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+ Nicotine Addiction:
Reinforcing Behavior
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Nicotine binds
predominantly
to nicotinic
acetyicholine
(nACh) receptors
in the CNS; the
primary is the
@452 nicotinic
receptor in
the Ventral
Tegmental
Area (VTA)

Binding of nicotine to the a4 82 nicotinic receptor in the VTA results
in a release of dopamine in the Nucleus Accumbuns (nAcc) which is believed to be

linked to reward



$ Rationale for «4p2 nAChR Partial Agonists
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t Bo3nencTeMe YaCTUMHOMO aroOHUCTa Ha
S BblOpoC fonaMuHa

!

T mweoter 0.32 mg/kg

el HUKOTHMH 0.32 mglkg sc

I sapeHuknuH 1 mglkg po
+ HukoTuH 0.32 mglkg sc

vl e BapeHUKNUH 1 mglkg po
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:F Varenicline: Most Common Adverse Events
From 12-week Fixed-Dose, Placebo-Controlled

AIPM Studies
Varenicline Varenicline Placebo

Adverse Event 0.5 mg BID 1 mg BID

n=129 n=821 n=805
Nausea 16% 30% 10%
Insomnia * 19% 18% 13%
Abnormal 9% 13% 5%
Dreams
Constipation 5% 8% 3%
Flatulence 9% 6% 3%
Vomiting 1% 5% 2%

" Incluges Preferred Terms: Insomnla/initial iInsomnia’Midaie insomnia/Early morning awakening
Adverse events listed occurred in >35% and twice the rate seen In placebo-treated patients

Prescribing Information. Pfzer Inc, New York, NY. (May 2006)
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OTKpbITHE U UCCneoBaHUe npenapara
cunpgeHacun (Buarpa®) ¢ 1980 r. u go
Hayana HoBOro TbicAYeneTUs

JpeKTUNbHAA AUCHYHKUUS U HEe TONBKO...



HanpasneHua npoekTa paspaboTku

uHruéuTopoe cocthoanacrepasbl 5-ro Tuna
(PDES)

JpeKTUNLHAA
ANCRYHKUMA
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% naymenTor, coobwmuBWKMX OO ynyyweHuu

BUATPA achchekTuBHa B NeYeHUU NaLUeHTOoB C
pasnUYHbIMM MeAULUMHCKUMU COCTOSHUAMM
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@ MNnauedo
B Buarpa

MNcuxorenwan Cwewansans Oprasnyeckan 45



$ HanpaBneHusa npoekra pa3paboTku
) WHruburtopos thoccoauacrepasbl 5-ro Tuna
(PDES)

1989 1992 1998

FMnepTeHsMA  CTeHOKapAMA SpeKTMNbHAA  llerovHan
ANCHYHKUMA TUNePTeHIUA




t NpogonmkeHne UCTOPUKN — NPUMEHEeHWe UHIMBUTOpPOB
. poccpoanacTepaskl 5-ro TMNA NO NOKAIAHUAM,
AIPM He CBA3aHHbIM ¢ 31

N3yvaeMblie NOKA3aHUA

*» bone3db PeiHo
* [unepTeH3uA
* (CepaeyHan HegoCTaTOYHOCTh

* Crenokapgua / Mkdapkr
MUOKapaa

* BuicoTHan bonesHb

* QepTUnbHOCTL
(MMnnaHdTauma)

» [lnabeTmueckan HeMponaTuAa

MpoTuBoONyXOnNeBoe Bo3aeicTBME

[obpokayecTeeHHaA rMNepnnasua

npocTathbl / rMNepaKkTUBHLIN
MOYEBOI Ny3bIpb

XpoHuyeckoe 3abonesanmne novex /
TPaHCNNAHTaLUMA NOYKK

WHeynbT
Hapywenua namat
bone

CvMNTOMBI CO CTOPOHBI HIKHUX
MOYEBLIBOAALLMX NyTEN
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AIPM JleroyHas runepTeH3usa

» Pepnkoe 3aboneesaxue, KOTOPOE 4YacTo
npPpuBOoaNT K CMEPTHU OonbHOro

* MeanaHa BbhkuBaemocTu 6e3 neyexHns — 2,8
roga

« Yaule paseusaetca y xeHwuH (1.7:1) 20-40
net

* [lpubnusntensHo 100-150 TbicaY BonbHbIX B
Espone, CLLUA 1 AnoHuu
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