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THE ASSISTANT SECRETARY OF DEFENSE 

WASHINGTON, 0. C. Z0301•U.OO 

DEC 28 1990 

David A. Kessler, M.D. 
commissioner of rood and nrugs 
Pood and Drug Administration 
StOO Fishers Lane · 
Rockville, Maryland 20857 

Dear Doctor Kessler: 

under the provisions of 21 CPR S0.23(dl(l), as 
published in the Federal Reqister of December 21, 1990, 
I request a determination that obtaining informed
consent is not feasible for pentavalent botulinum toxoid. 
(ABCDB), BB-IND 3723, because of military combat 
exigencies in Operation Deaert Shield. This 
determination would apply to the use of this drug by 
American military personnel at risk of expo.sure to 
botulinum toxins employed as biol09ical warfare agents 
by enemy forcaa. · 

Aa s~mmarized in enclosure 1 and supported by 
documentatio~ in the IND· file, available evideuce 
supports the safety and effectiveness of pentavalent 
botulinum toxoid (ABCDB) tor this purpose. The fatality 
rate among unvaccinated personnel exposed to botullnum 
toxins would be very high and many casualties would be· 
expected. In such a situation, service members who 
became casualties would also pose a liability to their 
unit mission and the overall safety and well being of 
the other members of the unit. Pentavalent botulinum 
toxoia (ABCD&) is currently the only prophylactic 
measure available to persona who are exposed to 
botulinum toxina. During operation Desert Shield, 
informed consent prior to v~ccination with pentavalent 
botulinum toxoid (ABCDEl is neith~~ 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 
institutional review board rencloaure 2) •. 

~our prompt attention to this request is 
appreciated. A copy of this letter is being filed as an 
amendment to BB-INO 3723. Should you need further 
information concerning this requesc, please contact 
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Lieutenant colonel Gregory P. Berezuk, u.s. Army Medical 
Research and Development command, ATTN: SGRD-BR, rort 
Detrick, Prederick, Maryland, 21702-5012, telephone 
(301) 663-2165. 

Sincerely, 

Enrique Mendez, Jr.; M.D. 

Enclosures 

copies Furnished: 

Director 
Center for Biologics Evaluation and Research 
Division of Biolo9tcal Investigational 
Ne~ Drugs (RFB-230) 

Food and Drug Administration 
8800 Rockville Pike 
Bethesda, Maryland 20892 

Office of Health Affairs (HFY-l) 
A~~N: or. Nightingale 
Room 14-95 
Food and Drug Administration 
5600 Fishers ~ane 
Rockville, Maryland 20857 

" 
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JUSTIFICATION FOR WAIVER OF INFORMED CONSENT 
FOR AN INVESTIGATIONAL NEW DRUG 

BECAUSE OF MILI~ARY COMBAT EXIGENCIES 

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

2. IHTENQED usg. 

Pentavalent (ABCDE) Botulinum Toxoid is intanded·as a 
prophylactic treatment in tha prevention of botulinum toxin 
poisoninq (Botulism) for ·service members involved in Operation 
Deaert Shield who are at risk of exposure. A team of specially · 
trained personnel will be sent with the vaccine to train medical 
personnel responsible for the vaccination procedures. This 
vaccine will ba administered by qualified medica~ personnel < 

specially trained in the administration of Pentavalent (ABCDE) 
botulinum toxoid. It is envisioned that the Pentavalent 
Botulinum toxoid will. be aaministare4 aither·in medical 
facilities prior to 4aploymant and/or within the area of 
operation. The method of administration is described in·tha 
Informatianal Brochure (Attachment 1). 

3. Safety of the d;uq. 

Since 1970, almost 10,000 injections of the toxoid have been 
administered to recipients who were su=saquently observed for 
adverse reactions. The rate of moderate and severe local 
reactions was 5.8% for the initial series. The rate of systemic 
raaction waa very low (3.0 %) consistinq of mild symptoms such as 
fever, tiredness, headache, ana muscle. pain. These systemic 
reactions were usually concurrent with the local reaction. This 
vaccine has successfully protected laboratory workers fo~ 25 
years with only minor reactoqenicity and no fatalities. 

4. Ettectiyenops of the d;ug. 

Current available evidenca has shown that Pentavalent 
(ABCDE) Botulinum Toxoid is immunoqenic in humans in sufficient 
quantities aftar the third dosG. Humans have neutralizinq 
anti~odies to the serotypes present in the vaQcine and these 
levels are considered protectiVQ against the BW threat. Althouqh 
no humans have been challenged with Botulism toxin an. 
extrapola~ion of the animal data available suggests that hum~n5 
are protQctad. In experimentc with the toxoid, 30 parsons were 
immunized on a 0-2-12 week intQrval. Antitoxin was detectable in 
80% of the volunteers two weeks after the third dose of the 
initial series. This vaccine has successfully protected 
laboratory workers handlin9 tha deadly botulinum toxins !or the 
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past 25 years. (for additional details see BB-IND-161 and BB-ZND 
3723). 

5. Military comaot exiqeney 

Pentavalent (ABCDE) Botulinum toxoid will be administered to 
all service members in an area of operation who are considered at 
risk to tmminant exposure to botulinal toxins. Pentava~ent 
(ABCDE) Botulinum toxoid will ·ba administered to accomplish the 
military mission and preserve tha health of each service member 
and the safety of the unit of military personnel threatened. 
This will be necessary without regard to what miqht·~e any 
individual's personal preference for no vaccination or an 
alternative treatment, should any individual have such a personal 
preference. 

6. Conaidorotign gf plte;nptiyas. 

There is no alternative prophylactic protection aqainst the 
effects of Botu1inum Toxins (ABCDE). 

7. Nature of ~ha disease or conditign inyolyed~ 

Botulism is a life threateninq disease. 

a • Beat interests gf mil !taz:y perapnn·el, 

Under the circumstances presented, withholding Pentavalent 
Botulinum Toxoid (ABCDE) from any individual service member 
threatanad with Botulism toxin intoxication would be contrary to 
the bast interests of that individual. 

9. Information to be provided to recipients of the IND. 

Recipients of Pentavalent (ABCDE) Botulinum Toxoid will 
receive information from the medical personnel aaministarinq the 
vaccination concerninq the dru;. 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 t~aatmant (prevention) fer Botulism. Additionally, 
personnel receivinq the toxoid will remain in the immediata area 
for 30 minutes aftar racaivinq each dose to monitor immediate 
adverse effects. A 48 hour pest v.accine am examination will 'be 
requested. Vaccinees will be informed that ~hey are to report 
any adverse local and/or systemi~ Taactions that occur within ona 
week after administration of the v'accine. ~See E:C-ZND 37~3 
Informational Brochure, Attachment 1). 

10. Institutional Reyiew Board approyal. 

A duly constituted and desiqnatad institutional review board 
carefully considered the use of Pentavalent (ABCDE) Botulinum 
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Toxoid without informed consent at its meetinq of October 17, 
1990. A copy of the pertinent portion of the minutes of the 
meetinq is enclosed (Enclosure 2). · 

ll. MonutAQturing Information. 

Pentavalent (ABCDE) Botulinium toxoid is.manufacturea by the 
Michiqan Department of Public Health. The supplier is the u.s. 
Army Research and Development command, Ft. Detrick, Maryland,· 
21702. All manufacturing information concerning tha production 
of Pentavalent (ABCDE) Botulinum Toxoid is contained in 
Investiqational New ·Drag Applications BB-IND-161 and BB-IND 3723·. 
BB-IND-3723 contains authorization from the CDC for the 
Department of the Army to croaa-referenca BB-r.ND 161. A letter · 
from the. center for·Disaaae control authorizing the Office of the 
Surgeon General ta cross· reference all aspects of BB-X~D-161, 
includinq manufacturinq information is enclosed (Attachment 2). 
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INFORMATIONAL BROCHORZ 
PINTAVALZHT (ABCD2) BOTOLIHUK TOXOID 

cqsmnuw 

PEMiffilEMT f61C'QCJ IQ!YliM 
TOXQIP AlUMIIUM PIOIPK&TI AQIQ!IIp 
t a • cCIIOtn.tton of ahairua 
PJ\oaphate•ldlorlled toulcl •rtved 
fro• for••Ltn•lnecctvatad, 
Partially PYrlfltd types A,I.C, D[ 
trd I batullrua coaiN. EIQ via 
contaiN 0.0221 fCNW~ldehydt IN 
1:1a,ooo ,,t .. roaal •• • 
preaervatlve. 1hl currently 
dlatrtbllud toaold Ia NIUfiCturld 
by th• Mlchtg~ Otpert~ent of 

(111D) In accardanct wltl\ ttlt 
r~lrlftfttl of the u.s. rood It'd 
Dtul Achtnl•tradon UDAl. It .. , 
~ tdllnlattrld under the 
a~rwhiGft of Cf.aallflld ..dlcal 
perawrw~. 

fre~~ aniNl ezpert~~~nca. 

1ft eaperhwntl vltk tl\1 original 
lot of toxoid C2,1), JO peracrw 
were IIIU\Ittd on a Q•2•1Z week 
ICMcN&e. Antltmdft tlttra Wf"e 
dlt.ctu\e ffW aU S typea of toalft 
1ft atao..c 801 of tbe YOlY\ttltS z 
veeka afttt tha thl~ dose of the 
Initial ttrltt. only a .-.lL 
percent e .. lltd ... aurable t I tart ~ 
one year, Just t.fotl tha booltera 
were tlven. !leht VMta after the 
booaten, 1001 of tha rectpltftCI 
'ld me11ure~l• clttra to a\l 5 PubliC Kealt~. . 

Admfnfssrat1en •ad D2''1' 

SMAll WEL\ before ~~~~~~~~ 11~ 
dose. Actltnfttlr O.S Ill of VICCIM 
ow(a c:Mep 1\A:DitanMUa CnJtetiMJ do 
noc tnJKt l"trtcutlftiOUily .,. lftto 
auperflclal etructur... Yacclfteel 
wlll r~lft tn the area·~r• t~t 
vacctn~ 11 Mllftltter.t for N leaa 
\hlft JO alnn• aftat' recelvl,. 
each ... to IDftt tor I...Siate 
.twerat effects. A 41 hour ,._, 
VICCII'II ,,_ tlllllnaltan t& 
deatra~ll felloMiftl eacb 
fnaculatlon. _Ytcel""' _.auld be 
f 1\f or• thac '"" era to ,..,, 
any tetter•• locaL 11'111/w ayat•tc 
rtact icn that occurs vlthlft ON 
week IUbtequent to t~t 
edmtftlatratlan of the vaalrw. "" 
ffrsc InJection I& teprnented tJ, 
w••k o. there Ia 1 Z veek·lnterv.L 
betWtft tl\t Hrat n aecotld 
'nJ.cttOf\ lrd a IZ 111ft Interval 
betwttft. the flttt IN thll"d 
Inject tOft. 

2. The · toxoid ai\GUl4 bl 
acillnlsterld only 'o htll thy 111ft 
and tiCIIIIft t.twtft the 1111 of 11 
and 6S yeara, atnce lnvtttleatlonl 
haw been cord&led txcLualvely tft 
thiC poru\tUOft. 

J. trnnt"'iX• Tl\e effecta of 
ecblnt&traUOft of the toxotd durlftl 
preenancy have not betft 
l&tabltahtd. Oeta are nat 
aval latalt on the aafacy of 
pentavalent botu\ 111.11 tuold fot 
tht •-..toplftl fltUI. ttlert ahaulcl 
be no rhk to the fetus frCR the 
product Itself because t~t tGxold 
COfttahw only tNCtlvaud procelft. 
Mowever, a theoteticaL rlak frcn 
aware a\ltt'tl• rtHtlon or 
aNt*ttaxla ... exlat. the 
lncl~t of IIVtrl IYit .. tc 
reHtt.,. 1\aa bam latr .. ly \w tc 
c ,1, 1ft prwl- rectpllfttt CNle 
ard feN\e) of 'tMI "acctne. 1ft 
COfttrlll, t~t rt at to tile 
*"lGPI"O flt\11 Gf botuUIII •• 
pteblbly cedldtrabtt. 1bt toaolcl 
'"-''d bt ''"" only to t~OM 
pera- detftld •at rt ak• to 
tapaaurt af BotulinuM toalft. 
T~erefore, '" a ~ltl\•rtak 
thuadon, ptiQNtw:Y ahauld [!!1 t. 
CCiftltdtriCI a conttalftdlcaUCift for 
vacctnattOft vllll batullnua 
pentavalent tosotd. 

lt\1 ClaL Vlcclnattan Strleat Q.,S 4. Mo 0t11 thauld bt ICftlnCattred 1 
al. deep t~ute,....ly at 0· aeccrd or al.tal~t boo& tit 
2•,Z Wttkl. hrm.ntuUon \1\ltll \abaratory tiU 

~eva 'hown antitoxin type 1 aftd or 
rtrn loosttn O.S 111. d .. p £ to be bl\ow • uttdec:tory level. 
subcutaneously t2 ~t~l after 
thl ftrat tftJtctfOft of tl\t ln\ttal 
serht. 1MMUMOC(M1e1TY 

typel. 

Slnca fnhlatlnt the requlr-.nt 
for detenalnlna antltoaln Lcvela In 
rulpltnt& o.. for bcoltera, the 
IIIU'Oitnlc:lty of tt\t toaolcl In 
h\NM t.aa belft reafflf'NCt. (CnlY 
tnaee A, I atr/Uor I antUO&IN are 
roudnely •••ua-'.) \1\lte the 
afttite&ift tltera attal~ after tht 
Jrd lhoc of the il"tlal aert .. are 
\ltely to decllna tn 1 .. ,,,, of a 
few -.till, those establlatlecl after 
the flrat boolcer are telaUYelY 
a table. w ,..,..uy para tat Hlwe 
the •cectallle lnel for at leaat I 
yeara. A clttr •f ,,,, co.,S•O.SO 
IU ~ntttoxlft per •l.) for elthtr I 
or I antltoalft ta canaldcred 
tattafaccory fw dtflt'rt~ . 1 
booater for 2 mr• yta,.. Afte.
ntl\aei ina aett freD 1as rec:lplent& 
tat• in \986, '"' and t9U ~o 
wrt cNI for boolttr, 11 (431) \ltre 
abla to poatpgn~ chaa. 

Rtce~pt of eat:ft vaccine doat "ill 
be recorded in th1 lndtvldutla 
perNnent vaccine fHt. 
AddttiONJUY. 1 subset of approx, 
'00 vaci~•• rtcttow~~ each oweceine 
:·.:::lot ail\ t:e grosoectivtly 
ident\1i~ ior monttorin; by a 
~5~card·bastd queatlone(rt. 

PI!CMJI I 0141 
1. Botu\1~ toaoid is not a 
l fcensed prcd.Jct ard C. dhtribJted 
a1 an lnveati~aci~l M~ Drut 

E&perttnce wtth pensaveltnt 
botul I tUft toao\d 1\11 'hoo.~n theu 
(A) tc h •fhcttve In prouctint 
entNlt egelnu lnuaperitonul 
thatlen;e with t;a;n, of c~t .. 
.a.,a,t,o, and 1 of ct~urf!:Hyn 
tatulil"un. (I) tl'le serU'II ant\tax;n 
ltvt\' \n ani~l' as dttarmtn.o by 
~• pfottcCIOft teata correlact 
w\th prot.etlve aectvtty • and (C) 
tht toui.. ti'\VcO.Icld lMo tnen 
producet leowtlt of ~titoatn 
thouvht to bt prot.cttve •• Judted 
trt utrepoletton of d.aca ~ri"Ad 

tt.e ll'lft.I"W))tnt c tt h a t" llUMN of 
tl\t two NV lou of toJLotd (\.ota 
A•2 ard I•U ard of tl\t orlttr.al 
lot (181) ~•r• •••esaed by the u.s. 
11"111 ICMill' RIIIII'CJ\ ln&tlt"tl for 
Jnftcttoua Olseeses (US~IIID) and 
U\t resvl u art avaiLabLa for 
c~rhon (1). the C'rPi I 
antltoatn \evela ettain.d aftar the 
lrd tnJeetton of cht nev \ota wwrt 
tl;nlflcantLY h(;her for tht 
origiNL lat. 

In \988 USAMit tD e-weluated 
im~uni&ed lndtv,duals for 
n.utrallztng ancibodl11 to type A' 
1 botu\;num to1ins. Afttr ~~~ 
Pr;m.ary ser;es c;lX had 1 t..,..;:e A 

tttar , o.oa IU/ml, end 781 type a 
thee -, 0.02 1U/11l. After th• 
ftPsl -bootttr all tndivici.Jalt 
ttat.a htd 1 damonstrabl• ttcer for 
l~ A ' I (4). 

ATTACHMEN! 1 
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l£AtUO!fl 
SUPPllfl table l ·· Since \970, •l.att 10,000 

. InJect torw of \he toaold haw bHft 
: ~lnhtered to netptenu ...tlo wre · 

sl.blequent l y ob&arved for tdvene 
reecttont. The nte of toderate 

The toxoid 11 1uppLI~ br tht u.s. 
A~ K~lcal lt&aar~ and 
Dtvtl~t C~ (U$~ROC), ft 
Dettlct, Frldtrick, ~. 2\701. 
l~lrha for toaald ahoul-' be 
directed to: 

local ltactl~ to lotult~ 
P~tavaltnc (AICDf) Toxold (•70·18) 
Kumber of lcectton. (I) 

·~ awere loetl n•ctCona "" S.ft 
lot tht lnltt•L aertea of ahatt and 

tnJeetlon Wone Modtr1\e Sovera• 
MIJ'Oer or 

10.71 fot bootttr ahota (Table 1). 
1ft ec:JdlttOft, thiN Wll I lCM 
lr.:ldml:e of eyat•lo ructiON 
(J.OI) for botb t~t tnltla~ terlta 
1n1:t tht booetet 11\ota. Tl\t 
,,_tMic rtKCtOft •r• e-ra\ly 
at ld CCN~Itiftl of · fnw, 
Urtdnals, heedecht, aNI 1\aclt 
pelft. Syat•lo retetl- . ...,. 

tnJ"ttona Klld , 
U,l. 1,., Mldlc•l letttrcb Z 
lnatttutt of lftftetl- o I • • •••• 3 
·(USMIIIO) 

90 
\SJ 

'" 
J 

' 5 

AtTII IGIO•UIR (LtC Mcrte) 
MedicaL DlvitiOft 

swtotal 6SOO 

often ~onwrrent wl Cia locat 
ttt~tlone. Modlrate ot ,...,_. 
ayet•to reKtlons ·~ anert local 
reactiON are not anttclpitM• 
Because of '"' dacunlnted lnor•••• 
tn reacUon1, new loca of toaotd 

· Ft. Oe&rtct, Md. 21702·50\\ 
Ttlesillfttt 10t•661•76SS 

·•· ' z u.s. A..., Medical M•terttl 
s 

PreJect 4 
~ 

laotter ln)actiCN 

1079 

''' 290 -, "' SJ 
21 
T7 
2 

,, 
s 
s 

' Q 
..ere ~Kturld fn . \m, but 
dt&trfbution of t~e orlthwl lot 
wa1 contl"'*' W\tU '91'• A rtctnC 
report on 1 very UahMt ltUift' on 
the ttactoetfltelty of the new lota 
of toxoid lndtcatld that th-r are 
probltlly ra leta reutotllftlc ttlM 

D..,.los:nilnt Activity 
ltolottctl Syac••• 
ICiftll-' Olvltlon 
ProdYct .-..,..., 
Pefttavalent lotullraa Toaoi-' S\obtotll 2749 30, 25 

(O.Z) tAICOI) Subtolt\ S (89.2) ,9,1) 
DlvlsiOft of llo\otlct 
Ft. Detrick, ~. 2,7DZ 

.Te\ephOftl& J01•66S•766t 

the pravfoua lot '''· Noting t~t 
Mthtr trw:t~t of toea& nacCICN 
followtn1 tubl~nt yearly 
taoalttra thlft foUwlnt tnl Utl 
aerltl ~Mea, It -..a •...t 
tdwlee~lt to avalUI&t tbt ~ for 
booster• br dattralnh'l ~ntltoatn 
level• Mit to baa&t only ..._. 
IWCIIIIrye TMI approech tiYellld 
tl\ac boolter• • ..-~ to · tt&t 
U rat cnt are .. , twe•aery .,.. 
fr~cly than ., I yeer lntervala 
ltd tl\ac -. of tl\nt boolten can 
be evotded. Prtor to t97&, yearly 
booatera wrt rauttnely tiYift. 
Madeta'e local reac:tlON trochl:lt 
eryth~, ~ lftd C~atlan. 
All lu=ft reteti~ reach a peak tn 
U· hour a, then trldull ly '*'* 
ard 11\ould bl 10111 at 41 or et "'' 
I'Oit 72 1\CM'Ie '-"tft I -..dtratl 
\oc1l reaction occuta, r.O.Ctlcn of 
tht dolt of tiCA t\bl~t 
lnJecttcn to O.ZS •' h11 bMft 
lh~ to al\ev,aca the rtection 
w'\h~t (mpaitl"t the antltoatn 
respanse. lately, an trdl'ficial 
,.., ha-we 1 nact tan chtrtcttrhli 
by 1 deep, patn\ttl• 
~on\nf\ammttory subcutaneoYt 
fnduratton that ~Y pcrtilt for J 
to 4 ~••ka. Thttl rarely ~••urt 
were thaft 2 !G 3 cent INters tn 
dl o~ur and are absorbed vl tl\~c 
ru;o... 

Rlfi!EICEI 

1. &tdenan, ~.1. and Levit, 
1.1., Jr. Cl lftlcal ~valuaUe of 
lotuL IIUI 101otdl. J.Q II ..Sica\ 
Aapeota of lotu\ I sa. &cldelltc . 
Prest, IN York, W• ZSJ•l", \tat 

1. Cardel\a, M.A. Botulinus 
Toaol•. 1A lotut lu, Procetdll'llt 
of a l~t~ PHS lo. 999•rP•l, 
Public Mtel~ lerwtce, Clnct""'''• 
PP· ,,,.,sa, '"'· 
S. Ftock, a. A., Cardlllt, M.A., 
and cearl"'tti 1,1, Stu:tlH on 
IIIU\'ty to toalN of ctnsrtdhp 
bqtylfru!• II. 1~\otto 
Response of •~n to Purtfttd 
Pentavalent A,I,C,O,I lotultn.n 
toaotd. ~. IIIII.N\. 967•70Z, ,961. 
'· Slttt~, L.s.. Human Immune 
let~t to latull"""' Pmtaveltr\l 
(AICDE1 to1otd Dcterat~ by a 
IIINtral tnthn flat and by '" 
£nz~·~tnt~ lmmunosorbent l&say. 
~. C\ln. ~tcra. ~: 235,·2356, 
19M. 

Tota\ 
Tota\ I 

J:rt 

92'7 69Z 
(92.7) (6.9) 

vcne • Vo leactCont· 

37 
(0.4) 

Mflct • EtythecM OftLYr .-... or 
Crowallon ""'~ 11 •••welt M 
30 m ot lc11 In MY Oftl cn .. ter. 
Severt • an, fiiCliCift NIIWtl'l 
... tt\lft 2,0. .. '" tiff .. 
dlaHttt or "'' reacsloft 
accOft'OMIM"' NtktO \ laltatton ... 
mCICI\ of tilt Ita Of" Nrkld 
aall\ary node ttndarnest. 

• .-oDEIA11 AX~ IMRl lEACilCICI AS 
DEFIIIO IT TK£11 CliTEIIA All rot 
IIIC.UACITATIKO. 
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September 5, 1990 

Subject: Bl·lND 161 • Pentavalent Botulinum Toxoid 

Director 
Can~er fa~ Biologics Evaluaeion and Research 
Division of !1olo&1cal tnveat1gacional Nav Drugs (HFI·230) 
Food an4 Drug Admlniacracion 
8800 loc~ille Plka· 
Bachasd&, K&z:ylancl 10192 

Dea~ Sir: 

~e auchot:i:e the FDA to cross-reference our !n,•eacigational ~ew Drug 
a~plicac1on !&•IND 161 vhan reviewing submissions for the same produc~ from the 
Departmene of the A~y. Office of the Surgeon General (OTSC). 

Ye also authorize the Department o£ the Army, OTSC, to croaa·refarance IB· 
IND 161. . 

ce ~- E. Brandt 
J. Bacher 

Sincerely. 

Paul A. !lake, M.D., M.P.H. · 
Chief, Enteric Dtseaaaa Branch 
D1v1aion of Bacterial and Kycocie D1aeaaes 
Canter for Infectious Diseases 

ATTACHMENT 2 
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DEPARTMIN1' Of HiALTH 11.

1H1JMA'N1ilfic1S 

Oacamba~ 11, 1990 

Enrique Mendez, Jr., M.D. 
Aas1atant secretary for Defenaa, Health Affairs 
Department of Defenae 
Waahington, D.c. 20301~1220 

I have reaeived your requea,, d&tld Dea1mb1r 28, 1110, and 
lubmitt•d purauant to 21 crl 50.23(d), for a determiDatlon 
cbat obtain1nv in~ozae4 aonaent 1a not feaaible ~ar the 
invaati;ational agent pentavalent botulinum toxoid vaocin•. 

. 
I 

... 

. . 

In reviewing th' juac1!1cation !or your requeac, l have .. 
canaid•r•~ tbl plrtin•nt faotor• ••t fartn in tne re;ula~ion. 

·aaaed upon your •••ea1meDt of tbe military operation, 1 rind 
tbat there is na available aatiaeacta~y a1ternat1v• the~~PY 
far ~he prevention o~ botulism, and I concur with yaur· 
aaa•aement that informed con1ent i1 not feaaible and that 
withholdin; treatment would be contrary to tha beat interests 
of military P•~aonnel. 

My datarm1nat1cna expir• one y•ar frcm tfte date ct thia 
latter, or when the Department cf ~afenae in!crma tha 
eomm1saioner of Food ana Druga that tfte apec1f1c mil1ta~y 
operation creatin; the need ~or the lnvesti;aticnal a;eftt haa 
ended, wnichev•r ia earlier. 

~~ly, . 

(~~-.(~~ 
Ccmmiaaicner of Foe~ ~nd Dru;a 

.. i 
·~ . 
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• THE ASSISTANT SECRET ARV OF OEFENSE 

WASHINGTON. D. C. 2.0301·12.00 

D£c 28 1sao 

David A. Ressler, M.D. 
Commiaaionat of rood and nruga 
Food and Drug Administration 
5600 Piohers Lane · · 
Rockville, Maryland 20857 

Dea~ Doctor Keasler: 

703 614 3537;# 2 

Qnder the·provisiono of 21 era S0.23(d)(l) (Aa 
published in the Fede~al Register of nooember 21, 1990), 
I requeBt a determination that obtaining informed 
consent is not feasible for pyridostiqmine bromide 30mg 
tablets, lND 23 1509, because o~ milita~y combat 
ex1genaiea 1n opera~1an oeaert sn1eld. Thia 
determination would apply to the uae of thls drug by 
Amet1aan m1l1tary personnel at r1ak of attack w1th 
chemical weapons 1nvolv1ng organophosphorous nerve 
agents. 

Aa summarized in enclosure 1 and aupporte~ by 
documentation in the IRD file, available evidence 
supports the sa~ety and effectiveness of pyridoatiqmine 
pretreatment, in conjunction with other drugs as 
tteatmenta, ·for this purpose, If threatened with these 
~hemical weapons, the interests of individual service 
personnel and tha overall needs of the military service 
will tequire that ~yridostigmine be used by all 
thraaten~d paraonnal. No satisfactory alternative 
re9imen involving inv~atigational or approv~~ drug 
products is available to ~eal with those life
threatening weapons. Ondar thGae circumstances, 
wi~hholding pyridoetigmine from any th~aaton•d 
inaiviaual would be contrary to th•c individual'a best 
interests. The eecommen4ation fer use of pyridostigmine 
without informed consent has bean conc~:red in by a duly 
constituted institutional review board, enclosu~e 2. 

You' prompt attention to this re~ueGt is 
appreciated. A copy ot this request ~s being filed Ga 
an amendment to IND 23,509. Should you need eurther 
lntormat1on concerning this request, pl~aee contact 

• n 

·' 
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Lieutenant colonel G~agoty P. Barazuk, u.s. Army Medical 
Rasea~ch and Development Command, ATTNt SGRD-HR, rort 
Datrick, Prederick, Maryland, 217~2-5012, talephone 
(301) 663-2165. 

Sinocaraly, 

Enrique Mendez, Jr., M.D. 

cop1es ~urn1shed: 

D1V1aion of Neuropharmacological 
Drug Products (HrN-120) 

Office of Drug Review I 
centet for Drug svaluation and Research 
rood an~ D~ug Administration · 
5600 Pisbets Lane 
Rockville, Maryland 20857 

Office of Be•lth Affairs (HFY-l) 
ATTN: Dr. Nightingale 
Room 14-95 
Food and Drug Administration 
5600 Fishers Lane 
Roek~ille, Maryland 20B57 

c 



To 

DUAJtTMINT Of HIALTB a HtJ~ SUVlCU 

Memorandum 

commiaaio~tr of rood and Dru~a 

'fh• Aeaiat.ant Sear•tary ot De1!tnae (Health Affa1ia) ·aubll&it:t••· .. 
a requaat to you, datecl Dectllber 21, 1geo, far a d•t.•t•inatiODH · "'.· .. 
that obta1~1nt informed oonaent COl tht a!ore•ent1aned · · · ' 
1nvesti;at1ona1 &9•ftt 1• rto~ eaaalble blcauae o! the mil1tary 
e2cmbat •x1gencita in Operatlon Oeaert· Sh1el4 ('fab 1). The 
capartment: of Dtf11n11 (DOD) p.:ov14td th• lnformatioft ae\. toct:b. · ~ .. . 
in 21 en s0.23(d)(l)• ... .. 

Th• ~epartment oe OtC•na• btlievea ~hac thert la 1 eer1oua 
thr1at that Iraq wlll ~•• cnemical or biolc;ical weapona 
a9a1nat Amlrican military personnel 1n tht Persian Gulf. In 
l1g~t oe th11 threat, DOD bel11YII that Lt 11 their 
reapcnaib111ty to p~ovidt American m111tary peraonnal the beat 
available medical care an4 oth•r deCenaea againae·.euch 
weapon a, aeca\&at tne•• w•arn• ean ba .le~nal, 1 t .·ia ••••nti.al 
t:hat each 1n41v1dual. exP911 to t·h•m reoe1ve the ~tat mtd1c&:L 
tr1atment available, 1nclud1n; prttreatmtnt with : 
pyr14oat1qm1n• ~rom~d• 30·mt tabl•ta, to tnhanct that 
1n41vidual' a ohanc11 at aurv1val, DOD ~urth•r empnaaiaea· that 
th• proteatian o~ each 1n41v1dual 11 1110 1mport&n~ to otntr 
military per1onne1 whowt 11tety dtpenda on th1 inte~rity.ce 
the unit an4 th• lb111ty ot eagn person t~ p1l~orm h1a or hi~ 
a1119ned roll. If 1n~1v14uals.ooul4 choc•• net to raaeivt 
pyridoati~mtne, they wou14, therefort, not only b
jeopar4iain9 their cwn 11ft but 111~ the 11vte oe .othe~• la 
their unita. 11n111y, the 1uaceaa of the military 9oal1 o~· 
Operation Otstrt Sh1tl4 4eptnda in larQt part on preaervin9 
the healtn and cap&billty cf the A=•rican mllitarr· ~orca. ror 
the•e :•aeon•, COD haa ccnolude4 that, ap,c1al mil :tary comb&t 
aircumatances txiat in ~hicn it ia not ~eaaible to obtain 
in~orme4 cona1nt tor tn• ~•• cf pyr1doat1~1n• bromide. 



. ' . 
co=miatloner o~ rood and Druqa 2 

sackgroun4 

Under th4 proviatona o~ 21 CFR SO,ll(d), published in tha 
rtDZRAL REGISTER on December 21, 1990, tha Commiaa1oner may 
41ttra1n• that 1n~crmad coneent is not ftaaiblt wh•n th• 
phyaioian··rtapcnalblt ~ot the mtdJ.cal care a~ tn• military 

· personn•l &n4 th• inv1ati;1tor named in the tND ·provide 
appropriat• ~uati!!.cation and the·commieaionet f:lnda that 
withholdin; trl&tment would be concrary to thf beat int1reet1 
of military peraannal and ther• ia no aatiafao~ory alternativ• 
therapy (tab 2). . 

A me1tln9 of the %n~ormecl Conltnt Wal·v•r Rev1ew Group c"ICWRQ) 
waa conven•d on January c, 1991, pur1uant to th~ aqenoy•• 
prcct4ure to review requeata frcm the oapartmtftt. o~ Defenae. 
Th• tCWRQ COftliltl oe rDA ·repreaentat1vaa.an4 the Dirlctor, 
o~ftce tor Pro~•ot1on from Reaearoh lllkl ·(OPRR)·, &HI. 
RepreaeGtatlvea of the Ctpartm1nt ol D•!enae w•r• pra••nt at 
FDA 11 ~14UIIt to llfYe &I a riiOU~CI to thl tCWRG. 

Sataty 1nd l!fect1v•nesa ~or th• lfttend•d Us•• 

~he-cent:e~ ~or oru9 Evaluation and Raaeaccl\ (COER) has 
reviewed tne· tND 23,!09 submitted by DOD tor uae oe 
pyridoat1;=1ne in trtatin; military peraonntl wha·are at riak 
o~ exr.a\lrl to or;anophoapna·rua nervt··&c;tnta. ln &d4it1on, 
two c aa•1!1td documents •ubmitted by DOD w•r• examiood. 
Relevant portion• o~ tND .23,509, includin; the clinical 
prctoccl, are at Tab 3. 

There at a pertinent: •alety data in both a·nim&l5 and human•. 
Pyridc1ti;mine will be uaed by tha military at a daily dose a~ 
iO m;, only 15' oC thl typical human da1ly dose a~ 600 m9 uat4 
in the t.:a•tment of myal~heni& 9·rav1a. !~~1c:acy data ar11 
baaa4 wholly on atudita in animala. Pyridoatlg=ine 1.2 mg/k9 
(twial tn• human doae propoaed in Optraticn Deaert Shitl4) 
atear4td Ytry 1i9n1e1cant protection (over 20 ~ol4) a~a1n1t 
1oman•inducad mortality in monkeya when used with a lt&nda:d 
oxime••trop1n• anti~ote. !Xtrapolatlon o~ thia efteet to 
humans it =&aed on selection oe a dose that achieves 4 20' 
inhibition oe blood lcatyl~holinaateraae (AChE) in humans, 
whieh 1• th• da9ret of inhic1t1on attained in the p:oteated 
mQnk•Y•• tha COER rtview, dated J1nuary 2, 1991, 1e ~t Tab 4, 
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dacument 1. 

DOD hAl mad• a dtttrmination, b&aed on aeveral ytara oe 
civilian ~nd military resaar~h, that pretreatment· with 
pr:idceti9M1ne 30 mg t&blttl thr1e timea dally, ih acmb1nat1cn 
w th atropine and pra11dax1mt, given a!ter expoau~e, will 
aan1tit~t• elfecciv• pretzeatment o! organophoaphorua nerve 
a;ent eJCpaaure. 

~he COER conc~udea, baaed on it1 review of ~h• aa~aty an4 
afltottv•n••• data, that pyridcati9min1 30 m~ taoleta, ln 
coajunc~ion with 1trap1n1 and pra11dox1m•, 1a·th1 only 
potentially useful pretreatment to r1duc• ~orta11ty aft•r 
expoaur• to ohtmioal weapon• involving or91na~ho1pborua nerve 
a;•nta (Tab 4, docwae11t 2). There i1 no ethical·.•••-"• o~ . 
carryin9 out a relevant human t~!leaoy 1tudy. tn~,ha absana•. 
of human data, tbtrt 11 ltll thaft ~ull cert&1nby 11 to 
pyr1doati;.cai.ne'• tt!eoti·••n••• in maa at the rtccramen4ed dalli 
but the extrapolatlon from rhtl\ll monkay and othti animal data 
11 not unrtalonable, and pJr·i4oati;m1n• h&l been prot:aot1v• ·t:o 
at lta1t acme exten.t in other epec1ta etu41acS. 

Cont•~t o~ DCUI AdmiA11t~allOA 

The request ~or waiver from DOD refers to th• uae of 
pyrido1ti9min• ducin; potencial hoetilitiaa aaaociated with 
Oparaticn oeeert Shield. O~atation Cesert Shield 1a tha name 
o~ the military e~fort mounted in raaponae ta the traqi 
invasion o~ Kuwait in Au;ust 1990, -Ther• are numerous p~••• 
acccunta that dtacribt rraq's uat o~ or9ancphosphorua nerve 
a9enta at of~tnsiva wt1pona durin; the can~liQt with Ieart. 
The OOQ beliavea that thara i1 a aer1oua chraat that traq w111 
uae chtmioal and biolo9ica1 19enta. · 

The inat:uctiona tor uat c~ntained in INn 23,509 d~1crib1 hew 
militAry pereonnel. w111 ttl~ adminilter the tablttl in · 
conjunction wlth othtr ~pproved produgts, for the tr1atmtnt ot 
expo1ur1 to cr9anopho1phoru1 nerv• a;tnta when tht riak o! 
imminent attack ia h1gn (Tab 1, at~achmant 3, paQt 2•1&), The 
dru9 ~ill be taken under the order o! tha corp•/d1vilion/w1n; 
comm&nder. A!tet chrtt d&yl o! pre•treltmant, the aemmander 
w1ll raviaw the 4eciaion to oantlnut treatment ~or the ~ul1 
twenty•ont doaea, 

" 
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commiaaioner oe Poo4 and oru9a 

Meaaurea AY&1l&ble to thoat at risk ol nerve agent txpoaure 
conaiat primarily oe barrier protections aucn a• chemic•~ 
protactiv• maaka, battle 4reaa ovtr9armenta, chtm1aal a;ent 
dataction. ay1tenaa anc! decontami-nation kita, and ~·ec::ondarLl'. o~ 
antLdote th•rapy that aonaiaea of ~yr1doat19m1ne pr•trtatment, 
• 30 119 tablet: •v•rr e1;ht nauta, .. ,d,en the · th"••- o~ expo1uzi• 
to tbt nerve atant axiata, and-the adm1niatration of atrop1n• 
an4 prali4ox1mt ~Y inj•otion immediately upon axpoaur• to 
nerve a9ent. Th11 tnr•• drug treatment 11 txpectl4- to •nhanoe 
the llke11hoo4 that txpoaed military peraannol wi11 continue 
to brtlth• apontaneaualy and noc dit o~ reapir•tary arrtat. 

Ntrv• a;ents are olia•1f114 •• ant1ohol1neateraae! acm;ound•· 
~•c•u•• they inbiblt the tna,_. aoetylaho11ntlit~••• (AChl), 
'l'hl 1nl\1blt1on af Aehl hal been coneldtrecS· to b• th• .. 
1n1t1atinq ~aator in nerve a9enc tox1o1ty, The nefYt a~enta 
combine with AChl to prevent 1t• normal eunation oe 
term1nat1n; ~oetyloho11nt•a (ACh) aationa •~ IJDiptio, 
p•t~icu1ar1y neurcmuaoular, 'unot1on•. · 
Ne~vl &9•nta 1nclude tabun (GA), aarln (QI), acman (GD), and· 
vx. The a~a9ent1, 4evelop•4 in Germany erom li38 - 1944, are 
111 hiqhly tox1a ar91nophosphcrua compounds that a:e liquids 
&t roam temperatur• and that rea41ly vaporize under normal 
atmo1pneric cond1ticna. 

Th• humac 1•tna1 concentration2per unit time (t.Ct!o> ~or 1ar:in 
11 tatimaced to bt 25 m;/=in/m •. ~hie mean• th&c 
apptoxlmattly so' Qf an unptottcted .ircup would d1e !ollowinc 
on• =inute•a inh&lltion o! air which containtd aar1n 25 m;/m~. 
Tha comparative toxicity of the•• prcduQtl ~an be ranked aa 
!ollcw•a vx > acman > sarin , tabun. · 

sequelae from expcaut1 to chtm1oal wea~on• invo~v1n9 
or9anopnoaphoru• n•rv• 911 a~enta ar• dependent on many 
!actora, inolu41n; any action• taktn to avoid or re4uoe the 
ma9nitud• and impagt ol caau&lty ptod~ction. Under ctrtain 
ei~eumatanc••• incap&o1taticn and death may cccur. 

Natur• o~ tbe %nform.t1oft Distributed to Reaipienta 

"' ~ht tCWlG haa reviewed the intermation from OOD that ia t~ be 

.. ... 
. ··~· ..... 

• it t.,.•• 
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c;ivtn to all za111tary p.-taann•l. at r1ek fot ·•xpo•~rt ·tci 
or9anapho1phorua n•rve a;lnta. ~he ln~oc=ation 1i contained• 
in th• ~1eld manual publication PM~2&S, whiah 11 mad• 
availabl• to th• r•ai~1entl (Tabs, doaum•nt 1), ~nd the 
crainin9 manual 90-4, for health care pro~1111onali (T•b 5, 
4oou=ent 2) • 'rhe lCWI\0 waa oonatrn•d that tha t11t of·- the 
~1e1d manual clearly. iap11•a· that there 11 •v14enee o~ . 
•!!totiv•n••• i.n huaa.ana, and reque1t1d that a4dlti~ona1 
1nfc:-..t1on be pro'lidl4 to all potential rea1pient·a of t:ht· 
pr:o4u~t. A draft lntcfmatian ahea~ prav.t.dec! by DOD fo1low1nt 
the %CWIG me•tlne haa ba•n modif1t4 by DOD to reelect our 
re.comm•ndationa (fib s, 4ooum•nt 3), the. t4dit1cna1 
1nforma,1on contained in the 4ocument w11J. b• prov14e4 
immedla\tly to all newly tralntd perecna and 1n a timely way 
to a11 cth•r indlv14uala. Alao, DOD aor1td to mcdlfy~tht 
!1tld.manual ·~the l&t11tat opportunity to ramove·aoy 
imp11ca.t1ona that th1re ar• a\uman atud·ie• that aho;. 

,/ 

e!feativeneae a! p~r1doat1~mint pretrta~en~. 
• • 0 ,. •• ~ ;."'!:~ 

bpll'atlaa Dat:e 

tf you dltarmiftl that obta1n1n; 1n~o;mt4 eoca•nt 11 not 
feasible, th• determina~1on will be 1n~eeteat e1th•r ~or 1 
period of en• year or until DOD not1eila rDA that the 
exigenciea !or wnicn it n•eded ~~· dttermlnltion no 1on9tr 
exiat, whichever 11 earlier-. 

tCWRG Reoomm•ndatiog 

~h• ICMIQ recommend• that you approve the DOD rtqueat and 
determine that informed cona•nt ia nat ~•aaible. our 
recomm1ndat~on 11 ba••4 en ~h• fo11cwin9• 

- 1he use of pyri~oati~m1n• pretrt&tmtnt, in ~onjunction with 
a~topint and praliaoxim• treatm•nt, improv•4 survival oC . 
animal• expcaa4 to soman, Limiced human evld•nce 1U9911t1 
that tht propoaed do•• oe pyr1doat1im1ae will p~ovida • 
level of en•rm• 1nhibie1on ln hum&nl cc=parablt to that. 
aoh11VId 1n animale wh1cn were proteote4 trom aoman-1n4uct4 
mortality. · 

• ~h•~• 11 •~t•n•ive expe!iance in humana with myaathtnia 
grav1a usin~ dose• oe pyridoati~~ina much qfaattr thln 
eho11 p:opoatd in thia treatment protocol, and we have ~o 
sptci:ic safety concern• with the prcpoae~ military dote. 

.... . .. . .. 

. ·;~ .. -· 
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Co=a1••1onar of J'ood and Dru91 .. : .. _.: ' .. : .. : 

. . . . . : ..... · :, .. ·.· .. ~ .. ·. ·-~~:-:~~···~. :4·.::-.~~;··±·.~:~ .. 
- He ·~r••· with DOD that w1th~ol41n9. treatment ~:~= an::.··:..'·!.... ····- ... ... ..~ . .: .. ·· -

: 1n41v1duA1, b&lld on paraonal preeeranae not t~ r•ce1ve 
th• prat~11tmant ~ith ~yr1do•tigmine, co~l4 jtopardlze the. 
health and aafety o! that individual or otn•r m~11tatY 
per1ann•1 in th• aYaftt o! a chemical attack, . 

- N• &~r•• with coo that there 11 no available a•ttafactorr 
a1te~DatiY• pr•·~:eatmant far orqanophotpnorua aerve &tint 
•xpo•urt. · 

.,. N• have c8vlawtd the ~ie1d manual lM aw285, ·Ancl ~he UIAMRZCD· 
tlohn1ca1 meaarandum t0-4 tnat will be d1atr1butt4 to the. · 
bealtb cata prc!aaaionall reapon11~1• .for the e4ucac1cn a·nd· 
tr••~=•nt at m11lta'y peraonn•l• and other tra1~1n; material 
that w111 ~~ made avai1ab1t ~o phy•Laian' and ~~1t 
comunc!era about cu:;anopnoaphorua nerve a.;enta •.. DOD •t.ret4 
to mo41~y thl fie14 manual at the ear11eat oppor.tun1~y· t~ 
remove any 1mp11c:ac·1on that there ac1 human stu~1ea that · . 
ahow lfCeotlYil\111 ol pyr140it1Q111ftt prttre&tllllnt, It l\a••· 
a1ao)· ravl·ew•d thl dOOWIIft, .. coun a·rme aur ln 1ea1· 
M ~are A 1ft • A44l tlonal n ormat on on r oa m ne:;· · · 

a • anuary · ., . s , 1 w . • use to up a It 11 · ·acy 
p•raonntl about protection• 191lnat cr;ancphoapnocu• ne~v• · 
«~•ftt axpoaute. We conaludt that witn the d1a•••1natlon of 
tflt.l information 1n that dccument and OOD'• commitment to 
upc!&tt tra1n1n9 material•, the taaentl.al. 1ntormat·1on on 
rla~• and bene~lta cf receiv1n; pyr1doat1gmina table~•• ~he 
r1aka 1aecciated with not ~•ceivinq pyridcati9mine, and the 
natur• of t~• 41a•a•• haa been provided. 

- ~h•-commiaaioner :1ceivtd a atatement from ooc that tht 
propoaed protocol ~or tnt us• oe pyr14osti9mine without 
ln~crmed conaant hal ~een reviewed by a duly conatitute4 
IRI. The tRB conoludtd that the waiver ia appropriati. 

• Tne Department o~ oe~ena•· raqutat meets the requ1tementa 
of 21 CfR S0.23(d). · 

"' 
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Tab l - Lett•r ffcm th• Alliatant Secretary oe:ooeenae, 
Health Alfalra, with •~tacnmenta, r•queatln; • 
valv•r of 1n!orme4 conatn,, 4ate4· Dea~er 21, 1110. 

I 

. i 
'•b I - tnt•rlm 1u1e· %nformtd cona•nt fot Bum&~ Dru91 •nd 

a1alo91aa, cettrminat1on that Xnfarmi4~Ccnaent Xa 
Not Ptasib1e, dated Dta1ab11 21, 1110 •. 

Tab 3·- 1. WR 250,710 tnveatll&,iona1 N1v Drug summary, 
Pyridoatlqmine a~omide, undated. 

2. lHD t2S,501 Pfotoaol Mandaftt, dat~ Januatr 2, 
1811' . . . .. 

. "' .. ~ ..... , .. -,·f~ l1f···· •.• 
T•b ' • 1. CDD I•Yltv. ol! Depactaeac · ol th• Ar~ •• ltqU•••·= ."' · . ~ 

for Malvar ot lftlorud·.COnltftt: for Oa•· oe . . .. · · 
''r1dott1~mlnt 30 •9 under IRD 23,10~. 

2, Memorandum from-Dlreator, CDII to zcWao, 41~1~ 
January a, 1111. 

'rab 5 • 1, r 1e14 Manual •Treatmlnta.· oe Chemical· A;•nt 
eaau11~1e1 and Conv•ntional M111tary·Cht~ica1 
In~urita, dated february l~to. 

DZCXIJONa 

2. USAMRICC Technical Memorandum 90•4 . 
PYfid~etL!mlne, with aover memorandum dated 
NovemSar §, 1990, 

Ncn ... concur 

........... · ... 
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·.·: :·--:~~·oP oD.us~: (!'H'P) • L 
.sa~· ~·:·SB~ARY 0!' .DD'BHS3. (RA) .· :.· :l . ,~;· 
:s~U~T.sB~:tPl.:;~:·DMY· tH&BA)··::·:"'o! .· 
.~::$B~!'OF'~ ~VY (H&RA) ... / 

Strl~ ·SBc:rc£TAllY OF ~· AIR FORCE (MRA%&B) . . .: :' .: . . . : ~ . 
~e:;:c.:. .~·Rffr;9~ing: · f··~raCCinatioDS Received: in opezation Desert 
u\!t~U:'~''-·· ~.:s~a'l¥ . . : ~i;am in. the Medical. J:DDIUJliz ... titm'Rec:ori 

:. '(SF &01) · · . '· . ' . . - . f· . . · .. ·. . . . . :. . . .. .. 
. :=·.'.~~·· ~ · ··auir· opia~atian,. selected units o~.'tha 

A:nl8cl. ,otca. Z'eC:ei~ ' ~ptla~c"'Y&ccinations o:f uthnX · 
·v~.=ma:··~. ),ot':Jl· · ~ ·. ~ijl ... "f;afl:Gina •.. ~- ensure opentionil. . . 
secaz-ity~· ·tile Dp1 ~ Df t:!lese vac:ainaa an4 .tha salect:ec! units 
:fmmai-zacl vee ecms a:ac1 cl.asaitied inf=matiem. Ind:Lvic!uals 

. who'. vera· 110. ilrmND1 bad 'thia infomat.ion recoJ:dad. on vaz-ious 
.do~,=·. 'z-ost.:S,· e41'Cal: 11i.a1m.ization recOrd (SP 601), or· . 

: .... ·. .. 

. ... 

.· .. 

.. 
: . . 

·. 

In1:8J:Daticmal. cet cat&. ot vac:C!Dation .(HIS. 731) • For anthrax 
vacclii•·~ · .1184ical ·pe ozmal. -.y have ~ecordecl 1:11• infomation aQ 
•uthz'aX~.' . ·~ vacc ~. ~a~•,. "A~7ac:c•, •A-V8.;X• 02: something · · · 

.. aimp.~e.:.···:·Fo~.·tha .. !zi~ to=id., .. med1cal~~~persozmel..amaY4baVe··"" · '•t';:·.~ir· 
· ~ei:Q:dGd' .:the info · · ion 'liS· ·•Botulinum•, •Bot-Tax•, "B . 

vacc;iziationu., ·t.ta-va .. •; •~vax11 '· or something similar. 
o • • • • • ' 1t I \., •'' • 

. ·~or· C:o'nUnu:tty· Jt ··adica;l ~-* and' to ensure the· accuracy · · · · 
of· ma~i~l care~ alf:activa duty and raaezva units sa a~~ecsteci 
11lUS't assure that dO entation of vaccination is entarec! ·into the 
·xadical l'mmwu;z~tio:. Recox-d ·sri:~ol iD. tha accaptec! meclical tozmat · 
as •ADt~arax vacciD-~ and •sotulinwa ~oxoid. • This action shou1d · 
})a 1Ditia.1:ed while ·cords and units so afractad are still · 
accessible. ~e s ·ices shoUl.d ensure tbat unit rostua or unit 
immuniza~ion logs a · ·retainGCl ~or .. pU%pOsea· af epiClemioloqical 
tracking·. · · Documen ion ot these immunizations into the 
inciiv~dual.'a medica • record is considered unclassified 
infoxma:t;ion' haweva. ·j the. original records and documents used in 
identieying units a· personnel: il=unized during operations 
Desert Shield and D tert:'Storm are.still.considarecl class'ified 
info~:ticn .. and .she)·· d b~· treated appropriately~ 

·., ~ 

. X request that ·. a Assistant secretaries of the Military 
Depa~ants report· me within six months of issuance of this 
memorandum ctha stat of' actions taken, or upon completion of the 
abo~e r~quirament, iehaver .may cccur earliest. Please identifY 

I. 
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