MEPIAHWH TQN XAPAKTHPIZTIKQN TOY NMPOIONTOX



1. ONOMAZIA TOY DAPMAKEYTIKOY NMPOIONTOZ
LANZAFEN 2.5/5.0 /10 mg diokia TTIKOAUUUEVA PE AETTTO UPEVIO
OAavdarrivn

2, MOIOTIKH KAI MOXOTIKH ZYNOEZH
KdaBe diokio eTTIKAAUPPEVO pe AeTTTO Upévio TTepIExel 2.5 / 5.0 / 10 mg ohavdaTrivn.
Ekdoxa: 40/ 80/ 160 mg povoudpikig AAkTOlNG/ SIOKIO ETTIKAAUMMEVO PE AETTTO UPEVIO.

MNa Tov TAAPN KatdAoyo Twv ekdOXwV, BAETTE TTapdypago 6.1.

3. PAPMAKOTEXNIKH MOP®H

AIOKiO ETTIKAAUPPEVO PE AETTTO UPEVIO

2.5mg

NAeukd, oTpoyyuAd au@ikupta diokia pe dIAueTpo 6.1mm+0.1mm kai TTdxog 2.6mm=0.2mm.

5mg
NAeukd, oTpoyyuAd au@ikupta Siokia pe didueTpo 8.1mm+0.1mm kai TTdxog 3.1mm=0.2mm.

10 mg
NAeukd, oTpoyyuAd apgikupTa diokia pe dIaueTpo 10.1mm=0.1mm kal Taxog 4.1mm=0.2mm.

4, KAINIKEZ NMAHPO®OPIEZ

4, KAINIKEZ NMAHPO®OPIEZ

41 OgpatreuTikég eveielg
EviAikeg

oAav{aTrivn evdegikvuTal yia T BepaTreia TNG oXICOPPEVEING.

H ohavdatrivn gival atmoteAeopatiki otn diatApnon TG KAIVIKAG BeATiwaong, katd Tn didpkela NG
ouvexIfouevng Bepartreiog oe aoBeveig, ol oTToiol EpPAvIcav ApXIKA avTaTTOKpIon oTh Beparreia.

H oAavlaTrivn gvdeikvuTtal yia T Bepatreia PéTpiou £wg coapol paviakou eTTEICOdiou.

2 & 000gveiG GTOUG OTTOIOUG TO PAVIOKO ETTEICOIO AVTATTIOKPIONKE OTNn Xopriynon oAavlaTrivng, n
oAavdatrivn evdeikvuTal yia TNV TTPOANWN TWV UTTOTPOTTWY 0€ aaBeveig e dITToAIKr diatapayr] (BAETTE
Tapdypago 5.1).

4.2 Aoocoloyia kal TpOTTOG XOpRYNONG
EvnAikeg

2x1foppéveia: H auvioTwuevn doan £vapéng Tng ohavdlatrivng eival 10 mg/nuepnaiwg.

Maviako etreicddio: H d6on Evapéng ival 15 mg xopnyoUupevn eQATTAOE NUEPNCIWG WG povoBepaTreia 1y
10 mg nuepnoiwg oe ouvduaopévn Bepatreia (BAETTE TTApAypa®o 5.1).

MpdAnyn utroTpoTrwy aTn dITTOAIKA diatapaxn: H cuvioTwuevn docoloyia évapéng ival

10 mg/ nuepnoiwg. MNa aoBeveig Tou AapBdavouv ohavlaTtrivn yia Tn Bepatreia paviakou eTmelcodiou, va
ouveyietal n Bepartreia yia TNV TTPOANWN UTTOTPOTTWY OTNV idla d6an. EAv éva véo Paviako, PIKTO, A
KOTAaBAITTTIKO €TTEICO0I0 UPaVIOTED, N Beparreia pe oAavatrivn Ba TTPETTEl va GUVEXIOTEI (UE
avatrpoaapuoyr/BeATioToTToinon TNG 800NG, €4V KPIOEI avayKkaio ), € GUUTTANPWUATIKA aywyn yia TNV
QVTIJETWTTION TWV CUPTITWUATWY TNG B1GBeanG, OTaV EVOEIKVUTAI KAIVIKA.

Katd 1n didpkela Tng BepaTtreiag TnG oxICoPPEVEIAG, TOU PHAVIOKOU ETTEICOSIOU Kal TG TTPOANYWNS TWV
UTTOTPOTTWV TG OITTOAIKNAG dlaTapaxrg, N NUEpHola 66on Ba TTPETTEl va TTPOCAPPOZETal avaAoyd PE TNV
KAIVIKI) KOTAOTOON TOU a0Bgvoug, 0To €UpOg TwV 5- 20 mg/nuepnoiwg. Augnaon Tng 660ng o€ avwTeEPN
atré TNV CUVICTWHEVN apXIKA 660N, CUVICTATAI VA YiveTal JOVO PETE aTTd KATAAANAN KAIVIKA
ETTAVEKTINON KAl YEVIKG Ba TTPETTEI VA TTPAYUATOTIOIEITAI O€ dIOOTAUATA YEYAAUTEPA TWV 24 wpwv. H
oAav{aTrivn gival duvartdv va xopnynBbei ave{apTTwg YEUPATWY KABWwg n atroppd@naon Tng dev



eTmnpEeadeTal atrd TN TAUTOXPOVN AWn TPOPAG. ZTadlakn peiwan Tng 06ang cuviaTdral, TTPIV TN
OIAKOTI) TNG aywyrg Ye oAavlaTrivn.

[Maidia kai & ol

Agv ouviaTdral n xopriynon tng oAavlatrivng og Taidid kai e@rifoug nAikiag katw Twv 18 eTwv egaitiag
TNG EAAEIYNG OTOIXEIWV YIa TNV ao@AAEIa KAl TNV aTToTEAEoPaTIKOTATA (BAETTE TTApaypdpous 4.4, 4.8,
5.1 ka1 5.2). MeyaAUTepeg augnoeig Bapoug, NImdiwv Kal JETABOAEG TwV TITTESWV TNG TTPOAAKTIVNG,
EXouV ep@avioTei o PIKPAG BIAPKEIaG HEAETEG O€ €PnRoUg aoBeveiG ae OXEON PE HENETEG OE EVAAIKEG
aobeveig (BAéTTe TTapaypago 4.4, 4.8 , 5.1 ka1 5.2)

HAikiwpévol

Mia peiwpévn apxikn d6on (5 mg/ nuepnaiwg), av kal Oev aTToTeAEI TNV OUVAON CUVIOTWHEVN TAKTIKHA,
MTTOPEl Va xopnynBei o€ nAIKiwpévoug aaBeveig, 65 TWV Kal Avw, OTTOU OI KAIVIKEG TTAPAUETPOI TO
amrairolv (BAETTE TTapdypago 4.4).

Neppikn kai/fy nmarikn duoAsiroupyia

Mia pikpoTEPN apxIkr) doan (5 mg), TTPETEl va xopnynBei oToug aoBeveic autolg. € TTEPITITWOEIG
METPIOG NTTATIKAG aveTTAPKEIAG ( Kippwan , katnyopiag Ay B otnv ta&ivounon kata Child-Pugh), n
apyIkr) 66on Ba TTPETTEl va gival Smg Kal va augaveTal Je TTPOCOXH.

Puio

H &60n évapéng kai To e0pog TNG dOONG dev ATTAITEITAI CUVABWG va TPOTTOTTOIOUVTAI VIO YUVAIKES
aoBeveig ae oxéon pe dvdpeg aoBeveig.

Kamviarég

H d60n évapéng kai 1o €0pog TNG ©6ang OV aTTAITETAI, CUVHABWG, va TPOTTOTTOIOUVTAl O€ N KATTVIOTEG
o€ OX£0N PE KATTVIOTEG.

> TTEPITITWAN, 6TTOU CUVUTIAPXOUV TTEPICOOTEPOI OTTO £vaV TTAPAYOVTEG, Ol OTTOIOI UTTOPET va
ETNPEACOUV Kal va eTBpaduvouv 1o peTafolioud (BriAu @UAo, nAIKIwPEVOG aoBEVAG, U KATTVIOTAG),
Ba mTpéTTel va e€eTdleTal N TMIBAvVOTNTA pEiwong Tng 86ang. H otadiakr augnon tng d6ong, otav
evoeikvuTal, TTPETTEl va €ival GUVTNPENTIKA, OTOUG aoBeveig auToug.

(BAétTe TTOpaypd@oug 4.5 kail 5.2)

4.3 Avrevdeideig
Ymrepeuaiobnaia aTn dpACTIKA OUGIa ] 0€ OTTOIOOATIOTE ATTO Ta CUCTATIKA TOU Qapudkou. AcBeveig pe
Kivduvo gu@Aaviong YAQUKWHPOTOG KAEIOTAG ywviag.

4.4 EId1kéG TPOEISOTTOINOEIG KAl TTIPOPUAAEEIG KATA T XPRON

Katd tn didpkeia TG avTIPUXWTIKAG aywyng, N KAIVIKA BeATiwon Twv acBevwv Ba TTapatnpnBei PeTd
atré TNV TTAPOSO PEPIKWYV NUEPWV WG Kal PEPIKWV Rdopdadwy. O1 aoBeveig Ba TTpéTTel va BpiokovTal
UTTO OTEVN IOTPIKN TTapakoAoUuBnaon Katd Tn dIGpPKEIa TNG TTEPIGO0U QUTHG.

Yoywan oxeni{éuevn ye dvoia kai/fi dIarapaxEC oUUTTEPIQOPAS

H ohavdatrivn &ev atroTeAei eykekpipgévn Bepatreia aoBevwv pe Yuoxwon oxeTICOPEVN Pe Avola Kai/f
dlaTaPaXEG CUPTTEPIPOPAG Kal EV CUVICTATAI N XPron TG, I0IKA o€ auTh TV oudda acBevwv Adyw
NG augnuévng BvnoiudTNTAG Kal Tou KIVOUVOU EUPAVIONG OYYEIOKOU EYKEPAAIKOU ETTEITODIOU. Z€
eAEYXOMEVEG UE EIKOVIKO @Apuako (placebo) kAvikég DokIPEG (D1dpkelag 6-12 eBdopddwy), o€
NAIKIWPEVOUG aaBeveig (MEang NAIKIag 78 €Twv) Pe Yuxwaon OXeTICOPEVN We Avola Kai/r) dlaTapaxEég
OUNTTEPIPOPAG, TTapaTnerBnke dITAdoIa adénaon Tng ETTTWoNg BavaTou 0ToUuG a0BEVEIG UTTO
oAav{aTTivn CUYKPITIKA PE EKEIVN yIa TOUug aoBeveig uTTd eikovikd @appako (placebo) (3,5 % évavt 1,5%



avTioToiXwg). H uwnAdTepn emmimmwan BavaTou dev oxeTi{dtav pe Tn 800N TNG oAaviaTrivng (MEon
nuepnoia 8éon 4,4 mg) f n didpkeia TG aywyng. O1 TTapdyovTeg KIVOUVOU TTOU EVOEXETAI VA
TPodIaBEéTouy Tov TTANBUCPO auTd Twv aoBevwv o€ auénuévn BvnoiudTnTa TTEPIAAUBAvVOUV: nAIKia >65
ETWV, duo@ayia, KATAOOTOAA, TTANUUEARGS BpEwn Kal aQudATWON, TTIVEUUOVIKEG KOTAOTACEIG (TT.X.
TIVEUovia aTTé 1 Xwpig elopodenon) i cuyxoprynon Beviodialemvwy. Q 01600, N €TITTTWON BavaTou
ATav uwnAdTEPN OTOUG aoBeveig oe Bepartreia e oAavZaTTiv CUYKPITIKA PE TOUG aOBEVEIG UTTO EIKOVIKO
@dpuako (placebo), avegdptnta ammd autols TOoUG TTAPAYOVTEG KIVOUVOU.

211G iB1EG KAIVIKEG BOKIPEG, ava@EpBnKav ayyelakES eyKeEPAAIKEG avetmBuunTeG evépyeieg (CVAE 11.x.,
AYYEIAKO EYKEPAAIKO ETTEICODIO, TTAPOBIKO ICXAIUIKO ETTEICOOI0), TTEPIAAUBAVOUEVWY EKEIVWV UE
Bavatn@oépa ékBaon. MaparnpABnke yia TpiImAdoia auénon oe CVAE og aoBeveig TTou EAapav
ohavaTrivn ouykpITIKA e aoBeveig TTou EAafav eikoviko @appako (placebo) (1,3 % évavti 0,4 %
avTioToixwg). OMol o1 aoBeveig oe Bepartreia pe ohavdaTrivn Kai €IKovikd @dpuako (placebo) Trou
epeavioav CVAE, eixav TpoUTtrdpxovTeg TTapayovTeg Kivouvou . HAIKia > 75 eTwv Kal ayyelokou /UIKTou
TUTTOU Gvola dIaTmoTWONKAV wg TTapdyovTeg Kivouvou yia Tnv avatTugn CVAE trou oxerTideTal pe Tnv
aywyr pe ohavdaTivn. H ammoTeAeopaTikdTNTA TNG OAav{aTTivng dev £xel DIATTIOTWOEI OTIG DOKIYEG AUTEG.

Néooc¢ rou Parkinson

H xopriynon tng oAavlaTrivng yia Tn Bepatreia wyuxwaong TTou OXETICETAI JE AYWVIOTH VTOTTAWIVNG O€
aoBeveig pe voao Parkinson & cuoTAveTal. Z€ KAIVIKEG OOKIPEG, ETTIOLIVIWON TWV TTAPKIVOOVIKWYV
CUNTTITWHATWY Kal TwV WeudaiobAoewy ava@épbnke TTOAU GuxVvda Kal gg JeyaAlTepn ouxvoTnTa aTTO TO
EIKOVIKO @apuako (placebo) (BAETe TTapdypago 4.8), kai n oAavlaTtrivn dev fTAV TTEPICOOTEPO
ATTOTEAEOUATIKA aTTO TO €IKOVIKO PAPUaKO (placebo) ot Bepatreia TV YUXWTIKWY CUUTITWHATWY. ZTIG
OOKINEG aUTEG, ol aoBeveig atmaiTeiTo apXIKA va gival oTaBepoTroinuévol oTn XapunAdTepn
ATTOTEAEOUATIKA) OON TWV aVTI-MAPKIVOOVIKWY QAPUAKEUTIKWY TTPOIOVTWY ( aywVvIOTHG VIOTTAUIVNG)
Kal va TTapapévouy ota idla avTl-MNapkivooviKA @apuoKeUTIKA TTPoidvTa Kal S000A0OYieG, KOO GAN TN
d1dpkela TG HEAETNG. H apyikh 86on Tng oAavlatrivng ATav 2,5 mg/nuepnaiwg Kai TITAOTTOINBNKE O€
MéyioTn 860N 15 mg/nuepnoiwg, avaAoya e TNV Kpion Tou EpEUVNTH.

NeupoAntrriké Kakonbeg Suvdpouo (NMS)

To NMS eivar pyia duvnTikd Bavatn@opa KaTaoTaaon, N OTroia OXETICETAI PE TNV AVTIWYUXWTIKA aywyr).
ZTTAVIEG TTEPITITWOEIG XapaKTnpioBeioeg aav NMS €xouv, ettiong, oxeTioBei pe Tnv oAavlatrivn. Ol
KAIVIKEG ekOnAwaoeig Tou NMS trepiAapdavouv: uttepTTupEeSia, JUIKA akauyia, JETOBOAR GTN vonTIKA
KOTAOTOON KAl GNueEia aoTABEIOg TOU AQUTOVOUOU VEUPIKOU GUATHUOTOS (aKAVOVIGTOG OQUYUOS
apTtnplakn TTiean, Taxukapdia, @idpwan kal kapdiakr ducpubuia). EmpdcBeta anueia moavwg
TepIAapBAavouv alénon TNG KPEATIVIKAG o @OKIVAOoNG, Juoaaipivoupia (pafdouudiuan) kai ogegia
VEQPIKN aveTTdpkela. Eav évag aoBeviig epgavioel onueia kal cuptTwuaTa evoelkTiké Tou NMS n)
avegrynTo uwnAod TTUpeTd Xwpig AANeG emITTPOOOeTEG KAIVIKEG ekdNAwaoelg Tou NMS, n xopriynon 6Awv
TWV AVTIYUXWTIKWV QapUAKwY, TrepIAauBavopuévng Tng ohaviaTrivng, Ba TTpETTEl va SIKOTITETAL.

YmrepyAukaiuia kai diaBNTNg

YmrepyAukaipia kai/ ) eu@avion ) emoecivwaon dIaBATN, N OTToia TTEPICTACIOKA £XEI CUCXETIODE e
KETOEEWON 1 KWHQ, £xEl OTTAVIA avagepOei, TTEPIAAUBAVOUEVWY Kal JEPIKWY BavaTneopwyv
TEPITTWOEWY (BAETTE TTAPAYPAPO 4.8). Z€ OPIOUEVES TTEPITITWICEIG, HIa TTPOUTIAPXOUCSa auénaon Tou
owpaTtkoU Bdapoug xel avagepBei, n otroia icwg eival £évag TPodiabeaiKOg TTapdyovTag. ZuvioTAaTal
KOTAAANAOG KAIVIKOG EAEYXOG, GUMQWVA UE TIG EVOEDEIYMEVES AVTIWUXWTIKES KaTeuBUVTAPIEG 0dnyieg. O1
aoBeveig TTou AauBdavouv BepaTreia e OTTOIOUGOATTOTE AVTIWYUXWTIKOUG TTAPAYOVTEG,
mepidapBavopévou Tou LANZAFEN, Ba mrpétmel va rapakoAouBouvTal yia onueia Kol CUPTITWHATA
uTTEpYAUKaIpiag (0TTwg TToAudiyia , TTohuoupia , TTOAu@ayia Kol aduvapia) Kail ol aoBeveig pe
oakyapwdn dIapATN A ekeivol pe TTapdyovTeg KIvoUvou yia TV avdaTtrTuén oakyxapwdn diafATn Ba
TTPETTEI VO TTAPAKOAoOUBoUVTal TOKTIKA yia TTIOEiVIaN Tou EAEyXoU TNG YAUKOZNG. To cwpatiké Bdapog
Ba TTPETTEl VA TTAOPAKOAOUBEITAI TAKTIKA.

Nimidikég puetafBoAéc

AvemmBuunTeg peTaBoAég oTa emireda Twv AMmdiwv €xouv TTapaTtnenBei oe acBeveig uTTO BepaTtreia pe
oAav{aTrivn o€ KAIVIKEG DOKIPEG EAEYXOMEVEG E EIKOVIKO @Apuako (placebo) (BAéTTe TTapdypago 4.8).
O1 pyeTaoAég Twv AImdiwyY TTPETTEN va avTIMETWTTICoOVTal KATAAANAWG KAIVIKG, 1010iTEPa O€



QUOAITTIdaIPIKOUG aoBeveig Kal o€ aoBeveig pe TTapdyovTeg KIVOUVOU yia TNV avatrTuén diatapayxwy Twv
Amdiwv. O1 acBeveig TTou Aaudvouv Bepartreia e OTTOIOUTOATTOTE AVTIYUXWTIKOUG

Tapdayovteg, mepidaufavopévou Tou LANZAFEN, Ba mpétrel va uttoRBAAAOVTAIl TOKTIKG O€ EAEYXO TWV
ATTdiwy Tou 0poU CUPPWVA LE TIG EVOEDEIYUEVES AVTIWUXWTIKEG KATEUBUVTPIEG 0BNYiES.

AVTIXOAIVEQYIKH 6paaTnEIOTNTA

Evw n ohavdatrivn €de1ge avTiXoAIvepyikr dpacTnpidTNTA in Vitro, n euTreIpia KATA TNV SIAPKEIA TWV
KAIVIKWV BOKIPWY ATTOKAAUWE XANNAL €TTITITWon avdAloywv cupBapdtwy. EvrodTolg, eTTeidr n KAIVIKH
guTTEIpia e TNV oAav{aTTivn 0 A0BEVEIG UE TUVUTTAPXOVTO VOO AT Eival TTEPIOPIOKEVN,CUCTHVETAI
TTPOCOXNA OTAV CUVTAYOYPAPEITAI O AOOEVEIG PE UTTEPTPO®IA TTPOCTATN, A TTAPAAUTIKO EIAES Kal
avAAOYEG KATAOTAOCEIG.

Hmarikn Asiroupyia

MapodIKEG AOUUTITWHATIKEG AUENTEIG TWV NTTATIKWY Tpavoauivacwy, ALT, AST éxouv cuyvd
TTapatnenBei, 1IB1aiTepa oTa apxika aTadia TnG BepaTtreiag. Mpoooyn atraiteital o€ aobeveic pe
augnuéveg TINEG ALT kai/f} AST, o€ acBeveig e onueia Kal CUPTITWUATA NTTATIKAG SUCAEITOUpYIag, o€
0a00¢eveig pe TTPOUTIAPYXOUCEG KOTOOTACEIG TTOU OXETICOVTAI JE TTEPIOPIOUO TNG NTTATIKAG AEITOUPYIKNG
ETTAPKEIAG KAl 0 aogBeveig o1 otroiol Aapdvouv aywyr Je duvnTiKE NTTATOTOSIKA QAPUOKA. Z€
TePITTTWOoN avénong Tng ALT ka/ry AST katd tnv didpkeia Tng Beparreiag, Ba mpétel va oxedlacOei
TTapakoAoUuBnon kai va eEeTaoBel To evoeXOUEVO PeiwaNg TNG BOONG. Z€ TTEPITITWOEIG OTTOU €XEI
dlayvwoBei nTratimida (TrepIAauBavouévng TNG NTTOTOKUTTAPIKAG, TNG XOAOOTATIKAG 1} TNG UIKTAG
nmaTikAg BAGRNG), N BepaTtreia pe ohavdatrivn, Ba TTPETTEI va DIAKOTITETA.

Quoderepormevia

Mpoooxn Ba TTpéTTel va dideTal o€ aoBeveig pe XapuNAG apiBu6 AEUKOKUTTAPWY Kai/f) OUOETEPOPIAWV
atrd oTroIadNTTOTE aITia, o€ aaBeveig TTou AauBdavouv @ApPaKa TTou gival yvwaTd 6Tl TTIPOKAAOUV
OUDETEPOTTEVIA, O€ A0BEVEIG UE 1I0TOPIKG PAPHUAKOYEVOUG KATAOTOARG/TOEIKATNTAG TOU HUEAOU TWV
00TWYV, 0€ A0BEVEIG JE KATAOTOAR TOU JUEAOU TWV OCTWV ATTO CUVUTIAPYOV vOOhUd, akTivoBepaTreia i
XNUEIOBepaTTEia Kal o€ aoBEVEIG PE UTTEPNWOIVOPIAIKEG KATAOTACEIG 1 HE HUEAOUTTEPTTAOCTIKA VOTO.
OudeTepoTrevia £xel ouxva ava@epBei katd Tn cuyxoprynon Tng oAaviaTivng Pe BaATTpoiko (BAETTE
Tapdypago 4.8).

Aiakorn ¢ Beparreiag

Otéa cuptrrwpara 6TTwG £@idpwan, auTvia, TPOPOG, AyXog, vauTia, i EUETOG EXOUV avapepBEi TTOAU
oamavia (< 0,01%) étav n ohavdativn dIOKOTITETAI QIPVidIa.

QT didornua

> & KAIVIKEG OOKIMEG, KAIVIKG ONUAavTIKEG TTOPATACEIS OTa dlaoTrhuaTa Tou dlopBwpévou QT (QTc)
(©16pBwan Tou diaocTtRpaTog QT katd Fridericia [QTcF] = 500 milliseconds [msec] ommoTednToTE PETA
TNV apxIKn €kTipnon o€ acBeveig pe apyikn ektipnon QTcF < 500 msec) ATav 0x1 ouxvés (0,1 % €wg 1
%) o€ aoBeveig TTou éAapav ohavlaTrivn, Xwpig oNUAVTIKEG dIAPOPEG OTA OXETICOPEVA KapdIakd
OUMBAUaTa CUYKPITIKG PE TO €IKOVIKO pApuako (placebo). EviouTtoig, TTwg Kal ue GAAQ QvTIPUXWTIKA,
TTPoCoXN ataiTeiTal 6tav n oAav{aTriviy CUYXOopPNnYEiTal JE @APPOKA TTOU €ival yvwaoTo OTI TTapATEivVOUV
10 QTC didoTnua, 1d1aiTEPa o€ NAIKIWPEVOUG, O€ A0BEVEIG uE ouyyeVEG GUVOPOUO TTapaTeTapévou QT
OIAOTAUATOG, CUUQPOPNTIKY] KAPBIOKH AVETTAPKEIA, KOPBIOKY UTTEPTPO®Ia, UTTOKaAIQIyia 1)
uTTodayvnaolaidia.

OpouPocuBoin

XpOoVIKA CUCYXETION TNG aywynG Pe ohaviaTrivn kal QAEPIKAS BpoupoeuBoAnig (VTE) éxel TTOAU oTravia
(<0,01%) avapepbei. Aev £xel OeueAwOEl AITIOAOYIKI CUOXETION PETAEU TNG EPPAVIONG PAEPRIKNAG
BpopBoeuPoAng kal TG aywyng ge oAdaviaTrivn. EvrouTolg, a@ou ol aoBeveig pe axifoppéveia, Cuyxva
eM@avifouv eTTikTNTOUG TTAPAYOVTEG KIVOUVOU Yia QAERIKA BpouBoeuBoAr, 6Aol o1 TBavoi TTapayovTeg
KivdUvou gugaviong VTE, 6TTwg n akivntoTroinan Twv acBevwy, Ba Tpétel va rpoadiopiovTal Kal va
AauBavovTal TTpOCTATEUTIKA PETPA.



[evikn dpaornpiotnia KNS

Me dedopéveg TG KUpIEG eMIOPATEIS TNG oAavlaTrivng o1o KNZ, Ba rpétrel va dideTal TTpOaox OTn
ouyxopnynor] g Je GAAa @dpuaka TTou dpouyv 1Tiong oto KNZ KaBwg Kal Je 1o aAKoOA. ETreidr n
ohavdatrivn epeavicel in vitro dpdon aviaywvioTA TNG VTOTTANIVNG, EVOEXETAI VA AvTaywVIOBEi TIg
eMOPACEIS TWV AUECWYV KAl EUPECWY AYWVIOTWYV TNG VTIOTTAMIVNG.

EmAnrrikég kpioeig

H oAavdatrivn Ba TTpETTel va xopnyeital Je TTPOoOXA 0 a0BeVEiG PE I0TOPIKG ETTIANTITIKWYV KPIoEWV A O€
0a00gveig Pe TTaPAYOVTEG Ol OTTOI0I UTTOPEI VO TTPOKAAECOOUV PEiwan TNG EMANTITIKAG oudou . Ol
EMANTITIKEG KPIoEIG £X0UV avapepBei oTrdvia o€ acBeveig uTTO aywyr PE oAavdaTivn. ZTig
TTEPICOOTEPEG TWV TTEPITITWOEWY AUTWY, IOTOPIKO ETTIANTITIKWY KPICEWV 1 TTAPAYOVTES KIVOUVOU YIa
EMANTITIKEG KPIOEIG £X0UV avapepOEi.

Ouwiun Auokivnoia

>€ OUYKPITIKEG PEAETEG, ETNOIAG 1 MIKPOTEPNG OIAPKEIAG, N OAav{aTTivn OXETICOTAV UE OTATIOTIKA
ONMAVTIKA XauNAOTEPN ETTITTITWON QAPUOKOETTAYWHEVNG duoKIvnaiag. Ev TouTolg, o Kivduvog yia dyiun
duoKIvNaia augaveTal Je TNV JOKPOXPOVIA £KBECN KAl ETTOPEVWWG €AV ONUEIQ i CUPTITWHATA OYIKNG
duokivnoiag eueavicbouv o€ acBbevh uttd aywyn pe oAavlativn, Ba TTPETTEl va eEETACETAI TO
EVOEXOUEVO PEIWONG TNG BOONG A SIOKOTTAG TNG XOPAYNONG. Ta CUPTITWHATA QUTA UTTOPEI TTPOCWPIVA
va emdEIvwBOoUV 1 va egpavioBolv YeTd aTTd BIAKOTI TNG BepaTreiag.

OpbBoararikn uroraon

OpBooTaTikh UTTOTACT TTAPATNPEABONKE OXI CUXVA 0 NAIKIWPEVOUG aaBeveig TTou eAduBavav
oAav{aTrivn Katd TNV OIdpKeIa TwV KAIVIKWY doKIPWY. OTTwg Kai Je GAAG avTIYUXWTIKA, GUVIOTATOI N
apTnPIoKA TTiean va PeTPATal TTEPIOOIKA O€ aoBeveig Avw Twv 65 ETWV.

Alpvidiog kapdiakbé¢ Bdvarog

2€ ava@opEg yia TNV oAavlaTrivn JETA TNV KUKAOQOPIa TOU TTPOIGVTOG, TTEPITITWOEIG alpVidlou
KapdiakoU BavdaTou éxouv ava@epBei ae aabeveic TTou AduBavav oAdavlativn. Ze hia avadpouiki
MEAETN TTOPATAPNONG TNG OPAdAG TWV ATUTTWYV QVTIYUXWTIKWY, 0 TBavog Kivduvog Tou aipvidiou
KapdiakoU BavdaTou, o€ aoBeveic UTTO aywyr ge ohavdaTrivn, ATav TTepiTTou dITTAGCIOG TOU KIVOUVOU O€
aoBeveig TTou dev AdduBavav aywyn € avTIPUXWTIKA. TN JEAETN, O KivOuvog atrd Tnv aywyn JE
oAavaTrivn ATavV CUYKPIOIPOG PE TOV KivOUVO aTTO TNV aywyr] JE ATUTTA QVTIPUXWTIKA TTOU
TTEPINOUBAvVOVTAV 0T CUYKEVTPWTIKA avaAuon.

Xonon oe maidid kai epnBou¢ nAIKiag KaTw Twv 18 eTwv

H oAavlaTrivn dev evdeikvuTal yia XpAan oTnv aywyn TTaidiwv Kai eprRpwyv. MeAéteg o€ aaBeveig nAikiag
13- 17 eTwv TTapouciacav TTOIKIAEG avemIBUUNTEG EVEPYEIES, TTOU TTEPIAGUBAvVOUV aUENon CwHATIKOU
Bdapoug, YETABOAEG OTIG HETABOAIKEG TTAPAUETPOUG KAl AQUEATEIG TWV ETTITTEOWY TTPOAAKTIVNG. Makpdg
OIAPKEIAG ATTOTEAETUATA TTOU OXETICOVTAI PE QUTA Ta CUPBAUaTa dgv £xouv PEAETNOET Kal TTapapévouv
ayvworta (BAETTe TTapaypdeoug 4.8 kai 5.1).

Aakrédn
Ta diokia LANZAFEN Ttrepi€xouv Aaktoln. O1 aoBeveig pe atravia KAnpovouika TTpoBAfuaTa 0TTwg n

duoavedia NG yaAakToldns , n avetrdpkela Tng Aaktdong ) n duocatmoppdPnaon TNG YAUKOLNG-
YaAaKTOZNG, dev TTPETTEl va Aaudvouv autd To @APUOKO.

4.5 AMAANAemidpdoeig e GAAQ QAPUAKEUTIKA TTPOIOVTA Kol AAAEG HOoP@PES aAANAeTTIOpaong
MeA€Teg aAANAeTTIOpPACNG £XOUV TTPAYUATOTTOINDET JOVO G€ EVAAIKEG.

Auvnrikéc aAAnAemidpdocis mou errnpealouy nv oAavlarivin



Etreidni n ohavlatrivn petaoAidetal péow tou CYP1A2, o1 oucieg TTou TTpOKaAOUV ETTOYWYN 1)
avaoToAR €10IKA TOU I00€VEUPOU aUTOU, EVOEXETAI VA ETTNPEACOUV TIG QAPUOAKOKIVNTIKEG IBIOTNTES TNG
ohavdatrivng.

Emaywyn rou CYP1A2

O petapoAioudg TnG oAavlaTrivng YTTopEi va evioxuBei atrd To KATTVIoUA Kai aT1ré TNV KapRauadleTivn e
ATTOTEAEO A Va TTPOKANOEI peiwon Twv CUYKEVTPWOEWY TNG oAavlaTrivng. ‘Exel avagepBei pévo pikpn
€wg PETPIa auénon Tng kaBapong TG oAavlativng. O1 KAIVIKEG ETTITITWOEIG AVAUEVETAI VA gival
TTEPIOPICPEVEG AANG ouVIOTATAI N KAIVIKA TTapakoAouBnon Twv acBevuyv Kail pia adénan 1ng d6ong Tng
oAav{aTTivng pTTopei va yivel edv kpiBei atmrapaitnto (BAETTE TTapdypago 4.2).

AvaortoAn tou CYP1A2

H @AouBoapivn, évag €1d1Ik6G avaoToAéag Tou CYP1A2, €xel attodeixOei 6Tl avaoTEAAEl onuUavTIKA TOV
peTaBoAiono Tng oAavdaTrivng. H péon adgnon tng péyIoTng ouykEVTPWONG (Cmax) TNG OAVIATTIVNG,
META TN Xopriynon Tng gAouBoapivng, ftav 54 % o€ yuvaikeg un KatmvioTéG Kal 77 % o€ avdpeg
katrvioTég. H péon adgnon tng AUC 1ng ohavdatrivng Atav 52 % kai 108 %, avrtioToixa. H xopriynon
MIKpOTEPNG dOONG €vapéng TnNG oAavdaTrivng, Ba TTpéTTel va eEeTdleTal o€ aoBeveig ol otroiol Aapdavouv
@AouBoapivn i dAAoug avacToAeic Tou CYP1A2, 6Trwg n aimrpo@Aofaaivn. Ze TepimmTwaon évapéng
Beparreiag pe évav avaoToAéa Tou CYP1A2, 10 evOeXOUEVO UEiwoNG TNG d6aNg Tng oAavlaTrivng Ba
TTPETTEl VO EEETALETA.

Meiwon tn¢ Biodiabeoiudrnrag

H xopriynon evepyou avBpaka peiwvel Tnv BiodiabBeoipdrnta 1ng oAavlatrivng, xopnyouuevng atd Tou
OTOUATOG, 0€ TT0o0oTO 50-60 % yrautd kal o evepyog avBpakag Ba Tpétel va AauBaveral TOUAGXICTOV
2 WPEG TTPIV 1] META TN XOoprynon Tng oAavlativng.

®dAouoteTivn (avaoToAéag Tou CYP2DB6), epatrag dooeig avtidgivoug (apylAiou, payvnaoiou ) n
oIuETIdIVN, Oev Exouv avagepBei va eTTnPedlouv ONPAvTIKG TIG APUOKOKIVNTIKEG IDIOTNTEG TNG
oAav{aTTivng.

Auvnrikéc emdpaaei 1n¢ oAavlamivn¢ o GAAQ QapUAKEUTIKA TTpoiovIa
oAavdaTrivn evoEXETAl va avTaywVIOBE TIG ETIOPATEIS TWV APECWY N EUUECWV AYWVIOTWYV VIOTTAMIVNG.

oAavdaTrivn &gV TTPOKOAEI AvOGTOAN TwV KUPIOTEPWYV 100eVCUNWY TOU KUTTOXpwaTog CYP450 in vitro
(r.x. 1A2, 2D6, 2C9, 2C19, 3A4). Q¢ ek ToUTOU, OEV AVAUEVOVTAI GNUAVTIKEG GAANAETTIOPACEIG,
oUPQwva e Ta O1aBEaIua OedoUEVA TWV PWEAETWV in vivo OTTou OEV TTAPATNPNBNKE avaCoTOAN ToU
MeTaBoAIoUOU Twv akOAOUBWY SPACTIKWY OUCIWV: TWV TPIKUKAIKWV QVTIKATABAITTTIKWV
(MeTapoAifopévwy Kupia péow CYP2D6), Tng Bapgeapivng (CYP2C9), Tng Beo@uAiivng (CYP1A2) ) Tng
diagemraung (CYP3A4 kai 2C19).

Aev avagépBnkav aAANAeTIOPACTEIC, KATA TN GuyXoprnynaon TG oAavlaTrivng e AiBio A Brrepidévn.

Katd Tnv TapakoAolBnon Twv emTTEdwY TTAAOPATOG TOU BAATTPOIKOU eV TTAPOUTIACTNKE AVAYKN
TIPOCAPUOYHG TNG BOONG Tou BAATTPOIKOU, UETA TNV £vapén TNG OUyXoprynong Tng oAavlaTivng.

[evikn dpaotnpidtnia KN2

Mpémer va diveTal TTPOCOXA 0€ a0OEVEIG TTOU KATAVAAWVOUV aAKOOA | AauBAavouV QapUaKEUTIKA
TTPOIOVTA TTOU UTTOPET VA TTPOKAAECOUV KATAOTOAR TOU KEVTPIKOU VEUPIKOU CUGCTHUATOG.

Ag ouoTAvVETAI N cuyxopriynon oAavlatrivng pe avi-MNapKIivoovikd QapuakeUTIKG TTPOIOVTa O AoBeveig
pe vooo Parkinson kai dvoia (BAETTE TTapaypago 4.4).

QTc didornua



Atraiteital TTpoooyr 6Tav n oAav{aTTivn oCuyXopnyeiTal JE QOPUAKEUTIKA TTPOIOVTA TTOU Eival yvwaoTé 6T
Trapateivouv 1o QTc didaTnua (BAETTE TTapdypago 4.4).

4.6 Kinon ko yahouyia

Agv UTTAPXOUV ETTAPKEIG KAl KAAA EAEYXOUEVEG HEAETEG ETTI eyKUWV yuvaikwy. O1 aoBeveig Ba TTpéTTel va
EVNUEPWVOUV TOV IATPO TOUG, O€ TTEPITITWAOTN TTOU PEIVOUV i TTPOTIBEVTaI va PEIVOUV £YKUEG, KATA TN
didpkela TnG Bepartreiag pe oAdaviaTivn . QoTdo0, €TTEIDN, N EPTTEIPIO GTOV AVBPWTTO €ival
TTEPIOPIOPEVN, N oAav{aTTivn Ba TTPETTEI va XOPNYEITAl 0TNV EyKUPOoUVN PHéVoV AV TO OVAREVOUEVO
O@eAog, dikaiohoyei Tov Bavo Kivduvo yia To £upuo.

AuBbpunTeG avapopég £xouv TTOAU oTTavia An@Bei oxeTIKd Pe TpdpOo, utrepTovia, ABapyo kai uttvnAia
0€ veoyvd UnNTEPWV ol OTToiEG gixav AdBel oAavlaTrivn Katd Tn SIdpKeEIa TOU TRITOU TPIKAVOU TNnG KUNong.

2€ yia JeAETN o€ uyieic BnAdlouoeg yuvaikeg, TTapaTnERBNKe aTTEKKPION TNG oAav{aTTivnG OTO UNTPIKO
yaAa. H péon ékBeon Tou veoyvou (mg/kg) otn oTaBepr) KATAOTAGN, UTTOAOYIOONKE OTI AvTIOTOIXEI OTO
1,8 % Tng avrtigToixng d6ang TnG oAaviatrivng atn untépa (mg/kg). O1 acBeveig Ba rpéTTel va
evnuepwvovtal 611 6ev ouvioTaTal va BnAdadouv, eav AapuBdavouv oAavdaTivn.

4.7 Emdpdoeig oTnVv IKAVOTNTA 03YyNONG KAl XEIPICMOU HNXAVWYV

Agv TTPAYHATOTTONBNKAV HEAETEG OXETIKA WE TIG ETTIOPATEIG OTNV IKAVOTATA 0OAYNONG KAl XEIPICUOU
pnxavwy. Etreidn n oAavdatrivn ytmopei va rpokaAécel utrvnAia kai {aAn, ol acBeveic Ba Trpétmel va
EVNUEPWVOVTAI VIO TOUG TTIBavVOUG KIVOUVOUG KATA TO XEIPIOKO INXAVWYV, TTEPIAQUBAVOUEVWV TWV
OXNHATWV.

4.8 AvemB0uNTEG EVEPYEIEG
Evnikeg

O1 Mo ouyvd avaeepopeveg (Trapatnphnonkav ae = 1% Twv aoBevwv) aveTTIBUPNTEG EVEPYEIEG, Ol
oTroieg oxetifovrav Pe TN xopAynon oAavlatrivng Katd Tn SIApKEID TwV KAIVIKWV SOKIPWY, ATaV
uttvnAia, aténon cwpaTtikou Bépoug, nwaolvo@iAia, auénuéva emmitTreda TTPOAAKTIVNG, XOANOTEPOANG,
YAUKOCNG Kkal TpIYAUKEPIBiWV (BAETTE TTapdaypago 4.4), yAukoloupia , auénuévn 6pegn, ¢aAn, akabnaoia,
TTAPKIVOOVIOUOG (BAETTE TTapdaypago 4.4), duokivnoia, opBoaTaTIKr UTTOTACH, AVTIXOMVEPYIKEG
EMOPACTEIG, TTAPODIKEG ACUPTITWHATIKEG QUEATEIG TWV NTTATIKWY TPAVOauIvacwy (BAETTE TTapdypago
4.4), e€avbnua, e€aacBévion, KOTTWAON Kal oidNua.

O akbéAouBog Trivakag TrepIAauBAvEl TIG aveTTIOUUNTEG EVEPYEIEG KAl TO EPYACTNPIAKA EUPAUATA TTOU
TTapatnenénkav katd Tnv didpkeia KAIVIKWY SOKIPWY Kal auBépunTwy avagopwy. Eviég kébe
KOTnyopiag ouyxvoTnTag ENQAVIONG, Ol AVETTIOUUNTEG EVEPYEIEG TTAPATIOETAI KOTA pBivouca oelipd
ooBapdtnTag. O1 6pol cuXVOTNTAG TTOU avaPEPOVTAl TIOPAKATW TTPoadiopifovTal wg ENG: MNMoAU cuxvég

(= 10 %), ouxvég (= 1 % kai < 10 %), Ox1 ouxvég (= 0,1 % kai < 1 %), omrdvieg (= 0,01 % kai < 0,1 %),
TTOAU omravieg (< 0,01 %), un yvwoTég (dev ptropouyv va ekTiunBouv e Bdaon Ta diabéaiya dedouéva).
MoAU Zuyvég

ZuyVvég

Ox1 Zuyvég

Mn NvwoTég
AlaTapayég Tou aioTToINTIKOU KAl TOU AEUPIKOU CUCTAHOTOG

Hwaoivogihia
AeukoTTevia
OpoupokuToTTevia

OudeTepoTrevia

AlaTapayég TOU AVOOOTTOINTIKOU GUCTHMATOG



AMAepyIKA avTidpaon
Alatapayég Tou petafoAiopol kai Tng Bpéyng

AUgnon Bapoug’
Augnuéva ettireda
Eugpdvion i
XOANoTEPOANG 23
emodeivwan diapnTn
Augnuéva etrieda
TTOU TTEPIOTOCIOKA £XEI
yAukogng*
OUOYXETIOOET hE
Augnuéva ettireda
KETOEEWON 1 KWHA
TPIYAUKEPISiWV?S
TTEPIAAUBAVOPEVWV Kal
I"Aukoloupia

MEPIKWY Bavatneopwyv
Augnon g 6pegng

TTEPIOTATIKWYV (BAETTE

TTapAaypago 4.4)

YmoBepuia
AlaTapayxég Tou VEUPIKOU CUCTHHATOG

YTtrvnAia
ZAaAn

ETANTITIKEG KpiOEIg



AkaBnaia®

OTT0U OTIG
Mapkivooviouogt
TTEPICOOTEPEG
Auokivnaoio®

TTEPITITWOEIG EiXAV

avaepOei 1I0TOPIKO

ETMANTITIKWV KpioEwv A

TTapdyovTeg KIvOUvVou

yla ETTIANTITIKEG

Kpioe€Ig.

NeupoAnTITIKO

KakénBeg Zuvdpouo

(NMS) (BAéTTe

Tapdypago 4.4)

AucoTovia
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(TrepihapBavopévng NG

TTEPICTPOPNG TWV

0QBaApIKWY BOABWV)

Ouiun duokivnoia

ZUPTITWPATA BIOKOTTAG
Kapdiakég diatapayég

Bpadukapdia

Koihiakn

Mapdaraon Tou
Tayxukapdia/

dlaoTApatog QTc
Hopuapuyn, aipvidlog

(BAéTTe TTapaypago 4.4)
BavaTtog (BAETTE

Tapdypago 4.4)

Ayyelakég dlatapayég

OpBoaoTarikr utréTacn

OpopBocuBoAn

(TrepiAapBavouévwv
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TNG TTVEUPOVIKAG

€MPBOARG Kal TNG

BpoupwONG Twv v TwV

BaBel pAeBwV).
AlaTapay£éG TOU YOOTPEVTEPIKOU CUGTHATOG

"HTmieg, TTAPOBIKES
MaykpeaTitida

QAVTIXONIVEPYIKEG

emMOPAOEIG, HETALU TWV

OTTOiWV BUCKOINIOTATA

Kal {npooToia.

Alatapayég Tou AITATOG KOl TWV XOAN@Opwv

Mapodikég,

Hrraritda
QOUPTITWHOTIKEG
(TrepihapBavouévng NG
QUENOEIG TWV NTTATIKWV
NTTOTOKUTTAPIKAG, TNG

Tpavoapivacwy (ALT,
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XOAOOTATIKAG 1] TNG

AST), idiaitepa oTnVv

MIKTAG NTTATIKAG

évapgn tng BepaTreiag

BAABNG),

(BAéTe TTapAypago 4.4)

Alatapayég Tou BEPUATOG KAl TOU UTTOdOpIoU 1I0TOU

E¢avonua

AvTidpaon ammo

pwTosuaiodnaia

AAwTTEKiO

Alatapayég Tou HUOOKEAETIKOU OUCTAPATOG KAl TOU CUVOETIKOU 1IGTOU

PapdopudAuon
AlaTapayxég TWV VEQPWV Kal TWV OUPOPOpWY 0dwv

AKpATEIa OUpWV
AuckoAia aTnv olpnon
Alarapayég Tou avaTrapaywyikol CUCTANATOG KAl TOU OO TOU

Mplatmopég
Fevikég SlaTapayEG Kal KATAOTAOEIG TG 080U XoprRynong

E¢aagbévion

Koémmwon
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QOidnua

‘Epeuveg

Auénpuéva etitreda

Augnuéva etrireda
Augnuévn aAKaAIKn
TTPOAAKTIVNG TOU

KPEATIVIKAG
PWoPATACn
TTAGouaTog?

QWO QOKIVACNG

Augnuévn oAIkn

XOAEpUBpIvN

TKAIVIKG anuavTikf alénon owuatikoU BApoug TTapatnprnenke o€ OAES TIC KATNYOPIES YE QPXIKN
ekTipnon Aegiktn Madag Zwpuarog (AMZ). Metd mn BpaxutrpdBeoun Bepatreia (péon didpkeia 47
NUEPES), N alénon Bapoug = 7% atrd 10 apxikd Bapog owuaTtog ATav TTOAU auyvn (22,2 %), 2 15 %
Atav ouxvA (4,2 %) kai = 25 % ftav 6x1 ouxvn (0,8 %). MNoAU cuxvA ATav n auénon Bapoug =7 %,

15 % ka1 = 25% at1rd 10 apxIKd BAPOG CWHATOG O€ A0BEVEIS UE HAKPOXPOVIa EKBEaN (TOUAAYXIGTOV
€BOOPAdEC) (64, 4 %, 31,7 % ka1 12,3 % avTioToixa).

201 péoeg augnoeig oTIg TIREG vnaTeiag Twv Amdiwy (OAIKA XoAnaTepoAn , LDL xoAnoTtepdAn Kai
TPIYAUKEPIdIa) ATaV UYnAGTEPEG O€ a0BevVEiG Xwpig evoeigelg AmmdaINIKAG aTToppUBUIcNS OTNV APXIKN
EKTiUNON.

*MaparnerBnkav og QUCIOAOYIKA ETTITTEDO VNOTEIAG OTNV APXIKN eKTiMNoN (< 5,17 mmol/l) Ta otoia
augnénkav og upnAda (= 6.2 mmol/l). MoAU cuyvEég ATV oI PETABOAEG 0T OAIKA £TTITTESA XOANOTEPOANG
vnoTeiag amod oplakd KATd TNV ApXIKr €KTipnon (= 5,17 - < 6,2 mmol/l) o upnAd (

26,2 mmol/l).

*MNapatnprénkav o eualoloyIkd eTTiTTeda vnoTeiag atnv apxIKr ekTiynon (< 5,56 mmol/l) Ta omroia
augninkav og upnAa (= 7 mmol/l). MoAU cuyvég ATav o1 PeTaBoAég aTh YAUKOLZN vnaTeiag atmd oplakd
eTiTreda VNOTEIOG OTNV APXIKA EKTIUNON (= 5,56 - < 7 mmol/l) og uwnAd (= 7 mmol/l).
*Mapatnprbnkav e eualohoyika eTTiTTeda vnoTeiag oTny apxIknA ekTiunon (< 1,69 mmol/l) Ta otoia

augnbnkav o upnAda (= 2,26 mmol/l). MoAU cuyvég Tav o1 PeTaBoAég aTa TpiyAuKkepidia vnaTeiag ammd
opIakd aTnv apxIkf ekTipnon (= 1,69 mmol/l - < 2,26 mmol/l) og upnAd (= 2,26 mmol/l).
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€Y kKAIVIKEG BOKIUEG,, n emTiTrTwaon MapkivaoviopoU kal duaTtoviag og aoBevei¢ uttd ohavlatrivn ATav
ap1BunTIKG peyaAUTePN, aAAG 61 OTATIOTIKE ONUAVTIKA SIAPOPETIKA ATTO TNV AVTIGTOIXN TOU EIKOVIKOU
@apudkou (placebo). O1 Aaupdavovteg ohaviaTrivn acBeveig eixav pia xaunAdTepn emiTITWOoN
Mapkivooviopou, akabnaoiag kal UCToviag CUYKPITIKA PE AuTOUG TToU EAGUBavaV TITAOTTOIOUUEVEG
060¢1G aloTTEPIOOANG. AGYW EAAEIYNG AETTTOPEPOUG TTANPOPOPNONG YIO TO TTPOUTTAPXOV
€CATOMIKEUPEVO IOTOPIKO OEEWV KAl OYINWV EEWTTUPAUIBIKWY KIVATIKWYV diatapaxwy , Ogv gival duvatdv
€11 TOU TTAPSVTOG va atrodelXBei OTI N oAavlaTTivn TTPOKAAEl AiyoTepn owiun duokivnaia kai/ff GAAa
OWIPa eEwTTUPapIBIKG TUTTOU CUVOPOUQ.

"O&ta guuTITWHATA OTTWG £QIdpWaon , alTIvia, TPOPOG, AyXOG, VauTia Kal EUETOC £XOUV avagpepBei, otav
n oAavdaTrivn SIGKOTITETAI AIPVIDIAL.

8 Y& KAIVIKEG PEAETEG DIdpKeIag WG Kal 12 eBOOUAdWY, O GUYKEVTPWOEIS TWV ETTITTEOWY TTPOAAKTIVNG
TOU TTAAOATOG €ixav UTTEPPEI TO avWTEPO OPI0 TOU PuaIoAoyIKoU eUpoug TrepiTTou 010 30 % Twv
aoBevwyv utté aywyn pe ohavlativn, Je UOIOAOYIKA ETTITTEDQ TTPOAAKTIVRG OTNV APXIKHA EKTIUNCN. TNV
TTAEIOWNQIia aQUTWVY TWV a0BEVWY, 01 QUENTEIG ATAV YEVIKA ATTIEG KAI TTAPEUEIVAV XAUNAOTEPES ATTO TO
OITTAGCIO TOU AVWTEPOU OPIOU TOU PUOIOAOYIKOU €UPOUG. 2€ a0Beveig ue axifoppéveia , n yéon
METABOAN TwV TITTEdWY TNG TTPOAAKTIVING PEIWBNKE PE TN ouvEXIoNn TG BepaTreiag, evw YEOES aQugnoeig
TTapatnenénkav og acBeveig pe AAAeg diayvwaoelg. O1 péaeg peTABOAEG ATav aunAnTées. Mevikd oe
aoBeveig uTTé aywyn pe ohavatrivn ol dUVNTIKA CUCXETICOPEVEG JE TNV aywYT] KAIVIKEG EKONAWOEIG,
TTOU agopolcav Toug JacToug Kal TNV epunvépuaon (Tr.X. aunvéppola, diI0yKwaon TwWV JOoTWVY,
YaAQKTOPPOIa O€ YUVAIKEG Kal YUVAIKOUOOTIO/ SIOYKWON TWV PACTWY OTOUG AvOPEG) OEV ATAV GUXVEG.
AVETTIOUUNTEG EVEPYEIEG TTOU apopoUaav Tn 0eEOUAAIKN AgiIToupyia (TT.X. OTUTIKI SUCAEITOUPYia OTOUG
AvOPEG Kal PEIWMPEVN YEVETNOIA 0PN Kal 0Ta dUO QUAQ) Kal TTou duvnTIKA CUCXETICOVTAI JE TNV aywyh,
TTapaTnErnénkav cuyvda.

Makpdc-6idpkeiag ékBean (TouAdyiorov 48 Boouddwyv)

H avaloyia Twv acBevyv TTou gixav ooBapéc Kal KAIVIKG onuavTikEG aAAayEG GO0V agopd Tnv augnaon
owpaTIkoU Bapoug, Tn YAukdZn, Tnv oAkl LDL/HDL xoAnoTtepdAn ) Ta TpiyAukepidia , auénonke pe Tn
TTAPOdO Tou XPOVou. Z& eVAAIKEG a0Beveig TTOU CUPTTAfpwoav 9-12 urveg BepaTreiag, o pubuog
augnong Tng MEoNG TIAG TNG YAUKOZNG Tou aipaTog emMRPadUvOnke JETA aTTd TTEPITIOU 6 PAVEG.

EmimpdoBerec mAnpoopics yia idikous mAnbuououg

2 € KAIVIKEG QOKIMEG HE NAIKIWPEVOUG aoBeveig pe avola, n Bepartreia e oAav{aTrivi GUOXETIOONKE e
MEYOAUTEPN ETTITITWON BAVATOU KaI AYYEIOKEG EYKEPAAIKEG AVETTIOUUNTEG EVEPYEIEG, OE OUYKPION HE TO
€IKOVIKO @apuako (placebo) (BAETTe etTiong TTapdypa@o 4.4). NoAU cuxvEG aveTmBUUNTEG EVEPYEIEG TTOU
oxeTifovrav Pe TN xopAynon oAavlatrivng 0€ auTr TNV KATnyopia acgBevwy, ATav 10 Un euUOIOAOYIKO
Badiopa kai ol TITwoelg. MNveupovia, auénuévn Bepuokpacia cwpartog, ANBapyog, puBNUaA, OTITIKEG
WeudaloBnoEIg Kal aKPATEIR OUpWY TTapatnpAdnkav ouxvd.

2 € KAIVIKEG OOKIJEG O€ A0BEVEIG UE PAPUAKO-ETTAYWHMEVN (AYWVIOTA VTIOTTAMIVN) Yuxwaon OTo TTAQITIo
vooou Parkinson, emdgivion TwV TTAPKIVOOVIKWY CUPTITWHATWY KOl TwV WeUdAIOOACEWY avapEpOnke
TTOAU OuyxVvd Kal € HEYaAUTEPN CUXVOTNTA ATTO TO EIKOVIKO @dapuako (placebo).

>¢ pia KAIviki dokiur) o€ aoBeveig pe dITTOAIKA pavia, n ouyxopriynon BaATTpoikoU pe ohavdatrivn, €ixe
oav aTTOTEAECHA TNV EPPAVIOT OUDETEPOTTEVIOG OE TTO00OTO 4,1%. Ta uwnAd eTTiTreda TTAGOUATOG TOU
BaATTpoikoU evdéxeTal va gival évag TBavoeg GUVEICPEPWY TTapPAyovTag. H ouyxopriynon Tng
oAavdatrivng pe AiBio | BaATTpoikd €ixe agav atmotéAeapa auénuéva moooaTd (= 10 %) Tpduou,
&npoaoToyiag, auénuévng 6pegng kal aténong cwuaTikou Bdpoug. Alatapaxr Tou Adyou, €TTiong,
avagépbnke ouxvd. Katd tn didpkeia TnG cuyxoprnynong Tng oAavlativng pe AiBio rj BaAtrpoiko
vaTpIo/BaATTpoiko ofu, pia augnon = 7 % Tou PAPOUG CWHATOG aTTO TNV APXIKN EKTIUNON,
TTapatnenénke ato 17,4 % Twv acBevwy, Katd Tn diIApKeIa TG aywyng ofeiag eaoewg (Ewg 6
€BOoPAdeC). H pakpoxpdvia Bepartreia pe ohaviaTrivn (Ewg Kai 12 urveg) yia TV TPOAnYn UTTOTPOTTWYV
o€ aoBeveig pe dITTOAIKA dlatapaxh €xel CUOXETIOOET e algnon = 7 % atrd 10 apyiké Bépog owuartog,
0710 39,9 % Twv acBevwV.

Maidid kai épnBol
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Agv guvioTdTal n xopriynon tng ohavdativng o€ Taidid Kal @rjoug NAIKiag KATw Twv 18 eTwv .
MapodAo 1Tou dev UTTAPXOUV KAIVIKEG OOKINEG OXEDIOTUEVEG VIO VA TUYKPIVOUV TOUG £QrBOUG e TOUG
eVAAIKEG, T dedopEVA aTTO PEAETEG O€ £QPBOUg ouyKpiBnkav pe Ta dedopéva atTd TIG OOKIPES OE
EVNAIKEG.

O akbdAouBog TTivakag ouvowidel TIG aveTTiBUUNTEG EVEPYEIEG TTOU ava@EpBnKkav Pe JeyaAUTepn
ouxvoTtnta o€ épnpoug aoBeveig (NAIkiag 13-17 €TWV) CUYKPITIKA PE EVAAIKEG aaBEVEiG 1 JOVO TIG
QVeTTIBUUNTEG EVEPYEIEG TTOU TTPOEKUYWAV KATA TN SIGPKEIa BPaxuTTPOBeGUWY KAIVIKWY SOKIUWYV JE
¢pnpoug aoBeveic. KAIVIKG anuavTikr au¢non cwpuaTikou Bdpoug ( = 7 %) rapatnerndnke o cuxva
oTnNVv oudda Twv eQHPwWY aoBevv o€ TUYKPION PE TOUG EVANIKES UE TUYKPIOIUN €KBECN OTO QAPUAKO.
To TToo00Té alENoNG cwHATIKOU B&poug Kail n avaloyia Twv EPHPwWY aoBevVWwY TTou TTapoudiacay
KAIVIKG onuavTikr augnon owpatikou Bapoug ATav peyaAlTepa o€ autoug UTTO JOKPOXPOVIA £KBEo
(TouAdioTOV 24 £BdOPAdES) aTTd OTI UTTO TN Bpaxeiag didpkelag EKBean.

Ev1ég kdBe kKatnyopiag ouxvotntag eNPAvIiong, ol avetmiBUPNTEG EVEPYEIEG TTOPATIBEVTAI KATA PBivouca
aglpd ooBapotntag. O1 dpol cuxvoTNTAG TTOU avagEpovTal TTapakdTw TTpocadiopifovral wg €€ng: MoAu
OUXVEG (2 10 %), ouxvég (2 1 % kal < 10 %).

Alarapayég Tou peTaBoAiooU Kal TNG Bpéywng

oAU ouyvéc: Augnon owuaTikoU Bapouc®, aufnuéva erieda TPIYAUKEPIBIWV'®, algnan Tng 6peEng.
Suxvég: AuEnuéva etritreda xoAnaTtepoAng

AlaTapayxég Tou VEUPIKOU OCUCTHHATOG

lMoAU ouxvég: KataoToAn (TrepiAappaver: utrepuTivia, AfBapyo, utrvnAia).

AlaTapayxég TOU YOO TPEVTEPIKOU CUCTAHOTOG

2UXVEG: =npoaTopia

AlaTapayxég Tou QITATOG KAl TwWV XOAn@opwv

[MoAU ouxvég: AUEnoN Twv NTTATIKWV Tpavoapivaowy (ALT/AST; BAéTTe TTapdypago 4.4).

‘Epeuveg

oAU ouxvég: Melwpévn oAk xoAepuBpivn, auénuévn GGT, auénuéva emmiTreda TPOAAKTIVNG TOU
TAGouartog™?.

®Metd Tn BpaxutrpdBeoun Bepateia (Uéon didpkela 22 NuépPEC), TTOAU auxvi ATav n al&non cwuaTikoU
Bapoug =7 % atrd 10 apxikéd Bapog owuatog (KIAG) (40,6 %), ouxvn fTav n avgnon Bdpoug = 15 %
atréd 10 ApXIKO BApog cwpaTog (7,1 %) kal = 25 % Atav ouxvh (2,5 %). Me pakpdg didpkelag ékBeon
(TouAdioTov 24 £Bdopadeg), 89,4 % Trapouciacav augnon Papoug =7 %, 55,3 % TTapouciacav
auénon Bapoug = 15 % kai 29,1 % mapouaiacav augnon Bapoug = 25 % atté To apyiko Bapog
OWHMOTOG.

" Mapartnpriénkav og QUCIoAOYIKA eTTiTTEdA vNOTEiag aTNV apxIKr ekTiunon (< 1,016 mmol/l) Ta otroia
augninkav og upnAda (= 1,467 mmol/l) kai peTaBoAég oTa TpIyAUKepidIa vnoTeiag atrd oplakd oTnv
apxIkn ektipnon (= 1,016 mmol/l - < 1,467 mmol/l) o€ uynAd (= 1,467 mmol/l).

"Naparnernénkav cuxva PETABOAEG aTa eTTiTTEdA TNG OAIKIG XOANOTEPOANG VNOTEIOG ATTO PUTIOAOYIKA
emimeda oTnv apxIkn ektipnon (<4,39 mmol/l) o€ uwnAd (= 5,17 mmol/l). MoAU cuxvég ATav ol
METOBOAEG aTa eTTiTTEdA TNG OAIKNG XOANOTEPOANG VNOTEIOG aTTO OPIAKAG ETTITTESA OTNV APXIKN EKTIUNON
(= 4,39 mmol/l - < 5,17 mmol/l) og upnAa (= 5,17 mmol/l).

2 Au€nuéva etimreda TTPoAaKTivng Tou TTAAoPATog TrapaTtneidnkav os 47,4% Twv £priBwv aoBevwV.

49 Ymepdoooloyia
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2NUEIT Kal CUUTITWUATA

MoAU ocuyva cuuTITwpara TnG utrepdocoloyiag (Ue TTooooTo eupaviong > 10 %) epidapBdavouv
Taxukapdia, dI1Eyepan/emOeTIKOTNTA, ducapBpia, TToIKIAG EEWTTUPAMIOIKA CUUTITWHATA KOl PEIWPEVO
eTTiITTEdO OUVEIdNONG, TO OTTOI0 KUPAIVETAI OTTO KATACTOAN £WG KWHA.

AN KAIVIKG onpavTIKG oupBdapata Tng utrepdoooAoyiag TrepIAapudvouv TTapaAfjpnud, ETTIANTITIKEG
KPIo€IG, KWHA, TIBavo veupoAnTITIKG KaKONBeg oUVOPOUO, AVATIVEUOTIKN KATAOTOAR, £10p4®Non,
uTTépTacn f UTTOTaoN, KapdIaKEG appubuieg (TTOo0OTSO EPPAVIONG < 2 % TwV TTEPITITWOEWYV
uTTEPOOCOAOYIOG) Kal KapdIoavaTTVEUOTIKH avakoTrh. @avatngopeg eKBACEIG £Xouv avapepBei pe
oéeieg utrepdoagoroyieg TOGO xaunAég 6oo Ta 450 mg, aAAG kal eTTIRiwaon £XEl TTIONG avagePBEi HETA
amd oeia utrepdoCOAOYia e TTEPITTOU 2 g atTd TOu OTOUATOG oAavlaTTivn.

Avriyerwrrion urepdoooAoyiag

Aev uttapxel €101K6 avTidoTo yia Tnv oAavdaTrivn. MpdkAnaon euéTou dev TTpoTeiveTal. H xprion Twv
KaBIEpWHEVWY BIAdIKATIWY QVTIMETWTTIONG TNG UTTEPOOCOAOYIAG (TT.X. TTAUGT GTOPAXO0U, Xoprynon
evepyou avBpaka) utropei va e@appoaBei. H Tautdxpovn xopriynon evepyou avBpaka £5€IEE OTI PEIWVEI
TNV B10d1aBECIPATNTA TNG ATTO TOU OTOUATOG Xopnyouuevng oAaviaTrivng o€ ToooaTd 50-60 %.

H CUUTTTWPATIKA AVTIMETWTTION KAl 0 EAEYXOG TWV AEITOUPYIWV TWV {WTIKWV OpyAavwy UTTopouv va
epapuolovTal avaloya Pe TNV KAIVIKF) KATAOTAoON TOU aa0evoUg, TTEPIAAUBAVOUEVNG TNG AVTIMETWITIONG
TNG UTTOTACNG, TNS KUKAOPOPIKAG KATEPPEIYNS KAl TNG UTTOCTHPIENG TNG AVATIVEUTTIKAG AgiToupyiag. Mn
XPNOIYOTIOIEITE ETTIVEPPIVN, VTOTTAMIVN /| AAAEG GUUTTABNTIKOUIMNTIKEG OUGIEG PE B-AYWVIOTIKA
OpaoTnpEIdTNTA, £TTEIOA N JIEYEPON TWV B- UTTOSOXEWV EVOEXETAI VA ETTIOEIVWDCEI TNV uTTéTacn. H
Kapdlayyelakr) TTapakoAoUuBnan gival atrapaitnn yia Tov EAeyx0 TMOavwy appubuiwy. ZTEVA 10TPIKN
EMiRAEYnN ka1l TTapakoAoUBNaon gival atrapaitnTn HEXP! 0 ACOEVAG va avaKAPWEl TTARPWG.

O®APMAKOAOIIKEZ IAIOTHTEZ

DapHAKOSUVOMIKEG 1810TNTEG
dPappakoBepaTTEUTIKA KaTNYOpia: dIadeTTiveg, ogaleTiveg Kal BelaleTiveg, Kwdikog ATC NO5SA HO3.

H oAavlaTrivn ival évag avTiwuxwTIKOG, avTiyaviakdg Kal oTaBepoTroinTikdg TNG d81dBeong TapdyovTag,
0 OTT0i0G eKONAWVEI £va EUPU QAPUAKOAOYIKO TTPO®IA eTTIdpdoewy o€ éva aplBud cuoTnuaTWyY
UTTOO0OXEWV.

2TIG TTPOKAIVIKEG MEAETEG, N oAavdaTrivn €0ei1Ee XnuIkn ouyyévela (Ki < 100 nM) yia eupu @dacua
uTTod0XEWV OTTWG 01 UTTOOOXEIG TNG agpoTovivng 5-HT2A/2C, 5- HT3, 5- HT 6, o1 uttodoxeig Tng
vrottapivng D1, D2, D3, D4, D5, o1 xoAivepyikoi pouokapivikoi utrodoxeig M1-M5, o1 adpevepyikoi
uTTod0XEiG a1 Kal o1 uTTodoxEig TNG IoTapivng H1. O1 peAéteg oupTTEPIPOPAG OE dwa Pe TNV oAaviaTrivn
£€de1Eav 5-HT, vIOTTapIVIKO Kal XOAIVEPYIKO avTaywVvIouo, CUPBaTS YE TO TTPOPIA oUvOEONG UTTOOOXEWV
ToU Qapudkou. H oAavlaTtrivn epeavioe PeyaAUTepn in vitro ouyyévela yia Toug UTTOdoXEIG TNG
ogporovivng 5-HT 2 mapd yia Toug utrodoxeic TnG viotrapivng D2 kai peyaAutepn 5-HT 2 mapd D2
dpaoTnpIéTnTa o€ in vivo JovTéAa (TTPOTUTTA). HAEKTPOQUOIOAOYIKEG HEAETEG £B€1EaV OTI N oAavlaTTivn
EKAEKTIKA peiwaoe TO pUBPO TTUPOSATNONG TWV PECOUETAIXUIAKWY (A10) VTOTTAUIVEPYIKWV VEUPWVWV,
EVW €XEI MIKPR €TTiOpacn oTn paBdwTr 0006 (A9) n otroia eUTTAEKETAI OTNV KIVANTIKA AgiIToupyia. H
oAav{aTrivn peiwoe pia eEaptnuévn avtidopaon aroQuyng, OOKIPACIa EVOEIKTIKA AVTIYUXWTIKAG
OpacTnPIOTNTAG, 0 BOOEIC MIKPOTEPES ATTO AUTEG TTOU TTPOKAAOUV KaTaANWia, piIa dpdon EVOEIKTIKA
KIVNTIKWV TTAPEVEPYEIWV. AvTIOETO TTPOG AAAOUG avVTIPUXWTIKOUG TTApAyovTeG, N oAavlaTrivn aufavel
TNV QVTATTOKPION O€ JIa “ayXoAuTIKh” dokiyaaia.

> peAétn Topoypagiog Exktroutrig Moditpoviwv (PET) piag e@’dma& 66ong (10 mg) o€ uyieig
€0eAoVTEG, N oAav{aTTivn p@avioe HeyaAlTepo BaBuod ouvdeang pe Toug 5-HT 2A utrodoxeig atrd o1 Je
TOUg uTtodoXEiG TNG viotrapivng D2. EmrimAéov, peAétn oxifoppevikwv acBevwv pe xprion SPECT
ATTOKGAUYE OTI Ol AVTATIOKPIVOUEVOI 0TnV oAav{aTTivi acBeveig eixav pikpoTepn D2 olvdeon o€
VEUPWVEG TOU paBOwWTOU CWHATOG TTAPd O AVTATTOKPIVOUEVOI OE TUTTIKA AVTIWUXWTIKA - KOl
pIoTTEPIOOVN - A0OEVEIG KAl CUYKPITIUN KE AUTH TWV AVTATTOKPIVOUEVWY € KAOLaTTivi) aoBevwv.

2 U0 a1o TIg BUO PE EIKOVIKO PAPUOKO Kal GTIG dUO aTTO TIG TPEIG CUYKPITIKEG EAEYXOUEVES DOKIPEG PE
TTEPIOOOTEPOUG TwV 2.900 oXICOPPEVIKWY aoBEVWV 01 OTToI0I EPPAvICaV BETIKOU Kal apvnTIKoU TUTTOU
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CUNTITWHATA, N oAav{aTrivi) GUVOSEUTNKE ATTO OTATIOTIKA CNUAVTIKA HEYAAUTEPEG BEATILOEIG OTA
apvnTIKG 6TTWG £TTIONG KAl OTA BETIKG CUUTITWHOTA.

>€ pia TTOAUEBVIKR, DITTAR-TUPAR, CUYKPITIKA JEAETN oxI{oppéveiag, oxXICOoUVaIoONUATIKWY Kal
ouvaQwy dlaTapaywyv, n otoia TepieAdupBave 1.481 acBeveic pe Troikidou Babuou auvodd
KaTaBAITTTIKG cuuTITwuaTa (W€on BabBuoAoyia katd Tnv eicaywyr otnv HEAETN 16,6 oTnv KAipaka
Montgomery-Asberg Depression Rating Scale), pia TTpooTITIKr dEUTEPOYEVIG avAAUGN TNG PETABOANG
TNG ouvaIoBNUATIKAG BabuoAoyiag atrd TNV apXIKA EKTINON WG TO KATAANKTIKG TNG onpeio £€6€1Ee
OTATIOTIKG anuavTikr) utrepoxn (p = 0,001) otoug acBeveig TTou EAapav oAavlatrivn (-6,0) CUYKPITIKA JE
auToug TTou éAafav aloTrepIdOAn (-3,1).

2 € 000eVEiG Ye JavIaka 1 PEIKTA €TTeIcdIa OITTOAIKAG dlaTapaxng, n oAavdatrivn atredeixBel oI £Xel
MEYOAUTEPN ATTOTEAEGUATIKOTNTA £VAVTI TOU €IKOVIKOU Qapudkou (placebo) kai Tou BaATtrpoikoU vaTpiou
(divalproex) oTnv €AGTTWON TWV PAVIOKWY CUUTITWHATWY evTOg 3 fdopadwy. ETriong, n ohavlaTrivn
EMPAVIOE TTOPOUOIA ATTOTEAECUATIKOTNTA PE TNV AAOTTEPIOOAN GO0V APOPd TO TTOCOCTO TWV AGBEVWV
OTOUG OTTOIoUG ETTITEUXONKE TTANPNG UTTOXWENON TWV CUPTITWHUATWY TNG paviag kai TnG katdbAiyng, o€
6 ka1 12 BOouddes. 2¢e pia ueAETN ouyxopriynong 61rou ol acBeveig EAafav AiBio fj BaATTpoiko yia
TOUAdxIoTOV 2 £BdOoAdEG, N TTpooBrikn 10 mg oAavlaTrivng (ouyxopriynon Ue AiBio ) BaATTpoiko) €ixe
OQV OTTOTEAECUA Jia eyaAUTEPN MEIWON TWY PAVIAKWY CUUTITWHATWY, 0TO dIGCTNHA TwV 6
eBOOUGdWY, CUYKPITIKA YE TRV HovoBepaTTeia ue BaATTpoikd ) Aibio.

2e pio eAETN 12-pnvng dIGPKEIag TIPOANWNG TwWV UTTOTPOTTWY, O€ AOBEVEIG PE HavIaKO €TTEICODI0, Ol
oTToioI ETTETUXAV UPEDT PE OAav{aTTivn Kal KATOTTIV KATAVEUNONKav TuxalotTroinuéva o€ oAaviaTivn R
EIKOVIKO @apuako (placebo), n ohavlatrivn £0€i1e oTATIOTIKA ONUAVTIKA UTTEPOXN £VaVTI TOU
gIkovikoU @apuakou (placebo), 0To KUpIO KATAANKTIKO onueio TNG MEAETNG, TTOU a@OopoUoE ThV
UTTOTPOTTH) TNG BITTOAIKAG diatapaxng. H oAavlatrivn €TTiong EUQAVICE OTATIOTIKA GNUAVTIKI UTTEPOXT)
£VavTl TOU €IKOVIKOU @apudkou (placebo) otnv TpOAnyn UTTOTPOTTAG €iTE TTPOG Yavia €iTe TTPOG
KaTaOAIyn.

2& pia eAETN 12-pnvng dIdpKEIag TIPOANWNG TwV UTTOTPOTTWY, O€ AOBEVEIG e HavIaKO €TTEICODI0, O
oTT0i0I ETTETUXAV UQEDN UE auyXoprynon oAavdaTtivng kai AiBiou Kal oTn CUVEXEIQ KaTavEURBnKav
TuxaloTroinuéva o€ ohavdativn ) AiBio, n oAavdartrivn fTav oTaTioTIKA 1I008Uvaun pe 1o AiBlo oTo KUpIo
KOTOANKTIKO OnuUEio TNG HEAETNG, GO0V aQopd TNV UTTOTPOTTA TNG SITTONIKAG SlaTapaxrns

(ohavlatrivn 30,0 %, AiBio 38,3 %, p = 0,055).

2¢ pia 18-unvn YeAETN ouyxoprynong, o€ acBeveic o€ HAVIOKO I PMIKTO €TTEITODIO, O1 OTTOIO!
aTabepoTroindnkav pe ohavdaTivn kal éva atabepoTroinTh TG di1aBeong (AiBio A BaATrpoikd), n
Hakpoxpovia auyxoprynan oAaviaTivng pe AiBio 1 BaATTpoiké dev ATAV OTATIGTIKA GNUAVTIKA
uTTEPEXOUCQ TNG HovoBepartTeiag e AiBio ) BaATTpoikd, 6oov agopd TNV KaBuaTépnan TNG ENEAvIONG
UTTOTPOTTNG TNG BITTOAIKAG dlaTapaxng, cUNewva Pe Ta KpITAPIa (S1ayvwaoTIKA) Tou ouvOpOouU.

[Naibiarpiko¢ mAnBuoué¢

H eutreipia o€ €pnpPoug (nAikiag 13 €wg 17 €Twv) gival TTEPIOPICPEVN O€ UIKPNG BIAPKEIag dedopEva
QATTOTEAECUATIKOTNTOG YIa TN oxIloppéveia (6 LOOUAdES) Kal yia TN pavia TTou oXeTICeTal e SITTOAIKN
diatapaxr) Tutrou | (3 ¢Bdouddeg) kai repieAaupave Aiyétepoug atrd 200 épnpoug. H oAavlatrivn
Xopnynenke pe euéAIkTo oooAoyikd oxAua pe 66an évapéng 2,5 TTou KUPAVONKE £WG Kal

20 mg/nuepnoiwg. Katda tn didpkela BepaTreiag pe ohavlatrivn , ol €@npol TTapouaiacav anuavTika
MeEYaAUTEPN alénon Bapoug o€ auykpion We Toug eVAAIKES. To PEyeBog Twv aAAaywv OTIG TIUEG
vnoTeiag NG oAIKAG XoAnaTepOAng, Tng LDL xoAnoTepdANg, Twv TPIYAUKEPISiWY Kal TNG TTPOAAKTIVNG
(BAETTE TTOPAYpa@o 4.4 kail 4.8) nTav yeyaAlTepn OTOUG £PNBOUG CUYKPITIKA PE TOUG EVAMIKEG. Agv
UTTApXoUV dedopéva yia Tn SIATAPNGCN TNG ATTOTEAECUATIKOTATAG EVW TTEPIOPITUEVA gival Ta dedouEva
HaKpoxpoviag ac@aieiag (BAETTe TTapaypago 4.4 kai 4.8).

5.2 @apHOKOKIVNTIKEG IBIOTNTEG

oAavdaTrivn atmoppo@AaTal KAAG JETA TNV XOPHAyNaon atrd Tou GTOUATOG Kal Ta JEYIOTA ETTITTESQ OTO
TAGoa emmiTUyXAvovTal eviog 5-8 wpwv. H atmoppdenon Tng dev eTnpedletal atd Tn Afyn Tpoens. H
atmoAuTn BlodIaBecIPOTNTA TNG ATTO TOU GTOPATOG XOPAYNONG OXETIKA PE auTh TNG EVOOPAERIOG deV EXEI
TTPOCdIoPIoOEI.
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H oAavdatrivn petaBoAileTal oTo AtTap péow odwv ouleugns kal o&eidwang. O KUpIoG YETABOAITNG OTO
aipa gival To 10-N-yAukoupovidio, To o1Toio &€ dlaTTEPVA TOV AIO-EYKEPAAIKO QPayHO. Ta KUTOXPWHATO
P450-CYP1A2 ka1 P450-CYP2D6 cuvelo@épouv aTo oXNUaTIONO Twv N-0eapueBUA Kal 2-udpofuueBuA-
METABOANITWY, Ol OTTOIOI EUPAVIGAV GNUAVTIKA JIKPOTEPN iN ViVo QAPPOKOAOYIKF dPACTIKOTNTA ATTd TNV
ohavdatrivn o€ HeAETEG Qwv. H KUpIa @apuakoAoyikh Opdaon oQeiAeTal OTN UNTPIKN oudia TV
oAavdatrivn. M €7@ TNV a1md Tou OTOUATOG XOoPNyNon TNG oAavlaTrivng, n PEan TEAIKN NUITTEPIOd0OG
atoBoAng Tng oAavlaTrivng o€ uyir) dtopa TToIKIAAEI avaAoya pe TNV NAIKIa Kal To QUAO.

>& uyIn NAIKIWPEVA aTopa (65 €TWV ) TTEPICTOTEPO ) 0€ OUYKPION PE UN NAIKIWPEVA UYIR ATOPA, N HEan
nuITTepiodog atroBoAng Tng oAavlaTtrivng ATav TTaparteTapévn (51,8 Evavt 33,8 wpeg) kai n kGBapon
Arav eAattwpévn (17,5 évavt 18,2 I/hr). O1 papuakokIvnTIKEG dIAQOopPES o€ NAIKIWUEVA ATOU
EUPIOKOVTAI EVTOG TWV OPiWV dlIaKUUAvVONG TTOU TTapATNEOUVTAI € JUNn NAIKIWPEVA dTopa. 2€ 44
ox1foppevikoUg aabeveig NAIkiag > 65 €Twyv, o1 otroiol EAaBav d6oeig oAavlaTrivng peTagu 5 kai 20
mg/nuepnaiwg, dev TTAPATNENBNKE KATTOIO IBIAITEPO TTEPIYPAUMA (TTPOPIA) AVETTIOUUNTWYV EVEPYEILV.

> € YUVOIKEG TUYKPITIKA PE AVOPEG, N MEON NUITTEPIOOOG aTTOBOAAG TNG OAav{aTTiVNG ATAV KATTWG
MeyaAUuTepNG didpkelag (36,7 Evavtl 32,3 wpeg) Kal n kGBapaon Atav pikpoTepn (18,9 évavti 27,3 I/hr).
QaT600, n oAavlatrivn (5- 20 mg) £0¢€iEe €va ouykpiaIuo TTPOPIA ac@aAciag aTIG yuvaikes (Nn=467) ue
auTé Twv avopwyv (N=869) acBevwv.

>¢ a0oBeveig pe vepikny duoAeitoupyia (kdBapon kpeaTivivng < 10 ml/min) cuykpiTiké pe uyir dropa,
dev TTapatnpninke onuavtiky diapopd atn péon nuITTEpiodo atmoBoAAg (37,7 évavtl 32,4 Wpeg) 1 TV
KaBapon (21,2 évavt 25,0 I/hr) . Mia peAétn mass balance €3¢€i&e 0TI TToGOOTO TrEPiTIOU 57 % TNG
padioonuacpévng oAaviaTivng avixvelbnke ota oUpda, KUPIWG HE TN HOP®A TwV PETABOAITWY.

>€ KATTVIOTEG JE eAa@PA NTTATIKY) duoAgiToupyia, n péon nuitrepiodo atmoBoAng (39,3 wpeg)
TTaparddnke kal n kdBapaon (18,0 I/hr) eAatTwBnke o€ oUyKpIon UE PN KaTTvIoTEG (48,8 wpeg kai 14,1
I/hr, avTioToIxa).

2€ un KATVIOTEG G€ GUYKPION HE KOTTVIOTEG (AVOPES KAl YUVAIKES) N MEON NUITTEPIOSOG ATTOBOANG TNG
ohavdatrivng mapatddnke (38,6 £évavri 30,4 wpeg) kai n kGBapaon eAaTTwdnke (18,6 évavt 27,7 I/hr).

H k&Bapon TTAdopaTog oAavdaTrivng gival hIkpdTEPN OTa NAIKIWPEVA O OUYKPION HJE vEapd AToua, OTIg
YUVaiKeg o€ OUYKPIOT UE TOUG AVOPEG, KAI OTOUG KN KATTVIOTEG 0€ OUYKPIOT JE TOUG KATTVIOTEG.
EvTouToig, To pé€yebog Tng eTTidpacng TnNG NAIKIag, Tou QUAOU ) TOU KATTVIGHATOG aTNV KABapan Kai TNV
ePiodo NuICwNS TNG oAavdaTrivng gival hIKpd g oUyKPIon PE TN YEVIKA dlakUpavan PJETagu Twv
d1apépwV acBeVwV.

A6 Ta dedopéva piag peAETNG o Kaukdaaloug, lammwveg kai Kivéfoug, dev TTpoékuypav dIapopEG OTIG
(POAPUAKOKIVNTIKEG TTAPAPETPOUG AVAPESTO GTOUG TPEIG auToUg TTANBUCOUG.

To TToo00TO O0UVOECONG TNG OAav{aTTivng UE TIG TTIPWTEIVEG Tou TTAdopaTog ATav TrepiTtou 93 % pe e0pog
ouykévTpwong 7 €wg 1.000 ng/ml trepitrou. H oAavlaTrivn) GuvOEETAI KUPIWG PE TNV AEUKWUATIVN Kal
NV a4~ 6&IVN- YAUKOTTPWTEIVN.

[Naibiarpik6¢ mAnBuouég

‘E@npBor (nAikiag 13 €wg 17 €1wv): O QaPUAKOKIVITIKEG IBIOTNTEG TNG OAav{aTTivNG €ival TTapOUOIEG
METALU TwV €@RPBwV KAl TWV EVANIKWYV. TIG KAIVIKEG HEAETEG, O HEOOG OPOG €KBEONG OTNV oAavaTTivn
ATav TTepiTTou 27 % uywnAdTEPOG aTOUG £QBoug. O1 dNUOYPAPIKEG BIPOPEG LETAEU TWV EPHPWV Kal
TWV evNAIKwvY TTEPIANaUBAvVOUY TO PEIWPEVO KATd PECO OPO BAPOG OWHATOG, eV AiydTEPOI £pnol ATav
katrvioTég. O1 TTapdyovTeg auToi mlavd cupBdAlouv oTn peyaAuTepn katd péco 6po €kBean TTou
TTapaTnEnBnKe oTouG EPBOUG.

5.3 [pokAIvikd dedopéva yia TRV ac@AAgia
O¢cia (epdmaé-66ancg) roéikérnra

Ta onueia TNG aTTd TOU GTOPATOG TOEIKOTNTAG OTA TPWKTIKA ATAV XAPAKTNPIOTIKA TWV ITXUPWYV

VEUPOANTITIKWY QAPUAKWY: JEIWON TNG dpacTnPIOTNTAG, KWHA, MUIKOS TPOUOG, KAOVIKOI GTTOCOI,
o1EAGppOIa Kal Peiwan Tou cwpaTikou Bdapoug. O yéoeg Bavarnedpeg ddaeig nrav mepitmou 210 mg/kg
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(o€ TTovTIKOUG) Kal 175 mg/kg (o€ apoupaioug). Mepovwpéveg atrd Tou oTopaTog dooeIg £wg 100
mg/kg €yivav avekTEG O€ KUVEG Xwpig TNV egpdvion BavdaTwy. T a KAIvikd onueia TrepiAdupavav
KOaTaoTOAr], ata&ia, Tpduo, augnon Tou kapdiakoU pubuou, pywdn avaTrvor, JUon Kal avopegia. e
mOnKoug, e@damag ammod Tou oTépatog 660¢ig éwg 100 mg/kg TTpokAAEcav TTANPN KATATITWON KAl O€
uYynAdTEPEG BOOEIG, UEPIKT ATTWAEIA TNG ouveidnong.

Toéikérnra perd amd emavaAauBavousvec 660¢€iC

2& UEAETEG DIAPKEIOG PEXPI 3 PNVWV O€ TTOVTIKOUG Kal HEXPI 1 £TOUG 0€ apoupaioug Kal KUVEG, ol KUPIEG
emodpdoeig ATav KataoToAr Tou KNZ, avTixoMVePYIKEG ETTIOPACEIG Kal TTEPIPEPIKESG AIPATOAOYIKEG
diarapayég. Avamtuxdnke avoxn otnv katacoToAr) Tou KNZ. Or rapdapeTpol avamTuéng Peiwbnkav Je n
xopnynon uwnAwv 06cewv. O1 avaoTPEWPIPES AVETTIOUUNTES EVEPYEIES Ol OTTOIEG ATAV CUUBATES PE Ta
augnuéva etireda TPOAAKTIVNG O€ apoupaioug TTepIAGUBavay peiwan Tou BAPOUS TWV WOBNKWY Kal
NG MATPAG KAI JOPPOAOYIKEG HETAROAEG TOU KOATTIKOU €1TiBNAiou Kail Tou padikou adéva.

AiuaroAoyikn 10éIkoTnIa

Emdpdoeig OTIG aiuaToAoyIKEG TTAPANETPOUG TTapaTnERinkav o OAa Ta €idn {wwv,
OUMTTEPIAANBAVOUEVWV TV O0COEEAPTWHEVWY HEIWTEWY TWV TIJWV TWV AEUKWY QIHOCQAIpiwY O
TTOVTIKOUG KAl TWV [N EI0IKWYV PEIWOTEWV TWV TIHWV AEUKWV aIJoc@alpiwv o€ apoupaioug. Qotdéoo,
Oev TTapaTnPNBONKE KUTTOPOTOEIKOTNTA OTO HUEAS TWV 00TWV. AVaoTPEWIUN OUDETEPOTTEVIA,
BpouPokuToTTevia ) avaipia TTapatnenénkav e opIoPEVOUS KUveg TTou EAafav dooeig 8 § 10
mg/kg/nuepnoiwg (ouvoAikr €ékBeon og ohavlaTrivn [AUC] ATav 12 -15mTAdoIa auTthg Tou
avBpwTtrou TTou éAafe d6on 12 mg oAavlaTTivng). & KUVEG TTOU £TTACKAV ATTO KUTTAPOTIEVIA, OEV
TTapaTNENONKav avetmBUPNTEG EVEPYEIEG OTA TTIPOYEVVNTIKA (apXEyova) KUTTApa Kal oTa KUTTapa
TTOANATTAACIACHOU TOU JUEAOU TWV OOTWV.

ToéikO1nIa o1NV Avamapaywylkn IKavornia

H oAavdatrivn dev €xel TepaToyodveg emOpAcels. H KataoToAR eTTnpéaace TNy IKAvoTNTa (EUYAPWHATOS
TWV appévwy apoupaiwy. O1 oIoTpIKoi KUKAOI eTTNpedaBnkav o€ dooeig 1,1 mg/kg (3 opEg avwTepeg
NG MEYIOTNG avBpwTTivng dGaNG) Kal ol TTapAPETPOI avVATTAPAYWYNG ETTNEEACONKAY G€ apoupaioug
TTou £AaBav 86oeig 3 mg/kg (9 PopEG avwTePES TNG MEYIOTNG avBpwTTIVvG 060NG). ZTOUG ATTOYOVOUG
apoupaiwv TTou €Aapav ohavlaTrivn, TTaparnprRénkav KaBuoTePATEIG TNG AVATITUENG TwV EPPRPUWY Kal
TTAPOBIKEG PEIWOEIG TG OpacTNPIGTATAS TOUG.

MeraAAaéioyévean

H oAavdatrivn &ev TTpokAAeoe HETAANGEEIS O€ OAEG TIG TUTTIKEG SOKIUATIEG, O1 OTTOIEG TTEPIAGUBavaV
dokipaocieg JETAAAAENG o€ BakTnpidia kal in vitro kal in vivo dOKIYagieg og BNAACTIKA.

Kapkivoyévean

Me dedopéva Ta ATTOTEAECUATA TWV PEAETWV O€ TTOVTIKOUG KOl apoupaious, CUPTTEPAivETal OTI N
ohavlatrivn dev €xel Kapkivoyévo dpdon.

6. OAPMAKEYTIKEZ NAHPO®OPIEX

6.1 KardAoyog ekdOxXwv
lNepiexouevo diokiou
MovoUdpikA AaKTOlN
MikpOoKpUGTAAAIKA KUTTAPIVA
KpoaTrofidovn
YdpogutrpoTTuAoKUTTApPIVN
TaAk

2TEQTIKO HayvACIO

EmikdAuywn biokiou

NekiBivn (E322)
MoAuBIvVUAIKA aAKOOAN
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TaAk
Aio&gidio Tou Titaviou (E171)
=avOakiké kéuul (E415)

6.2 AoupBarérnreg
Agev epapudletal

6.3 Aidpkeia {wNg

3 £€1n

6.4 ISiaiTepeg TPOQPUAGSEEIS KATA TNV QUAAEN TOU TTPOIOVTOG

QuAdoaeTe OTNV APXIKI CUCKEUATIiA YIA VA TTPOCTATEUETAI OTTO TO QWG.

6.5 @Uon KAl CUCTATIKA TOU TTEPIEKTN

2.5mg

Mepiékteg PA/ALL/PVC-aluminium (kuwéAeg blister) oe xdptiva kouTid Twv 28 A 70 diokiwv avd
OUOKEUQOia.

5mg

Mepiékteg PA/ALL/PVC-aluminium (kuwéAeg blister) o€ xaptiva kouTid Twv 28 R 70 diokiwv avd
OUOKEUAOia.

10 mg

Mepiekteg PA/ALL/PVC-aluminium (kuwéAeg blister) o€ xdptiva kouTid Twv 28 i 70 diokiwv avd
OuUOKeUAaia.

Mrtropei va un KUKAO@OpPoUV GAEG Ol CUOKEUATIEG.

6.6 ISiaiTeEpeg TPOPUAGEEIG aTTOPPIYNG

Kayia €181k uttoxpéwon.

Kd&Be 1rpoidv TTou dev £XEl XPNOIUOTIoINBEi | UTTOAEIUUA TTPETTEI VA aTTOPPIPBEl TUP@WVA HE TIG KATA
TOTTOUG 10XUOUCEG OXETIKEG DIATALEIG.

7. KATOXOZ THZ AAEIAZ KYKAOO®OPIAZ
NOVENDIA PHARMACEUTICALS ETMNE

8. APIGMOZ(OI) AAEIAZ KYKAODOPIAZ

<[Na cuuttAnpwBsi o€ €BvIkO eTTiTred0]>

9. HMEPOMHNIA NMPQTHZ ErKPIZHZ/ ANANEQZXHZ THZ AAEIAZ

<[Na ouptrAnpwOei o¢ BvIKS eTTiTredo]>

10. HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY

<7-2010>
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