ITAPAPTHMA 1

NEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg emkodlvppéva pe AenTd LUEVIO dloKia

2. MOIOTIKH KAI ITIOXOTIKH XYNOEXZH
Kda0e emxaivppévo pe Aemto vpévio diokio mepiéyet 0,5 mg Papevikiivig (@g tpuyo o&v).

IMa tov TAfpn KoTdhoyo TV KOV, BA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Enuwcodoppévo pe Aemtd vpévio diokio 4 mm x 8 mm

Agvkd, opeikvupto SioKio o€ oYU KOWaKiov, Le xapayuéva To oTotyeia “Pfizer” otn pia mAgvupd Kot
“CHX 0.5” omnv dAAn TAevpa.

4. KAINIKEX TAHPO®OPIEXZ

4.1 OgpamevTikég gvociterg

To CHAMPIX evdeikvutat yio Tn S10K07H TOL KOTVIGUOTOG GE EVIAIKEG.

4.2  Aocoloyio kor TpOTOG YOPNYNONG

Aocoroyia

H cvvietdpevn 66om givar 1 mg BopevikAivig d00 Qopég TNV NUEPA HETA A0 TITAOTOINGT S1GPKELOG
1 eBdopddag, wg e&ng:

Huépeg 1 —3: 0,5 mg pio popd v nuépa

Huépeg4 —7: 0,5 mg dvo Qopéc v Nuépa

Huépa 8 — OhoxApmwon Beparneiag: | 1 mg dvo @opéc v nuépa

O acBevng Bo mpémel va opicel pio nuepounvio dakonmng Tov kanvicpatog. H yoprynon tov
CHAMPIX Ba npémet va apyilel cuvinBmg 1-2 efdopddeg mptv and avtiyv v nuepounvia (BA.
napdypoeo 5.1). Ot acOeveig Ba mpémet va vrofdriovion og Oepaneio pe CHAMPIX yo 12
efdoudodec.

21ovg aoBeveig Tov £xouv S10KOWEL LE EMTLYIO TO KATVIGHO LETE TO TEPAG TV 12 gfdouddwv,
umopel va eEetachel To evdeydpevo evog emmhiéov kukAov Bepaneiog didpketag 12 efdouddwv Katd ™
dudpkela Tov omoiov Ba Aapfdavovyv CHAMPIX 1 mg d00 @opéc tnv nuépa yio T daTnpnon e

armoyns (PA. mapdypao 5.1).

Oa mpémet vo eEETAGTEL 1] TPOKTIKT GTASIOKNG TPOGEYYIOTG OT OO TOV KOTVIGUOTOG LLE TO
CHAMPIX, ywo tovg acBeveig mov dev pmopotv 1 dev givar Tpdhupot va S10K6yovV amdTOUd TO
kémviopa. Ot acBeveic Oa Tpémel va LEWOGOVV TO KATVIGHO KATA T S1GPKELD TOV TPDTOV

12 gBdouddmv g Bepameiog Kot va To dKOYOUV £MG TO TEAOG QTG TNG TEPLOdov Bepameing. Ot
acBeveig Ba mpémetl, otn cvvéyela, va cuveyicovv va Aappdvoov CHAMPIX yia 12 emmdéov
efdopdoeg, yro cuvorikd drdotna 24 efdopadmv Bepaneiog (BA. Tapdypapo 5.1).



Ot acBeveic mov BEAOVY VO SLOKOWYOLV TO KATVIGHLO KOl O1 OTT0101 OEV TO TETLYOV KATA TN SLAPKELL
npornyovuevng Bepaneiog pe CHAMPIX 1 mov vrotpomiacav petd tn Oepaneio, evoéyeton va
®PeANBovV and dAAN pio tpoondbela dokonng pe xpnon tov CHAMPIX (BA. mapdypaeo 5.1).

[N tovg acbeveic mov dev pmopovv va aveytovv Tig avemounteg evépyeieg tov CHAMPIX givan
duvatn N TPOSWPIVI 1N 1 OPIOTIKNY pHeimwon g doomg oto 0,5 mg dVo Popég TNV NUEPA.

Kotd ™ Bepaneia yio tnv S10K0TH TOV KATVIGHOTOC, 0 KIVOLVOG LIOTPOTNG ivart avénuévog tnv
nepiodo apéomg petd 1o Téhog g Bepaneiag. e acbeveig pe avénpévo kivovvo vtotponng, umopel
va eEetachel To evdeyopevo Pabuaiog peimwong g doomg (BA. Tapdypapo 4.4).

Himawuévor

Agv amouteiton Tpocapuroyn g docoroyiog oe nAkiwpévoug acbeveic (PA. mapdypago 5.2). Adyw
TOV OTL 01 NMKI®pEVOL aoBevelg etvar TBavOTEPO v TaPOoLGLALoVY EKTTTOGCT) TG VEPPIKNG
Aertovpyiag, ot Bepamovteg atpol Oa mpémet vo AapBavouy VoY TNV KATAGTOOT TV VEPP®OV EVOG
NAMKIOUEVOL acbevoug.

Negpin dvolertovpyio.

Agv amotteiton Tpocapuroyn g docoroyiog o achevelg pe NTov (eKTIL®UEVT KABOPOT KPEATIVIVIG
> 50 ml/Aentd ko < 80 ml/Aentd) €wg petpiov Pabuov (extiumdpevn kabapon kpeatvivig = 30
ml/Aentd kon < 50 ml/Aentd) veppikn dvoiettovpyia.

Ytovg acBeveig pe petpiov Padpod veppikn dusiertovpyia o1 0oiot TOPOVSIALOVY U OVEKTES
avemBounteg evépyeleg, n 8001 pmopet va peimbel oe 1 mg pia eopd Ty nuépa.

INa tovg acBeveic pe coPapn veppikn dvorettovpyia (extinmdpevn kKaBapon kpeatviving < 30
ml/Aentd),  cuvictodpevn 66omn Ttov CHAMPIX eivarl 1 mg pia popd v nuépa. H yopriynon 6a
npémel va apyicetl and to 0,5 mg pio eopd TV NUEpa Yo T1G 3 TPAOTES NUEPES KO GTI GLVEYELD VL
avéndel og 1 mg pia popd v nuépa. Adyw avenapkovg KAviknig epnelpiog pe to CHAMPIX og
acleveig pe veppomdadeio TeElkov otadiov, 6 cuvioTdrtol 1 yopnynon g Hepaneiog oto
oLYKEKPIUEVO TANBLo NS acBevav (BA. Tapdypapo 5.2).

Hrozikn dvaleirovpyio
Agv amouteiton Tpocapuroyn g docoroyiag o acbeveig pe nrotiky dvsiettovpyio (BA. Tapdypapo
5.2).

Haoidrazpiros minBoouos
To CHAMPIX dev cuviotdton Y10 pnor o€ TodloTptkovg acheveic, EmEdN 1 AMOTEAECUATIKOTNTA

TOV 6€ ALTOV ToV TANBLGUO dev Exet KatadewyOel (BA. mapaypdpovg 5.1 kot 5.2).

Tpomoc yopnynong

To CHAMPIX npoopiletat yia ypnon amd Tov oToOpHoTog Kot To diokia O mpémel va kaTomivovTot
0AOKAN PO LE VEPO.
To CHAMPIX pmopei va AneBel pe 1 yopic tpoen.

4.3 Avrtevositeg

YrepevaioOnoio otn SpacTiKi ovsio 1] 6€ KATO0 0md To EKO0Y0 TOV OVOPEPOVTOL TNV
Topaypapo 6.1.



4.4 Ewwkég TPOEOOTOMGELS KOl TPOPVAAEELS KOTA TN (p1ion

Emnidpoon tng S10KO0mNE TOL KOTVIGLLOTOC

Metafoiéc ot pLGI0AOYIO (OC OTOTEAEG O TG OLOKOTG TOV KOTVIGLOTOC, LE 1) Xwpig Oepameio pe
CHAMPIX, pmopei va petafdAovy Tn QopUoKOKIVITIKN ] T QUPUOKOSVVOUIKT] OPIOHEVEOY
(QOPLOKEVTIKOV TPOIOVIMV, Y10l TO OO0 UTOPEL VO YPELNCTEL VO YIVEL TPOGAPUOYT TG dOGOAOYING
(Topadeiypato teptiapfdvovy tn Beo@uAAivn, T Bapeapivn kot TV wweovAivr). Kabdg to kdnviouo
endyel 1o CYP1A2, ) S10k071 TOL KOTVIGUOTOG UTopel Vo TPOKOAESEL OENCT TOV EMTESDV TOV
vrooTpopdtev tov CYP1A2 oto mAdopa.

NevpoyvyloTpikd GUUTTMOUOTO

Metafoléc ot cupmePLPOPd 1| TN OKEYT, AYXOS, YOYWOOT], SIOKVUAVOELS TNG CUVOICONUOTIKNG
d1iBeomg, emBeTIKN GLUTEPLPOPA, KATAOAYT), CLTOKTOVIKOG 10EACIOC KOl VTOKTOVIKT] GUUTEPIPOPA,
Kot omomEpEG avtokToviog £xovv avapepbel og acbeveic o1 onoiot emyelpovv va dStakdyouvv 10
kémviopa pe CHAMPIX, cbppova pe tny eumelpio Tov Tpoioviog LETH TNV KUKAOPOPIo TOV GTNV
ayopd.

AteENyOn ol LeyaAn, TUXOLOTTONIEVT], OUTAG TUQAY], EAEYXOUEV LE OPUCTIKO KOl EIKOVIKO QUPLLOKO
UEAETT), TPOKELEVOL VO cLYKPLOEL 0 KIVOUVOG GOPapdV VEVPOYLYLOTPIKAOV CUUPAUATOV o8 0oOgvelg
LLE KO Y®PIG 10TOPIKO YOYLUTPIKNG dlaTapoyng, ot omoiol EAafav Bepameio yio T S10KOTY| TOV
Kamviopatog pe Papevikiivn, Boumpomiovn, enifepa Bepaneiog vroKaTdoTATOV VIKOTIVNG (nicotine
replacement therapy, NRT) 1 ewcovikd @dpporo. To kOplo KataAnKTikd onueio ac@arelog NTov Eva
oLVOETO ONUEID TOV VELPOYLYIITPIKMV AVETIOOUNTOV EVEPYELDV TTOV giyav avapepbel katd Tnv
eumelpio PeTd TNV KLKAOQPOPio TOL TPOIOVTOC GTNV AyOpdL.

H ypnion g Papevuchivng o acBeveic pe N xopig 10TOPIKO WYoyloTpikng d10Tapoyng OV GUCYETICTIKE
pe avénpévo Kivouvo coPapdv VELPOYVYLOTPIKMY AVETIBOUNTOV EVEPYEIDY GTO GUVOETO KUPLO
KOTOANKTIKO onpeio 6€ oOYKPLomn UE TO EKOVIKO apuako (BA. mapdypapo 5.1 Pappakodvvapkés
WWtNTES — Melétn oe Atoua pe kar ywpis lotopio Poyiatpixng Aiazopoyne).

H xotablmtikn 61G0g0m, omaving copumephapifavOoIeEVOY TOV GVTOKTOVIKOD 1OEUGLOD Kol TNG
OTOTELPOG AVTOKTOVIOG, UTopel va ival £€vo GCOUTTOE TOV GLVOPOLOL GTEPTONG TG VIKOTIVIG.

O Bepdmovteg wtpoi Ba mpémet va ivar evijpepot yuo TNV mlavn epeavior cofapav
VEVPOYLYLITPIKAOV CUUTTOUATOV G€ acBeveic TOV ETLYEPOVY VAL GTAUATIGOVV TO KATVICLO LE 1|
xopic Oepaneia. Eqv mapovciactodyv cofapd vEvpoyuyloTpikd copmTdpate Katd T Oeponeio pe
Bapevikdivn, ot acBeveic O mpémel va SakdyoLv apESmg TN Papevikiivn Kot VoL ETKOIVOVIGOLV LE
évav enayyeipatio vyeiag yio emovagloldynon g Oepaneiog.

IoTopkd WYuy1aTPIKAOV S10TopaymV
H dwokonn| tov kamvicpotog, ue 1 xopig eapupoakevtikn Oepaneia, el cuoyeTioTel pe emdeivmon
VTOKEIHEVAV WYOYLOTPIKAOV VOS®V (.. KatdOAwym).

Meléteg drakomng tov kanvicpotog pe to CHAMPIX éyovv mapdoyet dedopéva yio acbeveic pe
1GTOPIKO YVYLTPIK®V dtatapaydv (BA. mapdypago 5.1).

e g KAMviKn 80K S0KOTG TOL KOTVIGIOTOG, VELPOWVYLOTPIKEG avemiBuunTeg evépyeleg
avaépnkay cuyvotepa o€ acheveic [IE 10TOPIKO WYOYLOTPIKOV SUTUPUYDV GE GCOYKPIOT] LE AVTOVG
YOPIG 1TOPIKO YUYLOTPIKAOV dtaTapaymv, aveéaptnta anod tn Oepansio (BA. Tapdypapo 5.1).

Oa mpémel vo, divetal TpocoyN o€ acheVeig Le 10TOPIKO YVXLATPIKIG VOGOL Kal ot acbeveic O mpémet
Vo GUUPOVAEDOVTAL AVOAOY®C.



2racuot

g KMVIKEG OOKIUEG KOl GOUPOVOL LE TNV EUTEPLO LETA TNV KUKAOQOPI TOL TPOIOVTOG GTNV ayopd,
&xovv vtap&et avapopég onacumv o€ acbeveic mov Adpupavay CHAMPIX, pe 1 yopig iotopikod
onacpmv. To CHAMPIX 0a mpénet va ypnoiponoteital Tpocektikd o€ acheveic |e 16TOPIKO
OTOCU®V 1| GAL®V KATOCTAGE®Y TOL THAVOV VO LELDVOVY TOV 0VO0 TPOKANONG CTOCUMV.

Awkonn Oepaneiog

Y10 téAhog g Bepameiog, n dakonn tov CHAMPIX cvoyeticOnke pe avénuévn evepebiotdotra,
TOPOPUNOT YO KATVIGHA, KaTdOAyn Kovn admvia og 1060oto péypt kat 3% tov acbevav. O
Bepanv 1Tpdc TPEMEL vV, EVIHEPDVEL TOV 0eBev avaAddymg kot va oulntd 1 va eEeTdlel TNV avaykn
v Pabaio peimon g 66omg.

Kapdiayysiokd coupduoto

Ot acBeveic mov Aappfavooy CHAMPIX Ba npémet va kaBodnyovuvtal dCTE Vo EVIILEPDOVOLY TOV 10TPO
TOVG Y10 TNV EUPAVIOT] VEDV 1] TNV EMOEIVOOT] KOPOLOYYEINKDOV COUTTOUATOV Kot vo, avalntovy
GUEST 1ULTPIKT PPOVTION, EAV ELPAVICOVY ONUEIN KOl CUUTTAOUATO ELPEPAYUATOG TOV HLOKAPSIo 1|
AYYEWLKOV £YKEQPAALKOD emelcodiov (PA. mapdypao 5.1).

Avtidpdoelc vrepevouchnoiog

"Exovv vapéet avapopiéc avidpdoemv vrepevaicinciog Hetd v KukAopopia Tov Tpoidvtog otV
ayopd, copmepthapavopuévou Tov ayyeloidnuatog o acbeveic mov Adppovay oapevikiivn. Kivucd
CUUTTMOUOTO GCUUTEPIEAGUPOVOY O1OTLLO TPOCHOTOV, GTOUATOG (YADCOTH, YEIAN KO 0OVAR), AopoD
(papoyyag ko Adpoyyag) Kot akpov. Yanp&av onaviec ovapopEég ayyEI00101 LATOG AEATIKOD Yol TN
Lon, o omoio &yxpnle emelyovcus WTPIKNG PPOVTIdNG AGY® OVATVELOTIKNG KATOOTOANG. AcBeveig mov
TapoLG1ALovy aLTd To cvuTTONATO B TPETEL VoL StakOyouy TV Bepameia pe Papevikdivi Kot va
EMKOWVMVIGOLV OUECMG UE Evay ETayyeALOTIO VYEioG.

Aepuotikéc avTdOpacELC

"Exovv eniong vrdpéetl omdvieg, 0AAG GOPapES, OVOPOPES OEPLOTIKMV OVTIOPACE®MY UETA TNV
KuKAoQopia ToL TPOIOVTOG TNV ayopd, cupmepthapfavouévon Tov Zuvopopov Stevens-Johnson kot
tov [ToAvpoppov Epvnpatog, oe acbeveic mov Adpupavay Bapevikdivn. Kabmg avtéc o1 depuotikéc
avTdpdoelg pmopel va etvar ametntikég yia tn {on, ot acbeveic O mpémet va dakdyouv TNV
Oepaneio 010 TPAOTO oMueio eavOUATOG 1 OEPHOTIKNG AVTIOPAONG KOl VO EMKOIVMVI|GOLV OUECMG
pe éva emayyeipatio vyeiog.

I[TAnpoopicc oyeTikd ue to. EKd0ya

AT TO POPUAKELTIKO TPOTOV TEPIEXEL MYOTEPO atd 1 mmol vatpiov (23 mg) avd diokio, ivarl avtd
nov ovopalovpe «ehevbepo vatpiovy.

4.5 Alnlemopdosic pe GALo QUPUOKEVTIKA TPOTOVTA Kol GALES POPPES aAANAETIOpaONG

Me Bdon ta yopakInploTikd g PapevikAivng kot Tnv éog Topa kKhvikn epnepia, 1o CHAMPIX dgv
TAPOVGIALEL KAMVIKA OTUOVTIKEG AAANAETIOPACELG Le AAAL PApUaKa. AE GUVIGTATOL KOl
npocapuoyn g docoroyiog tov CHAMPIX 1| tv cuyyopnyodpevmV QopUIK®Y TOV AVaPEPOVTOL
TOPAKATO.

In vitro pehéteg vrodetkvoovy 6tL 1 PapevikAivn etvat amiBovo va HETOPAAEL TN POPUUKOKIVITIKY
oVoIMV oV peTaPorifovial TpwticTmg and ta Evivua Tov kutoypdpatog P450.



Emunpocbitmg, epdcov o petaforiopodg g Papevikiiving aviumrpocmrevel Atydtepo and to 10% tng
K@0apong TG, 01 SpucTIKEG OVGIES OV Elval YVOGTO OTL enNpedlovy T0 cOGTNUN KVTOXpOHaTOC P450
etvar amiBavo va petafdiovv ) eappokokivntikny g Papevikiivng (BA. Tapdypago 5.2) ko,
EMOUEVMG, Ogv amarteital Tpocapoyn g doorng tov CHAMPIX.

In vitro peAétec VTOJEKVOOLY OTL 1] PaPEVIKAIVY eV OVOGTEAAEL TIG TPOTEIVEG LETAPOPAS TOV
avOpOTIVOL VEQPOV Gg BEPUNEVTIKEG GLYKEVTPDOELS. Emopévmg, dpaotikég ovoieg mov amofdiiovtal
UEC® VEQPIKNG OTEKKPIONG (). LETOOPUIVN - PA. TapakdT®) etvor amiBavo va Enpeactovy and
Bapevikdivn.

Metpopuivn

H Bapevikchivn dev ennpéace T oprokokivnTikn TG net@opuivng. H peteopuivn dev giye xapio
EMOPAON OTN POPUAKOKIVITIKY TNG PapevikAivig.

21peTidivn

H ovyyopnynon g owetidivng pe m Papevikhiviy adénoe tn cvotnuatikn £kBeon g Papeviciiving
Katd 29% Aoym peimwong g veppikng kdbapong g Papevikiivng. Ae cuviotdrtol Kopio Tpocapuoyn
NG 00G0A0Yi0G, AOY® TNG GLYYXOPTYNONG CIUETIOIVIG GE ATOUO LLE PUGLOAOYIKY| VEQPIKN AElTOLPYia 1
o€ aobevelg pe Nmov emg petpiov Pabupod veppikn dvciettovpyio. Ze acbeveig pe coPapr| veppikn
dvodettovpyia, Bo TpEmel va AmoPeHYETOL 1] TAVTOYPOVI YPNOT CUETIOIVIG Kot PapevikAivg.

Aryoivn

H Bapevuchivn dev ennpéace T QOPUOKOKIVITIKY TNG d1yo&ivig o cuvlnkes otabepng KOTAGTAONC.

Bapoapivn

H Bapevichivn dev petéPare tn papuaxokvntiki g Papeapivng. O xpovog mpobpoupivng (INR) dev
emnpedotnke ano T Popevikiivn. H idwa n dtokonr] Tov KomviopoTog PTopel va TpoKaAESEL
petafoirég ot pappakokivntikn g Papeapivng (BA. Tapdypago 4.4).

AAKoOA
Yndpyovv meplopiopéva kKAvikd dedopéva yio tnyv omoto tlovn aAinieniopacn Hetalld aAKOOA Kot
Bapevuckivine. Ymp&av avapopég LETE TV KUKAOQOPio TOL pOPLAKOD Y10 ALENUEVT TOEIKN

emidpaon Tov owvomvedaTog o acBevelg vrd Bepaneia pe fopevikdivn. Agv Exel emPefaiwbel kKamowo
OITIOAOYIKT] GLGYETION UETASD OVTMOV TOV TEPICTATIKAOV Kot TNG YpNons Papevikiivig.

Xpnon ue dAiec Ogpomeicc yio Tn S10KOTH TOV KOTVIGLOTOC

Bovrmpormiovn

H Bapevichivn dev petéfare tn @opuaKoKvnTiki g Poumpomiévng o€ cuvinkeg otabdepng
KOTAGTOOTG.

Ocpamneio vroxardoratwy vikotivyg (NRT)

Orav ovyyopnynonke Papevikiivn kot dadepuiki NRT og kanviotéc yio 12 nuépeg, onueimbnke
OTOTIOTIKA GTLOVTIKT LEIMOT] TNG LEGTG GLGTOAKNG apTNPLOkNG ieons (ddpeon Tiun 2,6 mmHg) e
HETPNOT TOL £yve TNV TEAELTALO NUEPA TNG LEAETNG. ZE VTNV TN UEAETT], 1] CLYVOTNTO ELPAVIONG
vauTiog, KePaAaAyiag, eETov, (UANG, dSVoTEYING KOl KOTMONG NTAV HEYOADTEPT) KOTA T XOPTYNoN
TOV GLVOLAGHOV Ao OTL katd T xoprynon NRT povo.



H acpddeia kot n arotelecpatikotta tov CHAMPIX oe cuvovaopo pe dAleg Bepaneiec dtakomng
TOV KOTVIGHOTOG gV Exouv peretnOel.

4.6 Tovipétnra, KONoN Ko yorovyia
Kvnon

Ta dedopéva amd oYeTIKA TEPLOPIOUEVO APIBIO EYKD®V YOVOUK®DV eV KOTEDEEAY SVCTANGIKN 1|
euPpoikn/veoyvikn to&kdtnra, omd ™ xpnon g Papevikiiving (PA. mapdypaeo 5.1).

Meléteg oe (Do kaTeder&ay avomapayyikn toSikotnta (BA.mapdypapo 5.3). Zav TpoANTTIKO HETPO,
elval TPOTUNTED VO AmoPeVYETAL 1 ¥PNIoN TNS Papevikhivng katd T didpkeln TNG yKvposvvng (BA.
Tapdypoeo 5.1).

Oniacudg

Agv gival yvaooto gav 1 fopevikdivn anexkpivetatl 6To avOpomvo yaha. Meiéteg og {da
VTOJEIKVOOLV OTL ATEKKPIVETOL GTO UNTPIKO YdAa. H amdpaon va cuveyiotel/dlokonetl o OnAacuoc
va cuveylotel/dakomnel n Bepaneio pe CHAMPIX Ba mpémet va Aopfavetor apot e&etaotel 10 6QeAOg
1oV OnAacpov Yo to Bpépoc, Kabmg Kot To dpeiog tng Bepanciog pe CHAMPIX yia t yovaika.

Tovipdtta

Agv vdpyovy KAVIKA SEO0UEVA Y10l TIG EMOPAGELG TNG PAPEVIKAIVIG GTN YOVILOTNTO.

Ta pun KAvikd dedopéva dev amedei&ay kivouvo yia toug avBpamovg faciiopeva oe cuviBelg peréteg
YOVILOTNTAG G 0PGEVIKOVG Kot OnAvkovg apovpaiovs (PA. mapdypapo 5.3).

4.7 Emopacelg 6Ty tKavOTNTa 001Y101)G KOL YEPIGHOV U} AVI|LETOV

To CHAMPIX evdéyeton va £xel ikpn 1 LETPLO ETIOPACT) GTNV IKOVOTNTO OO YNOTG KOl XEPIGLOV
punyovnudtov. To CHAMPIX evdéyetar va mpokaréoet {aAn, vrvniio Kot Tapodiky amdAeLo
OLVEIONOMNG KA, O EK TOVTOV, EVOEYETAL VO £XEL EMLOPACT] OTNV IKAVOTNTA 0O YNONG KOl XEIPIGLOV
punyovnudtov. Xtoug acbeveic mpénet va divetal GuUBOLAN va Unv 0dnyovv, va un yewpilovral
TOADTAOKO UNYOVILLOLTO, KOL VO LNV TTOPVOLV HEPOG G AAAEG EVOEYOUEVMG ETIKIVOVVEG
dpaoTNPLOTNTEG, UEYPL VO SomIoT®OEL €6V ALTO TO POPUAKEVTIKO TTPOTOV EMNPEALEL TNV IKAVOTNTA
TOVG VO EKTEAOVV QTEG TIG dPACTIPIOTITEG.

4.8 AvemOOunteg evépyeleg

[Iepiinyn Tov TPOPiA ACOOAELOC

H dwokom Tov kamviopatog, pe ) yopic Oepaneia, oyxetiCeton pe dSdpopa coumtopata. o
napadeyna, aictnua duvceopiag 1 katablrtikn d1d0eon, avmvia, evepedioTdoTNTO, ATOYONTELON 1)
opYn, AyX0s, OLGKOAN GTN CLYKEVTPMGT], AVNoLYid, HEWUEVOS KAPILOKOS pLOUOG, avénon g
ope&ng N Tov copatiKod Bapovg, Exovv avapepbel oe acbevelg TOL EMYEPOVY VO SIAKOWYOVV TO
Kamviopa. Agv éyet yivel Kapio Tpoonddeia o0Te 6T TAAICIH TOV GYESOGHOD, AAAG OVTE KOl GTO.
mhaioa avaivong Tov peret®v tov CHAMPIX va yivel dtoywpiopog HeTa&d TV avemifountov
gvepyelmV ov oyeTifovTol Pe T eopuakeLTIKn Bepomeio TNG HEAETNG I AVTOV TOL THAVOV VO
oyeTilovTal LE To GUUMTAOUATO GTEPTONG TNG VIKOTIVNG. Ot avemBounteg evEPYEIEG TOL PAPLLAKOV
Bacilovtar otnv a&loAdynon dedopévov and peAETeg paong 2-3 TPy omd TNV KUKAOPOPio TOV
TPOTOVTOG GTIV AyOpd KO EMKOLPOTOLOVVTAL BACEL GUYKEVIPOTIKDOV dESOUEVOV o 18 eAeyyOUeVeg
LLE EIKOVIKO PAPHOKO, LEAETEC, TPV KO LETE TV KLKAO(QOPIO TOL TPOIOVTOC TNV yopd, Ol OToieg
ocvunepreAdpPavay mepimov 5.000 acbeveig mov vroPAnOnKav oe Oepaneio pe fopevikiivn.



Y& aoBeveig mov vroPfAnOnkav oe Bepaneia pe T cuvicTOUEVT 6601 Tov 1 Mg dvo POPES NUEPN TG
petd amd apykn nepiodo TitAomoinong, n avemlBOuNT evEPYELD TOL ovaPEPONKE e TN peyoldTEPN
ouyvotnTa NTav vavtio (28,6%). Ztnv TAE0YN (i TOV TEPMTOCE®YV, 1) VOUTIO ELPAVICTIKE T
TPMTO GTASIN TNG TEPLODOL Bepameiog, NTav Nmag £0G LETPLUG PapVTNTOC, Kol GTTAVIN 001|YNOE GE
dwokomn g Bepameiog.

Kotaypoen ovemfountmy EVEPYEIDYV GE TIVOKQ

Ytov mwivaxka Tov 0KoAoLOEl, avagEpovtal OAEC 01 aVEMIBOUNTEG EVEPYELES TOV TPOKANONKOV [E
CLYVOTNTA ELPAVIONG LEYOADVTEPT OO OTL KATA TN XOPNYNOT EIKOVIKOV QAPUAKOL, ava KaTnyopia
0PYAVIKOD GLGTHIOTOG KoL v GuYVOTNTA (TOAD cLyvEG (= 1/10), cuyvég (=1/100 €wg <1/10), oyt
ouyvéc (>1/1.000 éwg <1/100) kon omdvieg (=1/10.000 éwg <1/1.000)). Evtog ke katnyopiog
CLYVOTNTOG ERPAVIONG, Ol AVETIOVUNTEG EVEPYELEG TTapaTiBevTat Katd pBivovoa celpd cofapdtnrag.

Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

cVoTNIO

AoPAEELS KOL TAPUCITAOGCELS

[ToAv cuyvég Pwooeapuyyitida

Yuyvég Bpoyyitida, TapappivokoAmition

Oyt ovuyvég Mouxkntiaon, oyevig Aoipmén

AWTOpayES TOV GUOTOUTIKOD KOL TOV AERPIKOV GUGTI|NOTOS

Ymdvieg Ap1Ou6s apomeTaMov HElOUEVOS

Awtapayés Tov petaporiopod kot tng Opéyng

Yuyvég Zopatikd Bapog avénuévo, 0petn Hetwpévn, 0petn avénuévn
Oy ovyvég Yrepylokopio

Yrivieg Zakyapmong oo fnne, Torlvdnyia

Yootpikég dwotapayés

[ToAv cvyvég Awtapaypéva dvelpa, abdmvio

Oy ovyvég AvToKTOVIKOG 10800 UOG, EMOETIKOTNTA, AVTIOPOOT] TAVIKOD, CKEYN LN

(VGLOAOYIKY], OVIoLYia, OIOKVIAVGELG TG CUVULSONUATIKNG d1dBeong,
KatdOhym™*, ayyos*®, yevdoioOnoeig*, yevernowa opun avénuévr, yYeVeTnoo
OpHN HEWWUEVN

Yrivieg Yoywon, vevoPacia, U GLUGIOAOYIKH GVUTEPLPOPE, Svcpopia, Ppadvepevia

AWTapayéS TOV VEDPIKOD CUGTI|LATOG

[ToAb cvyvég Keparaiyia

Yuyvég Yrvnia, {GAn, Svoyevcia

Oyt ovuyvég Xracpog, Tpopoc, Anbapyoc, vraictnoio

Yrdvieg Ayyeloko eYKEQOAIKO ENELGOJ10, VITEPTOVID, dLuGaPOpia, PUn ELGIOAOYIKOG
GUVTOVIGUOG, VTOYELGIa, dATAPUYT TOV KIPKadLovoh pulpod Tov vITvou

Mn yvooTtég [Mopodikn andAeia cuveldnong

O@Baipikég ovatapayés

Oyt ovuyvég Eminepuxitidon, névog Tov 0pOoipod

Yrdvieg ZKOTOUA, SVCYPOUATICHOG TOL GKANPOY, Ludpiact, potopofia, puwria,
dakpvppoto avENUEVN

Awtapayés Tov OTOS Kot TV Aofopivlov

Oyt ovuyvég Eppoég

Koapowakéc oratapayéc

Oyt ovuyvég ‘Epopaypa tov pookapdiov, otnddayyn, toyvkapdio, aicOnuo tolpuomv,
Kapdlokds pOUog avénpévog

Ymdvieg KoAnum pappapoyn, niextpokapdioypdonua, sitdotnua ST katdomao,
niektpokapdoypaenua, Exappo T edpog petopévo

Ayyawokéc oroTapayss

Oyt ovuyvég Aptnplakn wieon avénpévn, E&aym

AWTapayES TOV AVATVEVGTIKOD GUGTIATOS, TOV 0DpaKa Kol TOv nEGodmPaKIon
2uyvég Avcnvota, Pryog




Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

clVoTNIO

Oy ovyvég DLeypovi] OVATEPOV AVATVELGTIKMY 00MV, GULPOPTCN OVATVEVGTIKNG 0000,
dvopovia, aAlepykn pitda, epediopdg Tov Aoy, GLUPOPTOT) KOATMV TOV
TPOCHTOV, GUVIPOLO PNY0 TOV AVATEPMV AEPAYDYDV, PLVOPPOL

Ymhvieg Akyog Adpuyya, poyxointod

AlTapayES TOV YOGTPEVTEPIKOD

[ToAv cvyvég Noavtia

Yuyvég Tlaotpoolcopayikn TaAVEpOUN G|, EUETOC, HUCKOIAOTNTO, d1dppOoLa, OLATAoN
g KOG, KOIAMaKO GAyog, odovtadyia, Suomeyia, HETEMPIGUOC, EnpocTopia

Oy ovyvég Ayotoyeoia, yaotpitido, LeTaPoAN oTIG cuVNOEIEG TOV EVTIEPOL, EPLYN,
aeBmdng otopatitida, GAyog TV 0VAMV

Xrdvieg Ayotépeon, U pLGIOA0YIKE KOTPAVA, YADCGO ETiYPLOTN

AwTapayés ToV 0EPPATOS KL TOV VTOH6PLOV 16TOV

Yuyvég E&avOnpa, kvnopog

Oyt ovuyvég Ep0Onuo, akun, vrepdpwacio, voktepvol 10pMTES

Ymdvieg Yofapéc deprotTikég avTdpaoelc, CLUTEPIAAUPAVOUEVOD TOV ZVVEPOUOV

Stevens-Johnson kot Tov [ToAdbpopeov Epvbnuoatoc, ayysiooidnua
AWTopayES TOV HVOGKEAETIKOD GUGTILOTOS KL TOV GUVOETIKOV 1GTOV

Suyvég ApOBparyia, poalkyio, ocpuolyio

Oy ouyvég Mvikoi omacuol, LLOGKELETIKOG TOVOC TOV Odpaka

Ymdvieg Avckopyio apdpmong, yovopitida TAevpon

AWTOPAYES TOV VEPPAV KUL TV 0VPOPOPOVY 00OV

Oy cuyvég Xvyvovpia, voktovpio

Ymdvieg IMwiolovpia, Tolvovpia

AWTopayES TOV AVETAPAYWYIKOD GUGTI|LOTOS KOl TOV NO.GTOV

Oy ouyvég Mnvoppayia

Ymdvieg KoAmiko ékkpiua, ce€ovaiikn ducAiettovpyia

I'evikég owotapayic Kol KATOOTAGELS TG 0000 YOPNYONS

Xuyvég Owpaxikd GAyog, kKOT®GN

Oy cuyvég Owpakikn Svoeopia, YpImmong cuvopoun, mupetia, eacévion, aictnua
KaKovylog

Ymdvieg AicOnon youypov, kbot

Hopoxivikég e€eTdoerg

2uyvég Aoxyooieg NIaTIKAG AELITOVPYIOG [N PUCIOAOYIKEC

Ymdvieg Avdlvon omépuatog un euctoloyiky, C-avidpmoo TpeTeivn avénuévn,

0oPECTIO AiOTOC LEIWUEVO
* Ot ovyvotnteg Exovv extiunOel amd pio pedétn mopokolovdnong ouddwy petd tnv Kukiogopio
TOL TTPOTOVTOC

Avopopb mbavoloyobLeEVmV oVETIOOUNTOV EVEPYELDV

H avagopd mhoavoroyoduevmv averiBounT®V eVEPYELDY LETO A0 TN XOPNYNOT AdEWG KVKAOPOPTiaG
TOV POPHOKEVTIKOV TPOTOVTOG eivar onpavtikn. Exttpénet tn cvveyn mapakorovbnon g oxéong
0PEALOVC-KIVOVVOV TOV QOPLOKEVTIKOD TPOIOVTOG. ZNTEITOL OO TOVE EMAYYEAUATIES VYEING VA
avaPEPOLY 0TO1EGONTOTE THAVOLOYOVUEVEC OVETIOVUNTEG EVEPYELEC LECH TOV EOVIKOD GLGTNUATOG
avapopds Tov avaypaeetal oto [apdptnua V.

4.9 Ynepoocoroyia

Agv avapéptnkav tepintwoelg vrepdocoloyiag oe KAVIKES doKiES Tov dteénydnoav mtptv amd v
KUKAOQOpPIio, TOV QUPUAKOD GTNV oyopd.

Ye mepintwon VIEPSOGOAOYING, amalTeiTal 1| AYN KaOEpOUEVOY VTOGTNPIKTIKOY HETPOV, AVAAOYO
LLE TIC OVAYKEG.




"Exet deryBel 611 1 Papevikhivn amopakpOveton pe aipokdfapon oe acbeveig pe veppomdbeia TeAKo
otadiov (PA. mapdypaeo 5.2). Qot1600, deV VILAPYEL EUTELPIN ATO cOKABOPON LETE T AWM
vepPfolikng d6omng.

5. DAPMAKOAOTITKEX IAIOTHTEX

51 ®appoxodvvopkEs 1010TNTEG

Ddappokobepamevtikn kaTnyopio: AAAG QAPLOKO TOV VELPIKOV GLGTHHATOG, Dapuaka yio TNV
avTETONION (Sratapaydv) tng e&aptnong, Oapuroka Tov YPNCLOTOOLVTAL Yio. TNV e£apTnor omd

vikotivn, kodwog ATC: NO7BAO3

Mnyovioog dpdonc

H Bapevuchivn cuvdéetat e vYnAn cuyyEVELD KOl EKAEKTIKOTNTA e TOVS 042 vEup®mVIKODG
VIKOTIVIKOVG VTTOO0YELG TNG OKETVAYOAIVIG, OOV dpal MG HEPIKOG OLYMVIOTHG - Lid OVGia TOV
TAPOVGIALEL, APEVOG, OPACT] AYMVIOTH LE YAUNAOTEPT] EYYEVT ATOTELECUATIKOTNTA OO TN VIKOTIVN
KoL, APETEPOL, OPAOT AVTOY®VIGTH TAPOVGIa TG VIKOTIVNIG.

Hlektpopuotoloyikég LEAETES in Vitro Kol VEVPOYNUIKEG LEAETEG in Vivo €yovv deilel 6T M
Bapevikhiviy cvvdéeton pe Toug 04B2 VELPOVIKODS VIKOTIVIKOVG DITOOOYELG TG OKETVAOYOATVIG KO
dleyeipel v emreAoOpeEV HEGH VTTOSOYEMY OPAGT), OAAY GE OTLAVTIKA XOUNAOTEPO EMIMEDO GO TN
vikotivn. H vikotivn avtayoviletat yio v idwo 0éon npodcdeong e tovg avlpomivoug a4p2
VIKOTWVIKOVG VTodoyelg TG akeTvAyoiivig (nAChR), yia tnv omoia 1 fapevikiivn tapovcialet
vynAoTEPN cvyyéveln. Emopévag, n Papevikdivin umopei va avooTeilel AmTOTELECUATIKG TV
KOVOTNTA TG VIKOTIVIG VO, EVEPYOTOLEL TANP®G TOLG 042 VITOSOYELS KOL TO LECOUETALYUIOKO
VIOTAUIVEPYIKO GUGTIUO, TO VELPMVIKO UNXAVIGUO TOV VITOKPVTTETOL KATM A0 TNV EVIGYLOT KoL TNV
emPpapevon wov Puovet Kaveic oOtav komvilel. H Bapevuchivn Tapovcidlel vynin eKAEKTIKOTNTO Kot
ouvdéeTar 1oyvpdTEPa pe Tov 042 vrrotumo Tov vodoyéa (Ki=0,15 nM), and 611 pe GAAovg Kool
vikotwvikovg vrodoyeis (a3p4 Ki=84 nM, a7Ki= 620 nM, alPyd Ki= 3.400 nM) 1 un vikoTiviko0g
vrodoyeig kot petapopeic (Ki> 1uM, extoc tv 5-HT3 vrodoyéwv: Ki=350 nM).

DapuokodvvakEc EMOPACELS

H amotekeouatikdmra tov CHAMPIX o1n S0 Tov Komviopatog eival GUVETELD TG OpAoNg TNg
Bapevikdiving g pepucod ayoviotn otov 042 vikoTvikd vodoyéa, OTov 1 TPOGOECT TNG TPOKOAEL
EMIOPAOT ENOAPKN Y10 TNV AVAKOVPLON TOV CUUTTOUAT®V TG EVIOVNG EMBLUIAG Y10 KATVIGUO KO TG
otépnong (dpdon aywviotn), £(oVTag TOPAAANAN OC OTOTEAEGHO pio Pel®OT) TNG EXIOPOAOTG TOV
KOMVIGLOTOG G TPOG TNV EMPPAPEVOT| Kot TNV VIoYLOT, LECH TNG TAPEUTOIICNG TNG CVVIESNG TG
vikotivng otovg 042 vodoyeig (dpdon avtaymvioTh).

KMvikn omoteAecUOTIKOTNTO KOl 0GQAAEL

O Bepameieg d1oKOMN G TOV KOTVIGLOTOG gival TOavOTEPO Vo eMTOYOVY o€ 0o0gvelg Tov emBLUIOVY Vo
SLOKOWYOLV TO KATVIGHO Kot AapPavouy emmAéov GUUPOLAES Kol VTTOGTNPIEN.

H amoteleouatikomra tov CHAMPIX o1n dtoKomn Tov Kamviopatog Tpocdlopiotnke og 3 KAVIKEG
JOKIHEG TTOV TTEPLEAGUPAVAY XPOVIOVG KATTVIGTEG TotydpmVv (= 10 Totydpa nuepnoing). Abo yiAlddeg
eaxooiot dekaevvea (2.619) acbeveic Elafav CHAMPIX 1 mg BID (1o omoio titAomomOnke Katd
dudpkela T TpMOTNG ERSopddag), 669 acbeveig Erafav Bovmpomiovn 150 mg BID (1 onoia emiong
TithomomOnke) kot 684 acbeveig Erafav eKoOVIKO PAPUOKO.

2VYKPITIKES KAIVIKEG HELETES
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g 800 TaVOUOLOTUTEG SUTAA-TVPAEG KAVIKES SOKIUES £YIVE TPOOTTIKY] GUYKPLOT TNG
aroteleopatikotrag tov CHAMPIX (1 mg 0o popég tnv nuépa), Tng POVTPOTIOVIG TAPATETOUEVNS
amodéopevong (150 mg 500 Popéc TV NUEPR) KL TOV EIKOVIKOD PUPHIAKOV GTY| OL0KOTH TOV
KOmVICUOTOG. L€ aVTEG TIG HEAETEG dudpkelag 52 efoopdadmv, ol acbeveig Elafav Depamneia yio

12 gBdouddeg, akolovBovuevn amd don dvev Bepomeiog diapielag 40 foopadmv.

To xbplo tehd onpeio Tov 600 peAeTOV MTay TO EMPEPAIOUEVO HECH TOV LOVOEELDIOV TOV AvOpaKa
(CO) m0600TO GLVEYOVG OLAKOTNG TOV KATViopaTog Yo 4 gfdopdadeg (AW-CQR) and v efdopdoa 9

émg Kot v gRdopdda 12. To kbplo tehkd onpeio yio to CHAMPIX €dg1ée v avotepodTnTd TOL 0O
OTOTIOTIKNG TAELPAG EVOVTL TG POVTPOTIOVIG KOl TOV EIKOVIKOV POPUAKOV.

Metd ) pdon dvev Bepaneiog diapkelag 40 gfdopddwv, £va factkd devtepedov TEAIKO ONUEID Kot
v TG 600 pEAETEC TV TO T000GTO cuveyoVs amoyng (CA) katd tnv efdopndada 52. Qg CA opiotnke
10 TOG0GTO OA®V TV acHevdv mov vroPfAnnkay oe Bepaneia Kot dgv Kamvicav (ovTe pio poven&id
amo éva torydpo) and v ERdopdda 9 émg kot v ERSopdda 52, evd 1 HETPMON TOL EKTVEOUEVOL
CO dev ftav > 10 pépn ava exotopupdplo (ppm).

Ytov akdrovbo mivaka avaeépetar to 4W-CQR (gfdopnddec 9 £wg kat 12) kot To tocootd CA
(efdopddec 9 £mg ko 52) amd Tig peréteg 1 won 2:

Merém 1 (n=1022) Melém 2 (n=1023)
4W CQR CA 4W CQR CA
EBS. 9-52 EBS. 9-52
CHAMPIX 44,4% 22,1% 44,0% 23,0%
Bovrpomidvn 29,5% 16,4% 30,0% 15,0%
Ewovikd pdppaxo 17,7% 8,4% 17,7% 10,3%
eI NS UNN VR R TR Y
. p <0,0001 p <0,0001 p <0,0001 p <0,0001
QOPLAKOV
Aobyog mBovottev (odds ratio) 1,96 1,45 1,89 1,72
CHAMPIX évavt foumpomidovng p <0,0001 p =0,0640 p <0,0001 p =0,0062

Avagepbeioo amd tovg 000eveic éviovn emBouio Y10 KATVIOUQ, COUTTOUATO GTEPHONS KOL EVITYVTIKH
EMIOPAON TOV KOTVIOUOTOS

Kotd ™ dudpkela g dpactikng Bepaneioag, 1060 ot Melétn 1 660 kot ot Mehétn 2, ) évrovn
embupio Kol TO CUUTTOUATO GTEPTONG LEIMONKOV OTLLAVTIKA GTOVG 0oOgVElg TOV TVYAOTTOW ONKOY
ot0 CHAMPIX ce 60yKkpion pe to ewovikd eappako. Eniong, to CHAMPIX peiowce onpovikd myv
EVIGYVTIKT EMIOPOGCT] TOL KATVIGUOATOG, TOV UTOPEL VO SLOU®VIGEL TV KOTVIGTIKT] GUUTEPUPOPE GE
acBeveic mov kamvifovv Katd tn didpkela tng Bepaneiog, Evavtt Tov gikovikoy eappdakov. Katd
SLPKELD TNG LOKPOYPOVIAG Pdomng mapakoiovdnong avev Bepaneiog oe petpribnke n emidpacn g
Bapevikdivig oty évtovn embupio Yo KATVIGUA, TO GUUTTOUATO GTEPT|ONG KL TNV EVIGYVTIKN
eMidpaon Tov KATVIGUATOG.

Melén drarnpnons e amoyns

2y tpitn pekétn, a&lohoyndnke to dperog piag emmiéov Bepaneiog pe CHAMPIX didpretog

12 gfdouddmv ot d1aTHPNoT TG ATOYNG. € QLT TN HEAETN, ot acBeveig (n =1.927), éafav
avouyt Oepaneio pe CHAMPIX 1 mg dvo popég tnv nuépa yo 12 efdopndadec. Ot acbeveic mov
dtékoyav to Kamviopa £wg tnv ERdoundda 12, otn cuvéyeia toyatomodniay va Adfovv eite
CHAMPIX (1 mg dvo gopéc v nuéPa) €ite eKOVIKO QAappoko Yo akoun 12 efdouddeg oe cuVOAKN
dwdpketa perémng 52 efdouddwv.

To xbpilo tehcd onueio g peAéng Ntav 1o emPePaiopévo péom tov CO T0c06Td GUVEYOVS ATOYNG
amo v gfdopada 13 Emg kot v gfdopdda 24 otn SmAd-TveAN pdon Bepancioc. ‘Eva facuco
devTePEVOV TEAIKO onpeio NTavV T0 T0oc0oTd cuveyovg amoyng (CA) yuo To dSidotnua ard v
efdopdoa 13 €wmc kar v efdopdda 52.
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Av 1 pedét €deiée 10 6pelog piog emmpoctetng Bepaneiog, dudpkelag 12 Bdopadmv pe
CHAMPIX 1 mg 600 @popég tnv NUépa Gt S10THPNOT TG SIOKOTNG TOV KUTVIGHOTOG £VAVTL TOL
EIKOVIKOD QOPUAKOV: 1) avOTEPOTNTA EVOVTL TOV EIKOVIKOD Qapudkov dcov apopd to CA
drtnpnonke €wg kot tnv efoopdda 52. Ta Pacikd aroteléouata cuvoyilovtal otov akdéiovbo
nivokao:

MMoocoota Xvveyovg Amoyils o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewovuco Awgpopd Adbyog
n=602 QAPLLOKO (95% CI) mbavotnTmv
n=604 (95% CI)
CA* EBS. 13-24 70,6% 49,8% 20.8% 2,47
(15,4%, 26,2%) (1,95, 3,15)
CA* EBS. 13-52 44,0% 37,1% 6.9% 1,35

(14%,12,5%) (1,07, 1,70)

*CA: [Toocootd Xvveyovg Amoyng

Yndpyel mpog 10 Tapdv TEPLOPICUEVT KAVIKT eumepia pe ) xpron tov CHAMPIX petaéd taov
OTOU®V TNG LOOPNG PUANG, DOTE VO TPOCIOPICTEL 1] KAVIKY] OTOTEAEGHOTIKOTNTO.

Evédikty nuepounvio draxomns petald twv efdoucdwmv 1 kor 5

H amoteleopatikdmra kot acpaieio e PapevikAiivng Exet aloloynbel o kamvioTéG OV ElyOV TNV
eveMéio va dtokdyouv 10 KATvicpo petald Tov efdopddmv 1 kot 5 g Bepaneiag. Xe avtr Tt pHeEAET
dudpketag 24 efdopddmv, ot acheveig Eafav Bepameio yio 12 gfdopddeg kot akorovdnoav pio
nepiodo maparkorovBnong, dvev Bepamneiag, dSidpkeog 12 gfdouddwv. To M0G0GTO SOKOTNG TOV
Kkamviopatog KafoAn  dwdpkela 4 efdopddmv (CQR) (efdopndadec 9-12) yia t Papeviciivn Kot to
goviKo @dppoako frav 53,9% ko 19,4%, avtictorya (dtapopd=34,5%, 95% CIL: 27,0% - 42,0%) kot
10 CA y1a T1g €fdouddeg 9-24 ntav 35,2% (Bapevuchivn) évavtt 12,7% (ekovikd appoko)
(drpopd=22,5%, 95% CI: 15,8% - 29,1%). Or acBeveic mov dev embupodv i) dev £xovv
duvatodTnTo Vo 0picovV pic NUEPOUNVIN-GTOYO SLIKOTNG EVTOS TV efdonddmv 1-2, umopel va Toug
d00el n duvatdtnTa va Eexviicovy ) Bepomeio Kot LETE Vo eMALEOVY TN O1KN] TOLG NUEPOUNVIN
SLOKOTNG TOV KATVIGHOTOG EVTOG S eBdopddmV.

Meléty og aobeveic mov emavovmofinbnkoy oc Osporeio e CHAMPIX:

To CHAMPIX a&loloynfnike oe pio SUTAG-TUQAT, EAEYYOLEVT LE EIKOVIKO QApLOKO peAETn 494
acBevav, ot omoiot eiyov KAVEL pia TPONYOUUEVT] TPOOTAOELD S10KOTTG TOV KATVIGUATOG LIE
CHAMPIX «an gite dev mETuyav Vo TO S10KOWOLV gite vToTpoTiocay petd t Bepaneia. Ta dropa wov
EUPAVICOV KATOL0 OVIGLYNTIKY OVETIBOUNTN EVEPYELD KOTA TN SIPKELN TNG TPOTYoUupeEVNS Bepameiog
arokAgiotnkav. Ta dropa TuoyatoromOnkav 1:1 ce CHAMPIX 1 mg 600 @opég nuepnoiong (n=249) 1
govIKO @dpuoko (n=245) ya 12 efdopadeg Bepaneiog kot akorovOwc TapakorlovdnOnkay yio 40
efdopdoeg petd v olokinpwon tng Bepaneiog. Ot acbeveic mov cvumepIAnEONGOY GE QLT TN
peAérn giyav Adfer CHAMPIX og pia mpoomdfeia d10komig Tov Komviouatog oto mapelov (ue
eMd1oTn GLVOAIKN dudpkela Bepameiog Tic V0 ELOOUADES), TOVAYIOTOV TPEIS WAVESG TPV ATO TNV
évtan Toug oTn HEAETT Kol KATTVILAY Y10l TOVAGYLOTOV TEGGEPLS EPOOADES.
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Ot acBeveic mov éhapfav CHAMPIX eiyav emPefaropévo péow tov CO avdTEPO TOGOGTO OMOYNG
Katd TN d1dpKeln TV ELSoUAdmV 9 fwg kat 12 kot amd Tic efdopddeg 9 £mg Kot 52, o GuYKpIoN UE
Ta dTopa wov Ehafav Oepameio pe eucovikd papuaxo. Ta facikd amoteléspato cuvoyilovial oTov
axolovbo mivoka:

MMoocoota Xvveyovg Amoyils o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewoviko Ao6yog mBavotrtov (95% CI),
n=249 QAPLAKO T p
n=245
CA* EBd. 9-12 45,0% 11,8% 7,08 (4,34, 11,55)
p<0,0001
CA* EBd. 9-52 20,1% 3,3% 9,00 (3,97, 20,41)
p<0,0001

*CA: I[Tocootd Xvveyovg Amoyng

2T0010K1 TOGEYYION OTH OLOKOTH TOV KOTVIOUOTOS

To CHAMPIX a&loloynfnike og pio SUTAG TOQAT], EAEYXOUEVT LE EIKOVIKO QAPLOKO PEAETT

52 gBfdopddwv, 1.510 atdpwmy mov dev umopovcoay 1 dgv nTav TpdOva Vo S10KOWYOLV TO KUTVIGHO OE
dtlone TEcaapv fdouddwmy, aAld fTay Tpdhupa Vo LEDGOLV GTAd0KE TO KATVIGUO TOVG GE
dtdotnua 12 efdopdadmv mpv amd ™ daxonn. Ta dropa tuyaionomOnkav gite e CHAMPIX 1 mg
Vo popéc v Nuépa (n=760) eite ot ewcovikd pdapuaxo (n=750) ywo 24 efdopddeg Kot
napokolovOnOnKay petd and ) Bepancio Emg v efdopndada 52. Ta dropa Erafav odnyia va
LEWDGOVY TOV aplOpd TV Tolyapwv Tov KAmvilay katd TovAdyiotov S0 101G eK0TO MG TO TEAOG TMV
TPOTOV TE6oUpmV efdopadmv tng Bepameiog, axolovBovuevn and nepaitépm peimwon 50 toig ekatd
amo Vv gfdopdada técoepa Emg TNV gfdopdda oxtd g Oepameiag, pe oTOYO TNV EMiTELEN TANPOLG
amoyng €mg Tic 12 efdopddeg. Metd tnv apyikn edaon peimong tov 12 gfdopddov, ta dtopa
ocuvéyloav tn Oepameio yio dAdeg 12 efdopddes. Ta dropa mov Elapav Bepaneio pe CHAMPIX eiyav
onpoavtikd vymAotepo [locootd Zuveyohs AToYNG GLYKPLTIKA LE TO EIKOVIKO Pappoko. Ta kopla
amoteléopato cvuvoyifovtal otov akdiovbo mivaka:

MMoocoota Xvveyovg Amoyilg o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewkovuco Ao6yog mbavotrtav (95% CI),
n=760 QapULOKO TN p
n=750
CA* Efd. 15-24 32,1% 6,9% 8,74 (6,09, 12,53)
p<0,0001
CA* Efo. 21-52 27,0% 9,9% 4,02 (2,94, 5,50)
p<0,0001

*CA: I[Toocootd Xvveyovg Amoyng

To wpoeirk acedretog tov CHAMPIX og avth T HEAETN NTOV CUVETEC LE TIC LEAETEG TPV GO TV
KUKAOQOpPIio, TOV QUPUAKOD TNV ayopd.

Aroua ue kopoioyyeloxn voeo

To CHAMPIX a&loloynnke ce pio Tuyxotomomuévn, SImAA-TOQAY, EAEYYOUEVT LE EIKOVIKO QAPUOKO
UEAET G€ ATopo e oTabepn|, Kapdloyyelokn vOco (EKTOG 1) EXTAEOV TG VTEPTUGNC), 1 OTola Elye
dyvacbei yio meptocdtepo omd 2 unves. To dropa ToyatomomOnkav va Aappfavooy CHAMPIX 1 mg
Vo popéc nuepnoing (n=353) 1 ewkoviko eappoko (n=350), yio. 12 efdopddeg Kot akoloHomg
mopokorovdnonkay yio 40 efdouddeg petd v oAokAnpwon g Bepaneioc. To T0606TO SLoKOTNG
ToV Komvicpatog kaboAn tn diapkela 4 gfdopddwv (CQR) yio ) Bapevikhivn Kot Yo TO EIKOVIKO
eappaxo ntav 47,3% kot 14,3% avrtiototya kot to CA yia Tig efdouddeg 9-52 rav 19,8%
(Bopevikhivn) évavtt 7,4% (sikovikd @apuaKo).
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Odvatot kot coPopd kapdloyyelokd copPauato agtoroyndnkay and pia exitpont| mov dev yvopile
v yopnyoovuevn Oepamneia (blinded committee). Ta mapaxdtom a&loloyndévia copfauata
ekdNAGON KOV pe cuyvoTTa EpEavions >1% oe kabepio and Tic BepamevTIkég OpLAdES, KATA TN
duapkela g Bepameiog (1 oe pio tepiodo 30 nuep@v PeTd TV OAOKANp®GN TG Oepameiag): un
Bavatnedopo Epepaypa tov pvokapdiov (1,1% évavtt 0,3% yio 1o CHAMPIX kot to gicovikd
(QAPLLOKO, AVTICTOLYM) KOl EICAYMYT 6€ vosokoueio yioa otndayyn (0,6% évavtt 1,1%). Katd ™
SLAPKELD TNG TEPLOOOV TaPaKoAOVONOT G Ywpic Oepameia Emg 52 efdopddeg, Ta agloloynévra
ovupdparta coumeptElafay TNV avaykn yio ote@aviaio erovayysinon (2,0% évavtt 0,6%), tnv
glo0yy”n o€ vocokopeio yi otnOayym (1,7% évavtt 1,1%) ko ™ véa S1dyvoor Tepipepikng
ayyewkng vooov (PVD) i tv elcaywyn yio dtadikacio oyetikn ue PVD (1,4% évavtt 0,6%). Kdmotot
acOeveic Yo Tovg 0moiovg amatTeito GTEQUVININ ETAVAYYEIMGT), VTEGTNGOV T1 JAOIKAGT0 0¢ LEPOG
NG OVTILETOTIONG U1 BovaTneOpov EUEPEYLLOTOC TOV HVOKAPSIOL Kol EICAYMYNG G VOGOKOUELD Yo
omBdayyn. Kapduyyeioog 8évatog cuvépn oto 0,3% tov acBevav tov Bepameuticod okéAovg pe
CHAMPIX «a1 oto 0,6% T0v ac0evmdv tov 0epamentikon 6KEAOVE UE EIKOVIKO QAPIOKO, KOTA TN
dudpkela TG LEAETNS TV 52 gfdonddmv.

Mio, peta-avaivon 15 khvikodv dokipumv, pe Oepameio didpketog > 12 gfdopddwv, mov tepiehapupave
7.002 acbeveic (4.190 ce CHAMPIX, 2.812 g €1KoviKO QAPLOKO), TPOYUATOTOOKE Y10 Vo
a&10M0YNOEL GLOTNUATIKA TNV Kapdtayyelokn acediela, tov CHAMPIX. H pekétn o acbeveic pe
otobep1| KapdLOyYELOKT VOGO, TTOL TEPLYPAPETOL TOPUTAVE® CUUTEPIEANPONKE 5T LETA-OVAAVOT).

H xdpla avédAvoen e kapdloyyelokng ac@aielog TepleAdufave Ty eLeavion Kot To xpovo ELPAVIoNS
evog ovvBeToL TEMKOD onpeiov Tov Meilovav AvemBiuntov Kapdayyetokov Zoppoudtov, o
opifoviatl w¢ kapdiayyelakodg Odvartog, un Bavatnedpo Euepayio Tov Lookapdiov Kot un davatmedpo
aYYELWKO EYKEPAAKO emelcdO10. Ta cuuPdpota ovtd mov copnepnedncayv oto Telkd onueio
empPeforddnkay omd pia, aveEaptn enttponn mov o yvopile tnv evepyn Bepameio (blinded
committee). ZuvoAikd, Evag uikpog aplfuog Meilovov Avembountov Kapdayysiokov Zoppfopdtov
eupavioTnKoy Kotd tn diapkela g Oepomeiog oTig LEAETEC TOV GLUTEPIEANPONCAY G LETO-
avéivon (CHAMPIX 7 [0,17%], eucoviko @dpuako 2 [0,07%]). Emmiéov, évag pukpdc aptOudc
Meilovav AvemBountov Kapdiayyelakdv ZvuPopdtov speoavictray £og kot 30 nuépeg uetd
Oepamneio (CHAMPIX 13 [0,31%], eikovikd eappako 6 [0,21%]).

H peta-avéivon £oei&e 6t 1 ékBeon oto CHAMPIX eiye wg anotédespo pio ovaroyio Kvduvou yio
Meilova AvemBounto Kapdioyyelakd Zvppduata g taéemg tov 2,83 (95% ditdotnua eumietocivng
amo 0,76 émg 10,55, p=0,12) ce acOeveic katd ™ didpketo ¢ Oepaneiog kat 1,95 (95% ddotnua
eumotoovvng omd 0,79 éwc 4,82, p=0,15) ce acBeveig émg 30 nuépec petd ™ Oepameio. To Topamdvo
elvat 1oodvvopo, pe pia kat’ extipnon avénon tov Melldvov Averbountov Kopdiayysiokmv
SvuPapdtov kot 6,5 kot tov Mellovov AveriBountov Kapdiayyelakdv Zvupapdtov koatd 6,3

avd 1.000 acOeveic — étn, avdroya pue v £kBeon. H avoroyia kivdvuvov yio Meilovo AvemBounta
Koapdiayyeaxd Zoppauato fray vyniotepn oe aobeveig pe KapdloyyELKovg Topayovies Kivohvou
EMTAEOV TOV KATVIGUATOG 6€ GVYKPLoT Ue acbeveic yopic GALOVG KapdlayyElKoDE TAPAYOVTEG
KIVOUVOL EKTOC TOV KOTVIGUOTOC. 2T UETA-0VAALGT), VI PEAY TAPOUOLN, TOGOGTA BvnTOTNTOG
omotaconmote artoroyiag (CHAMPIX 6 [0,14%], eikovikd eappaxo 7 [0,25%]) kot Kapdtoyyelokng
Ovnoomrog (CHAMPIX 2 [0,05%], ewovikd edapuaxo 2 [0,07%]) otig opddeg mov Adupavoy
CHAMPIX évavtt outdv mov AMAupavoy IKoVIKO QAapLOKO.

Melétn alioAdynong kopolayyelokns 0opalelog o aolevels ue Kai ywpig 16TOPIKO WOYIOTPIKNG
OL0TOPOYNHG

H xapdayyerokn (KA) acedareto tov CHAMPIX o&oloyndnke ot Melétn oe AcBeveig pe ko
yopic Iotopikd Poyrotpikng Alatapoyng (apyikn nehétn: PA. mopdypapo 5.1 — Nevpowvyiotpixy
00QAAELR) KOL 0TIV EXEKTACT NG YOPic Oepaneia, T Melétn A&oAdynong Kapdiayyetaxng
Acoaielog, otnv omoia evtdydnkav 4595 acbeveic amd Tovg 6293, o1 omoiol oAoKANpOGAY TNV
apykn perétn (N=8058) kat vrofAndnkoyv oe mapakorlobOnon émg v efdoudda 52. And dAovg Tovg
acOeveic mov Edafav Oepomeio otnv apykn uerétn, 1749 (21,7%) eiyoav uétpio Kopdlayyeloko
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kivouvo kot 644 (8,0%) giyav vynAd kapdloyyelokd kivouvo, 0nmg kabopiotnke amd t faduoroyio
katd Framingham.

To kdplo TehKd oNUEID KAPIIAYYEIRKNG ACPAAELNC NTAV 0 YPOVOG MG TNV epedvion peilovog
avemBountov kapdiayyelakod cuppdpartog (major adverse cardiovascular event, MACE), 1o omoio
opiletar g kapdiayyelokdg Odvatog, un Bavatneopo EREpaypa Tov Hookapdiov | un Bovatneopo
AYYELNKO EYKEPAAIKO €MEIGOO10 KOTA TN dtdpkela TG Oepameing. O OdvoTot Kot To KopdloyyelaKd
ovppdparta a&oroynnkay amd pia aveEdptnn emttponn mov dev yvapile tnv evepyn Bepomeio
(blinded committee).

O mopakdto wivakag Tapovoldlel v enintoon tov Melovov AveriBountov Kapdioyyelokmv
SvuPapdtov (MACE) kot tic Avaroyieg Kivohvou Evavtt Tov e1kovikoh QopuraKov yio OAEG TIg
ounadec Oepameiog katd ™ ddpketo e Oepameiog kot abpoiotikd yia ) Oepameio kat £mg 30 nuépeg
UETE 0d LTV Kot £0¢ TO TEAOG TNG LEAETNC.

CHAMPIX Bovmpomévn NRT Ewoviko
N=2016 N=2006 N=2022 PapprOKo
N=2014
Kata Ty drapkera tig Ospanciag
MACE, n (%) 1 (0,05) 2 (0,10) 1 (0,05) 4 (0,20)
Avaloyia 0,29 (0,05, 1,68) 0,50 (0,10, 2,50) 0,29 (0,05, 1,70)

K1vovvoo (95% CI)

EVavTl EIKOVIKOD

POPUCKOD

Kata T draprera tig Ospanciags kar 30 nuépes uetd amé avtyy

MACE, n (%) 1 (0,05) 2 (0,10) 2 (0,10) 4 (0,20)
Avaloyio 0,29 (0,05, 1,70) 0,51 (0,10, 2,51) 0,50 (0,10, 2,48)

Kkovvoo (95% CI)

Evavtl EIKOVIKOD

POPUAKOD

Ewg to télog TG pueiétns

MACE, n (%) 3(0,15) 9 (0,45) 6 (0,30) 8 (0,40)
Avaloyio 0,39 (0,12, 1,27) 1,09 (0,42, 2,83) 0,75 (0,26, 2,13)

K1vovvoo (95% CI)
EVavTl EIKOVIKOD
POPUCKOD

H ypnion tov CHAMPIX, g fovmpomiovng kat tng NRT dev oyetildtav pe avénpévo kivouvo
KopdlyyElokdV avemiBopntov copPapdtov o Kamviotés tov Ehapav Oepaneio enl mg kot 12
efdopdoeg kot vrofAnOnkav ce mapakoiovdnon Yo émg 1 £T0g 68 GVYKPION LE TO EIKOVIKO PAPLOKO,
TAPOLO TOV OV UTOPEL VO ATOKAEIGTEL EVTEAMG 10l GLGYETION e&aLTiOG TOV GYETIKA PiKpOV aplBpon
TOV CLVOMKOV CUUPANATOV.

Aobeveic ue nmio-ustpia ypovio. awoppaxtiky rwvevuovomrdbeio (XAII)

H amoteleouatikomra kot | acedieia too CHAMPIX (1 mg 0o popég nuepnoimg) yio dtakomn
kamviocpotog og aobeveig pe Nmio-pétpro. XAIL katadeiytnke og puio Toyatomomuévn, SmAd-ToeAn,
EAEYYOUEV UE EIKOVIKO QAPUOKO KAVIKT dOKIUN. L€ avTh T peAétn duapkelag 52 gfdopddmv, ot
acOeveic Ehafav Oepameia yio 12 gfdopddec kot 6T GuVEKELN akoAovONGaY pio TEPI0d0
mopokolovinong akolovbovuevn amd edon dvev Bepomeiog diapkelag 40 efdopadmv. To kbplo
TEAKO omueio g nehétng frav to emPefoatwpévo uécm tov povoterdiov tov avbpaka (CO) mt0606Td
SLOKOTNG TOV KOMViGpHoTog KafdAn ) dudpkela 4 efoopadmv (AW CQR) amd v efoopdda 9 Emg 12
Kot £va, factkd eVTEPEVOV TEMKO GNUELD NTAY TO TOG0GTO GLVEYOVG amoyng (CA) amd v
EBdopdda 9 éog v ERdoudda 52. To mpopik acpoleiog e PapevikAivng, copmeptiaufoavouévng
TNG TVEVLOVIKNG OICQAAELNG, TV GLYKPIGIUO UE aVTO OV £XEL avapepBel oe dAheg KMVIKEG HEAETES
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010 Yevikd TAnBuopd. Ta aroteléopata yio To 4W CQR (gfdopnddes 9 €wg 12) kot 10 mocootd CA
(efdopadec 9 £mg 52) avaypdpovtal otov akdAovBo mivako:

4W CQR (Epo. 9-12) CA Epé. 9-52
CHAMPIX, (n =248) 42,3% 18,5%
Etkovikd eappako, (n = 8,8% 5,6%
251)
[AOyog mBovoTTOV 8,40 4,04
(CHAMPIX évavtt p <0,0001 p <0,0001
EUKOVIKOD (UPUAKOD)

Melérn oe droua pe 10topixo ueilovog koTabMmTIKnG O10TOPOYHG

H amoteleouatikomra g Bapevikiivig emPefoiddnke o pio Toyalomomuévn, EAEYYOUEVN UE
EIKOVIKO QApUOKO HEAETN 525 atoumV pe 16Toptkd ueilovog KataBAmTTIKNAG dlaTapoynG TO TEAELTAIO
dvo &t M vo otabepn Oepameia. To T0006TA Sl0KOTTHG 6 KVTOV TOV TANOVGUO NTAV TAPOUOLO, LUE
aVTA OV avaEEPONKOY oToV YeEVIKO TANOVGO. To T0G06TO GUVEXOVG amoyNg LETAED TV ESOUAdDV
9-12 frav 35,9% oy opddo vid Oepaneia pe fapevikdivn évavtt 15,6% oty opudda Tov EIKOVIKOD
eoppaxov (OR 3,35 (95% CI12,16-5,21)) kou peta&d tov efdopadnv 9-52 ntav 20,3% évavtt 10,4%
avtiotoryo (OR 2.36 (95% CI 1.40-3.98)). Ot mo cuyvég avembounteg evépyeieg (> 10%) ota dropa
mov Adppavay Bapevichivi rav vavtia (27,0% évavtt 10,4% yio To £1KOVIKO QAPLLAKO), KEQAAQAYIN
(16,8% évavtt 11,2%), datapoayuéva ovepa (11,3% évavtt 8,2%), avmvia (10,9% évavtt 4,8%) kot
evepebiotdmra (10,9% Evavtt 8,2%). O yoylotpikég kKApokeg dev Katédel&ov dtapopéc uetald tov
OLAd®V PapeVIKAIVIG Kot EIKOVIKOD QOPUAKOD, OVTE GUVOAIKT ETOEIVOOT TNG KATAOAYNG 1| GAA®V
YOYLOTPIKOV CUUTTOUATOV KOTA TN SLUPKELN TNG LEAETNC, O€ Kapia amd T 600 OpadeC.

Melétn oe aroua ue arobepn oyiloppévera i oyloovvorcOnuatixy dioTopoyn

H acpddeia ko avoyn g Papevikhivng a&toloyndnke o pio StmAd-toeAn peiétn pe 128
CUUHETEYOVTEG KOTTVIOTEG, 1e otafepn] oyloppévela 1 oyilocuvarsOnuatikn dtatoapoayn veod
avinyuymoikn Bepaneio, ot omoiot TuyaomomOnkay 2:1 oe Papevikiivn (1 mg dvo popéc nuepnoing)
N o€ €IKoVIKO Qappako, yio 12 efdouddes, pe emmiéov Tapakorovdnomn 12 efdopddmv yopic Aqym
QUPUAKOV.

Ot o ovyvég avemBounteg evépyeleg ota dtopo Tov Adpupavay Bapevuckivn ntav vavtia (23,8%
évavtt 14,0% tov gikovikod papudiov), kepaiaryio (10,7% évavtt 18.6% tov gtkovikoh QopraKov)
ko €petog (10,7% évavtt 9,3% tov 1Kovikov apudkov). Meta&d tov avapepouevmy
VEVPOYLYLOTPIKAOV OVETIHOUNTOV EVEPYELDV, 1| ADTVIO N TAV 1] LOVT OVETIBOUNTN EVEPYELD TTOVL
avapépnke Ko otig 800 opdadeg Bepamneiag, o > 5% Twv aclevov, o LeYyOAVTEPO TOGOGTO GTNV
opada g Papevikiivng amd ovtd TOL EIKOVIKOL papudikov (9,5% évavtt 4,7%).

YuvoAiKd, dev mapotnpnonie emdeivoon tng oxloppévelag og Kapio amd Tig opadeg Bepaneiog, OTmg
LETPNONKE PE TIG YOYIOTPIKES KAILOKES Ko OEV LIPYAY GUVOAIKA LETAPOAEG 0TA EEOTUPAIOIKA
onpeia. Zmv opdda g PapevikAivng, o cOYKPION UE CUTY TOV EIKOVIKOD QAPUAKOL, pio
UeYOADTEPN avaAoYio ACHEVAOV aVEQPEPE CVTOKTOVIKO 10E0GHO 1| GUUTEPUPOPE TPV TNV EVTAEN OTNV
peAétn (1otopikd ot drdpkela {®NG) Kot PeTE To TEPAG TNG TEPLOOOL GE dpaoTiky Bepameia (oTig
Huépeg 33 émg 85, petd v tedevtaia 660m g Oepaneiog). Katd tn didpkeia tng mepiddov oe
dpaotikn Bepamneia, 1 ETINTOOT TOV OYETILOUEVOV LLE AVTOKTOVIO OVETIOVUNT®V EVEPYELDY NTAV
Tapopole peta&d tov achevav mov Aapupavay Bepaneio pe foapevikiivn kol Tov 0cOeVdV TOV
Aappavav gikovikd edppako (11 évavtt 9,3% avtictorya). To 1060010 TV 0cBevadY TOL EUPAVICAY
avemBounteg evépyeleg oxeTILOUEVES [IE AVTOKTOVIO OTN GAGCT) TG dpaoTIKNG Bepaneiag, og chykpion
LE TN QAo PETA TNV oAokApwon tng Bepaneiog NTav apetdfinto onv opdda g PapevikAivng, evd
GTNV OLAS0 TOV EIKOVIKOD (POPUAKOD TO TOGOGTO AVTO MTAV YOUUNAOTEPO GTN PACT| PLETA TNV
oAoxAnpwon g Bepaneiog. [lapdio mov dev vnp&av avtoktoviesg, vnpée pia andmepa
OVTOKTOVIOG EVOG ATONOL oV AdpPave Oepameio pe PapevikAivn, TOL 0010V TO 1IGTOPIKO OTN
dwdpketa {ong meplehdupave apketésg, mopopotes amonepes. Ta meplopiopéva dabéoia dedopéva
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O7tO OVTN TN LOVOIIKT] LEAETT OLOKOTNG TOV KATVIGHOTOG OEV VOl EMAPKT MOTE VO UTOPOVV VO
e&ayBovv 0p1oTIKA CLUTEPACUATO, GYETIKA LE TNV AoPUAED o€ acbeveis e oyloppévela 1
oyloocuvolcOnUaTIKY dtotaporyn.

Melérn yia ) Nevpowoyiozpixn Acpdleio o Atoua ue kou yawpic lotopixo Poyiompixng Aiatapoyns

H Bapevuchivn a&lohoyndnke og o TUYOOTONUEVT), SITAG TVQAY|, ELEYYOUEVT] LE OPOCTIKO Kol
EIKOVIKO QAPUOKO PEAETY], GTNV OTOL0l GUUTEPIEANQONKAY ATOLO LLE IGTOPIKO YOYLOTPIKNG OOTAPOYNG
(youyratpikn kooptn, N=4074) ka1 dtopa xopig 16TOptKo YuylaTpikig dtotapayng (Un woyloTpikn
kooptr, N=3984). Atopa niikiog 18-75 etdv, mov kanviCav 10 1 tepiocdTepa ToTydpo TNV NUEPQ,
ToyotomomOnkay og avaroyia 1:1:1:1 va AdPouvv Bapevikiivn 1 mg BID, fovrpomiovn
napateTapévng amodéspevong (SR) 150 mg BID, enifepa Oepaneiog vmokatdoToTtmv vikoTivig
(NRT) 21 mg/mpépa pe fobpaio peimon 1 IKOVIKO GAPLOKO, Yio pia Tepiodo Bepameiog didpKelog
12 gfdouddmv. Zn cuvéyela, TapakorovdnOnkav yio dAleg 12 gfdopnddes petd  Beponeio.

To xbplo kataAnKTiKo onpeio aoceaielng nTov Eva cuvleTo onueio TV okdAovbwv
vevpoyuylotptkadv (NPS) avemBountwov evepyeldv: cofapd coppapata dyyovs, Katdbiwng, pn
@Lo10A0YIKNG aicBnong N exbpotntog ko pétpla | coPapd copuPapota di€yepong, embeTikdTTag,
TAPUANPNTIKOV WOEDV, YELOAUGONGEWDY, 10000 avBpoToKTOoViag, Haviag, TaviKoD, Topavolag,
YOYMOOT|G, CVTOKTOVIKOD 10€0GUOD, AUTOKTOVIKNG CUUTEPIPOPAG 1] KETLTVYOVC» VTOKTOVIOG.

210V TOPOKATO TIVOKA TOPOLGLALOVTOL TO TOGOGTA TOL CUVOETOV KUPLOV KOTUANKTIKOD oNueion
VEVPOYLYLOTPIKAOV aveTIHOUNTOV EVEPYEL®V, 0Vl opdda Bepameiog, kaBmg Kat ot dtapopég Kvdvvou
(RD) (95% CI) évavtt TOL EIKOVIKOU POPUAKOL GTN U1 YOYLATPIKIT] KOGPTY).

Emutiéov, otov mivaka TapoustdleTal To VTOGUVOAO TOL GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIHOUNTOV EVEPYELDV GOPApPTG LOPPNG:

Mn yoylotpiki koéptn
N=3984
Bapevuiivy Bovapomévy NRT Ewoviké
OOPLAKO

ApOn6S a60evarv mov 990 989 1006 999
Elafav Ogpameio
20vOETO KUPLO KOTAANKTIKG
onueio NPS AE, 13 (1,3) 22 (2,2) 25(2,5) 24 (2,4)
n (%)
RD (95% CI) évavtt -1,28 -0,08 -0,21
ELKOVIKOU QUPULAKOV (-2,40, -0,15) (-1,37, 1,21) (-1,54,1,12)
2OvOETO KOTUANKTIKG
onueio NPS AE cofapiig 1(0,1) 4(0,4) 3(0,3) 5(0,5)
popoings, n (%)

AE=avembountn evépyelo, NRT=eribepa Oepaneiog viokatdototmv vikotivig

To 1060614 TV GLUPAUATOY GTO GVVOETO KATOANKTIKO oTueio NTav YoUNAG o€ OAES TIC OUADEC
Oepomeiog kot oy Tapoduota N xounAidtepa yio kobepio omd Tig dpaotikég Oepameieg oe GUYKPIOT UE
TO €IKOVIKO Qappoko. H yprion Papevikhivng, Povmponiovne kot NRT otn un yoylatpiky Kkodptn dev
OYETIOTNKE UE EVOV OTLLOVTIKA AVENUEVO KIVOVVO Y10, VEVPOYLYLOTPIKES OVETLOVUNTEG EVEPYELEC GTO
obVOeTO KOHPLO KATUANKTIKO GNUEID GE GVYKPLOT LE TO EKOVIKO @appako (ta 95% CI frav
YOUNAOTEPO, OO UNOEV 1 TO TTEPLEAGUPavAY).
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To T0G00TO TV ATOUWOV LUE HVTOKTOVIKO 10EQCHO KO/ CVTOKTOVIKY] GUUTEPLPOPE Pdoet TG
KApokog a&loAdynong e cofapdtntag TG avToKToviKOTNToS Tov [Tavemiotnuiov Columbia
(Columbia-Suicide Severity Rating Scale, C-SSRS) fjtav mapopoto peta&d tomv opddmv g
BapevikAivig Kot Tov €IKOVIKOL (apudikov Katd tn didpkela tng Bepomeiog Kot tng mopakoiovdnong
xopic Oepamneia, OTOSC TAPOLGIALETAL GTOV TUPUKAT® TIVOK:

Mn yoatpikn koo6ptn
N=3984
Bapevikiivn Bovnpomévn NRT Ewkoviko
PappraKo

N=990 N=989 N=1006 N=999

n (%) n (%) n (%) n (%)
Kata ™) owapkela g Ospaneiog
Apde 988 983 996 995
a&lohoynBévimv
AvtoKToviKn
GUUTEPLPOPA
Ko 7 (0,7) 4(0,4) 3(0,3) 7 (0,7)
OVTOKTOVIKOG
10eaouog
Amomow,m] 0 0 10,1) 10,1)
CLUTEPLPOPA
AvtokTovikog
WSeaop6e 7 (0,7) 4(0,4) 3(0,3) 6 (0,6)
Koata ™ o1apkela g mapakorovdnong
Apds 807 816 800 805
a&lohoynBévimv
AvtoKToviKn
GUUTEPLPOPA
Ko 3(0,4) 2(0,2) 3(0,4) 4(0,5)
OVTOKTOVIKOG
10eaouog
AvtoKTOVIKT 0 1(0.1) 0 0
GLUTEPPOPA ’
AvtokTovikog
WSeaooe 3(0,4) 2(0,2) 3(0,4) 4(0,5)

NRT=¢enibepo Oepomeiog vTOKATAGTATOV VIKOTIVIG

Ynnpée pio «emroyne» avtoktovia, n omoio onueiddnke Kot ) dudpkela g Oepaneiog og Eva
GTOHO OTN U YOYLOTPIKY K0OpTH oL EAafe Oepameio e 1koviKd GapuaKo.

210V TOPOKATO TIVOKA TOPOLGLALOVTOL TO TOGOGTA TOL CUHVOETOV KUPLOV KOTAANKTIKOD GNieion
VEVPOYLYLOTPIKAOV aVeETIOOUNTOV EVEPYEL®V, 0Vl opdda Bepameiog, kaBmg Kot ot dtapopég Kivdvvou
(95% CI) évavti Tov £1KOVIKOD QOPUAKOD TNV YoxlaTpikl] kodptn. [lapovsialovtar emiong ot
EEXOPLOTEG CLVIGTMOOESG TOV KUTOANKTIKOD OTUEiOV.
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Emumiéov, otov mivaka mapovstdletol To VTOGHVOAO TOV GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIHOUNTOV EVEPYELDV GOBOPNG LOPONG:

Poyotpucn) KoopTn
N=4074
Bapevukiivy Bovnpomiévn NRT Ewkoviké
OOPLAKO
ApLOpGS achzvay mov 1026 1017 1016 1015
Elafav Ogpameio
2 0vOeTo KOpLO
KOTOAMKTIKO onueio NPS 67.6,5) 68 (6,7) 33(5:2) S0(4.9)
AE, n (%)
RD (95% CI) évavtt 1,59 1,78 0,37
ELKOVIKOD QUPUIKOV (-0,42, 3,59) (-0,24, 3,81) (-1,53, 2,26)
20VIOTOGEG KOPLOV
KOTOANKTIKOD onpueiov
NPS AE, n (%):
Ayyoc” 5(0,5) 4(0,4) 6 (0,6) 2(0,2)
Kaotdfinyn® 6 (0,6) 4(0,4) 7 (0,7) 6 (0,6)
Mn @ucioloyikn aicnon® 0 1(0,1) 0 0
EyOpotnta’ 0 0 0 0
Aéyepon® 25 (2,4) 29 (2,9) 21 (2,1) 22 (2,2)
EmOeticotnral 14 (1,4) 9 (0,9) 7 (0,7) 8(0,8)
[Mopainpnrikéc 18éec? 1(0,1) 1(0,1) 1(0,1) 0
PevdacOnoelc? 5(0,5) 4(0,4) 2(0,2) 2(0,2)
[5c0opdg ovOpwmoktoviac? 0 0 0 0
Mavio® 7 (0,7) 9 (0,9) 3(0,3) 6 (0,6)
[Tavikoc? 7 (0,7) 16 (1,6) 13 (1,3) 7(0,7)
[Topdvora® 1(0,1) 0 0 2(0,2)
Poyoon? 4(0,4) 2 (0,2) 3(0,3) 1(0,1)
AVTOKTOVIKY GUUTEPIPOPEP 1(0,1) 1(0,1) 0 1(0,1)
AvtokTovikdg 1deacuoc? 5(0,5) 2(0,2) 3(0,3) 2(0,2)
«Emtuyfeo» avtoktovia® 0 0 0 0
2 0v0eT0 KOTOANKTIKO
onpeio NPS AE cofapiic 14 (1,4) 14 (1,4) 14 (1,4) 13 (1,3)
popoings, n (%)

AE=0vem00unt evépyeio, “Badudg = AE coPoaprc popenig, PBadudc = AE uétpiog ko coBapig
popoeng, NRT=enibspo Oepomeiog vwokaTaoTATOV VIKOTIVIG

Ye kaOe opdda Oepameiog, avapépnkay TeplocdTEPH GLUPBALOTO GTNV YLYLOTPIKN KOOPTN 0o OTL
OTN U1 YOYLOTPIKT KOOPTI KO 1 EMIATOON TOV GUUPAUATOV GTO GVVOETO KOTOUANKTIKO onueio fTay
VyNAOTEPN Yo Kabepio amod Tig dpaoTiké Oepaneieg o€ chykplon Ue TO ElkKOVIKO Papuaxo. QotdG0, N
ypNon Papevikrivne, Povmpontiovne kot NRT oty yoylotptki] KoOptr 6€V GUGYETIGTNKE LE Evay
OTUOVTIKA ALENUEVO KIVOLVO Y10, VEVPOWLYLOTPIKES OVETIOOUNTEC EVEPYELEC 6TO GLVOETO KOPLO
KOTOANKTIKO oneio 6€ cOYKPIon Ue To eikovikd eapuaxo (ta 95% Cl mepiehaufavay 1o unodév).
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2TV yuylaTpiki KoopTr), TO TOGOCTO TV OTOUMV LE UTOKTOVIKO 10E0CHO KO/ AUTOKTOVIKY|
ouumeppopd Pacetl g KAipakog a&loAdynong g cofapdTnTag TG CLTOKTOVIKOTNTOS TOV
[Movemotmuiov Columbia (C-SSRS) ftav mapdpoto petaé&d tv opddwv g Bapeviciivng kot Tov
EIKOVIKOD (OPUAKOD KOTA TN dtdpkela TG Oepameiog Ko g mapakolovnong ywpig Bepaneio, 0w
TOPOVGIALETAL GTOV TOPUKAT® TTivoka:

Yoyratpui] KodpTy
N=4074
Bapevuirivy Bovzmpomiévn NRT Ewoviko
PapROKO
N=1026 N=1017 N=1016 N=1015
n (%) n (%) n (%) n (%)
Kata tn owapkela g Ospameiog
Apibuos 1017 1012 1006 1006
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Ko 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
OVTOKTOVIKOG
10800UOG
Amomovm] 0 1(0.1) 0 2(02)
CLUTEPLPOPA.
AvtokToviKOg
Weaouode 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
Katd ) drapkera tng mapakorovdnong
Apibuos 833 836 824 791
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Kaum 14 (1,7) 4(0,5) 9(1,1) 11(1,4)
OVTOKTOVIKOG
10800 UOG
AvTOKTOVIKT|
COUREPUPODE: 1(0,1) 0 1(0,1) 1(0,1)
AvtokToviKdg
Weaoude 14 (1,7) 4(0,5) 9(1,1) 11(1,4)

NRT=enrifepa Oepaneiog vIOKATACTOTOV VIKOTIVNG
Agv vnpée avoQOpPa KETITLYMOV» AVTOKTOVIOV GTNV YUYLATPIKT KOOPTN).

O1 ovyvotepa avapepOueveg avemiBounteg evépyeleg ota dropa mov Elafav Bepaneio pe fapevikiivn
OTN HEAETT) QTH, NTAV TAPOUOIEG LE OVTEG TTOV TOPATNPNONKAV GE UEAETES TPV OO TNV KVKAOPOPia
TOV QOPUAKOL GTNV ayopd.

Kot otig 600 ko0pteg, ota dtopa mov Eaafay Oepaneio pe Papevikhivn katadeiynie oTaTIoTIKN
avatepdtnTa oty enifeforopévn pécsm tov CO amoyn, Kotd T dtdpkela TV fdopddov 9 g 12
ka1 9 émg 24, oe cOyKplomn Ue To dropa Tov EhaPav Bepaneio pe fovmpomiovn, enibepo vikotiviig 1
EKOVIKO QdppaKo (PA. TapakdTo Tivaka).
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Ta Booikd amoTEAECUATO OTOTEAEGLATIKOTNTOG GUVOWILOVTOL GTOV TOPUKAT® TTIVOKOL:

Mn yoatpikn Koo6ptn Yoyatpui] KodpTy

CA 9-12 n/N (%)

Boapevuciivn 382/1005 (38,0%) 301/1032 (29,2%)

Bovmpomiovn 261/1001 (26,1%) 199/1033 (19,3%)

NRT 267/1013 (26,4%) 209/1025 (20,4%)

Ewoviko gdppoko 138/1009 (13,7%) 117/1026 (11,4%)
Yuykpicsig Oepamer@v: Aodyoc mbavoritev (0Odds ratio) (95% CI), tun p

Bapevuchivn évavtt 4,00 (3,20, 5,00), P<0,0001 3,24 (2,56, 4,11), P<0,0001
EIKOVIKOV QopULAKOL

Bovrpomdvn évavtt 2,26 (1,80, 2,85), P<0,0001 1,87 (1,46, 2,39), P<0,0001
EIKOVIKOD QOpUAKOL

NRT évavtt eikovikon 2,30 (1,83, 2,90), P<0,0001 2,00 (1,56, 2,55), P<0,0001
QOPULAKOV

Bapevuchivn évavtt 1,77 (1,46, 2,14), P<0,0001 1,74 (1,41, 2,14), P<0,0001
Bovmpompiovng

Bapevuchivn évavtt 1,74 (1,43, 2,10), P<0,0001 1,62 (1,32, 1,99), P<0,0001
NRT
CA 9-24 n/N (%)

Bapevuciivn 256/1005 (25,5%) 189/1032 (18,3%)

Bovrpomidvn 188/1001 (18,8%) 142/1033 (13,7%)

NRT 187/1013 (18,5%) 133/1025 (13,0%)

Ewoviko pdppoko 106/1009 (10,5%) 85/1026 (8,3%)
Xuykpiosig Ogpanerdv: Adyog mbavotitov (Odds ratio) (95% CI), tun p

Bapevikiivn évavtt 2,99 (2,33, 3,83), P<0,0001 2,50 (1,90, 3,29), P<0,0001
EIKOVIKOD QOpUAKOV

Bovnpomiovn évavt 2,00 (1,54, 2,59), P<0,0001 1,77 (1,33, 2,36), P<0,0001
EIKOVIKOD QOPUAKOV

NRT évavtt eikovikov 1,96 (1,51, 2,54), P<0,0001 1,65 (1,24, 2,20), P=0,0007
QOPUAKOV

Bapevichivn évavtt 1,49 (1,20, 1,85) P=0,0003 1,41 (1,11, 1,79), P=0,0047
Bovmpompiovng

Bapevikiivn évavtt 1,52 (1,23, 1,89), P=0,0001 1,51 (1,19, 1,93), P=0,0008
NRT

CA = 1moc0ot6 cuveyoic amoyne, CI = didotnua epumiotoocvvne, NRT=enifepa Oepomeiog
VIOKOTAGTAUTMOV VIKOTIVIG

Nevpowoyrotpixny Aopdieia: Meta-avaldoeig kai ueAéteg mopoTnpnong

ATO T1G aVOADGELS FESOUEVOV KAIVIKDY OOKLU®DVY 0V TPOEKLY AV Omodei&els avénuévon Kivovvo yia
cofapd vEvpoyLYLUTPIKE cuuBauato pe T PapeviKAiviy GLUYKPITIKG UE TO EIKOVIKO QAPUOKO.
Emum\éov, o1 aveldpmreg pekéteg mapotpnong oev £ouV mapacyEL VITOCTNPIKTIKG GTOLXEIN Yio TV
Oapén avénuévon Kivoivov ekdNAMGNG GOPaPOY VELPOYLYLATPIKOV GLUPBAUATOV 6TOVG acbeveic
oL AopBavouv Oepameia pe fapevikAivi cuyKpLTikd pe Tovg acbeveic 6Tovg 0moioVE £xEL
ovvtayoypapndei Ogpaneia vrokoatdcstatwy vikotivng (NRT) 1 fovmpomiovn.

Mokonn ¢ Oepomeiog

H ovyvotnta daxonng g Oepanciog Adyw avembountov evepyeidv ntov 11,4% yuo ) Papevikiivn
évavtt 9,7% 1o TO EIKOVIKO APLOKO. X€ VTNV TNV OLAd0, 01 GLYVOTNTES dL0KOTNG TG Oepameiag Yo
TIC TTO CLYVEG avemBOUNTEG EVEPYELEG 0TOVG 0lebeveic Tov vITOPANONKaY og Oegpaneia pe fapevikiivn
Nrav ot €€ng: vavrtia (2,7% évavtt 0,6% yio To gikovikd @appako), keporaryia (0,6% évavtt 1,0% yia
TO EIKOVIKO Qappoko), admvia (1,3% Evavtt 1,2% yia 10 elkovikd QAPUAKO) Kot SloTapayréve. GVepa
(0,2% évavtt 0,2% Y10 TO EIKOVIKO QAPLLAKO).
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AvoAOoELG KMVIKOV SOKILMV:

[paypotomomOnke pio LETO-OVAAVOT 5 TUYOOTONUEV®Y, ST TVPADV, EAEYYOUEVOV UE EIKOVIKO
eapuako dokumv pe 1907 ovuuetéyovreg aobeveis (1130 vo Bapevuchivn, 777 vad €1KOVIKO
(QAPLLOKO), TPOKELUEVOD VA 0EI0A0YNO0DV 0 VTOKTOVIKOC 1000 UOG KOl 1] GUTOKTOVIKY GUUTEPIPOPU,
OGS oV Td INA®ONKaY otV KAipoka a&loAdynong g PapdTnTag TS CVTOKTOVIKOTNTOS TOV
[Movemomuiov Columbia (Columbia-Suicide Severity Rating Scale — C-SSRS). H ev Aoyw peta-
avdivon mepehdupave pio dokiur (N=127) o acbeveic pe 16topikd oyloppévelag 1
oylocuvolcOnUaTIKnG dtatapayng Kot pia, GAAN dokiun (N=525) o acbeveic pe 1otopiko
katdOlymc. Ta amotehéopato dev £de1&ay Kapio avénon 6TV EXITTOGCT TOL AVTOKTOVIKOD 1OEAGLOD
KU1 TNG AVTOKTOVIKNG GLUTEPLPOPAG 6ToVG aisbeveic mov ElaPav Oepaneia pe Papevikiivn
OLYKPITIKA pe ToVg acbeveic mov éAafav Oepameia pe elKOVIKO PAPUOKO, OTMG QOIVETAUL GTOV
TOPOKATO Tivoka. AT Toug 55 acleveic mov avEQPEPAY OLTOKTOVIKO 10EAGLO 1] VTOKTOVIKN
oLUTEPIPOPA, 01 48 (24 V7o Papevikdivn, 24 VIO EKOVIKO PAPUAKO) TPOEPYOVTAY 0Td TIG OVO
doK1UEG oTIC oToleg cvupeteiyay aobeveig pe 16Topikd oylloppévelac/oylocuvalcOnUATIKNAG
daTapayne N kotadiwyng. Aiyotl acBeveic avépepav té€tota cvuPavta oTig dALeC TpElg dokIuéS (4 vd
Bapevikdivn, 3 Vo EKOVIKO QAPLLOKO).

AprOpoc AcBevarv ko Avaroyio Kivovvov yia 1ov Avtoktoviké 10€a6po Kav/1] TV AVTOKTOVIKY)
Yoprepreopd wov avaipnkay otnv kKhipokoe C-SSRS aré o Meta-Avaiven S Kvikav
Aoxkipn@v Xoykprong e Bapevikrivig évavti Ewkovikov @apudkov:

Bapevuikirivn Ewkoviko
(N=1130) PaproKo
(N=777)
Acbevelg e VTOKTOVIKO 10£0GUO KO/ OVTOKTOVIKT] GUUTEPLPOPE™ 28 (2.5) 27 (3.5)
[n (%0)]**
"Etn acBevav éxbeonc 325 217
Avaroyia kivdovov * (RR, 95% CI) 0,79 (0,46; 1,36)

* Ao avtovg, £vag acevig og Kabe okéLOC Oepameiag avEPEPE AVTOKTOVIKY GLUUTEPIPOPA
** AcBeveic mov ekdnAwaooy copuPdvta mg kot 30 nuépec petd ™ Bepameia, ta % dev givar
oTodopuéva ave LeAETT

# RR mocootdv enintmong ava 100 £t acevav

[paypotomomOnke pia peta-avirvon 18 Simhd TVEADY, TUYUOTOMUEVOV, EAEYYOUEVMV LLE EIKOVIKO
QAPLOKO KAVIKOV SOKIU®DV, TPOKELLEVOD Vo 0E10A0YNOEL 1| VELPOYVYLATPIKY AG@AAELD TNG
Bapevikhivine. Ot dokiuég autéc mepleAdupavay Tig S SOKIUES TOV TEPTYPAPOVTOL TOPATOV®, OTIC
omoieg ypnoomomOnke 1 kKA ipako C-SSRS kot cuvohkd 8521 acbeveic (5072 vid Papevichivn,
3449 vrd €1KOVIKO PAPOKO), OPLGUEVOL OTTO TOVG 0TTOToVE Elyay Yyuylatpikég madnoels. To
aTOTELECUATO, EOE1EAY TOPOUOL0L ETITTM®GT CLVOVACUEVMY VEVPOYLYIOTPIKMDY avVETOOUNTOV
EVEPYELDV, EKTOC amd TIG dlatapoyég vvov, o€ acbeveic mov Ehafav Oepameio pe Papevikiivn
oLYKPLTIKA pe aoBeveic Tov Elafav elkoviko eappoko, pe avaroyio kivdvvov (RR) 1,01 (95% CI:
0,89-1,15). Ta cuyKeVTPOTIKA dedOUEVE, amd 0vTEG TIC 18 dokipég £de1&av Tapdo10 TOG0GTO
EMIMTOONG Y10 TIC LEUOVMUEVEG KOTIYOPIES WYOYLUTPIKDV cLUPAvToV 610V acbeveic mov éhafav
Oepameio pe Papevikdivn cuYKpITIKA e Tovg aobeveig mov Elafav eukoviko eappoko. O TaPUKATD
TivoKog TEPLYPAPEL TIG GLYVOTEPO avaPEPOUEVES (> 1%) Katnyoples avemBOUNTOV EVEPYELOV O
OYEOM UE TNV YUYLATPIKT AGPAAELN, EKTOC OO TIC SLOTAPUYES VITVOV.

Poylatpikés avemOounNTeg EVEPYELES TOV EKONAMVOVTUL OE T06006T0 > 1% 1OV 0.60eveVv fdcser
TOV GUYKEVTPOTIKOV 0£00pEVMY a6 18 Khvikég doKkipég:

Bapevikirivy Ewkoviké

(N=5072) PaproKo

(N=3449)

Ayy®OeIC d10TOPayEC Kol GUUTTOUATO, 253 (5,0) 206 (6,0)
KotabMmtikéc dotapayéc g 0160eonc 179 (3,5) 108 (3,1)
Awtapayéc g 0160eong NEC* 116 (2,3) 53 (1,5)
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* NEC = ITov dev Ta&ivopodvtor AAAoD
Ot apBuoi (mocoaTd) OVTIoTOL OOV GTOV APlOUd TV 0GOEVOV TOL aVaEEPOLY TO GLUPGY

Meléteg Tapatnpnong

Téooepig peréteg mapatpnong, kabepio and tic omoieg mepteldpfave amd 10.000 £mg 30.000
YPNOTEG PAPEVIKAIVIIG GTIG TPOGOUPLOCUEVES OVOAVGELS, GUVEKPIVAY TOV KivOuvo Gofapdv
VELPOYVYLOTPIKOV GUUBAVTOV, GUUTEPILAUPAVOUEVOV TMV VOOTAELDV Y10 VEVPOWLYLALTPIKOVG
AOYOLG Kot TV Bovatneopmv Kot pn Bovatneopmy VTOTPAVUATICUOV, GTOVS 0c0gvelg Tov Elafav
Oepaneia pe Papevikiivn, Evavtt tov acbevov pe cvviayoypaenuévn NRT 7 Bovrpomiovn. Oieg ot
UEAETEG NTAV OVOOPOUIKEG HEAETEG KOOPTNG Kol TEPLEAAUPavay acBeVELS e Kt Y@pig WuyloTpikod
1OTOPIKO. Xg OAEG TIG HEAETEG YpNnooToOnKay otaTioTikég pEBodot Yo Tov ELEYY0 TV TUPAYOVI®V
GUYYVONG, CUUTEPIAAUPOUVOUEVIG TNG TPOTUNTENG TACTG CLVTAYOYPAPNONG PapeVviKAivng o
acleveig pe KakvTtepn vyeia, aAld eEakolovbel va vITdpyel TOAVOTNTO CLYYVLTIKNG ENIOPACTC.

Avo amd Tig peréteg KatédetEav Ot dev v pye Kopia Sopopd mg TPog Tov Kivouvo voonAgiag yio
VEVPOYLYLOTPIKOVG AOYOVG PHETAED TMV YPNOTAOV PEPEVIKAIVIG KOl TV XpNOTOV ETOEUATOV VIKOTIVIG
(avaroyio ktvdovou [HR] 1,14, 95% dudotnua epmictocvvng [CI]: 0,56-2,34 oty mpdTn HEAETN Kot
0,76, 95% CI: 0,40-1,46 ot devtepn perétn). H 1ox0¢ yio tnv aviyveoon Tov d109popdv o€ VTG TIG
dvo peréteg Ntav mepropiopévn. H tpitn pedétn dev katédeiée kapio S1opopd g Tpog Tov Kivouvo
EKONAMONG YUYLITPIK®OV AVETIOOUNTOV EVEPYEIDYV, O OTOTES O10y1YVMOOKOVTOL KATE TN S1GPKELD P0G
EMICKEYNG OTO TUNO, EXELYOVIMV TEPICTATIKMV 1| KUTA TNV E10QYMYT| Y10, VOGIAEID, HETAED TV
YPNOTAOV Pepevikdivig kat tv ypnotov fovrpomidovng (HR 0,85, 95% CI: 0,55-1,30). Me Baon tig
avaPOPEG PLETA TNV KVKAOPOpPIia TOV PapUAKOoV, 1| Bovmpomiovn mhavov va oyetiletot pe
VEVPOYLYLOTPIKES OVETIOOUNTEG EVEPYELEC.

Ao v TéTapPTN PEAETN OeV Tpokuye Kapio EvOEEN Yo vyYMAGTEPO Kivouvo Bavatneopmv Kot pun
Boavatnedpov avtotpavpaticpodv (HR 0,88; 95% CI: 0,52-1,49) otovg acbeveig otovg omoiovg giye
ocuvtayoypaen el fepevikAivn, cuyKpITIKA Le Tovg acbeveig oTovg omoiovg eiye cuvtayoypopndei
NRT. Ot tepuntdoelg S1omGTOUEVNC VTOKTOVING NTOV GTAVIEG KOTA TN SLIPKELL TOV TPLOV UNVOV
UETA TNV €vapEn OTOL0GONTOTE POPLOKEVTIKNG ay®YNg (800 epiotatikd og 31.260 yprioteg
Bapevikhivig kot €61 meprotatikd o 81.545 ypnoteg NRT).

MeléTn KOOPTMV G€ EYKLLOGLVN

e po peAétn kooptav Pacel mAnbuopov cuykpibnkav Bpéen mov ektédnikov oto CHAMPIX in
utero (N=335) pe Bpéon ta omoia yevvinkay amd PNTEPES IOV KATVILAY KOTA TN SIEPKELD TNG
gykopoovvng (N=78.412) ko pe Bpéepn ta omoia yevviOnikoy amd untépeg mov dev kamvilav
(N=806.438). Zn perén avtn, ta Ppéen mov extédniov oto CHAMPIX in utero eiyov younidtepa
TOGO0TA GLYYEVAOV dtapapTiov (3,6% évavtt 4,3%), Toketdv vekpav gpppoav (0,3% évavtt 0,5%),
TPOWPwV ToKeET®V (7,5% &vavtt 7,9%), pikpdv yia tnv niwio komong (12,5% évavtt 17,1%) ko
TPowpNS PNENG TV vpéEvev (3,6% évavtt 5,4%) oe ohyKpion pe To Bpéen mov yevvnOnkay amd
UNTEPEG TTOL KATVILOV KaTA T S13pKELN TG EYKLHOCHVIG.

HoudraTpikodg TAnBvouog

H amoteleopatikdomnto kot 1 ac@dielo g fopevikAivng a&loloyndniKoy cg o TUXOOTOUEVT,
OUAG TVPAT, EAEYYOLEVT LE EIKOVIKO QhppaKko perétn 312 acBevav, nlikiag 12 émg 19 etdv, ot
omoiotl Kanvifov, Kotd LEGO Opo, TOLAAYLIGTOV 5 Talyapa TV NUEPA, KaTd TN didpkeln Tov 30 nuepmv
TP amd TN oTpatoAdynon kal giyav fadporoyia TovAdyiotov 4 oty KAipoka g e&étaong
Fagerstrom ywo tv e£dptnon and ) vikotivn. Ot acBeveig otpopatomomdniay kotd niwio (12—

16 etddv ko 17-19 e10dv) ko katd copatikd Bapog (< 55 kg kot > 55 kg). Metd and tithomoinon
dudpkelag 600 efdopadmv, ot acheveig Tov TuyatomomOnkay ot Ayn PapevikAivig e COUATIKO
Bapoc > 55 kg éhafav 1 mg dvo popég nuepnoimg (opdda vynAng 66ong) i 0,5 mg dHo Popég
nuepnoing (opdda youning 06ong), eved ot acbeveic pe copatikd Bapog < 55 kg éaafav 0,5 mg dvo
Qopéc nuepnoing (opddo vyming doomng) N 0,5 mg pio popd uepncing (opdda yaunAng 66ong). Ot
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acBeveig éhaPav Oepameia yio 12 gfdopdadeg, axorovBovpevn amd o tepiodo avev Bepameiog
dudpxetag 40 efdopddmv, pali pe cupPoviég KATAAANAESG Yio TNV NAKio TOVG 6 OAN TN JEPKELD TNG
UEAETTG.

O mopakdTo Tivokeg amd TNV TOPUTAVE TUSITPIKN LEAETT TAPOLGIALEL L0 GUYKPLION TOV
TOGOCTMV GLVEYOVLS amoyng (continuous abstinence rates, CAR) amd tic fdopddeg 9—12, dnwg
emPefordbnke pe e&€raom kotvivig o0p®V, Y10 TOV GUVOAKO TANBVOoUO TG LEAETNG OTNV OUdda
TANPOLG avAAvong Kot yio Tov TANBuopd nikiog 12—-17 etdv.

CAR 9-12 (%) YHvoro 12 ém¢ 17 eT@@V
n/N (%) n/N (%)

YynAn doom Bapevikiivng 22/109 (20,2%) 15/80 (18,8%)
Xopunin 06on Papevuchivng 28/103 (27,2%) 25/78 (32,1%)
Ewovikd pdppaxo 18/100 (18,0%) 13/76 (17,1%)
Yuykpicsig Oepameidv Adyog mBavotitov yio To CAR 9-12 (95% CI) [ty p]
Yynin d6on Bapevichivng Evovtt 1,18 (0,59, 2,37) [0,6337] 1,13 (0,50, 2,56) [0,7753]
EIKOVIKOV QopULAKOL

Xopnin d6on Papevikciivng Evovtt 1,73 (0,88, 3,39) [0,1114] 2,28 (1,06, 4,89) [0,0347]*
EIKOVIKOD QOpUAKOL

* Avtip i iy} p oev Oewpeitan orotiotika onuovtikl. O mpokalopiouéves O1001KAGIES OTOTIOTIKWOV EAEYX WV O10KOTHKOY
0poTov N abyKpion ¢ Bepanciog ue fopevikdiviy vynlng 60ong évoavt g Oepomeiog e EKOVIKG QOPUOKO OTH GOVOLIKT

HEAETN D&V HTOY OTATIOTIKG. CHUAVTIK.

CI = diompa gpmiotoocdving, N = apBudc acbevav mov tuyotomomdniay, n = aplfpdg acdevav ol omoioy, og Khbe
eniokeyn amd 116 efdopnddes 9 £wg 12 (cvumepriapfavopévng), avépepay 0Tt dev KATVIGHV Kot OgV xpnoionoincay dAla
TPOTOVTO TOV TEPLEXOLV VIKOTIVN amd TNV TeEAevTaia eTioKeyN TG LeAETNG/TEAEVTALN ETKOV@ViD (GTNV KOTOypopn
XPNONG VIKOTIVIG) KOl GE OTOONTOTE OO AVTES TG EMOKEWYELS eMPePoiddnie 6TL £xovv draxdyet, pe Paon v e&€toon
KoTwivng ovpwv.

52 ®@appokokivTIKEG 1O10TNTES

Amnoppoonon

O1 péY1oTEG GVYKEVIPAOGELG TNG PAPEVIKAIVIG GTO TAAGUA TOpATPOVVTOL cLVIO®G og ddoTnua 3-

4 ©op®V HETA TN YOPNYNON AmO TO GTOUN. META TN YOp1YNoN TOALATA®Y SOGEWMY OO TO GTOUM G
vy1eig eBelovtéc, ol cuvOnKec oTabepng KoTAoTAONG EMTebYONKaAY o€ ddotnua 4 nuepov. H
amoppoeNon elval Kat' ovciov TANPNG, LETA TN XOPNYNOT 0td TO GTOUN KOl 1] GUGTNHOTIKY
dwbeopdtnTa givor vymAn. H frodiabecipotnta g Papevikiivng dtav yopnyeitar and 10 oTOpUN deV
emnpedletot omd To PaynTod N TNV OPA YOPNYNoNS HEGA 6T UEPOL.

Koatavoun

H Bapevikhivn KatavELETOL GTOVG 1GTOVG, CUUTEPIAAUPOVOUEVOD TOL EYKEQPAAOV. O PUIVOUEVIKOC
OYKOG KOTOVOUNG NTav Katd péco 6po 415 Aitpa (% cvvieleotn dwaomopds (CV) = 50) og cuvOfkeg
otafepng katdotaonc. H odvdeon tng Papevikdivig pe mpoteiveg Tov TAAGHTOG ival younin (<
20%) Kot ave&apTnTn 1000 Omd TNV NALKI0 OG0 KOl ad T VEQPIKN AEITOVPYi. XTO TPOKTIKA, 1
Bapevuchivn petapépetol HEG® TOV TANKOVVTO, KOl ATEKKPIVETOL GTO YAALL.

Blouetaoynuaticoc

H Bapevuchivn petafolriletar ehdyiota kabdc omekkpivetal avoAroimTn 6To 0VPa 6 T0G0oTO 92%),
EVO 10600t HIKpOTEPO 0md 10% amekipivetar pe T popen petafoAttmv. Ot devTepedoVTES
petaforites ota ovpa meptrapPdvovy to N-kappapvio-yAvkovpovidto PapevikAivng Kot Tnv
vdpoéuPapevikiivn. Zmnv Kukioeopia, 1 fapevikdiviy teptiapfavel o Tocootd 91% VAo
oyxetilopevo pe 1o eappako. Ot devtepedovteg KukAo@opovvteg petaforitec meptiappdvoov N-
kapPapvlo-yAvkovpovidio Bapevikiivng kot N-yAvkolvloPapevikiivn.

24



In vitro pekéteg deiyvouv 6T 1 Papevikhivn dev avaotédlel Ta Eviupo Tov Kutoypopatog P450
(IC50> 6.400 ng/ml). Ta évlopa tov kutoyxpdpeTog P450 mov doKdoTNKE OV aVOGTEAAOVTOL TV TO
eéng: 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ko1 3A4/5. Eriong, og avBpodmiva nrotokdTTapo. in
vitro, amodeiyfnie 0tL N Papevikhivn dev endyetl ) dpdon Tov eviouwv 1A2 kot 3A4 tov
Kutoypopatog P450. Erouévmg, n Papevuchivn etvor omiBavo va HeTaPAAet Tn QopUaKOKIVITIKN
ooV Tov petoforifovral kuping and Evivua tov kutoxpdpatog P450.

Amofoin
O ypovog nuitong g Papevuchivng sivar mepimov 24 mpeg. H veppikn amékipion g fopevikiivng
EMTLYYAVETAL KVUPIOG d10 LEGM OTEPUUATIKNG O ONONG TAPAAANAL LLE EVEPYO COANVOPLOKT] EKKPLON

LEG® TOV OPYAVIKOD KOTIOVIKOL petapopéa, OCT2 (BA. mapdypapo 4.5).

IpoppikdTnto/Mn ypopukdTnTo,

H Bapevikchivn mapovotdlet ypappukn kvntikn otav yopnysitoan dnaé (0,1 éoc 3 mg) 1 og
emovalopPavoueves dooelg 1 émg 3 mg/muépa.

DapuoKoKIVNTIKN 6€ £101KOVC TANOLoLOVC aochevmv

Agv vdpyovv KMVIKA ONUOVTIKEG S1APOPEG OTN POPLOKOKIVITIKY TG PapevikAivng ot omoieg va
opeilovtal oty nlkia, T ELAN, TO VA0, TIG GLVNOELEG KUTVIGLOTOG 1] TN XP1OT) CLYXOPTYOVUEVMV
(QOPLOKEVTIKOV TPOIOVI®V, OTTMG £XEL KATAOELDEL 08 GUYKEKPIUEVES POPUAKOKIVITIKEG LEAETES KOl
(QOPLOKOKIVITIKEG VOADGELG TANOLGUGMV.

Hrozikn dvaleirovpyio
AOY® NG OTOLGIOG CTUAVTIKOD NAATIKOV HETOPOAMGLOV, 1| QUPUOKOKIVNTIKT TNG Papevikhivng dev
emnpedleton o€ aobeveig pe nratikn duciettovpyia (PA. mapdypaeo 4.2).

Negpirn dvolertovpyio.

H pappoaxoxvntikn tng fopevikAivng Tapéueve QUETAPAN TN GE GTOWO LLE ML VEQPIKN
dvuodettovpyia (extipnmpevn kabapon kpeatvivig > 50 ml/Aentd ko < 80 ml/Aentod). Xe acbeveig pe
petpiov Babupov veppikn ducieitovpyia (extinmpevn kabapon kpeatvivig = 30 ml/Aentd ko < 50
ml/Aentd), n éxBeon ot Papevikdivi avéndnie kotd 1,5 opd Evovtt Tov aclevodv pe pUOIOAOYIKY
veQPIKN Agttovpyio (ekTipudpevn kdBapon kpeativivng > 80 ml/Aentod). Xe dropa pe coPapn veppikn
dvodettovpyia (exTipmpevn kabapon kpeatvivig < 30 ml/Aentd), n éxbeon otn Papevikiivn
avéNdnke katd 2,1 popég. Le dtopa pe veppornddeia tedkov otadiov (ESRD), n Bapevikiivn
amouakpOVONKe amoteAeopatikd pe apokdbopon (PA. mapdypoeo 4.2).

Himawuévor

H pappaxoxivntikn g Bapevikiivig e nMKIopEVOVS 0oDEVELG LLe PUGIOAOYIKN VEPPIKT AELTOVPYIN
(MAciog 65-75 etddv) givar mapopola Le VTV o8 EVIALKEG aoBevelg veapdtepng nAtkiog (PA.
napdypoeo 4.2). Ocov apopd Toug NAMKIOUEVOLG acBeVEIS e LEL®UIEVT VEQPPIKT AgtTovpYia,
avatpeEate otV mopaypago 4.2.

Haidrarpixog ninBoouos

H poppaxoxvntik ama kot ToAAATAGV d0GemV PapevikAivng éxet diepevvniel o€ Toud10TPIKovg
acOeveic nhikiog 12 émg kot 17 eTdv Kot Tav TEPITOV AvAAOYT TG dOCTG GTO H0GOA0YIKO £DPOC TOV
0,5 émg 2 mg, to omoio peretnOnke. O1 cuvOnKeg oTAOEPNG KOTAGTAGTC TG CVOTNUATIKNG EKBECTG
epnPov acbevov copatikod Bapove > 55 kg, ommg aoroynOnkay arnd v AUC (0-24), ntov
OULYKPIGUIEG UE 0VTEG TTOL TTapaTNPNONKaAY Yo TI i01eC 600ELS, oTOV EVALKO TANOLGUO. OTay
yopnynonke 0,5 mg dVo Popég v NuéPa, o1 GuvONKeG oTadEPNC KATAGTUONG TN NUEPN oG EkBeog
¢ Papevikhiving NTav, Kot uéco opo, vymidtepsg (katd mepinov 40%) oe eprifovg acbeveig e
ooUaTIKO Pdpog < 55 kIAd, o cOYKPION UE OVTEG TTOL TTapaTnPNONKAY oTov eviAiko TANBveuo. To
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CHAMPIX odev cuvictdtol og Tondlatpikons acOeveis, ETEION 1) ATOTEAEGLOTIKOTTO TOV GE OVTOV
Tov TANBvuopd dev €yxel kataderyel (PA. mopaypdpovg 4.2 kot 5.1).

5.3 Ipoxivikd dedopéva yia TNV ac@drEL

Ta un KAvikd dedopéva dev amoKaADTTOLV 110iTEPO KivOuVvo Yo Tovg avBpdmovg pe faon Tig
oLUPOTIKEG LEAETES PAPUAKOAOYIKNG ACPAAELNG, TOEIKOTNTAG EMAVAAALUPOVOUEV®Y OOGEWDV,
YOVOTOEIKOTNTAG, YOVILOTNTOG Kot EUPPLIKNAG avATTUENG. € 0PGEVIKOVG 0LpOVPOIOVE TOV Xop1ynonke
Bapevicdivn yia 2 €1, TapatnpnOnke docoeEaptdpevn adENoT TG EXITTOONS TOV EUPPLTKOD TOTOV
MroOpoToc (6YK0g TOV Poilov AITovg). XToVg amoyovoug eYKHmV apovpainy mov EAapav fapevikAivn,
napaTnpNONKe HeEl®ON NG YOVILOTNTOG Kol avénon TG ovTidpaong EKTANENG o€ aKoLoTIKO epEbioa
(BA. mapdaypopo 4.6). Avtég o1 emdpacelg Tapatnpnnkay povo oe ekBéoeig mov Bewpodvran 6Tt glvar
OPKETE TAV® OO TO OVATATO OpLo £KBECTG TOV AVOPMITOL, VTOSEIKVHOVTOG UIKPT) GYECT LE TNV
KAvikn] gpfion. Ta pn kKhvikd dedopéva vodetcvoouy 0Tt 1 BapevikAivn £yl EVIOYVTIKES 1010TNTEG
LOAOVOTL £YEL YOUNAOTEPT SPACTIKOTNTA OO TNV VIKOTIVN. L& KMVIKEG LEAETEG GE avBpOTOLS, 1|
Bapevucdivn £de1&e younin mbavotnta Katdypnongs.

6. DOAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoymv

IMuprvog drokiov

Kvttapivn pikpokpootadiikn
Ddwopopikod dacPéotio Avudpo
Kopuehioln vatprodyog dtootovpodpevn
Avvdpo KOAAOELDEG TTVPITIO

Mayviolo oteotikod

Enucédoyn diokiov

YrpoueAroln

Awo&eidio Titaviov (E171)
[oAvaiBvievoyivkoin 400

Tpraxetivn

6.2 AovppotoTnTeg

Agv gpappolerar.

6.3 Awdpkero Long

Diikeg: 2 ypodvio.
Koyéheg (Blisters): 3 ypovia.

6.4 Iowitepeg mpouvrdcers katd T @OAAEN TOV TPOTIOVTOG

Koyéheg (Blisters): ®vAdooete og Bepuokpacio pucpdtepn twv 30°C.
®16An and HDPE: To poppakentikd avtd mpoidv dev amortel 1diaitepeg cuvOnikeg puiagng.
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6.5 ®Vo1 KO GLOTUTIKA TOV TEPLEKTI

ZVOKEVOGIEC OYWYNC CLVINPENONS

Kvoyéheg and PCTFE/PVC pe oMo adovpviov 610 Tiom PEPOG, GE GLGKELOGIN TOL TEPLEYEL 28 X
0,5 mg emkaAvoppéva pe Aemtd vpéVio dlokio Léca o eE@TEPIKN DEPHOKOAANLEVT XAPTIVY
GLOKEVAGIO.

Kvoyéheg and PCTFE/PVC pe gOAho alovpviov 610 Tiom PEPOG, GE GLGKELOGIN TOL TEPLEYEL 56 X
0,5 mg emkaioppéva pe Aemtd vpévio dlokio péca oe eE@TEPIKN DEPHOKOAANUEVT XAPTIVY
GLGKEVAGIO.

D1 amd moAvaBviévio vyming mokvotntog (HDPE) pe nopo acedielog yio toadid and
TOALTPOTVAEVIO KO 0EPOCTEYEG KAV OO PUALO aAOVULVIOV/TOAVOBVAEVIO, O 0TTOT0G TTEPLEYEL 56
x 0,5 mg emkalvppéva pe AETTO LUEVIO SloKidL.

Mmnopet vo, v KukAoPopoOV OAEG 01 GUCKEVAGIES.

6.6 Iowitepec mpo@LAGEEIS améppLYng

Kopia g8k vroypéwon.

7. KATOXOZX THX AAETIAY KYKAO®OPIAX
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Bélyo

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX
EU/1/06/360/001

EU/1/06/360/006

EU/1/06/360/007

9. HMEPOMHNIA ITPQTHYE ETKPIXHY / ANANEQYXHY THX AAEIAX
Hpepounvia mpotng éykprong: 26 Xentepfpiov 2006
Hpepounvia tekevtaiog avavémong: 29 lovviov 2016

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemntouepeic TANPOQOPieC Y10, TO TAPOV TPOIOV givarl dlabéciec 6Tov dtkTvakd T0To ToL Evponaikon
Opyoaviopuot @apudkmv: http://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 1 mg emkaloppéva pe Aemtd vpévio diokio

2. MOIOTIKH KAI ITIOXOTIKH XYNOEXZH
Kd&0e emxaivppévo pe Aemto vpévio diokio mepiéyel 1 mg Popevikdivng (og tpuykd o&d).

IMa tov TAfpn KoTdhoyo TV KOV, BA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Emuwcodoppévo pe Aemtd vpévio diokio S mm x 10 mm

FaAdlio, apeikvopta dtokio 6g oynua Koyakiov, pe yapoyuéva ta ototyeia “Pfizer” otn pio mhevpd
kot “CHX 1.0” omnv dAAn TAevpd.

4. KAINIKEX TIAHPO®OPIEX

4.1 OgpamevTikég gvociterg

To CHAMPIX evdeikvutat yio Tn S10K07H TOL KOTVIGUOTOG GE EVIAIKEG.

4.2  Aocoloyio kor TpOTOG YOPNYNONG

Aocoroyia

H cvvietdpevn 66om givar 1 mg BopevikAivig d00 Qopég TNV NUEPA HETA A0 TITAOTOINGT S1GPKELOG
1 eBdopddag, wg &Ng:

Huépeg 1 —3: 0,5 mg pio popd v nuépa

Huépeg4 —7: 0,5 mg dvo Qopéc v Nuépa

Huépa 8 — OhoxApmwon Beparneiag: | 1 mg dvo @opéc v nuépa

O acBevng Ba mpémel va opicel pia nuepounvia diokomng Tov kanvicpotog. H yoprynon tov
CHAMPIX Ba wpémet va, apyiler cuvnBmg 1-2 efdopddeg mptv and avthiyv v nuepopnvia (BA.
napdypoeo 5.1). Ot acBeveig Bo mpémel va vrofdriovion o€ Oepaneio pe CHAMPIX yio 12
efdoudodec.

21oug aoBeveig Tov £xovv SlaKOWEL Pe EMLTUYIO TO KATVIGHO PETA TO TEPaG TV 12 efdouddwy,
umopel va eEetactel To evdeyopevo evog emmAéov kuklov Bepaneiog didpkeiag 12 gfdopddwv Kotd ™
dudpkela Tov omoiov Ba Aapfdavovy CHAMPIX 1 mg d00 @opéc tnv Nuépa yio T doTnpnon e

amoyng (PA. mapdypapo 5.1).

Oa mpémet vo eEETAGTEL 1] TPOKTIKT GTASIOKNG TPOGEYYIOTG OT OLOKOTT TOL KOTVIGUOTOG LLE TO
CHAMPIX, ywo tovg aoBeveig mov dev umopovv 1 dgv etvar TpoBupot va S1akdyouv amdTopd TO
kdmviopa. Ot acBeveig Oa mpémel va LEU®GOVV TO KATVIGHO KaTd TN S1dpKeln TV TpOT®V 12
efdopdodwv e Bepameiog Kot va To SKOYOLV £mG TO TEAOG QTG TNG TEPLOdov Bepameing. Ot
acBeveig Oa mpénel, otn cvvéyela, va cvveyicovy va Aappdvoov CHAMPIX yia 12 emumdéov
gfdopdoes, yio cuvolikd drdotnpa 24 efdopddmv Bepaneiag (BA. Tapdypapo 5.1).
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Ot acBeveic mov BEAOVY va S10KOWYOLV TO KATVIGLO KOl 01 00101 OEV TO TETLYOV KATA T SLAPKELL
npornyovuevng Bepaneiog pe CHAMPIX 1 mov vrotpomiacayv petd tn Oepaneio, evoéyeton va
oeeAnBovv and dAin pio Tpoondbeia drokomng pe xpnon tov CHAMPIX (BA. mapdypaeo 5.1).

[N tovg acbeveic mov dev pmopovv va aveytovv Tig avemBounteg evépyeieg tov CHAMPIX givan
duvartn 1 TPOSMPWVN 1 1 OPLOTIKY pElST TG d0ong oto 0,5 mg dho Popég TV Nuépa.

Kotd ™ Bepaneia yio tnv S10K0TH TOV KATVIGHOTOC, 0 KIVOLVOG LIOTPOTNG ivart avénuévog tnv
nepiodo apécwmg petd 1o téhog g Bepaneiog. Xe acobeveig pe avénuévo kivovvo votTponng, umopel
va gEetachel to evoeydpevo Pabuaiog peimong g d6ong (PA. Tapdypapo 4.4).

Himawuévor

Agv amouteiton Tpocapuroyn g docoroyiog oe nAkiwpévoug acbeveic (PA. mapdypago 5.2). Adyw
TOV OTL 01 NMKI®pEVOL aoBevelg etvar TBavOTEPO v TaPOoLGLALoVY EKTTTOGCT) TG VEPPIKNG
Aertovpyiag, ot Bepamovteg atpol Oa mpémet vo AapBavouy VoY TNV KATAGTOOT TV VEPP®OV EVOG
NAMKIOUEVOL acbevoug.

Negpirn dvolertovpyio

Agv amotteitol Tpocapproyn g docoroyiag oe acheveig pe Nrov (eKTIL®UEVT KABOPOT KPEATIVIVIG
> 50 ml/Aentd ko < 80 ml/Aentd) £wg petpiov Pabuod (extiumpevn kabapon kpeatvivig = 30
ml/Aentd kon < 50 ml/Aentd) veppikn duvoiettovpyia.

Ytovg acBeveig pe petpiov Pabpov veppikn dusiertovpyia o1 0woiol TOPOVGIALOVY PN OVEKTES
avemBounteg evépyeleg, n d6or pmopel va peimbel og 1 mg pia eopd Ty nuépa.

INoa tovg acBeveic pe coPapn veppikn dvoiertovpyia (extipdpevn KaBapon kpeatviving < 30
ml/Aentd), 1 cuvictopevn 66omn Ttov CHAMPIX eivarl 1 mg pia popd v nuépa. H xopriynon 6a
npénel va apyicetl and to 0,5 mg pio opd v NUEPA Yol TIG 3 TPATEG NUEPES KOL GTI GLVEYELD VL
avéndel og 1 mg pia popd v nuépa. Adyw avenapkovg KAvikng epnelpiog pe to CHAMPIX og
acleveig pe veppomddelo TeElkov atadiov, e cuviaTdTol 1 yopnynon g Hepansiog oto
oLYKEKPIUEVO TANBVoUd acBevav (BA. Tapdypaeo 5.2).

Hrozikn dvaleirovpyio
Agv amouteiton Tpocapuroyn g docoroyiag o acbeveig pe nrotiky dvsiettovpyio (BA. Tapdypapo
5.2).

Haoidrazpiros minBoouos
To CHAMPIX dev cuviotdton Y10 pnor o€ TodloTptkovg acheveic, EmEdN 1 AMOTEAECUATIKOTNTA

TOV 6€ AVTOV ToV TANBLGUO dev Exet KatadewyOel (BA. mapaypdpovg 5.1 kot 5.2).

Tpomoc yopnynong

To CHAMPIX npoopiletat yia ypnon amd Tov oToOpHoTog Kot To diokia O mpémel va kaTomivovTot
0AOKAN PO LE VEPO.

To CHAMPIX umopei va AneBel pe 1 yopic tpoen.

4.3 Avrtevositeg

YrepevaioOnoia ot SpacTiKi] ovcio 1] 6€ KATO0 omd To EKS0Y0 TOV AVUPEPOVTAL TNV
Topaypapo 6.1.
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4.4 Ewwkég TPOEOOTOMGELS KOl TPOPVAAEELS KOTA TN (p1ion

Emnidpoon tng S10KO0mNE TOL KOTVIGLLOTOC

Metafoiéc 6T ELCIO0AOYIO (O AMOTEAEGUA TG SLKOTNG TOV KOTVIGHOTOC, LE 1| xopig Oepameia pe
CHAMPIX, pmopei va petafdiovy T QoproKOKIVITIKN 1 T1 QUPUOKOSVVOUIKT] OPIOHEVEOY
(OPLOKEVTIKMV TPOTOVIMV, Yol TO OO0 UTOPEL VAL YPELNGTEL VO, YIVEL TPOGAPUOYT TG dOGOAOYING
(Topadeiypato meptiapfdavooy  Beo@uidivn, T Bapeapivn kai Tnv weovAivn). Kabdog to kdnviouo
endyel 1o CYP1A2, ) drakom Tov KOTVIGUOTOG UTOpEl va TpokaAEcel aHENOT TV EMITESOV TMV
vrooTpopdtev tov CYP1A2 oto mAdopa.

NevpoyvyloTpikd GUUTTMOUOTO

Metafoléc ot cupmePLPOPA 1} TN OKEYT, AYXOS, YOYXWOOT], SIOKVUAVOELS TG CLUVOICONUOTIKNG
d1Beomg, emBeTIKN GLUTEPLPOPA, KATAOALYT), CLTOKTOVIKOG 1IOEAGIOC KOl VTOKTOVIKT] GUUTEPLPOPA,
Kot omOmEPEG AVTOKTOVING £Yovv avapepbel oe acbeveig ol omoiot emyelpovV va SlakdWYoLvV T0
kamviopo pe CHAMPIX, cbppava pe v epmelpio Tov Tpoioviog HETA TNV KUKAOPOPID TOV oTNnV
ayopd.

AteENyOn (ol LeyaAn, TUXOLOTTONIEVT], OUTAG TVQAY], EAEYXOUEV LE OPUCTIKO KOl EIKOVIKO QAPLLOKO
UEAETT], TPOKELEVOL VO cLYKPLOEL 0 KIVOUVOG GOPapdV VELPOYLYLUTPIKAOV CUUPAUATOV o8 0oOgvVelg
LLE KO Y®PIG 10TOPIKO YOYLUTPIKNG daTapaynG, ot omoiot Eafav Bepomeio yio T Sl0KOT TOV
Kamviopatog pe Papevikiivn, Bovmpomiovn, enifepa Bepaneiog vrokaTdoTaT®V VIKOTivNg (nicotine
replacement therapy, NRT) 1 ewcovikd @dppoiro. To kOplo kataAnKTikd onueio ac@Aalelog NTov Eva
oLVOETO ONUEID TV VELPOYLYLATPIKMY OVETIOOUNTMV EVEPYEIDV TTOL glyav avaeepbel katd Tnv
eumelpio PeTd TNV KLKAOQPOPIo TOL TPOIOVTOC GTNV AyOpdL.

H ypnion ¢ Papevichivng o acBeveic pe 1 xopig 10TOPIKO YOYLOTPIKNG SIOTOPAYNG OEV CUCYETIOTIKE
pe avénuévo Kivouvo coPapdv VELPOYUYLOTPIKMV OVETIBOUNT®V EVEPYEIDY GTO GUVOETO KVUPLO
KOTOANKTIKO onpeio 6€ oOYKPLom UE TO EKOVIKO appako (PA. mapdypapo 5.1 Pappakodvvapkés
wWtNTES — Melétn oe Atoua pe kar ywpis lotopixoé Poyiatpixng Aazopoyng).

H xotablumtikn 6140g0m, omaving copumepthapifavOoIeEVOY TOV CUTOKTOVIKOD 1OEAGHOD Kol TNG
OTOTELPOG AVTOKTOVIOG, UTOopEl va ival £€vo, GOUTTOE TOV GLVOPOLOL GTEPTONG TG VIKOTIVIG.

O Bepdmovteg wTpoi Ba mpémet va givar evijpepot yuo TNy mlovn epnedvior cofapov
VEVPOYLYLOTPIKAOV CUUTTOUATOV G€ AcBEVEIS TOV EMYEPOVV VO, GTAUATHGOVY TO KATVIGUA LE
yopic Oepaneia. Eqv mapovciactodv cofapd vEvpoyuyloTpiKd cupmT®pate Katd T Oeponeio pe
Bapevikhivn, ot acBeveic Ba mpémet va d1okOWoLV aUESmg T Popevikhivn Kot VoL ETKOIVOVIGOLV LE
évav enayyeipatio vyelag yio eravasloddynon tng Oepaneiog.

IoTopiKd WYuYLOTPIK®OV S10TApOY DY

H dwokonn| Tov kamvicpotog, ue 1 xopig eapuoakevtikny Oepaneia, £xel cuoyeTioTel pe emdeivmon
VIOKEIPEVAOV WYOYLOTPIKAOV VOGOV (T.Y. KOTAOAy™).

Meléteg drakomng tov kamvicpotog pe to CHAMPIX éyovv mapdoyet dedouéva yio acBevei pe
1GTOPIKO YuYLLTPIK®V dtatapaydv (BA. mapdypago 5.1).

e o KAMvIKn SoKpT| S10KOTNG TOL KATVIGLOTOG, VELPOYVYLATPIKEG avemiBounteg evépyeleg
avaépnkay cvuyvotepa o€ acheveic [IE 10TOPIKO WYOYLOTPIKOV SATUPUYDV GE GCOYKPIOT] LE AVTOVG

YOPIG 16TOPIKO YUYLOTPIKAOV dtaTopaymv, aveéaptnta and tn Oepancio (BA. Tapdypapo 5.1).

Oa mpémet vo divetal Tpocoyr| o€ acheVEIg e 10TOPIKO YuATPIKIG VOGOL Kal ot acheveic Oa Tpémet
Vo GUUPOVAEDOVTAL AVOAOY®C.
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2racuot

g KMVIKEG SOKIUEG KOl GOUP®VOL LE TNV EUTEPIN LETE TNV KLKAOQOPia TOL TPOIOVTOG GTNV ayopd,
&xovv vtap&et avapopég onacumv o€ acbeveic mov Adpupavay CHAMPIX, pe 1 yopig iotopikod
onacpmv. To CHAMPIX 0a mpénet va ypnoponoteital Tpocektikd o€ acheveic e 16TOPIKO
OTOCH®V 1 GAL®V KATOCTAGE®Y TOL THAVOV VO, LELDVOLV TOV 0VOO TPOKANONG CTOCUMV.

Awkonn Oepaneiog

Y10 téAhog g Bepameiog, n dakonn tov CHAMPIX cvoyeticOnke pe avénuévn evepebiotdotra,
TOPOPUNOT YO KATVIGHA, KaTdOAyn Kovn admvia og 1060oto péypt kat 3% tov acbevav. O
Bepanv 1Tpdc TPEMEL vV, EVIHEPDVEL TOV 0eBev avaAddymg kot va oulntd 1 va eEeTdlel TNV avaykn
v Pabaio peimon g 66omg.

Kapdiayysiokd coupduoto

Ot acBeveic mov Aappfavooy CHAMPIX Ba npémet va kaBodnyovuvtal dCTE Vo EVIILEPDOVOLY TOV 10TPO
TOVG Y10 TNV EUPAVIOT] VEDV 1] TNV EMOEIVOOT] KOPOLOYYEINKDOV COUTTOUATOV Kot vo, avalntovy
GUEST 1ULTPIKT PPOVTION, EGV ELPAVICOVY GNUEIN KOl CUUTTAOUATO ELPPAYUATOG TOV LLOKAPSIO 1|
AYYEWLKOV £YKEQPAAKOD €MEIG0010V (PA. mopdypao 5.1).

Avtidpdoelc vrepevouchnoiog

"Exovv vapéet avapopiéc avidpdoemv vrepevaicinciog Hetd v KukAopopia Tov Tpoidvtog otV
ayopd, copmepthapavouévou Tov ayyeloidnuotog o€ acbeveic mov Adpupavay Papevikiivn. Kivucd
CUUTTMOUOTO GCUUTEPIEAGUPOVAY 01010 TPOGAOTOL, GTOUATOG (YADCOT, YEIAT Ko 0OVAR), AopoD
(papvyyag ko Adpuyyog) Kot dkpwv. Ynp&av onavies avapopég ayyEI00101 LATOG AEATIKOD Yol TN
Lon, 1o omoio &ypn e enelyoVGOC WTPIKNG PPOVTIONS AOY® OVATVEVCTIKNG KATAGTOANG. AcBeveig mov
TapoLG1ALovy aLTd To cvuTTONATO B TPETEL VoL StakOyouy TV Bepameia pe Papevikdivi Kot va
EMKOWVMVIGOLV OUECMG UE EVaV ETAyYEALOTIO VYETNG.

Aepuotikéc avTdOpacELC

"Exovv eniong vrdpéetl omdvieg, 0AAG GOPAPES, OVAPOPES OEPLOTIKMV OVTIOPACE®MY UETA TNV
KuKAoQopia ToL TPOIOVTOG 6TV ayopd, cupmepthapfavouévou Tov Zuvopopov Stevens-Johnson kot
tov [ToAvpoppov Epubnuatoc, oe acbeveic mov Adppavay Bapevikdivn. Kabmg avtéc o1 depuotikés
avTdpdoelg pmopel va etvat ametntikég yia tn {on, ot acBeveic Oa mpémet va daxdyouv TV
Oepamneio 010 TPOTO onpeio eEavONLATOG 1] DEPUATIKNAG AVTIOPOONG KOl VO ETKOIVMVI|GOLV OUECMG
pe éva emayyeipatio vyeiog.

I[IAnpoopicc oyeTikd ne to. EKd0y0

AT TO POPUAKELTIKO TPOTOV TEPIEXEL MYOTEPO atd 1 mmol vatpiov (23 mg) avd diokio, ival avtd
nov ovopalovpe «ehevbepo vatpiovy.

4.5 Alnlemopdosic pe GALo QUPUOKEVTIKA TPOTOVTA Kol GALES POPPES aAANAETIOpaONG

Me Bdon ta yopakInploTikd g PapevikAivng kot Tnv éog Topa kKhvikn epnepia, 1o CHAMPIX dgv
TAPOVGIALEL KAMVIKA OTUOVTIKEG AAANAETIOPACELG Le AAAL PApUaKa. AE GUVIGTATOL KOl
npocapuoyn g docoroyiog tov CHAMPIX 1 tv cuyyopnyodpevmv GopUdK®Y OV advapEPOVTL

TOPAKATO.

In vitro pehéteg vTOdeKVOOLY OTL 1] PapevikAivn etvat amiBavo va HETAPAAEL TN QOPUAKOKIVITIKY
oVoIMV oV peTaPorifovial TpwticTmg and ta Evivua Tov kutoypdpatog P450.
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Emunpocbitmg, epdcov o petaforiopodg g Papevikiiving aviumrpocmrevel Atydtepo and to 10% tng
K@0apong TG, 01 SPUCTIKEG OVGIES OV Elval YV@GTO OTL ennpedovV T0 OGN KVTOYXPpOHoTOC P450
etvar amiBavo va petafdiovy ) eappokokivyntikny e Papevikiivng (BA. Tapdypapo 5.2) ko,
EMOUEVMG, Ogv amarteital Tpocapoyn g doorng tov CHAMPIX.

In vitro peAétec VTOJEKVOOLY OTL 1] PAPEVIKAIVI] €V OVOGTEAAEL TIG TPWTEIVES LETOPOPAS TOV
avOpOTIVOL VEQPOV Gg BEPUNEVTIKEG GLYKEVTPMOELS. ETouévmg, dpactikég ovoieg mov amofailovtal
UEC® VEQPIKNG OTEKKPIONG (). LETOOPUIVN - PA. TapakdT®) etvor amiBavo va Enpeactovy and
Bapevikdivn.

Metpopuivn

H Bapevuchivn dev ennpéace T @opraKoKvNTIKY TG pnetpopuivng. H petpoppivn dev eiye kopio
EMIOPAON GTN PUPUOKOKIVITIKY] TNG PopeViKAivig.

21peTidivn

H ovyyopnynon g owetidivng pe m Papevikhiviy adénoe tn cvotnuatikn £kBeon g Papeviciiving
Katd 29% Aoym peiwong g veppikng kdBapong g Papevikiivng. Ag cuviotdrtal Kopio Tpocapuoyn
Mg 00G0A0Yiag, AOY® TNG GLYXOPTYNONG CIUETIOIVIG GE ATOO LLE PVCLOAOYIKY] VEQPIKN AEITOLpYia 1)
o€ aobevelg pe Nmov edg petpiov Pabuod veppikn duciettovpyia. Le acbeveic pe coPapn veppikn
duodettovpyia, Bo TPEMEL VO ATOPEVYETAL 1) TALTOYPOVT XPNOT| CUETIOIVIG Kot PapeViKAivg.

Aryoivn

H Bapevichivn dev ennpéace T poppokokivntikn g dtyo&ivng oe cuvinkeg otabepr|g KOTAGTAONC.

Bapoapivn

H Bapevichivn dev petéPare tn pappaxokvntikn g Bapeopivng. O xpovog tpobpoupivng (INR) dev
emnpedotnke amnod T Popevikiivn. H idto 1 dtokonr Tov KOTvViGHOTOC UTopel va, TPoKaAESEL
petafoirég ot pappakokivntikn g Papeapivng (BA. Tapdypago 4.4).

AAKoOA
Yrdpyovv mepropiopéva kKAvikd dedopéva yia tnyv omota vy aAANAETiOpaot HeTa&d aAKOOA Kol
Bapevikchivng. Ymnp&av avapopég LeT TV KUKAOPOPio TOL GOPLAKOD Yo avENUEVT TOEIKN

eMidpacT Tov ovomvedATOG o€ acbevelg vid Bepaneia pe fapevikdivn. Agv Exel emPefoarwbel kamowo
OITIOAOYIKT] GLGYETION UETAED OVTOV TOV TEPICTOTIKMV Kot TNG XPNons foapevikAivig.

Xpnon ue dAiec Ogpomeicc yio Tn S10KOTN TOV KOTVIGLOTOC

Bovrmpormiovn

H Bapevichivn dev petéfare tn @opuaKoKvnTiki g Poumpomiévng o€ cuvinkeg otabdepng
KOTAGTOOTG.

Ocpamneio vroxardoratwy vikotivyg (NRT)

Orav ovyyopnynonke Papeviciivn kot dadepuikni NRT og kanviotéc yuo 12 nuépeg, onueimOnke
OTOTIOTIKA GTLOVTIKT LEIMOT] TNG LEGTG GLGTOAKNG apTNPLOkNG ieons (ddpeon Tiun 2,6 mmHg) e
HETPNOT TOL £yve TNV TEAELTALO NUEPA TNG LEAETNG. ZE VTNV TN UEAETT], 1] CLYVOTNTO ELPAVIONG
vauTiog, KePaAaAyiag, eETov, (UANG, dSVoTEYING KOl KOTMONG NTAV HEYOADTEPT) KOTA T XOPTYNoN
TOV GLVOLAGHOV Ao OTL katd T xoprynon NRT povo.

32



H acpddeia kot n arotelecpatikotta tov CHAMPIX oe cuvovaopo pe dAleg Bepaneiec dtakomng
TOV KOTVIGHOTOG gV Exouv peretnOel.

4.6 Tovipétnra, KONoN Ko yorovyia
Kvnon

Ta dedopéva amd oYeTIKA TEPLOPICUEVO APLOUO EYKVMV YOVUIKADV deV KATESEIEOV SVCTANGIKY 1|
euPpoikn/veoyvikn to&kotnTa, amd ™ xpnon g Papevickivig (PA. mapdypago 5.1).

Meléteg oe (Do koTéde&ay avomapayyikn to&ikotnta (PA.mapdypapo 5.3). Zav TPoANTTIKO HETPO,
elval TPOTUNTED VO AmoPevyETAL 1 ¥PNIoN TNS Papevikiivng kaTd T didpkela TNG eykvposvvng (BA.
Tapdypoeo 5.1).

Oniacudg

Agv givar yvaootd €av 1 fopevikdivn anekkpivetatl 610 avBpomvo yaka. MeAéteg og {ha
VTOJEIKVOOVV OTL OmEKKPIVETOL 6TO PUNTPIKO YaAa. H amdpaon va cuveyiotel/dlokonel o OnAacuoc
va cuveylotel/daxomnel n Bepaneio pe CHAMPIX Ba mpémetl va Aopfavetor apot e&etaotel 10 6QeAOG
1oV OnAacpov Yo to Bpépoc, Kabmg Kot To dperog tng Bepanciog pe CHAMPIX yia ) yovaika.

Tovipdtta

Agv vdpyovy KAVIKA SEO0UEVA Y10l TIG EMOPAGELG TNG PAPEVIKAIVIG GTN YOVILOTNTO.

Ta un KAvikd dedopéva oev anédei&av kivovvo yio Tovg avBpdmovg Pacilopeva og cuvnbelg peréteg
YOVILOTNTAG OE 0PGEVIKOVG Kot OnAvkodg apovpaiovg (PA. mapdypapo 5.3).

4.7 Emopacelg 6Ty tKavOTNTa 001Y101)G KOL YEPIGHOV U} AVI|LETOV

To CHAMPIX evdéyeton va £xel ikpn 1 LETPLO ETIOPACT) GTNV IKOVOTNTO OO YNOTG KOl XEPIGLOV
punyovnudtov. To CHAMPIX evdéyetar va mpokaréoet {aAn, vrvniio Kot Tapodiky amdAeLo
OLVEIONOMNG KA, O EK TOVTOV, EVOEYETAL VO £XEL EMLOPACT] OTNV IKAVOTNTA 0O YNONG KOl XEIPIGLOV
punyovnudtov. Xtoug acbeveic mpénet va divetal GuUBOLAN va Unv 0dnyovv, va un yewpilovral
TOADTAOKO UNYOVILLOLTO, KOL VO LNV TTOPVOLV HEPOG G AAAEG EVOEYOUEVMG ETIKIVOVVEG
dpaoTNPLOTNTEG, UEYPL VO SomIoT®OEL €6V ALTO TO POPUAKEVTIKO TTPOTOV EMNPEALEL TNV IKAVOTNTA
TOVG VO EKTEAOVV QTEG TIG dPACTIPIOTITEG.

4.8 AvemOOunteg evépyeleg

[Iepiinwn Tov TPOPIA ACOOAELOC

H dwokomn Tov kanvicpatog, pe 1 yopic Oepaneia, oyetileton pe Sdpopa countopata. o
napadeyna, aichnua ducpopiag 1 katablntikn d1d0eon, avmvia, evepedioTdTNTO, ATOYONTELON 1)
opYn, Ayx0os, SLOKOALD OTN CLYKEVTP®GOT), AVNOVYI0, LEIMUEVOS KOPILKOG puOpog, avénon g
ope&ng M Tov copatikod Bapovg, Exovv avapepbel oe acbeveilg TOL EMYEPOVY VO SLAKOWYOVV TO
Kamviopa. Agv €xetl yivel Kapio mpoondfeia 00Te 6Ta TAAICIH TOV GYESOGHOD, AAAG OVTE KOl GTO.
mhaioa avaivong Tov peret®v tov CHAMPIX va yivel dtoywpiopog HeTa&d TV avemifountov
gvepyelmV Tov oyeTilovTol Pe T opRakeLTIKY Bepameio TG LEAETNG 1 AVTOV TOV THAVOV Vo
oyetilovTal e To CUUMTAOUATO GTEPTONG TNG VIKOTIVNG. Ot avemBounteg evEPYEIEG TOL PAPLLAKOV
Bacilovtar otnv a&loAdynon dedopévov and peAETeg paong 2-3 TPy omd TNV KUKAOPOPio TOV
TPOTOVTOG GTIV AyOpd KO EMKOLPOTOLOVVTAL BACEL GUYKEVIPOTIKDOV dESOUEVOV o 18 eAeyyOUeVeg
LLE EIKOVIKO PAPHOKO, LEAETEC, TPV KOL LETE TV KLKAO(QOPIO TOL TPOIOVIOC GTNV ayopd, o1 omoieg
ocvunepreAdpPavay mepimov 5.000 acbeveig mov vroPAnOnKav oe Oepaneio pe fopevikiivn.
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Y& aoBeveig mov vroPfAnOnkav oe Bepaneia pe T cuvicTOUEVT 6601 Tov 1 mg dvo PoPES NUEPN GG
petd amd apykn nepiodo TitAomoinong, n avemlBOuNT evEPYELD TOL ovaPEPONKE e TN peyoldTEPN
ouyvotnTa NTav vavtio (28,6%). Ztnv TAE0YN (i TOV TEPMTOCE®YV, 1) VOUTIO ELPAVICTIKE T
TPMTO GTASI TNG TEPLOSOL Bepameiog, NTav Nmag £0G LETPLUG PapDTNTOC, Kol GTTAVIN 001|YNOE GE
dwokomn g Bepameiog.

Kotaypoen ovemfountmy EVEPYEIDYV GE TIVOKQ

Ytov mwivaxka Tov 0KoAoLOEl, avagEpovtal OAEC 01 aVEMIBOUNTEG EVEPYELES TOV TPOKANONKOV [E
CLYVOTNTA ELPAVIOTG LEYOAVTEPT OO OTL KATA TN XOPNYNOT| EIKOVIKOV QAPUAKOL, ava KaTnyopia
0PYAVIKOD GLGTHIOTOG KoL v GuYVOTNTA (TOAD cLyvEG (= 1/10), cuyvég (=1/100 €wg <1/10), oyt
ouyvéc (>1/1.000 éwg <1/100) kon omdvieg (=1/10.000 éwg <1/1.000)). Evtog ke katnyopiog
CLYVOTNTOG ERPAVIONG, Ol OVETIBVUNTEG EVEPYELEG TTapaTiOevTal Katd pBivovoa celpd cofapdtnrag.

Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

clVoTNIO

AoPAEELS KOL TAPUCITAOGCELS

[ToAv cuyvég Pwooeapuyyitida

Yuyvég Bpoyyitida, TapappivokoAmition

Oyt ovuyvég Mouxntiaomn, oyevig Aoipnmén

AWTOpayES TOV GUOTOUTIKOD KOL TOV AERPIKOV GUGTI|NOTOS

Ymdvieg Ap1Ou6s apomeTaMov HElOUEVOS

Awtapayés Tov petaporiopod kot tng Opéyng

Yuyvég Zopatikd Bapog avénpévo, 0pen HetpEVT, Opeln avénuévn
Oy ovyvég Yrepylokopio

Yrivieg Zakyapmong dafnne, Tolvdnyia

Yootpikég dwotapayés

[ToAv cvyvég Awtapaypévae dvelpa, admvia

Oy ovyvég AvToKTOVIKOG 10800 UOG, EMOETIKOTNTA, AVTIOPOOT] TAVIKOD, CKEYN LN

(UVOIOAOYIKY], AVNOLYia, SIOKLUAVOELG TG CLUVOICONUATIKTG d1dfeonc,
KatdOhym*, dyyos*®, yevdoioOnoeig*, yevernowa opun avénuévn, yYeVeTnolo
OpHN HEWWUEVN

Yrivieg Yoywon, vvoPacia, U GLUGIOAOYIKH GUUTEPLPOPE, Svcpopia, Ppadvepevia

AWTapayéS TOV VEDPIKOD CUGTI|LATOG

[ToAb cvyvég Keparaiyia

Yuyvég Yrvnia, {GAn, Svoyevcia

Oyt ovuyvég Xracpog, Tpopog, Abapyoc, vraictnoio

Yrdvieg Ayyeloko eYKEQOAIKO ENELGOJ10, VITEPTOVID, dLuGaPOpia, PUn ELGIOAOYIKOG
GUVTOVIGUOG, VTOYELGIa, dATAPUYT TOV KIPKadLovoh pulpod Tov vITvou

Mn yvooTtég [Mopodikn andAeia cuveldnong

O@Baipikég ovatapayés

Oyt ovuyvég Eminepuxitidon, névog Tov 0pOoipod

Yrdvieg ZKOTOUA, SVCYPOUATICHOG TOL GKANPOY, Ludpiact, potopofia, puwria,
dakpvppoto avENUEVN

Awtapayés Tov OTOS Kot TV Aofopivlov

Oyt ovuyvég Eppoég

Koapowakéc oratapayéc

Oyt ovuyvég ‘Epopaypa tov pookapdiov, otnddayym, toyvkapdic, aicOnuo Talpov,
Kapdlokds pOUog avénpévog

Ymdvieg Koinum pappapoyn, niextpoxapdioypdonpua, sitdotnua ST katdomao,
niektpokapdoypaenua, Exappo T edpog petopévo

Ayyawokéc oroTapayss

Oy ovyvég Aptnprakn wieon avénpévn, E&aym

AWTapayES TOV AVATVEVGTIKOD GUGTIATOS, TOV 0DpaKa Kol TOv nEGodmPaKIon
2uyvég Avcnvota, Pryog
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Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

cVoTNIO

Oy ovyvég DLeypovi AVATEPOV AVOTVEVGTIKMOV 00MV, CLUPOPNCT AVOTVEVGTIKNG 000V,
dvopwvia, aAlepykn pwitda, epediopdg Tov AALov, GUUPOPNOT] KOAT®Y TOV
TPOCHTOV, GOLVIPOLO P)0 TOV AVATEPMOV OEPAYDYDV, PLVOPPOLL

Ymhvieg Alyog Mdpuyya, poyxointod

AlTapayES TOV YOGTPEVTEPIKOD

[ToAv cvyvég Noavtia

Yuyvég Tlaotpooicopayikn TaAVOpOUN O, EUETOC, HUCKOIAOTNTO, O14ppOold, S1dTaoN
g KOAioG, KOAMaKo GAyog, odovtadyia, Suomeyia, HETEMPIGUOC, EnpocTopia

Oy ovyvég Ayotoyeoia, yaotpitido, LeTaPoAN oTIG cuVNOEIEG TOV EVTIEPOL, EPLYN,
aeBmdng otopatitida, GAyog TV 0VAMV

Xrdvieg AWOTEPEST, LN PLGLOAOYIKE KOTPAVA, YADCOGO ETYPLOTN

AwTapayés TOV dEPNOTOS KL TOV VTOIOPLOV 16TOV

Yuyvég E&avOnpa, kvnopog

Oyt ovuyvég Ep0bnuo, akun, vrepdpwaio, vokteptvol 0pmTeg

Ymdvieg Yofapéc deprotTikég avTdpaoelc, CLUTEPIAAUPAVOUEVOD TOV ZUVOPOUOV

Stevens-Johnson kot Tov [ToAdbpopeov Epvbnuoatoc, ayysiooidnua
AWTopayES TOV HVOGKEAETIKOD GUGTILOTOS KL TOV GUVOETIKOV 16TOV

Suyvég ApOBparyia, poalkyio, ocpuolyio

Oy ouyvég Mvikoi omacpol, HLOGKEAETIKOS TOVOC TOV Odpaka

Ymdvieg Avokopyio apdpmong, yovopitida TAevpoh

AWTOPAYES TOV VEPPAV KUL TV 0VPOPOPOVY 00OV

Oy cuyvég Yvyvovpia, voktovpio

Ymdvieg IMwikolovpia, Tolvovpia

AWTopayES TOV AVETAPAYWYIKOD GUGTI|LOTOS KOl TOV NO.GTOV

Oy ouyvég Mnvoppayia

Ymdvieg KoAmiko ékkpiua, ce€ovaiikn ducAiettovpyia

I'evikéc oroTapayic Kol KATUOTAGELS TNG 0000 YOPNYONS

Xuyvég Owpaxikd GAyog, KOT®GN

Oy cuyvég Owpaxikn Svoeopia, YpImmdng cuvopoun, mupetia, eacévion, aicOnua
KaKovylog

Ymdvieg AicOnon youypov, kbot

Hopoxivikég e€eTdoerg

2uyvég Aoxpooieg NraTIKAG AEITOVPYIONG U1 PUGIOAOYIKEG

Ymdvieg Avdlvon omépuotog un euctoroyikn, C-avidpmoo TpeTeivy avénuévn,

0oPECTIO AiOTOC LEIWUEVO
* O1 ovyvotnteg Exovv extiunOel omd pio pedétn mopokolovdnong ouddwy petd tnv Kukiogopio
TOL TTPOTOVTOC

Avapopd mbavoroyoduevev avemBOUNTOV EVEPYELOV

H avagopd mbavoroyoduevmv avertBiuntov VEPYEIOY LETA OO T XOPNYNOT AdELG KVKAOPOPIaG
TOV POPHOKEVTIKOV TPOTOVTOG eivarl onpavtikn. Exttpénet tn cvveyn mapaxorovbnon g oxéong
0PEALOVC-KIVOVVOV TOV QOPLOKEVTIKOD TPOIOVTOG. ZNTEITOL OO TOVE EMAYYEAUATIES VYEING VO
avaPEPOLY 0TO1EGONTOTE TOAVOLOYOVUEVEC OVETIOVUNTEG EVEPYELEC LECH TOV EOVIKOD GLGTNUATOG
avapopds Tov avaypdeetal oto [apdpnuo V.

4.9 Ynepoocoroyia

Agv avapépinkav mepintwoelg vrepdocoloyiag oe KAVIKES doKiES Tov dteénydnoav mtpv amd v
KUKAOQOpPIio, TOV QUPUAKOD GTNV oyopd.

Ye mepintwon VIEPSOGOAOYING, amalTteital 1| AYN KaOlEpOUEVOY VTOGTNPIKTIKOY HETPOV, AVAAOYO
LLE TIC OVAYKEG.
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"Exet deryBel 611 1 Papevikhivn amopakpiveton pe aipokdfapon oe acbeveig pe veppomddeia TeEAKo
otadiov (PA. mapdypaeo 5.2). Qot1600, deV VILAPYEL EUTELPIN AmO cpoKABOPON LETE T AWM
vepPfolikng d6omng.

5. DAPMAKOAOTITKEX IAIOTHTEX

51 ®appoxodvvomkEs 1016TNTEG

Ddappokobepamevtikn kotnyopio: AAL0 APLOKO TOV VELPIKOV GLGTHHATOG, Dapuaka yio TNV
avTETOTION (SroTapaydv) g e&dptnong, Oappaka Tov XPNooTolovVTAL Yo, TV e£ApTnoT omd ™

vikotivn, kwdwog ATC: NO7BAO3

Mnyovio o dpdonc

H Bapevuchivn cuvdéetat e vynAn cuyyEVeELD KOl EKAEKTIKOTNTA [LE TOLS 042 vEupmVIKODG
VIKOTIVIKOVG VTTOO0YELG TNG OKETVAYOAIVIG, OOV dpal MG HEPIKOG OLYMVIOTNG - Lio OVGia TOV
TAPOVGIALEL, APEVOG, OPACT] AYMVIGTH LE YAUNAOTEPT] EYYEVN ATOTELECUATIKOTNTA OO TN VIKOTIVN
KoL, QQETEPOL, OPAOT AVTOY®VIGTH TAPOVGI TG VIKOTIVNIG.

Hlektpopuotoloyikég LEAETES in Vitro Kol VEVPOYNUIKEG LEAETEG in Vivo €yovv deilel 6T M
Bapevikhivn cuvdéetan pe Toug 04B2 veupmvIKoHS VIKOTIVIKOVG DITOSOYELG TNG OKETVAOYOAIVNG Ko
dleyeipel TN emreAovpEV HEG® VTTOSOYEMVY OPACT), OAAL GE OTUOVTIKA XOUNAOTEPO EMIMESO GO T
vikotivn. H vikotivn avtayoviletat yio v idwo 8€om mpdcdeong e Toug avOpomivoug a4p2
VIKOTWVIKOVG VTodoyelg TN akeTuAyolivig (nAChR), yio tnv omoia 1 Bapevikiivn tapovcialet
vynAoTEPN cvyyéveln. Emouévag, n Papevikdivin umopel va avooTeilel ATOTELECUATIKA TV
KOVOTNTA TNG VIKOTIVIG VO EVEPYOTOLEl TATP®G TOLG 04B2 VTOSOYELG KOl TO LECOUETALYUIOKO
VIOTAUIVEPYIKO GUGTIUO, TO VELPMVIKO UNXAVIGUO TOL VITOKPVTTETOL KATM A0 TNV EVIGYLOT KOl TNV
emPpapevon wov Puovet Kaveic oOtav komvilel. H Bapevuchivn Tapovcidlel vynin eKAEKTIKOTNTA Kot
ouvdéetan 1oyvpoTEPO pE Tov a4B2 voTumo tov vtodoyéa (Ki=0,15 nM), amd 6Tt pe GAAovG KOvovg
vikotwvikovg vrrodoyeis (a3p4 Ki=84 nM, a7Ki= 620 nM, alPyd Ki= 3.400 nM) 1 un viKoTivikovg
vrodoyeig kot petapopeic (Ki> 1uM, extoc tv 5-HT3 vrodoyéwv: Ki=350 nM).

DapuokodVVaUKEC EMOPACELS

H amotekeouatikdmrta tov CHAMPIX otn S0 Tov Komviopatog eival GUVETELD TG OpAoNng TNg
Bapevikhivig g pepucod ayoviot otov 042 vikotvikd vodoyéa, 6oL 1 TPOGOEST TG TPOKAAEL
EMIOPACT ETAPKN Y10 TNV OVAKOVPIOT] TOV CUUTTOUATOV TNG EVToVNG EMOLUIOG Y10 KATVIGHO KO TNG
otépnong (dpdon aywmvioTty), £X0VTaG TOPAAANAN OC OTOTEAEGUA, Lol LEIMOT] TNG EXIOPOOTC TOV
KOMVIGLOTOG G TPOG TNV EMPPAPEVOT] Kot TNV VIoYLOT, LECH TNG TAPEUTOIIGNG TNG CVVOESNG TG
viKotivng 6tovg 042 vrodoyeig (dpdomn aviaymvioTy).

KMvikn omoTteAecULOTIKOTNTO KOl 0GQAAEL

O Bepameieg drokomng Tov Kamvicpatog ival mBavotepo va emtiyovy e acbeveig Tov emBupovy va
SLOKOWYOLV TO KATVIGHO Kot AapPavouy emmAéov GUUPOVAES Kol VTOGTNPIEN.

H amoteleouatikomra tov CHAMPIX o1 d10Komn Tov KamvioHatog TPpocdlopiotnke og 3 KAVIKEG
JOKIHEG TTOV TTEPLEAGUPAVAY XPOVIOVG KATTVIGTEG TotydpmV (= 10 Totydpa nuepnoing). Abo yidlddeg
e€axoaoiot dekaevvea (2.619) acbeveic Elafav CHAMPIX 1 mg BID (1o omoio titAomomOnke Katd
dudpkela TG TPMOTNG ERSopddag), 669 acbeveig Erafav Bovmpomidovn 150 mg BID (1 omoia emiong
TithomomOnke) ko 684 acbeveic Erafav EKOVIKO PAPUOKO.

2VYKPITIKES KAIVIKEG HELETES
g 800 TaVOUOLOTUTEG SITAA-TVPAEG KAIVIKEG SOKIUES £YIVE TPOOTTIKY] GUYKPLIOT TNG
aroteleopatikottag tov CHAMPIX (1 mg 0o popég tnv nuépa), TnG POVTPOTIOVIG TAPATETOUEVNS
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amodéopevong (150 mg 500 Popéc TV NUEPA) KL TOV EIKOVIKOD PUPHIAKOV GTI| OL0KOTH TOV
KOmVICUOTOG. L€ aVTEG TIG HEAETEG dudpkelag 52 efoopdadmv, ol acbeveig Erafav Bepameia yio
12 gBdouddeg, akorovBovuevn amd don dvev Bepomeiog diapkelag 40 foopadmv.

To xbplo Tehd onpeio TV 300 peAeTdV NTay TO EMPEPAIOUEVO HEGHO TOL LOVOEELSIOV TOV AvOpaKa
(CO) m0600TO GLVEYOVG OLAKOTNG TOV KATViopatog Yo 4 gfdopdadeg (AW-CQR) and v efdopdoa 9

émg Kot v gRdopdda 12. To kbplo tehkd onpeio yio to CHAMPIX €d¢g1ée v avotepodTnTd TOL 0O
OTOTIOTIKNG TAELPAG EVOVTL TG POVTPOTIOVIG KOl TOV EIKOVIKOD (POPUAKOV.

Metd ) pdon dvev Bepaneiog diapkelag 40 gfdopddwv, éva Pactkd devtepedov TEAKO onpeio Kot
v TG 600 peEAETEC NTAV TO T0000TO cuveyoVg amoyng (CA) katd tnv efdopndada 52. Qg CA opiotnke
T0 TOG0GTO OA®V TV acfevdv mov vroPfAndnkay og Bepaneia Kot dev Kamvicav (ovTe pia poven&id
amo évo Torydpo) omd v ERdopdoa 9 émg kot tnv ERdoudda 52, eved n HETpNoN TOL EKTVEOLEVOL
CO dev ftav > 10 pépn ava exotopupdplo (ppm).

Ytov akdiovbo mivaxa avapépetar To 4W-CQR (gfdopnddec 9 £wg kat 12) kot To tocootd CA
(efdopddec 9 tmg ko 52) amd Tig peréteg 1 won 2:

Merém 1 (n=1022) Melém 2 (n=1023)
4W CQR CA 4W CQR CA
EBS. 9-52 EBS. 9-52
CHAMPIX 44,4% 22,1% 44,0% 23,0%
Bovrpomidvn 29,5% 16,4% 30,0% 15,0%
Ewovikd pdppaxo 17,7% 8,4% 17,7% 10,3%
eI NS UNN VS R T Y
. p <0,0001 p <0,0001 p <0,0001 p <0,0001
QOPLAKOV
Aobyog mBovottev (odds ratio) 1,96 1,45 1,89 1,72
CHAMPIX évavt foumpomidovng p <0,0001 p = 10,0640 p <0,0001 p =0,0062

Avagepbeioo and tovg 000eveic éviovn emBouio 1o KATVIOUQ, COUTTOUATO GTEPHONS KOL EVITYVTIKH
EMIOPAON TOV KOTVIOUOTOS

Kotd ™ dudpkela g dpactikng Bepaneiog, 1060 ot Melétn 1 660 kot ot Mehétn 2, ) évrovn
embupio Kol TO CUUTTOUATO GTEPTONG LEIMONKOV OTLLAVTIKA 0TOVG 0oOgVELG TTOV TVYAOTTOW ONKOY
ot0 CHAMPIX c¢ 60yKkpion pe to gwovikd eappako. Eniong, to CHAMPIX peiowce onpovikd v
EVIGYVTIKT EMIOPOGCT] TOL KATVIGUOATOG, TOV UTOPEL VO SLOL®VIGEL TV KOTVIGTIKT] GUUTEPUPOPE GE
acBeveic mov kamvifovv Katd tn didpkela tng Bepameiog, Evavtt Tov gikovikov eappdakov. Katd
SLIPKELD TNG LOKPOYPOVIAG Pdong mapakoiovdnong avev Bepaneiog oe petprnke n emidpacn g
Bapevikdiving oty évtovn embupio yio KATVIGUA, TO GUUTTOUATO GTEPTONG KL TNV EVIGYVTIKN
eMidpaon TOL KATVIGUATOG.

Melén drarnpnons e amoyns

2y tpitn pekétn, a&loloynonke to 6perog piag emmAéov Bepaneiog pe CHAMPIX didpretog

12 gfdouddwv ot d1aTHPNOT TG ATOYNG. € VTNV TN UEAETN, ot acBeveic (n =1.927), éafav
avouyt Oepaneio pe CHAMPIX 1 mg dvo popég tnv nuépa yro 12 efdopddec. Ot acbeveic mov
dtékoyav to Kamviopa £wg tnv EBdopdda 12, otn cvvéyeia toyatomodnioay va Adfovv eite
CHAMPIX (1 mg dvo gopéc v nUéPQ) €ite EKOVIKO QAappoko Yo akoun 12 efdouddeg oe cuVOAKN
dwdpxetla perémng 52 efdouddwv.

To xbpilo tehd onueio g peAéng nrav 1o emPePaiopévo pécsm tov CO T0606Td GLUVEYOVS ATOYNG
amo v gfdopdada 13 mg kot v gfdopdda 24 otn SmAd-TvEAN pdon Bepancioc. ‘Eva facuco
dgvtePEVOV TEAIKO onpeio NTavV T0 T0c0oTd cuveyovs amoyng (CA) yuo To dSidotnua ard v
efdopdoa 13 €wmc kar v efdopdda 52.
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Av 1 pedét €deiée 1o 6pelog piag emmpoctetng Bepaneiog, dudpkelag 12 Boopadmv pe
CHAMPIX 1 mg 600 @popég tnv nuépa Gt S10THPNOT TG SIKOTNG TOV KUTVIGHOTOG £VAVTL TOV
EIKOVIKOD QOPUAKOD: 1) AVAOTEPOTNTA EVOVTL TOV EIKOVIKOD Qapuikov dcov apopd to CA
drtnpnOnke €wg kot tnv efoopdda 52. Ta Paocikd aroteléouata cuvoyilovtal otov akdiovbo
nivokao:

MMoocoota Xvveyovg Amoyils o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewovuco Awgopd Adbyog
n=602 QOPLLOKO (95% CI) mbavotnTmv
n=604 (95% CI)
CA* EBS. 13-24 70,6% 49,8% 20.8% 2,47
(15,4%, 26,2%) (1,95, 3,15)
CA* EBS. 13-52 44,0% 37,1% 6.9% 1,35

(14%,12,5%) (1,07, 1,70)

*CA: [Toocootd Xvveyovg Amoyng

Yndpyel mpog 10 Tapdv TEPLOPICUEVT KAVIKT eumelpia pe ) xpron tov CHAMPIX petaéd tov
OTOU®V TNG HAOPTNG PUANG, DOTE VO TPOCIOPICTEL 1] KAVIKY] OTOTEAEGHOTIKOTNTO.

Evédikty nuepounvio draxonns petald twv efdoucdwmv 1 kor 5

H amoteleopatikdmra kol aocpaieio e PapevikAiivng Exet agloloynbel o kamvioTéG OV €YoV TNV
eveMéia va Stokdyouv 10 KATvicpa petald Tmv efdopddmv 1 kot 5 g Bepaneiog. Xe avtr TN pHeEAén
dudpkelag 24 efoopdadmv, ot acheveig Erafav Bepomeio yio 12 efdopddeg kot akorovdnoay pio
nepiodo mapakorovBnong, dvev Bepamneiag, dSidpketog 12 efdouddwv. To M0G0GTO dAKOTNS TOV
kamviopatog KafoAn  dwdpkela 4 efdopddmv (CQR) (efdopndadec 9-12) yia t Papeviciivn Kot to
ewoviKo @dppoko frav 53,9% kot 19,4%, avtictorya (dtapopd=34,5%, 95% CI: 27,0% - 42,0%) kot
10 CA y1a T1g €fdouddeg 9-24 ntav 35,2% (Bapevuchivn) évavtt 12,7% (gikovikd eappoko)
(drpopd=22,5%, 95% CI: 15,8% - 29,1%). Or acBeveic mov dev embupodv i dev £xovv
duvatodTnTo Vo 0picouV Lo NUEPOUNVIN-GTOYO JLKOTNG EVTOG TV efdopddmv 1-2, pmopel vo Tovg
d00el n duvatdtnTa va Egxtviioovy T Bepameia Kot PeTd vo eMALEOVVY TN O1KN TOLG NUEPOUNVIN
SLOKOTN G TOV KOTVIGHOTOG EVTOG 5 BdopddmV.

Meléty og aobeveic mov emavovmofinbnkoy oc Osporeio e CHAMPIX:

To CHAMPIX a&loloynOnie o pio SUTAG-TUPAT, EAEYYOUEVT LE EIKOVIKO PAPHOKO HeAETN 494
acBevav, ot omoiot giyav kdvel pio Tponyoduevn TPOoTAOELN S10KOTHG TOL KATVICUATOG LLE
CHAMPIX «an gite dev métuyav va to dakdyouv gite vrotpomiocay petd m Bepaneia. Ta dropa wov
EUPAVICOV KATO0L OVIGUYNTIKT OVETIOOUNTN EVEPYELD KOTA TN SIOPKELN TNG TPOTYOVLEVN G Bepameiog
arokAeiotnkav. Ta dropa TuoyaoromOnkav 1:1 ce CHAMPIX 1 mg 600 @opég nuepnoiong (n=249) 1
eovIKO @dppoko (n=245) ya 12 efdopddeg Bepanciog ko akorovbwe mapakorlovdnOnkay yio 40
efdopdoeg petd v olokinpwon tng Bepaneiog. Ot acheveic mov cvumepIAnPONGOY GE QLT TN
peAérn giyav Adfer CHAMPIX og pio mpoomdfeia d10k0mng TOL Kamviouatog 6to maperov (ue
eMd1oTn cLVOAIKT dtdpkela Bepameiog Tic 600 EBSOUADES), TOVAYIOTOV TPEIS PWAVESG TPV Ald TNV
évtaln Toug oTn UEAETT Kol KATTVILAY Y10l TOVAGYLOTOV TEGGEPIS EPOOMADES.

Ot acBeveic mov éhapav CHAMPIX eiyav emPefaropévo péow tov CO avdTEPO TOGOGTO OTOYNG
Katd Tn S1GpKeln TV EfSopddmv 9 fwg kat 12 kot amd Tic efdopddeg 9 £mg Kot 52, o GuYKpIoN UE
Ta dTopa wov EAafav Bepameio pe eucovikd edppoko. Ta Pacikd anotedéopota cuvoyilovial oTov
axolovbo mivoka:

MMoocoota Xvveyoig Amoyis o€ Atopa vao Ogponeio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewoviko Ao6yog mBavotrtov (95% CI),
n=249 QAPLAKO T p
n=245
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CA*EBS.9-12  45,0% 11,8% 7,08 (4,34, 11,55),
p<0,0001

CA*EB5.9-52  20,1% 3,3% 9,00 (3,97, 20,41),
p<0,0001

*CA: I[Toocootd Xvveyovg Amoyng

2T0010K1 TPOGEYYIoN 0TI OLOKOTH TOD KOTVIOUOTOS

To CHAMPIX a&loloynfnike og pia SUTAG TOQAY], EAEYXOUEVT LE EIKOVIKO QAPLOKO PEAETT

52 gBfdouddwv, 1.510 atdpwmy mov dev umopovoay 1 dgv nTav Tpdva Vo S1oKOWYOLY TO KUTVIGHO OE
dtlone TEcaapv efSoUddwV, aAld fTay Tpdhupa Vo LELDGOLY GTAd10KE TO KATVIGUO TOVG GE
dtdotnua 12 efdopdadmv mpv amd ™ daxonn. Ta dropa tuyaionomOnkav gite e CHAMPIX 1 mg
Vo popéc v Nuépa (n=760) eite o ewcovikd pdapuaxo (n=750) ywo 24 efdopddeg Kot
napokolovOnOnKay petd anod t Oepancio Emg v efdopndada 52. Ta dropa Erafav odnyia va
LEWDGOVY TOV aplOpd TV Tolyapwv Tov KAmvilay katd TovAdyiotov 50 101G eK0TO £mG TO TEAOG TV
TPOTOV TE6oUpmV efdopadmv tng Bepameiog, akolovbovuevn and nepaitépm peimon 50 toig ekatd
amo v gfdopdada técoepa Emg TNV Efdoudda oxTd g Bepameiag, pe oTdYX0 TNV EMiTEVEN TANPOLG
amoyng €mg Tic 12 efdopddeg. Metd tnv apyikn edaon peimong tov 12 gfdopddmv, ta dtopa
ocuvéyloav tn Oepameio yio dAdeg 12 efdopddes. Ta dropa mov Elapav Bepaneio pe CHAMPIX eiyav
onpoavtikd vymAdtepo [locootd ZuveyoOc ATOYNG GLYKPITIKA LE TO EIKOVIKO pdppoko. Ta kopla
amoteléopato cuvoyilovtal otov akoAovbo Tivaka:

MMoocoota Xvveyovg Amoyilg o€ Atopa vrd Oepoancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewkovuco Ao6yog mbavotrtav (95% CI),
n=760 QapULOKO TN p
n=750
CA* EfBd. 15-24 32,1% 6,9% 8,74 (6,09, 12,53)
p<0,0001
CA* Efd. 21-52 27,0% 9,9% 4,02 (2,94, 5,50)
p<0,0001

*CA: I[Toocootd Xvveyovg Amoyng

To wpoeik acedretog tov CHAMPIX og avth T HEAETN NTOV CUVETEC LE TIC LEAETEG TPV GO TV
KUKAOQOpPio, TOV QUPUAKOD GTNV ayopd.

Aroua e kapoioyyeioxn voeo

To CHAMPIX a&loloynnke ce pio Toyxotomomuévn, SmAA-TOQAY, EAEYYOUEVT LE EIKOVIKO QAPUOKO
UEAETN o€ Atopo e oTabepn|, Kapdloyyelokn vOco (EKTOG 1) EXTAEOV TG VIEPTAGTC), 1 omtoia Elye
dyvaoobel yio mepiocdtepo amd 2 unpves. Ta dropo tuyatomomOnkav vo, Aappfavooy CHAMPIX 1 mg
Vo popéc nuepnoing (n=353) 1 ewoviko eappoko (n=350), yia 12 efdopddeg Kot akoloHOmg
mopokorovdnonkoy yio 40 efdouddeg petd v oAokAnpwon g Bepaneioc. To T0606TO SloKOTNG
ToV Komvicpotog kafoAn T duapkela 4 gfdopddwmv (CQR) yio ™ Bapevikhivny Kot Yo TO EIKOVIKO
eappaxo ntav 47,3% kot 14,3% avriototya kot to CA yia Tig efdouddeg 9-52 rav 19,8%
(Bopevikhivn) évavtt 7,4% (eikovikd @apuaKo).

Odvatot kot coPopd kapdlayyelokd copPauate atoloynOnkay and pio exttponr| wov dev yvopile
v yopnyovuevn Oepamneia (blinded committee). Ta mapaxdtom a&loloyndévia copfauata

ekdNAGON KOV pe cuyvoTTa EPEavions >1% oe kabepio and Tic BepamevTikég opLAdES, KATA TN
dudpkela g Oepameiag (M o€ pio tepiodo 30 nuepdv PeTd TV oAoKANpmon ¢ Oepameiag): un
Bavatnedopo Epepaypa tov pookapdiov (1,1% évavtt 0,3% yio 1o CHAMPIX kot to gicovikd
(QAPLOKO, OVTIGTOLYO) Kol EICAY®OYT 6€ vocokoueio Yo otnOayyn (0,6% évavtt 1,1%). Katd ™
SLAPKELD TNG TEPLOOOV TOPpaKOAOVON GG Ywpig Oepameia Emg 52 efdopadeg, Ta aoroynévra
ovupdpata cvumeptErafay TNy avaykn yo otepaviaio exavayysioon (2,0% évavtt 0,6%), tnv
glo0yyn o€ vocokopeio yia otndayym (1,7% évavtt 1,1%) kot tn véa S10yveoon TEPLPEPIKNG
ayyewkng vooov (PVD) i tv elcaywyn yio dtedikacio oyetikn ue PVD (1,4% évavti 0,6%). Kdmotot
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ac0eveig Yo TOLG 0TTOIOVE UTTALTEITO GTEPAVININ EXAVAYYEIDOT), VTEGTNCUV T JAOIKAGIO (0C LEPOG
TNG AVTILETOTIONG UN BovaTn@Opov EUEPEYILOTOC TOV HVOKAPSIOL Kol EICAYMYNG GE VOGOKOUEILD Yia
omBdayyn. Kopduayyeiokog 8évatog cuvéfn oto 0,3% tov acBevdv Tov Bepameutikod 6KEAOVG LUE
CHAMPIX ka1 oto 0,6% T0v ac0evdv Tov Oepameutikod 6KEAOVG IE EIKOVIKO PAPLLOKO, KOTA TN
Sudpkela TG HeAETNS TV 52 gfdonddmv.

Mio, peta-avaivon 15 khvikodv dokipumv, pe Oepameio didpketog > 12 gfdouddwv, mov teptehdupave
7.002 acBeveic (4.190 ce CHAMPIX, 2.812 g €1koviKo QApUOKO), TPOYUATOTOONKE Y10 Vo
a&10M0YNGEL GLOTNUATIKA TNV Kapdtayyelakn acedrela, tov CHAMPIX. H peiétn o acbeveic pe
otobep1| KapdlyYELOKT VOGO, TTOL TEPLYPUPETOL TAPUTAV® CUUTEPIEANPONKE GTN LETA-OVAAVOT).

H xdpla avédAvon e kapdloyyelokng ac@drelog tepteAdupoave TV ELEAEvIon Kot To XpOvVo ELQAvVIons
evog ovvBeToL TEMKOD onpeiov Tov Meilovav AvemBdountov Kapdayystokov Zoppopdtov, o
opifovtat @¢ kapdiayyelakdg Odvartog, un Bavatneodpo Euepayio Tov pookapdiov Kot un davamedpo
aYYEWKO eYKEPAAKO emelcdo10. Ta cupPdpata ovtd mov cupnepnEdncav 6to TeElkd onueio
empPeforddnkay omd pia, aveEaptnt enttponn mov o yvaopile tnv evepyn Oepameia (blinded
committee). ZuvoAikd, £vag uikpog aptduog Meilovav Avembduntov Kapdiayysliokov Zoppfopdtov
eupavioTnKoy Kotd tn diapkela g Oepomeiog oTig LEAETEC TOV GLUTEPIEANPONCAY G LETO-
avéivon (CHAMPIX 7 [0,17%], ewovikd @dapuaxo 2 [0,07%]). Emmiéov, évag pikpog aptOudc
Meilovav AverBountov Kapdiayyelakdv Zvpufopdtov speoavictray og kot 30 nuépec etd
Oepamneio (CHAMPIX 13 [0,31%], eikovikd eappoko 6 [0,21%]).

H peta-avéivon £oei&e 6t 1 ékBeon oto CHAMPIX eiye wg anotédespo pio ovaroyio Kivduvou yio
Meilova AvemBounto Kapdioyyelakd Zvppduata g tdéemg tov 2,83 (95% ditdotnua eumietocivng
amo 0,76 émg 10,55, p=0,12) ce acleveic katd ™ didpketo ¢ Oepaneiog kot 1,95 (95% ddotnua
eumotoovvng omd 0,79 wc 4,82, p=0,15) ce acbeveig émg 30 nuépec petd ™ Oepameio. To Topamdvod
elvat 1oodbvoo, pe pia kat’ extipnon avénon tov Melldvov Averdountov Kopdiayysiokmv
SvuPapdtov kot 6,5 kot tov Mellovov AveriBountov Kapdiayyeiakdv Zvupapdtov katd 6,3

avd 1.000 acOeveic — étn, avdroya pue v £kBeon. H avoroyia kivdvuvov yio Meilovo Avembounta
Koapdiayyeaxd Zoppauato fray vyniotepn oe acbeveig e KapdlayyELKovg Topayovieg Kivohvou
EMTAEOV TOV KATVIGUOTOG 6€ GVYKPLoT [E acbeveic yopic GALOLG KapO1oyYEIKOVE TAUPUYOVTES
KIVOOVOL EKTOC TOV KOTVIGUOTOC. 2T LETA-0VAALGT), VINPEAY TAPOUOLN, TOGOGTA BvnToOTNTOG
omotaconmorte artoroyiag (CHAMPIX 6 [0,14%], ekovikd eappako 7 [0,25%]) Kot Kapdtayyelokng
Ovnootrog (CHAMPIX 2 [0,05%], ewovikd eapuaxo 2 [0,07%]) otig ouddeg mov Aaupavoy
CHAMPIX évavtt autdv mov AAupavay EIKoVIKO QOpLOKO.

Melétn alioAdynong kopolayyelokns 0opalelog o aolevels ue Kai ywpig 16TOPIKO WOYIOTPIKNG
OL0TOPOYNHG

H xapdrayyeroxn (KA) acedareio tov CHAMPIX o&oloynnke ot Melétn oe AcBeveig pe ko
yopic Iotopikd Poyrotpikng Alatapoyng (apyikn nehétn: PA. mopdypapo 5.1 — Nevpowvyiotpixy
00QAAELR) KOL OTNV EXEKTACT NG Y®Pic Oepamneia, T Melétn A&ordynong Kapdiayyelaxng
Acoaielog, otnv omoia evtdydnkav 4595 acOeveic amd Tovg 6293, o1 omoiol oAoKApOGAY TV
apykn perétn (N=8058) kat vroPAnOnkav ce mapakorlovtnon émg v efdopdada 52. Amod GAovg Tovg
acOeveic mov Edafav Oepomeio otnv apykn uerétn, 1749 (21,7%) eiyoav uétpio Kopdlayyeloko
kivovvo kot 644 (8,0%) giyav vynAd kapdioyyelokd kivouvo, 0mmg kKabopiotnke amd tn fabuoroyio
katd Framingham.

To kdplo TehKd oNUEID KAPIIAYYEINKNG AGPAAELNC NTAV 0 YPOVOG MG TNV epedvion peilovog
avemBountov kapdiayyelakod cuppdpartog (major adverse cardiovascular event, MACE), 1o omoio
opiletar g kapdiayyelokdg Odvatog, un Bavatneopo EREpPaypa Tov Hookapdiov N un Bovatneopo
QYYELKO EYKEPAAIKO EMEIGOO0 KOTA TN didpkela TG Oepameiag. O OdvoTot Kot To KopdloyyElKd
ocvppdparta a&oroyndnkay omd pia aveEaptnt enttponn mov dev yvopile v evepyn Oepomeio
(blinded committee).

O mopakdro wivakog Tapovotdlel Ty exintowon tov Melovov AveriBountov Kapdioyyeloakdv
SvuPapdtov (MACE) kot tic Avaroyieg Kivohvou Evavtt Tov eikovikod opuraKov yio OAEG TIg
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opnadec Oepamneiog katd ) ddpkelo TG Oepameiog kol abpolotikd yio ) Oepaneio kot £mg 30 nuépeg
UETE 0d LTV Kot £0¢ TO TEAOG TNG LEAETNC.

CHAMPIX Bovnpomévn NRT Ewoviko
N=2016 N=2006 N=2022 PapROKO
N=2014

Kata Ty drapkera tig Ospanciag

MACE, n (%) 1 (0,05) 2 (0,10) 1 (0,05) 4(0,20)
Avaloyia 0,29 (0,05, 1,68) 0,50 (0,10, 2,50) 0,29 (0,05, 1,70)

K1vovvoo (95% CI)

EVavTl EIKOVIKOD

POPUCKOD

Kata T drapreia tig Ospanciogs kar 30 nuépes uetd amé avtyy

MACE, n (%) 1 (0,05) 2 (0,10) 2 (0,10) 4 (0,20)
Avaloyio 0,29 (0,05, 1,70) 0,51 (0,10, 2,51) 0,50 (0,10, 2,48)

rkovvoo (95% CI)

EVAVTL EIKOVIKOD

POPUAKOD

Ewg to télog TG pueiétns

MACE, n (%) 3 (0,15) 9 (0,45) 6 (0,30) 8 (0,40)
Avaloyia 0,39 (0,12, 1,27) 1,09 (0,42, 2,83) 0,75 (0,26, 2,13)

K1vovvoo (95% CI)

EVavTl EIKOVIKOD

POPUCKOD

H yprion tov CHAMPIX, g fovmpomiovng kat tng NRT dev oyetildtav pe avénpévo kivouvo
KopdlyyElokdV avemifopntov copPapdtov o Kamviotés tov Ehapav Oepaneio enl mg ko 12
efdopdoeg kot vrofAnOnkav oe mapakoiovdnon yio Emg 1 £T0g 68 GUYKPION LE TO EIKOVIKO PAPHOKO,
TAPOLO TOV OEV UTOPEL VO ATOKAEIGTEL EVTEADG Lol GLOYETION e&atTiog TOV GYETIKA PLiKpoy aplBpon
TOV CLVOMKOV CUUPANATOV.

Aobeveic ue nmio-ustpia ypovio. awoppaxtiky wvevpovomalsia (XAII)

H amoteleouatikdmmra kot  acedieia oo CHAMPIX (1 mg 0o popég nuepnoimg) yio Stakomn
kamviopatog o aobeveig pe Nrio-pétpro. XAIL katadeiytnke og pio Toyatomomuévn, SmAd-ToeAn,
EAEYYOUEV UE EIKOVIKO QAPLOKO KAVIKT doKIUN. L€ avTh TN peAétn duapkelag 52 gfdopddwv, ot
acOeveig Ehapav Oepameia yio 12 gfdopddeg kat ot cuvéyELD akoAovONcay pio TEPiodo
mopokolovinong akorovbovuevn amd eaon dvev Bepomeiog diapketag 40 efdopadmv. To kbplo
TEAKO omueio g pehétng frav to emPefoatwpévo pécsm tov povoterdiov tov avbpaka (CO) mt0606Td
SLoKOTNG TOV KOTvicpotog kafoAn ) dwapkeia 4 efoopadmv (AW CQR) amd v efdopdda 9 g 12
Kot £va, factkd 0eVTEPEVOV TEMKO GNUELD NTAY TO TOG0GTO GLVEYOVG amoyng (CA) amd v
EBdopdda 9 éog v ERdoudda 52. To mpopik acporeiog e PapevikAivng, cuumeptAaufoavouévng
TNG TVELLOVIKNG AGPAAELOG, TOV CLUYKPIGIUO [E aVTO TToL £xel avapepOel o dAAEC KMVIKEG HEAETES
070 Yevikd TAnBucpd. To amoteléopata yio To 4W CQR (gfoopddec 9 €wg 12) kot 10 mocootd CA
(efdopddec 9 émg 52) avaypdpoviol otov akdAovdo mivako:

4W CQR (Epo. 9-12) CA Epo. 9-52
CHAMPIX, (n = 248) 42,3% 18,5%
Etkoviko gdppaxo, (n = 8,8% 5,6%
251)
[AOyoc ThovoTHTOV 8,40 4,04
(CHAMPIX évavtt p <0,0001 p <0,0001
EIKOVIKOD QOPUOIKOD)

Melétn o€ aroua pe 10topixo peilovog kaTaMmTiKng o10TopoyNG
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H amoteleouatikdmra g Papevikhivig emPefoidbnke o pia toyaiomomuévn, eEAeyyOuevn Ue
EIKOVIKO QApUOKO HEAETN 525 atopmV pe 16Toptkd peilovog KataOAITTIKNG dlaTapoyng To TEAEVLTAIO
dvo &t M vo otabepn Oepameio. Ta T0c0GTA S10KOTNG G AVTOV TOV TANOVGUO NTAV TAPOUOLO, LUE
aVTA OV avaEEPONKOY oToV YeVIKO TANOVGHO. To T0G06TO GUVEXOVG amoyNg LETAED TV ERSOUAd®V
9-12 frav 35,9% oy opddo vid Oepaneia pe fapevikdivn évavtt 15,6% otnv opdda Tov EIKoVIKOD
eoppaxov (OR 3,35 (95% CI12,16-5,21)) ko peta&d tov efdopadnv 9-52 ntav 20,3% évavtt 10,4%
avtiotoryo (OR 2.36 (95% CI 1.40-3.98)). Ot mo cuyvég avembounteg evépyeieg (> 10%) oto dropa
mov Adppavav Bapevichivi rav vavtia (27,0% évavtt 10,4% yio To £1KOVIKO QAPLLAKO), KEQAAQAYiN
(16,8% évavtt 11,2%), datapayuéva ovelpa (11,3% évavtt 8,2%), avmvia (10,9% évavtt 4,8%) kot
evepebiotdmra (10,9% Evavtt 8,2%). O yoylotpikég kKApokeg dev Katédel&ov dtapopéc uetald tov
OLAd®V PapeVIKAIVIG KoL EIKOVIKOD (OPUAKOD, OVTE GUVOMKT EXOEIVOOT TNG KOTAOAYNG 1| GAA®V
YOYLOTPIKOV CUUTTOUATOV KOTO T SdpKeLo TG LEAETNC, 08 Kapio o TIC V0 OUAdEC.

Melén o€ aroua ue arobepn oyiloppévera i ayiloovvorcOnuatiky oioTopoyn

H acpddeia ka1 avoyn g Papevikhiving a&toloyndnke o pia SumAd-ToeAn pekétn pe 128
CUUHETEYOVTEG KOTTVIOTEG, Le otabepn oyloppéveta 1 oyillocuvarcOnuatiky dtatapoyn ved
avTyuyooikn Bepaneia, ot omoiot TuyatomomOnkav 2:1 oe Papevikdivn (1 mg dvo popéc nuepnoing)
N o€ €IKOVIKO Qapuako, yio 12 efdouddes, pe emmiéov Tapakorovdnon 12 efdopddmv yopic Aym
QUPUAKOV.

Ot o ovyvég avemBounteg evépyeleg ota dtopo Tov Adpupavay Bapevuckivn ntav vavtia (23,8%
évavtt 14,0% tov gikovikod papudiov), kepaiaryio (10,7% évavtt 18.6% tov gtkovikoh QopraKov)
ko €petog (10,7% évavtt 9,3% tov €1kovikov apudkov). Meta&d tov avapepouevmy
VEVPOYLYLOTPIKAOV OVETIHOUNTOV EVEPYELDV, 1| ADTVIO N TAV 1] LOVT OVETIBOUNTN EVEPYELD TTOVL
avapépnke Kot otig dVo opddes Bepaneing, o€ > 5% TtV aodevdv, o LeEYOAVTEPO TOGOGTO GTNV
onada TG PapevikAivng amd oTd TOV EIKOVIKOV apudkov (9,5% évavtt 4,7%).

YuvoAiKd, dev mapotnpnonie emdeivoon tng oxloppévelag og Kapio amd Tig opades Bepaneiag, OTmg
LETPNONKE YE TIG WYOYLOTPIKES KAILOKES Kot OEV VINPYAY GLUVOAKA LETAPOAEG 0TA EEOTUPAIOIKA
onpeio. Zv opdda g PapevikAivng, o€ cHYKPION LE QUTI] TOV EIKOVIKOD QUPUAKOL, i
UeYOADTEPN avaAoYio ACHEVAOV aVEQPEPE CVTOKTOVIKO 10E0GHO 1| GUUTEPUPOPE TPV TNV EVTAEN OTNV
peAétn (1otopikd ot dudpkela {®NG) Kot LeTd To TEPAG TNG TEPLOOOL GE dpaoTiky Bepameia (oTig
Huépeg 33 émg 85, petd v tedevtaio 66om tng Bepanciog). Katd tn didpkeia g mepiddov oe
dpaotikn Bepamneia, 1 ETIMTOOT TOV OYETILOUEVOV LLE AVTOKTOVIO OVETIOVUNT®V EVEPYELDY NTAV
Tapopole Hetald Tov acbevav mov Adpupavay Bepaneio pe fapevikdivn Kol Tov 0cOevdv To
Aappavay gikovikd eappakxo (11 évavtt 9,3% avtiotowya). To 10600616 TV 060EVHY TOL EUEAVIGAY
avemBounteg evépyeleg oyeTILOUEVES LE AVTOKTOVIO OTN PAOT TNG OpaCTIKNG Bepaneiag, o€ cOYKpIon
LE TN QAo HETA TNV oAokApwon tng Bepaneiog NTav apetdfinto otnv opdda e Papevikiivng, evd
GTNV OLAS0 TOL EIKOVIKOD PUPUAKOV TO TOGOGTO AVTO NTAV YOUUNAOTEPO GTI PACT| PHETA TNV
oAoxAnpwon g Bepaneiog. [lapodio mov dev vnp&av avtoktovieg, vnpée pia andmepa
OVTOKTOViOG EVOG ATOUOV oL AdpPave Oepoameio pe Papeviciivn, Tov 0010V TO IGTOPIKO OTN
dwdpkela {ong meplehdpupave apketés, mopopoteg anonepes. Ta mepropiopéva drabécipa dedopéva
O7tO OVTN TN LOVOSIKY] HEAETN SIOKOTNG TOV KOTVIGLOTOG OEV EIVOL ETOPKT OOTE VO LTOPOVV VOl
e&ayBovv 0p1oTIKA CLUTEPACUATO GYETIKA IE TNV 0oPUAELN o€ acbeveis e oyloppévela M
oyloocuvolsOnUaTIKY dtotaporyn.

Meiéty yio. ty Nevpowoyratpixy Aopdleio oe Atouo ue kou ywpic lotopiko Poyrotpixng Aiatopoyns

H Bapevichivn a&lohoyndnke og o TOYOOTONUEVT), SITAG TVQAY|, ELEYXOUEVT] LE OPOCTIKO Kol
EIKOVIKO QAPUOKO PEAETY], GTNV OOI0l GUUTEPIEANQONKAY ATOLO LLE IGTOPIKO YOYLOTPIKNG OOTAPOYNG
(youyatpicn kooptn, N=4074) ka1 dtopa xopig 16ToptKo YuylaTpikig dtotapayng (Un woyloTpikn
kooptr, N=3984). Atopo niikiog 18-75 etdv, mov kanviCav 10 1 tepiocdTepa ToTydpo TNV NUEPQ,
ToyotomomOnkay og avaroyia 1:1:1:1 va AdPouvv Bapevikiivn 1 mg BID, fovrpomiovn
napateTapévng amodéspevong (SR) 150 mg BID, enifepa Oepaneiog vmokatdoToTtmv vikoTivig
(NRT) 21 mg/mpépa pe fobpaio peimon 1 IKOVIKO GAPLOKO, Yio pia epiodo Bepameiog didpKetog
12 gfdouddmv. Zn cuvéyela, TapakorovdnOnkav yio dileg 12 gfdopnddes petd  Beponeio.
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To xbplo kataAnKTiKO onpeio aoceaielag NTov Eva cuvleTo onpElo ToV akOAovBwY
vevpoyuylotpikadv (NPS) avemBountov evepyeimv: coPapd copfdapata dyyovs, katdbiynmg, un
@Lo10A0YIKNG aicnong N exbpotntog ko pétpla 1 coPapd copuPapota di€yepong, embeTikdTTag,
TOPUANPNTIKOV 1OEDV, YELOUIGONGEWDY, 100000 avOpmmoKToviag, Laviag, TavikoD, Topavolas,
YOYMOOT|G, CVTOKTOVIKOD 10€0GUOD, AUTOKTOVIKNG CUUTEPIPOPAG 1] KETLTVYOVC» VTOKTOVIOG.

210V TOPOKATO TIVOKA TOPOVGLALOVTOL TO TOGOGTA TOL GUVOETOV KUPLOV KOTAANKTIKOD oNueion
VEVPOYLYLOTPIKAOV aVETIHOUNTOV EVEPYEIDYV, ava opada Bepaneiog, kabdg Kot ot d1apopég KvdHvov
(RD) (95% CI) évavtt TOL EIKOVIKOU POPUAKOL GTN U1 YOYLATPIKT] KOOPTY).

Emumiéov, otov mivaka mapovstdletol To VTOGHVOAO TOV GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIOOUNTOV EVEPYELDV GOPOPNG LOPONG:

Mn yoylotpiki koéptn
N=3984
Bapevukiivy Bovapomévy NRT Ewoviké
QOOPLAKO

ApON6S 0a60evarv mov 990 989 1006 999
Elafav Ogpameio
20vOETO KUPLO KOTAANKTIKG
onueio NPS AE, 13 (1,3) 22 (2,2) 25(2,5) 24 (2,4)
n (%)
RD (95% CI) évavtt -1,28 -0,08 -0,21
ELKOVIKOD QUPUIKOV (-2,40, -0,15) (-1,37, 1,21) (-1,54,1,12)
20vOETO KOTUANKTIKG
onueio NPS AE cofapiig 1(0,1) 4(0,4) 3(0,3) 5(0,5)
popoings, n (%)

AE=avemBount evépyeto, NRT=eribepa Oepaneiog vrokatdotatmy vikotivig

Ta 10606714 TV GLUPAUATOY GTO GVVOETO KATOANKTIKO oTeio NTav YoUNAG o€ OAES TIC OUADEC
Oepoameiog kot oy Tapoduota N yapnAdtepa yuo kKobepio and T1g dpactikég Oepomneicc o€ GUYKPIOT UE
TO €IKOVIKO Qdappoko. H yprion Papevichivng, Povmponiovng kat NRT otn un yoylatpiky Kkodptn dev
OYETIOTNKE UE EVOV OTLOVTIKG AVENIEVO KIVOVVO Y10, VEDPOYLYIOTPIKES OVETIOVUNTEG EVEPYELEC GTO
obVOETO KOHPLO KATUANKTIKO GNUEID G€ GVYKPLoT LE TO €1KOVIKO pappako (ta 95% CI frav
YOUNAOTEPO, 0O PUNOEV 1 TO TTEPLEAGUPavay).

To T0G00TO TV ATOUMV LUE VTOKTOVIKO 10E0GUO KO/ OVTOKTOVIKT] GUUTEPLPOPE Pdoet TG
KApokog a&loAdynong e cofoapdmrag g avtokTovikotnTog Tov [Tavemiotnuiov Columbia
(Columbia-Suicide Severity Rating Scale, C-SSRS) fitav mopopoto petaé&d tov opadmv g
BapevikAivig Kot Tov EIKOVIKOD apudkov Katd tn diapkela g Oepomeiog Kot g mapakoiovdnong
yopic Oepaneia, dnwc TaPoLCIAlETOL GTOV TUPUKAT® TivoKa:

Mn yoylatpiki KoopTn
N=3984
Bapevukiivy Bovnpomévn NRT Ewkoviké
PaproKo
N=990 N=989 N=1006 N=999
n (%) n (%) n (%) n (%)
Katd 1 owapkera tng Oeponeiog
Apuos 988 983 996 995
a&lohoynBévimv
AVTOKTOVIKT)
GUUTEPIPOPE 7(0,7) 4(0,4) 3(0,3) 7(0,7)
KoM
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OVTOKTOVIKOG
10eaouog

AvtoKToviKn

cLUTEPLPOPE, 0 0 1(0,1) 1(0,1)

AvtokTovikog

1SeaopoC 7(0.7) 4(0.4) 3(0,3) 6 (0,6)

Koata ™) 1apkela g mapakorovdnong

Apipos 807 816 800 805
a&lohoynBévimv

AvtoKToviKn
GUUTEPLPOPE
Ko 3(0,4) 2(0,2) 3(0,4) 4(0,5)
OVTOKTOVIKOG
10eaouog

AvtoKToviKn

. 0 1(0,1) 0 0
GULUTEPLPOPAL

AvtokTovikog

138a010G 3(0.4) 2(0,2) 3(0,4) 4(0,5)

NRT=¢enibspo Oepomeiog vIOKATAGTATOV VIKOTIVIG

Ynnpée pio «emroyne» avtoktovia, n omoio onuetddnke Kot ) dudpkela g Oepaneiog og Eva
GTOUO OTN U YUYLOTPIKY K0OpTH oL EAafe Oepameio e e1kovikd eapuaKo.

210V TOPOKATO TIVOKA TOPOLGLALOVTOL TO TOGOGTA TOL CUVOETOV KUPLOV KOTUANKTIKOD oNueion
VELPOYLYLUTPIKMV AVETIOOUNT®V EVEPYELDV, avd opdda Bepamneiog, KaBhg Kot o1 S10popég Kvdvvou
(95% CI) évavti Tov £1KOVIKOD QOPUAKOD TNV YoxlaTpikl] kodptn. [lapovsialovtar emiong ot
EEXOPLOTEG CLVIGTMOOESG TOL KUTOANKTIKOD OTUEiOV.
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Emumiéov, otov mivaka mapovstdletol 1o VTOGHVOAO TOV GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIHOUNTOV EVEPYELDV GOBOPNG LOPONG:

Poyotpucn) KoopTn
N=4074
Bapevukiivy Bovnpomiévn NRT Ewkoviké
OOPLAKO
ApLOpGS achzvay mov 1026 1017 1016 1015
Elafav Ogpameio
2 0vOeTo KOpLO
KOTOAMKTIKO onueio NPS 67.6,5) 68 (6,7) 33(5:2) S0(4.9)
AE, n (%)
RD (95% CI) évavtt 1,59 1,78 0,37
ELKOVIKOD QUPUIKOV (-0,42, 3,59) (-0,24, 3,81) (-1,53, 2,26)
20VIOTOGEG KOPLOV
KOTOANKTIKOU 61pgiov
NPS AE, n (%):
Ayyoc” 5(0,5) 4(0,4) 6 (0,6) 2(0,2)
Kaotdfinyn® 6 (0,6) 4(0,4) 7 (0,7) 6 (0,6)
Mn @ucioloyikn aicnon® 0 1(0,1) 0 0
EyOpotnta’ 0 0 0 0
Aéyepon® 25 (2,4) 29 (2,9) 21 (2,1) 22 (2,2)
EmOeticotnral 14 (1,4) 9 (0,9) 7 (0,7) 8(0,8)
[Mopainpnrikéc 18éec? 1(0,1) 1(0,1) 1(0,1) 0
PevdacOnoelc? 5(0,5) 4(0,4) 2(0,2) 2(0,2)
[5c0opdg ovOpwmoktoviac? 0 0 0 0
Mavio® 7 (0,7) 9 (0,9) 3(0,3) 6 (0,6)
[Tavikoc? 7 (0,7) 16 (1,6) 13 (1,3) 7(0,7)
[Topdvora® 1(0,1) 0 0 2(0,2)
Poyoon? 4(0,4) 2 (0,2) 3(0,3) 1(0,1)
AVTOKTOVIKY GUUTEPIPOPEP 1(0,1) 1(0,1) 0 1(0,1)
AvtokTovikdg 1deacuoc? 5(0,5) 2(0,2) 3(0,3) 2(0,2)
«Emtuyfeo» avtoktovia® 0 0 0 0
2 0v0eT0 KOTOANKTIKO
onpeio NPS AE cofapiic 14 (1,4) 14 (1,4) 14 (1,4) 13 (1,3)
popoings, n (%)

AE=ovem00unt evépyeio, “Badbudc = AE coPapnc popeng, PBadudc = AE pétprag kot coPopnc
popoeng, NRT=enibspo Oepomeiog vwokaTaoTATOV VIKOTIVIG

Ye kaOe opada Oepameiog, avapépnkay TepIocdTEPO, CLUPALOTA GTNV YLYLUTPIKT KOOPTN 0o OTL
OTN U1 YOYLOTPIKY KOOPTN KOL 1] ETATOOT TOV CUUPAUATOV 6TO GOVOETO KOTOUANKTIKO onueio fTay
VYNAOTEPT Yo KaBepio amd TIC dpacTikéG Oepameieg oe cOYKPLION UE TO EIKOVIKO Pdpuako. QoTOG0, N
ypnon Papevikrivne, Povmpomidvng kot NRT oty yoylotpikn kooptn 6eV GLGYETIGTNKE e Evay
OTNUOAVTIKA 0LENUEVO KIVOLVO Y10, VEVPOWLYLOTPIKES avemIOOUNTEC EVEPYELEC 6TO GLVOETO KHP1LO
KOTOANKTIKO oneio 6€ cOYKPLomn e TO ekoVIKO eapuako (ta 95% Cl mepiehaufavay 1o unodév).
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2TV yuylaTpiki KoopTr), TO TOGOCTO TV OTOUMV LE UTOKTOVIKO 10E0CHO KO/ AUTOKTOVIKY|
ouumeppopd Pacetl g KAipakog a&loAdynong g cofapdTnTag TG CLTOKTOVIKOTNTOS TOV
[Movemotuiov Columbia (C-SSRS) ftav mopdpoto petald tov opddwv g Bapeviciivng kot Tov
EIKOVIKOD (OPUAKOD KOTA TN dtdpkela TG Oepameiog Ko g mapakolovnong ywpig Bepaneio, 0w
TOPOVGIALETAL GTOV TOPUKAT® TTivoka:

Yoyratpui] KodpTy
N=4074
Bapevuirivy Bovzmpomiévn NRT Ewoviko
PapROKO
N=1026 N=1017 N=1016 N=1015
n (%) n (%) n (%) n (%)
Kata tn owapkela g Ospameiog
Apibuos 1017 1012 1006 1006
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Ko 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
OVTOKTOVIKOG
10800UOG
Amomovm] 0 1(0.1) 0 2(02)
CLUTEPLPOPA.
AvtokToviKOg
Weaouode 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
Katd ) drapkera tng mapakorovdnong
Apibuos 833 836 824 791
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Kaum 14 (1,7) 4(0,5) 9(1,1) 11(1,4)
OVTOKTOVIKOG
10800 UOG
AvTOKTOVIKT|
COUREPUPODE: 1(0,1) 0 1(0,1) 1(0,1)
AvtokToviKdg
Weaoude 14 (1,7) 4(0,5) 9(1,1) 11(1,4)

NRT=enrifepa Oepaneiog vIOKATACTOTOV VIKOTIVNG
Agv vnpée avoQOpPa KETITLYMOV» AVTOKTOVIOV GTNV YUYLATPIKT KOOPTN).

O1 ovyvotepa avapepopeveg avemBounteg evépyeleg ota atopo tov Elafav Bepaneia pe Papevikiivn
OTN HEAETT QVTH, NTOV TOPOUOIEG IE OVTEG TTOV TOPATNPNONKOY GE UEAETEC TPV OO TNV KUKAO(POPia
TOV QOPUAKOV GTNV ayopd.

Kot otic 600 ko0pteg, ota dtopa mov Eaafayv Oepomeio pe Papevuchivn Katadeiynie oTaTIoTIKN
avatepdtnTa oty enifeforopévn pécsm tov CO amoyn, Kotd T dtdpkela TV fdopddov 9 g 12
ka1 9 émg 24, oe cOyKplomn Ue To dropa Tov EhaPav Bepaneio pe fovmpomiovn, enibepo vikotiviig 1
EKoVIKO Qdppoko (BA. TapakdTo Tivaka).
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Ta Booikd amoTEAECUATO OTOTEAEGLATIKOTNTOG GUVOWILOVTOL GTOV TOPUKAT® TTIVOKOL:

Mn yoatpikn Koo6ptn Yoyatpui] KodpTy

CA 9-12 n/N (%)

Boapevuciivn 382/1005 (38,0%) 301/1032 (29,2%)

Bovmpomiovn 261/1001 (26,1%) 199/1033 (19,3%)

NRT 267/1013 (26,4%) 209/1025 (20,4%)

Ewoviko gdppoko 138/1009 (13,7%) 117/1026 (11,4%)
Yuykpicsig Oepamer@v: Aodyoc mbavoritev (0Odds ratio) (95% CI), tun p

Bapevuchivn évavtt 4,00 (3,20, 5,00), P<0,0001 3,24 (2,56, 4,11), P<0,0001
EIKOVIKOV QopULAKOL

Bovrpomdvn évavtt 2,26 (1,80, 2,85), P<0,0001 1,87 (1,46, 2,39), P<0,0001
EIKOVIKOD QOpUAKOL

NRT évavtt eikovikon 2,30 (1,83, 2,90), P<0,0001 2,00 (1,56, 2,55), P<0,0001
QOPULAKOV

Bapevuchivn évavtt 1,77 (1,46, 2,14), P<0,0001 1,74 (1,41, 2,14), P<0,0001
Bovmpompiovng

Bapevuchivn évavtt 1,74 (1,43, 2,10), P<0,0001 1,62 (1,32, 1,99), P<0,0001
NRT
CA 9-24 n/N (%)

Bapevuciivn 256/1005 (25,5%) 189/1032 (18,3%)

Bovrpomidvn 188/1001 (18,8%) 142/1033 (13,7%)

NRT 187/1013 (18,5%) 133/1025 (13,0%)

Ewoviko pdppoko 106/1009 (10,5%) 85/1026 (8,3%)
Xuykpiosig Ogpanerdv: Adyog mbavotitov (Odds ratio) (95% CI), tun p

Bapevikiivn évavtt 2,99 (2,33, 3,83), P<0,0001 2,50 (1,90, 3,29), P<0,0001
EIKOVIKOD QOpUAKOV

Bovnpomiovn évavt 2,00 (1,54, 2,59), P<0,0001 1,77 (1,33, 2,36), P<0,0001
EIKOVIKOD QOPUAKOV

NRT évavtt etkovikov 1,96 (1,51, 2,54), P<0,0001 1,65 (1,24, 2,20), P=0,0007
QOPUAKOV

Bapevichivn évavtt 1,49 (1,20, 1,85) P=0,0003 1,41 (1,11, 1,79), P=0,0047
Bovmpompiovng

Bapevikiivn évavtt 1,52 (1,23, 1,89), P=0,0001 1,51 (1,19, 1,93), P=0,0008
NRT

CA = 1moc0ot6 cuveyoic amoyne, CI = didotnua epumiotoocvvne, NRT=enifepa Oepomeiog
VIOKOTAGTAUTMOV VIKOTIVIG

Nevpowoyrotpixny Aopdieia: Meta-avaldoeig kai ueAéteg mopoTnpnong

ATO T1G aVOADGELS FEOUEVOV KAVIKDV SOKLUDV €V TPOEKVYAV 0TOJEIEELS AVENIEVOL KIVOHVOL Y1d.
cofapd VELPOYLYLOTPIKA GUUPBAUATE LE TN PAPEVIKAIVI GLYKPLTIKG LE TO EIKOVIKO QAPUOKO.
EmumAéov, o1 aveEdpmreg LEAETEC TapOTNPNONG OEV EXOVV TAPATKEL VITOCTNPIKTIKG GTOLYEID Yiot TNV
Yapén avénpuévon Kivovvov ekdNAMOENG GOPAPOY VELPOYVYLUTPIKOV CUUPBAUATOV 6TOVG 0cOEVEIG
oL AopBavouv Oepameia pe fapevikAivi cuyKpLTikd pe Tovg acbeveic 6Tovg 0moioVE £xEL
ovvtayoypapndei Ogpaneia vrokotdcstatwy vikotivng (NRT) 1 fovmpomiovn.

Mokonn ¢ Oepomeiog

H cvyvémta draxomrg g Bepanciog Aoym avemBountmv evepyelidv ftav 11,4% yuo ) Papevikiivn
évavtt 9,7% 1o TO EIKOVIKO APLOKO. X€ VTNV TNV OLAd0, 01 GLYVOTNTES dL0KOTNG TG Oepameiag Yo
TIC TTO GLYVEG aveEmBOUNTEG EVEPYELEG 0TOVG 0iebeVEi TOL VITOPANONKOY og Oepaneia pe fapevikiivn
nrav ot €€ng: vavrtia (2,7% évavtt 0,6% yia To gikovikd @appako), keporaiyia (0,6% évavtt 1,0% yia
TO EIKOVIKO Qappoko), admvia (1,3% Evavtt 1,2% yia 10 elkovikd QAPUAKO) Kot SloTapayréve. GVepa
(0,2% évavtt 0,2% Y10 TO EIKOVIKO QAPLLAKO).
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AvoAOoElg KMVIKOV SOKILMV:

[paypotomomOnke pio LETO-OVAAVOT 5 TUYOOTOINUEV®V, SITAL TVQADY, EAEYYOLEVOV UE EIKOVIKO
eapuako dokipumv pe 1907 ovuuetéyovieg acbeveig (1130 vo Bapevuchivn, 777 vd €KOVIKO
(QAPLLOKO), TPOKELUEVOD VA 0EI0A0YNO00V 0 0VTOKTOVIKOC 1000 UOG KL 1] CUTOKTOVIKT] GUUTEPLPOPA,
OGS aVTd ONAGONKaY oty Khipoka a&loldynong g PapdtnTag TS GLTOKTOVIKOTITAS TOV
[Movemomuiov Columbia (Columbia-Suicide Severity Rating Scale — C-SSRS). H ev Aoyw peta-
avdivon mepiehdupave pio dokiur (N=127) o acbeveic pe 1otopikod oyloppévelag 1
oylocuvolcOnUaTIKng dtatapayng Kot pia, aAAn dokiun (N=525) o acbeveic pe 1otopikod
katdOlymc. Ta amotehéopato dev £de1&av kapio adENGN 6TV EXITTOGCT TOL AVTOKTOVIKOD 1OEAGLLOV
KOU/M TNG QDTOKTOVIKNG CLUUTEPIPOPAC 6TOVG acbeveic mov Ehafav Oepameia e Bapevikiivn
OLYKPLTIKA pE ToVg acbeveic mov Ehafav Oepameio pe elkovikod EAPUOKO, OTMS QOIVETOL GTOV
TOPOKATO Tivoka. AT Toug 55 aoeveig mov avEPEPAY OVTOKTOVIKO 10EQGO 1] VTOKTOVIKN
oLUTEPIPOPA, 01 48 (24 V7o Papevikdiv, 24 VIO EIKOVIKO EAPUOKO) TPOEPKOVTAY OO TIG 610
JOKIUEG OTIG 0Toieg cuppeTelyay aoOevels pe 1Topikd oylloppévelag/oylocuvalcOnUaTiKng
draTapayne N kotdadAnyng. Atyotl acOeveic avépepav t€to1a GUUPBAVTA OTIG AALEG TPELS OOKIUES (4 VT
Bapevikdivn, 3 vd EIKOVIKO QAPLOKO).

ApOpoc AcBevarv ko Avaroyio Kivovvov yio Tov Avtoktoviké Idgaond Ko/ Ty AVTOKTOVIKY
Yopmepreopd wov avaipnkay otnv kKhipoke C-SSRS aré o Meta-Avaiven 5 Kvikav
Aoxkipn@v Xoykprong e Bapevikhivig évavti Elkovikov @apudxov:

Bapevuikirivn Ewoviko
(N=1130) PaproKo
(N=777)
AcbevelG e OVTOKTOVIKO 10€0G O KOUT QVTOKTOVIKT] GUUTEPLPOPE* 28 (2.5) 27 (3.5)
[n (%0)]**
"Etn acBeviv éxbeong 325 217
Avaroyia kivdovov * (RR, 95% CI) 0,79 (0,46; 1,36)

* Ao avtovg, évog aofevig oe Kabe okéLOC Oepameiog avEPEPE AVTOKTOVIKT GLUUTEPIPOP
** AcBeveic mov ekdnrlwaoov cupPdvto émg kot 30 nuépec petd ™ Bepoameia, ta % dev givar
oTofopuéva ave LeAETT

# RR mocootdv enintmong ava 100 £t aclevaov

[paypotomomOnke pia peta-avirvon 18 Simhd TVEADY, TUYOIOTOINUEVOV, EAEYYOUEVMV LIE EIKOVIKO
QAPLOKO KAVIKOV SOKIU®DV, TPOKELLEVOD Va. a&loAoynOel 1 vevpoyv TPk Ac@AAELD TG
Bapevikhivng. Ot dokipég avtég mepleAdupavay Tig S SOKIUES TOV TEPTYPAPOVTOL TOPATOV®, OTIC
omoiec ypnooromOnke 1 kKAipaxo C-SSRS kot cuvohkd 8521 acbeveic (5072 vid Papevichivn,
3449 vrd 1KOVIKO QAPLOKO), OPIGUEVOL OTTO TOVG 0TTOToVE Elyay Yyuylatpikég madnoels. Ta
ATOTELECUATO, EOE1EAY TOPOUOLOL EMIMTMGT GLVOVUCUEVOVY VEVPOYLYIOTPIK®Y aVETIOOUNTOV
evepYeEL®V, EKTOC amd TIg dlatapayés vvov, o€ acheveic mov hafav Oepameia pe Papevichivn
oLYKPLTIKA pe 0oBgveig Tov Elafav iKoviko eappoko, pe avaroyio kivddbvov (RR) 1,01 (95% CI:
0,89-1,15). Ta cuyKevTp®TIKA dedOUEVE, ammd 0vTEG TIC 18 dokipég £de1&av Tapdol0 T0c06TO
EMMTOONG Y10 TIC LEUOVMUEVEC KATNYOPIES YuyLATPIKGV GVUPBAVT®V 6Tovg acbeveic mov Edafav
Oepameio pe Papevikdivn cuykpitikd pe tovg acbeveic mov EAafav eikovikd eapuako. O TopaKaTm
TivoKoG TEPLYPAPEL TIG GLYVOTEPO avaPEPOUEVES (= 1%) Katnyoples avemBOUNTOV EVEPYELOV O
OYEOMN UE TNV YOYLUTPIKT] OCQAAELD, EKTOG OO TIC SLOTAPUYES VTTVOV.

Poylatpikés avemOounTeg EVEPYELES TOV EKONAMVOVTUL O T06006T0 > 1% 1OV 0.60eveVv fdcser
TOV GUYKEVTPOTIKOV 0£00pEVMY a6 18 Khvikég dokipég:

Bapevikirivy Ewkoviké

(N=5072) PaproKo

(N=3449)

Ayy®OeIC d10TaPayEC Kol GUUTTOUATO, 253 (5,0) 206 (6,0)
KotabMmtikéc dwotapayéc g 0160eonc 179 (3,5) 108 (3,1)
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Bapevikirivy Ewkoviké
(N=5072) PaproKo
(N=3449)
Awtapayéc g 0160eonc NEC* 116 (2,3) 53 (1,5)

* NEC = ITov dev Ta&ivopovviar AAAOD
Ot apBpol (T0GooTd) AVTIGTOLXOVY GTOV aplOUd TV 06OEVOY TOV avaEEPOLY TO GLUPGY

Meléteg Tapatnpnong

Téooepig peréteg mapatipnong, kabepio amod tic omoieg meptelapPave amd 10.000 £mg 30.000
YPNOTESG PUPEVIKAIVIG GTIG TPOGOPUOCUEVES OVOADOELS, GUVEKPLVAY TOV KivOuvo cofapdv
VELPOYVYLOTPIKOV GUUBAVTOV, GUUTEPILAUPAVOUEVOV TMV VOOTAELDV Y10 VEVPOWLYLOLTPIKOVG
AOyovg Kot TV Bavatneopmv Kot pn Bovatneopmy GVTOTPAVUATICUOV, GTOVS 0oBEVELG oL EAafav
Oepaneia pe Papevikiivn, Evavit Tov acbevov pe cvviayoypaenuévn NRT 1 Bovrpomiovn. Oieg ot
UEAETEG NTAV OVOOPOUIKEG LEAETEC KOOPTNG KO TEPLEAAUPavaY aoBEVELG e Kot Y®pPig WuyloTptko
1OTOPIKO. Xg OAEG TIC PHEAETEG YpnooToOnKay otaTioTikég HEBodoL Yo Tov ELEYYO TOV TUPAYOVI®V
oLYYVONG, CUUTEPIAAUPAVOUEVIG TNG TPOTUNTENG TACTG CLVTAYOYPAPTONG PapeviKAivng o
acleveig pe Kakvtepn vyeio, aAdd eEokoiovdel va vTdpyel TOAVOTNTO CLYYLTIKNG ENIOPACTG.

Avo amd Tig peréteg kKatédel&ov Ot dev vanpye Kopia Sapopd mg TPog Tov Kivouvo voonAegiag yio
VEVPOYLYLITPIKOVG AOYOLG HETAED TV ¥PNOTAOV PEPEVIKAIVIG KOl TV XpNoT®V ETOEUATOV VIKOTIVIG
(avaroyia ktvévvov [HR] 1,14, 95% dudonua epmictocvvng [CI]: 0,56-2,34 otnv TpdTn pHEAETN Kot
0,76, 95% CI: 0,40-1,46 ot devtepn perétn). H 1ox0¢ yio tnv aviyvevon T@v S109popdv oe VTG TIG
dvo peréteg tav meproptopévn. H tpitn pekétn dev kotédeiée kapio d10popd g Tpog Tov Kivouvo
EKONAMONG YUYATPIK®Y OVETIOOUNT®V EVEPYELDV, Ol OTTOIES SLOYIYVAOCKOVTOL KATE, TN SEPKELDL LIOG
EMICKEYNG OTO TUNO, ETELYOVIMV TEPICTATIKMY 1| KATA TNV E10AY®OYT] Y10, VOGN AL, HETAED TV
YPNOTAOV Pepevikhivig kot tv yxpnotodv fovrpomiovng (HR 0,85, 95% CI: 0,55-1,30). Me Baon t1g
avaPOPEG PLETA TNV KVKAOPOpPIia TOL PapPUAKOoV, 1) Bovrpomidovn mhavov va oyxetiletot pe
VEVPOYLYLOTPIKES OVETIOOUNTEG EVEPYELEC.

Ao Vv TéTapTN PEAETN OEV Tpodkuye Kapio EvOEEN Yo vYNAGTEPO Kivouvo Bavatneop®v Kot un
Bovatneopov avtotpavpaticpov (HR 0,88; 95% CI: 0,52-1,49) otovg acbeveig oTovg omoiovg eiye
ocuvtayoypaen el epevichivn, cuykpiTiKA Le Tovg acbeveig oTovg omoiovg eiye cvvtayoypoenOei
NRT. Ot tepuntdoelg S1omMGTOUEVNC LTOKTOVIOG NTOV GTAVIEG KOTA TN SLAPKELL TOV TPIOV UNVOV
UETA TNV €vapEn OTOLGONTOTE POPLOKEVTIKNG ay®YNg (600 epiotatikcd og 31.260 yprioteg
Bapevikhivig kot €61 meprotatikd o 81.545 ypnoteg NRT).

MelETn KOOPTMV GE EYKLLOGLVN

e po peAétn kooptav Pacel mAnbuopov cuykpibnkav Bpéen mov ektédnikov oto CHAMPIX in
utero (N=335) pe Bpéon ta omoia yevvinkay amd PNTEPES IOV KATVILAY KOTA TN SIGPKELD TNG
gykopoovvng (N=78.412) kor pe Bpépn ta omoia yevviOnikoy amd untépeg mov dev kamvilav
(N=806.438). Zn perén avty, ta Ppéen mov extédnioav oto CHAMPIX in utero eiyov younidtepa
TOGO0TA GLYYEVAV JapapTiov (3,6% évavtt 4,3%), Toketdv vekpav epPpoav (0,3% évavtt 0,5%),
TPOwpPwV ToKeET®V (7,5% évavtt 7,9%), pikpdv yia tnv nhwio komong (12,5% évavtt 17,1%) ko
TPOwPNS PNENG TV VEEVeV (3,6% évavtt 5,4%) o cvyKpion e To Bpéen mov yevvnOnkay omd
UNTEPEG TTOL KATVILOY KOTA TN S1APKELN TNG EYKLHOGHVIG.

Houdrarpikodg TAnBvordg

H amoteleouatikdmro kou 1 ac@direio g fopevikAivng a&loloyndniKoy ce o TUXOOTOUEVT,
OUAG TVPAT, EAEYYOLEVT LE EIKOVIKO QhppaKko perétn 312 acBevav, nlikiag 12 émg 19 etdv, ot
omoiotl Kanvifov, Kotd LEGO Opo, TOLAAYLGTOV 5 Talyapa TV NUEPa, KaTd T didpkela Tov 30 nuepmv
TP amd TN oTpatoAdynon kal giyav fadporoyia TovAdyiotov 4 oty KAipoka g e&étaong
Fagerstrom yiwo tv e£dptnon and ) vikotivn. Ot acBeveig otpopatomomdniay kotd niio (12—

16 etddv ko 17-19 g10dv) ko katd copatikd Bapog (< 55 kg kot > 55 kg). Metd and tithomoinon
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dudpkelag 600 efdopadmv, ot acheveig Tov TuyatomomOnkay ot Ayn PapevikAiving e COUATIKO
Bapoc > 55 kg éhafav 1 mg dvo popég nuepnoimg (opdda vynAng 66ong) i 0,5 mg dHo Popég
nuepnoing (opdda yauning 06ong), eved ot acbeveic pe copatikd fapoc < 55 kg édafav 0,5 mg dvo
Qopéc nuepnoing (opddo vyming doomng) N 0,5 mg pio popd uepncing (opdda yaunAng 66ong). Ot
acBeveig éhaPav Oepaneia yio 12 gfdopddeg, axorovBovpevn amd pio tepiodo avev Bepameiog
dudpxetag 40 efdopddmv, pali pe cuuPovAég KaTAAANAESG Yio TNV NAKio TOVG 6 OAN TN JEPKELD TNG
UEAETTG.

O mopakdTo Tivakeg amd TNV TOPUTAVE TUITPIKN LEAETT TAPOLGIALEL L0 GUYKPLION TOV
TOGOCTMV GLVEYOVLS amoyns (continuous abstinence rates, CAR) and Tig efoopnddeg 9—12, dnwg
emPefordbnke pe e&€raom Kotvivng o0p®V, Y10 TOV GUVOMKO TANBVOUO TNG LEAETNG OTNV OUdda
TANPOLG avAAvong Kot yio Tov TANBuopd nikiog 12—17 etdv.

CAR 9-12 (%) YHvolro 12 ém¢ 17 eT@@v
n/N (%) n/N (%)

YynAn d6on Bopevikiivng 22/109 (20,2%) 15/80 (18,8%)
Xopnin d6on Bapevuchivng 28/103 (27,2%) 25/78 (32,1%)
Ewovikd pdppaxo 18/100 (18,0%) 13/76 (17,1%)
Yuykpicsic Oepameidv Adyog mBavotiTev yio to CAR 9-12 (95% CI) [ty p]
Yynin d6on Bapevichivng Evovtt 1,18 (0,59, 2,37) [0,6337] 1,13 (0,50, 2,56) [0,7753]
EIKOVIKOU QopULAKOL

Xopunin d6on Papevikiivng Evovtt 1,73 (0,88, 3,39) [0,1114] 2,28 (1,06, 4,89) [0,0347]*
EIKOVIKOD QOpUAKOL

* Avtip 5 iy} p oev Oewpeitar orotiotikag onuovtikl. O Tpokafopiousves S100IKOGIES OTATIOTIKWOV EAEYYX WY O10KOTHKOY
0poTov N abykpion ¢ Bepanciog ue fopevikdivy vynlig 60ong évoavt g Oepomeiog e EIKOVIKG QOPUOKO OTH GOVOLIKT

HEAETN D&V HTOY OTATIOTIKG. GHUAVTIK.

CI = dudompa epmietocivne, N = aptBpdg acbevaov mov tuyatomomdnkav, n = apldpodg acbevav ot omoiot, og Khbe
eniokeyn and 11 efdopnades 9 £wg 12 (cvumepriappfavopévng), avépepay 0Tt dev KATVIGHV Kot Ogv xpnoionoincay dAla
TPOTIOVTO TOV TEPLEXOLV VIKOTIVN amd TNV TeEevTaia eniokeyn TG neétng/tedentaio extkovavia (oTnv KoToypoen
XPNONG VIKOTIVIG) KOl GE OTMOIONTOTE OO AVTEG TG EMOKEWELS EMPePoiddnie 6TL £xovv drakdyet, pe Paon v e&€toon
KoTwivng ovpwv.

52 ®@appoxkokivTIKEG 1O10TNTES

Amnoppoonon

O1 péy1oTeg GVYKEVIPAOGELG TNG PapeVIKAIVNG 0TO TAAGUA TopATPovVTaL cuVIOmG og ddoTnua 3-

4 op®V HETA TN YOPNYNON Amd TO GTOUN. META TN YOp1YNoN TOALATA®Y OGEWMY OO TO GTOUA G
vy1eig eBelovtéc, ol cuvOnKec oTabepng KoTdoTAONG EMTehYONKAY o€ ddotnua 4 nuepov. H
amoppoeNon elval Kat' ovciov TANPNG, LETE TN YOPNYNOT OO TO GTOLN KOl T) GUGTNUOTIKY
dwbeopdtnTa givor vynAn. H frodabecypotnta g Papevikiivng dtav yopnyeitan omd 10 oTOpN dgvV
emnpedletot omd To PaynTod N TNV OPA YOPNYNoNS HEGA 5T UEPOL.

Koatavoun

H Bapevikhivn KatavELETOL GTOVE 1GTOVG, CUUTEPIAUUPAVOUEVOL TOV EYKEQPAAOV. O PUIVOUEVIKOG
OYKOG KOTOVOUNG NTav Katd péco 0po 415 Aitpa (% cvvieleotn dwaomopds (CV) = 50) og cuvOkeg
otabepng katdotaonc. H odvdeon tng Papevikdivig pe mpoTeiveg Tov TAAGHTOG ival younin (<
20%) Kot ave&apTnTn T000 o TNV NALKIO OGO KOl Ad T VEQPIKN AEITOVPYi. XTO TPOKTIKA, 1
Bapevikhivn petapépetol LEG® TOV TANKOVVTO, KOl ATEKKPIVETOL GTO YAALL.

Blouetaoynuatiooc

H Bapevuchivn petafolriletar ehdyiota kabdc omekkpivetal avoAioimTn 6To 0Vpa 6 T0G0oTO 92%,
EVD 10600t HIKpOTEPO 0md 10% amekipivetar pe T popen petafoAttmv. Ot devtepedoVTES
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petaforites ota ovpa meptrapPdvovy to N-kappapvio-yAvkovpovidto PapevikAivng Kot Tnv
vdpo&uPapevikiivn. Znv Kukiopopia, 1 Bapevikdiviy teptiapfavel o Tocootd 91% VAo
oyxeti{opevo pe 1o eappako. Ot devtepedovteg KuKAoQopovvTeg petaforitec meptiappdvoov N-
kapPapvlo-yAvkovpovidio Bapevikiivng kot N-yAvkolvloPapevikiivn.

In vitro pekéteg deiyvouv 6T 1 Papevikhivn dev avaotédrel Ta Eviupo Tov Kutoypopatog P450
(IC50> 6.400 ng/ml). Ta évlopa tov kutoyxpdpeTog P450 OV doKIUACTNKE OV AVOGTEAAOVTOL TV TO
e&ng: 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ko1 3A4/5. Eniong, g avBpodmiva nrotokdTTapa in
vitro, amodeiyfnie 0tL N Papevikhivn dev endyetl T dpdon Tov eviouwv 1A2 kot 3A4 tov
Kutoypopatog P450. Erouévmg, n Bapevichivn etvor omiBavo va HeTaPAAet Tn QopUOKOKIVITIKN
ovoldV Tov peTafoiifovror kKupimg amd Evivua tov Kutoypodpotog P450.

Amofoin
O ypovog nuitong g Papevuchivng sivar mepimov 24 mpeg. H veppikn amékipion g fopevikiivng
EMTLYYAVETAL KVUPIOS d10 LEGM OTMEPUUATIKNG O1ONONG TAPAAANAL LLE EVEPYO COANVOPLOKT] EKKPLON

LEG® TOV OPYUVIKOD KOTIOVIKOL petapopéa, OCT2 (BA. mapdypapo 4.5).

IpoppikdTnto/Mn ypopukdTno,

H Bapevichivn mapovotdlet ypappukn kvntikn otav yopnysiton dnaé (0,1 éwc 3 mg) 1 ot
emovalopPavopeveg dooelg 1 émg 3 mg/muépa.

DapuoKOKIVNTIKN 0€ £101KOVC TANOVuo LoV achevmv

Agv vTdpyovV KAVIKA OTLOVTIKEG SLOPOPEG GTN POPLOKOKIVITIKY TNG PfopevikAivng ot omoieg va
opeilovtal oty nlkia, T ELAN, TO VA0, TIG GLVNOELEG KUTVIGLOTOG 1] TN XP1OT) CLYXOPTYOVUEVMV
(QOPLOKEVTIKMV TPOIOVI®V, OTMG £XEL KOTAOELOEL 08 GUYKEKPIUEVEG PUPUOKOKIVITIKEG LEAETES KOl
(QOPLOKOKIVITIKEG VOADGELG TANOLGUMV.

Hrozikn dvaleirovpyio
AOY® NG OTOLGIOG CTUAVTIKOD NAATIKOV HETOPOAMGLOV, 1| QUPUUKOKIVNTIKT TNG Papevikiivng dev
emnpedleton og acbeveic pe nratikny duciettovpyia. (PA. Tapdypaeo 4.2).

Negpirn dvolertovpyio,

H pappoaxokivntik tng fopevikAivng Tapéueve aUeTaPAnTn og dTopo e N VEQPIKN
dvodettovpyia (extipnmpevn kabapon kpeatvivig > 50 ml/Aentd ko < 80 ml/Aentod). Xe acbeveig pe
petpiov Babupov veppikn ducieitovpyia (extinmpevn kabapon kpeatvivig = 30 ml/Aentd ko < 50
ml/Aentd), n éxBeon ot Papevikhiviy avéndnke katd 1,5 popd Evavtt Tov achevadv pe puOIOA0YIKY
vEQPIKT Agttovpyia (ekTipdpevn kdBapon kpeativivng > 80 ml/Aentod). Le dropa pe coPapr veppikn
dvodettovpyia (extipmpevn kabapon kpeatvivig < 30 ml/Aentd), n éxbeon otn Papevikiivn
avéNdnke katd 2,1 popéc. Le dropa pe veppondbeia tehkov otadiov (ESRD), n Bapevikiivn
amouakpOVONKe amotedecpatikd pe apokdbapon (PA. mapdypaeo 4.2).

Himawuévor

H pappaxokivntikn tng fapevikiivig oe nAkiopévoug acteveic le pUGIOAOYIKN VEPPIKT AElTOVPYiN
(mAciog 65-75 etddv) givor mopopola pe oVTAV o8 EVIALKEG aoBevelg veapdtepng nAtkiog (PA.
Tapdypoeo 4.2). Ocov apopd Toug NAKIOUEVOVS 0COEVELG [IE LELOUEVT VEPPIKT AELTOVPYIa,
avatpEEate oty mopaypago 4.2.

Haidrazpixos ninBoouos

H oppaxokvntik ana kot ToAAamAGV d0cemV PapevikAivng éxet diepevvniel € Toud10TPIKOVg
acOeveic nhikiog 12 émg kot 17 TV Kot HTOV TEPITOV AVAAOYT THG dOCTG GTO H0GOA0YIKO £DPOC TOV
0,5 émg 2 mg, to omoio peretnOnke. O1 cuvOnKeC 6TAbEPNG KOTAGTAGTC TG CVOTNUATIKNG EKBECTG
epnPov acbevav copotikov Bapovg > 55 kg, 6mwg a&loloynnkay arnd mv AUC (0-24), ntov
OULYKPIGUIEG UE 0VTEG TTOL TTapaTNPNONKaAY Yo TI i01eC 600ELS, oTOV EVALKO TANOLGUO. OTay
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yopnynonke 0,5 mg dVo popéc v NUéEPA, 01 cVVONKEC 6TAbEPNG KOTAGTAGNC TG NUEPNoG EkBgomg
¢ Papevichiving NTav, Kotd uéco 6po, vymidtepsg (katd mepinov 40%) oe eprifovg acbeveig e
ooUaTIKO Pdpog < 55 kIAd, 6 cOYKPION UE OVTEG TTOL TTapaTnPNONKAY oToV EviAko TANBveuo. To
CHAMPIX odev cuvictdtol og Tondlatpikon acOeveis, ETEION 1) ATOTEAEGLOTIKOTTO TOV GE OVTOV
Tov TANOvuopd dev €xel kataderyel (PA. mopaypdpovg 4.2 kot 5.1).

5.3 Ipoxivikd dedopéva yia TNV ac@drELd

Ta un KAvikd dedopéva dev amoKaADTTOLY 110iTEPO KivOuVvo Yo Tovg avBpdmovg pe faon Tig
oLUPOTIKEG LEAETES PAPUAKOAOYIKNG ACPAAELNG, TOEIKOTNTAG EMAVAAAUPAVOUEV®Y OOGEWDY,
YOVOTOEIKOTNTAG, YOVILOTNTOG Kot EUPPLIKNAG avATTUENG. € 0PGEVIKOVG CLpOVPOIOVS TOV Xop1ynonke
Bapevikdivn yia 2 €1, TapatnpnOnke docoeEaptdpevn abENOT TG EXITTOGONG TOV EUPPLTKOD TOTOL
MIOpRoToG (6YK0G TOL GO0V ATTOVG). XTOVG 0TOYOVOLG EYKL®V apovpaimv Tov EAafay BapevikAivn,
napaTnPNONKe HEl®ON TNG YOVILOTNTOG Kol avéNnon TG ovTidpaong EKTANENG o€ aKoLoTIKO epEbica
(BA. mapdaypapo 4.6). Avtéc o1 emdpacelg TapatnpnOnkay povo oe ekbécelc mov Bewpodvtan 6Tt glvan
OPKETE TAV® Ao TO OVATATO Oplo £kBECNG TOV AVOPMITOL, LTOSEKVOOVTAG UIKPT) OYECT) LUE TNV
KAvikn] gpfion. Ta pn kKhvikd dedopéva vrodetcvoouy 0Tt 1 BapevikAivn £xel EVIOYVTIKES 1010TNTEG
LOAOVOTL £XEL XOUNAOTEPT] OPACTIKOTNTA OO TNV VIKOTIVN. L& KMVIKEG HEAETEG GE avOpOTOLS, N
Bapevucdivn £de1&e younAn mbavotnta Katdypnong.

6. DOAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoymv

IMuprvog drokiov

Kvttapivn pikpokpootadiikn

Ddwopopikod dacBéotio Avudpo
Kopuehdoln vatprodyog dtootovpodpevn
Avvdpo KOAAOELDEG TTVPITIO

Mayviolo oteotikod

Enucédoyn diokiov

YrpoueAroln

Awo&eidio Titaviov (E171)
[oAvaiBvrevoyivkoin 400

Adxxo apyiiov Tov ooy koppviov E132
Tpraxetivn

6.2 AovppotoTnTeg

Agv gpappolerar.

6.3 Awdpkero Long

Diikeg: 2 ypodvio.
Kvoyéheg (Blisters): 3 ypovia.

6.4 Iowitepeg mpouvrdcers katd T @OAAEN TOV TPOTIOVTOG

Koyéheg (Blisters): ®vAdooete og Oepuokpacio pucpdtepn twv 30°C.
D16 and HDPE: To poppakentikd avtd mpoidv dev amortel 1diaitepeg cuvOnkeg puiasng.

52



6.5 ®Vo1 KO GLOTUTIKA TOV TEPLEKTI

ZVOKEVOGIEC OYWYNC CLVINPENONS

Kvoyéheg and PCTFE/PVC pe oMo alovpviov 610 Tiom PEPOG, 68 GLGKELOGIN TOL TEPLEYEL 28 X
1 mg emkaAvppéva pe Aemtd vuévio diokio pésa og eETepiky BepprokoAAnuévn yaptiv
GLGKEVAGIO.

Kvoyéheg ané PCTFE/PVC pe gOAho adovpiviov 610 Tiom PEPOG, G GLGKELOGIN TOL TEPLEYEL 56 X
1 mg emkaAvppéva pe Aemtd vuévio diokio pésa og eETepiky BeppokoAAnpuévn yapTiv
GLOKEVAGIO.

Kvoyéheg ané PCTFE/PVC pe gOAho adovpviov 610 mico PEPOG, 68 GLGKELOGIN TOL TEPLEYEL 28 X 1
mg eMKOAVUUEVD LE AETTO VUEVIO dlokia PHEoa o€ XAPTIVO KOLTI.

Kvoyéheg and PCTFE/PVC pe gOAho adovpviov 610 oo PEPOG, 68 GLOKELOGIN TOL TEPLEYEL 56 X 1
mg EMKOAVUUEVD LE AETTO VHEVIO dloKia PHEca o€ APTIVO KOLTI.

Koyéheg and PCTFE/PVC pe gvAho alovpviov oto wiow pépog, o cuokevacia wov mepteyel 112 x
1 mg emoAvppéva pe Aemtd vuévio diokia Lésa og YApTIvVO KOLTi.

Kvoyéheg and PCTFE/PVC pe gvAdo alovuviov oto wiocw péPog, o cuokevacia wov mepteyel 140 x
1 mg emoAvppéva pe Aemtd vUEVIo dlokia Lésa og YAPTIVO KOLTI.

D1 amd moAvaBviévio vyming mokvotntog (HDPE) pe mopo acedielog yio todid and
TOALTPOTVAEVIO KOl 0EPOCTEYES KAAVUUA A0 PUALO QAOVULVIOV / TOALOBVAEVIO, O OTTO10G TEPIE)EL
56 x 1 mg emKaAVUPUEVD PE AETTO LUEVIO dloKidL.

Mmnopei vo, pnv KukAopopohv OAEG Ol CLOKEVAGIES.
6.6 Iowitepec mpo@LAGEEIS améppLYng

Kopia g8k vroypéwon.

7. KATOXOX THX AAETAYX KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

8. APIOMOX(OI) AAETIAYX KYKAO®POPIAX

EU/1/06/360/002
EU/1/06/360/004
EU/1/06/360/005
EU/1/06/360/009
EU/1/06/360/010
EU/1/06/360/011
EU/1/06/360/013
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9. HMEPOMHNIA ITPQTHYE ETKPIXHY / ANANEQYXHY THX AAEIAX
Hpepounvia mpotng éykprong: 26 Xentepfpiov 2006

Hpepounvia tekevtaiog avavémong: 29 lovviov 2016

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aemtouepeic TANPOQOPiEC Y10, TO TAPOV TPOIOV gival dlabécieg 6Tov dkTLOKS TOTO ToL Evpomaikon
Opyaviopuot @apudkov: http:// www.ema.europa.eu.
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1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

CHAMPIX 0,5 mg emkodlvppéva pe AenTd LUEVIO dloKia

CHAMPIX 1 mg emkaloppéva pe Aemtd vpévio diokio

2. MNOIOTIKH KAI ITOXOTIKH XYNOEXH

Kd&0e emxaivppévo pe Aemwto vpévio dokio tov 0,5 mg mepiéyet 0,5 mg Poapevikdivng (og Tpuyko
0&v).

Kd&0e emxaivppévo pe Aemtd vpévio dwokio Tov 1 mg mepiéyet 1 mg Papevikhivig (wg tpuyko o&v).

IMa tov TAfpn KoTdhoyo TV KOV, BA. Tapdypapo 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Emuwcodoppéva pe Aemtd vpévio diokia.

Emwcodoppéva pe Aemtd vpévio dokio 4 mm x 8 mm, tov 0,5 mg: Agvkd, appikvpta diokio oe oyRua
Kayakiov, pe yapayuéva to otoryeio “Pfizer” ot pia mievpd kon “CHX 0.5” otnv dAAn mievpd.

Emwcoloppéva pe Aemtd vuévio dtokio S mm x 10 mm, tov 1 mg: F'aAdluo, apeikvpta diokia o€
oyNuo Koyokiov, pe yopayuéva ta otoyeia “Pfizer” ot pio mievpd kot “CHX 1.0” otnv GAAn
TAELPAL.

4. KAINIKEX TIAHPO®OPIEX

4.1 OgpamevTikég gvocitelg

To CHAMPIX evdeikvutar yio Tn S10K0TH TOL KOTVIGUOTOG GE EVIAIKEG.

4.2  Aocoloyio kor TpOTOG YOPNYNONG

Aocoroyia

H ocvvietdpevn 60om givar 1 mg BopevikAivig 00 Qopég TNV NUEPA HETA A0 TITAOTOINGT S1GPKELOG
1 eBdopddag, wg &Ng:

Huépeg 1 —3: 0,5 mg pio popd v nuépa

Huépeg4 —7: 0,5 mg dvo Qopéc v Nuépa

Huépa 8 — OhoxApwon Oeparneiag: | 1 mg dvo opéc v nuépa

O acBevng Ba mpémel va opicel pia nuepounvia diokomng Tov kanvicpotog. H yoprynon tov
CHAMPIX Ba wpémet va, apyiler cuvnBmg 1-2 efdopddeg mptv and avtiy v nuepopnvia (BA.
napdypoeo 5.1). Ot acBeveig Bo tpémel va vmofdriovton o Oepaneio pe CHAMPIX yuo 12
efdoudodec.

21ovg acBeveig Tov £xovv SlaKOWEL Pe EMLTUYIO TO KATVIGHO PETA To TEPag TV 12 efdouddwy,
umopel va eEetachel to evoeydpevo evag emmAéov kiklov Bepaneiag dSidpketag 12 fdouddwv Katd ™
dudpkela Tov omoiov Ba Aapfavovy CHAMPIX 1 mg d00 @opéc tnv Nuépa yio T daTnpnon e

amoyng (PA. mapdypapo 5.1).

Oa mpémet vo eEETAGTEL 1] TPOKTIKT GTASIOKNG TPOGEYYIOTG OTI SLOKOTT TOL KOTVIGUOTOG LLE TO
CHAMPIX, ywo tovg aoBeveig mov dev umopovv 1 dgv etvar TpoBupot va S1akdyouv amdTopd TO
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kdmviopa. Ot acBeveic Oa Tpémel va LEI®OOVY TO KATVIGHO KaTd T S1dpKeld TV TpOTOV 12
efdopdowv g Bepameiog Kot va To dSKOWoUV £mG TO TEAOG QTG TNG TEPLOdov Bepameiag. Ot
acBeveig Oa mpénel, otn cvvéyela, va cvveyicovy va Aappdvoov CHAMPIX yia 12 emmdéov
efdopdoeg, yio cuvorikd drdotnpa 24 efdopadmv Bepaneiog (BA. Tapdypapo 5.1).

Ot acBeveic mov BEAOVY VO SLOKOWYOLV TO KATVIGHLO KOl O1 OTT0101 OEV TO TETLYOV KATA TN SLAPKELL
npornyovuevng Bepaneiog pe CHAMPIX 1 mov vrotpomiacav petd tn Oepaneio, evoéyeton va
®@eANBovy amd dAAN pio tpoondbeia dtokomng pe xpnon tov CHAMPIX (BA. mapdypago 5.1).

[N tovg acbeveic mov dev pmopovv va aveytovv Tig avemBounreg evépyeieg tov CHAMPIX givan
duvartn 1 TPOSMPIVN 1 1| OPLOTIKY pElST TG d0ong oto 0,5 mg dho Popég TV Nuépa.

Kotd ™ Bepaneio yio tnv S10K0TH TOV KATVIGHOTOC, 0 KIVOLVOG LITOTPOTNG ival avéEnpévog tnv
nepiodo apéocmg petd 1o Téhog g Bepaneiog. e acbeveig pe avénpévo kivovvo vtotponng, umopel
va gEetacel to evoeyodpevo Pabuaiog peimong g d6ong (PA. Tapdypapo 4.4).

Himawuévor

Agv amouteiton Tpocapuroyn g docoroyiog oe nAkiwpévoug acbeveic (PA. mapdypao 5.2). Adyw
TOV OTL 01 NMKI®pEVOL 0oBevelg etvar TBavOTEPO v TaPOoLGLALoVY EKTTOGCT TG VEPPIKNG
Aertovpyiag, ot Bepamovteg 1atpoi Oa wpémet vo Aapfavouy voYN TNV KATAGTOOT TOV VEQPOV EVOG
NAMKI®UEVOL acbevoug.

Negpirn dvoliertovpyio.

Agv amotteiton Tpocapuroyn g docoroyiog o acheveig pe Nrov (eKTIL®pEVT KABOPOT KPEATIVIVIG
> 50 ml/Aentd ko < 80 ml/Aentd) £wg petpiov Pabuod (extiumpevn kabapon kpeatvivig = 30
ml/Aentd kon < 50 ml/Aentd) veppikn| Suvoiettovpyia.

Ytovg acBeveig pe petpiov Pabpov veppikn duciertovpyia o1 0moiot TOPOVSIALOVY UN OVEKTES
avemBounteg evépyeleg, n d6or pmopel va pelmbel og 1 mg pia popd Ty npuépa.

I"a tovg acBeveic pe coPapn veppikn dvcoiertovpyia (extipdpevn KaBapon kpeatviving < 30
ml/Aentd), 1 cuvictodpevn 66omn tov CHAMPIX eivarl 1 mg pia popd v nuépa. H yopriynon Oa
npénel va apyicel and to 0,5 mg pia eopd v NUEpa Yo T1g 3 TPAOTES NUEPES KO GTT) GLVEXELL VL
avénbel og 1 mg pia popd v nuépa. Adyw avenapkovg KAvikng epnelpiog pe to CHAMPIX og
acBeveig pe veppomdadeio TeElkov otadiov, 6 cuvioTdrtol 1 yopnynon g Hepaneiog oto
oLYKeKPIUEVO TANBvoUd acBevav (BA. Tapdypaeo 5.2).

Hrotikn dvaleirovpyio
Agv amouteiton Tpocapuroyn g docoroyiag o acbeveig pe nrotiky dvsiettovpyio (BA. Tapdypapo
5.2).

Haoidrazpiros minBoouos
To CHAMPIX dev cuviotdton Y10 xpnor o€ TodloTptkovg acheveic, Emedn 1 ATOTEAECUATIKOTNTA

TOV 6 AVTOV ToV TANBLGUO dev Exel Katadewy Ol (BA. mapaypdpovg 5.1 kot 5.2).

Tpomoc yopnynong

To CHAMPIX npoopiletar yia ypnon amd Tov oToOpHoToG Kot To diokia O mpémel va kaTomivovTot
0AOKAN PO LE VEPO.

To CHAMPIX umopei va AneBel pe 1 yopic tpoen.
4.3 Avrtevositeg

YrepevaioOnoia ot dpacTikn ovsio 1] 6€ KATOW0 and T EKS0Y TOV AVAPEPOVTAL TNV
Topdypapo 6.1.
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4.4 Ewwkég TPOELOOTOU|GELS KOl TPOPVAAEELS KOTA TN p1ion

Emnidpoon tng S10KO0TNE TOL KOTVIGLLOTOC

Metafoiéc 6T ELCIOAOYIO (O AMOTEAEC A TG SLKOTNG TOV KOTVIGHOTOC, LE 1] Xwopig Oepameia pe
CHAMPIX, pmopei va petafdAovy T QoproKOKIVITIKN 1 T QUPUOKOSVVOUIKT] OPIOHEVEOY
(OPLAKEVTIKMV TPOIOVIMV, Y10l TO OO0 UTOPEL VAL YPELNGTEL VO YIVEL TPOGAPLUOYT TG dOGOAOYiNG
(Topadeiypato meptiapfdavooy  Beo@uidivn, T Bapeapivn kai Tnv wveovAiv). Kabdog to kanviouo
endyel 1o CYP1A2, ) S10k071 TOL KOTVIGUOTOG UTOPEl VO TPOKOAESEL OENCT TOV EMTESWOV TOV
vrooTpopdtev tov CYP1A2 oto mAdoua.

NevpoyvyloTpikd GUUTTMO LT

Metoforéc ot cupmepLPopd 1| TN OKEYT, AYXOS, YOYXMOOT], SIOKVUAVOELS TG CLUVOICONUOTIKNG
d1Beomg, emBeTIK GLUTEPLPOPA, KATAOALYT), CLTOKTOVIKOG 1IOEAGHIOC KOl VTOKTOVIKT] GUUTEPLPOPA,
Kot omOmEPEG AVTOKTOVING £Yovv avapepbel oe acBeveig ol omoiot emyelpovV va S10KOWYOLV TO
kamviopo pe CHAMPIX, cbppava pe v eumelpio Tov Tpoioviog HETA TNV KUKAOPOPID TOV oTNnV
ayopd.

AteENyOn (ol LeyaAn, TUXOLOTTONIEVT], OUTAG TVQAY], EAEYXOUEV LE OPUCTIKO KOl EIKOVIKO QAPLLOKO
UEAETY], TPOKELEVOL VO GLYKPLOEL 0 KIVOLVOC GOBapOY VEVPOYLYLOTPIKAOV GLUPAUATOV o8 0oOgvelg
LLE KO Y®PIG 10TOPIKO YOYLUTPIKNG dlaTapoyng, ot omoiol EAafav Oepoameio yio T S10KOTY| TOV
Kamviopatog pe Papevikiivn, Bovmpomiovn, enifepa Bepaneiog vrokaTdoTaT®V VIKOTivNg (nicotine
replacement therapy, NRT) 1 eucovikd @dppoiro. To kOplo kataAnKTikd onueio ac@alelog NTov Eva
oLVOETO ONUELD TV VELPOYVYLATPIKMV OVETIOOUNT®V EVEPYELDY TTOL ElYaV avapepDel KaTd TNV
eumelpio PeTd TNV KLKAOQPOPIo TOL TPOIOVTOC GTNV AyOpdL.

H ypnion g Papevuchivng o acheveic pe 1 xopig 10TOPIKO YOYLATPIKNG OLATOPUYNG OEV CUCYETIOTIKE
pe avénuévo Kivouvo cofapmdv VELPOYUYLOTPIKMV OVETIBOUNTOV EVEPYELDY GTO GUVOETO KVUPLO
KOTOANKTIKO onpeio 6€ oOYKPLomn UE TO EKOVIKO apuako (PA. mapdypapo 5.1 Pappakodvvapkés
WtNTES — Melétn oe Atoua pe xou ywpic lotopixd Poyratpixng Arazopoyne).

H xotablmtikn 6140g0m, omaving copumephapifavOoIeEVOY TOV GVTOKTOVIKOD 1OEUGLOD Kol TNG
OTOTELPOG AVTOKTOVIOG, UTOopEl va ival £€vo, GOUTTOE TOV GLVOPOLOL GTEPTONG TG VIKOTIVIG.

O Bepdamovteg wTpoi Oa Tpémet va givar evijpepot yio Tnv mlavn epedvion cofopov
VEVPOYLYLUTPIKAOV CUUTTOUATOV 6€ acBeveic TOV ETLYEPOVY VAL GTAUATI|GOVV TO KATVICLO LE 1|
yopic Oepaneia. Eqv mapovciactodv cofapd vEvpoyuyloTpiKd cupmT®pate Katd T Oeponeio pe
Bapevikhivn, ot acBeveic O mpémet va dokdyouv apécmg T Papevichivn Kot VoL ETKOIVOVIGOLV LIE
évav enayyeipatio vyeiog yio emavaloldynon g Oepaneiog.

IoTopkd WYuy1aTPIKAOV S10TopaymV
H dwokonn| tov kamvicpotog, ue 1 xopig eapuoakevtikny Oepaneia, £xel cuoyeTioTel pe emdeivmon
VTOKEIPEVAOV WYOYLOTPIKAOV VOGOV (TL.Y. KOTAOAY™).

Meléteg drakomng tov kamvicpotog pe to CHAMPIX éyovv mapdoyet dedopéva yio acbeveic pe
1OTOPIKO YuYLLTPIK®V dtatapaydv (BA. mapdypago 5.1).

e po KAV 80K S10KOTG TOV KOTVIGOTOS, VELPOWLYLOTPIKESG averiBuounteg evépyeleg
avaépnkay cvuyvotepa o€ acheveic [1E 10TOPIKO WYOYLOTPIKOV SUTUPUYDV GE GCOYKPIOT] LE AVTOVG

YOPIG 16TOPIKO YUYLOTPIKAOV dtaTopaymv, aveéaptnta and tn Oepancio (BA. Tapdypapo 5.1).

Oa mpémet vo divetal mpocoyr| o€ acheVEIG e 10TOPIKO YuXATPIKNG VOGOL Kal ot acheveic O mpémet
Vo GUUPOVAEDOVTAL AVOAOY®C.
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2racuot

g KMVIKEG SOKIUEG KOl GOUP®VOL LE TNV EUTEPIO LETE TNV KLKAOQOPia TOL TPOIOVTOG GTNV ayopd,
&xovv vtap&et avapopég onacumv o€ acbeveic mov Adpupavay CHAMPIX, pe 1 yopig iotopikod
onacpmv. To CHAMPIX 0a mpénet va ypnoiponoteital Tpocektikd o€ acOeveic e 16TOPIKO
OTOCH®V 1 GAL®V KATOCTAGEWDY TOL THAVOV VO, LELDVOLV TOV 0VOO TPOKANOTG CTOCUMV.

Awkonn Oegpamneiog

Y10 téAhog g Bepameiog, n dakonn tov CHAMPIX cvoyeticOnie pe avénuévn evepebiototnra,
TOPOPUNOT YO KATVIGUA, KATdOAyn Kovn admvia og 1060oTo peypt kat 3% tov acbevav. O
Bepanv 1Tpdg TPEMEL VO, EViEp®VEL TOV 0eBevi) avarddywmg kot va oulntd 1 va eEeTdlel TNV avaykn
v Pabaio peimon g 66omg.

Kapdiayysiokd coupduoto

Ot acBeveic mov Aappfavooy CHAMPIX Ba npémet va kaBodnyovuvtal dOTE Vo EVIILEPDOVOLY TOV 10TPO
TOVG Y10 TNV EUPAVIOT] VEDV 1] TNV EMOEIVAOOT KOPOLOYYEILKDOV COUTTOUATOV Kot v, avalntovy
GUEST 1LTPIKT PPOVTIOW, EGV ELEOVICOVV GMUEIN KO CUUTTOHOTO ELPPAYUATOG TOV HVOKAPSIO 1|
AYYEWLKOV £YKEQUAKOD €MEIG0di0V (PA. mapdypao 5.1).

Avtidpdoelc vrepevouchnoiog

"Exovv vapéet avapopiéc avidpdoemv vrepevaicinciog Hetd v KukAopopio Tov Tpoidvtog oTnV
ayopd, copmeptlapavopévon Tov ayyeloidnuotog oe acbeveic mov Adpupavay Papevikiivn. Kivucd
CUUTTOUOTA GCUUTEPIEAGUPAVOY 01OTLO TPOCHTOV, GTOUATOG (YADCGTH, YEIAN Kol 0VAR), AoptoD
(papvyyag ko Adpuyyog) Kot dkpwv. Ynp&av onavieg avapopEég ayyEI00101 LATOG ATEATIKOD Yol TN
Lon, o omoio &xpnle emelyovcus WTPIKNG PPOVTIdUG AGY® OVATVELOTIKNG KATOOTOANG. AcBeveig mov
TapoLGIALovV aVTd To cvuTTONATO B TPETEL VoL StakOyouy TV Bepameia pe Papevikdiviy Kot va
EMKOWVMVIGOLV OUECMG UE EVaV ETAyYEALOTIO VYETNG.

Aepuotikéc avTdpacELC

"Exovv eniong vrdpéetl omdvieg, 0AAG GOPapES, OVOPOPES OEPLATIKMV OVTIOPACE®MY UETA TNV
KuKAoQopia ToOL TPOIOVTOG TNV ayopd, cupmepthapfavopuévon Tov Zuvopopov Stevens-Johnson kot
tov [ToAvpoppov Epubnuatoc, oe acbeveic mov Adpupavay Bapevikdivn. Kabmg avtéc o1 depuotikés
avTdpdoelg pmopel va eivar ameintucég yia tn {on, ot acheveic Oa mpémel va dakdyouv TV
Oepaneio 010 TPOTO onpeio eEavONLATOG 1] DEPUATIKNAG AVTIOPAONG KOl VO ETKOIVMVI|GOLV OUECMG
pe éva emayyeipatio vyeiog.

ITAnpoopicc oyeTikd ne to. EKd0y0

AvT06 TO POPUAKELTIKO TPOTOV TEPIEXEL MYOTEPO atd 1 mmol vatpiov (23 mg) avd diokio, gival avtd
nov ovopalovpe «ehevbepo vatpiovy.

4.5 Alnlemopdosic pe GALo QUPUOKEVTIKA TPOTOVTA Kol GALeS POPPEG aAANAETIOpaONG

Me Bdon ta yopakInploTika g PapevikAivng kot Tnv éog Topa kKAvikn eunepia, o CHAMPIX dev
TAPOVGIALEL KAMVIKA OTUOVTIKEG AAANAETIOPACELG Le AAAL PApUaKa. AE GUVIGTATOL KOl
npocapuoyn g docoroyiog tov CHAMPIX 1 tv cuyyopnyodpevmv GopUdK®Y oV avapEPOVTL

TOPAKATO.

In vitro pekéteg vmodekvoouy 6t 1 Papevikhivn ivar anmibovo va peTafalel T QOPHOKOKIVITIKN
oVoIMV oV peTaPorifovial TpwticTmg and ta Evivua Tov kutoypdpatog P450.

58



Emunpocbitmg, epdcov o petaforiopodg g Papevikiiving aviumrpocmrevel Atydtepo and to 10% tng
Kk@0apong TG, 01 HpacTIKEG OVGIES OV Eival YVoTO OTL ennpedlovy 1o choTNUA KuTOXpOHoToS P450
etvar amiBavo va petafdiovy ) eappokokivyntikny e Papevikiivng (BA. Tapdypapo 5.2) ko,
EMOUEVMG, Ogv amarteital Tpocapoyn g doorng tov CHAMPIX.

In vitro pehétec VTOJEUKVOOLY OTL ] PapevikAiv dev aVOCSTEAAEL TIG TPOTEIVEG LETAPOPAS TOV
avOpOTIVOL VEQPOV Gg BEPUNEVTIKEG GLYKEVTPMOELS. ETouévmg, dpactikég ovoieg mov amofailovtal
UEC® VEQPIKNG OTEKKPIONG (). LETOOPUIVN - PA. TapakdT®) etvar amiBovo va eExnpeactovy and
Bapevikdivn.

Metpopuivn

H Bapevichivn dev ennpéace T QoproKoKvnTikny TG Hetopuivng. H petpopuivn dev giye xapio
EMIOPAON GTN PUPUOKOKIVITIKY] TNG PopeViKAivig.

21peTidivn

H ovyyopnynon g oetidivng pe m Papevichivn advénoe tn cvotnuatikn £ékBeon g Papevikiivng
Katd 29% Aoym peimwong g veppikng kdbapong g Papevikiivng. Ae cuviotdrtol Kopio Tpocapuoyn
Mg 00G0A0Yiag, AOY® TNG CLYXOPTYNONG CIUETIOIVIG GE ATOUO LLE PUGLOAOYIKY| VEQPIKN AElTOLpYia 1
o€ aobevelg pe Nmov edg petpiov fabpod veppikn dvciettovpyio. Xe acbeveig pe coPapr| veppikn
dvodettovpyia, Bo TpEmel va AmoPeHYETOL 1] TAVTOYPOVI YPNOT CUETIOIVIG Kot PapevikAivg.

Aryoivn

H Bapevichivn dev ennpéace T poppokokivntikn g dtyo&ivng oe cuvinkeg otabepr|g KOTAGTAONC.

Bapoapivn

H Bapevichivn dev petéPare tn pappokokvntikn g Papeopivng. O xpovog mpobpoufivng (INR) dev
emnpedotnke amnod T Popevikiivn. H idto 1 dtokonr Tov KOTvViGHOTOC UTopel va, TPoKaAESEL
petafoirég ot pappakokivntikn g Papeapivng (BA. Tapdypago 4.4).

AAKoOA
Yndpyovv meplopiopéva kKAvikd dedopéva yio tnyv omoto tlovn aAinieniopacn Hetalld aAKOOA Kot
Bapevikchivng. Ymnp&av avapopég LeT TV KUKAOPOPio TOL GOPLAKOD Yo avENUEVT TOEIKN

eMidpacm Tov ovomvedATOG o€ aobevelg vrd Oepaneia pe fopevikdivn. Agv éxel emPefaiwbel kKanowo
OITIOAOYIKT] GUGYETION UETAED OVTMV TOV TEPIOTATIKAOV KOl TNG YPNoNs PapevikAivng.

Xpnon ue dAiec Ogpomeicc yio Tn S10KOTN TOV KOTVIGLOTOC

Bovrmpormiovn

H Bapevichivn dev petéfare tn @opuaKoKvnTiki g Poumpomiévng o€ cuvinkeg otabepng
KOTAGTOOTG.

Ocpamneio vroxardoratwy vikotivyg (NRT)

Orav ovyyopnynonke Papevikiivn kot dadepuiki NRT og kanviotéc yio 12 nuépeg, onueimbnke
OTOTIOTIKA GTLOVTIKT LEIMOT] TNG LEGTG GLGTOAKNG apTNPLOkNG ieons (ddpeon Tiun 2,6 mmHg) e
HETPNOT TOL £yve TNV TEAELTALO NUEPA TNG LEAETNG. ZE VTNV TN UEAETT], 1] CLYVOTNTO ELPAVIONG
vauTiog, KePaAaAyiag, eETov, (UANG, dSVoTEYING KOl KOTMONG NTAV HEYOADTEPT) KOTA T XOPTYNoN
TOV GLVOLAGHOV Ao OTL katd T xoprynon NRT povo.
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H acpddeia kot n arotelecpatikotta tov CHAMPIX oe cuvovaopo pe dAleg Bepaneiec dtakomng
TOV KOTVIGHOTOG gV Exouv peretnOel.

4.6 Tovipétnra, KONoN Ko yorovyia
Kvnon

Ta dedopéva amd oYeTIKA TEPLOPICUEVO APLOUO EYKVMV YOVUIKADV deV KATESEIEOV SVCTANGIKY 1|
euPpoikn/veoyvikn to&kotnTa, amd ™ xpnon g Papevickivig (PA. mapdypago 5.1).

Meléteg oe (Do koTéde&ay avomapayyikn to&ikotnta (PA.mapdypapo 5.3). Zav TPoANTTIKO HETPO,
elval TPOTUNTED VO AmoPevyETAL 1 ¥PNIoN TNS Papevikiivng kaTd T didpkela TNG eykvposvvng (BA.
Tapdypoeo 5.1).

Oniacudg

Agv givar yvaootd €av 1 fopevikdivn anekkpivetatl 610 avBpomvo yaka. MeAéteg og {ha
VTOJEIKVOOVV OTL OmEKKPIVETOL 6TO PUNTPIKO YaAa. H amdpaon va cuveyiotel/dlokonel o OnAacuoc
va cuveylotel/dakomnel n Bepaneio pe CHAMPIX Ba mpémet va Aopfavetor apot e&etaotel 10 6QeAOg
1oV OnAacpov Yo to Bpépoc, Kabmg Kot To dperog tng Bepanciog pe CHAMPIX yia ) yovaika.

Tovipdtta

Agv vdpyovy KAVIKA SEO0UEVA Y10l TIG EMOPAGELG TNG PAPEVIKAIVIG GTN YOVILOTNTO.

Ta pun KAvikd dedopéva oev amédei&av kivouvo yia tovg avBpamovg Bacilopeva oe cuviBelg peréteg
YOVILOTNTAG OE 0PGEVIKOVG Kot OnAvkodg apovpaiovg (PA. mapdypapo 5.3).

4.7 Emopacelg 6Ty tKavOTNTa 001Y101)G KOL YEPIGHOV U} AVI|LETOV

To CHAMPIX evdéyetan va £xel pikpn 1 LETPLA ETLOPAGCT] GTNV IKOVOTITO 0O YNOTG KOl XEPIGLOV
punyovnudtov. To CHAMPIX evdéyetar va mpokaréoet {aAn, vrvniio Kot Tapodiky amdAeLo
OLVEIONONG KA, O EK TOVTOV, EVOEYETOAL VO £XEL EMLOPACT] TNV IKAVOTNTA 0dYNONG KAl XEIPIGLOV
punyovnudtov. Xtoug acteveic mpénet vo divetal GuUBOLAR va pnv 0dnyovv, va un yxepifovral
TOADTAOKO UNYOVILLOLTO, KOL VO LNV TTOPVOLV HEPOG G AAAEG EVOEYOUEVMG ETIKIVOVVEG
dpaoTNPLOTNTES, UEYPL VO SLomIoT®OEL €6V ALTO TO POPUAKEVTIKO TPOTOV EMNPEALEL TNV TKAVOTNTA
TOVG VO EKTEAOVV QUTEG TIG OPOOTIPIOTNTEG.

4.8 AvemOOunteg evépyeleg

[Iepiinwn Tov TPOPIA ACOOAELOC

H dwokomn Tov kanvicpatog, pe 1 yopic Oepaneia, oyetileton pe Sdpopa countopata. o
napadeyna, aicnua ducpopiog 1 katabirtiky ddbeon, abmvia, evepedioTdtnTa, ATOYOT|TELON 1)
opYn, Ayx0os, SLOKOALD OTN CLYKEVTP®GOT), AVNOVYI0, LEIMUEVOS KOPILKOG puOpog, avénon g
ope&ng M Tov copatikod Bapovg, Exovv avapepbel oe acbeveilg TOL EMYEPOVY VO SLAKOWYOVV TO
Kdmviopa. Agv éxet yivel kapio Tpoomdfeia ovTe 6Ta TAAICIH TOV GYESOGHOD, OAAY OVTE KOl GTO
mhaioa avaivong Tov peret®v tov CHAMPIX va yivel dtoywpiopog HeTa&d TV avemifountov
gvepyelmV Tov oyeTilovTol Pe T opRakeLTIKY Bepameio TG LEAETNG 1 AVTOV TOV THAVOV Vo
oyeTilovTal LE To GUUMTOUATO GTEPTOTG TNG VIKOTIVNG. Ot avemBounteg evEPYELEG TOL PAPLLAKOV
Bacilovtar otnv a&loAdynon dedopévov and peAETeg paong 2-3 TPy omd TNV KUKAOPOPio TOV
TPOTOVTOG GTIV AyOpd KO EMKOLPOTOLOVVTAL BACEL GUYKEVIPOTIKDOV dESOUEVOV o 18 eAeyyOUeVeg
LLE EIKOVIKO PAPUOKO, LEAETEC, TPV KOl LETE TV KUKAOQOPIo TOV TPOIOVIOC GTNV ayopd, Ol Omoieg
ocvunepreAdpPavay mepimov 5.000 acbeveig mov vroPAnOnKav oe Oepaneio pe fopevikiivn.
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Y& aoBeveig mov vroPfAnOnkav oe Bepaneia pe T cuvicTOUEVT 6601 Tov 1 mg dvo PoPES NUEPN GG
UET omd apykn| TePiodo TITAOTOINGNG, 1 AVEMBOUNTN EVEPYELD TTOL OVAPEPONKE [IE TN peyoldTEPN
ouyvotnTa NTav vavtio (28,6%). Ztnv TAE0YN (i TOV TEPMTOCE®YV, 1) VOUTIO ELPAVICTIKE T
TPMTO, GTASIA TNG TEPLOSOL Bepameiog, NTov NIog £0¢ PETPLOG PopdTNTOG, Kol GTTAVIN 001 YNCE G
dwokomn g Bepameiog.

Kotaypoen ovemfountmy EVEPYEIDYV GE TIVOKQ

Ytov mwivaxka Tov 0KoAoLOEl, avagEpovtal OAEC 01 aVEMIBOUNTEG EVEPYELES TOV TPOKANONKOV [E
CLYVOTNTA ELPAVIONG LEYOAVTEPT OO OTL KATA TN YOPNYNOT] EIKOVIKOD POpUAKOL, VA KoTyopia
0pPYAVIKOD GLGTHIOTOG KO VA GLYVOTNTA (TOAD cLyvEG (= 1/10), cuyvég (=1/100 €wg <1/10), oyt
ouyvéc (>1/1.000 éwg <1/100) kon omdvieg (=1/10.000 éwg <1/1.000)). Evtog ke katnyopiog
CLYVOTNTOG ERPAVIONG, Ol OVETIOVUNTEG EVEPYELEG TTapaTiBevTat Katd eBivovoa celpd coPapdtnrag.

Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

clVoTNIO

AoPAEELS KOL TAPUCITAOGCELS

[ToAv cuyvég Pwooeapuyyitida

Yuyvég Bpoyyitida, TapappivokoAmition

Oyt ovuyvég Mouxntiaomn, oyevig Aoipnmén

AWTOpayES TOV GUOTOMTIKOD KOL TOV AELPIKOV GUGTI|NOTOS

Ymdvieg Ap1Ou6s apomeTaMov HElOUEVOS

Awtapayés Tov petaporiopod kot tng Opéyng

Yuyvég Zopatikd Bapog avénpévo, 0pen HetpEVT, Opeln avénuévn
Oy ovyvég Yrepylokopio

Yrivieg Zaxyapmong dapnng, Torlvdnyia

Yootpikég dwotapayés

[ToAv cvyvég Awtapaypévae dvelpa, admvia

Oy ovyvég AvToKTOVIKOG 10800 UOG, EMOETIKOTNTA, AVTIOPOOT] TAVIKOD, CKEYN LN

(UVOIOAOYIKY], AVNOLYia, SIOKLUAVOELG TG CLUVOICONUATIKTG d1dfeonc,
KaTaOAym™*, ayyos*, wevdaicOnoeig*, yevetnola opun avEnuévn, yYeVeTno
OpHN HEWWUEVN

Yrivieg Yoywon, vvoPacia, U GLUGIOAOYIKH GUUTEPLPOPE, Svcpopia, Ppadvepevia

AWTapayéS TOV VEDPIKOD CUGTI|LATOG

[ToAb cvyvég Keparaiyia

Yuyvég Yrvnia, {GAn, Svoyevcia

Oyt ovuyvég Yracpog, Tpopog, AMMbapyoc, vroaicOnoio

Yrdvieg Ayyeloko eyKeQOAIKO ETEGOA10, VITEPTOVID, dLGaPOpia, PN PLGIOAOYIKOG
GUVTOVIGUOG, VTOYELGIa, dATAPUYT TOV KIPKadLovoh pulpod Tov vITvou

Mn yvooTtécg [Mopodikn andAeia cuveldnong

O@Baipikég ovatapayés

Oyt ovuyvég Eminepuxitidon, névog Tov 0pOoipod

Yrdvieg 2KOTOUA, SVOYPOUATICHOG TOL CKAN POV, pudpiacn, potoeofia, poomia,
dakpvppoto avENUEVN

Awtapayés Tov OTOS Kot TV Aofopivlov

Oyt ovuyvég Eppoég

Koapowakéc oratapayéc

Oyt ovuyvég ‘Epopaypa tov pookapdiov, otnddayyn, toyvkapdio, aicOnuo Toaipov,
KapdLoKOG pOUOG ALENUEVOC

Ymdvieg Koinum pappapoyn, niextpoxapdioypdonpua, sitdotnua ST katdomao,
niektpokapdoypaenua, Exappo T edpog petopévo

Ayyawokéc oroTapayss

Oy ovyvég Aptnprakn wieon avénpévn, E&aym

AWTapayES TOV AVATVEVGTIKOD GUGTIATOS, TOV 0DpaKa Kol TOv nEGodmPaKIon
2uyvég Avcnvota, Pryog
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Katyopia/ AvemOOunTeg evépysreg

0pPYaVIKO

cVoTNIO

Oy ovyvég DLeypovi AVATEPOV AVOTVEVGTIKMOV 00MV, CLUPOPNCT AVOTVEVGTIKNG 000V,
dvopovia, aAlepyikn pwitda, epehopodg Tov Aaipov, GVUEOPTOT KOATMY TOV
TPOCHTOV, GOLVIPOLO P)0 TOV AVATEPMOV OEPAYDYDV, PLVOPPOLL

Ymhvieg Alyog Mdpuyya, poyxointod

AlTapayES TOV YOGTPEVTEPIKOD

[ToAv cvyvég Noavtia

Yuyvég Tlaotpooicopayikn TaAVOpOUN O, EUETOC, HUCKOIAOTNTO, O14ppOold, S1dTaoN
g KotAiog, KotloKkd dAyog, odovtadyia, Svomeyio, HETE®PIGUOC, EnpocTopia

Oy ovyvég Ayotoyeoia, yaotpitido, LeTaPoAN oTIG cuVNOEIEG TOV EVTIEPOL, EPLYN,
aeBmdng otopatitida, GAyog TV 0VAMV

Xrdvieg AWOTEPEST, LN PLGLOAOYIKE KOTPAVA, YADCOGO ETYPLOTN

AwTapayés ToV 0EPPATOS KL TOV VTOH6PLOV 16TOV

Yuyvég E&avOnpa, kvnopog

Oyt ovuyvég Ep0Onuo, axur, vrepdpwaio, vokteptvol 10pmTeg

Ymdvieg Yofapéc deprotTikég avTdpaoelc, CLUTEPIAAUPAVOUEVOD TOV ZUVOPOUOV

Stevens-Johnson kot Tov [ToAdbpopeov Epvbnuoatoc, ayysiooidnua
AWTopayES TOV HVOGKEAETIKOD GUGTILOTOS KL TOV GUVOETIKOV 1GTOV

Suyvég ApOBparyia, poalkyio, ocpuolyio

Oy ovyvég Mvikoi omacpol, HLOGKEAETIKOS TOVOC TOV Odpaka

Ymdvieg Avokopyio apdpmong, yovopitida TAevpoh

AWTOPAYES TOV VEPPAV KUL TV 0VPOPOPOVY 00OV

Oy cuyvég Yvyvovpia, voktovpio

Ymdvieg IMwikolovpia, Tolvovpia

AWTopayES TOL OVATUPOYOYIKOD GUGTI|ILOTOS KOl TOV HO.6TOV

Oy ouyvég Mnvoppayia

Ymdvieg KoAmiko éxkpiua, 6eE0VAAKN

I'evikéc oroTapayic Kol KATUOTAGELS TNG 0000 YOPNYONS

Xuyvég Owpaxikd GAyog, KOT®GN

Oy cuyvég Owpakikn Svoeopia, YpImmdng cuvopoun, mopetia, eacévion, aicOnua
KaKovylog

Ymdvieg AicOnon youypov, kbot

Hopoxivikég e€eTdoerg

2uyvég Aoxpooieg NraTIKAG AEITOVPYIONG U1 PUGIOAOYIKEG

Ymdvieg Avdlvon omépuotog un euctoroyikn, C-avidpmoo TpeTeivy avénuévn,

0oPECTIO AiOTOC LEIWUEVO
* O1 ovyvotnteg £xovv ektiunBel and pio perétn mopokolovdnong ouddwy petd tnv Kukiogopio
TOL TTPOTOVTOC

Avapopd mbavoroyoduevev avemBOUNTOV EVEPYELOV

H avagopd mhoavoroyoduevmv averiBounT®V EVEPYELDY LETO A0 TN XOPNYNOT AdEWG KVKAOPOpPiag
TOV POPHOKEVTIKOV TPOTOVTOG eivarl onpavtikn. Exttpénet tn cvveyn mapaxorovbnon g oxéong
0PEALOVC-KIVOVVOV TOV QOPLOKEVTIKOD TPOIOVTOS. ZNTEITOL OO TOVC EMAYYEAUATIES VYEING VA
avaPEPOLY 0TO1EGONTOTE THAVOLOYOVUEVEC OVETIOVUNTEG EVEPYELEC LECH TOV EOVIKOD GLGTNUATOG
avapopds Tov avaypdeetal oto [apdpnuo V.

4.9 Ynepoocoroyia

Agv avapépinkav mepintwoelg vrepdocoloyiag oe KAVIKES doKiES Tov dteénydnoav mtpv amd v
KUKAOQOpPIio, TOV QUPUAKOD GTNV oyopd.

Ye mepintwon VIEPSOGOAOYING, amalTteital 1| AYN KaOlEpOUEVOY VTOGTNPIKTIKOY HETPOV, AVAAOYO
LLE TIC OVAYKEG.
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"Exet deryBel 011 1 Papevikhiviy amopakpiveral pe aipokddapon oe acbeveig pe veppomddeio Telko
otadiov (PA. mapdypaeo 5.2). Qot1600, deV VILAPYEL EUTELPIN AmO cpoKABOPON LETE T AWM
vepPfolikng d6omng.

5. DAPMAKOAOTITKEX IAIOTHTEX

51 ®@oppoxodvvopkEs 1016TNTEG

Ddappokobepamevtikn kotnyopio: AAL0 APLOKO TOV VELPIKOV GLGTHHATOG, Dapuaka yio TNV
avTETOTION (SroTapaydv) g e&dptnong, Oappaka Tov XPNooTolovVTAL Yo, TV e£ApTnoT omd ™

vikotivn, kwdwog ATC: NO7BAO3

Mnyovio o dpdonc

H Bapevuchivn cuvdéetat e vynAn cuyyEveLd Kol EKAEKTIKOTNTA e TOLS 042 veEupmVIKoDg
VIKOTIVIKOVG VTTOO0YELG TNG OKETVAYOAIVIG, OOV dpal MG HEPIKOG OLYMVIOTNG - Lio OVGia TOV
TAPOVGIALEL, APEVOG, OPACT] AYMVIGTH LE YAUNAOTEPT] EYYEVN ATOTELECUATIKOTNTA OO TN VIKOTIVN
KoL, APETEPOL, OPAON AVTOY®VIGTH TAPOVGIa TG VIKOTIVNIG.

Hlektpopuotoloyikég LEAETES in Vitro Kol VEVPOYNUIKEG LEAETEG in Vivo €yovv deilel 6T M
Bapevikhivn cuvdéetan pe Toug 04B2 veupmvIKoHS VIKOTIVIKOVG DITOSOYELG TNG OKETVAOYOAIVNG Ko
dleyeipel TN emreAovpEV HEG® VTTOSOYEMVY OPACT), OAAL GE OTUOVTIKA XOUNAOTEPO EMIMESO GO T
vikotivn. H vikotivn avtayoviletat yio v idwo 8€om mpdcdeong e Toug avOpomivoug a4p2
VIKOTWVIKOVG VTodoyelg TN akeTuAyolivig (nAChR), yio tnv omoia 1 Bapevikiivn tapovcialet
vynAoTEPN cvyyéveln. Emouévag, n Papevikdivin umopel va avooTeilel ATOTELECUATIKA TV
KOVOTNTA TNG VIKOTIVIG VO EVEPYOTOLEl TATP®G TOLG 04B2 VTOSOYELG KOl TO LECOUETALYUIOKO
VIOTAUIVEPYIKO GUGTIUO, TO VELPMVIKO UNXAVIGUO TOL VITOKPVTTETOL KATM A0 TNV EVIGYLOT KOl TNV
emPpapevon wov Puovet Kaveic oOtav komvilel. H Bapevuchivn Tapovcidlel vynin eKAEKTIKOTNTA Kot
ouvdéetan 1oyvpoTEPO pE Tov a4B2 voTumo tov vtodoyéa (Ki=0,15 nM), amd 6Tt pe GAAovG KOvovg
vikotwvikovg vrrodoyeis (a3p4 Ki=84 nM, a7Ki= 620 nM, alPyd Ki= 3.400 nM) 1 un viKoTivikovg
vrodoyeig kot petapopeic (Ki> 1uM, extoc tv 5-HT3 vrodoyéwv: Ki=350 nM).

DapuokodVVaUKEC EMOPACELS

H amotekeouatikdmrta tov CHAMPIX otn S0 Tov Komviopatog eival GUVETELD TG OpAoNng TNg
Bapevikhivig g pepucod ayoviot otov 042 vikotvikd vodoyéa, 6oL 1 TPOGOEST TG TPOKAAEL
EMIOPACT ETAPKN Y10 TNV OVAKOVPIOT] TOV CUUTTOUATOV TNG EVToVNG EMOLUIOG Y10 KATVIGHO KO TNG
otépnong (dpdon aywmvioTty), £X0VTaG TOPAAANAN OC OTOTEAEGUA, Lol LEIMOT] TNG EXIOPOOTC TOV
KOMVIGLOTOG G TPOG TNV EMPPAPEVOT] Kot TNV VIoYLOT, LECH TNG TAPEUTOIIGNG TNG CVVOESNG TG
viKotivng 6tovg 042 vrodoyeig (dpdomn aviaymvioTy).

KMvikn omoTteAecULOTIKOTNTO KOl 0GQAAEL

O Bepameieg drokomng Tov Kamvicpatog ival mBavotepo va emtiyovy e acbeveig Tov emBupovy va
SLOKOWYOLV TO KATVIGHO Kot AapPavouy emmAéov GUUPOVAES Kol VTOGTNPIEN.

H amoteleouatikomra tov CHAMPIX ot dtoKomn Tov Kamviopatog Tpocdlopiotnke og 3 KAVIKESG
JOKIHEG TTOV TTEPLEAGUPAVAY XPOVIOVG KATTVIGTEG TotydpmV (= 10 Totydpa nuepnoing). Abo yidlddeg
e€axoaoiot dekaevvea (2.619) acbeveic Elafav CHAMPIX 1 mg BID (1o omoio titAomomOnke Katd
dudpkela TG TpdTNG ERSopddag), 669 acbeveig Erafav Bovmpomiovn 150 mg BID (1 omoia emiong
TithomomOnke) ko 684 acbeveic Erafav EKOVIKO PAPUOKO.

2VYKPITIKES KAIVIKEG HELETES
g 800 TaVOUOLOTUTEG SITAA-TVPAEG KAIVIKEG SOKIUES £YIVE TPOOTTIKY] GUYKPLIOT TNG
arotereopatikotrag tov CHAMPIX (1 mg 0o popég tnv nuépa), Tng POVTPOmIOVIG TOPATETOUEVNS
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amodéopevong (150 mg 500 Popéc TV NUEPA) KL TOV EIKOVIKOD PUPHIAKOV GTI| OL0KOTH TOV
KOmVICUOTOG. L€ aVTEG TIG HEAETEG dudpkelag 52 efdopdadmv, ol acbeveig Elafav Bepaneia yio
12 gBdouddeg, akorovBovuevn amd don dvev Bepomeiog diapkelag 40 foopadmv.

To xbplo Tehd onpeio TV 300 peAeTdV NTay TO EMPEPAIOUEVO HEGHO TOL LOVOEELSIOV TOV AvOpaKa
(CO) m0600TO GLVEYOVG OLAKOTNG TOV KATViopatog Yo 4 gfdopdadeg (AW-CQR) and v efdoudoa 9

émg Kot v gRdopdda 12. To kbplo tehkd onpeio yio to CHAMPIX €d¢g1ée v avotepodTnTd TOL 0O
OTOTIOTIKNG TAELPAG EVOVTL TG POVTPOTIOVIG KOl TOV EIKOVIKOD (POPUAKOV.

Metd ) pdon dvev Bepaneiog diapkelag 40 gfdopddwv, £va factkd devtepedov TEAIKO oNElD Kot
v TG 600 peEAETEC NTAV TO T0000TO cuveyoVg amoyng (CA) katd tnv efdopndada 52. Qg CA opiotnke
T0 TOG0GTO OA®V TV acfevdv mov vroPfAndnkay og Bepaneia Kot dev Kamvicav (ovTe pia poven&id
amo évo Torydpo) omd v ERdopdda 9 émg kot tnv ERdoudda 52, eved n HETpNon Tov EKTVEOUEVOL
CO dev ftav > 10 pépn ava exotopupdplo (ppm).

Ytov akdiovbo mivaka avapépetar o 4W-CQR (gfdopnddec 9 £wg kat 12) kot To tocootd CA
(efdopddec 9 tmg ko 52) amd Tig peréteg 1 won 2:

Merém 1 (n=1022) Melém 2 (n=1023)
4W CQR CA 4W CQR CA
EBS. 9-52 EBS. 9-52
CHAMPIX 44,4% 22,1% 44,0% 23,0%
Bovrpomidvn 29,5% 16,4% 30,0% 15,0%
Ewovikd pdppaxo 17,7% 8,4% 17,7% 10,3%
eI NS UNN VS R T Y
. p <0,0001 p <0,0001 p <0,0001 p <0,0001
QOPLAKOV
Aobyog mBovottev (odds ratio) 1,96 1,45 1,89 1,72
CHAMPIX évavt foumpomidovng p <0,0001 p = 10,0640 p <0,0001 p =0,0062

Avagepbeioo amo tovs 000eveis Eviovn emBouio yio. KATVIOUO, COUTTOUOTO, OTEPHONS KOl EVITYVTIKH
EMIOPAON TOV KOTVIOUOTOS

Kotd ™ dudpkela g dpactikng Bepaneiog, 1060 ot Melétn 1 660 kot ot Mehétn 2, ) évrovn
embupio Kol TO CUUTTOUATO GTEPTONG LEIMONKOV OTLLAVTIKA 0TOVG 0oOgVELG TTOV TVYAOTTOW ONKOY
ot0 CHAMPIX c¢ 60yKkpion pe to gwovikd eappoako. Eniong, to CHAMPIX peiowce onpovikd v
EVIGYVTIKT EMIOPOGCT] TOL KATVIGUOATOG, TOV UTOPEL VO SLOL®VIGEL TV KOTVIGTIKT] GUUTEPUPOPE GE
acBeveic mov kamvifovv Katd tn didpkela tng Bepameiog, Evavtt Tov gikovikoy eappdakov. Kotd m
SLpKELD TNG LOKPOYPOVIaG Pdong mapakolovdnong avev Bepaneiog oe petpnbnke n emidpacn g
Bapevikdiving oty évtovn embupio yio KATVIGUA, TO GUUTTOUATO GTEPTONG KL TNV EVIGYVTIKN
eMidpaon TOL KATVIGUATOG.

Melén drarnpnons e amoyns

2y tpitn pekétn, a&loloynonke to 6perog piag emmAéov Bepaneiog pe CHAMPIX didpretog

12 gfdouddwv ot d1aTHPNOT TG ATOYNG. € VTNV TN UEAETN, ot acBeveic (n =1.927), éafav
avoyt Oepaneio pe CHAMPIX 1 mg dvo popég tnv nuépa yo 12 efdopddes. Ot acbeveic mov
dtékoyav to Kamvioua £mg tnv Efdopdda 12, otn cuvéyeto Tuyatomomdnkay va Adfovv eite
CHAMPIX (1 mg dvo gopéc v nUéPQ) €ite EKOVIKO QAappoko Yo akoun 12 efdouddeg oe cuVOAKN
dwdpxetla perémng 52 efdouddwv.

To xbpilo Tehcd onueio g perénc Ntav To emPefaropévo péom tov CO T0c06Td GUVEYOVS ATOYNG
amo v gfdopdada 13 mg kot v gfdopdda 24 otn SmAd-TvEAN pdon Bepancioc. ‘Eva facuco
dgvtePEVOV TEAIKO onpeio NTavV T0 T0c0oTd cuveyovs amoyng (CA) yuo To dSidotnua ard v
efdopdoa 13 €wc kar v efdopdda 52.
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Av 1 pedém €dei&e to 0perog piag emmpocbetng Bepomeiog, didpkelag 12 eBSopddmv pe
CHAMPIX 1 mg 600 @popég tnv nuépa Gt S10THPNOT TG SIKOTNG TOV KUTVIGHOTOG £VAVTL TOV
EIKOVIKOD QOPUAKOD: 1) AVAOTEPOTNTA EVOVTL TOV EIKOVIKOD Qapudkov dcov apopd to CA
drtnpnonke €wg kot tnv efoopdda 52. Ta Pacikd aroteléouata cuvoyilovtal otov akdiovbo
nivokao:

MMoocoota Xvveyovg Amoyils o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewovuco Awgopd Adbyog
n=602 QOPLLOKO (95% CI) mbavotnTmv
n=604 (95% CI)
CA* EBS. 13-24 70,6% 49,8% 20.8% 2,47
(15,4%, 26,2%) (1,95, 3,15)
CA* EBS. 13-52 44,0% 37,1% 6.9% 1,35

(14%,12,5%) (1,07, 1,70)

*CA: [Toocootd Xvveyovg Amoyng

Yndpyel mpog 10 Tapdv TEPLOPICUEVT KAVIKT eumelpia pe ) xpron tov CHAMPIX petaéd tov
OTOU®V TNG HAOPTNG PUANG, DOTE VO TPOCIOPICTEL 1] KAVIKY] OTOTEAEGHOTIKOTNTO.

Evédikty nuepounvio draxonns petald twv efdoucdwmv 1 kor 5

H amoteleopatikdmra kol aocpaieio e PapevikAiivng Exet agloloynbel o kamvioTéG OV €YoV TNV
eveMéia va dtokdyouv 10 KATVIopo Letald Tov efdopddmv 1 kot 5 e Bepaneiog. Xe avtr TN pHeEAé
dudpkelag 24 efoopdadmv, ot acheveig Erafav Bepomeio yio 12 efdopddeg kot akorovdnoay pio
nepiodo mapakorovBnomng, dvev Bepamneiag, dSidpketog 12 efdouddwv. To T0G0GTO S1KOTNG TOV
kamviopatog KafoAn  dwdpkela 4 efdopddmv (CQR) (efdopndadec 9-12) yia t Papeviciivn Kot to
ewoviKo @dppoko frav 53,9% kot 19,4%, avtictorya (dtapopd=34,5%, 95% CI: 27,0% - 42,0%) kot
10 CA y1a T1g €fdouddeg 9-24 ntav 35,2% (Bapevuchivn) évavtt 12,7% (eikovikd eappoko)
(drpopd=22,5%, 95% CI: 15,8% - 29,1%). Or acBeveic mov dev embupodv i dev £xovv
duvatodTnTo Vo opicovy pic NUEPOUNVIN-GTOYO SIOKOTNG EVIOS TV efdopddmv 1-2, umopel va Toug
d00el n duvatdtnTa va Egxtviioovy T Bepameia Kot PeTd vo eMALEOVVY TN O1KN TOLG NUEPOUNVIN
SLOKOTN G TOV KOTVIGHOTOG EVTOG 5 BdopddmV.

Meléty og aobeveic mov emavovmofinbnkoy oc Osporeio e CHAMPIX:

To CHAMPIX a&loloynfnike o pio SUTAG-TUQAT, EAEYYOLEVT LLE EIKOVIKO QApLOKO peAETN 494
acBevav, ot omoiot giyav kdvel pio Tponyoduevn TPOoTAOELN S10KOTHG TOL KATVICUATOG LLE
CHAMPIX «an gite dev métuyav va to dakdyouv gite vrotpomiocay petd m Bepaneia. Ta dropa wov
EUPAVICOV KATOL0 OVICLYNTIKY] OVETIBOUNTN EVEPYELD KOTA TN SIOPKELN TNG TPOTYOVpEVN G Bepameiog
arokAeiotnkav. Ta dropa TuoyaoromOnkav 1:1 ce CHAMPIX 1 mg 600 @opég nuepnoiong (n=249) 1
goVIKO @dppoko (n=245) ya 12 efdopddeg Bepaneiog kot akolovOwe Tapakolovndnkay yio 40
efdopdoeg petd v olokinpwon tng Bepaneiog. Ot acheveic mov cvumepIAnPONGOY GE QLT TN
peAérn giyav Adfer CHAMPIX og pio mpoomdfeia d10k0mng TOL Kamviouatog 6to maperov (ue
eMd1oTn GLVOAIKN dudpkela Bepameiog T V0 EROOUAOES), TOVANYIGTOV TPEIS WAVEG TPV Ald TNV
évtaln Toug oTn UEAETT Kol KATTVILAY Y10l TOVAGYLOTOV TEGGEPIS EPOOMADES.

Ot acBeveic mov éhapav CHAMPIX eiyav emPefaropévo péow tov CO avdTEPO TOGOGTO OTOYNG
Katd TN d1dpKeln TV ELSopddmV 9 fwg kat 12 kot amd Tic efdopddeg 9 £mg Kot 52, o GUYKpIoN UE
Ta dTopa wov EAafav Bepameio pe eucovikd edppoko. Ta Pacikd anotedéopota cuvoyilovial oTov
axolovbo mivoka:

MMoocoota Xvveyovg Amoyilg o€ Atopa vrd Oepancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewoviko Ao6yog mBavotrtov (95% CI),
n=249 QAPLAKO T p
n=245
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CA*EBS.9-12  45,0% 11,8% 7,08 (4,34, 11,55),
p<0,0001

CA*EB5.9-52  20,1% 3,3% 9,00 (3,97, 20,41),
p<0,0001

*CA: I[Toocootd Xvveyovg Amoyng

2T0010K1 TPOGEYYION OTH OLOKOTH TOV KOTVIOUOTOS

To CHAMPIX a&loloynfnike og pia SUTAG TOQAY], EAEYXOUEVT LE EIKOVIKO QAPLOKO PEAETT

52 gBfdouddwv, 1.510 atdpwmy mov dev umopovoay 1 dgv nTav Tpdva Vo S1oKOWYOLY TO KUTVIGHO OE
dtlone TEcaapav fSouddwy, aAld fTay Tpdhupa Vo LELDGOLV GTAd10KE TO KATVIGUA TOVG GE
dtdotnua 12 efdopdadmv mpv amd ™ daxonn. Ta dropa tuyaionomOnkav gite e CHAMPIX 1 mg
Vo popéc v Nuépa (n=760) eite o ewcovikd pdapuaxo (n=750) ywo 24 efdopddeg Kot
napokolovOnOnKay petd anod ) Oepancio Emg v efdondada 52. Ta dropa Erafav odnyia va
LEWDGOVY TOV 0plBpd TV Tolydp®v Tov KAmvilay katd TovAdyiotov S0 101G eK0TO £mG TO TEAOG TV
TPOTOV TE6oUpmV efdopadmv tng Bepameiog, akolovbovuevn and nepaitépm peimon 50 toig ekatd
amo Vv gfdopdada técoepa Emg TNV gfdopdda oxtd g Bepameiag, pe oTdY0 TNV EMiTEVEN TANPOLG
amoyng €mg Tic 12 efdopddeg. Metd tnv apyikn edaon peimong tov 12 gfdopddmv, ta dtopa
ocuvéyloav tn Oepameio yio dAdeg 12 efdopddes. Ta dropa mov Elapav Bepaneio pe CHAMPIX eiyav
onuoavtikd vymAdtepo [locootd ZuveyoOc ATOYNG CLYKPLTIKA UE TO EIKOVIKO pdppoko. Ta kopla
amoteléopato cuvoyilovtal otov akoAovbo Tivaka:

MMoocoota Xvveyovg Amoyilg o€ Atopa vrd Oepoancio pe Champix évavti Tov Etkovikov
Dappdkov

CHAMPIX Ewkovuco Ao6yog mbavotrtav (95% CI),
n=760 QapULOKO TN p
n=750
CA* EfBd. 15-24 32,1% 6,9% 8,74 (6,09, 12,53)
p<0,0001
CA* Efd. 21-52 27,0% 9,9% 4,02 (2,94, 5,50)
p<0,0001

*CA: I[Toocootd Xvveyovg Amoyng

To wpoeik acedretog tov CHAMPIX og avth T HEAETN NTOV CUVETEC LE TIC LEAETEG TPV GO TV
KUKAOQOpPio, TOV QUPUAKOD GTNV ayopd.

Aroua e kopoioyyeloxn voeo

To CHAMPIX a&loloynnke ce pio Toyxotomomuévn, SmAA-TOQAY, EAEYYOUEVT LE EIKOVIKO QAPUOKO
UEAETN G€ ATopo e oTabepr|, KapdlayyeloKk vOco (EKTOG 1) EXTAEOV TNG VIEPTAGTC), 1 OToia glye
dyvaoobei yio mepiocdtepo amd 2 unves. Ta dropo ToyatomomOnkav vo Aappfavooy CHAMPIX 1 mg
Vo popéc nuepnoing (n=353) 1 ewoviko eappoko (n=350), yia 12 efdopddeg Kot akoloHOmg
mopokorovdnonkoy yio 40 efdouddeg petd v oAokAnpwon g Bepaneioc. To T0606TO SloKOTNG
ToV Komvicpotog kafoAn tn dudpkela 4 gfdopddwmv (CQR) yio ) Bapevikhivny Kot Yo TO EIKOVIKO
eappaxo ntav 47,3% kot 14,3% avriototya kot to CA yia Tig efdouddeg 9-52 rav 19,8%
(Bopevikhivn) évavtt 7,4% (eikovikd @apUaKo).

Odvatot kot coPopd kKapdlayyelokd copPauato agtoroynOnkay and pio exttpont| wov dev yvopile
v yopnyovuevn Oepamneia (blinded committee). Ta mapaxdtom a&loloyndévia copfauata
ekdNAGONKOV pe cuyvotnTa gpEavions >1% oe kabepio and Tic BepamevTikég opades, KOTd T
dudpkela g Oepameiag (M o€ pio tepiodo 30 nuepdv PeTd TV oAoKANpmon ¢ Oepameiag): un
Bavatnedopo Epepaypa tov pookapdiov (1,1% évavtt 0,3% yio 1o CHAMPIX kot to gicovikd
(QAPLOKO, OVTIGTOLYO) KOl EICAYWOYT 6€ Vocokoueio Yo otndayyn (0,6% évavtt 1,1%). Katd ™
SLAPKELD TNG TEPLOOOV TOpaKoAOVONOTS Ywpic Oepameia Emg 52 efdopadeg, Ta aoroynévra
ovupdpata cvumeptErafay TNy avaykn yo otepaviaio exavayysioon (2,0% évavtt 0,6%), tnv
glo0yoyn og vocokopeio v otndayym (1,7% évavtt 1,1%) ko tn véa S1dyvoon TepLpEPIKNG
ayyewkng vooov (PVD) i tv elcoywyn yo dwodikacio oyetikny ue PVD (1,4% évavti 0,6%). Kdmotot
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ac0eveig Yo TOLG 0TTOIOVE UTTALTEITO GTEPAVININ EXAVAYYEIDOT), VTEGTNCUV T JAOIKAGIO (0C LEPOG
NG AVTILETOTIONG U1 Bovatneopov UEPEYLOTOC TOV HVOKAPSIOL Kol EICAYMYNG GE VOGOKOUELD Yia
omBayym. Kopduayyeiokog 8évatog cuvéfn oto 0,3% tov acBevdv Tov Bepameutikod oKEAOVG LUE
CHAMPIX ka1 oto 0,6% T0v ac0evdv Tov Oepameutikod 6KEAOVG IE EIKOVIKO PAPLLOKO, KOTA TN
dudpkela TG LEAETNS TV 52 gfdonddmv.

Mio, peta-avaivon 15 khvikadv dokipumv, pe Oepameio didpketoc > 12 gfdouddwv, mov tepehapupave
7.002 acBeveic (4.190 ce CHAMPIX, 2.812 g €1koviKo QApUOKO), TPOYUATOTOONKE Y10 Vo
a&10M0YNOEL GLOTNUATIKA TNV Kapdtayyelakn acediela, tov CHAMPIX. H peiétn o acbeveic pe
otodep1| KapdyYELOKT VOGO, TTOL TEPLYPAPETOL TAPUTAV® CUUTEPIEANPONKE GTN LETA-OVAAVOT).

H xdpla avédAvon e kapdloyyelokng ac@drelog tepteAdupoave TV ELEAEvIon Kot To XpOvVo ELQAvVIons
evoc ovvBeToL TEMKOD omnueiov Tov Meilovav AvemBountov Koapdayysiokov Zoppoudtov, o
opifovtar w¢ kapdiayyelakodg Odvartog, un Bovatneopo Euepayura Tov Lookapdiov Kot un avatnedpo
aYYEWKO eYKEPAAKO emelcdo10. Ta cupPdpata ovtd mov cupnepnEdncav 6to TeElkd onueio
emPeforddnkay omd pia, aveEaptnt enttponn mov o yvaopile tnv evepyn Oepameio (blinded
committee). ZuvoAikd, £vag uikpog aptduog Meilovav Avembduntov Kapdiayysliokov Zoppfopdtov
eupavioTnKoy Kotd tn diapkela g Oepomeiog oTig LEAETEC TOV GLUTEPIEANPONCAY G LETO-
avéivon (CHAMPIX 7 [0,17%], ewovikd @dapuaxo 2 [0,07%]). Emmiéov, évag pikpog aptOpudc
Meilovav AvemBountov Kapdiayyelakdv ZvuPopdtov speoavictray og kot 30 nuépec uetd
Oepamneio (CHAMPIX 13 [0,31%], eikovikd eappoko 6 [0,21%]).

H peta-avéivon £oei&e 6t 1 ékBeon oto CHAMPIX eiye wg anotédespo pio ovaroyio Kivduvou yio
Meilova AvemBbunto Kapdioyyelaxd Zvppdupata tng taéemg tov 2,83 (95% dtdotnua eumietocivng
amo 0,76 émg 10,55, p=0,12) ce acleveic katd ™ didpketo ¢ Oepaneiog kot 1,95 (95% ddotnua
eumotoovvng omd 0,79 éwc 4,82, p=0,15) ce acbeveig émg 30 nuépec petd ) Oepameio. To Topamdvod
elvat 1oodbvoo, pe pia kat’ extipnon avénon tov Melldvov Averdountov Kopdiayysiokmv
SvuPapdtov kot 6,5 kot tov Mellovov AverBountov Kapdiayyelakdv Zvupapdtov kotd 6,3

avd 1.000 acBeveic — étn, avdroya pe v €kbeon. H avaloyia kivdovov yio Meilova Avembounta
Koapdiayyeaxd Zoppauato fray vyniotepn oe acbeveig e KapdlayyELKovg Topayovieg Kivohvou
EMTALOV TOV KAMVIGUOTOG 6€ GVYKPIoT e acbeveic ywpig GALOLS KapOLoyYELOKOVE TAPAYOVTES
KIVOUVOL EKTOC TOV KOTVIGUOTOC. 2T UETA-0VAALGT), VI PEAY TAPOUOLN, TOGOGTA BvnTOTNTAG
omotaconmorte artoroyiag (CHAMPIX 6 [0,14%], ekovikd eappako 7 [0,25%]) Kot Kapdtayyelokng
Ovnootrog (CHAMPIX 2 [0,05%], ewovikd eapuaxo 2 [0,07%]) otig ouddeg mov Aaupavoy
CHAMPIX évavtt autdv mov AAupavay EIKoVIKO QOpLOKO.

Melétn alioAdynong kopolayyelokns 0opalelog o aolevels ue Kai ywpig 16TOPIKO WOYIOTPIKNG
OL0TOPOYNHG

H xapdrayyeroxn (KA) acedareio tov CHAMPIX o&oloynnke ot Melétn oe AcBeveig pe ko
yopic Iotopikd Poyrotpikng Alatapoyng (apyikn nehétn: PA. mopdypapo 5.1 — Nevpowvyiotpixy
00QAAELR) KOL OTNV EXEKTACT NG Y®Pic Oepamneia, T Melétn A&ordynong Kapdiayyelaxng
Acoaielog, otnv omoia evtdydnkav 4595 acbeveic amd Tovg 6293, o1 omoiol oAoKANpOGAY TNV
apykn perétn (N=8058) kat vrofAnOnkov oe mapakorlobOnon émg v efdoudda 52. And dAovg Tovg
acOeveic mov Edafav Oepomeio otnv apykn uerétn, 1749 (21,7%) eiyoav uétpio Kopdlayyeloko
kivovvo kot 644 (8,0%) giyav vynAd kapdloyyelokd kivouvo, 0tmg kabopiotnke amd ) faduoroyio
katd Framingham.

To kdplo TehKd oNUEID KAPIIAYYEINKNG AGPAAELNC NTAV 0 YPOVOG MG TNV epedvion peilovog
avemBountov kapdiayyelakod cuppdpartog (major adverse cardiovascular event, MACE), 1o omoio
opiletar g kapdiayyelokdg Odvatog, un Bavatneopo EREpaypa Tov Hookapdiov | un Bovatneopo
QYYELKO EYKEPAAIKO EMEIGOO0 KOTA TN didpkela TG Oepameiag. O OdvoTot Kot To KopdloyyElKd
ocvppdparta a&oroynnkay amd pia aveEdptnn emttpomn mov dev yvapile v evepyn Bepomeio
(blinded committee).

O mopakdto wivakeg Tapovcldlel v enintoon tov Meldvov Avenifountov Kapdloyyelakov
SvuPapdtov (MACE) kot tic Avaroyieg Kivohvou Evavtt Tov eikovikod opuraKov yio OAEG TIg
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ounadec Oepameiog katd ™ ddpkelo e Oepaneiog kot abpoiotikd yia ) Oepameio kat £mg 30 nuépeg
UETE o LTV Kot £0¢ TO TEAOG TNG LEAETNC.

CHAMPIX Bovnpomévn NRT Ewoviko
N=2016 N=2006 N=2022 PapROKO
N=2014

Kata Ty drapkera tig Ospanciag

MACE, n (%) 1 (0,05) 2 (0,10) 1 (0,05) 4 (0,20)
Avaloyia 0,29 (0,05, 1,68) 0,50 (0,10, 2,50) 0,29 (0,05, 1,70)

K1vovvoo (95% CI)

EVavTl EIKOVIKOD

POPUCKOD

Kata T drapreia tig Ospanciogs kar 30 nuépes uetd amé avtyy

MACE, n (%) 1 (0,05) 2 (0,10) 2 (0,10) 4 (0,20)
Avaloyio 0,29 (0,05, 1,70) 0,51 (0,10, 2,51) 0,50 (0,10, 2,48)

rkovvoo (95% CI)

EVAVTL EIKOVIKOD

POPUAKOD

Ewg to télog TG pueiétns

MACE, n (%) 3 (0,15) 9 (0,45) 6 (0,30) 8 (0,40)
Avaloyia 0,39 (0,12, 1,27) 1,09 (0,42, 2,83) 0,75 (0,26, 2,13)

K1vovvoo (95% CI)

EVavTl EIKOVIKOD

POPUCKOD

H yprion tov CHAMPIX, g fovmpomiovng kat tng NRT dev oyetildtav pe avénpévo kivouvo
KopdlyyElokdV avemifopntov copPapdtov o Kamviotés tov Ehapav Oepaneio enl mg ko 12
efdopdoeg kot vrofAnOnkav oe mapakoiovdnon Yo Emg 1 £T0g 68 GUYKPION LE TO EIKOVIKO PAPLOKO,
TAPOLO TOV OV UTOPEL VO OTOKAEIGTEL EVTEAMG 0L GLGYETION e&aLTiOG TOV GYETIKA PiKpOV aplBpon
TOV CLVOMKOV CUUPANATOV.

Aobeveic ue nmio-ustpia ypovio. awoppaxtiky wvevpovomalsia (XAII)

H amoteleouatikomra kot | acedieia oo CHAMPIX (1 mg 0o popég nuepnoimg) yio dtakomn
kanmviopatog og aobeveig pe Nrio-pétpro. XAIL katadeiytnie og pio Toyatomomuévn, SmAd-ToeAn,
EAEYYOUEV UE EIKOVIKO QAPLOKO KAVIKT doKIUN. L€ avTh TN peAétn duapkelag 52 gfdopddwv, ot
acOeveic Ehafav Oepameia yio 12 gfdopddeg kat ot cuvéEyELn akoAovONcay pio TEPiodo
mopokolovOnong akolovbovuevn amd edon dvev Bepomeiog diapkelag 40 efdopadmv. To kbplo
TEAKO omueio g pnehétng frav to emPefoatowpévo uécm tov povoterdiov tov avbpaka (CO) mt0606Td
SLoKOTNG TOV KOTvicpotog kafoAn ) diapkeia 4 efdopadmv (AW CQR) amd v efoopada 9 g 12
Kot £va, factkd 0eVTEPEVOV TEMKO GNUELD NTAY TO TOG0GTO GLVEYOVG amoyng (CA) amd v
EBdopdda 9 émg v ERdoudda 52. To mpopik acporeiog e PapevikAivng, coumeptiapufoavouévng
TNG TVELLOVIKNG OGPAAELOC, NTOV CUYKPIGIUO LE aVTO OV £XEL avagepBel o dAAeg KMVIKEG HEAETES
070 Yevikd TAnBucpd. To amoteléopata yio To 4W CQR (gfoopddec 9 €wg 12) kot 10 mocootd CA
(efdopddec 9 émg 52) avaypdpoviol otov akdAovdo mivako:

4W CQR (Epo. 9-12) CA Epo. 9-52
CHAMPIX, (n = 248) 42,3% 18,5%
Etcoviko gappaxo, (n = 8,8% 5,6%
251)
[AOyoc ThovoTHTOV 8,40 4,04
(CHAMPIX évavtt p <0,0001 p <0,0001
EIKOVIKOD QOPUOIKOD)

Melétn o€ aroua pe 10topixo ueilovog koaTabMmTiKng o1oTopoyns
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H amoteleocuatikdmra g Bapevikhivig emPefaidbnke o€ pio Toyalomomuévn, EAEYXOUEVN UE
EIKOVIKO QApUOKO HEAETN 525 atopmV pe 16Toptkd peilovog KataOAITTIKNG dlaTapoyng To TEAEVLTAIO
dvo &t M vo otabepn Oepameio. Ta T0c0GTA SloKOTNG G AVTOV TOV TANOLVGUO NTAV TAPOUOLD, LUE
aVTA OV avaEEPONKOY oToV YeVIKO TANOVGO. To T0G06Td GUVEXOVG amoyNg LETAED TV ELSOUAdMV
9-12 frav 35,9% oy opddo vid Oepaneia pe fapevikdivn évavtt 15,6% otnv opdda Tov EIKoVIKOD
eoppaxov (OR 3,35 (95% CI12,16-5,21)) kou peta&d tov efdopadmv 9-52 ntav 20,3% évavtt 10,4%
avtiotoryo (OR 2.36 (95% CI 1.40-3.98)). Ot mo cvyvég avembounteg evépyeieg (> 10%) oto dropa
mov Adppavav Bapevichivi rav vavtia (27,0% évavtt 10,4% yio To £1KOVIKO QAPLLAKO), KEQAAQAYiN
(16,8% évavtt 11,2%), datapayuéva ovepa (11,3% évavtt 8,2%), adavia (10,9% évavt 4,8%) kot
evepebiotdmra (10,9% Evavtt 8,2%). O yoylotpikég kKApokeg dev Katédel&ov dtapopéc uetald tov
OLAd®V PapeVIKAIVIG KoL EIKOVIKOD (OPUAKOD, OVTE GUVOAIKY ETOEIVOOT TNG KATAOAYNG 1 GAA®V
YOYLOTPIKOV CUUTTOUATOV KOTO TN SIOPKELN TNG LEAETNC, O€ Kapio omd TIc 600 OpdadeC.

Melén o€ aroua ue arobepn oyiloppévera i ayiloovvorcOnuatiky oioTopoyn

H acpddeia ka1 avoyn g Papevikhiving a&toloyndnke o pia SumAd-ToeAn pekétn pe 128
CUUHETEYOVTEG KOTTVIOTEG, e otabepn| oyilloppévela 1 oylocvvaicinpatikn detapayn veod
avTyuyooikn Bepaneia, ot omoiot TuyatomomOnkav 2:1 oe Papevikdivn (1 mg dvo popéc nuepnoing)
N 0€ €IKOVIKO Qappako, yio 12 efdouddes, pe emmiéov Tapakorovdnomn 12 efdopddmv yopic Aqym
QUPUAKOV.

Ot o ovyvég avemBounteg evépyeleg ota atopo Tov Adpupavay Bapevuckivn Rtav vavtia (23,8%
évavtt 14,0% tov gikovikod papudiov), kepaiaryio (10,7% évavtt 18.6% tov gtkovikoh QopraKov)
ko €petog (10,7% évavtt 9,3% tov e1kovikov @appdkov). Meta&d Tov avapepouevmv
VEVPOYLYLOTPIKAOV AVETIOOUNTOV EVEPYELDV, 1] ADTVIQ TOV 1) LOVT AVETIOOUNTN EVEPYELD TTOV
avapépnke Kot otig dVo opddes Bepaneing, o€ > 5% TtV aodevdv, o LeEYOAVTEPO TOGOGTO GTNV
opada TG PapevikAivng amd ovTd TOV EIKOVIKOD QapudKkov (9,5% évavtt 4,7%).

Yuvolikd, dev mapatnpninke emdeivoon g oxlloppEVeLdg o8 Kapio amd T opuades Oepaneiog, OTmG
LETPNONKE YE TIG WYOYLOTPIKES KAILOKES Kot OEV VINPYAY GLUVOAKA LETAPOAEG 0TA EEOTUPAIOIKA
onueio. Zmv opdda g PapevikAivng, o cOYKPION UE QUTI TOV EIKOVIKOD QUPUAKOL, Lo
UEYOADTEPN avaAOYiO ACHEVAOV OVEPEPE CVTOKTOVIKO 10E0GHO 1] GUUTEPLPOPE TPV TNV EVTOEN OTNV
peAétn (1otopikd ot dudpkela {®NG) Kot LeTd To TEPAG TNG TEPLOOOL GE dpaoTiky Bepameia (oTig
Hpépeg 33 émg 85, petd v tedevtaio 600m tng Bepaneiog). Katd tn didpkeia tng mepiddov oe
dpaotikn Bepaneia, 1 eTINTOOTN TOV GYETILOUEVOV LE OVTOKTOVIN OVETIOOUNT®V EVEPYEIDV NTAV
Tapopole Hetald Tov acbevav mov Adpupavay Bepaneio pe fapevikdivn Kol Tov 0cOevdv To
Aapupavav gikovikd eappako (11 évavtt 9,3% avtictoya). To 1060010 TV 00HEVAOV TOL EUPAVICAY
avemBounteg evépyeleg oyeTILOUEVES LE AVTOKTOVIO OTN PAOT TNG OpaCTIKNG Bepaneiag, o€ cOYKpIon
LE TN QAo PETA TNV oAokApwon tng Bepaneiog NTav apetdfinto oy opdada e PapevikAivng, evd
GTNV OLAS0 TOV EIKOVIKOD (PUPUAKOV TO TOGOGTO OVTO NTAY YOUNAOTEPO GTN PACT| PLETA TNV
oAoxAnpwon g Bepaneiog. [lapodio mov dev vnp&av avtoktovieg, vnpée pia andmepa
OVTOKTOViOG EVOG ATOUOL oL AdpPave Oepameio pe Papeviciivn, Tov 0010V TO 1IGTOPIKO OTN
dwdpketa {ong meplehdpupave apketés, mopopoteg anonepes. Ta mepropiopéva drabéaipa dedopéva
O7tO OVTN TN LOVOSIKY] HEAETN SIOKOTNG TOV KOTVIGLOTOG OEV EIVOL ETOPKT OOTE VO LTOPOVV VOl
e&ayBovv 0p1oTIKA CLUTEPACUATO OYETIKA e TNV AoPUAEWN o€ acbeveic e oyloppévela N
oyloocuvolsOnUaTIKY dtotaporyn.

Meiéty yio. ty Nevpowoyratpixy Aopdleio oe Atouo ue kou ywpic lotopiko Poyrotpixng Aiatopoyns

H Bapevichivn a&lohoyndnke og o TOYOOTONUEVT), SITAG TVQAY|, ELEYXOUEVT] LE OPOCTIKO Kol
EIKOVIKO QAPUOKO UEAETY], GTNV OTO10L GUUTEPIEAN PONKAY ATOLO LE IGTOPIKO YUYLOTPIKNG OLLTUPOYNG
(youyatpicn kooptn, N=4074) ka1 dtopa xopig 16TOptKo YuylaTpikig dtotapayng (Un woyloTpikn
kooptr, N=3984). Atopo niikiog 18-75 etdv, mov kanviCav 10 1 tepiocdTepa ToTydpo TNV NUEPQ,
ToyotomomOnkay og avaroyia 1:1:1:1 va AdPouvv Bapevikiivn 1 mg BID, fovrpomiovn
napateTapévng amodéspevong (SR) 150 mg BID, enifepa Oepaneiog vmokatdoToTov VikoTivig
(NRT) 21 mg/mpépa pe fobpaio peimon 1 IKOVIKO GAPLOKO, Yio pia epiodo Bepameiog didpKetog
12 gfdouddwv. Ztn cuvéyela, Tapakorlovdnbnkay yio daleg 12 efdouddeg petd m Bepaneia.
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To xbplo kataAnKTiKO onpeio aoceaielag NTov Eva cuvleTo onpElo ToV akOAovBwY
vevpoyuylotpikadv (NPS) avemBountov evepyeimv: coPapd copfdapata dyyovs, katdbiynmg, un
@Lo10A0YIKNG aicnong N exbpotntog ko pétpla 1 coPapd copuPapota di€yepong, embeTikdTTag,
TOPOUANPNTIKOV 1OEDV, WYeVdIoONoE®DY, 10000V avOpmmoKTOViNG, Loviag, TaVIKoD, TOPAvVoLlS,
YOYWOOTG, CVTOKTOVIKOD 10€0GUOD, OVTOKTOVIKNG CUUTEPIPOPAGS 1] KETLTLYOVC» VTOKTOVIOG.

2TOV TOPOKATO TIVOKO TAPOLGIALOVTUL T0 TOCOGTA TOV GUVOETOL KOHPLOV KUTOANKTIKOD oNueion
VELPOYLYLITPIK®V AVETIOOUNT®V EVEPYELDY, avd opdda Bepameiog, KaBmdg Kot o1 dapopég Kivduvou
(RD) (95% CI) évavtt TOL EIKOVIKOU POPUAKOL GTN U1 YOYLATPIKT] KOOPTY).

Emumiéov, otov mivaka mapovstdletol To VTOGHVOAO TOV GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIHOUNTOV EVEPYELDV GOPOPNG LOPONG:

Mn yoylotpiki koéptn
N=3984
Bapevukiivy Bovapomévy NRT Ewoviké
QOOPLAKO

ApON6S 0a60evarv mov 990 989 1006 999
Elafav Ogpameio
20vOETO KUPLO KOTAANKTIKG
onueio NPS AE, 13 (1,3) 22 (2,2) 25(2,5) 24 (2,4)
n (%)
RD (95% CI) évavtt -1,28 -0,08 -0,21
ELKOVIKOD QUPUIKOV (-2,40, -0,15) (-1,37, 1,21) (-1,54,1,12)
20vOETO KOTUAKTIKG
aonueio NPS AE cofapic ; 4(0,4) 3(0,3) 5(0,5)
popoings, n (%)

AE=avemBount evépyeto, NRT=eribepa Oepaneiog viokatdototmv vikotivig

Ta 1060614 TV GLUPAUATOY GTO GVVOETO KOTOANKTIKO oTpueio NTav YounAd o€ OAES TIC OMASEC
Oepoameiog kot oy Tapoduota N yapnAdtepa yuo kKobepio and T1g dpactikég Oepomneicc o€ GUYKPIOT UE
TO €IKOVIKO Qappoko. H yprion Papevikhivng, Povmponiovne kat NRT otn un yoylatpiky Kkodptn dev
OYETIOTNKE UE EVOV OTLOVTIKG AVENIEVO KIVOVVO Y10, VEDPOYLYIOTPIKES OVETIOVUNTEG EVEPYELEC GTO
obVOETO KOHPLO KATUANKTIKO GNUEID G€ GVYKPLoT LE TO €1KOVIKO pappako (ta 95% CI frav
YOUNAOTEPO, 0O PUNOEV 1 TO TTEPLEAGUPavay).

To T0G00TO TV ATOUMV UE CVTOKTOVIKO 10EUGUO KO/ OVTOKTOVIKT] GUUTEPLPOPE Pdoet TG
KApokog a&loAdynong e cofoapdmrag g avtokTovikotnTog Tov [Tavemiotnuiov Columbia
(Columbia-Suicide Severity Rating Scale, C-SSRS) fitav mopopoto petaé&d tov opadmv g
BopevikAivig Kot Tov EIKOVIKOD @apudKov Katd tn didpkela g Oepomeiog Kot g mapakoiovdnong
yopic Oepaneia, dnwc TaPoLCIAlETOL GTOV TUPUKAT® TivoKa:

Mn yoylatpiki KoopTn
N=3984
Bapevukiivy Bovnpomévn NRT Ewoviké
PaproKo
N=990 N=989 N=1006 N=999
n (%) n (%) n (%) n (%)
Katd 1 owapkera tng Oeponeiog
Apuos 988 983 996 995
a&lohoynBévimv
AVTOKTOVIKT)
GUUTEPIPOPE 7(0,7) 4(0,4) 3(0,3) 7(0,7)
KoM
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OVTOKTOVIKOG
10eaouog

AvtoKToviKn

cLUTEPLPOPE, 0 0 1(0,1) 1(0,1)

AvtokTovikog

1SeaopoC 7(0.7) 4(0.4) 3(0,3) 6 (0,6)

Koata ™) 1apkela g mapakorovdnong

Apipos 807 816 800 805
a&lohoynBévimv

AvtoKToviKn
GUUTEPLPOPE
Ko 3(0,4) 2(0,2) 3(0,4) 4(0,5)
OVTOKTOVIKOG
10eaouog

AvtoKToviKn

. 0 1(0,1) 0 0
GULUTEPLPOPAL

AvtokTovikog

138a010G 3(0.4) 2(0,2) 3(0,4) 4(0,5)

NRT=¢enibspo Oepomeiog vIOKATAGTATOV VIKOTIVIG

Ynnpée pio «emroyne» avtoktovia, n omoio onuetddnke Kot ) dudpkela g Oepaneiog og Eva
GTOUO OTN UM YUYLOTPIKY K0OpTH oL EAfe Oepameio e e1kovikd eapuaKo.

210V TOPOKATO TIVOKA TOPOLGLALOVTOL T0 TOGOGTA TOL GUHVOETOV KUPLOV KOTAUANKTIKOD GNueion
VELPOYLYLUTPIKMOV AVETIOOUNT®V EVEPYELDV, avd opdda Bepaneiog, KaBhg Kot o1 d10popég Kvdvvou
(95% CI) évavti Tov £1KOVIKOD QOPUAKOD TNV YoxlaTpikl] kodptn. [lapovsialovtar emiong ot
EEYMPIOTEG CLVICTMGEG TOV KOTUANKTIKOD OTUEIOV.
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Emumiéov, otov mivaka mapovstdletol 1o VTOGHVOAO TOV GUVOETOV KATAANKTIKOD onpeiov
VEVPOYLYLOTPIKAOV AVETIHOUNTOV EVEPYELDV GOBOPNG LOPONG:

Poyotpucn) KoopTn
N=4074
Bapevukiivy Bovnpomiévn NRT Ewkoviké
OOPLAKO
ApLOpGS achzvay mov 1026 1017 1016 1015
Elafav Ogpameio
2 0vOeTo KOpLO
KOToANKTIKO onueio NPS 67.6,5) 68 (6,7) 33(5:2) S0(4.9)
AE, n (%)
RD (95% CI) évavtt 1,59 1,78 0,37
ELKOVIKOD QUPUIKOV (-0,42, 3,59) (-0,24, 3,81) (-1,53, 2,26)
20VIOTOGEG KOPLOV
KOTOANKTIKOU 61pgiov
NPS AE, n (%):
Ayyoc” 5(0,5) 4(0,4) 6 (0,6) 2(0,2)
Kaotdfinyn® 6 (0,6) 4(0,4) 7 (0,7) 6 (0,6)
Mn @ucioloyikn aicnon® 0 1(0,1) 0 0
EyOpotnta’ 0 0 0 0
Aéyepon® 25 (2,4) 29 (2,9) 21 (2,1) 22 (2,2)
EmOeticotnral 14 (1,4) 9 (0,9) 7 (0,7) 8(0,8)
[Mopainpnrikéc 18éec? 1(0,1) 1(0,1) 1(0,1) 0
PevdacOnoelc? 5(0,5) 4(0,4) 2(0,2) 2(0,2)
[5c0opdg ovOpwmoktoviac? 0 0 0 0
Mavio® 7 (0,7) 9 (0,9) 3(0,3) 6 (0,6)
[Tavikoc? 7 (0,7) 16 (1,6) 13 (1,3) 7(0,7)
[Topdvora® 1(0,1) 0 0 2(0,2)
Poyoon? 4(0,4) 2 (0,2) 3(0,3) 1(0,1)
AVTOKTOVIKY GUUTEPIPOPEP 1(0,1) 1(0,1) 0 1(0,1)
AvtokTovikdg 1deacuoc? 5(0,5) 2(0,2) 3(0,3) 2(0,2)
«Emtuyfeo» avtoktovia® 0 0 0 0
2 0v0eT0 KOTOANKTIKO
onpeio NPS AE cofapiic 14 (1,4) 14 (1,4) 14 (1,4) 13 (1,3)
popoings, n (%)

AE=ovem00unt evépyeio, “Badbudc = AE coPapnc popeng, PBadudc = AE pétprag kot coPopnc
popoeng, NRT=enibspo Oepomeiog vwokaTaoTATOV VIKOTIVIG

Ye kaOe opdada Oepameiog, avapépnkay TeptocdTEPH GLUPALOTA GTNV YLYLOTPIKN KOOPTN 0d OTL
OTN U1 YOYLOTPIKT KOOPTI KO 1] EMIATOON TOV SUUPAUATOY 6TO GUVOETO KATOANKTIKO onueio fTay
VYNAOTEPN Yo Kabepio amd TIg dpacTikéC Oepaneieg o€ chykplon e To elKoVIKO Papuaxo. Qotdc0, N
ypnon Papevikrivne, Povmpomidvng kot NRT oty yoylotpikn kooptn 6eV GLGYETIGTNKE e Evay
OTUOVTIKA QLENUEVO KIVOLVO Y10 VEVPOWLYLOTPIKES OVETIOOUNTEC EVEPYELEC 6TO GVVOETO KOPLO
KOTOANKTIKO oneio 6€ cOYKPLomn e To ekoviKd eapuako (ta 95% Cl mepiehaufavay 1o unodév).
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2TV yuylaTpiki KoopTr), TO TOGOCTO TV OTOUMV LE UTOKTOVIKO 10E0CHO KO/ AUTOKTOVIKY|
ouumeppopd Pacetl g KAipakog a&loAdynong g cofapdTnTag TG CLTOKTOVIKOTNTOS TOV
[Movemotmuiov Columbia (C-SSRS) ftav mapdpoto petaé&d tv opddwv g Bapeviciivng kot Tov
EIKOVIKOD (OPUAKOD KOTA TN dtdpkela TG Oepameiog Ko g mapakolovnong ywpig Bepaneio, 0w
TOPOVGIALETAL GTOV TOPUKAT® TTivoka:

Yoyratpui] KodpTy
N=4074
Bapevuirivy Bovzmpomiévn NRT Ewoviko
PapROKO
N=1026 N=1017 N=1016 N=1015
n (%) n (%) n (%) n (%)
Kata tn owapkela g Ospameiog
Apibuos 1017 1012 1006 1006
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Ko 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
OVTOKTOVIKOG
10800UOG
Amomovm] 0 1(0.1) 0 2(02)
CLUTEPLPOPA.
AvtokToviKOg
Weaouode 27 (2,7) 15 (1,5) 20 (2,0) 25 (2,5)
Katd ) drapkera tng mapakorovdnong
Apibuos 833 836 824 791
a&loloynBévimv
AvTOKTOVIKY|
GLUTEPLPOPLL
Kaum 14 (1,7) 4(0,5) 9(1,1) 11(1,4)
OVTOKTOVIKOG
10800 UOG
AvTOKTOVIKT|
COUREPUPODE: 1(0,1) 0 1(0,1) 1(0,1)
AvtokToviKdg
Weaoude 14 (1,7) 4(0,5) 9(1,1) 11(1,4)

NRT=enrifepa Oepaneiog vIOKATACTOTOV VIKOTIVNG
Agv vnpée avoQOpPa KETITLYMOV» AVTOKTOVIOV GTNV YUYLATPIKT KOOPTN).

O1 ovyvotepa avapepopeveg avemBounteg evépyeleg ota atopo tov Elafav Bepaneia pe Papevikiivn
OTN HEAETT QVTH, NTOV TOPOUOIEG IE OVTEG TTOV TOPATNPNONKOY GE UEAETEC TPV OO TNV KUKAO(POPia
TOV QOPUAKOV GTNV ayopd.

Kot otic 600 ko0pteg, ota dtopa mov Eaafayv Oepomeio pe Papevuchivn Katadeiynie oTaTIoTIKN
avatepdtnTa oty enifeforopévn pécsm tov CO amoyn, Kotd T dtdpkela TV fdopddov 9 g 12
ka1 9 émg 24, oe cOyKplomn Ue To dropa Tov EhaPav Bepaneio pe fovmpomiovn, enibepo vikotiviig 1
EKoVIKO Qdppoko (BA. TapakdTo Tivaka).
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Ta Booikd amoTEAECUATO OTOTEAEGLATIKOTNTOG GUVOWILOVTOL GTOV TOPUKAT® TTIVOKOL:

Mn yoatpikn Koo6ptn Yoyatpui] KodpTy

CA 9-12 n/N (%)

Boapevuciivn 382/1005 (38,0%) 301/1032 (29,2%)

Bovmpomiovn 261/1001 (26,1%) 199/1033 (19,3%)

NRT 267/1013 (26,4%) 209/1025 (20,4%)

Ewoviko gdppoko 138/1009 (13,7%) 117/1026 (11,4%)
Yuykpicsig Oepamer@v: Aodyoc mbavoritev (0Odds ratio) (95% CI), tun p

Bapevuchivn évavtt 4,00 (3,20, 5,00), P<0,0001 3,24 (2,56, 4,11), P<0,0001
EIKOVIKOV QopULAKOL

Bovrpomdvn évavtt 2,26 (1,80, 2,85), P<0,0001 1,87 (1,46, 2,39), P<0,0001
EIKOVIKOD QOpUAKOL

NRT évavtt eikovikon 2,30 (1,83, 2,90), P<0,0001 2,00 (1,56, 2,55), P<0,0001
QOPULAKOV

Bapevuchivn évavtt 1,77 (1,46, 2,14), P<0,0001 1,74 (1,41, 2,14), P<0,0001
Bovmpompiovng

Bapevuchivn évavtt 1,74 (1,43, 2,10), P<0,0001 1,62 (1,32, 1,99), P<0,0001
NRT
CA 9-24 n/N (%)

Bapevuciivn 256/1005 (25,5%) 189/1032 (18,3%)

Bovrpomidvn 188/1001 (18,8%) 142/1033 (13,7%)

NRT 187/1013 (18,5%) 133/1025 (13,0%)

Ewoviko pdppoko 106/1009 (10,5%) 85/1026 (8,3%)
Xuykpiosig Ogpanerdv: Adyog mbavotitov (Odds ratio) (95% CI), tun p

Bapevikiivn évavtt 2,99 (2,33, 3,83), P<0,0001 2,50 (1,90, 3,29), P<0,0001
EIKOVIKOD QOpUAKOV

Bovnpomiovn évavt 2,00 (1,54, 2,59), P<0,0001 1,77 (1,33, 2,36), P<0,0001
EIKOVIKOD QOPUAKOV

NRT évavtt etkovikov 1,96 (1,51, 2,54), P<0,0001 1,65 (1,24, 2,20), P=0,0007
QOPUAKOV

Bapevichivn évavtt 1,49 (1,20, 1,85) P=0,0003 1,41 (1,11, 1,79), P=0,0047
Bovmpompiovng

Bapevikiivn évavtt 1,52 (1,23, 1,89), P=0,0001 1,51 (1,19, 1,93), P=0,0008
NRT

CA = 1moc0ot6 cuveyoic amoyne, CI = didotnua epumiotoocvvne, NRT=enifepa Oepomeiog
VIOKOTAGTAUTMOV VIKOTIVIG

Nevpowoyrotpixny Aopdieia: Meta-avaldoeig kai ueAéteg mopoTnpnong

ATO T1G aVOADGELS FEOUEVOV KAVIKDV SOKLUDV €V TPOEKVYAV 0TOJEIEELS AVENIEVOL KIVOHVOL Y1d.
cofapd VELPOYLYLOTPIKA GUUPBAUATE LE TN PAPEVIKAIVI GLYKPLTIKG LE TO EIKOVIKO QAPUOKO.
EmumAéov, o1 aveEdpmreg LEAETEC TapOTNPNONG OEV EXOVV TAPATKEL VITOCTNPIKTIKG GTOLYEID Yiot TNV
Yapén avénpuévon Kivovvov ekdNAMOENG GOPAPOY VELPOYVYLUTPIKOV CUUPBAUATOV 6TOVG 0cOEVEIG
oL AopBavouv Oepameia pe fapevikAivi cuyKpLTikd pe Tovg acbeveic 6Tovg 0moioVE £xEL
ovvtayoypapndei Ogpaneia vrokotdcstatwy vikotivng (NRT) 1 fovmpomiovn.

Mokonn ¢ Oepomeiog

H cvyvémta draxomrg g Bepanciog Aoym avemBountmv evepyelidv ftav 11,4% yuo ) Papevikiivn
évavtt 9,7% 1o TO EIKOVIKO APLOKO. X€ VTNV TNV OLAd0, 01 GLYVOTNTES dL0KOTNG TG Oepameiag Yo
TIC TTO GLYVEG aveEmBOUNTEG EVEPYELEG 0TOVG 0iebeVEi TOL VITOPANONKOY og Oepaneia pe fapevikiivn
nrav ot €€ng: vavrtia (2,7% évavtt 0,6% yia To gikovikd @appako), keporaiyia (0,6% évavtt 1,0% yia
TO EIKOVIKO Qappoko), admvia (1,3% Evavtt 1,2% yia 10 elkovikd QAPUAKO) Kot SloTapayréve. GVepa
(0,2% évavtt 0,2% Y10 TO EIKOVIKO QAPLLAKO).
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AvoAOoElg KMVIKOV SOKILMV:

[paypotomomOnKe pio LETO-OVAAVOT 5 TUYOOTONUEV®V, SITAL TVQADV, EAEYYOLEVOV UE EIKOVIKO
eapuako dokipumv pe 1907 ovuuetéyovieg aobeveig (1130 vo Bapevuchivn, 777 vd €1KOVIKO
(QAPLOKO), TPOKELUEVOD VA 0EI0A0YNO00V 0 0VTOKTOVIKOC 1000 UOG KOl 1] CUTOKTOVIKT] GUUTEPLPOPA,
OGS aVTd ONAGONKaY oty Khipoka a&loldynong g PapdtnTag TS GLTOKTOVIKOTITAS TOV
[Movemomuiov Columbia (Columbia-Suicide Severity Rating Scale — C-SSRS). H ev Aoyw peta-
avéivon mepiehdupave pio dokiur (N=127) o acbeveic pe 1otopikod oyloppévelag 1
oylocuvolcOnUaTIKng dtatapayng Kot pia, GAAn dokiun (N=525) o acbeveic pe 1otopiko
katdOlymc. Ta amotehéopato dev £de1&av kapio adENCN oTNV EXITTOGCT TOL AVTOKTOVIKOD 1OEAGLLOV
KOU/1 TNG QVTOKTOVIKNG CLUUTEPIPOPAC 6TOVG acbeveic mov Ehafav Oepameia e Bapevikiivn
OLYKPLTIKA pE ToVg acbeveic mov éhapav Oepameio pe tkovikod @APUOKO, OTMOS QOIVETOL GTOV
TOPOKATO Tivoka. AT Toug 55 aoeveig mov AvEPEPAY OVTOKTOVIKO 10EQGO 1] LTOKTOVIKN
oLUTEPIPOPA, 01 48 (24 V7o Papevikdiv, 24 VIO EIKOVIKO EAPUOKO) TPOEPKOVTAV OO TIG 60
SOKIUEG OTIG 0Toieg cuppeTelyay aobevels pe 1otopikd oylloppévelag/oylocuvalcOnuatiknig
draTapayne N kotdadinyng. Atyotl acOeveic avépepav t€to10 GUUPBAVTA OTIG AALEG TPELS OOKIUES (4 VT
Bapevikdivn, 3 vd EIKOVIKO QAPLOKO).

ApOpoc AcBevarv ko Avaroyio Kivovvov yio Tov Avtoktoviké Idgacnd Ko/ Tnv AVTOKTOVIKY
opmepreopd wov avaipnkay otnv kKhipoke C-SSRS aré o Meta-Avaiven S Kvikav
Aoxkipn@v Xoykprong e Bapevikhivig évavti Elkovikov ®apudxov:

Bapevuikirivn Ewkoviko
(N=1130) PaproKo
(N=777)
Acbevelg e OVTOKTOVIKO 10€0G O KOUT QVTOKTOVIKT] GUUTEPLPOPE* 28 (2.5) 27 (3.5)
[n (%0)]**
'Etn acBeviv éxbeong 325 217
Avaroyia kivdovov * (RR, 95% CI) 0,79 (0,46; 1,36)

* Ao avtovg, évag aofevig oe Kabe okéLOC Oepameiog avEPEPE AVTOKTOVIKY GLUUTEPIPOP
** AcBeveic mov ekdnrlwaoov cupPdvto émg kot 30 nuépec petd ) Bepoameio, ta % dev givar
oTodopuéva ave LeAETT

# RR mocootdv enintmong ava 100 £t aclevaov

[paypotomomOnke pia peta-avirvon 18 Simhd TVEADY, TUYOIOTOINUEVOV, EAEYYOUEVMV LIE EIKOVIKO
QAPLOKO KAVIKOV SOKIU®DV, TPOKELLEVOD Va. a&loAoynOel 1 vevpoyvylaTpiky ac@dielo TG
Bapevikhivng. Ot dokipég avtég mepleAdupavay Tig S SOKIUES TOV TEPTYPAPOVTOL TOAPATOV®, OTIC
omoiec ypnoomomOnke 1 kAipaxo C-SSRS kot cuvohkd 8521 acbeveic (5072 vid Papevikchivn,
3449 vrd €1KOVIKO QAPLOKO), OPIGUEVOL 0TTO TOVG 0TTOToVE Elyay Yyuylatpikég madnoels. Ta
amoTELECUATO, EOE1EAY TOPOUOLOL EMIMTMGT GLVOVUCUEVOVY VEVPOYLYIOTPIK®VY avVETIOOUNTOV
evepyeLmV, EKTOC amd TIg dlatapayés vvov, o€ acheveic mov hafav Oepameia pe Papevichivn
oLYKPLTIKA pe aoBgveig Tov Elafav iKoviko eappoko, pe avaroyio kivdvvov (RR) 1,01 (95% CI:
0,89-1,15). Ta cuyKevTp®TIKA dedOUEVE, amd 0vTEG TIC 18 dokipég £de1&av Tapdo10 TOG0GTO
EMMTOONG Y10 TIC LEUOVMUEVEC KATNYOPIES YuylaTPIK®V cVUPBAVT®V 6Tovg acbeveic mov EAafav
Oepameio pe Papevikdivn cuykpitikd pe tovg acbeveic mov Edafav eikovikd eapuako. O TopaKaTm
TVOKoG TEPLYPAPEL TIG GLYVOTEPO OvaPEPOUEVES (= 1%) Katnyoples avemBOUNTOV EVEPYELOV O
OYEOMN UE TNV YOYLUTPIKT] OCQAAELD, EKTOG OO TIC SLOTAPAYEC VTTVOV.

Poylatpikés avemOounNTeg EVEPYELES TOV EKONAMVOVTUL OE T06006T0 > 1% 1OV 0.60eveVv fdcser
TOV GUYKEVTPOTIKOV 0£00UEVMY a6 18 kKhvikég dokipég:

Bapevikirivy Ewkoviké

(N=5072) PaproKo

(N=3449)

Ayy®OeIC d10TOPayEC Kol GUUTTOUATO, 253 (5,0) 206 (6,0)
KotabMmtikéc dotapayéc g 0160eonc 179 (3,5) 108 (3,1)
Awtapayéc g 0160eong NEC* 116 (2,3) 53 (1,5)
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* NEC = ITov dev Ta&ivopovviar AAAOD
Ot apBpol (T0GooTd) aVTIGTOLYOVY GTOV aplOUd TV 06OEVOY TOV avaEEPOLY TO GLUPGY

Meléteg Tapatnpnong

Téooepig peréteg mapatipnong, kabepio amod tic omoieg meptelapPave amd 10.000 £mg 30.000
YPNOTESG PaPEVIKAIVIIG GTIG TPOGOPUOCUEVES AVOADOELS, GUVEKPLVAY TOV KivOuvo cofapdv
VELPOYVYLOTPIKOV GUUBAVTOV, GUUTEPILAUPAVOUEVOV TMV VOOTAELDV Y10 VEVPOWLYLALTPIKOVG
AOyovg Kot TV Bavatneopmv Kot pn Bovatneopmy GVTOTPAVUATICUOV, GTOVS 00BEVELG oL EAafav
Oepaneia pe Papevikiivn, Evavit Tov acbevov pe cvviayoypaenuévn NRT 7 Bovrpomiovn. Oheg ot
UEAETEG NTAV OVOOPOUIKEG LEAETEC KOOPTNG KOl TEPLEAAUPavay acBEVELG e Kot Y®pig WuyloTptko
1OTOPIKO. Xg OAEG TIC PHEAETEG YpnooToOnKay otaTioTikég HEBodOL Yo ToV ELEYYO TOV TUPAYOVI®V
oLYYVONG, CUUTEPIAAUPAVOUEVIG TNG TPOTIUNTENG TACTG CLVTAYOYPAPToNG PapeviKAivng o
acBeveig pe Kakvtepn vyeio, aAdd eEokoiovdel va vTdpyel TOAVOTNTO CLYYLTIKNG ENIOPACTG.

Avo amd Tic peréteg kKatédel&ov Oti dev vanpye Kopia Sapopd mg TPog Tov Kivouvo voonAegiag yio
VEVPOYLYLITPIKOVG AOYOLG HETAED TV ¥PNOTAV PEPEVIKAIVIG KOl TV XpNoT®V ETOEUATOV VIKOTIVIG
(avaroyia ktvévvov [HR] 1,14, 95% dudotnua epmictocvvng [CI]: 0,56-2,34 otnv mpdTn pHEAETN Kot
0,76, 95% CI: 0,40-1,46 ot devtepn perétn). H 1ox0¢ yio tnv aviyvevon T@v S109popdv oe VTG TIG
dvo peréteg ftav meproptopévn. H tpitn pekétn dev kotédeiée kapio d10popd g Tpog Tov Kivouvo
EKONAMONG YUYIATPIKMY OVETIOOUNT®V EVEPYELDV, Ol OTTOIES S10YIYVAOCKOVTOL KATE TN SEPKELDL LIOG
EMICKEYNG OTO TUNO, ETELYOVIMV TEPICTATIKMY 1| KATA TNV E10AY®OYT] Y10, VOGN AL, HETAED TV
YPNOTAOV Pepevikhivig kat tv ypnotodv fovrpomidovng (HR 0,85, 95% CI: 0,55-1,30). Me Baon t1g
avaPOPEG PLETA TNV KVKAOPOpPIia TOL PapUAKOoV, 1| Bovrpomidovn mhavov va oyxetileton pe
VEVPOYLYLOTPIKES OVETIOOUNTEG EVEPYELEC.

Ao Vv TETaPTN PEAETN OEV Tpodkuye Kapio EVOEEN Yo vYNAGTEPO Kivouvo Bavatneop®v Kot pun
Bovatnedpov avtotpavpaticpodv (HR 0,88; 95% CI: 0,52-1,49) otovg acbeveig oTovg omoiovg eiye
ocuvtayoypaen el epevichivn, cuykpitiKa Le Tovg acbeveig oTovg omoiovg eiye cvvtayoypoenOei
NRT. Ot tepuntdoelg S1omGTOUEVNC LTOKTOVING NTOV GTAVIEG KOTA TN SLAPKELL TOV TPV UNVOV
UETA TNV €vapEn OTOLGONTOTE POPLOKEVTIKNG ay®YNS (600 epiotatikd og 31.260 yprioteg
Bapevikhivig kot €61 meprotatikd o 81.545 ypnoteg NRT).

MEelETn KOOPTMV GE EYKLLOGLVN

g po peAétn kooptav Pacel mAnbucpov cuykpibnkav Bpéen mov ektédnikoav oto CHAMPIX in
utero (N=335) pe Bpéon ta omoia yevvinkay amd PNTEPES TOV KATVILAY KOTA T1 SIEPKELD TNG
gykopoovvng (N=78.412) kor pe Bpépn ta omoia yevvidnikoy amd untépeg mov dev kamvilav
(N=806.438). Zn peién avty, ta Ppéen mov extédnioav oto CHAMPIX in utero eiyov younidtepa
TOGOO0TA GLYYEVAV dapapTiov (3,6% évavtt 4,3%), Toketdv vekpav gpPpoav (0,3% évavtt 0,5%),
TPOWPwV ToKeET®V (7,5% évavtt 7,9%), pikpdv yia tnv nhwio komong (12,5% évavtt 17,1%) ko
TPOwPNS PNENG TV VEEVeV (3,6% évavtt 5,4%) o cvyKpion e To Bpéen mov yevvnOnkay omd
UNTEPEG TTOL KATVILOV KOTA TN S1APKELN TNG EYKLHOCHVIG.

Houdrarpikodg TAnBvordg

H amoteleopatikdmro kou 1 ac@dieio g fopevikAivng a&loloyndniKoy cg o TUXOOTOUEVT,
OUAG TVPAT, EAEYYOLEVT LE EIKOVIKO hppaKko perétn 312 acBevav, nlikiag 12 émg 19 etdv, ot
omoiol Kanvifov, Kotd LEGO Opo, TOLAAYLIGTOV 5 Talydpa TV NUEPa, KaTd T didpkela Tov 30 nuepmv
TP amd TN oTpatoAdynon kol giyav fadporoyia TovAdyiotov 4 oty KAipoka g e&étaong
Fagerstrom ywo tv e£dptnon and ) vikotivn. Ot acBeveig otpopatomomdniay kotd nikio (12—

16 etddv ko 17-19 g10dv) ko katd copatikd Bapog (< 55 kg kot > 55 kg). Metd and tithomoinon
dudpkelag 600 efdopadmv, ol acheveig Tov TuyatomomOnkay ot Ayn PapevikAivig e COUATIKO
Bapog > 55 kg éhafav 1 mg dvo popég nuepnoimg (opdda vynAng 66ong) i 0,5 mg dHo Popég
nuepnoing (opdada yauning 06ong), eved ot acbeveic pe copatikd fapoc < 55 kg édapav 0,5 mg dvo
Qopéc nuepnoing (opdado vyming doomng) N 0,5 mg pio popd uepncing (opdda yaunAng 66ong). Ot
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acBeveig éhaPav Oepaneia yio 12 gfdopdadeg, akorovBovpevn amd pio tepiodo avev Bepameiog
dudpxetag 40 efdopddmv, pali pe cuuPovAég KaTAAANAES Yio TNV NAKio TOVG 0 OAN TN JEPKELD TNG
UEAETTG.

O mopakdTo Tivokeg amd TNV TOPUTAVE TUSITPIKN LEAETT TAPOLGIALEL L0 GUYKPLION TOV
TOGOCTMV GLVEYOVLS amoyns (continuous abstinence rates, CAR) and Tig efoopnddeg 9—12, dnwg
emPefordbnke pe e&€tacn kotvivng o0p®V, Y10 TOV GUVOAMKO TANBVOUO TNG LEAETNG OTNV OUdda
TANPOLG avAAvong Kot yio Tov TANBuopd nikiog 12—-17 etdv.

CAR 9-12 (%) YHvoro 12 ém¢ 17 eT@@V
n/N (%) n/N (%)

YynAn d6on Boapevikiivng 22/109 (20,2%) 15/80 (18,8%)
Xopnin d6on Papevuchivng 28/103 (27,2%) 25/78 (32,1%)
Ewovikd pdppaxo 18/100 (18,0%) 13/76 (17,1%)
Yuykpicsig Oepameidv Adyog mBavotitov yio To CAR 9-12 (95% CI) [ty p]
Yynin d6on Bapevichivng Evovtt 1,18 (0,59, 2,37) [0,6337] 1,13 (0,50, 2,56) [0,7753]
EIKOVIKOV QopULAKOL

Xopnin d6on Papevikciivng Evovtt 1,73 (0,88, 3,39) [0,1114] 2,28 (1,06, 4,89) [0,0347]*
EIKOVIKOD QOpUAKOL

* Avtip 5 ) p oev Oewpeitar orotiotikd onuovtikl. Ot Tpokabopiousves S100IKOTIES OTATIOTIKWDV EAEYY WY O10KOTHKOY
0poTov N abykpion ¢ Oepanciog ue fopevikdiviy vynlnig 60ong évavt g Oepomeiog e EKOVIKG QOPUOKO OTH GOVOLIKT

HEAETN D&V HTOY OTATIOTIKG. CHUAVTIK.

CI = dudompa gpmietocivne, N = aptfudg acbevaov mov toyatomomdnkav, n = apldpodg acbevav ot omoiot, og Khbe
eniokeyn amd T1c efdopades 9 £wg 12 (cvumeprrapfavopévng), avépepay 0Tt dev KATVIGAV Kot Ogv xpnoionoincay dAla
TPOTIOVTO TOV TEPLEXOLV VIKOTIVN amd TNV TeEAevTaia eniokeyn TG neétng/tedentaio extkovavia (ot KoToypoen
XPNONG VIKOTIVIG) KOl GE OTMOIONTOTE OO AVTEG TG EMOKEWYELS eMPePoiddnie 6TL £xovv drakdyet, pe Paon v e&€toon
KoTwivng ovpwv.

52 ®@appokokivTIKEG 1O10TNTES

Amnoppoonon

O1 péyoteg GVYKEVIPAOGELG TNG PapeVIKAIVNG 0TO TAAGUA TOpATPOoVVTAL GuVIOmG og ddoTnua 3-

4 ©op®V HETA TN YOPNYNON Amd TO GTOUN. META TN YOp1YNoN TOALATA®Y OOGEWMY OO TO GTOUA G
vy1eig eBelovtéc, ol cuvOnKec oTabepng KoTAoTAONG EMTebYONKaAY o€ ddotnua 4 nuepov. H
amoppoeNon elval Kat' ovciov TANPNG, LETA TN YOPNYNOT OO TO GTOLN KOl T) GUGTNUOTIKY
dwbeoipdtnTa givor vynin. H frodiabecypotnta g Papevikiivng dtav yopnyeitar ond 10 oTOpN dgvV
emnpedletot omd To PayNnTod N TNV OPA YOPNYNONG HEGA 5T UEPOL.

Koatavoun

H Bapevikhivn KatavELETOL GTOVG 1GTOVG, CUUTEPIAUUPAVOUEVOD TOL EYKEQPAAOV. O PUIVOUEVIKOG
OYKOG KOTOVOUNG NTav Katd puéco 0po 415 Aitpa (% cvviereotn dwaomopds (CV) = 50) og cuvOfkeg
otafepng katdotaonc. H odvdeon tng Papevikdivig pe mpoteiveg Tov TAAGHTOG ival younin (<
20%) Kot ave&apTnTn 1000 Omd TNV NALKI0 OG0 KOl ad T VEQPIKN AEITOVPYi. XTO TPOKTIKA, 1
Bapevikhivn petagépetol LEG® TOV TANKOVVTO, KOl ATEKKPIVETOL GTO YAALL.

Blouetaoynuatiooc

H Bapevuchivn petafolriletar ehdyiota kabdc omekkpivetal avoAroimTn 6To 0VPa 6 T0G0oTO 92%),
EVO 10600t HIKpOTEPO 0md 10% amekipivetar pe T popen petafoAttmv. Ot devTepedoVTES
petaforites ota ovpa meptrapPdvovy to N-kappapvio-yAvkovpovidto PapevikAivng Kot Tnv
vdpoéuPapevikiivn. Zmnv Kukioeopia, 1 fapevikdiviy teptiapfavel o Tocootd 91% VAo
oyxetilopevo pe 1o eappako. Ot devtepedovteg KukAo@opovvteg petaforitec meptiappdvoov N-
kapPapvlo-yAvkovpovidio Bapevikiivng kot N-yAvkolvloPapevikiivn.
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In vitro pekéteg deiyvouv 6T 1 Papevikhivn dev avaotédlel Ta Eviupo Tov Kutoypopatog P450
(IC50> 6.400 ng/ml). Ta évlopa tov kutoyxpdpeTog P450 mov doKdoTNKE OV aVOGTEAAOVTOL TV TO
eéng: 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ko1 3A4/5. Eniong, og avBpodmiva nrotokdTTapa in
vitro, amodeiyfnie 0tL N Papevikhivn dev endyetl ) dpdon Tov eviouwv 1A2 kot 3A4 tov
Kutoypopatog P450. Erouévmg, n Papevuchivn etvor omiBavo va HeTaPAAet Tn QopUaKOKIVITIKN
ooV Tov petafoiifovror kKupimg amd Evivpa tov Kutoypodpotog P450.

Amofoin
O ypovog nuitong g Papevuchivng sivar mepimov 24 mpeg. H veppikn amékipion g fopevikiivng
EMTLYYAVETAL KVUPIOG d10 LEGM OTEPUUATIKNG O ONONG TAPAAANAL LLE EVEPYO COANVOPLOKT] EKKPLON

LEG® TOV OPYUVIKOD KOTIOVIKOL petapopéa, OCT2 (BA. mapdypapo 4.5).

IpoppikdTnto/Mn ypopukdTnTo,

H Bapevikchivn mapovotdlet ypappukn kvntikn otav yopnysiton dnaé (0,1 éwc 3 mg) 1 og
emovalopPavopeveg dooelg 1 émg 3 mg/muépa.

DapuoKOKIVNTIKN 0€ £101KOVC TANOvo LoV achevmv

Agv vTdpyovV KAVIKA OTULOVTIKEG SLOPOPEG GTN POPLOKOKIVITIKY TNG PfapevikAivng ot omoieg va
opeilovtal oty nlkia, T ELAN, TO VA0, TIG GLVNOELEG KUTVIGLOTOG 1] TN XP1OT) CLYXOPTYOVUEVMV
(QOPLOKEVTIKMV TPOIOVI®V, OTMG £XEL KOTAOELOEL 08 GUYKEKPIUEVEG PUPUOKOKIVITIKEG LEAETES KOl
(QOPLOKOKIVITIKEG VOADGELG TANOLGUGMV.

Hrozikn dvaleirovpyio
AOY® NG OTOLGIOG CTUAVTIKOD NAATIKOV HETOPOAMGLOV, 1| QUPUOKOKIVNTIKT TNG Papevikhivng dev
emnpedleton og acbeveic pe nratikny dvciettovpyia. (PA. Tapdypaeo 4.2).

Negpirn dvolertovpyio.

H pappoaxokivntikn tng fopevikAivng Tapéueve aUeTaPANTN o€ GTOopo e NI VEQPIKN
dvuodettovpyia (extipnmpevn kabapon kpeatvivig > 50 ml/Aentd ko < 80 ml/Aentod). Xe acbeveig pe
petpiov Babupov veppikn ducieitovpyia (extinmpevn kabapon kpeatvivig = 30 ml/Aentd ko < 50
ml/Aentd), n éxBeon ot Papevikhiviy avéndnke katd 1,5 popd Evavtt Tov acBevadv pe pUOIOA0YIKY
vEQPIKT Agttovpyia (ekTipdpevn kdBapon kpeativivng > 80 ml/Aentod). Le dropa pe coPapr veppikn
dvodettovpyia (exTipmpevn kabapon kpeatvivig < 30 ml/Aentd), n éxbeon otn Papevikiivn
avéNdnke katd 2,1 popéc. Le dropa pe veppondbeia tedkov otadiov (ESRD), n Bapevikiivn
amopakpOVONKe amotedecpatikd pe apokdbapon (PA. mapdypaeo 4.2).

Himawuévor

H pappaxoxivntikn tng foapevikiivig oe nAikiopévoug acteveic le pUGIOAOYIKN VEPPIKT AELTOVPYiN
(MAciog 65-75 etddv) givar mapopola Le VTV o8 EVIALKEG aoBevelg veapdtepng nAtkiog (PA.
napdypaeo 4.2). Ocov apopd Toug NAKIOUEVOVS 0COEVELG [LE LELOUEVT VEPPIKT AELTOVPYIa,
avatpeEate otV mopaypago 4.2.

Haidrazpixos ninBoouos

H poppaxoxvntik ama kot ToAAATAGV d0GemV PapevikAivng éxet diepevvniel o€ Toud10TPIKovg
acOeveic nhikiog 12 émg kot 17 TV Kot TOV TEPITOV AVAAOYT THG dOCTG GTO H0GOA0YIKO £DPOC TOV
0,5 émg 2 mg, to omoio peretnOnke. O1 cuvOnKeC 6TAbEPNG KOTAGTAGTC TG CVOTNUATIKNG EKBECTG
epnPov acbevav copotikov Bapovg > 55 kg, dmwg a&roroynnkay arnd mv AUC (0-24), ntov
OULYKPIGUIEG UE 0VTEG TTOL TTapaTNPNONKaAY Yo TI i01eC 600ELS, oTOV EVALKO TANOLGUO. OTay
yopnynonke 0,5 mg dVo popéc v NUéEPA, o1 cVVONKEC 6TabEPN G KOTAGTAGNC TG NUEPNoG EkBgomg
¢ Papevikhiving NTav, Kotd uéco 6po, vymidtepsg (katd mepinov 40%) oe eprfovg acbeveig e
ooUaTIKO Pdpog < 55 kIAd, o cOYKPION UE OVTEG TTOL TTapaTnPNONKAY oTov eviAiko TANBveuo. To
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CHAMPIX odev cuvictdtol og Tondlatpikon acOeveis, ETEION 1) ATOTEAEGLOTIKOTTO TOV GE OVTOV
Tov TANOvuopd dev €xel kataderyel (PA. mopaypdpovg 4.2 kot 5.1).

5.3 Ipoxivikd dedopéva yia TNV ac@drEL

Ta un KAvikd dedopéva dev amoKaADTTOLY 110iTEPO KivOuVvo Yo Tovg avBpdmovg pe faon Tig
oLUPOTIKEG LEAETES PAPUAKOAOYIKNG ACPAAELNG, TOEIKOTNTAG EMAVAAAUPAVOUEV®Y OOGEWDY,
YOVOTOEIKOTNTAG, YOVILOTNTOG Kot EUPPLIKNAG avATTUENG. € 0PGEVIKOVG 0LpOVPOIOVE TOV Xop1ynonke
Bapevikdivn yia 2 €1, TapatnpnOnke docoeEaptdpevn abENOT TG EXITTOGONS TOV EUPPLIKOD TOTOL
MIOpRoToG (6YK0G TOL MO0V ATOVG). XTOVG OmOYOVOLG EYKL®VY apovpaimV Tov EAafay BapevikAiivn,
napaTnpNONKe HeEl®ON NG YOVILOTNTOG Kol avénon TG ovTidpaong EKTANENG o€ aKoLoTIKO epEbioa
(BA. mapdaypapo 4.6). Avtéc o1 emdpacelg TapatnpnOnkay povo oe ekbécelc mov Bewpodvtan 6Tt glvan
OPKETE TAV® Ao TO OVATATO Oplo £kBecNG TOV AVOPMTOL, LTOSEKVVOVTAG UIKPT) OYECT) LUE TNV
KAvikn] gpfion. Ta pn kKhvikd dedopéva vodetcvoouy 0Tt 1 BapevikAivn £yl EVIOYVTIKES 1010TNTEG
LOAOVOTL £XEL XOUNAOTEPT] OPACTIKOTNTA OO TNV VIKOTIVN. L& KMVIKEG HEAETEG OE avOpdTOLS, 1|
Bapevucdivn £de1&e younAn mbavotnta Katdypnongs.

6. @®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoymv

IMuprvog drokiov

Awoxkio tov 0,5 mg kot 1 mg

Kvttapivn pikpokpootadiikn
Ddwopopuko dacBéotio avudpo
Kopuehioln vatprodyog dtootovpodpevn
Avvdpo KOAAOELDEG TTVPITIO

Mayviolo oteotikod

Enucédoyn diokiov

Awokio Tov 0,5 mg
YrpoueAroln

Awo&eidio Titaviov (E171)
[oAvaiBvievoyivkoin 400
Tpraxetivn

Awokio tov 1 mg

YrpoueAroln

Awo&eidio titaviov (E171)

Adxxo apyiiov Tov ooy koppviov E132
[oAvaiBvievoyivkoin 400

Tpraxetivn

6.2 AovppotoTnTeg

Agv gpappolerar.

6.3 Awgpkera {ong

Koyéheg (Blisters): 3 ypovia.

6.4 Iowitepeg mpourdcers katd ™ @OAAEN TOV TPOTIOVTOG

dvidooete ot Beppoxpacio pikpotepn tov 30°C.
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6.5 ®Vo1 KO GLOTUTIKA TOV TEPLEKTI

2uokevooieg yio tnv Evopén tne Depameiog

Koyéheg and PCTFE/PVC pe gvAho alovpviov oto wicw pépog, mov amotelovviat amd 1 didpovn
KoyéAn pe 11 x 0,5 mg emucodloppéva pe Aemto vuévio diokio Ko pio devtepn dtdpovn koyéln pe 14
x 1 mg emucodoppéva pe Aento vpuévio diokia péoa o€ eEmTeptkn| OeppokolAnpévn xaptivn
GLGKELAGIOL.

Koyéheg and PCTFE/PVC pe gvAho alovpviov oto wiow pépog, mov amotelovviat amd 1 didpovn
KoyéAn pe 11 x 0,5 mg emucodloppéva pe Aemto vuévio diokio Kot pio dgvtepn dtdpovn koyéln pe 14
x 1 mg emucodoppéva pe Aento vpévio diokia HEGO GE YAPTIVO KOVTL.

Kvoyéheg and PCTFE/PVC pe gvAho alovpviov oto wicw pépog, mov amotelovviat amd 1 dtdpovn
Koyéln pe 11 x 0,5 mg kot 14 x 1 mg emucodoppévo pe Aento vuévio dtokio Kot 1 dtdpoavn Koyérn pe
28 1 2 drpoveg Kowéreg pe 14 x 1 mg emkaAvppéva pe Aemtd vpuévio diokia péca oe eEmTEPIKN
OepLOKOAANLEVT] XAPTIVI] CLOKEVAGIOL.

"Eva e£@tepikd KouTi mov mepLEyeL:

Kvoyéheg and PCTFE/PVC pe gvALo aiovpiviov 6To Tiow HEPOS, TOV OTOTEAOVVTAL OO Hid SLApovN
KoyéAn pe 11 x 0,5 mg ko 14 x 1 mg emucodoppéva pe Aemtd vuévio diokia Kot 1 didpoavn Koyérn pe
28 1 2 drpoveg Kowéreg pe 14 x 1 mg emkalvppéva pe Aentd vpévio diokio péca oe eEMTEPIKN
OeppokoAinuévn xaptvn cvokevacio kot koyéreg omd PCTFE/PVC pe pvAlo alovpviov oto Ticm
UEPOG péaa og dVo eEmTepikég BEPLOKOAANUEVEG XAPTIVEG GUCKEVLUGIEG, EK TV OTOIMV KAOE pio
nepéyel 56 x 1 mg emkaivoppéva pe Aemtd vpévio diokia.

Mmropei va, pnv KukAopopohv OAEG Ol CLOKEVAGIES.

6.6 Iowitepec mpo@LAGEEIS amOppLYNg

Kopia g1d1kn| vroypéwon.

7. KATOXOX THX AAETAYX KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

8. APIOMOX(OI) AAEIAY KYKAO®OPIAZ
Yvokevaoieg yio v Evapén tng Oepomeiog:
EU/1/06/360/003

EU/1/06/360/008

EU/1/06/360/012
EU/1/06/360/025
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9. HMEPOMHNIA ITPQTHYE ETKPIXHY / ANANEQYXHY THX AAEIAX
Hpepounvia mpotng éykprong: 26 Xentepfpiov 2006

Hpepounvia tekevtaiog avavémong: 29 lovviov 2016

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aemtouepeic TANPOQOpieC Y10, TO TAPOV TPOIOV gival dlabéoiueg 6Tov dkTLOKS TOTO ToL Evpomaikon
Opyaviopot @apudkoy: http://www.ema.europa.eu.
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ITAPAPTHMA 11

IMAPAXKEYAXTHX(EYX) YIIEYOYNOZX(OI) I'TA THN
ATIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H HEPIOPIZEMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX
OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YHHEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
IHAPTIAQN

Ovopuo kot d1e00vvon Tov(twv) Topackevootn(@v) Tov sivarl vtevfuvoc(ot) yio TNV OTOdECLEVCT] TWV
TAPTId@V

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Teppovia

Pfizer Italia S.r.I.

Localita Marino del Tronto, 63100
Ascoli Piceno (AP)

Itoiio

270 £VTLTTO PVUALO OONYLDV YPTONG TOV PAPUOKEVTIKOV TPOTOVTOG TPEMEL VO ALVOLYPAPETOAL TO OVOLLOL
Kot 1 d1evBvvon Tov TEPACKEVAGTH TOL Elval VTELOLVOG Yo TNV ATOGECUEVOT| TG CYETIKNG TAPTISAG.

B. OPOI'H HEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppoxevTikd TPOidV Y10, TO OO0 AMAUTEITOL WLTPIKT] GLVTOYT).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢og1g meprodknc mapakorovOnong e ac@dierag (PSURS)

Ot amontioelg yio v vrofoin t@v PSURS yia to ev Adymeappokevutikd Tpoiov opilovial otov
KATAAOYO UE TIg Nuepounvieg avapopds g Evmong (katdioyog EURD) mov mopatifetor otnv
napdypoeo 7, Tov dpbpov 107y, g odnyiag 2001/83/EKkan kébe emaxdAovdng emkoipomoinong
OTM®G OMUOCIEVETOAL OTNV EVPOTATKT STKTLOKT TOAT| Y10, TO PAPHLOKAL.

A.  OPOI'H HEPIOPIZEMOI ZXETIKA ME THN AX®AAH KAI AIIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Y010 oroyeipions Kivovvou (XAK)

O Karoyog Adeiag Kukhogopiag (KAK) Oa die€aydyet Tig amottodUEVES dPAGTNPLOTNTEG KO
TOPEUPAGELS POPUAKOETAYPOTTVIONG OTT(¢ Tapovctdlovial 6to cvupmvnbév ZAK mov mapovcialetan
omv evotta 1.8.2 g adelog KuKAOQOPING Kol 0OTOIEGONTOTE EMUKOAOLOES EYKEKPIUEVES
avafempnoelg Tov XAK.

"Eva emikoupomomuévo TAK Qo mpénet va katatedei:

. Metd and aitnpa tov Evponaikod Opyoviopod @appdkmv,

. OnotedNmoTE TPOMOMOLEITAL TO GOGTNLO SLOYEIPIONG KIVODVOD, EIOIKE (G ATOTELEC U AYNG
VE®V TANPOPOPLAOV TOL UTOPOVV VO, ETLPEPOVY GNUOVTIKY QALY GTI GYECT] 0QELOVC-
KIVOUVOL M| 0C UTOTEAEGUO, TG EXITEVENG EVOG OTLLOVTIKOD OPOCTILOL (PAPUOKOETOYPOTVON 1
elaylotomoinon Kvdhvov).

. Ynoypémon Myng HETEYKPLTIKAV PETPOV
Agv gpapuoletot.
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ITAPAPTHMA 111

EIIIXHMANZXZH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

2V0oKELOGIN AYMYNG GLVINPNONG

OeppokoAnppEVN XapTIVI cuokevacia Tov TeplEyel eite 2 N 4 blister Twv 14 x 0,5 mg emikoivppéva
pe Aemto vuévio diokia Bapevichivng N 2 blister Tov 28 x 0,5 mg emikalvppéva Pe AETTO LUEVIO
dtokio PapevikAivng - ECOTEPIKT KOl EEMTEPIKT| EMOTUOVOT)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg
Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyet 0,5 mg Papevikhivig (wg tpuyo o&v).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

2V0OKELOGIN GLVTNPNONG TOL TEPLEYEL
28 emkaAvpupéva pe Aemtd vpévio diokia
56 emkaAvppévo Pe AETTO LUEVIO dloKia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPTON.

Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.
ApiQuoi 1 éwg 14

ApiBuoi 1 éwg 28

nitog w¢ ovufolo

peyyapt ws abufiolo

Na un gpnowonoteitol av £xel ovorydei To Kouri.
Awnpnote 1 cvokevacio dOcT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puidcoetal og Béom, TV omoia dev PAETOLY Kat dgv TpoceyYilovv Ta Todid.

7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)
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8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete o€ Oepuokpacio pikpotepn tov 30°C.

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/006
EU/1/06/360/007

13. APIOMOX ITAPTIAAX

Hoptido:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX 0,5 mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOYX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPUUU®TOS KDOKOS (2D) Tov pépet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 14 x 0,5 mg kot 28 x 0,5 mg emucoivppéva pe Aentd vuévio diokia Bapevikiivng oe
OepLoKOAANEVT XAPTIVI] GLGKELOGIN

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 0,5 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

2V0oKELOGIA AY®YNG GLVTINPNONG

Oepporxoinupévn xaptivn cuckevacio wov meptEyel ite 2 1) 4 blisters pe 14 x 1 mg emkaAlvppéva, pe
Aemto vuévio dokia Papevikiivng 1 2 blisters pe 28 x 1 mg emikaivppéva pe AenTd LUEVIO dloKia
Bapevikhivig — ecwtepikn Kot EEMTEPIKT EMOTLOVOT

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 1 mg
Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZH IE APAXTIKH(EX) OYZIA(EX)

Kda0e diokio mepiéyel 1 mg PapevikAiivng (og Tpuykd o&p).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

2VOKELOGIO GLVTNPNGNG TOL TEPLEYEL
28 emkaAvppéVa e AemTd vpévio diokia
56 emKoAvppévo Pe AETTO LUEVIO dloKia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPNON.

Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.
op1uol 1 éwg 14

op18uorl 1 éwg 28

nitog w¢ ovufolo

peyyapt ws abufiolo

Na pn ypnoponoleitot av £xel ovorydei To Kourti.
Awtnpnorte T cvokevacio GOucT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g B€or, TV omoia dev PAETOLY Kot dev TpoceyYilovv T Toudid.

7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)
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8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete o€ Oepuokpacio pikpotepn tov 30°C.

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/004
EU/1/06/360/005

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX 1 mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160146T0TOG YPUUU®TOS KDOKOS (2D) Tov 0épet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.
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18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
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92




EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 14 x 1 mg ko 28 x 1 mg emkaAvppéva pe Aemtd vpuévio diokia fapevikiivng o
OepLoKOAANEVT XAPTIVI] GLGKELOGIN

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

2V0oKELOGIA AY®YNG GLVTINPNONG

Xaptvo kovti mov mepiéyet 2 blisters pe 14 x 1 mg emkaivppéva pe Aemtd vIEVIO dloKia
Bapevuchiving M 4 blisters pe 14 x 1 mg emukaloppéva pe Aemtd vpévio diokio Papevikiivig i 8
blisters pe 14 x 1 mg emkodlvppéva pe Aemtd vuévio dtokio Papevikiivng 1 10 blisters pe 14 x 1 mg
EMKOAVUPEVA e AETTO VUEVIO Olokia Papevikiivng

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 1 mg
Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAITIKH(EX) OYZIA(EX)

K0 diokio mepiéyel 1 mg PapevikAiivng (og Tpuykd o&p).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

28 emkaAvppéVa e AemTd vpévio diokia
56 emKoAvppévo Pe AETTO LUEVIO dloKia
112 gmucodloppévao pe Aento vpévio diokia
140 emucodoppéva pe Aemnto vpéVio diokia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HEHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

Na pn ypnowonoteitot av £xet avorydet To KouTti.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g B€om, TV omoia dev PAETOLY Kot deV TPOGEYYILovY TO TAUdLA.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE
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9. EIAIKEYX YYNOHKEYX ®YAAEHX

dvidooete og Oepuokpacio pikpotepn tov 30°C.

10. TAIAITEPEX ITPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/009
EU/1/06/360/010
EU/1/06/360/011
EU/1/06/360/013

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX 1 mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPUUU®OTOS KMOKOS (2D) Tov pépet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 14 x 1 mg emkaivppéva pe Aentd vpévio diokio fapevikiivig

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETIAY KYKAO®OPIAX

Pfizer Europe MA EEIG (¢ Aoyotumo tov Katdyov e Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA

nitog w¢ ovufolo
peyyapt ws abufioro
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ENAEIZEIX TIOY IIPEITIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Yvokevaocia 2 foopddmv yuo v Evapén g Bepameiog

OeppokoAnpupévn xaptivn cvokevacio wov mepieyet 1 blister pe 11 x 0,5 mg emkaivppévo pe Aentod
vuévio diokia Bapevuchivng kot 1 blister pe 14 x 1 mg emkaivppévo pe Aemtd vpévio diokio
Bapevikdivig - ecmTepKN Kot EEDTEPIKT EMCNUAVON

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

CHAMPIX 0,5 mg

CHAMPIX 1 mg

Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZH IE APAXTIKH(EX) OYZIA(EX)

Kd&0e diokio mepiéyet 0,5 mg 1 1 mg Bapevuchivng (og Tpuykd o&v).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

Yvokevacio Evapéng Tov TePIEYEL
EmwoAvppéva pe Aemtd vpévio diokia
11x 0,5 mg kor 14 x 1 mg

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

Eekwnote v nuépa 1

H npépa mov Ba Saxdyete 10 KaTvicpa Bo tpémetl va eivar cuviBog peta&d g nuépog 8 kat tng
nuépag 14.

IMo va daxoyete otadlokd, Topakaieicdes va avatpégete 0To GUALO 0INYIDOV XPNONG VIO 0dNYiES
docoroyiag.

EBdopdda 1
EBdoundda 2

ApiQuoi 1 éwg 14
nitog w¢ ovufolo
peyyapt ws abufiolo

Na pn ypnowonoteitot av £xet avorydet To KovTti.

Awtnpnote T cvokevacio GOucT.
Aev mepiéyet diokio.
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6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidocoetal g Béom, TV omoia dev PAETOLY Kot dgv TpoceyYilovv Ta Todid.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete og Oepuokpacio pikpotepn twv 30°C.

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/003

13. APIOMOX ITAPTIAAX

Hoptida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX
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16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX
0,5 mg
I mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A165106T0TOG YPUUU®TOS KDOKOS (2D) Tov pépet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 11 x 0,5 mg emucaloppéva pe Aemto vpévio diokio Papevikiivig oe Oeppokoiinpévn
YOPTIVT] GLGKELOGIN

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 0,5 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH

| 4. APIOMOX ITAPTIAAX

[oprida

| 5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 14 x 1 mg emkoAvppéva pe Aemtd vpuévio dwokia Papevikiivng o Beppokorinuévn xaptivn
cuokevosio

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH

| 4. APIOMOX ITAPTIAAX

[oprida

| 5. AAAA XTOIXEIA

102



ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Yvokevaocia yo Vv évapén g Bepaneiog
Xaptvo kovti mov mepiéyet 1 blister pe 11 x 0,5 mg emkaivppévo pe Aemtd vEVIO dtoKia
Bapevuchivng kan 1 blister pe 14 x 1 mg emucodoppéva pe Aento vuévio diokia Bapevichivng

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

CHAMPIX 0,5 mg

CHAMPIX 1 mg

Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZH IE APAXTIKH(EX) OYZIA(EX)

Kd&0e diokio mepiéyet 0,5 mg 1 1 mg Bapevuchivng (og Tpuykd o&v).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

EmwoAvppéva pe Aemtd vpévio diokia
11x 0,5 mgkor 14 x 1 mg

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPNON.
AwBdote To POAAO 0dNYLDV YPNONG TPV O TN XPNOT.

Na pn ypnoponoieitor av £xel ovorydei to Kourti.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g B€om, TV omoia dev PAETOLY Kot deV TPOGEYYILoLY TO TAUdLA.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

103



9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete o€ Oepuokpacio pikpotepn tov 30°C.

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/008

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX
0,5 mg
1 mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOYX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A160146T0TOG YPUUU®TOS KDOKOS (2D) Tov 0épet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 11 x 0,5 mg emucaloppéva pe Aemtd vuévio diokio Papevikiivig

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

CHAMPIX 0,5 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETIAY KYKAO®OPIAX

Pfizer Europe MA EEIG (¢ Aoyotumo tov Katdyov e Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA

nitog w¢ ovufolo
peyyapt ws abufioro
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 14 x 1 mg emkaivppéva pe Aentd vpévio diokio fapevikiivig

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETIAY KYKAO®OPIAX

Pfizer Europe MA EEIG (¢ Aoyotumo tov Katdyov e Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA

nitog w¢ ovufolo
peyyapt ws abufioro
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Yvokevaocio 4 foopdadmv yio v Evapén tng Bepameiog

OepporkoAnupévn xaptivn cvokevacio wov mepiéyet 1 blister pe 11 x 0,5 mg ko 14 x 1 mg
EMKAAVUPEVA (e AETTO LUEVIO Otokia foapevikAivng ko 1 blister pe 28 1 2 blister pe 14 x 1 mg
EMKOAVUHUEVA e AETTO VUEVIO O1oKia fOPEVIKAIVIG - E0OTEPIKN KOl EEMTEPIKT EMICTLOVOT

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg

CHAMPIX 1 mg

Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAITIKH(EX) OYZIA(EX)

Kd&0e diokio mepiéyet 0,5 mg 1 1 mg Bapevuchivng (og Tpuytkd o&v).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

Yvokevaocio Evapéng 4 BSopadmV OV TEPLEYEL:
11 x 0,5 mg emkaloppéva pe Aemtd vpévio diokio
Ko

42 x 1 mg emukaAvoppéva pe Aemtd vpévio diokio

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HEHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

Eexwnote v Huépa 1

H npépa mov Ba Saxdyete 10 KAmvicpa o tpémel va etvar cuvnmg petad e nuépog 8 kat tng
nuépag 14.

INo va daxoyete otadlokd, Topakoieicde vo avatpégete 0To GUALO 0INYIDOV XPNONG Yo 0dNYiES
docoroyiag.

EBdopdda 1
EBdopdda 2-4

ApiQuoi 1 éwg 28
niAtog wg ovufolo
peyyapt ws abufiolo

Na pn ypnoponoleitol av £xel ovorydei to Kovrti.

Awtnpnorte T cvokevacio GOucT.
Aev wepiéyel diokia
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6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puidcoetal og Béom, TV omoia dev PAETOLY Kat dgv TpoceyYilovv Ta Todid.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete ot Beppoxpacio pikpotepn tov 30°C.

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/012

13. APIOMOX ITAPTIAAX

Hoptida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX
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16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX
0,5 mg
I mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A165106T0TOG YPUUU®TOS KDOKOS (2D) Tov pépet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Blister pe 11 x 0,5 mg kou 14 x 1 mg emkaioppéva pe Aento vuévio dlokia Papevikiivng oe
OepLoKOAANEVT XAPTIVI] GLGKELOGIN

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 0,5 mg
CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA

110



EAAXIXTEX ENAEIZEIX I1OY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

"Eva blister pe 28 1] 2 blister pe 14 x 1 mg emkaivppéva pe Aentd vpuévio diokia Papevikiivng o
OepLoKOAANEVT XAPTIVI] GLGKELOGIN

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiag Kukhopopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA

11



ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Yvokevaocia 12 efdouddwv yio v Evapén g Bepaneiog

Mia cvokevacio eEmTepKoh KOLTION TOL TEPLEYEL:

1 x Beppoxorinuévn yaptivn cvokevacio mov wepéyet 11 x 0,5 mg kot 14 x 1 mg enucodloppéva pe
Aemto vuévio dokia Papevikiivng kot 1 cvokevacia koyéing (blister) pe 28 1 2 cvokevacieg
koyéAng (blisters) pe 14 x 1 mg emkaAvppéva pe Aemtd véVio dtokia PapevikAivng kot 2 X
OepLOKOAANLEVEG YAPTIVEG GVOKELOGIES, K TV OTOlMV KAOE pia mePIEXEL 2 GLOKEVOGIES KUWEANC
(blisters) pe 28 11 4 cvokevacieg kKuyéAng (blisters) pe 14 x 1 mg emkaivppéva pe AETTO LUEVIO
dtokio Papevikiivng — eEMTEPIKTN KOl ECMTEPIKT| EMLOTIUAVOT].

[epiéyer Blue Box

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

CHAMPIX 0,5 mg

CHAMPIX 1 mg

Enucodoppévo pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

Kd&0e diokio mepiéyet 0,5 mg 1 1 mg Papevikiivng (og Tpuyikd o&p).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

Yvokevaoio 12 gfdouddwv yia v Evapén g Oepaneiog
OV TTEPLEYEL:

11 x 0,5 mg emucodvppévo e Aento vUEVIO dlokia

Ko

154 x 1 mg emkoivppéva pe Aentd LUEVIO doKia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 otopaTog ypnon.
Awpdote To POAAO 0OMNYLDV YPNONG TPV OO TN XP1OT.

Hexwnote v Huépa 1

H npépa mov Oa daxdyete 10 kamvicpa Oo tpénetl va eivar cuvniog peta&d e nuépag 8 kat tng
nuépag 14.

IMo vo daxdyete oTadloKd, Topakoieicds va ovatpéete 0To PUALO 0INYIDOV YPNONG Yo 0dNYieg
docoloyiag.

Mn ypnoiponoteite eav £xet avorydei To KovTi.

Awotnpnote T cvokevacio dfktn
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6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g Béor, TV omoia dev PAETOLY Kot deV TPOGEYYILovY TO TOUdLA.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX

dvidooete og Beppokpacio pikpotepn twv 30°C

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/025

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX
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16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX
0,5 mg
1 mg

17. MONAAIKOZ ANATINQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A166146TaTOG YPAUU®OTOG KOOKAS (2D) Tov pépet Tov TEPIANPOEVTA LOVAOIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ENAIAMEXHY XYXKEYAXIAY

Yvokevaocia 4 foopddmv yuo v Evapén g Bepaneiog

OepporkorAnuévn yaptiv) cuokevacio Tov mepigyet 1 ouokevacio kuyéing (blister) pe 11 x 0,5 mg
kot 14 x 1 mg emicodvppéva pe Aento vpévio diokia Bapevikiiving kot 1 cuokevacio KuywéANg
(blister) pe 28 1| 2 cvokevacieg kKoyéAng (blisters) pe 14 x 1 mg emkodvppéva pe Aentd vEVio diokia
Bapevikdivic — ecwTtepikn Kot EEOTEPIKT EMCTLOVOT.

Agv mepiéyetl Blue Box

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg

CHAMPIX 1 mg

EmwoAvppéva pe Aemtd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyet 0,5 mg 1 1 mg Bapevuchivng (g Tpuykd o&v).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

Yvokevaocio 4 foopadmv yio v évapén g Oepaneiag mov mepiéyet:
11 x 0,5 mg emicodvppévo e Aentd vUEVIO dlokia

Ko

42 x 1 mg gmucodoppévo pe Aemtd vpévio diokio

Agv datiBeton Tpog TdANoT EgY@pPloTd.

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 otopaTog ypnon.
AwBdote To EOAAO 0dNYLDV YPNONG TPV O TN XPNOT.

Hexwnote v Huépa 1

H npépa mov Oa. daxdyete 10 kamvicpa Oo mpénet va givar cuviog pueta&d e nuépog 8 kat tng
nuépag 14.

INo va daxoyete otadiokd, Tapakareicds va avatpééete 6To PUALO 0INYIDV ¥PNONG Yo 0dNYieg
docoroyiag.

EBdopdda 1
EBdopdda 2-4

ApiQuoi 1 éwg 28
nA10¢ wgs odufioro
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QPEYYapPI WS obUforo
Mn ypnoiponoteite av £xet avorydei To KovTi.

Awotnpnote T cvokevacio dfktn
Aev mepiéyer diokio

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g Béom, Tnv omoia dev PAETOLY Kot dgv TpoceyYifovv Ta Toudid.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEYX ®YAAEHX

dvidooete og Beppokpacio pikpotepn twv 30°C

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZX(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/025

13. APIOMOX ITAPTIAAX

Hoprida:

14. TENIKH KATATAZH I'TA TH ATAOGEXH
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| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX
0,5 mg
1 mg

17. MONAAIKOZ ANATNQPIZTIKOX KQAIKOX — AIFAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpappoleton

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

Agv gpappoleton
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EAAXIXTEX ENAEIZEIX I1OY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Yvokevacio koyéing (blister) pe 11 x 0,5 mg ko 14 x 1 mg emkaAvppéva pe Aemtd vuévio diokio
Bapevikhivine oe OepuokoAAnuévn yapTIvi) GLOKEVAGIN

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 0,5 mg
CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov g Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Mio. cvokevacio koyéing (blister) pe 28 | 2 cvokevacieg koyéAng (blisters) pe 14 x 1 mg
EMKUAVUUEVE, e AETTO VUEVIO O1okia PBapevikhivig og OepuokoAinuévn xapTivi) GuoKELOGIO

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ENAIAMEXHY XYXKEYAXIAY

2V0oKELOGIA AY®YNG GLVTINPNONG

OepUoKOAANUEVT] YAPTIVI] CLCKEVAGIN TOV TEPIEXEL 2 cuokevacies kKuyéAmv (blisters) pe 28 1 4
ocvokevaoieg kKoyéAng (blisters) pe 14 x 1 mg emucoloppévo pe Aentd vuévio diokio Bapevichiiving —
E0MTEPIKT KO EEMTEPIKT| EMONUOVOT)

Agv mepiéyetl Blue Box

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

CHAMPIX 1 mg
EmwoAvppéva pe Aemtd vpévio diokia
Bapevikiivn

2. XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

K0 diokio mepiéyel 1 mg Bapevikdivng (og Tpuykd o&p).

3. KATAAOTI'OX EKAOXQN

4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

2VOKELOGIO GLVTNPNGNG TOL TEPLEYEL
56 emkaAvppévo Pe AETTO LUEVIO dloKia

Agv datiBeton Tpog TdANoT EeY@ploTd.

5. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

Amo6 otopaTog ypnon.

Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.
op1uorl 1 éw¢ 14

op1uoi 1 éwg 28

nA10¢ w¢ ovufioro

QPEYYapPI WS oOUforo

Mn ypnotponoteite dv £xet avorydei To KovTi.

Awotnpnote T cvokevacio dfktn

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g B€om, TV omoia dev PAETOLY Kot deV TPOGEYYILoLY TO TAUdLA.
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| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEYX ®YAAEHX

dvidooete og Beppokpacio pikpotepn twv 30°C

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN ‘H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZX(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/025

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMTAHPO®OPIEX XE BRAILLE

CHAMPIX 1 mg

17. MONAAIKOZ ANATNQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpappoleton
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18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

Agv gpappoleton
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EAAXIXTEX ENAEIZEIX I1OY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Mio. cvokevacio koyéing (blister) pe 28 | 2 cvokevacieg koyéAng (blisters) pe 14 x 1 mg
EMKUAVUUEVE, e AETTO VUEVIO O1okia PBapevikhivig og OepuokoAinuévn xapTivi) GuoKELOGIO

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

CHAMPIX 1 mg
Bapevikiivn

| 2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg Aoyotumo Katdyov e Adsiog Kukropopiog)

| 3. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

| 4. APIOMOX ITAPTIAAX

Hoprida:

| 5. AAAA XTOIXEIA
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

1A amd morvaBviévio vyming mokvotntog (HDPE) ywa 56 x 0,5 mg emkaivppéva pe Aentod
vuévio diokia Papevuchivng

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg
Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyet 0,5 mg Papevikhivig (w¢ tpuywo ov).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

56 EmoAvppéva pe Aemtd vpuévio diokia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidooetal g B€or, TV omoia dev PAETOLY Kot deV TPOGEYYILovY TO TOdLA.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX
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10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/001

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX 0,5 mg

17. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPUUU®TOS KDOKOS (2D) Tov 0épet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

Etwcéra giéing amd morlvaBviévio vynang tokvotntag (HDPE) yua 56 x 0,5 mg emkalvppéva pe
Aentd vuévio dokia

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 0,5 mg
Emwcodoppéva pe Aemtd vuévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyet 0,5 mg Papevikhivig (w¢ tpuywo ov).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

56 emKaAvppévo PE AETTO LUEVIO dloKia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HEHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidcoetal g Béom, TV omoia dev PAETOLY Kot dgv TpoceyYilovv Ta Toudid.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX
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10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg A0oyo0TUMTO TOV KOTOYOV TNG AOEL0G KUKAO(POPLNG)

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/001

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpapuoleral.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

Agv gpapuoleral.
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ENAEIZEIX TIOY IIPEITEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

1A amd morvatBvrévio vynAng mokvotntoag (HDPE) yua 56 x 1 mg emikoivppéva pe Aentd vUEVIO
dtokia PapevikAiivng

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 1 mg
Emuwcodoppéva pe Aentd vpévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyel 1 mg PapevikAiivng (og Tpuykd o&p).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

56 emKaAvppévo PE AETTO LUEVIO dloKia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puidcoetat og Béom, TV omoia dev PAETOLY Kat dgv Tpoceyyilovv Ta Todid.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHEH(EIY), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX
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10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Bélyo

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/002

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

CHAMPIX 1 mg

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPUUU®TOS KDOKOS (2D) Tov 0épet Tov TEPIANPOEVTA LOVASIKO OVOYVOPLOTIKO
K®OKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

Etwcéra giéing amd morlvaBurévio vyning mokvotntag (HDPE) yua 56 x 1 mg emkaAvppéva pe
Aentd vuévio dokia

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

CHAMPIX 1 mg
Emwcodoppéva pe Aemtd vuévio diokia
Bapevikiivn

| 2. LYNOEZIH IE APAXTIKH(EX) OYZIA(EX)

K0 diokio mepiéyel 1 mg PapevikAiivng (og Tpuykd o&p).

| 3. KATAAOTI'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

56 EmoAvppéva pe Aemtd vpuévio diokia

| 5. TPOITIOX KAI OAOX(OI) XOPHI'HEHX

Amo6 Tov 6TOHTOG XPNON.
Awpdote To POAAO 0dNYLDV YPNONG TPV OO TN XPNOT.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidcoetal g Béom, TV omoia dev PAETOLY Kat dgv Tpoceyyilovy Ta Todid.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

| 8. HMEPOMHNIA AHEHX

AHEH: MM/EEEE

9. EIAIKEYX YYNOHKEY ®YAAEHX
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10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN I1OY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Pfizer Europe MA EEIG (wg A0oyo0TUMTO TOV KOTOYOV TNG AOEL0G KUKAO(POPLNG)

12. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

EU/1/06/360/002

13. APIOMOX ITAPTIAAX

Hoprida:

| 14. TENIKH KATATAZH I'TA TH ATAOGEXH

| 15. OAHTI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAT'NQPILTIKOX KQAIKOYX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpapuoleral.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

Agv gpapuoleral.
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B. ®YAAO OAHI'TQN XPHXHX
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®Yrho 0dnYLOV yprong: [Iinpoopiss yia Tov ypijoTy

CHAMPIX 0,5 mg emxoioppéva pe Aentd vpévio owokia
CHAMPIX 1 mg emkoloppéva pe Aentod vPéVIO S1oKia
Bapevuchivn

A doTe TPOGEKTIKG 0AOKANPO TO GUALO 0ONYLAOV YP1|OIG TPV UPYICETE VU TAIPVETE GVTO TO
PapPROKO, OLOTL TEPLAAPUPAVEL GNUAVTIKES TANPOPOPIES Y1X GUG.

- DdvrdEte avTd TO POAAO 0dM YLDV Ypiomg. Towg ypelaotel va to dafdoete Eavd.

- Edv éxete mepartépm amopieg, pmTNGTE TOV Y1ATPA 1] TOV QOPLUAKOTOLO GG,

- H cvvtayn v avtd to eappoko yopnynonKe amokAeloTikd yio oag. Agv TPENEL Vol SDCETE TO
Qapurako og aGAlovc. Mmopel va toug Tpokarécetl PAGPN, kO Kot OTOV TO GUUTTMHOTO TNG
acBéveldg Toug etvar idta pe Ta d1Kd Gog.

- Edv mapatnpnoete kdmotla avemBountn evépyeia, EVIILEPADGTE TOV YIUTPO N TOV PUPLOKOTOL0
caG. AT 1oyVeL kot Yo KaOe Thavi| avemBopunTn evépyeia Tov dEV AVAPEPETAL GTO TAPOV
@OALO 0dnyumV ypnons. BA. mapdypago 4.

T epréyer o mapév AL 00Ny IOV

T etvor to CHAMPIX «on oo givar ) ypnom tov

T pémetl va yvopilete nptv mapete to CHAMPIX
[Iog va ndpete To CHAMPIX

[MBavég avemBounteg evépyeleg

[og va puridccete to CHAMPIX

[epreydueva g cuokeLACING KOl AOITEC TANPOPOPIES

AN

1. T eivan to CHAMPIX ko o givan 1 yp11o1 TOv

To CHAMPIX nepiéyet ) dpaotikn ovsia Bapevuchivn. To CHAMPIX eival évo gdppoko mov
YOPMYELTAL GE EVIIAIKEG Y10 VO TOVG Pfonfncet va S10KOWOoUV TO KATVIG L.

To CHAMPIX pmopei va Bondnocetl oty avakoveion tng éviovng emtbopiog yio kdmviopa, kaddg Kot
TOV CUUTTOUATOV GTEPTOTG TOL GXETILOVTAL e T O10KOTH TOV KOTVIGLOTOG,

To CHAMPIX pmopei emiong va PEIDGEL KoL TNV EVYOPICTNGOT TOV KOTVIGUATOS, EPOcOV Kamvilete
Katd tn Sdpkela tng Bepomeiog.

2. Tvnpéner vo yvopilere nprv napere to CHAMPIX

Mnyv népetre o CHAMPIX

- o€ mepintmon aAlepyiag otn PopevikAivi 1 6€ OTOI0MTOTE AAAO OO TOL GLGTATIKA CLLTOV TOV
(QOPLAKOV (OVOPEPOVTOL OTNV TOPAYPAPO 6).

IIposgidomou|oElS KoL TPOPVAGEELS

Amevbuvieite atov yoTpd 1 Tov eapuakonold cog npv tapete to CHAMPIX.

"Exovv vdp&et avapopés KatdOAnyme, oKEWYENDY AVTOKTOVING KOl AVTOKTOVIKTG CUUTEPLPOPAG Kot
amomEpag avtokToviog o acbeveig ol omoiot Aappdvouy CHAMPIX. Edv Aapfavete CHAMPIX ko

avantOéete O1€yepon, Kotabmtikn d1dbeor, LETOPOAES OTIV GUUTEPLPOPA O1 OTTOIEG TPOKAAOVY
avnovyio 6g €6GG N GTNV OKOYEVELH GOG, ) 0V AVOTTOEETE GKEWELS VTOKTOVIOAG 1] UTOKTOVIKT)
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ouumeppopa, Bao mpénet va drakoyete tn Ayn oo CHAMPIX kot vo emikovovioete apuécmg Ue ToV
YTpo G0g Yo va aEloAdynoet ) Bepaneia cog.

O1 emdpaoeis e S10KOTHS TOV KOTVIGUATOS

O1 emdpdoeic Tov petafordv Tov Oo EMTEAEGTOVV GTOV OPYUVIGUO GOG, O ATOTEAEGLO TG
OLOKOTNG TOV KAMVIGHOTOG, Ue N xopig Oepaneio pe CHAMPIX, evdéyeton va aAld&ovy Tov TpoTo
dpdong AV poprdkwy. Emopévmg, og 0ploIEVEG TEPITTAOGELG UTOPEL VO YPELOGTEL VAl Yivel
avomposoppoyn g 66ons. BA. mapaxdtw vrd tov Titho «Alha pdppaxa kot CHAMPIX» y
TEPALTEP® AETTOUEPELEG,.

INo opropévoug avBpmmovg, 1 S10K0TH TOL KOTVIGHATOG e 1 Yopic Oepaneia, el CUGYETIOTEL IE
évav auénpévo Kivouvo gRpAvions OAALY®V GTNV OKEWYN 1] GTNV GLUTEPLPOPE, AcONUAT®OV OTTMG
KaTdOAym Kot Gyxog Kot UTOpel VoL GUGYETIOTEL LE EMOEIVMOOT YOYLUTPIKNG dtatapoyng. Eav éxete
GTOPIKO YVYLUTPIKNG dtoTapayns Oa Tpémel va to cu{NTNOETE LIE TOV Y1OTPO GOG.

Kapoioxd, oounropazo,

Néa mpopfAnuato 1 eTOeivOoT TPOPANUATOV TG KAPIIIG 1) TOV ALLOPOPOV ayYEimY
(kopdiayyelakmv), Exovv avapepbel kuping oe acbeveic Tov £yovv 10T KAPILOYYELOKE TPOPA LT
Evnuepdote Tov y1otpd Gog €0V £YETE QALOYEC OTO CUUTTOUATH GOG, KATH T dldpkelo TG Oepameiog
ue CHAMPIX. AdPete enciyovoa wotpikr fon0sio apuéoms v EPLQAVIGETE CUUTTMOUATO KOPIIOKNC
TPOGPOANG N AYYELOKOD EYKEQPUAKOD ETEIGOOI0V.

2moouol

Evnuepdote Tov Y10tpo Gag edv £YETE ELQAVIGEL OTAGUOUE N €xETE EMANYia, TPV EEKIVAGETE TNV
Oepamneio pe CHAMPIX. Mepikoi vOpmmol £Xouv avapEpel Tmg ELY0V OTAGUOVE EVE ETOpVaY
CHAMPIX.

Avtidpaoeis vmepevoioOnaios

Yropatiote va naipvete to CHAMPIX kot evnuepmoete apécmg ToV YoTpo Gog v EKONAMCETE
0MO10ONTTOTE Ao T, akOAOVOO ONUEIN KOl CUURTAOUATO TOL PTOPEL VO, VTOSEIKVOOVY GoPapn
aAdepykn avtidpaon: TPNEWO TOV TPOCHTOV, TV YEIMADV, TNG YADSSAS, TOV OVAMV, TOL AAL0D 1)
TOV GMUOTOG KO/ OLGKOAMO GTNV AVATVOT], GLUPLYUO.

Aepotirés ovtiopooels

"Exovv avapepBel duvntikdg ametintikd yio tn {on oeppatikd eEavOnpata (cuvopopo Stevens-
Johnson ka1 [ToAvpoppo EpvOnua) pe tn ypnon tov CHAMPIX. Edv exdnimoete eEavOnua i av 1o
déppa oag apyioet va Eeprovdilel 1§ va epeavilel AOKTOVEG, o TPEMEL VoL SIAKOYETE TN AW TOL
CHAMPIX «a1 va avalntoete enetyovca wtpikn Pondeia.

Howord kar Epnpor

To CHAMPIX dev cuvictdtot yia xpnor o€ TodlaTpikovg acbeveis, Kobmg 1 omoTeEAesUATIKOTI T
dev &yel kataderyOel.

Alra gappoxa kot CHAMPIX

Evnuepaoote tov yiatpd 1 Tov opuoKonold cog ehv malpvete, Exete Tpdopato mapet 1) pmopet vo
napeTE QALY PAPLOKAL.

Y& OPIoUEVEG TEPUTTMOELS, AOY® TNG S10KOTNG TOL Kamvicpatog, pe 1 xopig 1o CHAMPIX, pumopel va
YPEWOTEL VO, YiVEL TPOGAPLOYN TNG 000G AAA®V Qapudkev. Ilapadeiypata tepriappdvoov
Bgo@ULALIVY (£va QAPLOKO TOL YPNCUYLOTOLEITAL Y10 TNV AVTIUETMOTICT] AVOTVEVCTIKAOV TPOPANUAT®V),
™ Bapeapivn (Eva eAPLOKO TOV ¥PTCLULOTOLEITAL Y10 TN HEIOT TNG TENG TOL OHHLATOG) KOl TNV
WGOLALVT (Vo @APLOKO TTOV YPTCLLOTOLEITAL Y10 TV AVTILETOTION TOL daPtn). Av €yete TNV
Topopkpn apeBoiio, cupfovievteite Tov YIOTpO 1| TOV PAPHOKOTOLO GOG.
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Edv éxete coPapn veppikn voco, o tpémetl va amopebyete T ANy SUETIOIVNG (Eva @ApLaKo Tov
YPNOLOTOEITAL Y10 YaoTpikd TpoPAnuata), Tnv idwa otryur pe CHAMPIX, kabag avtd pmopei va
npokarécel avénuéva erinedo tov CHAMPIX oto aipo.

Xpnon too CHAMPIX ue 6Adeg Ospomeics yio ) S10K0TH TOV KOTVIGUOTOS

YvpPovievteite tov yraTpd cag Tpv amod T ypnon 1ov CHAMPIX oe cuvdvaouo pe dileg Bepaneieg
SLOKOTNG TOV KOTVIGHOTOG.

To CHAMPIX pe tpo@n kot wotd

"Exovv vtdpéet opiopéveg avapopég auEnUEvav ToEIKOV ETOPACE®Y TOV 0OAKOOA o€ acbeveic Tov
Aappdvouy CHAMPIX. Qotd00, dev givarl yvooto edv to CHAMPIX avéavel mpaypotikd tnv To&ikn
eMIdPAOT TOV AAKOOA.

Kinon ko Onhoaopoc

Edv giote éyxvoc 1| Onhalete, vouilete 0t1 pmopet va giote €ykvog 1| oxedialete va amokTioete Tondi,
{ntote TN GLUPOLAT TOV Y1OTPOD 1] TOV PAPUAKOTOIOD GAG TPV TAPETE AVTO TO PAPUAKO.

Eivai mpotipdtepo va amopiyete ) xpnon tov CHAMPIX katd t Sidpkeld Tng eyKLHOGUVIG.
Evnuepdote T0v Y10tpo cag edv oyedialete va peivete £ykvoc.

[Moporo mov dev €yxetl peketndet, to CHAMPIX pmopei va mepdoet 6to untpikd yora. Oa mpémet va
{ntoete T cLUPOVAT TOL YITPOL 1] TOL PUPUAKOTOOV GaG TPy TN Bepaneia pe CHAMPIX.

0o ynon Ko YEPIOROS PN OV LATOY

To CHAMPIX evdéyetan va cuvdéetar pe LAAN, vvnAia Kol Toapodiky] ondAE cuveidnonc. Agv Oa
TPEMEL VAL 0ONYNOETE, Vo YEWPLo0gite TOADTAOKO UNYOVILLATO 1] VO TAPETE PEPOG OE AAAES
EVOEYOUEVMG EMKIVOLVES dPACTNPLOTNTES, LEXPL VO OLOTICTMGETE AV AVTO TO PAPUAKO ENNPEALEL TNV
KOVOTNTA GOG VO EKTEAEITE AVTES TIG SPACTIPLOTNTEG.

To CHAMPIX nepiéyer vatpro
To pdpuaxo avtd mepi€yet Ayotepo and 1 mmol vatpiov (23 mg) ava diokio, gival avtd mov
ovoudlovpe «erebBepo vaTpiovm.

3. og va wapete to CHAMPIX

[Tdvtote va maipveTe T0 PAPHOKO AVTO AVGTNPE COUPOVO. LE TIG 00NYiEG TOL YaTpo cag. Edv €yete
ap@BoMec, pOTNOTE TOV YLOTPO 1| TOV PAPHOKOTOLO GOGC.

"Exete neprocdtepeg mBavOTNTES VO SIOKOWETE TO KATVIoUA av To emibopeite Tpaypoatikd. O yotpog
KO 0 QOPHOKOTOI0G GOG UITOPOVV VO, GOG TAPEXOVY GUUPBOVAESG, VTOGTNPIEN KoL TNYEC TEPALTEP®
TANPOPOPNONG, TPOKEIUEVOL VAL S10GPAAICTEL 1 EMLTVYIC TNG TPOSTAOENG GaG VO SIUKOWETE TO
KOTVIG L.

[pw apyioete v aywyn pe CHAMPIX, 6o tpénel kovovikd vo amo@acicete pia nuepounvio péso
otn devTepn efdopdda Bepameiog (Letald g nuépag 8 Kot g nuépag 14) katd v onoia Ha
dwokoyete to kamviopa. Edv dev emBupeite 1 dev Exete T duvatdtnTa vao opiceTe pia nuepounvio-
0TOY0 SLOKOTNG TOV KOTTVIGLOTOG EVTOG T®V 2 gfdopddwv, pmopel vo emALEETE T 01K GOG
MNUEPOUNVIN-GTOYO SLOKOTNG TOV KOMVIGHOTOG EVTOG S edopddmv petd tnv évapén g Bepaneiog. O
TPETEL VO, YPAWYETE QLT TV NUEPOUNVIQ GTO KOLTI Yo va, T1) BupdoTe.

To CHAMPIX dwtifeton wg Aevko diokio (0,5 mg) kon yordlio diokio (1 mg). Eexwvdte pe to Agvko
dtokio Kot 6N cuvexela ouviBwg Aapupdavete to Yaddllo diokio. Agite TOV TOPAKAT® TivOKa YiOl TIG
odnyieg g ovviBovg docoroyiog Tov Tpémel va akorovdncete omd v Huépa 1.
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Epoopdada 1 Adbon

Huépa 1-3 Ao v nuépa 1 éog v nuépa 3, Ba mpénet va AapPdvete Evo Aevko,
EMKAAVUUEVO pe AemTd vuévio dokio CHAMPIX 0,5 mg pia popd tnv nuépa.

Huépa 4 -7 Ao v nuépa 4 £og v nuépa 7, Ba mpénet va Aapfavete Evo Aevko,
EMKAAVUUEVO pE AemTd VUEVIo dokio CHAMPIX 0,5 mg dvo popég tnv
nuépoa, pia To Tpwi Kot pio to Ppddv, Tepimov Ty idto dpa Kabe pépa.

Epdopada 2

Hpépo 8 — 14 Ao v nuépa 8 £og v nuépa 14, Ba tpénel va Aappavete Eva yoldalio,
EMKAAVUUEVO pe AemTd vuévio diokio CHAMPIX 1 mg dbo popég tnv nuépa,
pia to Tpoi Ko pia o Ppadv, mepimov v id1a dpa kdbe pépa.

Epoopdaosg 3 - 12

Huépa 15 - Ao v nuépa 15 €mg v oloxhpwon g Bepaneiog, Bo Tpémel va

0AOKAN PO Aappavete €va yoahdallo, emkaAvppévo pe Aemtd vpuévio dtokio CHAMPIX 1

Oepameiog mg dVo QopEG TNV NUEP, io To Tpmi kal pic To fpddv, Tepimov Vv 01 ®pa
KéOe pépa.

Metd and 12 efdouddeg Bepomeiog, Kot EPOGOV EYETE SLAKOWYEL TO KATVIGUA, O YIATPOG UTOPEL VOl GOg
npoteivel va AdPete axoun 12 efdopddeg Bepomeiog pe CHAMPIX 1 mg emikadvppéva pe Aentod
vUEVIO dloKia dVO PopEC TV NUEPA Yo va fondnbeite moTe va amopvyeTe TNV EXOVEVAPEN TOV
KOTVIGLATOG.

Edv dev pmopeite 1| dev giote TpdOvoL Vo StoKOWETE AUECHOS TO KATVIGUO, B0 TPETEL VO LELDCETE TO
KATVIGHO KOTA TN JS1dpKeln TV TpOTmv 12 efdopuddmv g Bepameiog Kot va To duKOYeTE £®G TO
TEAOG 0VTNG TNG TEPLOdOV Bepameing. TN cuveyela, Bo TPEMEL VO GLUVEYIGETE VO TAIPVETE TO
CHAMPIX 1 mg gmikoivppéva pe Aemtd vpuévio diokio 00 popES TV MUEPT, Yo GAlEG 12
efdopdoeg, pe amotélecpa cuvolikd 24 efdopddeg Bepamneiog.

Yg TePInTOOT TOL EUPAVICETE AVETIBOUNTEG EMOPACELS, TIG OTOIEG OEV UTOPEITE VO OVEYTELTE, O
YWOTPOG GOG EVOEYETOL VO OTOPACIGEL VO LELDCEL TPOCWPLVA 1} 0ploTiKd T 6601 cag oto 0,5 mg dvo
QOPEG TNV MLLEPQL.

Edv &yete mpoPAnpata pe Toug veppoic cog, Bo Tpémel vo LA GETE [IE TOV YLOTPO GOG TPV TAPETE TO
CHAMPIX. Evdéyetan va ypetdleote pikpotepn 66om.

To Champix mpoopiletar yio amd Tov GTOUATOS YP1ON.
Ta Sioxio o Tpémet va KotamivovTal OAOKANPa e vEPO Kol Hmopovv va AneBolv ue 1 xopig Tpoen.

Av mapete peyarvtepn 606on CHAMPIX and Tnv kavovikii

Av mépete katd Adbog mepiocdtepo CHAMPIX and avtd mov cog yopnynoe o yutpdg cog, Oa mpémet
va {ntoete wTpikn Pondeia N v TATE AUECHG OTO TUNOL ETELYOVIMV TEPIOTATIKAOV TOV
mAnciéatepov vosokopeiov. [lapte to kovti TV dokiov pali cog.

Av Egyboete vo wapete To CHAMPIX

Mnyv mépete St 060m Yo vo avamAnpaoocete To diokio mov Eeydoate. Eivarl onuavtikd vo taipvete
10 CHAMPIX cvotnpatikd, tnv idwo opa kabe pépa. Av Egxdoete va mhpete pio d00r, TAPTE TNV TO
GUVTOUOTEPO SLVOTO. AV TPENEL VO, TAPETE TNV EMOUEVT dOON GaG EVTOG 3-4 WPV, UV TAPETE TO
d1okio Tov TapoleiyaTe.
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Av otapatiioete vo taipvetre to CHAMPIX

"Exetl amoderyBel oe KAVIKEG SOKIUES OTL 1) ANYN OA®V TV SOGEMV TOL PUPLAKOV TIG CMOTEG DPES KO
Yol TN CLVICTOUEVT dtdpkela Bepameiog mov TEPLYpAPETOL TOPATAV®, Oa avénoet Tic TBavotnTég oag
va dokOyete To Kamviopo. Enopévac, av 8 Aapete 0dnyieg and Tov y1atpd Gog vo SIOKOWETE T
Oepaneia, eivar onpoavtikd va cuveyioete va maipvete 1o CHAMPIX, cOppova pe T 0dnyieg mov
TEPLYPAPOVTOL GTOV TOPATAVE® TEVOKOL.

Kotd ™ Bepaneia yio tn d10komn TOV KOTVIGHATOS, 0 Kivduvoc vo EavapyioeTte To KATVIGHO gival
avEnNpévog T Ttepiodo apécmg petd o téhog g Bepaneiog. Mropei vo aicbavieite mpocwpivd
avENUEVN eLEPEDIGTOTNTA, TOPOPUNCT Y10 KATVIGHO, KOTAOAWYT Ko/ Sl0TapayEg GTOV DIVO OTOV
otopoatnoete va maipvete CHAMPIX. O yuotpog cog Pmopel vo omopacicel Vo LELMGEL GTASLOKE T1
0001 tov CHAMPIX kotd t0 Téhog NG Oepamneiog.

Edv éxete meplocOTEPES EPOTNOELG GYETIKA LLE TN XPNION ALTOV TOV PUPUEAKOV, POTNCTE TOV Y1OTPO 1|
TOV POPUUKOTOLO GOG.

4. MBavéic avemBOuNTEG EVEPYELES

Onmg 60 To PAPUAKO, ETCL KL 0VTO TO QAPIOKO UTOPEL VO TPOKAAEGEL AVETIOVUNTEG EVEPYELES, OV
ka1 6gv Tapovoidlovral oe GAOVG TOLG avOpDTOVE.

H dwokom Tov kamviopatog pe 1 xopig Oepaneio pmopel vo Tpokarécel S10(Qopa CLUTTOUATO. AVTH
umropel va mepthappavoov adiayéc tng odbeong (0mmg va oioBdveste kKaTdbAyT, evepedioTotTTA,
amoyonTevon 1N Gyyog), avmvio, SLGKOAN GLYKEVTIPMOOTG, LEIOHEVO KAPSIOKO puOUo Kot avénuévn
opeén N avénon copatikod Bapovg.

Oa mpénel vo gloTe EVAILEPOL Y10 TNV THAVOTNTO ELPAVIONS GOPAPHY VELPOYLYLOTPIKDV
CUUTTOUATOV, OTOG d1€yEPOT, KatablmTikn 6160eon 1 HETAPOAES 0TI GLUTEPLPOPAE, KATA TN
dtdpkeln TPOSTADELNG S1KOTNG TOV Kamviopatog, pe N yopic CHAMPIX kot Oa mpénet va
EMKOWVOVNOETE e Evay Y1oTpd 1| GOPULAKOTOL), EGV ELPAVICETE TETOLN GUUTTMOLOTO.

"Exovv mapatnpndel 0yt cuyvég 1 omdvieg coPapég avemBOUNTEG EVEPYELES, GE ATOO TO, OTTOT0L
eMyepovV va, Slakoyovv to Kanvioua pe CHAMPIX: onacpol, ayyeliokd eyKepolkd ETEGOO10,
KopOlOKN TPOGPOAT, OKEWYEIS CLTOKTOVING, ATMOAELN TNG ETUPNG LE TNV TPAYUATIKOTITA KOl
avikovotnto Kabopng okéyng N kpiong (woywon), LETAPOAEG OTN OKEYN 1) OTI GLUTEPLPOPE (OTTMG
EMOETUCOTNTO KOl U1 PLGIOAOYIKT cvurepLpopd). Emiong £xovv vdpEet avapopés cofapmv
OEPLOTIKOV avTIOpaoemV, cupmeptiappavopuévov tov [oidpoppov Epvbnpoatoc (éva eidog
e&avOnpnatoc) Kat Tov cuvdpouov Stevens-Johnson (pia coPapn acOéveia mov Tpokalel GAVKTOIVES
OTO 0P, TO GTOUM, YOP® OO TO LATIO 1 TA YEVVNTIKA OpYava) Kot coBap®dV AALEPYIKOV
avTIOpAcE®V, GUUTEPIAAUPAVOUEVOD TOV ayYEI00ONUATOS (TPNEYLO TPOSHTOV, GTOUATOG 1) AULLOV).
- [ToAV ovyvég: umopel va emnpedoovy mepiocotepa amd 1 ota 10 dtopa

- dAgypovn TG HOTNG Kot TOL Adpod, Tapdéeva Gvelpa, SUGKOALN GTOV VIIVO,
TOVOKEPAAOG
- Noavtia

- Xuyveg: umopet va ennpedoovy £og 1 ota 10 dropa

- Aolpwén otov OdpaKa, PAEYHOVT] TOV TOPAPPIVIOV KOATMOV

- Avénpévo copatikd Bapoc, petopévn opekn, avEnpévn opetn

- Yrvnia, {aAn, aAloimon g yevong

- Aoybviacua, Pryog

- Koaovpa, éuetoc, duokoiiotnta, S14ppota, TUUTOVIGHOG, TOVOG OTIV KOIALL, TOVOSOVTOG,
dvomeyia, HETEMPICUOC, EnpocTopia

- Agppotuco e£avOnua, eayodpa
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- [Tovog otig apbpdoelg, poikdc névog, ospualyio
- [Tovog otov Bmpoaka, KOTMo

Oy ovyvég: umopet va ennpedoovy €og 1 ota 100 dropa

- Mvuknriaon, ioon

- AioOnpo Tavikov, Suokoria otn okéW, ovnovyio, SI0KVUAVGELG TNG GUVOLGOTLOTIKNG
dudbeomng, KoTabAwy, dyyoc, wevdaioOnoelg, petaforég g oefovaiikng embopiog

- Yroacpos, TpoUog, aictnua vobpdtntag, ikpotepn evaicincio 6to dyyrypo

- Emumepukitida, tévog Tov 0pBoipod

- Bounté ota avtid (eppoéc)

- 2m0dyym, ypMyopog kopdiokodg puiuog, aicOnpa modlpdv, avEnpévog Kapdtakog puipog

- Avénpévn aptnpilokn mieon, EEoym

- DAeypovn TG HOTNG, TOV TAPUPPIVIOV KOAT®V Kol TOV ACLLOD, COUPOPTON TNG HOTNG,
TOV A0V Kal ToV 6THO0LS, BPAyX0g VNG, AALEPYIKT ETOYLOKN PViTIdN, £pEOIGLOC
TOV PAPVYYA, CLHPOPNON TV TAPUPPIVIOV KOAT®V, vIEPPOAIKT PAEVVA amtd T HOTN M
omoio TPoKaAel frxa, PVIKN Katappon

- Koxkivo aipa ota kémpava, epefiopog tov otopdyov, LeTaforn otig cuvnbeieg Tov
EVIEPOL, PEYILO, EAKT] TOV GTOHOTOC, TOVOG GTO, OVAM

- Koxkiviopa tov 6éppatog, akun, avEnpévn epidpmor, VoxTepvi] Epidopmaon

- Mvikoi oracpoi, movog Bmpakicod TotydUATOg

- Mn @uctloroyikd avénpévn o0pNoT, OVPNOT| KATA TN SEPKELD TNG VOYTOG

- Avénpévn anmAgln aipotog oty EUUnvo povon

- Avogopio oTov Odpaka, GUUTTOUATE TOV LOLALOVV [LE VTA TNG YPITNG, TUPETOC,
aiocOnua advvapiog 1 Kakovylog

- YynAd eninedo caxydpov 6To aipa

- Kopdiaxn TpocPoin

- 2KEYELS AVTOKTOVIOG

- Metafolég ot okéyn 1 o1 SVUTEPLPOPE (OTT®G EMOETIKOTITOL)

Xrdvieg: unopet va ennpedoovy £og 1 ota 1.000 dropa:

- YrepPoikn dlya

- AioOnpo kakovyiog 1 duotuyiog, Bpadvutnto oKéyng

- EykepaAiko enelcod10

- AvEnuévn poikn 1domn, SuokoAio 6TV OpAiL, SVCKOAID GTOV GUVTOVIGUO, LELOUEVN
aioBnon yebong, dtotapayn vevov

- AwTopayéc TG 0pUoNS, ATOYPOUOTIGULOG TOV AEVKOD HEPOVS TOV LATION, OIEGTAAUEVEG
KOpeg, evatcnocio oto Pwc, poomio, VYPA paTIo

- Avopaiieg Tov kapdiaxkov puBuov 1 datapayEs Tov kapdlakov puov

- [Tovorapog, poxainto

- Epetog pe aipa, pn uotoloyd KOTpava, YAMooo e ETYPIoU

- Avoxopyia otig apOpdoelg, TOVog oTa TAEVPA

- IMwkoln ota ovpa, aBENGM TOL OYKOL TOV CVPOV KOl TNG SLYVOTNTAG 0VPNONG

- KoAnuco éxipiua, petaforés g 6eE0VAAKNG IkavOTNTaG

- AioBnon yoypov, kHotn

- Awprmg

- YrvoBacio

- ATdAEW0 TNG EMOPNG LLE TNV TPAYUOTIKOTNTO KO ovikavoTnTa Kabapnc okéyng 1 kpiong
(yoyoaon)

- Mn @ULG10A0YIKT GLUTEPLPOPE

- YoPapéc deppatikéc avtidpaoels, cupmeptiappavopevov tov [oidpoppov Epvdiparoc
(éva eldog e&avOnpatog) kat Tov cuvdpopov Stevens-Johnson (pio coPfapr acbévela Tov
TPOKOAEL PADKTOIVEG OTO OEPLA, TO GTOUO, YOP® OO TO. LLATLOL ] TO, YEVVITIKG Opyovel)
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- Yofapéc arhepycég avTidpaoels, GUUTEPIAAUPAVOUEVOD TOV ayyEL00ONHaTOg (Tp&YLo
TPOCHTOV, GTOUATOG 1) ACLLOV)

- Mn yvootéc
- [Mopodikn andAeia cuveldnong

Ava@opd avemOOpUNTOV EVEPYELOV

Edv mapatnpnoete kdmolo avemBountn evEPYeLa, EVILEPDOCTE TOV YLOTPO 1| TOV PAPHOKOTOLO GUGC.
Av10 10y0et kot yio KaBe mbavi| avemBountn evépyeia Tov eV AVOQEPETAL GTO TAPOV GUAAO
odnyldv ypnons. Mnopeite emiong va avagépete avemBounteg evépyeleg anevbeiag, LEC® TOV
€0VIKoU GVOTNHATOG avaPopdg Tov avaypdeeTor oto [lapdpnua V. Méow g avapopdg
avemBouNTOV EvePYEL®V pmopeite va PonbNncete ot GLAALOYN TEPIGCOTEPOV TANPOPOPIDV GYETIKA
LE TNV ACPAAELN TOV TOPOVTOG PUPUAKOV.

5. o va puracoete To CHAMPIX

To pdapparo avtd TPETEL VoL PUAGCCETAL GE PEPT] TOV OeV TO PAETOVV Kot deV TO TPoceYYifovv Ta
Toudid.

Na pn xpnoIUOTOIEITE QVTO TO PAPLOKO HETA TNV NLEPOUN VL ANENG TOV AVAPEPETAL GTT| YAPTIV
ocvokevaoia 1 6o kKouti, petd v AHEH. H nuepounvia AqEng ivar ) tedevtaio pépa Tov pnve Tov
avapEpeTo eKEL.

Koyéheg (Blisters): ®vAdooete og Bepuokpacio pucpdtepn twv 30°C.
Dd1oAn: To pdppako avtd dev amartel 1diaitepeg cuvOnKeG POAAENS.

Mnyv metdite eAppoKa 6To vePO NG AmOYETEVONG 1] 0TA OKLoKE amoppippota. Potmote tov
(POPLOKOTTOL0 GOG Y10l TO MG VO TETAEETE TOL PAPLLOKO TTOV OEV YPTCLOTOLEITE T AVTA ToL pLETpal Oa
BonOnoovv oty Tpoctacio Tov TEPPAIAOVTOG.

6. Mepreyépeva TG GVEKELAGILNS KOl AOUTES TANPOPOPIES
T tepréyer to CHAMPIX

- H dpaotikn ovoia givar n PapevicAivn.

- Kd&0e emxaivppévo pe Aemwto vpévio dokio tov 0,5 mg mepiéyet 0,5 mg Papevikiivng (g
TPUYKO 0ED).

- Kd&0e emxaivppévo pe Aemtd vpévio dokio Tov 1 mg mepiéyet 1 mg Papevikhivig (og tpuywko
0&V).

- Ta dAlo cvotatikd eivot:

[Mvupnvag dtokiov - CHAMPIX 0,5 mg kot 1 mg emkaAvppéva pe AETTO VUEVIO
dokia

Kvttapivn pkpokpootadiikn

Ddwopopikod dacBéotio Avudpo

Kopuedrdln vatprodyog dtactavpovpevn (PA. mapdypaeo 2, «To CHAMPIX
TEPIEYEL VATPLON»)

Avvdpo KOAAOELDEG TTUPITIO

Maoyviolo 6Te0Tiko
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Enucédloyn dokiov - CHAMPIX 0,5 mg emucoivppévao pe Aentd vpuévio diokia

YrpoueAroln

Awo&eidio Titaviov (E171)
[oAvaiBvrevoyivkoin 400
Tploketivn

Enucédoyn diokiov - CHAMPIX 1 mg emkaAvppéva pe Aentd vpévio diokia

YrpoueAroln

Awo&eidio Titaviov (E171)
[oAvaiBvievoyivkoin 400

Adxxo apyiiiov Tov wdkov kappviov (E132)
Tproketivn

Epg@évion too CHAMPIX ko epieyopeva TS 6VOKEVAGiag

Ta CHAMPIX 0,5 mg emukaloppéva pe Aemtd vpévio diokio vt Agukd, ETUCOAVUUEVD LE
AETTO LUEVIO S10KI0 GE TPOTOTONUEVO GYTIL0L KOWOKIOV, GTO 07010 ovaypapovToL To. oTotyEln
“Pfizer” xo1 “CHX 0.5”

Toa CHAMPIX 1 mg emkaAvppéva pe Aemtd vuévio diokia givor yoAdlio, eTucolvppéve pe
AEMTO LUEVIO S10KI0 GE TPOTOTONUEVO GYTILOL KAWOKIOV, GTO OO0 ovarypapovToL To. oTotyEln
“Pfizer” xon “CHX 1.0”.

To CHAMPIX dwatifeton 611G TOpaKdT® GUGKELOGIES:

Yvokevaocia Evapéng g Bepaneiog mov mepiéyet 2 koyéeg: 1 ddpavn koyérn pe 11 x 0,5 mg
CHAMPIX emucoroppévo pe Aemtd vuévio otokia kot 1 didpavn koyéin pe 14 x 1 mg
CHAMPIX ernucoivppéva pe Aemtd LUEVIO d1oKI0 G XAPTIVI] CLGKEVAGIOL.

Yvokevaocia Evapéng g Bepaneiog mov mepiéyet 2 koyéreg: 1 dtdpavn koyéin pe 11 x 0,5 mg
kot 14 x 1 mg CHAMPIX emikodvppéva pe Aewto vpuévio dtokio kot 1 d1deavn koyédn pe 28 1
2 Sdpaveg koyéres pe 14 x 1 mg CHAMPIX emikaivppéva pe Aemtd vpuévio diokia o xaptivn
GLGKEVOGI.

Yvokevaocia Evapéng g Bepaneiag oe eEmTepid KovTi oV MEPLE)EL 1 cvokevacia pe 1
Stbpavn koyén pe 11 x 0,5 mg ko 14 x 1 mg CHAMPIX emkodvppéva pe Aentd vpévio
dtokia kot 1 d1dpavn koywédn pe 28 1 2 didpaveg koyéreg pe 14 x 1 mg CHAMPIX
EMKOAVUUEVA [LE AETTO DUEVIO O10KI0L GE YAPTIVY] GUOKELOGIN KOl 2 GLUOKEVAGIEG, EK TV
omoiwv kdBe pio mepiéyel 2 dapaves kKuyéreg 28 1 4 didpaveg koyéreg pe 14 x 1 mg
CHAMPIX gmrikaivppéva pe Aemtd vIEVIO S1OKIM G XAPTIVI] CLCKEVAGIOL.

Yvokevaoieg enakoAovdng Bepaneiag (cuvtnpnong) mov epiEyovv 2 N 4 dopaveic KuyELeEG Le
14 1 2 dbpaves koyéhes pe 28 x 1 mg CHAMPIX emkaivppéva pe Aemto vpévio diokio og
YOPTIVN GLoKELVAGIAL.

Yvokevaoieg enakoAovOng Bepaneiog (cuvtnpnong) mov mepiEyovv 2 N 4 dopaveic KuyéLeg pe
14 1 2 dbdpaves koyéhes pe 28 x 0,5 mg CHAMPIX enwcaivppéva pe Aentd vpévio diokio og
YOPTIVN GVoKELVAGIAL.

Yvokevaocia Evapéng g Bepaneiog mov mepiéyet 2 koyéreg: 1 drdpavn koyéin pe 11 x 0,5 mg
CHAMPIX emucoroppévo pe Aemtd vuévio otokia kot 1 didpavn koyéin pe 14 x 1 mg
CHAMPIX ernucoivppéva pe Aemtod vuévio dioKio 6€ YAPTIVO KOVTL.

Yvokevaoieg emakoiovdng Oepaneiog (cuvtnpnong) mov epiéyouvy 2, 4, 8 1 10 drapoaveig
koyéleg pe 14 x 1 mg CHAMPIX egmikaivppéva pe Aemtd vpévio diokia o€ xpTivo KouTi.
Yoppayopévn Aevkn elain and HDPE pe Bdmtd kamdkt aceaieiog yio ta modid o€ xapTivo
rkovuti Tov mepi€yetl 56 x 1 mg CHAMPIX enucoivppéva pe Aemtd vpuévio diokia.

Yoppayopévn Aevkn elain and HDPE pe Bdmto kamdkt aceaieiog yio ta modid o€ xapTivo
kouti Tov mepi€yet 56 x 0,5 mg CHAMPIX emikodvppéva pe Aentd LUEVIO d1oKIaL.
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Mmnopei va, unv KukAopopohv OAEG Ol CLOKEVAGIES.

Karoyog Adsrag Kukhogopiag
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Bélyo

Hopaokevactiic

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

eppavia

Ul

Pfizer Italia S.r.1.

Localita Marino del Tronto, 63100
Ascoli Piceno (AP)

ItoAio

INo omoladMmote TANPOPOPIN GYETIKA LE TO TAPOHV PAPUAKEVTIKO TPOTOV, TAPAKOAEITTE VO
angvBuvleite otov TomKo avtimpdcwno tov Katdyov e Adstog Kukiopopiog:

Belgié/Belgique/Belgien
Pfizer S.A./N.V.
Tél/Tel: + 32 (0)2 554 62 11

Boarapus

[aiizep JlrokcemoOypr CAPJI,
Kiton bearapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +4544 20 11 00

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055-51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

Elrada
PFIZER EAAAY AE.,
TnA.: +30 210 67 85 800
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +370 5 2514000

Luxembourg/Luxemburg
Pfizer S.A.
Tél/Tel: +32 (0)2 554 62 11

Magyarorszag
Pfizer Kft.
Tel.: +36 1 488 37 00

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel.: +43 (0)1 521 15-0



Espafia
Pfizer, S.L.
Tel: + 34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: + 38513908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0) 1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvmpog

PFIZER EAAAX A.E. (CYPRUS BRANCH),

Tnh: +357 22 817690

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel: +371 670 35 775

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 33561 00

Portugal
Laboratérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0)21 207 28 00

Slovenija

Pfizer Luxembourg SARL, Pfizer, podruznica za
svetovanje s podrocja farmacevtske dejavnosti,
Ljubljana

Tel: + 386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacna zlozka
Tel: +421-2-3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: + 358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: + 46 (0)8 550 520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: + 44 (0) 1304 616161

To mapév pviro 0dNYIOV Ypriong avabepnOnke Yo Televtaia gopd tov {MM/EEEE}

Alleg TYég TANPOQOPLAOV

Aemtopepeic TANpopopieg Y10 To PApLaKo avTo gival S100éc1eG 6TO dkTLOKO TOTO ToL Evprmaikon

Opyaviopot @appdkov: http://www.ema.europa.eu.

142



	ΠΕΡΙΛΗΨΗ ΤΩΝ ΧΑΡΑΚΤΗΡΙΣΤΙΚΩΝ ΤΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΠΑΡΑΣΚΕΥΑΣΤΗΣ(ΕΣ) ΥΠΕΥΘΥΝΟΣ(ΟΙ) ΓΙΑ ΤΗΝ ΑΠΟΔΕΣΜΕΥΣΗ ΤΩΝ ΠΑΡΤΙΔΩΝ
	Β. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗ ΔΙΑΘΕΣΗ ΚΑΙ ΤΗ ΧΡΗΣΗ
	Γ. ΑΛΛΟΙ ΟΡΟΙ ΚΑΙ ΑΠΑΙΤΗΣΕΙΣ ΤΗΣ ΑΔΕΙΑΣ ΚΥΚΛΟΦΟΡΙΑΣ
	Δ. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗΝ ΑΣΦΑΛΗ ΚΑΙ ΑΠΟΤΕΛΕΣΜΑΤΙΚΗ ΧΡΗΣΗ ΤΟΥ ΦΑΡΜΑΚΕΥΤΙΚΟΥ ΠΡΟΪΟΝΤΟΣ
	A. ΕΠΙΣΗΜΑΝΣΗ
	B. ΦΥΛΛΟ ΟΔΗΓΙΩΝ ΧΡΗΣΗΣ

