Since =hz ~=iZ-70's Dharmszcologizal suppert in breaking ths
smcking nagic by giving <dcses oI nicccine has keen under
Aiscussizn znd hzs lzd <o the launch cf swo types of
croduct

Chewing gum czntaining nicoetine

{(Zn Germany Miccrette, Boehringer Mannihsin)
2. Micortins tlasztzrs

{Ir. Germany Micotinmell 7TTS, Cika Geigy: YNikofresnorn,

Yefa-Trznca Arznmsimiziel GmbH)
Other tyges < plaster are neing zlinica2llv tested or havs
alrezady zezn register=zd worldwidzs (e.g. Niczlan, Elarn;
sold in US: ov Warnsr-Lanker:).
In their cthermacclogical 2fifects both ferms of aprlicatica
Giffer guitz clearly from nicotine intake via smoking.

is slow and continuous - with chewing gux
ine over a period of approx. 20-30 minutes
slowly ceases (1) - wizh plaster over a
until a plateau is rzached {(2). The
ions measured in the >lood fluctuate
ad are scmewhat lcwer than those fcuncd

Nicotine in
contairning

after whizx
perisd of 3
nicotine ccnczsn
interindiv

aneng smcxe

~
-

3,4

this, smoking induces wvery rapidé niccrine

ans that maximum concentraticns in the

ved wizhin 10 minutes andé then subside

;
Tha inn tine concentraticn and the longar
ceri ch it mains high mean that the nicectins
race zantr nervous system acdapt/are blocked;
nnis ns that =the stimzulating 2Zfz2c¢ts achiaved
2V s T Ze a witn these oroducts (S).
0ot ¢, =he almesct constantly 2igh nicotine
lzve wizthdrawal syTgnoTs.,

»r
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Gradual s 2 decrszase in nicstine 22mczzatracicnh
during ths day: during ths nignt tha nicotizz lavel
sunsides. As 1t is Ziscentinucous, the aicczizz remailns
effacrive from day o day.
k) Plaster
Gradual increase and fcrsaction of a plateau waizh
ramains 317o0st constant. The niceotine level Zzes not
surside cvernight (24-nouxr plaster).

2. Adwvantzgeas:
a) Gum
Tha smokar can »srganicze intake <o suit himszl?, Active
centrol cver intvake and the condition it priiuces,

b) Plascer
Simple Zorm of aprlicatizcn. Indespendent of znvy
siztuacticn, and invisible.

3. Disacvantzges:
a) Gunm
Prablams with flaveur andé chewing. In some z:zszas nausea
and heacdaches. The Zanger of addictioan.

€8s nlausza

In some cases skin 1

andéd sweating. Theore

nicetineg lntolerance.
IZI. Therapeutizal effzcru:

The effact oI therapiss nc treak the snmoking k:zzi: using
lasters cor chewing gux is disputed. In the shsrz term (a
f2w weeks) Zar higher abstirnence rates are obs ed. After
1-2 years, hecwever, these have adapted themsel-zs zo the
ratas of placebo or ccntrsl groups which means 22T most

ons

investigact:
significancl

o
do not estatlish success rates
bDegttsr

~
8}

or this reascn an additional behaviour therapwr is
2commended 10 almost zl1l applications (2,7,8.%

IV. STCWIC - Sroduct:

Th2 gprcduct Is 2 plastar which is manufactured Csing an

innovative comblnation r2lease membrana/matrix I:r the

activa substznce.

Zomparad with cother pre ‘s 1s intencded :: achieve 2

TCrs even xs_22ss rats ctive substanc:z whicn is N
_2ss Zdepencs an fts 1 ncentration (Fzz. WO o
i¢/N788%) .

\v:,.. - e ‘.’ %v— - amm v omn oma - - ~ N
N Sofekuibibes] 4.‘5 SuUT Tne Triaclzlz L3 saild w
-2 ~e appll subsTiances, zz¢ =
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The diss nzage of rapi
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-ha treatment of Alcheimer's andé
worldwide and is
in some cases (10).

success is only possibkle if the
nteclerance is avoided.

to be applied short-tarm in

cn, nasal sprays) {(1l1).

T is the
cjec:s being carrisd out kv

2 ¢f nicotine which the smoker
achieved with nicotine applicaticn
2r {Enc. 2).

forms cf nicotine

2 wor¥k is being carried out on

and inhalators (Favor type}. Scme
Iinical tests (6).

¢ nicotine intake similar to thsac
2 is ssen in the danger of peopisz

ent con 1it.

2 smoking habit are tharsfora sesn
ancé fast-working nicctine releasea

individual needs.

an overview of nicotine
ara already available cor are
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Appendix 1

WO 89/07959 PCT/GB89/00185

STCGW:C - Product

T F‘f—-w—:o’&-;;:ar&{f;";'r; l’!..‘ \
. 7 ‘
T/ 02,
- Kﬁu’&ﬂmﬂu&mm&m‘m‘m‘&’.&m Q 2

1 = release Tiner 43 = polvester face
2 = adhesive layer 4b =  aluminised layer
3 = microporcus memarane 5 = nicotine farmulation
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Apcendix !

Construction of Nicotinell TTS

backing sheet

matrix iayer

fleece wizth

nicotine solution

matriz layer

(membrane)

adhesive layer

080

release liner with

stripping support

a4

85206

ESGY
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Plasma Levels (ng/ml)

Appendix

2

PLASMA LEVELS OF NICOTINE IN
SMOKERS AND NICOTINELL TTS USERS

directly after smoking

T T T T T ! T T T T T T T

2 6 10 14 18 22
TIME (h)

smoloar 1 Stowlc-product °  Nicotinell TTS 30
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anlage 3

RATE OF ABSORPTION SPECTRUM

TOBACCO PRODUCTS

NEW DELIVERY SYSTEMS

RAPID ABSORPTION

Inhaled smoke

Nasal snuff

Oral snuft
Chewing tobacco

Non=-inhaled
pipe & cigar

—>

—

Premier cigarette
< Nicotine inhaler

«<— Nasal nicotine spray

«<— Nicotine puffer

<— Nicotine [ozenge
<— Nicotine chewing gum

<— Nicotine skin patch

SLOW ABSORFPTION

Figure 1. Tobaczo producs snd new micoune delivery systems can be cositioned roughiy on a specerum based on the rate of

nicotne atsorseion otizined from their use.
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