
n@- s ar:n= c c 1 cg a'- sup--c @-.-ibr eak
tv o:: has been urder
h=-s lz-d --c ::h=- cf 7-zo r'.;nesof

--:7F n Boehr4-ncer

2. s

(Zn

C@her 7-.,--zes -ilas7:-3r are '--e4--g tested or
(e.g. 'T4-ccian,Elar.;

so 1 d *@S! Warner -*-a@ber-,) .

in the,-= ::*.-ar-acclogicalef4-ects bot'i fcr:ns of app!4-caz'-cn
d--'4-fer clear'--yfro-.i 4-rzake v-;-asmok-@.ng.

@14-cor-@ne4:-.@@2keis slow and continuous - w4-r-hchewing gu:.-.
7

CO-Italrl-.g 7:!CCt!7.e OVer a per4-od of appr=x. 2C-30 -n:Ln--,tes
after @-n--akeslowly ceases (1@)- wi--'-plaster over a
period of "-7 u-it@-1a plateau is reached (2). The
n4-co,:4-7:eccnc=-ntrazions neasured 4-n the blood fluctuate

an@--are sonewha-- lower than those fcu-,-@
anong srcxerz
!7,cc:it.-asz :: :h@-s, s.-ick4-@g4-nduces ver,. rapia- nicotine
4nta'-e wi@c- reams :Iiat rax@-.,nu-,ic::nceitrat:4-cns in the
blood are ac-'-=-ved4izh4-.i10 -nin,-,resand z.ien subside
agai-i qt-, c

The slow --7=r=-as2 @--i concer.-,,rat4-c:nand the lorger

it r-27.ains h4-g@.-nean -z@:atthe
racaptcrs :.n :an--ral -ier-zous sysze:n Adapt/are

in -.eins -..-,az:r.ie st@-:,-,ular4--.igeffects aclii-3ve,:!
*--ys-.Q*-4-n@-zm-nn:@,z @:e ach4--=@,red -,hase @,roduczs fS)

the c-'-er -,I=-A--:ncsz constant!-.r '-.@-ghnicotine
sy--@@-c7s.

:)-,-asy:er
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d,ar4-ng the day; dur'-ng the n@-g"-tthe nicor--'-==-'-evel
su'--sides.As @---is the
effective fror-.day to day.

!:) Plasuar
Grad--al '-ncrease and for:7at'-or of- -a z)lareal:

re:na4-r.sa',-:7osz:ccrs7:anr. --he leve-- not
si-,*-s@-de (24-'-cuz plaster)

2. Adiantages:

a) GL;.7@
--h=-s-noker can )rgan4-za 4-nza'-a :a suit

and 7:@ie

b) Plaszer
'-cz:7of appl-'-ca@'-=n. '-rd=-pendent of

si:uacicn, ana in*@risio-e .

:)@-sadva.,it@-ges

a) Gu:n
ard =he,4ing. --n so:re :=--=asnausea

an,-;'iEada@-'-es.'-r"ie-4anger of addiction.

@D) Plaszer
-P some cases sk4- in isolated z=--=-=snausea
anc sweating. the dar:ger of z:-=---

nicc.-r-4-ne

!:'-7.Therape,-,:'-cal

--he effect c-@ therao4-=-s tc @--reakthe s,7oking usi.-g
plasters cr chewirg gu:7 is d4-sputed_ 7,-.1 the sh:77 term (a
.ew weels) far higi-er abstinence rates are obszr7ed. After

years, hcwever, tl,.esehave aaapted themse!7es ro the
rates of placeto or cc-.trsl grsups wh4-c'-neans 7:.:iac -nost
'nves,z4gar'-ons do ior esr-abl4-s'nsuccess rates are
s--gnifi-can,:i'-y@)e--t=-r.

7or this reasc.- ar. -idd4-,:,;-onalbe.,iaviotarzh,-rap--@--'-s
recom:neri=ea in a- @.10S t a p p I @ C a t 4 r-ins (2 ,7, 8

:",*.STC,;,-rc-

a olasz=-r is -.;singan
innova,:ive --e-,-ease nem

.
orare/matri-,c @-:r 7he

substance.

@-:@-7npar-2d c7-ez- zr:,-4uc,:sthis is 4--itande--;-:: a.-@@ieve a
@7cr=-evei r=-=ase rat@-.Zcr r@ie active substance w"-4-cais
_ass de,)en,-'-=--@n -zs (Z=-:. WO

rQ
n s 3:n:D u e c r @-n s s a i

S.-,bs,:anc,@s, -cz-.
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at)=-,4ca::-;on @oes not: differ
other -:rod-,:czs(Enc. 1) , -@:ie.Drarmacological

::ze prc,4---cz:.7i::hall its advantages and
4-s zc that of ?:he other

=rcduc,:s.

-he E:r:ew.-az faster absoz-::t@-onof jh4-c'- Stow@-c
r*he :7o:-erao4-,-;-ch@--2venent of a

e.-icul-dno: '--eseen as a z)rcduct advantage compar=,;
with s::=xing zecause o@-::he generally d4-ffer'-.igaha:-Trac-:-

TTse a :er4o(@ only "c *-ours is also recs:n-rended -@:z
the of st

.
:ier c@-7pev:4-tors :-,,ab'-Phar:nazia).

and '@ower
prod--z7ion @::csr-sc=-n.-.cz6;? :cnclus@-,7ply appraised with -:-e

avai-lab---e

@licc:--7-=- a=-,:1-4-cat4-cnin --.e t@-eat-neit of Alzhe@-:,-er's ar,.d
Park'-::-==::'sdisease is irder discuss-'-on ,4orldwide and is

:'-'-n'--:allytested '-n so.-necases
As fa:- as is known --ocay, si-,ccessis cnly possible if t-e

deve--:=men-- of n@-,-c:4-neirtcleraice is avo4-ded.
-iicot:7.E :-.asto be a-cl-'-edshor:---=-r:nin

sr.a-----@:=Ses e.g. innaiarion, nasai sprays) (11).

The -:r=--sder:7al of other phar-iaceut4-cal
prod--:7-=4-sdccu-ien,:ed in seieral catents and '-s the
o,jecs :-@ n--merous r-=seaz-ciprojects being carried out
the -z-=-:-maceUt4cal i.-idustz-y.

V.

The =eakir-g intake c,-@'nicotine which the s,-noker
c'ear'7 wants cannot: be ach@-eved with nicotine applicat4-:n
,,@-a 7u-,ior plaster (Enc. 2).

To ov@-r==:nethis d4-sadvantace other forms of nicotine
intake are necessar,.,.

-or :-i-creason intens4-ve wor, is being carried out on
deve'-=;ir,gnasal sprays and inhalators (Favor type). Sc.T.9
are =-'z=-ady--ndergci.-,gcl-4-.-i4-caltests (6).

T@@e of rapi,-4nicotine intake similar to th=-s
-2 c@c:ar=-,:e*-sseen in the danger of -)eop-e

--4et-=-ndenton it .

the s7noking habit Are therefore seen
a czn=4na,:-'on of slow and '@asz-work4ng nicct4ie release

sysze75 7:a@-'-credto needs.

Enc. 6) orc,74-des-inoverview of nicotine
s,,*sze--ns a@re already available c:- are
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Appendix I

wo s9lu7m Pcr/Gm/ools5

STG'4:C Product

4b a

'1
4

7

2

1 = release line- 4a = Polyester face

2 = adhesive layer 4b = aluminised layer

3 = microporcus memorane 5 = nicotine formulation

cc
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Construction of Nicotinell TTS

backina sheet

rr,a tr i,c ;aye r

fleece

nico@.Ine solu*Lion

- ma@-riy, 7aver

(membrane)

- adl'esive Ilyer

release 14ner with

stri.o.Dfrp supoort

c@o

c;o
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Appendix 2
0
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PLASMA LEVELS OF NICOTINE INa
0

SMOKERS AND NICOTINELL TrS USERS
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Anl-aae -7

RATE OF ABSORPTION SPEC 4@RUM

TOBACCO PRODUCTS NEW DELIVERY SYSTEMS

RAPID ABSORPTIOAT

Premi
.
er C:garette

Inhaled smoke <-- Nicotine inhaler

Nasal snuff Nasal nicotine spray

Oral snuff 3;

Chewing tobacco

<- Nicotine puffer

<- Nicotine lozenge

<- Nicotine chewing gum

Non-inhaled

pipe & cigar

<- Nicotine skin patch

SLOW ABSORP7'ION

F':gure1. z,-d7-e=nicozine n.sterrscan becost.,ione,-@-cueiti' ba;edonfherateofa )-onaspec.,ni;n

nico.,zne 0&:z.:jedfro??itizeirue.

00

-CZ.

u-i

cr\
CD
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