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RECD- -7 MAY1992

To Nlr.B.:@ FROM Dr. C.C. Grei,-. .............

REF CCG/li DATE 6th tvlay1992

re: TransderTrE:7iCOline2atches'12ads

In Geoff Broc'@-_z----:)senc-.in Nlala@lsii.he has asked me totryto respond tothe

pointsyou rais--::.-ivoiirtelephoneconversationwith him lastFriday. I have trie@d

to do thisas fo*'--,@.s:

Back2-o!.indir.-7.--.ation

1. Transdt=--@'pads (TP's or TNS) involvetapi-io,a nicotinesource/soluton

(ina resz.--oir)over an areatipto '-!"x 3" typicallyon theupper arm,
replacir:,--.@..@susual]%,once.,day.

2. The TP tailoredtop.-odlicea siead@,nicot:nelevelinblood/plasma

similar DrodLicedb,,-any given le,,,elof cigarettesmokin-.,

3. The of TP's istoassistst'nokinc,,cessationtherapyand tocause the
smoke,- jjii?radtiail\'as theTP's nicotineleveland thusdeliveryrate
can be wir,@time (up to '9 A-eek-s'),

4. No se,.e-@- elfecs.or!iertnanirildskinirritation,appearatnormal

doses. ':7@@--@achesand na-,sei,ha\!ebL.-r,reported forhi5!he:-nicotineleve!s.

5. In

i). F-.1.OR. the 'nicozi.,ieonly'iinirat:oncigaretteproduct,was seen as
althou2@itiisedthe fastestand most efficientnicotine

rotite,inhalation.

ii) N:zc-ette,theche,.%inc,ctim,seemslesseffectivethanTD's,@ c
P7@-7--.bl@due to thefactthitineesrion.,-iasali%,a/-ut,isslo%,erand

iii) T2 ;offeraneffe,:tiveinptitrotite.s@-iiiidsorption,andtheabilin-to

cc---olblood

cn
CC)
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TD's-CurrentSt?.t,.:s

1. TD's have be---:-..-idstillareinactiveresearchuse in both theUS (lanik,

Californ@ia,a,-.cRose.North Carolina)and in theUK (Jar-%,is,Russel).In
allcases the -@!'@@Z7Chers reportan increasedsmoking cessationraterelative

to a placebo ',)lank)patchbut thereisconflictinglong term eviden.-ein

relationto bot-N'ic:oretteaum useand psycholo-icalinten,entione.E!.-70UP0 - Z;l

councellin-,h,.--7o(;smetc.

2. Ciba-Gel,-,@,.r--:S-xissmulti-national,BurTOus!hsWelcome (US), Phar.-necr-ix
Corp (US) and :'@elieve.from meilioryonly, Mar-ionMer-rellDow (US) are

allpharmac.-,-,:.---;_drug companies A,hohold patents,have worked on, or

have publishe--' intheTP area. At leasttwo commercial sourcesof
TP's exist.

3. There isno irc:@-tionof theactualnicotineorigin. Sinceonly 'natura@'

nicotinei.e.d-27.tdfrom tobacco/plantsourcesispharmacolo2icallyactive,
itislikelv nicotineissourcedthus. When we investi2a[edFAVOR,
and itspar@-n--7@--nisatioriAdvanced Tobacco Products, @kt!leamed thatthey

used Indian --obaccoas a SOLIrce,f,-oni@k,-hichthey ex:racte!@and then

purif'iednico:;7.@-.

4. Since theniz,--.*-@-isvery highlypur-if-ied,to 99.9+7c thereisno advai@tage
toany obacco typeas a source. Obviously processi-igof a high
nicotine sc,-a-.D@-d@-ania(,eousinhandlin- terms, b(itifthelo%v.-rnicot,,ne

.Materialis a\,ailibleand Much cheaper itislikelytobe preferred.

5. In comoarisc.-..:.-.2amount of nicotineina TP (normalivabout'-'Omg)is
similarto :--.-.:ainedinthetobaccoof a cigarette.The nicotineina TP
.sa pure,cor@z:2-:-aiedmaterial,notdispersedina tobacco structure,and
must thus.as @-C-te-oryI poison,(UK), be subjectto ver-,,hi!Zhlv

supervised;co7::7-,'.1edhandlin2in manufacture. With 20inszof anailabiz

nicotine,an\---:--'dentwhich causesspillageover a largesk-iriareaislikely

tocause Se%'e7z'@,.zr-dosin2.Only ina very susceptiblesubjectisthuslikely
tobe lethal.

I hope thatthisans,.k@.:-@:-,-questionsYou asked Geoff, IfYou recuircF,.irther

information/clariFic@--@--.-.%@-iitbe clad to ssist.

C.C. GREIG

cc. %fr.G.O.

.\Ir.G.A. R,---@
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