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REC-D--1 MAY1592

To Mr. B.D. Bramley, FROM Dr. C.C. Greig. .............

Chairman,
Staines.

REF CCGIJJ DATE 6th May 1992

re: Transdermal nicotinepatches/pads

InGeoff Brooks absencein Nlalaysia,he has askedme to tryto respondto the

pointsyou raisedinyour telephoneconversationwith him lastFriday. Ihave tried

todo thisas follows:

Background information

1. Tr2Lisderma!pads (TP's or TNS) involvetapinga nicotinesource/solution
(ina rese,,voir)over an areaup to2" x 3" typicallyon theupper arm,

replacingthisusuallyoncelday.

2. The TP's aretailoredtoproduce a steadynicotinelevelinblood/plasma
similartothatproduced by any given levelof cigarettesmokinal.

3. 1-heirile-itionof TP's istoassistsmoking cessationtberapyand tocausethe
smoker to 'quitgradtially'as theTP's nicotineleveland thusdeliver-yrate

can be reducedwithtime(up to'9 weeks').

4. No se%@ereadverseeffects,otherthanmildskinirritation,appearatnormal

doses. Heidaches and nausea,have been reportedforhigher nicotinelevels.

5. In perspective:

i). F.-%VOR,the'nicotineonly'iinitationcigaretteproduct,was seen as
i,-,effectiveaithoughitused thefastestand most efficientnicotine

ir,PLIErotite,inhalation.

ii) Nicore!te,thechewingotim,seemslesseffectivethanTD's,C,
p-obablydue to thefactthatinoes-,ion,viasaliva/gut,isslowerand
lessefficient.

iii) TD's offeran effectiveinptitroute,skinadsorption,and theabilityto

controlblood le@-els.
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TD's-CurrentStattis

1. TD's have been and stillareinactiveresearchuseinboth theUS (Jarvik,

California,and Rose,North Carolina)and in theUK (Jarvis,Russel).In

allcasesthe researchersreportan increasedsmoking cessationraterelative
toa placebo(i-e.blank)patchbutthereisconflictinglongterm evidencein

relationtoboth Nicorettegum useand psychologicalinterventione.g.group

councelling,hypnotism etc.

2. Ciba-Gelc,,y,theSwiss multi-national,Burroughs Welcome (US), Pharmetrix

Corp (US) and Ibelieve,from memory only,Mar-ionMerrellDow (US) are
allpharrnaceiitical/drug companies who hold parents,have worked on, or

have publishedwork in theTP area. At leasttwo commercial sourcesof

TP's exist.

3. There isno indicationof theactualnicotineorigin.Sinceonly 'natural'
nicotinei.e.derivedfrom tobacco/plantsourcesispharmacologicallyactive,

itislikelythatthenicotineissourcedthus. When we investigatedFAVOR,

and itsparentorganisationAdvance@dTobacco Products,we learnedthatthey
used Indianscraptobaccoasa source,from which theyextractedand then

purifiednicotine.

4. Since thenicotineisvery highlypur-if-it-,d,to99.9+ % thereisno advantage

to any particulartobaccotypeasa source. Obviouslyprocessingof a high
nicotinescrapisadvantaoeousinhandlir,-terms,butifthelower nicotine0 a
mate-'ialisreadilyavailableand much cheaperitislikelytobe preferred.

5. In comparison,theamount of nicotinein a TP (no,mallyabout 20mg) is

similartothatcontainedin thetobaccoof a cigarette.The nicotineina TP

isa pure,concentratedmaterial,not dispersedina tobaccostructure,and
must thus,asa Category I poison,(UK), be subjecttovery highly

super-vised/controlledhandlinginmanufacture. With 20mg of available

nicotine,any accidentwhich causesspillageover a largeskinareaislikely

tocausesevereover-dosing.Only ina very susceptiblesubjectisthuslikely
tobe lethal.

I hope thatthisanswersthequestionsyou asked Geoff. Ifyou requirefurther

informationy'clarificationI willbe aladto ssist.

C.C. GREIG

CC. Mr. G.O. Brooks

Mr. G.A. Read.
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