacturing information is enclosed (Attachment 2).
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PENTAVALENT (ABCDE) BOTULINUM TOXOID

CNPOSITION

PENTAVALENT __ (ARCOEY SOTULINUM
3

fe e cobiostion of sluminum
Phosphate~edsorbed toxeld derived
from foraslin-{nsctiveted,
Partially Purifled types 4,8,C, O,
snd € botulimem toxims. Esch vial
containa 0.022% formeldehyde and
1:10,000 thimeressl ez o
pressrvative, The currently
distributed toxoeld {s marufactured

by the MNichigen Departhent of
public Keslth. ‘

Adninistration and Dogage

SXAKE VELL bafore withdrawing each
dose. Adninister 0.3 ml of vaceine
via deep subcutaneoun {njection; do
mot nject {ntracutaneously or {ato
superficial structures. Veccinees
will remain (n the area where the
vaceine (s adufnistered for no Less
than 30 aimutes after receiving
each dose to conitor izmdiste
wdverse effects. A 48 hour post
vaceine arm  examination s
destirsdle fellouing esch
inoculation. _Veccinges should be
fnformed that they are to report
anty edverse local arxd/zor systeaie
reaction that occurs within one
veek subsequent to the
sdnmintistration of the vacsire., The
first Injection is represented by
wveek G, there is 8 2 veek {nterval
between the first oend secord
{njection ard & 12 week intervat
between. the flest ond third
{njection,

{afeial Vaceimation Serfes:

al. deep subcutersously at 0-
2012 ueeks.

e.3

first Boostert 0.5 ml.
subcutancously 12 months after

the first injection of the initial
serfes.

daep

Receipt of each vsccine dose will
be recorded {n the {ndividusls
permanent vaceine file,
Additionally, » subset of approx,
100 vacinees receivimg each vaccine
ioelet «ill e prospectively
identified for rmonitoring by a
postcard-based questionaire.

R

1. Botullmm toxoid {s not a
L{censed prociuct and {a distributed
as an investigational ¥New 0Orug

(1%0) (n sccordance with the
recuirenents of the U.S8. food ad
Orug Aduinistration (FDA), It muat
be sdninfstered  under the

supervision of qusliffed wadical
persomel.

2. The toxoid should ©be
adulnistered only to healthy men
shd vamen batween the ages of 18
and 63 years, since investigations
have been conccted exclusively in
that population.

3. Preanyncy. The effects of
adninfetration of the toxeid during

pregmancy have not been
establ (shed. Osta sre not
availadie on the safety of

pentavalent botulimm toxold for
the daveioping fetus, There should
be no risk to the fetus fron the
product {tseif becsusa the toxefd
containe only fnectivated protein.
Nowever, a theoretical risk from
sllergic resction or
doss  exiet. the
inciderce of severs ystamic
reections hes been extremely tow (<
< 12) {n previowm recipients (rale
srcd fecale) of 'this vaceine. 1A
contrest, the risk to the
developing fetus of Dotulism (s
pcobadly considerable. The toxoid
should be given only te those
persors  deemed “at risk® o
exposure of Botulirum toxinm.
Therafore, {n & MNgherisk
situation, pregrancy should pog be
conaidered 8 contrsindication for
vacaination with botul inue
pentavalent toxoid.

&, Yo one should De achninistered o
secord or subsequent  booster
{munization unless (aboratory test
have shown antitoxin type 8§ and or
€ to be below o satisfactory Level.

| MMUNOGENICITY
Experience vith pentavalent
botulfram toxoid Nhas shown that:
(A) it {z effective {n protectirg
animals  aQainst intraperitonest
challerge with torins of
A8,C0, and € of Glestridium
totulinum. (B) the serum sntitaxin
leveis {n animalgs as determines by
rmouse protection tests corcelate
with protective sctivity , and (C)
the toxoid introduced into man
produces levels of antitoxin
thought to be protective as judged
by extrapolation of data derived

types

sigaificantly

frox sniral experiments.

In experiments with the originsi
tot of toxold (2,3), 30 persorm
vere {munized on a 0-2-12 week
schedule, Antitexin titars were
datectable for all 3 types of toxin
in sbout 80X of the volunteers 2
weeks after the third dose of the
{nttisl series, only a small
peccentege had peacurable titers by
one yesr, Just bafore tha boosters
vere gfven. Eight weeks after the
boosters, 1008 of tha recipients
hed meassurable titers to sl S
types. -

since finitiating the requirement
for determnining sntitoxin levetls in
recipients cue for boosters, the
immnogeniclity of the toxold {(n
humans has bDeen reaffirmed, (Only
types A, B and/or £ antitoxins are
routinely sssessed.) \hile the
antitoxin titers attained after the
3rd shot of the {nftial series are
(ikely to declina {n o matter of a
{eu sonths, those established after
the first booster are relatively
stable and generally parsist above
the detectable level for at least 2
yers. A titer of 1196 (0.15-0.30
U antitoxin per ul.) for efther ¢
or £t oantitonin {s comsidered
satisfactory - for deferring . &
booeter for ¢ more years. After
eveluating sera from 1388 recipients
taken in 1988, 1987 and 1988 who
were cue for booster, 81 ((JX) were
abls to pestpone thom.

he fmmnogenicities {a hurars of
the two mew lots of toxeid (lLots
A2 ard B-l) and of the eoriginal
lot (183) were assessed by the U.8,
Army Nedigal Resesrch Institute for
Infectious Ofscases (USAXRIID) and
the results are avsilable feor
comparison (1), e type B
antitoxin levels attained aftar the
3rd (njection of the new lots were

higher for the
original lot.
In 19838 USAMRT LD evalvated
immunized indtviduals for

neutralizing antibodies to type A &
8 totulinum toxing, After ihNe
primary series 91X Nad 8 type A
titer » 0.08 lU/mt, snd 78X typs B
titer > 0.02 1lUsml. After the
flrgt booster all (ndivicuals
tested hed 8 demonstrable titer for
type A L B (4).

ATTACHMENT 1
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1970, almost 10,000

.injections of the toxald have been

“administered to recipients vho were

suequently observed for advecse

resctions, The rate of moderste
ond severe local resctions wes 5.8%
foe the init{sl series of ghots end
10.7X for booster shots (Tadle ).
In eddition, there was & fom
{ncidence of systemie reactions
(3.0%) for both the {nitf{al series
and the Dbooster shots. The
systenic resction wera gerwrasily
aild consisting of {ever,
t{cedness, headeche, and muasctle
pain, Systeaie resctiors were
often  doncurrent  uwfith  lecal
cssctions, ‘
systenig resctions and severe locel
reactions asre not enticipated.
Becouse of the documanted {ncrease
in reactions, new lots of toxold
were manufsctured {n 19717, tut
distridution of the original lot
uas contiowed until 1981, A recent
repart on a very l{mited study on
the reactogenicity of the new lots
of toxoid f{ndiceted that they sre
probably no Llest reactogenic than
the previous lot (1). NHotimg the
higher incidence of local reactions

folloning subs nt  yearly
boasters thmn following iaitfat
series shots, It wves deamnd

sdvisable ts evaluate the need for
boosters by determining antitoxin
levels and to boost only whea
necessary. This spproech revesled
that Doosters subsequent to the
first one sre not mecesssry pore
{requently than at 2 yeor {ntervain
and that sany of thess boosters can
be avoided. Prior to 1976, yearly
toosters were croutinely glven.
Noderate l(ocsl reactioms (nelude
erythema, edeom asnd {mciUcstion,
All such resctions reach 8 peak in
26 hours, then gredusily subside
ard should be gone at 48 or ot the
et 72 hours. Vhen 3 modereta
{ocal resction occurs, recction of
the dose of easch sudsequant
fnjections to 0.25 ®ml haz been
shown to slleviate the reaction
vithout ({rpairing the antitexin
resporae, farely, on inrdividual
ray hive & resction characterized
by ] deep, paintess,
noninflammatory subcutsneous
induration that may persist for 3
to & weeks. Thess rarely mmssure
more than 2 ta 3 centimeters in

diemeter wnd sre absorbed without
residue.

Modersta of severs

SUPPLIER

The toxoid ts supplied by the U.S.
Army Nedicat Regsancch and
Davelopment Command (USANROC), Ft
Detefek, frederfck, M4, 21701,
Inquiries for toxold should be
directed to:

U.8e Army Hedical Resesrch
fnat{tute of Infectious Ofsensas
(USANRSI0)

ATTis SCROSUIR (LIC NcKee)

Nedical Division

Ft. Detetck, Nd. 21702-5011%
Telephones 301-643-7633
ke
UsS. Ay Xedieal

Development Actlivity
slological Systems
Henagement Olvision
Product Ranager
Pentavalent
(ABCOL)Y
Divisien of Slologics

Ft. Detelek, W, 21702

Heterfol

Preject

sotul fmm Toxoid

-Telephones 301-843-7641

L{43

1, Anderson, J.N. ond CLewle,
8.£., Jr. Clinfestl Evatuation of
Sotullmm foxeids. [q Sfomedical
Aspects of Botullsa.

Press, New York, pp. 233265, 1981

e Cardella, N.A. sotuiinn
Toxoids. ln Gotulisa, Proceedings
of 8 Sysposium. PHS No. 999-FPet,
Publfe Hesith Service, Cincimati,
pp. 1134130, 198k, -

3. Fleck, K. A., Cardelles, N.A,,
snd Geacimger, N,f, Studies on
lranity to Yozxire of

o X, tmurologic
Response of Xan to Puritied
Pentaveient 4,3,6,0,6 Sotulimn

Toxoid. J. Imunol. 967702,
19“. :

&, Stegel, L.S., Human lroure
Resporae te Botulimum Pentavelent
(ABCDE) Toxoid Determined Oy
seytratizstion Test and by an
Entymeclinkted lzmunosorbent Assay.

Jdo Clin, NMicreo. 26: 2351-2356,
1988,

Acadentic .

3016192304~
Teble
Ltocal Reactions to Botulimnm

Pentavalent (ABCDE) Toxold (¢70-88)
Rurber of Leections (X)

injection NHone Noderate Severe®
Nurber or

lajections Kild

1 WP N 3

e A9 133 4

3 19 1@ S
Subtotal 6500 391¢5.6) 12(_0.23

Scoster injectiors

1 107 W %

2 96 S3 S

s %0 28 S

6 8 ]
Unknown 1" e 0
subtotst e 3N

subtotal 2 (89.2) (9.8) (0.2)

Totsl 9267 692 37
Total T (92.7) (6.9  (0.€)
Key

Xone « Yo Reactions:

Nild s Erythems only; odems or
{euration which {s esssurable tut
30 m o less {n any one dlaseter.
Severs = any rescticn Ressuring
mre than 210 ma in sy ome
dlameter or any resction
sccompanied by marked tinftation o
motion of the ara or marked
sxillary mode terdecness.

* WODERATE AND SEVERE REACTIONS AS
DEFINED SY TNESE CRITERIA ARE XNOt
INCAPACITATING,

703 635 8691:% 8 -
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September 5, 1990

Subject: BB-IND 161 - Pentavalent Botulinum Toxoid

Direccor

Center for Blologics Evaluation and Research

Division of Biological Investigational New Druge (HFB-230)
Food and Drug Adminigtration

8800 Rockville Pike
Bethesda, Maryland 20892

Dear Sir:

We authorize the FDA to cross-reference our Investipgational New Drug
applicacion BB-IND 161 vhen reviewing submissions for the same product from the
Departmenc of the Army, Office of the Surgeon General (OTSG).

We algo authorize the Department of the Army, 0TSG. to cross-reference BB-

Sincerely,

~ ) Paul A. Blake, M.D., M.P.H. -
Chief, Enteric Diseases Branch
Division of Bacterial and Mycotic Diseases
Center for Infectious Diseases

ce ©“WN. E. Brande
J. Bacher

ATTACHMENT 2
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I have received your cequest, dated Dacember 28, 19390, and

&eo2

PP P o Moge fons : ;
DEPARTMEN‘I%F HEA.LZ;:&- HUMAN SIRVICES

Publis Heaith Servisa -
FRN to 27— S~ ff/QZvaggz

e
Food end Orug Adminisrerion
Rogkville H“)Zﬁ.n't '

B ¥

ke

Poreesy

Dacenmbar 31, 1990

"‘ini 2“"5 2 e

Enrique Mendez, Jr., M.D. d

Agsiastant Secretaty for Defenss., Health Affalirs ‘
Department of Defense -
Washington, D.C. 20301-1220

Dear Dr. Mendex:

-"

subritted pursuant to 21 CFR 50.23(d), for a determination
that obtaining informed consent is not feasidble for the
investigational agent pentavalent botulinum toxoid vaccine.

In roviewing the justification for your request, I have
considarsd the peztinent factors set forth in the regulation.

‘Basad upen your assessment of the military coperation, I f£ind :

that there ia no available satisfactory alternative therapy
for the prevention of botulism, and I concur with your
assessment that informed consent is not feasible and that

withholding treatment would be contrary to the best intsrasts
of military parsennel.

My datarminaticns expire one year from the dats of this B
latter, or when the Department of Defensa informs tha
Commissioner of Food and Drugs that the specific military

operatiocn creating ths need for the investigaticnal agent has
ended, whichever i{g earliecr.

Singerely, -
28
1d-:T1k.al 2r, M.D. w '

Commigsioner of Food and Drugs
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THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON. D. C. 2030%-1200

DEC 28 1999

ALTH AFrFrAIws

bavid A. Kessler, M.D.
Commigsioner of Food and Drugs
Food and bDrug Administration
5600 Pishers Lane C
Rockville, Maryland 20857

Dear Doctor Kesaler:

Under the -provisions of 21 CFR 50.23(d)(1l) (as
published in the Federal Register of December 21, 1990),
I reguest a detecmination that obtaining informed
conzent is not feasible for pyridostigmine bromide 30mg
tabletg, IND 23,509, because of military combat
exigencies in Operation Desert Shield. This
determination would apply to the use of this drug by
Anerican military personnel at risk of attack with

chemical weapons involving organophosphorous nerve
agents.

, As summarized in enclosure 1 and supported by

{ documentation in the IND £ile, available evidence

. supports the safety and effectiveneas of pyridostigmine
pretreatment, in conjunction with other drugs as
treatments, for this purpose. If threatened with these
chemical weapons, the interests of individual service
personnel and the overall needs of the military service
will require that pyridostigmine be used by all
threatened personnal. No satisfactory alternative
regimen involving investigational or appraved drug
products ig available to deal with these life=
threatening weapons. Undar thaese clrcumstances,
withholding pyridostigmine from any threataened
individual would be contrary to that individual's best
interests, The recommendation for use of pyridostigmine
without informed consent has been concurred in by a duly
constituted institutlonal review board, enclosure 2.

Your prompt attention to this request ia

appreciated. A copy of this reguest i1s being filed as
an amendment to IND 23,509. Should you need further
information concerning this request, please contact

LR T SRS T U
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Lieutenant Colonel Gregory P. Berezuk, U.5. Army Medical
Research and Development Command, ATTN: SGRD=-ER, Fort

Datrick, Prederick, Maryland, 21702-5012, talephone
(301) 663=2165.

Sincaraly,

ignad

Bnrique Mendez, Jr., M.D.
Encldau:es

Ccopies Furnished:

Divigion of Neuropharmacological
Drug Products (HFN-120)
Qffice of Drug Review 1
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Pishers Lane
Rockville, Maryland 20857

O0ffice of Realth Affairs (EFY=-l)

ATTN: Dr. Nightingale
Room 14-95

Food and Drug Adminisgtration
5600 Fishers Lane

Rockville, Maryland 20857
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Memorandum
e JAN 8 lggt |

From Informad Consent Waiver Review Group (ICWRG)

Bublect IND gs.sos - Pyrvidostigmine Bromide 30 mg Tablets ~ ACTION

To Connisaioner of rood and Drugs

The Asslstant Jecratary of Dafense (Health Affairs) submittads .
4 request to you, datad December 28, 1990, for a determinatioms
that obtaining informed oonsent for the aforementioned
investigational agant {s not feasible bacause of the military
combat exigencies in Operation Desert Shisld (Tabk 1), The

Dapartment of Defanss (DOD) provided the {nformatiocn set fozth ...
in 21 CFR 50,23(d)(1).

( Tha Department of Defense belig¢ves that there Las a serious
¢ . threat that Iraq will use chemical or biolegical weapons
against American millitary personnel in the Persian Gulf. In

light of this threat, DOD beliaves that it is thair
:.aponalbilit¥ to provide American militaty personnal thae best
available medical care and other defenses againse such
weapons., BSecause thede weapons can ba lethal, it is essential
cthat sach individual expossd to them receive the beat medical
treatzment available, including pretceathant with -

Ty:idolti mine bromido 30 mg tablats, to enhance that
ndividual's chances of survival, DOD further emphasizes that
the protsction of each individual is aleo {mportant to other
military personnel whoame safety depends on the integrity of
the unit and the abllity of each parson to perform his or her
ansigned vole. If individuals oculd c¢hocse not %o receive
yridoutiintna. they weuld, therefors, not only be

eopardising thelr own life but alsd the lives of othmurse {n
thelr units. Pinally, the success of the military goals of
Qperation Dasert Shield depands in large part on preserving
the health and capabillty of the Amaerican mtlitarf force. for
thess reasons, DOD has concluded that speclal milltary combat
circumstances exist in which it 1ls not feasible to obtain
informed consent for the use of pyridostigmine bromida.



Commissioner of food and Drugs 2

Background

Under the provisions of 21 CFR 50.23(d), published {n the
FEDERAL: REGISTER on December 21, 1990, tha Commisaloner may
deteraine that informad consent is not feasible when the
physician respensible for the medical care of the millitary

" personnel and the i{nvestigator named in the rno'grovido

agp:op:iatn justification and the Commisgleoner £inds that
withhoelding treatment would be contrary to thé best interests

of military personnel and there is ne satisfaQtory alternative
therapy (Tab 2},

A meeting of the Informed Conssnt Waiver Review Group (ICWRG)
was convenad on January 4, 1991, pursuant to the agency's
proceducs to review rasqueats f£from the Dapartment of Defense.
The ICWRG consistas of FDA ctepresentatives and ths Diractor,
0ffice for Protection from Research Risks (OPRR), HHS.
Representatives of the Depactmant of Dafense wers pressnt at
FDA's requesat to setve as 3 ragource to the ICWRG.

Safaty and Effectiveness for the Intended Use:

The Canter for Orug Evaluation and Regearch (CDER) has
reviawed the IND 23,509 submitted by DOD fer use of
pyridostigmine in treating military personnel who are at risk
Qf exposura to organcphosphotus nerve agenss., In additlon,
two classified documeants submitted by DOD were examined.
Relevant portions of IND 23,3509, including the clinical
protccol., are at Tab 3.

There are partinant safety data in both animals and humans.
Pyridostignine will be used b{ tha military at a daily doase of
90 mg, only 15% of the typlcal human daily dosa of 600 mg used
in the treatment of myasthenlia gravis, Efflcacy data are
based wholly on studies in animals. Pyridostigmine 1.2 mg/k9
(twice the hunman dose proposed in Operation Desert Shiaeld)
aftorded vcrg significant protection (over 20 fold) againse
soman=induced mortality in monkeys whan used with a astandazd
oxime=atropine antidote, Extrapolation of this effact to
humans is based on salection of a dose that achiaves a 20%
inhibition of blood acetylecholinasterase (AChZ) in humanas,
which {s the dagree of inhibition attained in tha protasctad
menkeys, The CDER review, dated January 2, 1991, le at Tab 4,
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document 1.

DOD has mada a determination, based on several years of
eivilian and military reseazch, that pretreatment with
pztidocthninc J0 mg tablets three times daily, in combinaticn
with atropine and pralidoxime, given after exposure, will
constitute effective pretzeatment of organophosphorus nerve
agent exposure.

The CDER concludes, based on Lts reviaw of the safaty and
effectiveness data, that pyridestigmine 30 mg tablets, in
conjunction with acropine and pralidoxime, L8 the only
potentially useful pretreatment to reduce movtality attar
exposure to chaamical veapons involving organophospherus necve
agents (Tab 4, documant 2)., Thare is no ethical neans of
carrying out a relevant human cttieacx gtudy. In-the absence.
af human data, there is less than full certainty as to
gy:idontigntno‘n effectiveness in man at the recccmended dose,
Ut the extrapclation from thesus menkey and othet aninal data
is not unreasonable, and pyridostignine has been protactive to
at least some extent in other speclies studied.

Contaxt of Drug Adainigtration

The request for walver from DOD refers to tha use of
pyridostigmine during potential hostilities asgociated with
Oparation Desert Shield. OQparation Desart Shield ls tha name
of the military effort mounted in rssponsa ta the lraqi
invasion of Kuwait in August 1990, -There are numerocus press
accounta that degeribe Iraq's use of organophosphorus narve
agents ag offensive weapons during the conflict with Iran.

The COD beliasves that thare is a serious chrsat that Iragq will
uge chemical and biological agenta, :

The {nstructions for use contained in IND 23,509 describa how
military personnal will gself administer the tablats {n '
conjunction with other approved products, for the traatment of
exposuce to organophosphorus necve agents when the risk of
imminent attack is high (Tab 1, attaohment 3, page 3=16), The
drug will be taken under the order of the corps/division/wing
commander, After three days of pre=trmatmant, the commander
will review the declslion té sontinue treatment for the fiull
twenty-one doses.
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Measures avallable to those at trigk of nerva agent exposure
conalist primarily of barrier protections such as chemical
protective maasks, battie dress overgarments, chamical agent
datection systems and decontamination kits, and secondacily of
antidote tharapy that consists of pyridostigmine pretreatment,
a 30 mg tablet every eight hours, when the threay of exposure
to the nerve agent eaxista, and the administration of atropine
and pralidoxime by injection immediately upon exposurs to
nazve agent, This three drug treatment 48 expectad to enhance
the likelihood that sxposed military persannsl will continue
to breathe spontaneously and not die of respiratory arrest.

The Natuze of Organephosphorus Poisoning

Nerve agents are oclassifled as anticaollneleo:;loiceapaunds! -
hacause they inhibit the enzyme acetylcholinestersse (AChR®), "ol
The thtbitxon of AChE has Been considered to be the ..

Lnitiating faoctor in nerve agent toxlcxt¥. The netve agenta

combine with ACRE to prevent its normal function of .
termtntcing acetyleholine's SACh, actions at synaptle, Fhew
particularly neurcmuscular, junctions, '

Nerve agents include tabun (GA), sarin (GBH), séman (GD), and
VX, The G~agents, daveloped in Germany from 1938 - 1944, are
all highly toxic arqanophosphorus cempounds that are liquids
at room temperature and that resdily vaporize under normal
atmospheric condliticns,

The human lethal concentration,per unit time (LCtyq) for saria
is estimated to be 25 mg/min/mé, This means that
approximately S0V of an unprotected group weuld die tollowtng
ocna minute's Linhalation of air which aontained sarin 2% ag/m
The ccnparative toxiclty of thase products can be ranked as
follows: VX > goman > garin > tabun.

Saquelae from exposura to chemical weapens invelving
erganophosphorus nerve gas agents arve dependent on many
factors, inoluding any actions taken to avoid or reduce the
magnitude and impact of casualty production. Under cactain
¢lrocumstances, lncapacitation and death may occur,

Nature of the Information Diatributed to Reciplents

The ICWRG has reviewaed the information ::5& DOD that ig to be
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glven to all military personnel at risk :or‘expou&ru to
organophosphorus nerve agents, The information is contained-
in the field manual publication FN-263, which lg made
avallable to the reciplients (Tab 8, deoumant 1), and the
craining manual 90~4, for health care Etoﬂlltionlll (Tab §,
" document 2)« The ICWRG was concezned that the taut of the
field manual clearly impllies that there is evidence of
effeotivoness in humans, and requestad that additional
infozmation be providad to all potential reciplents of the
product, A draft {nformation gheet provided by DOD follewing
the ICWNRG meeting has baen modifiad by DOD to reflect out
recommendations (Tab 5, document 3), The additional
information contained in the document will be provided
immediately to all newly trained pacrsons and in a timely way
to all othar individuals. Alsa, DOD agreed to modify-the
fleld .manual at the sarliest opportunity to remove: any
inplicationa that thare are human gtudies that shoyw
effectiveness of pyridoatignuing pretzeatment.

Expiration Date

If you datermine that obtalning informed consant is agt
feasible, thae deatermination will be in_effeot either for a
peciod of one year or until DAOD notlifies FOA that the
exigancies for which it needed the determination na longar
exigt, whichever is earlier.

ICWRG iecommlndatiog

The ICWRG recommends that yeu apfrove the DOD request and
determine that informed consant ia not feasible. Our
Tecommandation is based on the following:

- The uae of pyrideatiqmine pretreatment, in conjunetion with
ascopine and pralidoxime treatment, improved survival of .
animals exposed to soman, Limited human evidence suggests
that the proposed dose of p{tlddltiqmlnt will provide a
level of ansyme inhibition in humang cowparable to that.
achtng:d {n animals whioh vere protectead from scman~induced
mortadLity.,

= Theve i3 extensive experiance in humans with myasthenia
gravia using doses of pyridestigmine muoh greater than
those proposed {n this treatment protocel, and we have no
speclific safaty conaerns with the proposed military dose,

v

v
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- We agree with DOD that w&thhélding.treacmonc from an¥- - -
“individual, based on personal preferance not to receive
the prettaatment with pyridost 2m£nc. could jeopardize the
health and safaty of that individual or other military
pergonnel in the evant of a chamical attack, .

- Ne aqree with DOD that thers is no available satisfactory
alteraative pre~treatment for organcophosphorus aerve agent
CXPORUYS, ) :

~ He have raviewed the field manual FM 8-285, and the USAMRICD
technical memarandum 90-4 that will be distributed to the -
health care profassionals raaponsible for the edycation and:
treatmant of militacy Eertennol. and othar tralning material
that will be made available to physiciany and unit
commanders about organophosphorus nerve agents. DOD agreed
to modify the £i61ld manual at the earliest ocpportunity to
rexove any implication that there are human studies that
show sffactivaness of pyridoatignine pretreatment, ¥e have
alagreavieved the dgcument Countsrmeasures Agsin amical
£ : Additional Ynformation on Fyridostis
dated January 8, 1991, &t will © ) _
parsonnel ahout protections against crganophosphdrus nerve
agant axposure. WNe conclude that with the dlasemination of
this information in that document and OQD's commitment to
update training materials, the essential {nformation on
risks and banefits of reeetvtn? pytidostigmine tablats, the
riaks associated with not recalving pyridestigmine, and the
nature of tha dlsease has been provided.

- The Commisaionar received a statement from DOD that the

EtOPOl!d proto¢ol £or the use of pyridestigmine without
nfcrmed consant has been reviewad by a duly constitutaed

IRB, The IRB concluded that the walver (g appropriate.

« The Deglrcmcnt of Dafense raquest meets the requirements
of 21 CIR 50,23(d). ,
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Tab 1 -~ Letter fyom the Assistcant Secratary of Defenue,
Health Affalirs, with attachments, thuoltzuq a
Vaivor of informed censent, datesd Docamho: 28, 1990,

Tab 3 = Interim Rule Informed Consent for Bunan Drugs and
Blologias; Datermination That Infozmed .Consent Is
Not Feasible, dated December 21, 1980..

Tab 3'~ 1. WR 250,710 Inveatigational New Drug Summary,
Pyridostignine Bremide, undated. :

3. igglizs,soa Protocol Amendment, dated Januafy 2.
Tab 4 = L, CDER Review of Cepaztugnt of the Arny'o thulst~ qﬁvi'
for Naiver of Inforned.Consent For Use of -
Pyridostignine 30 mg under IND 23,303, -

2, Memorandum from Direator, COER to ICWNRG, dated. e e
January 8, 1981,

Tab § -~ 1, rield Hanual "Treatments of Chemical Agent
Casualties and Conventional Military Chemical
Injuries, dated February 1990,

2. USAMRICD Technical Manorandum 50=~4
- Pyridoatigmine, with cover mamorandun dated
ﬁqvemEar 35 1990,
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To ensure operational . .
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modical rccords and to ensure the accuracy

active duty and regerve units so attect:e.d

"Medical ImmunizationiRecord SF;601 in the accepted nedical format

as "Anthrax Vaccine!
be initiated while
accaessible. The Se

tracking.

and "Botulinum Toxoid."™

This action should -
wcords and units gso affaected are still

:Lces should ensure that unit rosters or unit
@ retained for purposes of epidemiological
ion of these immunizations into the

individual’s medica jirecord is considered unclassified

aryy the original records and documents used in
3 personnel immunized during Operations

Desert Shield and Degert Storm are still considered classified

infornation ;and shouji
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Departnants report
liemorandun the stat
above requirament, '
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}d be treated appropriately.

Ha Assistant Secretaries of the Military
me within six months of issuance of this

of actions taken, or upon completion of the

ichevér may occur earliest.

Please identify
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