ITAPAPTHMA 1

HEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Mayzent 0,25 mg emukoAvppéva, pue Aemtd VUEVIO dioKia

Mayzent 1 mg emikoAvppévo pe AETTd VUEVIO OloKia
Mayzent 2 mg emikoAvppévo pe AETtd VEVIO dlokia

2. IHOIOTIKH KAI ITIOXOTIKH XYNOEXH

Mayzent 0.25 mg smkoloupévo pe Aertd vuévio dtokio

KéBe emxoroppévo pe Aemtd vpévio diokio TePIEXEL POVUAPIKO 0ED GUTOVILOING 1G0SVVALLO LE
0,25 mg ocmovipnddne.

‘Exdoya ue yvwaori dpaon
Kdabe dioxio mepiéyet 59,1 mg Aaxtdlng (og povoiidpwkn) kot 0,092 mg Aexibivng coyLoC.

Mayzent 1 mg emkoailvpuévo pe Aentd vUEVIO SIoKI0

Ka0e emucorivppévo pe Aentd vpévio 01oKio mepléyel eovpaptkd 0&H curovipdong 1oodvvapo pe 1 mg
GITOVILOOMC.

‘Exdoya ue yvwoti] dpdon
Ka0e diokio mepiéyet 58,3 mg Aaktolng (wg povoddpikn) kot 0,092 mg AekiBivng odyloc.

Mayzent 2 mg smkaloupévo pe Aemtd vuévio dokia

Ka0e emicodvppévo pe Aemtd vpévio S16Kio TEPLEYEL POVUAPIKO 0ED GITOVIUOONG 1IGOSVVAUO LE 2 Mg
GImOVILOOMG.

Exdoya e yvwory opdon
Kabe dioxio mepiéyet 57,3 mg Aaxtdlng (mg povoiidpukn) kot 0,092 mg Aexibiving coyoC.

T tov mAnpn KatdAoyo tov exddymv, PA. Tapdypago 6.1.

3. OPAPMAKOTEXNIKH MOP®H
Emwcaivppévo pe Aemtd vpévio diokio

Mayzent 0.25 mg smkaivupéva ue Aemtd vuévio d1Kio,

A6Kio avoryToh KOKKIVOU YPDOHOTOS, GTPOYYLAD, AUMIKLPTO, e AOEOTOUNUEVE AKPO, ETLKOAVLLEVO
pe Aemtd vpévio, dtapétpov mepinov 6,1 mm e 10 AoyOTLTO NG £TaupEiag otn pio TAevpd Kot To “T”
oV GAAN TAELPAL.

Mayzent 1 mg smkaloupgévo pe Aemtd vuévio dokia

Atokio Ploleti AevKoD YPOUOTOG, GTPOYYLAD, AUPIKVLPTO, e AOEOTOUNUEVE AKPO, ETIKOAVUUEVO |E
AEmTO LUEVIO, SlapéTpov TTepimov 6,1 mm pe To AoyOTLTO TG eTapeiag ot pio TAgvupd kot to “L”
TNV GAAN TAELPAL.

Mayzent 2 mg emucoivppévo ue Aertd vuévio dickio

Atokio avoryTov KiTpvou ypdHIOTOS, GTPOYYLAO, AUEIKVPTO, e AOEOTOUNIEVO AKPO, EMKAAVIUEVO LE
AETTO LUEVIO, SlapETPOL TTEPimOL 6,1 mm pe To AoyoTVTOo TG £Tapeiag ot pio Thgvpd ko to “II7
TNV GAAN TAELPAL.



4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTiKég EVOEiEeELg

To Mayzent gvdsikvotal yia tn Oepaneio evndikov acevov pe deuteponabdg tpoiovca ToAAATAN
oxAnpuven (AIIIIE) pe evepyn vOG0o 1 0TOl0 TEKUNPLOVETAL OTO VTOTPOTEC 1 E YUPOUKTIPIOTIKA
OTTEIKOVIONG TTOV EIVOL EVOEIKTIKA TNG PAEYLOVMDOOLE dpactnprotntag (PA. mapdypapo 5.1).

4.2  Aocoloyia Kol TPOTOS YOPNYNONG

H Ogpamncio pe curovipdon Oa mpénel va Eekvd Kot va emPAETETAL Ao 10TPO EUTELPO GTNV
OVTIHETOTLION TNG GKANPLVOTG KOTA TAGKOC.

Ipwv and v évapén g Bepaneiog, o1 acbevelg mpémet va TPAYLOTOTOLOVV YOVOTUTIKO TPOGOLOPIGHO
v T0 CYP2C9 mpokeipévou va tpocdiopiotel 1 katnyopia petapforicpod tov CYP2CY oty omoia
aviovy (BA. Tapaypdpovg 4.4, 4.5 ko 5.2).

H curovipddn dev Ba mpémet va ypnoiponoteital o acbeveic pe yovotomo CYP2C9*3*3 (BA.
mapaypdeovs 4.3, 4.4 ko 5.2).

Aocoloyia

‘Evapln Ospomeioc

H 0epancio mpémet va apyilel pe 1 ovokevacia titAomoinong mov dapkel yia 5 nuépes. H Beponeia
apyilel pe 0,25 mg pio popd v nuépa Tig UéPes 1 kot 2, kat akoAovBovv docoroyiec 0,5 mg pio
oopd v nuépa v nuépa 3, 0,75 mg v nuépa 4, kar 1,25 mg v nuépa 5, Yo vo tdoel o
acfeVig TNV GLVTOYOYPAPOVUEVT] 3OGT] GLVTIPTONG TG GUTOVILOdNG TToL apyilel Tnv nuépa 6 (PA.
ITivaka 1).

Koatd ™ dibpkelo Tov tpdtev 6 nuepdv g Evapéng g Bepaneiog 1 cuvieT®dpevn Nuepnola 66cm Oa
pénel va AapPdveton pia opd v nuépa to Tpi e 1 xopig Tpoe.

Hivakag 1 Xynfpoa Tithomoinoeng g 06ong £mg T 6061 SLVTIPNONG

Tithomoinon Adcn TiThoTOINGN G Tynuo TITAoToinong Adon

Hpépa 1 0,25 mg 1x0,25 mg

Hpépa 2 0,25 mg 1 x0,25 mg

Hpépa 3 0,5 mg 2x 0,25 mg TITAOIIOIHXH
Huépa 4 0,75 mg 3x0,25 mg

Huépa 5 1,25 mg 5x0,25 mg

Huépa 6 2 mg' 1x2mg' LYNTHPHXIH

! Ye aoBeveic pe yovotomo CYP2C9*2*3 1§ *1*3, n cuviotdpevn d6on cvvtipnong eivat 1 mg

AapBovopevn pia eopd v nuépa (1 x 1 mg i 4 x 0,25 mg) (BA. mapondve Kot
napaypaeovg 4.4 kot 5.2). EmmAéov ékOeom o€ 0,25 mg v nuépa 5 dev Bétel oe kivouvo
TNV 0oQAAELL TOV 0eBgvonc.

Ocpameio ovvepnong
e aoBeveic pe yovotvmo CYP2C9*2*3 1§ ¥1*3, n cuvietdpevn d666m cuvtipnong sivarl 1 mg (BA.
Tapaypaeovg 4.4 kot 5.2).

H ocvvietduevn 8661 cuvtipnong g SUmoviodng o€ 6A0VE Tovg GAlovg acheveic pe yovotumo
CYP2C9 &ivor 2 mg.

To Mayzent Aappdveton pio @opd tnv nuépa.



Aoon(erg) mov Eyei(ovv) mapoinpbei kozd v évopln e Oepareciog
Kotd ™ dibpkela Tov tpotev 6 nuepdv g Oepanciog, edv mapoinedei pia 6601 Tithonoinong piog
nuépoag, n Bepaneio Tpénel va Eavapyioet pe pio véo cuokevacio TitAomoinong.

Topadieryn doanc ueto thy nuépo. 6
Edv mapaieipbel pia d6om, n svvtayoypapndeica 66omn Ba wpénet vo Anedel 1o emduevo
mpoypappaticpévo ddotnua. H exdpevn d6om dev Ba mpénetl va SImAaclooTel.

Eravévapln tne Ospomeioc ovvtipnonc ueto axo diakxony e Bepameioc
Edv n Bepaneio cuvtripnong dwakomnel yio 4 1 meplocdtepeg SL00YIKES NLEPNOLEG DOTELS, 1
omovipoom mpénel va Eavapyioet pe pio véo cuokevacio TitAomoinong.

Eidixoi minbvouoi

Hliiowuévor

H owmovipddn dev éxet peretn el og acheveic nikiog 65 e1dv Kot dvew. Ot KMVIKES PEAETES
nmeplerépupavay acobeveic nhkiog émg 61 etdv. H cumovipdon Ba tpémet va ypnoiponoteiton pe Tpocoyn
6€ NAKIOUEVOVC AOY® OVETAPKDV OESOUEVMV Y10 TNV ACQAAELN KOl TV ATOTEAEGHATIKOTNTA (BA.
Toapaypapo 5.2).

Negpixiy ovoiertovpyio
Me Bdon Tig KMVIKEG QUPUOKOAOYIKEG LEAETES, OEV AMALTEITOL TPOGOPLOYT TNG 006N G o€ 0oOEVELS e
ve@pikr duciertovpyia (BA. mapdypapo 5.2).

Hroziry dvoierrovpyio

H ocwmoviuddn dev mpénet va ypnoonoteital o€ aobeveis pe cofapn nratiki Svorettovpyia
(xotnyopia Child-Pugh C) (BA. mapdypago 4.3). [Tapdro mov dev amarteiton TPOGAPLOYN THG dOGNG
o€ acbevelg pe N 1 HETPLO NOTIKN SuoAELToVpYia, Ba TPEMEL VoL dIveETOL TPOGOYN KOTA TNV £vopén
g Oepameiag oe avtovg Tovg acbeveic (PA. mapaypdpovg 4.4 kat 5.2).

Haudrozpixog ninBoouog
H acpdAeio kot 1 amoTeAeGLOTIKOTNTO TG OTOVILOONG o€ Todid kot eprifovg niikiog 0 émg 18 etdv

dev &rovv axopa tekunplodel. Agv vdpyovv dabéciua dedopéva.

Tpomog yoprynong

Am6 otépatog xpnon. H curovipddn Aapfaverar pe v yopig tpoen.
Ta emkaloppéva pe Aemtd vuévio diokia Oo Tpémel va Katamivovtal oAOKANpa e VEPO.

4.3 Avtevositeg

- YnepevarcOnoio ot dpacTIKN 0VGI0, 1 GTO PIOTIKL, TI GOYLN 1) G€ KOTO0 0O TO, EKS0Y0 TOL
avagEpovtal otnVv Topdypoo 6.1.

- ZOVOPOLO OLVOGOUVETAPKELNG.

- Iotopikd Tpoioheog TOAVESTINKNG AEVKOEYKEPAAOTAOELOG 1] KPLTTOKOKKIKIG UNVIYYITIONG.

- Evepyég xaxonOetec.

- YoBapn nratikn dvcAieitovpyio (katnyopio Child-Pugh C).

- Acbeveig mov Katd TOVg TPONYOVUEVOLS 6 UNVEG TOPOVGIOGOV EULPPUYILO TOV HVOKAPSioV,
actafn otnOdyyn, EYKEPAAIKO ETEIGOOI0/TAPOSIKO 1Y OUIKO emelcodto (TIA), un
AVTIPPOTOVLEVT KapdlakT avendpkeld (1 onoia xpniel EvOOVOGOKOUEIONKNG VOOT|AELNG), 1)
kapdiakn avemdpkela TaENG III/IV osoppmva pe v Kapdroroyikn Etaupeia tng Néag Yopkng
(NYHA) (BA. mopaypago 4.4).

- Aocbeveig e 16T0p1Kd KOATOKOWA0KOD amokAelcpov (AV) Mobitz tomov 11 dgvtépov Babpod,
Tpitov Pabpod KOATOKOIAMAKO amOKAEIGHO (AV), AefoKOUPOKOATIKO OTOKAEIGHO 1] GOVOPOLO
voeoUvTog PAEPOKOUPOV, OGOV dev Pépovy Pnuatoddt (BA. Tapdypago 4.4).

- Acbeveig opoluyot yia tov yovotomo CYP2C9*3 (CYP2C9*3*3) (mtawydg petaforiopog).



- Katd ) didpketo g KOMOMG KOl GE YUVOIKEG GE OVOTOPAYMYIKT NAKia ol 0moieg dev
YPTOULOTOL0VV ATOTEAEGUOTIKY HEB0SO avTIcVAANYNG (BA. Tapaypdeovg 4.4 kot 4.6)

4.4 E101kég TPoEOOTOU|OELS KUl TPOPUVAGEELS KATA TN (prion

Aowméelg

Kivovvog Loy éewv

H Baoik ¢approkoduvapikn 6pacn Tng omovipodng eivot 1 6060eEaptdeEVT Heimon Tov aplBon
TOV TEPLPEPIKMV AEUPOKVTTAP@V 6T0 20-30% TV apyIK®V TILOV. AVTO 0PEILETAL GTNV AVACTPEYIUN
GLGGMPEVOT) TV AEUPOKVTTAPWOV GTOVG AEUPIKOVG 16TOVC (PA. mapdypapo 5.1).

O1 eMOPAGELC TNG CTOVILLOSNE GTO OVOCOTONTIKO GUGTNN UTOPEl va avENGovy Tov Kivouvo
roméeav (BA. Tapdaypago 4.8).

Ipwv and v évapén g Bepaneiog, Oa Tpémel va vdpyel S100€G11L0 TPOGPATO TANPES
oaodtdypappe (CBC) (dnA. evtog tov televtaiony 6 unvav i Letd amd T 1KoY THG TPOTYOVULEVS
Oepaneiog). Extyunoeig tov CBC ouvict@vtan eniong 3 £wg 4 unveg petd v Evapén tng Oepomeiog
KOl TOLAGYIOTOV ETNCIMG GTN CLVEYELN, KAOMG Kot o€ TepinTmon eviciEewv Aoipnméng. ATOAVTOC
apOpoc Aepgorvttdpov <0,2 x 10%/1, edv emPePorwdei, Oa mpémet va odnynost oe peiwon e d6ong
o€ 1 mg, ene1dn oTig KAWIKEG LEAETEG 1] HOOT| TG GUTOVILOdNG Helmbnke oTovg acheveic pe amdAvto
apdud Aeppoxvttapav <0,2 x 10°/1. EmBeParopévog amdrvtog aptdudc Aeppokvttdapov <0,2 x 10%/1
oe acBevi mov Aapfdvel Ndn orovipddn 1 mg Bo mpénet va odnynoet oe drakony| g Oepaneiog pe
omovipddn péypt va smitevydei eninedo 0,6 x 10°/1 6o omoio umopsi vo e€gTactel 10 EvOgYOHEVO
EMAVEVAPENS TN CUTOVILLOONG.

H évapén g Bepanciag Bo mpémet va kabBvotepnoel atovg acbeveic pe coPapn evepyd Aoipmén péypt
TNV VIoxmpNon . Emeldn o1 mapateTtopéves @opuakoduVOUIKES ETOPAGELS, OTTMS Ol EXOPAGELS OTN
peimon Tov aplBpod TOV TEPLPEPIKOV AEUPOKVTTAP®YV, UTOPEL Vo eppeivovy Yo £0G Kot 3 £€mG

4 gfdopddec petd T dtakomn g Bepaneiag, n exaypumvnon yo ™ Aolpwén Ba tpénet vo cuveyileton
o€ 0Xo aTo TO drdotnua (PAETe mapdypapo «Alokont g Oepaneiog e omoviHdoN» TUPUKATO).

Ot acBeveig Bo Tpémet va Aapfdavovy odnyieg va ovapépouvy T CLUTTAONATO AoiHmENg apécms oTov
10Tpo TOVC. Xe aobeveic pe copmtdpata Aoipnméng Katd ) dtdpkela e Oepamneiog Oa mpémel va
€QaPUOLOVTUL ATOTEAEGLOTIKEG OLOYVMGTIKEG Kot Oepamentikég otpatnykés. Oa mpénet va e&etaletan
TO EVOEYOUEVO aVOCTOANG TNG Oepameiag e oimovipddn edv o aoBevig epepavicet cofopn Aoipwén.

"Exovv avaeepbei mepiotatikd kpumtokokKikng unvyyitidag (CM) pe v oimovipddn. Ot acBeveig pe
GUUTTMOUOTO KO GTUEID TTOV TOPATEUTOVV G KPUTTOKOKKIKT Unviyyitida 0o mpémel va vrofailovton
o€ queon dwyvootikn astordynon. H Bepaneia pe oumovipdon Bo mpémet vo avaoTéAAETAL LEYPL VO
OTOKAELIGTEL TO EVOEYOUEVO KPUTTTOKOKKIKTG unviyyitidac. Edv dtoyvwotel kpumtokokkiknm
unviyyitda, Oo tpémet va Eekiviogl KOTAAANAN Oepameia.

Lpoioboo molveotiokn Aevkoeykepotomabelo

"Exovv avagepbei mepiotatikd Tpoiovcag moAvESTIONKNG AevkoeykepaiondOelag (PML) pe
omovipoon (BA. mapdypapo 4.8). Ot wtpoi Bo Tpémet vo emaypLTVOVY Y10 KAIVIKO GUUTTOUOTO 1)
gupnuato ot poyvntikn topoypaeio (MRI) mov propel va givor SnAmTIKG TPoIoVcAG TOAVECTIOKNG
Aevkoeykeparonddelag (PML). Eqv vdpyet vroyia yio PML, n Ogpaneio pe ourovipnodn Oa npémel va
avaotéAletorl péypt vo amokielotei 1 PML. Edv n PML emifePoaimbei, 1 Oepaneia pe sumovipodn Oa
TPEMEL VOl O10KOTEL.




"Exel avapepbei preypovmdeg ouvopopo avosoroyikng amokatdotoong (IRIS) oe acbeveig mov
éhafav Bepomeio pe TpomOTOMTES TOV VITOdOYEN TNG 1-P®SPOoPIKNG cpryyosivng (S1P),
GUUTEPTLOUPAVOUEVIIC TNG GLTOVILOOTS, Ol 0Toiotl ekdNAmoay PML kot akodovbwmg diékoyav )
Oepaneio. To IRIS mapovoidletal og pio KAVIKN KOTATTOOoT 6TV KATAoTAcT TOL 0c0gVT, 1) oToia
umopel va etvar tayeio, pmopei va 0dnyNnoel oe coPapég veupoloyikég emmhokég 1 Bdvato, Kot cuyva
oyetileTon pe yopoktnprotikés arlayég otnv MRI. O ypdvog wg v Evapén tov IRIS oe acbeveig pe
PML ftav cuvilBmg and efdopddec Emg uveg PLetd ) StaKomn Tov Tportonom ) tov S1P vrodoyéa.
B TpémeL va, TpayUoToTolEiTOL TapaKoAoONon yio TV avantuén tov IRIS kot yio v évapén
KatdAAnAng Bepamneiog tng oxeTilONEVNS GAEYLOVIG.

Eprnuixn 10yeviic Aotuwén

[eprotatikd epmntikng 10yevodc Aolpnméng (cupmepAatPavopEVOY TEPICTATIKMY UvyyiTdag 1
LNVLYYOEYKEPOAITIOOG 01 0Toieg TPoKANONKaV amd 100¢ avepevloyldc-Epmnta (ootpa [VZV]) éxovv
EUPAVICTEL L€ TT) GUTOVILOOT GE OTTOLOONTOTE YPOVO KaTd TN didpKeln tng Oepomeiog. Eqv eppavictel
EPTNTIKY UNviyyitda 1} pmviyyoeyKepoitida, Oo Tpémet va StaKOTTETOL 1] GUTOVILOON Kot Vol
yopnyeitatl KatdAANAN Oepameia yio Vv avtictoyn Aoipuwsén. Ot acBeveis ywpic emPeParopévo ond
10TPO 16TOPIKO AVEUELAOYLAG N Y®PIC TEKUNPioT TANPOLS KOKAOL epfolaciov Katd tov VZV Ba
npénel va e€etdlovTal Yo avTio®pato Evovtt Tov VZV mpv and v évapén g ouovipoong (BAére
napdypoeo «Epfolacudcy mapakdtm).

Euporiaouoc

Yuviotdron TANPTG KOKAOG epPoiaciov pe euPoMo KaTd TG OVELELAOYLAG Y10 TOVG CLPVITIKOVG OTO
avticopo acleveic Tpv amd v Evapén tng Oepaneiog pe cumovipdon, petd tov omoio n Evapén tng
Oepanciog 0o mpémetl va kabvotepel Yo 1 pnva Tpokeévov va emtpomet 1) enitevén g TAPOLE
emidpaong tov gpfoitacuov (Bi. mapdypago 4.8).

H ypnon {ovtov eEacBevnuévav epforiov Ba mpénet vo aroeevyetal evoow ot acbeveig Aappdvovy
omovipoom Ko yio 4 gfdopadec petd tn dlakonn tng Bepameiog (BA. Tapdypago 4.5).

Ao €10n gpforiov pmopel va etvat AMydtepo amoTEAESUATIKA €6V yopNnyNOOVV KoTd TN J1bPKELL TNG
Oepaneiog pe ouwovipoon (PA. mapdypago 4.5). Zuvictdrol n dwoekom g Oepaneiag 1 efdopdda Tpv
OO TOV TPOYPOUUUATICUEVO epPolaciod kot £mc 4 efoopnadeg petd. Edv daxomnel | Oepameio pe
omovipdom o va yivetr epfortacpoc, 8o mpénet va AapPavetal voyn 1 TOAVOTNTO EMUVEUPAVIONC
™G evepyoTNTag NG VOsoL (PA. Tapakdtm mapdypapo «Atokonn e Oepamneiog e CmovVLOdN»).

2vyyopnyobuevy Ospomeio ue oVTiVEOTAATUATIKES, OVOTOTPOTOTOINTIKEC 1] OVOTOKOTOOTOATIKEC
Oepameiec

AVTIVEOTAAGLOTIKES, 0VOGOTPOTOTOMTIKEG 1] 0VOGOKATAGTUATIKEG Oepamneie (cupmeptropfoavouévmy
TOV KOPTIKOGTEPOEWMV) Bl TPETEL VO GLYYOPTYOVVTAL LLE TPOGOYN AOY® TOL KIVOUVOL TPOGHETMV
EMOPACE®V GTO AVOCOTOMTIKO GUOTNUA Katd TN didpkela piog tétotag Oepaneiog (PA.

mopaypaeo 4.5).

Oidnuo e @ypac KnAidoc

Oidnua g OyPac KNAIdAG He N YOPIC COUTTOUATA OPOCT|G AVAPEPONKE GLYVOTEPQ, LIE TNV
omovipoom (1,8%) oe oyéon e to gikoviko edpuaxo (0,2%) otnv Khvikr perétn edong I (BA.
mapaypaeo 4.8). H mieioynoio tov meplotatik®dv onUedOnKoy evioc Tov TpdToV 3-4 unvev g
Oepancioc. Emopévac, cuvictdrol oeBaiporoyikn aloldoynon 3-4 unveg petd myv Evapén mg
Oepancioc. Kabbg nepiotaticd odnpatog g @ypdc knAidag Exovv emiong onueiwbel Katd
dudpkela o pakpdypovng Bepomeiog, or acbeveic B Tpémel va avapépouv dlatapuyEg TG OPAoNS
ovd Taco oTyU KaTd T dtdpkela TG Bepameiog pe oumovipddn kot cuvietdrot 1 a&loAdynon Tov
BvBo?v, cuumepriappavopévng g wypag knAidoc.

H Ogpamncio pe cumovipdon dev mpénel va Eekivd oe aoBeveic e oidnua g wypdg knAidog emg dtov
0VTO ATOOPALEL.



H ocumovipudon Ba mpémet vo xpnoponoleital pe Tpocoyr] 6€ acheveig Le 10TOPIKO GaKYUpM®OOVg
S, payoeditidag 1 vokeipevnc/cuvundpyovoag apeiAnotpogidonddeiog Adyw g mBavig
avEnong Tov Kvévvov odNUaTog TG @YPag knAidag (BA. mapdypago 4.8). Zuvietdton o
ovykekpiévol acbeveic va vropfdAlovial oe 0pOoAOAOYIKY a&0AOYNO TPV 0o TNV Evopén TNG
Oepameiog Kot ToKTIKA KaTd T S1dpKela TG Bepomeiog e GUTOVIHOST| TPOKEUEVOL VO, EVIOTIGTEL TO
oldnua e oypdg knAidac.

H ovvéyion g Oepaneiag pe oumovipddn oe acbeveig e oidnua tng wypag knAidag dev £xel
a&lohoynBel. ZvviotdTor 1 610KOoTY| TNG GUTOVIHOdNG, av 0 acBevig eppavicel oidnua TG wypag
KnAidac. H amdeaon yio emavévopén 1 un g Bepomeiog pe ourovipddn PeTd v amodpoun Bo tpémet
va Aappavet veoyn o ThavE 0QEAN Kot TOLS KIvohVoLg Yo Tov Kdbe acOevr.

Bpadvappuluio

H évapén g Bepaneiog pe oumoviplodn £xel ¢ amoTéAECoU TNV TAPOOIKY| LEIMGT TOV KAPILOKOD
pLOpov Kot emiong pumopet va oyetileton pe emPpadvuvon g KOATOKOIAAKNG ay@ytndtrag (BA.
mapaypdeovg 4.8 kat 5.1). Eropéveg katd v Evapén g Bepomneiog epappoletal oyxfua
TIthoToinong €mg TV enitevén g 666M¢ GuvTHPNoNg TNV Nuépa 6 (PA. Tapdypapo 4.2).

Metd v mpdtn 660M TITAOTOINoNC KAl 68 dtdoTnpa piag dpag apyilel va epeavifeton  peimwon tov
Kapdlokod pubpov, 1 oroia peyictomoteitan v Nuépa 1 péoa o mepinov 3 Emg 4 dpec. Me
GUVEYLOT] TG TPOG TO TAV® TITAOTOINONG, TIG EMOUEVES TUEPES TAPATNPOVVTAL TEPALTEP® LELDCELG
oToV Kapdlako pubuo, e T UEylom peiwon amd v nuépa 1 (apyikn extipnon) vo tapoatnpeitor mv
nuépa 5 émg 6. H vynAdtepn nuepnoto LETO-00C0A0YIKT Helmo TG amdALTNG wplaiog HEoNG TINS
TOL KapdlakoL puov mapatnpeitor Ty nuépa 1, pe Tov oQuyud va PetdveTol katd HEGO 0po S £m¢
6 maApovg avd Aentd (bpm). Ot HETO-00GOLOYIKEG LELDGELS KATA TIG EMOUEVEG MUEPES Elvar
HiKpOTEPES. Me cuvéyion TG xopnyNongs, o Kapdlakog puopdc apyilet va avédvetor Letd v nuépa 6
KoL QTAVEL GTA EMITESN TOL EIKOVIKOD QOPLAKOV €vTOg 10 nuepdv amd v Evapén g Oepaneiog.

Kapduakoi puBpoi kédtm twv 40 bpm mapoatnpndnkav ordvio. H emPpdadvvon g KoATokotAoKg
AYOYOTNTAG EKONADONKE GTIG TEPIEGOTEPEG TEPTTMGEIS MG KOATOKOMoKOC (KK) amokAeiopnog
TpmToL Pabpod (Tapdtacn Tov daotnuatog PR oto niektpokapdioypdonua). XTic KAVIKEG HEAETEG,
KOATOKOIAOKOG ATOKAEIGUOG 0eVTEPOL Pabpov, cuvnbmg Mobitz tomov I (Wenckebach), €yet
napatnpndet og Mydtepo and 10 1,7% tov acbevdv katd ) otrypn g Evapéng g Oepamneiag.

Ta meprocdtepa amd To Ppadvoppudpd cvpPavta 1 Tic ETPPAdVVOELS TG KOATOKOIAMOKNG
OYOYOTNTAG NTAV OCVUTTOUOTIKA, TOUPOOKA Kol amédpapay evidg 24 wpav, eved dgv amoitonke
dtokom g Bepameiag. Xe mepintmon EUPAVIONG CUUTTOUATOV PETG TNV 860N ({AAN, un-Kkopdlokd
Bopaxikd dhyog kot keporodyia), Oo Tpémel va EeKviGEL KOTAAANAT KAVIKY dloeipton kot M
napoakolovOnon Ba mpénel va cuveylotel Emg 6Tov Ta cvumTtdpaTa -eEaielpBoiv. Edv etvar
amopaitnto, N Heiwon oTov Kapdlako puoud Tov TPOKUAEITOL OO TN GUTOVILOOT UTOPEL VOl
OVOOTPOQEL LLE TOPEVTEPIKN YOPTYNOT ATPOTIVIG 1) IGOTPEVAAVIG.

2baroon Evoplne e Oepansiac oe aobeveic e oplouEves mpoirapyovaes kopdlokes Tadnoels
Q¢ TPoELAAKTIKO HETPO, o1 acbeveic pe Tig axorlovdeg Kapdiakég Tabnoelg Oo Tpémet va

o pokolovfovvtal yio S1doTnpre 6 @POV LETE TV TPMTN 806T TG CLTOVILOdNG Y10, oNuEio Kot
ovuntdpota Bpadvkapdiag (PA. eniong mapdypago 4.3):

- oAefoxopfikn Ppadvkapdio (kapdiakdg puOudc <55 bpm),

- otopkd KK amorheiopon tpdtov- 1 dgvtepov-faduot [Mobitz tomov I,

- 1GTOPIKO EUPPAYUATOG TOV LLOKAPSiov,

- 1otoptkd Kapdlakng averapkelog (aobeveic pe taéEn NYHA I ko II).




e avtovg Toug 0obeveig, cuviotdtal 1 dievépyeto niektpokapdioypoenpatog (HKI) mpv amod
YopNyNoM TG 400mMG Kol 6TO TEAOG TG TEPLOOOV TAPUKOAOVONGONG. Xe TEPITTMOON EUPAVIONG LETA-
d060A0YIKNE Bpadvappvduiog 1 oYeTICOUEVOV HE TNV AYOYILOTNTO COUTTOUATOV 1 €AV TO UETO-
docoroyikd HKI otig 6 dpeg eppavilel veoekONAwOEVTO KOATOKOIMOKO ATOKAEIGHO OEVTEPOD 1)
vynAotepov Pabpod n QTc >500 msec, Oa mpénel va apyilet n KATIAANAN oy@yn KoL M
mapakolovOnon Ba mpénet va cuveyiletal HEYPIS OTOL VIOYMPTCOVY TAL GLUTTOUATA/EVPTUATA. AV
omoLTelTol POPUOKOAOYIKT Oepomeia Tpémel va cuveyileTon 1 TapaKoAoVONGN KoTd TN J1EPKELL TG
VvOyTOC Kot 1 6-0pn Tapakorovdnon npénel va exavolappaveTal petd tn dgutepn d6o.

E&attiag Tov kivdvvov cofapdv dtotapoydv Tov Kapdtokod pudpod 1| onpaviikng Bpadvkapdiag, 1
omoviuoom dev Oa Tpémer va (pnoponoteital o 0cOeveig Le:

- 10TOPIKO GUUTTOUATIKNG Ppadvkapdiog 1 VITOTPOTIALOVIOV GUYKOTTIKMV EXEIGOOIMV,

- U1 EAEYYOUEVT) VILEPTOON, 1

- cofoapn un Bepamevopevn vAVIKY GEvola.

Y& avtovg Tovg acbeveic, ) Bepomeia e cumovipodT o mpénel va eEetdletan povo gdv Ta
avapevopeva oQEAN vrepokeAlovv Tovg mBavovg kivdvuvovg kot Ba mpénet va {ntnbei n supfovin
Kapdlohdyov Tpv amd v Evapén g Bepameiog TPOKEEVOL VO TPOGIIOPLOTEL | KATOAANAOTEPT
GTPATNYIKY TOPOKOAOVONONC.

Muo evoereyng perétn tov dractipotog QT €de1Ee un onpovtikg GuecT enidpacn 6Tny TapdToct TOV
dwotuatog QT kot 1 curovipddn dev cuayetiletal pe duvatdtTTa appLOoyYéveong oxeTilopevn Le
v moapatoot tov dreothipatog QT. H évapén e Bepaneiog propel vo 0dnynoet o petopévo
Kapdlokd puhud kot éppeon topdtacn Tov dtuotnpatog QT katd tn didprela g Pdong
Tithomoinong. H curovipdon dev pehetndnke o€ acBeveig e onpovtikn TapdTocn Tov SICTHHOTOG
QT (QTc >500 msec) | o€ aoBeveic VIO ayWYN HE PAPUOKEVTIKE TPOIOVTA TOV TAPATEIVOLY TO
dtotpa QT. Edv 1 Ogpameio pe curovipddn eEetaletor wg evoeyouevo og acbeveig e
TPOVTAPYOVGT OTUAVTIKY Topdtact Tov dtnothpatog QT 1 oe acBeveic mov Aappdvovy on
Oepameio e eoappakevTiKd Tpoidvta wov mapoteivovy to ddotnuo QT pe yvootég appvOutoydveg
1010tNTEG, Ba Tpémet va {ntOei n cupPfovAn kapdloddyov wpwv amd v Evapén g Bepaneiog
TPOKEUEVOL VO KABOPLoTEL 1] KATOAANAOTEPT] GTPATNYIKN TOPOKOAOVONGONC KATA TN S1ApKELD TNG
évapéng g Oepomeiog.

H cimovipddn dev €xet peretnBel og acbeveig pe appubuieg mov amartovv Bepamneio pe tééng lo (w.y.
Kwvidivn, Tpokaivapidn) 1 taéng I (m.y. oapmdapovn, GOTAAOAN) AVTIEPPLOUIKA PAPHOKEVTIKA
npotdvta. Taéne la ko tééng I avTioppuOpicd eapuaKevLTIKA TPOIOVTO £XOVV GLGYETICTEL UE
TEPIMTAOGELS KOIMOKNG Tayvkopdiag diknv putidiov (torsades des pointes) oe acOeveig pe
Bpadvkapdia. Aedopévov 6tL 1 Evapén g Bepamneiag odnyei o petdpévo Kapdakd pudud,
omoviuooM dev O TPETEL VAL YPTGUYLOTOLEITOAL TAVTOYPOVA E VT TO, PAPUOKEVTIKO TPOTOVTO KOTA TN
duapkela g Evapéng g Bepamneiog.

Yrdpyel mepropiopévn epnepio o€ acbeveic mov Aappdavovv tavtoypovn Bepomeio pe avacToAeic TV
SlAV acPectiov TOL HEW®VOLV TOV Kopdlako pubud (0nmg Pepamapiin | Stitialéun) 1 GAAeS
oVoieg ToLv Umopel va Petdoovy Tov Kapdtako puud (m.y. Paucpadivn i dryo&ivn) Kabbg avtd Ta
QOPUOKEVTIKA TTPOidVTa OV pedeTOnNKav o€ aoBeveic Tov eAdUPoavoyY GITOVILOON GE KAIVIKEG
perétec. H tavtdypovn xpnom outdv Tmv oucltdv Katd tn didpkela g évapéng g Oepaneiog pmopel
va oyetileton pe coPfopn Ppadvkapdio Kot Kapdiakd anokieiopd. E&attiog tng mbovig tpdcebetng
EMOPUONC GTOV KOPOLKO puOud, 1 Bepameio pe curovipdon dev Ba mpénet yevikd va apyiletl o
acBeveic mov akoAovbovv Tavtdypova Bepameio pe avtég T ovaieg (BA. Tapdypago 4.5). e avtovg
tovg acbeveic n Oepamneia pe cuToviodn Tpénet va eEeTAlETOL LOVO EAV TO AVOUEVOUEVO OPEAT
VREPTEPOVV TMV THAVAOV KIVIOVOV.

Edv e&etdleton 0 evdeydpevo Tantodypovng Bepameiog e pio amod Tig Tapamdve ovcieg Katd Tnv
évapén g Bepaneiog pe ocmovipdon, Oa mpénet va {nnoei n copfovin KapdloAdyoL avaEOPIKE L
™V aAlayn g Bepomeiag og £va PUPUOKEVTIKO TPOTOV IOV eV LEIDVEL TOV Kapdlokd puOud 1 yia tnv
KATOAANAN TapakoAovOnon katd v Evapén g Oepomeiog.



O1 Bpadvappudpég emdpacelg eivat eviovatepeg 0Tav 1 GImovipodT tpoctifetal og Oepaneio pe
prta-arokAeioty. ['a Toug acBeveig mov Aapfdvovv ctabepr) 060om PriTa OTOKAEISTY, 0 KAPIOKOS
pvOudg oe Katdotaon npepiag Oa mpénel va eEetdletat mpv amd v Evapén g Bepaneiag. Edv o
KapdloKOg puOpog oe Npepia givarl >50 bpm vd ypovia Bepaneia pe Prita- omokAelotn,  xopNynon
g oumovipodng umopei va apyicel. Edv o kapdiokog puuds o kotdotaon npepiog eivar <50 bpm,
tote 1 Oepamneia pe Pro-amoxieiotn o mpénet va dtakomel Héxpt 0 apykog kapdiakds puOudg va
viver >50 bpm. Xt cvvéyeta, prmopel va apyioel n Bepaneio pe ourovipdon kot 1 Oeponeio pe tov frita
amokAEloT pmopel va Eova&ekviael apov 1 oumovipodn €xet Tithomoindel Tpog To Tave PPl T
d001M-610)0 cuvtipnong (BAéne Tapdypago 4.5).

Hratwkn Asttovpyio

Ta Tpéceata eninedo TOV TPAVOAUVOCHY Kot TNG YoAepLOpivg (dNA. evIOS TV TEAEVTAIMV
6 unvav) Ba Tpémel va gival dSabéciua Tpv amd v Evapén g Oepaneiog pe GuToVILOd.

v kKhvikn pedém odong I, mapatnpnnkay enimeda alaviviknig apvotpavepepaons (ALT) 1
OoTAPTIKNG apuvoTpoavepepdong (AST) tpimAdoia Tov avdtatov pustoroyikov opiov (ULN) oto
5,6% twv acBevav mwov AdpPovay Oepaneia pe curovinodn 2 mg cuykpitikd pe to 1,5% tov acbevav
ov AdpPavay eikovikd eappoko (BA. Tapdypao 4.8). Xtig KAvikég peréteg 1 Oepaneia drakontdToy
€dv 1 avénon Eemepvoice Tov TPIMAAGIOCUO KOl 0 060V EPPAVILE CUUTTOUATO GYETILOUEVA LE TNV
nratikn Aettovpyio 1 gbv N avénon Eemepvovoe Tov mevtamiactooud. Tty perétn edong 111, 1%
OAOV TOV S10KOTMV TANPOVGE £va amd QUTA TO KPLTTPLO.

Ot aoBeveic Tov avanTHGGOVV GUUTTMOUATO SNAMTIKE NTOTIKNG dusAEITOVPYiaG Ba Tpémel va
vroPariovtar og ELeYY0 TV NTOTIKAOV EVEOU®V KOl 1 omovipodn Ba mpémetl va S1okOnTeETOL EAV
emPBeParmbel onuavtikn nrotiky PAGPN. H emavévapén g Bepaneiag Oa eEaptnOel amd to av el
TPOocooploTel N Oyt GAAO aitio nratikng PAAPNS Kot amd To 0péAN TG emavévapéng g Bepameiog yio
ToVv ac0evn EvavTl TV KIVOOVOV ETAVELPAVIGTC NTATIKNG SVGAEITOVPYING.

ITapodro mov dev LIAPYOVY SEOOUEVO TTOV VO TEKUNPLOVOLY OTL 01 AGHEVELS e TPOVTAPYOVTO NTOTIKN
vO60 avTIHETORILOVY ovéNUEVO Kivouvo eppavions avENUEveoy TIUAY GTIC SOKILOGIESG NTATIKNG
Aertovpyiag 6tav Aappdvovv Gumovipod, 1 xopnynon g Surovioong o tpénet va yivetol e
Tpocoyn o€ acheveic e 16TOPIKO GoPapng NTATIKNG VOGO,

Agppatikd veorAdcuoro,

"Exovv avaeepBel Bacikoxvttapikd kapkivopa (BCC) kat aGAlo deppatikd veomAdopata,
ocvpmeprlopfoavoprévon Tov axovlokvttaptkod Kapkvmdpotog (SCC) kat tov kakondovg
UEAOVOUOTOC, 6€ aobeveig Tov Aappavouy cimovipddn, eWdikd o acbeveig pe peyoardtepn didpkela
Oepaneiog (PA. mapdypoeo 4.8).

Yvviotaton deppotoroyikn e&€taom yio 6Ohovg Tovg acheveic katd tnv Evapén tng Bepomeiog Kot
akoloOBmg ava 6 £wc 12 pnveg Aapupdvoviag veoyr v KAwvikn aloddynon. Ot deppatoroyikés
gketdoelg Ba pémet vo cvveyilovtol pe mpocsoyn Kotd tn Bepomeia pe peyaldtepn StpKELd. TOVG
acleveic Oa mpémel va divovral 0dnyieg va avapEPovy GUECH GTOV TP TOVE OTOIEGONTOTE VITOTTES
deppotikég PAapeg. O aoBeveic mov Aapfavovv Bepameia pe ourovipddn Ba Tpénet va,
TPOEOTOLOVVTAL Y10 TOV Kivduvo amd tnv €kBeon otnv Aok aktvoPoiio ywpic tpoctacia. Ot
acBeveic avtoi dev Oa mpémel va AapPdvovy tavtdypova paotodepomeio pe axtivoforio UV-B 1
ootoynueobepancioa-PUVA.



Mn ovouevouevo VELPOoAOYIKE 1| WuYLOTPIKG CLUTTOUOTA/oNUEia,

"Exovv avagepbei omdvia mtepiotatikd cuvopopov onictlog avactpéyiung eykepaionddeioc (PRES)
HE €vav GAAO TPOTOTONTH TOL VITOS0YEN TNG POSPOPIKNG-oPLyyosivig-1 (S1P). Tétowa cvuPdvia dev
&yovv avapepOel pe TV GImovinddN 610 TPOYPAULE AVATTUENG. Q6TOC0, O TEPINTOOT) TOV EVOG
aoBevic vt Bepameia e GUTOVILOON OVOTTTVEEL OTOLOONTOTE LU OVOUEVOLEVO VEVPOAOYIKA 1)
YUYLTPIKE GUUTTOUROTA/ONELR (T, YVOCLOKEG SLOTAPOYES, CUUTEPLPOPIKES AAANYEC, AOLDOELS
SloTapayEG TNG OPOCTG 1] OTOOTOTE AAAL VEVPOAOYIKA PAOIDON GUUTTMUOTO/CTUEIR 1)
OTO10ONTOTE CUUTTOHO/OTUEID INADTIKO AOENGNG TNG EVOOKPUVIOKNG TEGNG) 1) EMLTAYVLVOUEVT
VEVPOLOYIKT eMdeivwoN, Ba TPETEL VO TPOYPOUHOTIOTEL dpesa TANPNG KAVIKT] KOl VEDPOAOYIKT
g&étaon ko o mpénet va e&eTooTel T EvOEXOUEVO LayvnTIKNG Topoypagiog (MRI).

IIponyovduevn Oepameio L AVOGOKATACTOATIKEC 1) VOCOTPOTOTTOINTIKES Oepameieg

Orav yiveton adlayn and dAleg vocotpomomomtikés Oepaneies, o ypovog nuicelag {ong kot o
unyavicpdg opaong e aAANG Bepameiog mpémet va AapBAvovToL VITOYT OGTE VO ATOPEVYETUL 1|
0Bpo1aTIKY aVOGOAOYIKN SpdioT Kol cLYYPOVOS VO ELIGTOTTOLEITAL O KiVOLUVOC emavevepyomoinong
NG VOGOV, ZUVIGTATOL 0 EAEYYOG TOV aplfuov TV TepIPepkaV Aeppokvttapmv (CBC) mpwv amd v
&vapén g oUToVILOdNG TPOKELUEVOD VA SLUGOAMGOTEL OTL Ol VOGOAOYIKES EMOPAGELS TNG
mponyobuevng Bepameiog (m.y. KuTTOPOTEVIR) £X0VV OTOOPALEL.

AOY® TV YOPUKTNPICTIKOV KoL TNG SIEPKELNG TOV OVOGOKATACTAATIKMV dPAGEMV TNG
areptovloVPAUTNG OV TEPLYPAPOVTAL GTIG TANPOPOPIES TOV TPOTOVTOC, dEV GLVIGTOTAL 1) EVAPEN TNG

Oepameiog e omovVIHodn HeTtd TNV aAEUTOVLOVLLAUTT).

H ocumovipddn pmopet yevikd va apyicet apésmg petd m dakonn e PTa-tvtepeepovng 1 TG 0EIKNG
YAOTIPAUEPTG.

Emdpbosic otV 0pTnploKn Tieon

Ot acBeveic pe pn eheyyOUEV LE PUPUOKEVTIKA TPOIOVTO VIEPTUCT) ATOKAEIOVTAY OO TIG KAVIKES
UEAETEG KOl GUVICTATOL E101KT TPOCOYN €GV acOEVEIC e Un eAeyOUEVT VITEPTAOT] AQpPdvouy
Bepaneio e cumovipdon.

H vaéptaon avapepdtav cuyvotepo otovg acbeveic vio Oepameia pe ourovipodn (12,6%) o oyéon pe
tovg aofevelc otovg omolovg yopmyeito ucovikd edpuaxo (9,0%) oy Kiwvikn perétn edong I oe
aoBeveic pe AIIIE. H Ogpancio pe oumovipdon odnynoe o adénon g CLGTOAIKNG KOt SLOGTOAIKNG
apTnplaKng Tieong N onoia epeovicTnke vopig petd v Evapén g Oepaneiag, Eptace TV UEYloT
enidpaon petd and Bepaneio tepimov 6 unvov (cuotoiikn 3 mmHg, dtuotolkn 1,2 mmHg) kot
napépewve otabepn otn ovvéyela. H emidpaon evépeve yia 660 didotnpo cuveyllotav 1 Oepamneio.

H aptpraxn mieon Oa mpénel va maparxorovbeitol TakTikd Kot T didpkela g Oepaneiog pe
omovipdon.

CYP2C9 yovoTumog

IIpwv amd v Evapén g Bepaneiog pe oumovipddn, ot acbeveig Bo mpémet vo vIOKEVTOL G
yovotimmeon yia to CYP2C9 npoxeipévou va, pocdtoptotel 1 katdotaon petopforiicpod tov CYP2C9
(BA. mapdypago 4.2). Or acBeveic mwov givar opdluyot yio CYP2C9*3 (CYP2C9*3*3 yovotumog:
nepimov 0,3 éwg 0,4% tov TAnBvopod) dev Ba tpénet va Aapfdavovv Bepaneia pe cumovipnodn. H yprion
NG SWOVILOING 6€ 0vTovE TOVG aebeveic 0dnyel o onUAvTIKA avénuéva emineda GLUTOVILOONG GTO
midoua. H cvuvietopevn 66om cuvinipnong eivar 1 mg v nuépa o€ acbeveic pe CYP2C9*2*3
yovotumo (1,4-1,7% tov mAinBucpov) ko og acbeveic pe *1*3 yovotumo (9-12% tov TAnbucuod)
TPOKELEVOL VO 0moPevyOei 1 avEnuévn €kBeomn otn ocmovipddn (BA. mopaypdeovg 4.2 kot 5.2).
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T'uvaikeg o€ ovamopay®yikn nAkio

E&attiog Tov ktvdvvou yio To EuPpuo, N oImovinddn avievoeikvuTal KaTd Tn S1GpKELN TG KUNGTC Kot
G€ YUVOIKEG GE AVATOPOYDYIKN NAIKIN TOV OgV YPNCUOTOL0VV ATOTELEGHATIKT HEDOSO aVTIGOAANYTC.
Ipwv and v évapén g Bepaneiog, o1 yuvaikeg o€ ovamopay®ytK NAKIO_TPETEL VO EVILLEPDVOVTOL
Yo ToV Kivduvo yio 1o EUPPLo, TPETEL VL EXOVV OPVITIKO TECT EYKVUOGVVNG KOl TPEMEL VL,
YPNOOTOI0VV ATOTEAEGLATIKT OVTICOAAN YT KoTd TN dtdprela TG Bepameiag Kot TovAdylotov

10 nuépeg petd ) daxomn g Bepomeiog (PA. mapaypdpovg 4.3 kot 4.6).

Awokomn e Ogpomeioc pe oumovipndon

YoPapn vroTponn TG VOGOV, GCUUTEPTAALBOVOLEVIC TNG KOVATHONGNG» TNG VOGOV, £xEl avopepHel
omévia LeTd amd T S1KOT| VO AAAOV TPOTOTOINTH TOV LITodoyEa S1P. Oa wpémel va AapPaveTon
voYn N TOavOTNTO GOPBOPNC VITOTPOTNG TNG VOGOV UETE TN dtokonn| g Bepameiog pe oumovipuddn. Ou
acBevelg Ba mpénet va mapakorovBolvral yo oyetikd onpeia mbavng coPaprg VLOTPOTNG N
EMOVAPOPAG TNG VYNANG EVEPYOTNTOS TNG VOGOU KT TN S10KO0TN TG GTovinddns kot B mpémetl va
apyilel n kaTtdAANAn Beponeio OTMG amotteiTol.

Metd ) daxomn G Bepaneiog e SUTOVIHLOST, 1) GUTOVILOOT TOPOUEVEL OTO Qo €Tl MG Kol
10 nuépec. H évapén dAiwv Bepameidv Katd T StdpKeL auToD TOL O10GTHUATOS B 00N YN OEL GE
TAVTOYPOVT] £KBEGT GTNV GUTOVILOST.

Metd ) draxomnn g Bepoaneiog Le cumovipoddn ota miaicia g PML, cuvictdrot ) mapakolohonon
oV acBeV] Y10 OVATTTUET TOL PAEYLOVMDOOVS GLVIPOLOL 0VOGOAOYIKNG amokatdotaong (PML-IRIS)
(BA. mopamave mapaypago «IIpoiovca TOAVESTIOKT AEVKOEYKEPAAOTADELO).

2 peydin mistoymoio (90%) tov acBevav pe AIIIE, o apBpdg Tov AELPOKVTTAP®Y ETICTPEPEL OTO
QVOIOAOYIKO €VPOG THMV o€ ddotue 10 nuepdv amd ™ dtaxony g Oeponeiog. Qo10060, Ot
TOPOTETOUEVES PAPUAKOOVVOUIKES ETOPAGELC, OTMG O EMOPACELS GTNV PeI®OT TOL apBpod TV
TEPLPEPIKADOV AEUPOKLTTAP®V, Umopel va gppeivouy emt £wg kot 3-4 gfdopddeg LETA TV TeEAELTAIN
doon. H ypnomn avocoKatasTaATIKOV HEGH GE QVTO TO J1AGTNLO UTOPEL Vo 001 YNGEL 6E TPOGhETN
EMIOPAON GTO OVOCOTOUTIKO GUGTIIO KOl OG EK TOVTOV EPLOTATOL TPOGOYN Yo 3 €mg 4 efdoudadeg
petd v tehevtaio doom).

Enidpacn otov apotoroyikod EAeyyo

Agdopévov 6Tt 1 GUTovIIOOT| HELMVEL TOV OplOUd TV AEUPOKVLTTAP®Y GTO aiplol LEGM TNG
OVOKOTOVOLUNG TOVG OTO, OEVTEPELOVTO AEUPIKA OPYAVa, O OPLOUOC TOV AEUPOKVTTAP®Y GTO
TEPLPEPIKO aipla dev pumopel va ypnoporombei otnv a&loAdynon g KoTGoToeT S VITOGVVOAWDY TMV
AELOOKVLTTAP®V VO 0.oBeVODg Tov AapPavel Oepameia pe oimovipddn. Epyaostnpiaxol €leyyot mov
TEPILOUPAVOVY TOV TPOGIOPITUO TOV KLUKAOPOPODVIMY LOVOTHPTVOV KUTTUP®V OTOLTOVY
UEYOADTEPOVS OYKOLG OiATOG AOY® TNG UEIMONG TOL 0plBLOD TOV KUKAOPOPODVI®V AEUPOKVTTAP®V.

"Exdoya

Ta dwokia mepiéyovv Aekifivn coylag. Ot acheveic mov £yovv vrepevarchncio oto PloTikt N T ooy
dev mpémet va Tapouvv curovipddn (PA. Tapdypoapo 4.3).

Ta dwokia mepi€yovv Aaktoln. Ot acbeveig pe omdvia KAnpovopkd TpofAnuata dvcaveéiog ot

yorhaktoln, oAk EAAEWYT AOKTAONC 1| SVGOTOPPOPToN YAVKOING-YalakTOlNng dev TPEmeL va Tépovv
OVTO TO PUPLOKEVTIKO TPOTOV.
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4.5 Alniemopdcseis pe GAA0 QUPRUKEVTIKA TPOIOVTO KoL GAAeg popPES arinrenmiopaong

AvTiveomAaGLOTIKEC, OVOGOTPOTOTOUTIKEC 1) OVOCOKOTOCTAATIKEC Ogparmeie

H ocumovipdon dev €xet peletn el oe cuvoLAGUO e AVTIVEOTAAGUOTIKEG, 0VOGOTPOTOTOUTIKEG 1)
avocGoKOTAOTaATIKES Oepaneiec. EQiotdtal mpocoyn katd tnv tawtdypovn xopnynon, eEartiog tov
KIvdUVov TPOGHET®V 0VOGOLOYIKOV EMOPACEDY, KATE TN S1UpKELD LG TETOWG Oepameiog Kot Katd
T1G €BOOUAdEC PETA TN OLOKOTH TNG XOPTYNONG OTOLOVONTOTE GO OVTA TO PUPLOKEVTIKA TPOIOVTA
(BA. mopdypago 4.4).

E&attiag Tov xapaKTnpioTIK@V Kot TS SIIPKELNS TV (VOGOKAUTOGTOATIKMY OPAGE®V TNG
aAeTOL{OVUANTNG TTOV TEPLYPAPOVTUL OTIG TANPOPOPIES TOL TPOidVTOC, 1 Evapén Bepanciog pe
omovipdon petd and arleptovlovpapnn dev GLVICTATOL EKTOG €4V Ta 0PEAN TG Bepameiog
VIEPGKEALOVY EUOOUVAE TOVG KIVODVOUG Y10 TOV HEPOVOLEVO acBevh (BA. Tapdypago 4.4).

AvtioppuOpikd opUaKEVTIKA TPOIOVTA, QUPUOKEVTIKG TPOidVTa oL Tapateivovy 1o ddotnua QT,
QOPUOKEVTIKA TPOIOVTO TTOV UTOPEL VO, LEIDGOVV TOV KaPILoKO puOud

Koatd ) didpxeta e Evapéng g Bepaneiog, 1 cumoviodn dev o Tpémel va, xpnoILOTOIEITOL
tavtodyxpova oe acevelg Tov AapBdvovy Taéng la (m.y. kvidivn, Tpokaivauion) | taéng I (m.y.
AUIOOPOVT], GOTAAOAT)) AVTIOPPLOUIKE POPUAKEVTIKG TPOTOVTA, POPUAKEVTIKG TPOTOVTA TOV
napateivouy to ddotnua QT pe yvootég appuButoydves 110TNTES, AMOKAEISTES TV StodAmV
aoPeotiov oL pEIdVOLY TOV Kapdlokd puBud (dnwg Pepamapiin 1 dStitialépn) 1 GAieg ovaieg mov
umopet vo HeEidsovy tov kapdioko puluod (w.y. Pourpadivn 1§ dryo&ivn) Adym tov mhovodv
afpoloTikdv emdphoewv otov Kopdioko pubpo (PA. mapdypago 4.4). Aev givar drobéoipa dedopéva
Y10 TV TELTOYPOVT] XPNOT OVTOV TOV QUPLOKEVTIKOV TPOIOVTOV e olmovinodn. H tavtdypovn
YPNOT QVTAOV TOV OVCLHOV KATd TN dtdpKeln TNG Evapéng g Bepameiog pmopei va oyetiletat pe
cofapn Ppadvkapdio Kot KOPIOKO OTOKAEIGHO. AOY® TNG EVOEYOUEVNC TPOCTIOEUEVNC EMIOPAONS
oToV Kopdlakd pubpo, n Bepaneia pe ourovipodn yevika dev Ba mpénet va Eekiva o acbeveig mov
vrofdiiovtol Toutoypova og Bepameio pe avtéc Tic ovoieg (PAEne mapdypago 4.4). Edv egetdleton 10
gvoeyouevo Bepameiag pe omovipddn, 0o mpénet vo (el n cupPovin KapdloAdyov GYETIKG [E TNV
oAloyn G€ POPUOKEVTIKA TPOIOVTO TOV OEV LELMVOLV TOV KOPILKO pLOpd 1 yio TNV KOTAAANAN
mapaKolovOnon Kotd v Evapén g Bepaneiog.

Bnrto omokAelstéc

®a pémel va diveTan Tpoooyr OTav 1 cmovipddn apyilel o aobeveic mov Aappdvovv Prita
OTOKAEIGTEG AOY® TV TPOGOET®MV EMOPAcEmV 61N LeiwoT Tov kKapdiakov puuov (PA.
mapdypoeo 4.4). H Bepancia pe frita-anoxieiot) pmopel va Eekivioel o aobeveig mov Aapfdavoovv
otabepéc 600ELS GUTOVILOING.

H apvntikn ypovotpdnog enidpact g GuYXOPNYNOTG CUTOVIIOdNG Kol TPOTPAVOLOANG a&loloynonie
o€ pio e01Kn HEAETN Qopurakodvvapkng/acpdrelas. H Tpochnkn g tpompavoloing emmAEov TG
SUTOVILLOONG o€ oTafEPT] PUPUAKOKIVITIKN/QOPUAKOIVVALIKT KATAGTAOT| EiYe AyOTEPO EKONAES
UPVNTIKEG YPOVOTPOTEG EMIPAGELS (AYOTEPO OO ABPOIGTIKEC) GUYKPLTIKG LLE TNV TPOGONKN TNG
GITOVILOONG EMITALOV TNG TPOTPAVOAOANG G€ aTafEPT] PAPUOKOKIVITIKT/QOPUOKOSVVOLIKT
Katdotaot (tpdcbetn emidpacn HR).

Eppolacpodg

H ypnon epPoriov pe Loviec e£aoBevnéVong opyavIGHOVS UTOPEL Vo EVEYEL KIVOLVO LOAVLVOTG KL,
EMOUEVMG, Do TPETEL VO ATOPELYETOL KOTA TN ddpKeLn TNG Oepameiog e oLTovILodn Kot Yo
4 gfdopadeg petd tn Bepamneio (PA. mapdypopo 4.4).
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Koatd ™ didpkela g Oepaneiog kat yio didotnpo £0¢ kot 4 efdopddmv petd tn Oepaneio pe
omovipoon, ot epPortacpol pmopel va etvar Aryodtepo anotehespatikoi. Agv Bewpeiton 6TL ennpedletan
1 ATOTEAEGLOTIKOTNTO TOV EUPOAIAGHOD GV | Oepameio Le GLTOVILODT OLOKOTEL Y10 SIAGTN IO

1 efdopddog Tpv amd Tov EUPOAACHO Kol EmG 4 efOOUAdmV LETA TOV EUPOMAGHO. X 10 GTOXEVUEVN
peAétn eaong I og vyieig eBehovtéc, n TawTOYPOVN YOPNYNON CIOVILOING Le avTiyputikd eLPOALa 1) TO
UIKpOTEPO dtdoTnpa dtakomg ¢ Oepanciog (amd 10 nuépec mpv €wg 14 nuépeg Petd Tov
euPoMacpd) KatédelEav younidtepa mtocoatd avtondkpiong (mepimov 15% Emwg 30% yopunidtepa)
GULYKPITIKG [LE EKEIVO TOV EIKOVIKOD QUPUAKOD, EVAD 1) OTOTEAEGUOTIKOTNTA TOV gUPfoitacpol pe PPV-
23 dev peidbnke amd v ToToYpovn Bepaneia e cumovinodn (PA. mapdypaeo 4.4).

AvvatdtnTo GAAOV QOPUOKEVTIKOV TPOIOVIMV VO, ETNPEACOLV TN QOPUAKOKIVITIKN TNE SUTOVILOONC

To kvtdypopa P450 (CYP2C9) givar 1o kOpro éviupo mov petaforilel T curovipoon,
AVTITPOCHOTELOVTAS TO 79,5% ToVv pETOPOAGHOD o8 OGa dTopa EUPAVIiOVY EKTEVI LETAPOMGUO LE TO
yovotumo CYP2C9*1*1. H vrorewmdpevn anoBoin tng oumovipodng anodidetar o€ didpopa GArA
KutoypouaTe, KafEva amd ta omoia ivat vtevBLVO Yo Eva LKpO KAAGHO TG AmoBOANG.

CYP2C9 avaoroleic

Agv cuVIoTATOL 1] TAVTOYPOVT] YPNOT TNG CTOVILOONG Kol POPLUKEVTIKMV TPOIOVIMV OV TPOKAAOVV
pétpia M woyvpn avaoctoin tov CYP2C9 eneidn avapéveron pio KMVIKA SUOVTIKY adENCT TG
éxbeong ot cuwovipddn kotd 2 | 4 eopéc, avtioTolya.

H ovyyopnynon erovikovaloing (nétpioc CYP2C9/CYP3 A4 duthog avactorénc) 200 mg nuepnoimng
o€ otafepn KoTdoTaomn Kot pdnal 06ong oimovipoong 4 mg og vyleilg e0eloviég e YovOTLTTO
CYP2C9*1*1 odfynoe oe Simhactacpd g meployns kétw and tnv kapmoin (AUC) e oumovipoomg.
2Opemva pe v aEoAGYN o TG SLVATOTNTUS POPLUUKEVTIKMOV CAANAETIOPAGE®MY XPTCLULOTOIDVTOG
Baciopévo ot euotoroyia poviédo pappokokivntikig (PBPK), mpofAiénetal abénon katd 2,2 gopéc
g AUC katd péyioto pe omotodnmote tomo pétplov CYP2CI avactoréa avaioya pe 10 yovoTumo
CYP2C9.

CYP2C9 kou CYP3A4 emaywyeic

H ocmovipdon pmopei va cuvdvaotel pe toug mepiocdtepovg Tomovg CYP2CY kot CYP3A4

enoyoyéov. Qotde0, AOY® NG OVAIEVOUEVIG Lelmong TG ékBeomg oT cuToviodn, Ba Tpémetl va

g€etaletal n KaTtoAMANAOTNTA KO TO TOAVO 6¢pelog amd T Bepaneia 6Tav 1 SITOVILOdN cuvovaleTat:

- pe durhovg woyvpovg CYP3A4/uétproug CYP2C9 enaywyeic (m.y. prooumikivn, kapPapalenivn)
o€ Ohovg Tovg acbeveic, avesoptitwg yovotumov. H cuyyoprynon 2 mg cimovipodng Kot
600 mg prpapmikivic peiwoe 116 AUC ay,ss KO Ciax,ss TNG SUTOVILOONG Katd 57% and 45%,
avtiototya, o dtoua pe CYP2C9*1*1.,

- pe pétprovg enaymyeic CYP3A4 (m.y. epafipévin, poviaeviin) yuo acbeveig pe CYP2C9*1*3
N *2*3 yovortvmo. H mo évrovn peiwon g éxbeonc ot oumovipodn katd 35% (AUCrauss) Kot
39% (Crmax,ss) TpoPAémetar petd t cvyyopnynon 1 mg curovipddng nuepnoing kot 600 mg
epaPpéving nuepnoing ot acbeveic pe yovotomo CYP2C9*1*3 cuykpitikd pe ekeivoug pe
yovotonmo CYP2C9*1*1 mov Aapfdvovv ) cuvictmdpevn 8601 Tov 2 mg Gmovipoddng ympig
GLYYOPNYOOUEVT] PAPLOKEVTIKT Aywyn. Aev VITEPYOLY KAVIKEG OESOUEVA Y10 TO GLVOVOCUO TNG
omoviuooNg ne pétprovg emaywyeic CYP3 A4,

Ao 6TONOTOC AVTICLAANTTIKG

H ovyyopnynon pe oumovipddn dev amokdAvye KAVIKG ONUOVTIKEG ETOPAGELS 0T QUPUOKOKIVITIKY
KO QOPUOKOSVVOLLKT] TOV OT0 GTOLOTOS OVTIGVAANTTIKOD GUVOLOGLOV atBvuAOIGTPASIOANG KAt
Aefovopyeotpéine. Emopévag, 1 amoteAecatikdTnTo TOL VIO £PEVVA OO GTOATOG AVTIGVAANTTIKOV
dtnpnOnke katd tn Oepaneio Pe GUTOVIHOOT).

Agv &xovv mpayuatoronOel LeAETEC OAMANAETIOPAGE®Y LLE OO GTOUOTOC OVTICVAANTTIK TTOV

TEPLEYOVV GALN TTPOYESTAYOVA, (IGTOCO JEV UVOUEVETUL ETIOPACT] TNG GUTOVILOOTG GTNV
OTOTELECUATIKOTITO TOV OO GTOUATOG OVTICVAANTTIKAV.
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4.6 TovipétnTae, KONON KO Yorov)ia

Tuvaikeg og ovamapay®yikn NAMKie/AVIIGOAANWT GE YUVOIKEC

H ocumovipddn avtevdeikvotal 6€ YOVAIKEG G OVATOPOYMYIKT] AKIO_ Ol OTOIEG OEV YPTCYLOTOLOVV
amoTeAecLATIKN avTIcVAANYT (PBA. mapdypaeo 4.3). T'ia to Adyo avtd mpiv v Evapén g Bepameiog
o€ Yuvaikeg og avomapaymyikn nikio 0o tpémnet va etvor S100E61H0 apynTIKO ATOTEAEGLLO TOV TECT
EYKVLOGVVNG KO VO, TOPEYETOL GUUBOVAEVTIKT EVIULEPMGT GYETIKA LE TOVG GOPaPOvG KIvOHVOUG Yo
70 éuPpvo. Ot yovaikeg o€ OvVaTOPOy®YIKY NAKIN TPETEL VAL YPTGULOTOLOVV OTOTEAEGLOTIKT|
avTIGOAN Y KoTd TN dtdpkela TG Bepameiog Kat yio TOVAGYIGTOV dEKa NUEPES LETE TNV TEAEVTOIN
3001 TG SIovIpoong (BA. Tapdypago 4.4).

2vuykekpuéva pétpa tepthappavovror eniong oto Exmaidevtico Iaxéto yia tov latpd. Ta pétpa avtd
TPETEL VO EPOPLOCTOVY TPOTOV 1 GITOVILOON cuvtayoypaenOel oe ONielg acheveic kot Katd T
dubpkera g Bepomeiog.

Otav 1 omovyddn SoKOTTETAL Y10 TOV TPOYPULLATIOUO LG EYKVLOGVVIG, 1] THOVY EMLGTPOPY| TNG
dpaotnpotnTag TS vooov Ba tpénet va Aappdavetot vwoym (BA. mapdypago 4.4).

Kvnon

Agv dwtiBevton ) glvon TEPLopopéva ToL KMVIKA SESOUEVE OYETIKA UE TN XPNOT TNG CUTOVIIOdNG OF
éykveg yovaikes. Meléteg oe {da £yovv deifetl emaydpevn amd TV GUTOVIHOOT EUPPLOTOEIKOTNTA Kot
TOEIKOTNTA GTO KUNLO GE OPOVPAIONE KOl KOUVEMQ, KOl TEPUTOYEVEST] GE 0POVPAIOVG,
oupmePAaULBOVOEVEV EUBPLIKOY BavAT®V Kol CKEAETIKOV 1 CTACYVIKOV SVCTAAGIOV GE EMITESQ
£€kBeong ovykpicipa pe v £kBeon tov avBpdmov vd nuepnola doon 2 mg (PA. Tapdypapo 5.3).
EmmAéov, n kAvikn eumeipia pie GAAOV TPOTOTOINTIH TOL VTOJ0YEN TNG POCPOPIKNG GPLYYosivng-1
£0e1&e 2 popéc vyMAGTEPO Kivouvo cofapmdy GUYYEVOV SLGTAUGIOV OTAV YOPNYELTAL KATE TN O1GpKELL
NG EYKLUOGVVIG GE GUYKPLGT] LLE TO TOGOGTO TOL TOPATIPEITOL GTO YEVIKO TANBVoUO.

SUVETMG, 1 CITOVILOdN avTeVOEikvLTAL KATE T d1dpKela Tng kKomong (PA. mapdypaeo 4.3). H
omovipoom Bo Tpémet S10KOTTETOL TOLAAYIGTOV 10 NUEPES TPV TOV TPOYPOUUATICUO UI0G
gykopoovvng (PA. mapdypaeo 4.4). Edv pia yovaika petvet £ykvog evoom Aapfavetl Oepameia, m
GUTOVILLOON TTPETEL VO SLOKOTTETAL. B0 TPEMEL VO TAPEXETOL LATPIKT GUUPBOVAT GYETIKA LLE TOV KivOuvo
emProPav emdpdoenv mov oyetilovral pe t Oepameia oto EUPpLo Kot va yivoviol eEETAGELG

vIepPNOYpaPiog.
Oniaocude

Agv gival yvooto av 1 ouovipodn 1 ot peiloves petafoliteg tng anekkpivovtol 6to avOpadmvo yaia.
H owmovipuddn ko ot petaforiteg tng anekkpivovral 6to yoAo tov apovpaiov. H curovipddn dev Oa
TPETEL VO YpMOLOTOLEiTOL KATA TN S1dpKeLe Tov ONAacpoD.

Tovipdtra

H enidpaon g sumoviydong otnv avBpdmivn yovipotnta dev £xel a&toroynei. H oumovipdon dev eiye
EMOPUOT OTO OVOPIKE OVOTAPAYMYIKA OPYOVO, GE 0POVPALOVS KOt TIONKOVG 1] OE TAPAUETPOVS
YOVILOTNTOG GE 0POVPOIOVG.

4.7 Emdpdaosig 6TV IKavVOTNTA 001]71]01G KO YEPIGHOV U AV LATOV
H ocumovipuddn dev €xet kapia 1 €€l 0OHUOVTY EXIOPACT] GTNV IKAVOTNTO 001YNOTG KO XEIPIGLOD
pnyovnudtov. Qotdco, tepiotactokd uropei va mapotnpndet Lain katd v Evapén g Bepansiog e

ourovipodn. I'a 1o Adyo avtd, ot acbeveic dev Ba Tpémetl vo 001 yoOV 1 va yepilovTot unyavipoTo
KaTé TNV TPAOTN NUEPA TS Evapéng g Bepameiog pe oumovipodn (PA. moapdypoaeo 4.4).
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4.8 AvemOoOunTeg evépyeLeg

TIepiAnyn Tov TPOPIA ACOAAELOC

To mpopik acpdrelog g oumovipodng Paciotnke o€ dedopéva amd v Pactkn KAwvikn peiétn. Ot mo
GLYVEG avemBVUNTES EVEPYELES O1 OTLOlEG TPOGOIOpioTNKaAY 6TO Pacikd Tpunqua TG perétng A2304 frav
N kepararyia (15%) ko n veéptaon (12,6%). Ot oyetikés e v ac@aielo TAnpopopieg and 1o
TUNHO ETEKTACTC TNG LOKPOYPpOVIaG HeAétng A2304 fitav 6€ CUUE®VIN e EKEIVEG TTOV
mapatnpnonkoy 610 Pacikod TUN .

ITivaxog Tov avembOunTmyv EVEPYELRY

Evtog kabe kotnyopiog opyavikod cuGTANLATOG, Ot avemlBOUNTES EVEPYELEG TaSvopovvTaL L Pdor T
GLYVOTNTA, LE TPATES TIG CLYVOTEPEG avemBOUNTEC evépyeleg. Emmpocsbétme, n avtictoyn kotnyopia
ovyvotnTog Yo Kabe avemBount evépyeia Pacileton oty Tapakdtm coppacn: moid cuyvéig (=1/10),
ouyvég (>1/100 émg <1/10), oyt ovyvég (>1/1.000 éwg <1/100), ombvieg (>1/10.000 émg <1/1.000),
oAV omavieg (<1/10.000), pun yvootig cvuyvotntog (dev umopovv va ektiunovv pe fdomn to dtobéciio
dedopévar).
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Mivakeg 2 IMivakog avemBOuNTOV EVEPYELOV

AONUOEELS KU TOPUGITAOGELS

Xuyvég ‘Epnnc {wotpog

EThvieg [Ipoiovoa moAvecTIOKN AguKogyKEQUAOTAOELD

Mn yvootig ovyvotntog | Kpumrokokkikn pnviyyitida

Neomhdopoata koeAon0n, Kako)0n kol un kedopropéva (TEprrapfdvovial KUGTELS Kol
TOAVTTOOEC)

Yuyvég Melavokuttapikdg 6milog
Baowkokvuttopikd KapKiveouo
Oy ovyvég AkovOoKLTTOPIKO KOPKIVOLLOL

Koakénbfeg perdvopo

AwTapoyéc TOV aipaTog Kol TOV AERPLKOV CVCTHNOTOS

Xuyvég | Agngomevia
Awotopayéc TOV AVOGOTOUTIKOV GUGTI|HOTOS
Xravieg | Dreypovmdeg ohivopouo avocoroyikne amokotdotaong (IRIS)
A TopayéS TOV VELPIKOV GLCTNATOG
[ToAb cvyvéc Kegpahalyio
Xuyvég ZéAn
Envinmrkn kpion
Tpdpog
Awtapayéc Tov 090aipnov
Xuyvég | Oidnpa oypdc knAidag
Kapowokéc dwatapayés
Xuyvég Bpaodvkapdio
KoAmokotlMokdc omokAelonog (mpdTov Kot dgvtepov fabuon)
Ayyerokég dratapayés
IToAd cuyvéc | Yréptaon
Tootpeviepikég owotapayéc
Xoyveég Novtio
Aldppota
AWTapay{S TOV HVOGKELETIKOU GVGTIINOTOS KOl TOV GUVOETIKOD LGTOV
Zoyvég | AAyog TV AKpOV
I'evikéc owatapayés Kol KOTAGTAGELS 671 0S6m Yop1ynong
Yuyvég [Mepupepicod oidnua
E&acBévion
Hoapoxivikég eEetdosig
IToAb cvyvéc AvEnuéveg Tég otov EAeYY0 TG NTOTIKNG AEITOLPYinG
Xuyvég Melouéveg TIEC GTOV EAEYYO TNG TVELUOVIKNG AEITOVPYIOG

[leprypoon emAEYUEVOV QVETIOVUNTOV EVEPYELDV

Aowawleig

Ymv khvikn pedém odong I og acBeveic pe AIIE, 1 cuvoAikn cvyvoOTNTO TOV AOUOEEDY YTV
ovyKployn avapeca 6Tovs achevelg oe ouoviodn kot oe gkelvoug e gikovikd eappako (49,0%
évavtt 49,1%, avtictoya). Qotd60, avaEEPONKe 0ENCT 6T CLYVOTNTA TOV AOIUMEEMY Ao EpTNTal
{wotpa oV o1movipodn (2,5%) cuykpitikd pe to gikovikd eappoko (0,7%).

"Exovv eppaviotel pe ™ oumovipdon, o€ omolodnmote ypovo katd T didpkela g Bepamneiag,
TEPIOTOTIKG, LUMVIYYITIOOE 1) UNVIYYOEYKEQPAMTIONG 01 0TT0iEg TPOKANONKAV 0Td 100 OVEUEVAOYLAC-
épmmra {wotpa. ‘Exovv eniong avagepbei mepiotatikd Kpuntokokkikng pnviyyitdog (KM) yia
ourovipodn (PA. mapdypogo 4.4).
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Oidnua e wypdc knAidag

To oidnpa g wypds knAidag avapépbnie cuyvotepa oe acbevelg mov eddpfoavav orovipodn (1,8%)
GLYKPITIKA LE EKEIVOVG 6TOVG 0Ttoiovg YopNnyNnOnKe swovikd eapuaxo (0,2%). [Tapdio mwov N
TAELOVOTNTO TV TEPIOTUTIKAOV OTUEIDONKAY €VvTOG 3 €¢ 4 unvdv amd v Evapén T omovipoomg,
TEPIOTOTIKG avopEpOnKay eniong og acBeveic mov elauPavay Bepaneia pe clmovipodn y
neplocdTepovg amod 6 (BA. mapdypapo 4.4). Opiopévor acbeveic eppdvicav Bapunr Opaocrn 1 LetdUEVT
onttikn] 0EVTNTA, GALE AAAOL NTAY OCLUTTMOUIOATIKOL KOl Sy VAGTINKOV KATH TNV 0QOUALOAOYIKY
g&étaon povutivag. To oldnpa e oypdg kKNAdag yeviKd PEATIOONKE 1) VTOXDPNCE AVTOUATA LETH TN
dtakomn g Bepomeiag. O kivouvog emaveUEAvIoNS LeTd amd eravampokinon dev £xetl a&loloynOei.

Bpadvappvluio

H évapén g Bepoaneiog pe oumoviplodn odnyel o€ mapodikt| peimon Tov kapdiakov pubpov kot propet
emiong va oyetiletal pe emPpdovvon TG KOATOKOIALOKNG ay®YnotnTog (BA. mapdypapo 4.4).
Bpadvkapdio avaeépOnke 610 6,2% TV acbevav vrad Bepaneio e oumovipodT cuykpitikd pe 1o 3,1%
TV 000EVOV 08 EIKOVIKO PAPLLOKO KOl KOATOKOIAMOKOG AmOKAEIGHLOG avapépOnke oto 1,7% tov
acBevav v Bepomeio pe oumovipddn cvykprrkd pe 1o 0,7% o€ eikovikd eappako (BA.

Topaypapo 4.4).

H péyiot peiwon tov kopdiakod puBpod mapatnpeitat Tig TpdTEG 6 MPEG PeTd T dOoM).

Mopatnpndnke mopodikn, d0G0eEapTM®UEVT HEI®OT) TOV KOPILoKoD puOUoy KOTA TN SIEPKELD TNG
apyKng eaons docordynong kot otadeponomnke og do6oelg >5 mg. Evroniotnkav Bpadvappudukd
cuupdvta (koArokoiiokol arokieicpol Kot pAefokopPicés Tavcel) e LeYyaADTEPT EMITTMON KOTA
T Oepoameia e GUTOVIHOOT CLYKPITIKA LLE TO EIKOVIKO QAPUAKO.

O1 Tep1oGOTEPOL KOATOKOIALOKOT amOKAEIGHOL Kot AeforkoUPIKEC TAHOEC oNUEIDGON KOV TAVED Ao TN
Oepamevtikn 060N TV 2 mg, e CNUAVTIKG LeYOADTEPT EMTTMOT G€ CLVONKEG UN TITAOTOINGNG
GLYKPITIKG pE TIG oVVOnKeG TiITAomoinong g 66omG.

H peiwon tov kopdiakov puBpod mwov TpokIAese 1) GLTOVILOOT UITOPEL VO, VTOGTPAPEL LLE OTPOTIVI I
1G0TPEVOAIVT).

Aoxiuaoisc nratikic Asttovpyiac

AvEnpéva nratucd Eviopa (kuping avénon e ALT) éxovv avapepbei oe acbeveic e XKII mov
Aappdavovuv Oepameio pe ourovipdon. Xtn perém eaong Il oe acOeveic pe AIIIE, TapotnpniOnkay
GLYVOTEPA AVENGELS OTIG SOKIUAGIES TNG NTATIKNG AgtTovpyiag atovg aobeveic vo Oepamneio pe
outovipodn (11,3%) oe oyéon pe exeivoug og eikovikd dppoko (3,1%), kuping Adym tav avénoemv
TV Nratikov tpaveopuvacov (ALT/AST) ko g GGT. H mAetovotnta tov avéfoemv onuetdinke
€VTOg 6 unvav and v vapén g Oepaneiag. Ta enineda tng ALT enéotpeyav 6TO0 GUOIOAOYIKO
€vtog mepimov 1 unvog petd and  drokonn e omovipddong (BA. mapdypapo 4.4).

Aptnproxn wicon

H vréptaon avagepdtav cvyvotepa atovg acbeveic viod Bepancia pe curovipodn (12,6%) oe oyéon e
gkeivovg oTovg omoiovg yopnynOnke ekovikd edppako (9,0%) oty kKhviky perétn eaong 111 o
aocleveic pe AIIIIZE. H Ogpancio pe oumovipddn 0dynce o€ avENGN TS GUGTOAIKNG Kol SIOUGTOAKNG
apTNpLoKng Tieong, 1 omoia peoviotnke vopig petd v Evapén g Oepaneiag, Kol Eptace ™
péylot enidpaomn petd amod Oeponeia mepimov 6 unvov (cvotolkn 3 mmHg, dtuctoikn| 1,2 mmHg)
Kot wapépeve atabepn otn cvvéyela. H exidpacn evéueve yia 6co dtdotnua cuveylldtav 1 Oepameia.

EmiAnmukéc kpioeic
Emiinnikég kpioeig avapépbnkav 610 1,7% tov acBevov vro Oepaneio e olmovipddn cuyKpLTIKd 1e
70 0,4% TtV 0c0evav o glkovikd PAapuako oty KAIKN perétn pdaong Il o acBeveig pue AIIIIE.
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Emidpdoeic aro avorvevoriko

Me 1t Bgpamneio e GUTOVIHLOOT TapOTNPHONKAY WKPEG LELMGELS 6TOV Plota ekmveduevo 6YKko oto 1°
devteporento (FEV)) ko oy tkovotnta d1dyvong tov povo&eldiov Tov avOpaka 6Toug TVEDLOVES
(DLCO). Ztovg unveg 3 kat 6 g Oepomeiog oty KAk pedétn edong I og acBeveic pe AIIIIE, ot
péoeg petaforég otov FEV) and v apyikn extiunon otnv opdda tng curovipnodng nrav -0,1 L oe
KéOe ypovikd ompueio, ywpig aAlayr 6TV OLASN TOL EWKOVIKOD PAPUAKOV. Ol TOPATNPNOES AVTEG
nrav ehagpd vynAotepeg (katd tpocéyyion 0,15 L péon petafoin amd tnv apylkn EKTiUNcn oToV
FEV)) o€ ac0gveig pe avamvenoTikég S10tapayEs OTmg 1 YPOVIC, ATOPPUKTIKT TVELLOVOTTdOELa
(COPD) 7 doBpo mov eAdpfavay Oepameio e oumovipddn. X ypdvia Oepameio, n LelwonN avTh dgvV
LETAQPACTNKE GE KAVIKG oMovTikd avemiBounta coppdva kot dev oyetiotnke pe adénon tov
avagopav Prixe 1 dvamvolag (PA. mapaypdeovg 5.1).

Avaopd mhavoroyoduevav avemfounTmyv VEPYEIDV

H avagopd mibavoroyolievov avemBountmy evepyedv LeTd amd T xopnynon adslag kukAopopiog
TOV PUPUOKELTIKOD TPOidVTOG elvan onpavtiky. Emitpénetl tn cvveyn mapakorovnon g oxéong
0PEAOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIdVTOG. ZNTeital amd Tovg emayyeAaTieg vYElag va
avaPEPOVY OTTOLEGONTOTE TOOVOLOYODUEVES OVETIBVUNTEG EVEPYELEG LEG® TOV EBVIKOD GUGTNUOTOG
avapopdg Tov avaypdeetot oto [Hopdptmua V.

4.9 Ynegpodocoroyia

Xe vy dtopa, 1 e@amas PLEYoTN avekTn 060N TpocdlopicTnke ota 25 mg PAcel TG pPaviong
CUUTTONOTIKNG Ppadvkapdiag petd and epdnal d6celc v 75 mg. Atyo dropa EAafov akovoleg
d6o¢1g émg 200 mg npepnoimg ent 3 £mg 4 NUEPES KO ELPAVIGAV OCVUTTOUATIKES NTIEG EMC HETPLEG
TOPOdIKEG LENCELS OTIC SOKLUAGIES TN NTATIKAG AELTOVPYING.

"Evag acBevnic (ue 1otopikd katddinyng), o omoiog Ehafe 84 mg oimoviuddng euepavice pikpn avénon
GTIG NTOTIKES TPAVOAVAGES.

Edv n vrepdocoroyia amoterel TNy mpdTn £KOECT] GTNV GITOVIUOON 1) ONUEIDOVETAL KATE, TN Odon
TITAOTTOINGNG TNG dOOMG TG GUTOVILOING, EIVOL CNUOVTIKH 1] TopakoAoVON o™ TOV 0l6BEVODG Yo onpeia
Kot cvpmtopata fpadvkapdiag, mov Ba pmopovoe va mepthapPdvel Kot TapakoAovdnon katd ™)
dtapketo TG vOYTAG. ATOUTOOVTOL TOKTIKEG LETPNOELS TOV KAPOLOKMV TOALMY KOl TNG OPTIPLOKNG
mieonc ka1 Oa Tpémet va yivouv niektpokapdioypagniuata (PA. mapaypdeovg 4.2 kot 4.4).

Agv vapyet S0 101K avTidoTo oty omovipodn. Ovte N aokdBaporn oVTE 1| TAAGLOPAIPEST
0o 00My0DGOV GE GTUOVTIKY OTOUAKPLVGT] TNE GUTOVILOONG atd TOV OPYOVIGUO.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@oppoxodvvopikés 1010TNTES

Ddoppokobepoamentiky Katnyopio: AVOGOKATAGTUATIKE, TPOTOTOMTES TOV VITOJOYEN TNG POCPOPIKNG
opryyooivne-1 (S1P), kwdwkoc ATC: LO4AEO3

Mnyovicpuoc dpdong

H ocmovipddn etvon tpomomomtig Tov vmodoyéa TG OSPopikng oeryyosivng-1 (S1P). H cumovipuddn
deopedetal eKAEKTIKA o€ dVo omd Toug TEVTE aulevyuévoug pe G-rpwteivn vrodoyeic (GPCRs) g
S1P, cvykekpyéva tov S1P1 kot tov S1PS. Apdvtag og Aettovpykdg avtaymviotig otovg S1P1
VTOO0YEIG OTO AEUPOKVTTAPA, 1] CLTOVIILOOT TTpoAapPdvel TNV ££000 amd TOVG AEPPAdEVEG. AVTO
LELDOVEL TNV EMOVOKLVKAOQOpia TV T KuTtdpmv 610 KevTpkd vevpikd cvotnua (KNX) nepropilovrog
TNV KEVIPIKT PAEYLOVT.
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DapuoKodVVaUIKES EMOPECELC

Meiwon tov ap1Buod twv AsupokvTIap®v oT0 TEPIPEPIKOD QL0

H ocwmovipuddn mpokadel docoe&aptdpevn peimon Tov aplfpod Tov AEUPOKVTTUP®Y GTO TEPLPEPIKO
aipo gvrog 6 ®pav amd TNV TP®TN 6001, AOY® TNG OVACTPEYIUNG TAPOKPATONG TOV AEUPOKVTTAP®V
GTOVG AEUPLKOVS 1GTOVG.

Me 1 cuveyillopevn nuePNoLa YOPNYNGCN, O APOUOG TOV AEUPOKVTTAP®Y cLVEYILEL VO LELDVETAL,
otévovtag katotato dapeco (90% Cl) apBuod Aeppokvttdpwv mepimov

0,560 (0,271-1,08) kdtrapa/nL g évav tomikd CYP2C9*1*1 1 *1*2 un lanwva acBevi pe AIIIIE, o
omoiog avtietoryel 6to 20-30% g apytkng Tymgs. O xauniog aptBpog AEUEOKVTTAP®OV JUTNPEITOL e
™V nuepnoa xopNynon.

> peydin mhetoymoia (90%) tov acbevav pe AT, o apBudg TV AEUPOKVTTAPOV EXIGTPEPEL GTO
(QLGLOAOYIKO €VPOC TIHMV gVTOG 10 nuepdv amd T drokomn tng Oepaneiog. Metd n dakonn ™G
Bepameiog [Le GUTOVILOOT, Ol KATUAEITOUEVES EMOPAGELS GTY LEIDOT TOV aplBLOD TOV TEPLPEPIKDV
Aeppoxuttdpmv pmopet va eppetvouy enl émg 3-4 efoopddec petd v televtaia d6om.

Kopdroxn ovoyvotnto koi poBuoc

H cuovipddn mpokadel mopodikn peiwon Tov Kapdtakod puOpol Kot TG KOATOKOIMOKNG
ayoypomrag kotd v Evopén g Bepareiog (PA. mapaypdpovg 4.4 kot 4.8), n onoia oyetiletan
pnyaviotikd pe v evepyomnoinon and v G-cvlevyuévn mpmteivn g LETaPOPAs TPog T €5 O
TV dStvdov koriov (GIRK) péowm g di€yepong tov vmodoyéa S1P1 mov 0dnyel og KuTTOPIKN
VIEPTOAWON KoL HEIOUEVT SlEYEPSOTNTA. AdY® TOV AEITOVPYIKOD TNG AVTAYWVIGHOL 6Tovg S1P1
VTOSOYELS, 1| OPYIKN TITAOTOINGT TG CUTOVIILOdNG ansvatsOnTomotel otadiokd tovg dtaviovg GIRK
£€m¢ 0Tov emitevybei 1 d6om GLVTNPNGNG.

Avvorotnta waparacns 1ov draotiuotos QT

Ot emdpaoelg Tv Bepanevtikdy (2 mg) kot vepbepanevtikdv (10 mg) d6GE®V TG GUTOVIHONG GTNV
Kapdlokn exavamdAwon dtepevviOnkay oe pio dieEodikn perétn tov daotnuotog QT. Ta
amoteléouata 6gv LTOONADVOVY apPPLOULOYOVO SUVOUIKO OYXETILONEVO LIE TNV TOPATOGT] TOL
dwotnuatog QT pe tn ouwovyddn. H oimovipodn avénce 1o d10pBmpévo Yo To EoviKo PapuaKo,
TPOCAPUOGUEVO GTNV APyt extiunomn, uéco QTcF (AAQTCF) katd mepiocdTepo amd 5 ms, pe
péylotn uéon enidopaon 7,8 ms (2 mg) kor 7,2 ms (10 mg), avtictoryo, oTig 3 OPEG LETO-O0COAOYIKA.
To avdtoato 6plo Tov povomievpov 95% CI yia 10 AAQTCF g dha Ta ypovikd onueio Tapéueve
kbt and 10 ms. H katnyoplokn avilvon arokdivye onovcio opeiidpevov ot Oepaneio tipdv QTc
v omd 480 ms, kopio avénon oto QTc and v apykn ektipnon tédvo ard 60 ms Kot Kapio Ty
tov QT/QTc, dtopbouévn 1 un, dev Eemepvovoe ta 500 ms.

Tvevuovikn Acitovpyio

H Oeponeio pe oumovipddn pe epamal 1 moAlomAég 00Gelg Yo 28 nuépeg dev oyetileTal pe KAVIKA
OMNUOVTIKEG OVENGELG TNG AVTIOTOOTNG TMV 0EPAYDOYDYV COUPMVO LE UETPTION TOL Ploto EKTVEOLEVOL
oykov 1o 1°6gvteporento (FEV)) kat g Pioung exkavevotikig pong (FEF) katd t dibpkeia g
EKTVONG TOV 25 €mg 75% g Ploung Cotikng yopntikétntog (FEF25.75). Mukpn téon pelopévov FEV,
gvromionke o€ un Bepomevtikég epamas docelc (>10 mg). [ToAlomAég 00GELG GUTOVILOINC
oyetiomnKav pe Nmeg €og pétpieg petaforéc tov FEV kat tov FEF25.75%, 01 omoieg dev tav
d000e&apTMdEVES 0VTE EEOPTMOVTAV OO TIV MPO TNG NUEPAG Kot OV GYETILOVTAV LE OTOL0ONTOTE
KAMVIKG onpeia ouENpévng avtictoong TV aEPaymYdV.

KAwun ooteleopotikdTnTo Kot 0cOAAEL

H amoteleopatikotnta g omovipodng Exel diepevvn el o pio peiétn eaong 11 n omoia
a&lohoyovoe dooelg v 2 mg dmoé nuepnoing oe acbeveig pe AT,
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Merétn A2304 (EXPAND) oty ALY

To Bacwd Tunqpa g perétng A2304 ftav pio TuyeloTompéVn, SITAG-TVOAY], EAEYYOLEVT LE EIKOVIKO
@appako, Kortevduvouevn amd to GVUPBAVTO Kot T ddpKeLn TG TapakoiovOnong, uekét eaong 11
o€ aoBeveig pe ALY pe texunpropévn eEEMEN TG VOoOL Ta TPOTYOULEVE, 2 £T1) €Tl 0OVGiog Ny
ave&apTNTOG VITOTPOTMV, XWPIg EVOEIEEIS VTTOTPOTNG TOVS TEAELTAIOVG 3 UVES TPV OO TNV £VIAEN
o1 pelétn kot pe padporoyio otnv kKhipaka EDSS (Expanded Disability Status Scale) amd 3,0 €wg
6,5 katd v évtaén ot perétn. H dudpeon apykn| padporoyio EDSS ftav 6,0 katd v Evapén. Aev
ocvumepleAnPOnoay acbeveig nAikiog dveo Tov 61 eTdV. ZyeTIKA e TNV EvEPYOTNTA TG VOGOL
YOPUKTNPLOTIKA TNG PAEYLOVDOOVS dpactnptotntag otn AIIIE puropet va etvatl vrotponi 1
oyetilopeva pe anetkovion (m.y. evioyvtikéc tov Gd PAdfec oty akolovBeia T1 cepd 1 evepyég
[véeg M peyebopéveg] Prapeg otnv axorovbeia T2).

Ot acBeveic ToyaromomOnkay og avaroyio 2:1 yia va AdPovv eite cutovipoddn 2 mg pio popd tnv
nuépa gite ewcovikd eapuaro. Kivikég agloloynoceig tpaypotorotndnkoy Kotd mm dtedloyn Kot avd
3 pves Ko KaTd T Ypovikn oTiypr] e vrotpont|s. A&loroynoeig MRI npaypotomromOnkoy katd
SdtoAoyn Kot ova 12 pniveg.

To k0p1o KOTaANKTIKO onpeio TG HeAETNG NTav 0 Ypdvog Emg TNV emifePatmpévn e&EMEN g
avamnpiog (CDP) otovg 3 pnveg, opiidopevo mg avénon Katd tovidyotov 1 povéda omd tnv apytkn
extipnon ™ kMpoakag EDSS (avénon katd 0,5 povadeg yio tovg acbeveic pe apykn fadporoyio
oV KAipaxa EDSS 5,5 1 mepiocdtepo) diatnpodpevn enti 3 ppveg. Ta kopla devtepgbovia
KOTOANKTIKA onpeio fTav o xpovog mg Ty emdeivaot katd tovidyiotov 20% amd tnv apyikn
extipnon emPePormpévn otoug 3 pnveg oto teot T25W (timed 25-foot walk test) ko 1 petaforn and
TV OPYIKN EKTIUNoN ToV dyKov ¢ PAAPNS oty akoiovBia T2. Ta tpodchHeta devtepedovta
KOTOANKTIKA onpeia tepieAdppoavay tov xpovo £og v CDP otovug 6 unveg, tnv mocootiaio petafoin
TOV GYKOL TOL EYKEPAAOV KO TIG LETPNGELS TNG PAEYLOVASIOVG EVEPYOTNTOG TNG VOGOL (ETN GO
TOGOGTO VIOTPOTAV, PAAPeC ot poyvntikn Topoypaeio (MRI)). H petafoin oty taydtnta
yvooTtikng eneéepyaciog ot Pabporoyia g EE€taong Avtiotoiyiong AptOpod Zouforov frav
OLEPELVNTIKO KATOANKTIKO GNUETO.

H dupreta g peréng moikide yo pepovopévoug acbeveig (1 otdueon didpkela Tng LEAETNG NTaV
21 pnvec, e0pog: 1 nuépa émg 37 punveg).

H perétn ovumepiérafe v toyoromoinon 1.651 acbevav eite oe ocmovipnodn 2 mg (N=1.105) ite o¢
gKoviko dapuaxo (N=546). To 82% tev acbevav vid Bepomeio pe oumovipdon kot 1o 78% twv
acBevav v Bepoameio pe ewcovikd papuoko olokinpwoay tn perétn. H didpeon nlia nrov 49 &,
n dudpeon ddpkela g vooov NtTav 16,0 £t ko 1) didpeon Pabuoroyia EDSS frav 6,0 kotd tnv
apykn extipnon. To 64% tov aclevdv dev iyov VToTPomé Ta TeEAELTAiN 2 £ TPV amd TNV Evtaln
oTN HeAéT kot to 76% dev giyav BAAPeg mpocrapfavovceg yadorivio (Gd) oty apyk poryvntikn
topoypaeio (MRI). To 78% twv acBevav elyav AdPet mponyovuevn Bepameia yio v okAnpuvon
KOTO TAGKOG.

O xpovoc €wc v évapén g CDP otoug 3 punveg Kot 6Toug 6 Unveg fTav oNUOVTIKGE LELOUEVOS LE TN
ouToVIHodn, pe peimon tov Kvdvvov CDP otovg 3 punveg katd 21% cuyKpitikd e To EIKoVIKO
eappako (Adyog kivdvvov [HR] 0,79, p=0,0134) ka1 peiwon tov kivdvvov CDP Gtovg 6 pnveg kotd
26% ocvykprtkd pe 1o gikovikd edappoko (HR 0,74, p=0,0058).
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Adypappo 1

Xpovog £w¢ tnv CDP otoug 3-URveG
£VOLVTL TOU £LKOVIKOU GapHAKou
(KOpLo kataAnktikd onueio)

AocOeveic pe CDP otovg 3 ko 6 pfjveg Pacel TOV KOUTUADOV
EDSS-Kaplan-Meier (avaivon mipovg osipds, perétny A2304)

Noyog kwvduvou: 0,79, p=0,0134, (95% Cl:
0,65, 0,95), peiwon kwvduvou: 21%
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Xpovog £w¢ tnv CDP otoug 6-pAVEG
£€VOVTL TOU £LKOVIKOU G apLaKoU

Noyog Kwvduvou: 0,74, p=0,0058, (95% Cl:
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Mivakeg 3 Kivikéa amoteréopato ko amoteréopata oty MRI g perétng A2304

Kotoiktikd onpeio

A2304 (EXPAND)

Xaimovipdon 2 mg
(n=1.099)

Ewoviké @appoxo
(n=546)

Klviké kotoinktikd onueio

Kvpro katoinkTiké onpeio
OTOTEAECUATIKOTNTOG:

[Mocoot6 acbevav pe emPePoaropévn eEEMEN TG
avamnpiog 6Tovg 3 puives (KOPLo KATOANKTIKO
onueio)

26,3%

31,7%

Meiwon kvdvvov'

21% (p=0,0134)

avammpiag 6Toug 6 Uvec

[Mocoo16 acbevav pe 20% avénon cto te6T 39,7% 41,4%
T25W (timed 25-foot walk test) emiPefaiopévn

0TOVG 3 HUVeEg

Meiwon kvdvvov' 6% (p=0,4398)
[Mocoo1o acbevav pe emPePoatopévn eEEMEN TG 19,9% 25,5%

Meiwon kivdvvov'

26% [(p=0,0058)]°

e PAaPNC ot axorovdia T2 (mm?)

Eticta suyvotnta vrotportmv (ARR) 0,071 0,152
[MoGoo16 peimonc’ 55% [(p<0,0001)]°
Katainktikd onpeio MRI

Metafol amd TV apyikh EKTIUNGT GTOV OYKO +184 mm® +879 mm’®

Awpopd ot petafoirn tov 6ykov g PAAPNS
otnv akoiovfio T2

-695 mm’ (p<0,0001)’

[Tocootwnia petafoir 0ykov eykepdiov og
oyéon pe TV apykh ektipmon (95% CI)?

-0,497%

-0,649%

Awpopd otV TococTIoi0 HETAPBOAT OYKOL
gYKEPGAOL

0,152% [(p=0,0002)]°

Teot E&€Taonc Avtiotoiyiong ApiBpov-
Topuforov’

Méooc aBpototikdg apifuds Prapadv mov 0,081 0,596
TPOGAULPAVOLY YadoAivio oty akolovdia T1

(95% CI)*

[Tocootwio peimon 86% [(p<0,0001)]°
[Tocootd acbevav pe emdeivoon 4 Pabpmv oto 16,0% 20,9%

Meioon kvdivov'

25% [(p=0,0163)]°

M¢éoog 6pog tov piva 12 kot tov pnva 24
"Ewg tov unva 24
EmPepaionon otovg 6 puveg

[ R N L

TOV KOTOANKTIKOD GMUEIOV

Am6 10 poviédho Cox yia Tov xpovo Emg v eEEMEN Tng vocov
Ao 10 povtédo Yo emavolapfovoueva couBavto

[Ovouootixn s p yio KOTOANKTIKG, GUELR. TTOV 0EV TEPLAOUPAVOVTOL GTOV IEPOPYIKO EAEYYO KOl
o€V givar TPOTAPUOGUEVA. Y10, TOALOTAOTHTO]
Mn emPeParwtikng TR p. H dwadwcacio epapykng eEétaong teppatiotnke Tpv v enitevén

Ta anotehéoparta amd T peAETn £0€1&av TOKIAN AAAG GUVETT UEI®OT) TOV KIVODVOL GTOV YPOVO £MG
Vv CDP 3- kot 6-punvov pe ™ ourovipddn GUYKPLTIKA LE TO EIKOVIKO QAPLOKO GTIC VTOOUAOES TOV
opifovtat facel Tov Yévoug, TS NAKiag, TNG GLYVOTNTAG TOV VITOTPOTAOV TPLV OO TN UEAETT], TNG
apYIKNG EVEPYOTNTOC TNG VOoov oty MRI, tng didpkelog tng vOoov Kol TV EMMESOV avamnpiag oTnv

opyKn extipnon.
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2mnv vroopada TV acbevav (n=779) pe evepyn voco (opilovrotl og acbeveic e vToTponn KATA TO
2 ypdvio Tpwv T peAéTn 1/kan mapovsia evicyvtik®v tov Gd PAafdv g akolovbiog T1 katd v
&vapén) T apyIKa YapuKTNPIGTIKG NTaV TAPOUOLN LE TOV GLVOALKOD TANOvepov. H didueon nikia
ntav 47 étn. H didpeon didpketa vocov ftav 15 €t kot 1 didpeon Pabporoyic EDSS katd v
évapén ntav 6,0.

O ypdvog £wg Vv évapén e CDP otovg 3-pnveg kot 6Toug 6-Unveg NTov oUavTIKG Kabuotepnpuévog
6ToVG acbeveig mov Elafav Bepameia pe ouTovipodn pe evepyn voco, kotd 31% oe cuykpion Ue T0
€IKOVIKO @dppaxo (Adyog kvdvvov [HR] 0,69; 95% CI: 0,53, 0,91) ko katd 37% o€ chykpion e To
gwovikd pdppoxo (HR 0,63; 95% CI: 0,47, 0,86), avtictoryo. H ARR (emiPefarwpéveg vmotponéc)
pemdniay katd 46% (Adyog ARR 0,54. 95% CI: 0,39, 0,77) o cVykpion Ue To ekovikd eappako. To
OYETIKO TOGOOTO HELMONG TOL GLVOAKOV aPBLOV TV gvicyvTiK®V ToL Gd ctaducpévev BAapdv trng
akolovbiog T1 o€ 24 pnveg frav 85% (Aoyog mocootov 0,155; 95% CI: 0,104, 0,231) oe chykpion pe
TO EIKOVIKO Qapuako. Ot dtapopég otnv petafoin 6ykov e PAAPNS oty axorovbio T2 kot v
TocooTwia HeTABOAN] OYKOL YKEQPAAOL ([L€om KaTd TOVg punveg 12 Kot 24) 6g GOYKPIoT LE TO EIKOVIKO
@appoxo ftav -1.163 mm?® (95% CI: -1.484, -843 mm?) and 0,141% (95% CI: 0,020, 0,261%),
avticTotya.

Ewove 2  AcOgveig pe CDP 6tovg 3-punveg Kon Tovg 6-pijveg pe paocn tig kopmworeg
EDSS-Kaplan-Meier—-Ymoopdoa pe evepyn SPMS (avdivon Tipovg celpdc, peritn

A2304)
Xpovog £w¢ tnv CDP otoug 3-HAveG Xpovog £wg tnv CDP otoug 6-pAVEG
£€VOVTL TOU ELKOVIKOU ¢ apldaKou £VOLVTL TOU £LKOVIKOU G apHaKou

(KUplo kataAnktiko onpeio)
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9 Iﬂ’ ‘ Noyog kwbbvou: 0,69, (95% CI: 0,53, g i Ndyog kwvduvou: 0,63, (95% Cl: 0,47,
| 1). Mei bvou: 319 ; ‘ ]
st 0,91). Meiwon kwbbvou: 31% s} 0,86). Meiwon kwduvou 37%
0 s . 0 """ - . . .
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
MAvag HeAéTng MAvag perétng
Ap1Bu6¢ acBevwv og Kivéuvo Ap1Oudg acbevwv oe kivéuvo
Iutovipédn 516 439 376 245 149 48 1 0 Iutoviuédn 516 447 391 258 156 51 1 0
SoloK0 263 221 164 112 68 19 0 0 %33\@(30 263 225 171 115 68 20 0 0
= ZLTIOVLUOEN (N=516) dfj—. ElkOVIKO Pppako (N=263)

2V vroopdda TV acbevav (n=827) ympic onueio Kol GUUTTOUOTO EVEPYOTNTOC TNG VOGOV
(opiovrat og acBeveic yopig LLOTPOTN KOTA TO dVO YPOVIA TPV TN UEAETN KO YOPIg TOPOLGio
nmopovsia evioyvtik®v tov Gd Brapav g akolovBiog T1 kotd v Evapén), ol emdpdoeig otnv CDP
6TOVG 3 UAVEC Kot 6TOVG 6 ufvec NTav pikpn (ot peltwoelg kvdvuvou ntav 7% kot 13%, avtictorya).
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Mia ek TV voTtépav avaivon tng perétg A2304 (EXPAND) kotédei&e 0TL 1 oumovipoon
kabvotépnoe v eEEMEN oe Pabporoyia khipakag EDSS >7,0 (SitnpnOnke £0¢ To Téh0G NG
UEAETNG, ONAON £mC TOV XPOVO Y1 TO avarnpiko apoéidlo), pe arotéleoua ) peimon Kivohvou Katd
38% (HR am6 to povtéro Cox 0,62. 95% CI: 0,41, 0,92). H extiunon katd Kaplan-Meier Tov
T0G600ToL TV 0cbevav pe eEéMén og Pabporoyia khipaxoag EDSS >7,0 otov puiva 24 ftav 6,97%
oTNV opdda TG omovindons kot 8,72% otnv opdda Tov £1KOVIKOD (POPUAKOV. XTO VTOGHVOLO TV
acBevov pe evepyn AIIIIE, n peiwon Tov kivdvvov frav 51% (HR 0,49. 95% CI: 0,27, 0,90) ko ot
extymoelg kotd Kaplan-Meier otov piva 24 ftov 6,51% oty opdda tng olmovipodng kot 8,69%
GTNV OLAdO TOL EKOVIKOD Papudkov. Kabdg avtd ta anotedéopata eiyov S1epeuvnTiko YopaKkTmpa,
Oo TpEmeL va EPUNVEVOVTAL LLE TPOCOYN].

To Baoucd Tunpa e perétng A2304 axoiovdnbnke and éva TUNLO ETEKTAGNG LOVOD GKEAOVG
aVOIKTNG eMoNavons. O oTOY0G TOL TUAOTOG EMEKTACNG EXE SIEPELVNTIKO YOPUKTIPO TPOKELUEVOD
va aE10AOYHGEL TNV LOKPOYPOVIL OTOTEAECUATIKOTITO KOl 0OQAAELN TNG GUTOVILOONG Yo Oepameia
€m¢ ka1 7 emmAéov £11. ATO TovV GLVOAMKO apBld TV TLYUOTOMUEVOY acBEVAV, 16101 TO 68%
(n=1.120) ko1 t0 29% (n=485) orokAfpwoe to TpUNqHO enékTaong TG perétng A2304. H extipunon
katd Kaplan-Meier tov 10606100 TV 060evdv pe CDP otovg 6 piveg katd tov uiva 108 ftav
64,7% otV opado cLVEXOVG XOPYNOTNG CLTOVIHOdNG Kot 68,4% oty opdda Tov achevdv Tov
HeTEPNoavV omd EKOVIKO PAPLOKO GE GLTOVILOON LETA amd TO Pacikd TUnpa. X acbeveig e evepyn
AIITIZ, n ektipnon katd Kaplan-Meier tov mocooto twv acbevav pe CDP otovg 6 piveg katd tov
uiva 108 ntav 62,9% oty opdda cuveyodg xopNynong ourovipoong kot 68,1% oty opdda tov
acBevav Tov PETEPNCAV amd EIKOVIKO PAPLLOKO GE GUTOVILOON HETA amd TO PACTKO TURLA.

TTowwarpikde tAnbvoudc

O Evpomnaikdc Opyaviopdg Oapudkmv Exel 0OGEL avaBoAn amd tnv vIoxpEat VTOPOANG TV
OTOTEAECUATOV TOV LELETAOV LE TN GLTOVILOOTN GE Lo 1] TEPIGGOTEPES VITOKATYOPIEG TOV
TadlaTpikov TAnbvouov oty Bepaneia g oxAnpvvong kotd TAdkag (BA. Tapdypago 4.2 yia
TANPOPOPIEG TYETIKA LUE TNV TOUSLOTPIKN YPNoM).

5.2 ®@appokokivTIKES 1O10TNTEG

Amoppdéonon

O xp6voc (Tmax) €0¢ TV emitevén peyictov cuyKeVIpOGE®Y 6T0 TAUGHA (Cmax) LETA OTO XOPNYNOT
OO GTOUATOC TOAAATADY SOGEWMV GLITOVIHOONG elvar Tepimov 4 mdpeg (eVpog: 2 mg 12 dpeg).

H amoppdenon g omovipdong sivar ektevig (=70%, Baoetl TG mTocdTNTAG TG PAdIEVEPYELAS TTOV
EKKPIVETOL GTO, OVPA, KOl TG TOCOTNTOG TOV UETABOATOV 6T KOTPOVO, LLE AVOYMYT OTO GTELPO).

H amoélvtn and otopatog frodiabdeciotnta e oumovipodng eivar tepinov 84%. o ta 2 mg
omovipdoNg mov yopnyovvrat pict popd v nuépa o€ ddotnpua 10 nuepdv, n péon Cmax 30,4 ng/ml
Kot péon AUCw, 558 h*ng/ml mapoatmpnOniay tnv nuépa 10. Xtabepn xotdotacn exttedybnke petd
amo mePimov 6 NUEPEC TOAAATADY YOPNYNOEMY GUTOVILOOTG Amas nuepnoimg.

ITapd v KaBvotépnon 10V Tmax 0€ 8 MPeG LETA amd epdmal d6on, 1 TPOGANYT TPOPTG dEV Elye
emidpaor otn cvoTpoTiK £kBeon o1 omovipodn (Cmax kot AUC). Emopévog, 1 oimovipdon pmopet
va AneBet ave&aptnta and ta yeopata (BA. mopdypapo 4.2).

Koatavoun

H ocumovipddn katavépetal 6toug 16TohG TOV GMUTOG PE HETPLO PEGO Oyko Katavoung 124 Aitpa. To
KAAO LA TNG GUTOVIHOONG TTOL aviyveDETAL 6T0 TAAGHA etvar 68% ctovg avBpamovs. H cimovipudon
dlomepva 0KOAN TOV OLLOTOEYKEPAAIKO Qpaypo. H Tpoteivikn d€cuevo Tng cutovipodng eivat
>99,9% og vyu) dropa Kot o€ acBeVEIS e NIATIKN 1 VEPPIKT duciettovpyia.
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Buouetaoynuotiopudg

H owmovipuddn petaforiletar extevmg, koping amd to moAvpopeikd CYP2CI (79,5% yio to dropa pe
extevn petafoiiond CYP2C9*1*1) kau 11 cuvoAlkny GuUPOAT TOV TNV ATOPOAT TG GITOVIUOONG
e€aptdTon amd To YyovoTumo Ko TV eviupikn dpactnptotntd tov. H vroleimopevn amofoin tng
omovipdomg amodideTan oe Sapopa GALa KuToypmduata, cvprepiiapfovouévov tov CYP3A4 (6,4%),
T omoia Bewpovvral devtepedovia 6e dAoVS Tovg Yovdtumovg CYP2CY.

H @appokoroyikn dpdon tov Kopiwv petafoitrtdv M3 kot M17 dev avapévetat vo copaiiel otnyv
KAWVIKT 0paon Kol TNV aGQAIAELD TNG GUTOVILOONG GTOVG avOpOTOLC.

In vitro épguveg anéder&ov OTL 1 GUTOVIILOdT Kot 01 KOpLot cuoTnatikol petaforites tng M3 ko M17
dev delyvouv Kapio KAMVIKE onUavTiKy] SuvatodTnTa QUpUOKELTIKNG OAANAETIOpacn G 0T BepamevTiKn
docoroyia v 2 mg droé nuepnoing yio 6ha ta CYP évlvpa kot petagopeic mov peretnonkay, Kot
dev ypnlovv Khvikng depedvnonge.

Amofol

e aoBeveig pe ZKII extyunOnke povopevn cvomuartikny kabapon (CL/F) g tdéng tov 3,11 I/h. H
oawvopevn nuicela Lon amofoing g cutovipndong etvar mepimov 30 mpeg.

H cwovipddn amopaxpivetot amd 1 GUGTHHATIKY KUKAOQOpio Kupimg AOYm Tov LeTafoMoo0 Kot
NG EMAKOAOVONG YOAIKNG AMEKKPLONC/ ATEKKPLOTG Sl TOV KOTPAvmV. AUETAPANTN GLTovVIpddn dev

EVTOTIOTNKE GTO, OVPAL.

AlnAenidpaon eapudkov-gopudkov (DDI, Drug-Drug Interaction)

H enidpaon tov pérpiov avactorémv tov CYP2C9 oty ékbBeon ot oumovipddn topotnpnonie kot
TpoPAEPONKE OTL ivan peyardtepn £og kat 2 opég Yo v AUC ko 1,6 @opég yio TV Crmax 6€ 6AOVG
tovg yovotumovg CYP2C9 o1t 660om cuvtipnong. Ot wpoPAréyeig DDI yia tovg 163vpovg avacToAeic
tov CYP2C9 eiyov o¢ anotéleopa mepimov tetpamidoio avénon oty kbeomn o€ cOYKPLoT LE TO
CYP2C9*1*1. Zvvenmg,  TO0TOYPOVN XPNOT| HETPLOV 1] 1oYLPOV avactorémv Tov CYP2CY dev
ocuviotdral (BA. mapdypaeo 4.5).

H ovyyopnynon kiapBpopvkivng (toyvpog avactoréag CYP3A4) 500 mg nuepnoing oe otabepn
Katdotoon kol pio poviy 66on oimovipodng 0,25 mg o vyieic eBelovtég pe yovotomo CYP2C9*1%*3
odnynoe o€ pia avénon kotd 1,09 opég atnv AUC g omovipddng n omoio oev NTav KAIVIKA
ONUOVTIKY.

poppkd o

H ovykévipmon g oumovipddng avavetat pe ELPavag avaAoyo tng 066MG TPOTO LETA Ao
ToALOTAES 80GeELg olmovipddng 0,3 mg ¢wg 20 mg droé nuepnoing.

SVYKEVTPOGELG 0T00EPNC KATAGTOOTNG GTO TAAGHA EMLTEVYONKAY HETA OTtd TEPimov 6 UEPES
yopNynong anas nuepnoing Kot to exinedo otafepng Katdotaong sivar mepimov 2- £mg 3-popég
UEYOADTEPO OO OTL PETA TNV OPYIKT dOOT). XP1OIHOTOLEITOL OYAILA TPOG TO TAV® TITAOTOINCNG Y10 VO,
emrtevyDel  Khvikd Oepamevtikn 066M TV 2 mg GITOVIUOONG LETA Ao 6 NUEPEC KO OTALTOVVTOL

4 gmmhéov NUEPEG YOPTYNONG DOTE VA EMTEVYOOVV CLYKEVTIPMOGELG 0TOOEPNG KATAGTOOTNG GTO
TAOG L.
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XopoKkTnploTikd o€ cuYKEKPIUEVEC OUAdES 0.oOEVAV 1 £101K0VE TANOLGLLODS

CYP2C9 yovorvmog

O CYP2C9 yovotumog ennpedlet tnv CL/F g omovipddng. Avo avardceLg popUoKoKIVIITIKAG
mAnBuopov vréderEav ot ta dtopa pe CYP2CO*1*1 kan *1*2 gppaviCouv extevn petafoiiound, to
dtopo pe *2*2 ko *1*3 pétpro petafolopd Kot ta dropa pe *2*3 kot *3*3 ptyd petafolopd.
Yvuykpitikd pe ta dtopo pe CYP2C9*1*1, ta dropo pe CYP2C9*2*2, *1*3, *2*3 o *3*3
yovotimovug Exovv kKot 20%, 35-38%, 45-48% won 74% pkpotepeg Tynég CL/F, avrtictoya.
Emopévamg, n ékBeom ot oumovipddn eivan mepinov 25%, 61%, 91% kar 284% vyniotepn ota dtopa
pe CYP2CO*2%2, *1*3, #2*3 ka1 *3*3 avtictorya, cuykpitikd pe ta atopa pe *1*1 (BAéne Ilivaxa 4)
(BA. mapaypdapovg 4.2 kot 4.4).

Yrdpyovv dArot Aydtepo cuyvoi moAvpopeiopoi yio to CYP2C9. H gappokokivnTikig g
omovinoomg dev £xet agloloynbei og této10 dtopa. OpioUEVOL TOAVUOPPIGHOL OTT®G o1 *5, *6, *8 Kkt
*11 ovoyetiCovron pe petmpévn N He anmdieta tng evivpukng dpdone. Extipdton 6t ta aAiniopopea
CYP2C9 *5, *6, *8 xan *11 gpoavifovv suvovacuévn cuyvotnta nepinov 10% oe minbouopovg
Aopuwcovikng Kataywyne, 2% oe Aativovg/Iomavopmvoug kat <0,4% ce Kavkdolovug kat Acidrec.

Mivakag 4 Emidopaon Tov CYP2C9 yovotvmov otipv CL/F ™G cutovipoong kot 6t
ocvoTNNOTIKN £éKOgon

Yoyvétnto 7o 065non T
CYP2C9 oT0UC Extipopevy % CYP2C9*1%1 | éxBeong évavtL
YOVOTVTTOG . CL/F (L/h) CL/F T0V
Kavkaoiovg CYP2C9*1%1
Extevig petaforouog
CYP2C9*1*1 62-65 3,1-33 100 -
CYP2C9*1*2 20-24 3,1-33 99-100 -
Métproc petafoMopog
CYP2C9*2*2 1-2 2,5-2,6 80 25
CYP2C9*1*3 9-12 1,9-2,1 62-65 61
[twyog petafoiiopog
CYP2C9*2*3 1,4-1,7 1,6-1,8 52-55 91
CYP2C9*3*3 0,3-0,4 0,9 26 284

Hliiowuévor

Ta amoteAéspOTO TG EOPUAKOKIVITIKAG TANBVGHOD VITOINADGVOLY OTL OEV ATULTEITOL TPOGAPLOYY
Mg 060MG 6TOVG NAMKIOUEVOLG acBeveic (NAkiog 65 TdV Kot HeEYOADTEPOL). XTIG KAWVIKEG LEAETEG OEV
evtayOnkov acBeveic nlikiog ave tov 61 etdv. H oimovipddn Ba mpénet va ypnoiponoteital pe
TPOGOYN 6€ NMKIOUEVOV acBevav (BA. mapdypago 4.2).

Dolo
To, amoTeEAEGLOTO TOV POPUAKOKIVITIKOV HEAETOV GTOV TANBVOoUO KaTESEIENY OTL gV Elvar
TOPOLTNTEG TTPOCAPUOYES TG 00GOA0YI0G LE Bdom TO GVAO.

Doin/eOvikonTa

Ol QUPUOKOKIVITEC TAPAUETPOL EPATOE SOONG dEV NTAV SLOUPOPETIKES AVALEGO GTO VYL GATOLN
lamwvikng kot Kavkdoag kotaymyne, vmodnidvovtag amovcio edvotikng evaicnciog o
QOPHUOKOKIVITIKY T1G GUTOVILOSNG.
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Negpixn dvoierrovpyio,

Agv amouteitan 101K TPOGAPUOYN TG dOONG TNG CLTOVILOdNG o€ 0oOeVelg Le fmia, PETpla 1| coPapn
veppikn dvciettovpyio. H péon nuiceto (oM e omovipdong kot N Cmax (OAKN KoL U1 SEGUEVUEVT)
NTOV GLYKPIGIUEG AVAUESO GTA ATOWO e GOPapn VEPPIKT duoAEIToLpYia Kot Ta vy dropa. H oAkn
ot 1 pn deopevpévn AUC ftav povo Atyo avEnpéves (katd 23 €mg 33%) cuykpriikd pe to vy
aropa. Agv €xovv peretnBel ot emdpACELS TNG VEQPIKNG VOGOL TEAKOD GTOSIOV 1) TNG apokdbopong
OT1 QAPLOKOKIVITIKT TNG CTOVILOONG. AOY® TNG LYNANG 0EGLEVOTG TG CLTOVILLOONC OTIC TPMTEIVEG
TOV TAAGUATOG (>99,9%), N apokabopon dev AVOUEVETAL VO OAAOLDGEL TNV OMKT KOl 1] OEGUEVUEVT
GLYKEVTPMG TNG GUTOVILOOTG KOl OEV OVALILEVOVTOL TPOCAPLOYES TG 806N G PAGEL VTMOV TV
EKTIUNCEWV.

Hrozixn dvalertovpyio

H ocumovipddn dev mpénet va ypnolponoteitaun o€ acbevelg e coPfapn nrotikr dSvciettovpyia (BA.
Tapdypoeo 4.3). Agv amorteitol TPOGOPUOYT TG 00GNC TNG GUTOVIHOOTG o€ acheveic pe e 1 pétpla
nrotikn dSucierrovpyio. H AUC poppokokiyntiknig g un SEGHEVILEVNG Sumovinddng etvor 15% ko
50% vymAotepn ota dtopo pe péTplo Kot cofapn nratikny Suciettovpyio, avticToryo, CUYKPITIKE e
Ta VYW droua yio T peretnBeioca epdmaé doom twv 0,25 mg. H péon nuiceia (o1 g omovipodng
Ntav apetdPAnT o€ nratikn ducAettovpyia.

5.3 Ipoxivikd dedopéva Yo TNV 06QALELN

Ye peléteg tokotntog emavorapfavorevng 86ong o€ TOVIIKoUG, apovpaiovs, kot T KovG, N
GIMOVILOON EMNPEACE CNLLOVTIKA TO AEUPOELDES OGN (AELPOTEVID, AELPOELING aTPOPial Kol
UELOUEVT] OVTICOUOTIKT OVTOTOKPLOT)), GE CUVETELN LLE TNV TPMOTOYEVT] TNG POPUAKOAOYIKT Opdon
o1ovg vrodoyeic S1P1 (BA. mapdypago 5.1).

O1 8000mEPLOPIOTIKEG TOEIKOTNTEC GE €101 DMV NTOV 1) VEEPOTOEIKOTNTA GTO TOVTIKLML, 1) TPOCANYN
COUATIKOD BAPOVS 6TOVG apovPaiovs Kot ol avemBounteg endpacelg oo KN kat to yaotpeviepikod
6ToVG mNKovg. Ta KVpla Opyava-cTOYOL TNG TOEIKOTITOS TOV EVIOTIGTIKAVY LE
16ToTBOLOYOUVATOLKY €EETAOT OTA TPOKTIKE TEPLEAGUPOVAY TOVG TVEDLOVES, TO NP, TOV
Bvpeoetdn, Tovg veepoic Kat Tr UNTPA/KOATO. LTOVg TONKOLS, TapatnpnOnkay emmAéov EMOPACELS
GTOVG HOEG Kol To déppa. Ot To&KOTNTEG AVTEG ELPAVIGTNKAY GE CUGTNIKE EMITESO GITOVILOONG

30 popég vymArotepa s Paciopévng otnv AUC avBpamivn £kBeon otn 8661 cuvinpnong tov

2 mg/muépa.

H cimovipddn dev doknoe Suvopikd @OToToEIKOTNTAG 1] €EAPTNONG, Kot OV TaY YOVOToEIKY| in vitro
Kol in vivo.

Kopkivoyévveon

Y& EAETEG KOPKIVOYEVEDNC, ETOYOLEVO OO TN GUTOVILOOT AEULPMUA, OLULOYYEIDUO Kot
OLLLOYYELOGAPK®E, TOPOTNPNONKOY GE TOVTIKOVG, EVM OINAAKIDOEG 0OEVOLA, KOl KAPKIVOLO TOV
Bupeoe1doic adéva TapaTnpNnkay 6€ apoeVIKONG APOoLPAIOVS. AVTEH TO OYETIKA [LE OYKOVG EVPTLLOTOL
BempnOnkay gite ®¢ eEe1dKEVUEVA Y10 TOV TOVTIKO €1T€ OPEILOUEVO O UETABOMKES TPOCAPLOYEG TOV
Nratog ota Wioitepa evaichnto £idn apovpaiov Kot 1 onuacio Tovg Yo Tov dvOpwmo gival aueifoin.

Tovipudtnta Kol 6€ avomapaymyiKn NAKio

H ocumovipudon dev aokel Kapio exidpacn otnv avopikn Kot Yuvaikeio yovipdtnta 6€ apovpaiovs £m¢
N péytotn dokipacbeioa 86om, mov avtimpocwnevel mepinov 19-popég 10 dp1o aceareiog fdoet TG
avBponvnc cvotnuatikng ékbeong (AUC) pe nuepnota 06on 2 mg.

Eivatr yvwotd 611 0 vodoyéag mov ennpedletal and  omovipnddn (VTodoyEus TG POOPOPIKNG
op1yyocivnc-1) eumAéketal 6To GYNUATIOUO TV OyYEiOV Katd TV eufpvoyéveon.
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e peréteg euPpuikng avamtuéng mov deEnyncoy e apovpaiovg Kot KOLVEALM, 1) GUTOVILOOT
mpokdiece epPprotolikég emdpdoeic amovaio ToSucotntog otn untépa. Kot ota 8vo €idn, avéndnie
N mpoyevvntikn Bvnodmra. Evd otovg apovpaiovg mapotnpnnke peyardtepog apliudc sufpdmv
pe eEMTEPIKEG, OKEAETIKEG KOl OTTAUYVIKEG OLOTANGIES (.Y, AVKOOTOWO KOl TOPAUOPPOUEVES KAEIDES,
Kkapdropeyorio kot oidnua), o EuPpouo Kovvellol TapatnpOnKay Kupimg OKEAETIKES Kol CTAOYVIKEG
OAAOLDOELG.

2T1C LEAETEG TTPOYEVVITIKNG KOl LETOYEVVITIKNG OVATTUENG GE apovpaiovs, vnpée avénuévog
apBpdg vekpav (Bvnoryevav 1 mov Ppébnkav vexpd mptv amod tn peToyevvnTiki nuépa 4) Kot
TOPALO PPOUEVDV VEOYVAV (APCGEVIKE VEOYVE [LE OVPOYEVNTIKEG SVOTTANGIEG, 1)/KOL PLELWUEV
TPOKTOYEVVNTIKY OTOGTAC, VEOYVA Kol TV 000 QOAA®V LE 01010, TPTGUEVO HAAAKO KPOVIO Kol
Kapym tov onicthwv dkpwv).

Ta enineda ékBeonc (AUC) ota avtictolyo eninedo un Topatnpnong averilfountov ETdpaceny Yo

v euPpuikn| (apovpaiol Kot KOLVEALR) Kot TPO/UETAYEVNTIKY avamTuEn (apovpaiot) fTav KAT® oo

mv avBpomvn cvotnuotikn £kBeon (AUC) oty nuepfota 0661 TV 2 mg Kol GUVETMS Ogv LITAPYEL
eplldplo aceareiog.

6. OAPMAKEYTIKEX TAHPO®OPIEX

6.1 Koartahoyog ekddymv

Mayzent 0.25 mg smkoaloupévo pe Aemtd vuévio dtokio

TTvpnvoc diokiov

Aoktoln povoidpiky
MiKpoKpLGTOAAIKT KOTTOPTVT
Kpoomofioovn

APeyeviog eoTépag TG YAVKEPOANG
AVvoopo KOALOEWES TLPITIO

Emixdloyn diokiov

[ToAvBivurhaiicodin

Tiraviov d10&gidto (E171)

2101 pov o&gidto epuipo (E172)
Z10mpov o&gido pérav (E172)
TéAxng

Aexiivn ooyLoC

EovOdvng kopp

Mayzent 1 mg smkaloupgévo pe Aemtd vuévio dokia

Tvpnvac diokiov

Aoktoln povoidpikn
MiKpoKpLGTOAAIKT KOTTOPTVT
Kpoomnofidovn

ABeyeviKog €0TEPAG TNG YAVKEPOANG
AVvodpo KOALOEWDEG TLPITIO
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Emixaiown diokiov

IToAvrvoraAkooAn

Tiraviov d10&gidto (E171)
Z10mpov o&gidio epubpo (E172)
Z1dnpov o&eidio uérav (E172)
TéAxnc

Aexiivn ooyL0¢

Eav0avng kot

Mayzent 2 mg smikolopuévo pe Aentd VUEVIO SIoKIN

TTvpnvoc diokiov

Aoxtoln povoddpikn
MiKpOoKpUGTOAMKT KVTTAPIVNY
KpoomoBioovn

APeyeviog eoTépag TG YAVKEPOANG
Avvdpo KOALOELDEG TTLPITIO

Emixaiown diokiov

IToAvBivoiaikodin

Trraviov 610&gido (E171)

Z1dMpov o&gidio xitpvo (E172)

Z1dmpov o&eidio epubpd (E172)

TéAxnc

Aexiivn ooyLoC

EovOdvng kopp

6.2 AovpparétnTeg

Agv gpappoletar.

6.3 Awdpkewa {omg

2 ypdvia

6.4 Iowitepeg mpoPuvraers kata T @OLaEN TOV TPOIOVTOG
Mn puAdooete og Oegppokpacio peyodvtepn tov 25°C.

6.5 ®Vo1 KOl GVOTATIKA TOV TEPLEKTN

Mayzent 0.25 mg smkaivupéva ue Aemtd vuévio d1Kio,

Yvokevaoieg Tithomoinong 12 emkaivoppévov e Aemtd vuévio diokiov og koyérec PA/alu/PVC/alu
o€ 0K TOHTOL TOPTOPOALOV.
Yvokevaocieg 84 1 120 emikoivppévov pe Aento vuévio diokimv o koyédeg PA/alu/PVC/alu.

Mayzent 1 mg smkaloupévo pe Aemtd vuévio dokia

Yvokevaoieg 28 1 98 emkodvppévov pe Aentd vpévio diokinv o kuyéhec PA/alu/PVC/alu.

Mayzent 2 mg smikolopuévo pe Aentd vUEVIO SIoKia

Yvokevaoiec 14, 28 1§ 98 emkalvppévov pe Aemtd vuévio dokiov og koyéleg PA/alu/PVC/alu.
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Mmropei va pnv KokAo@opovV OAEG Ol CUGKEVAGIEC.

6.6 Iowitepeg TPoPLAGEELS ATOPPLYNGS

Ka0e oypnoipomointo @aprokenTikod mpoiov 1 VTOAELLLO TPETEL VO OTOPPINTETOL COLPOVOL LE TIC
KATO TOTOVG 1GYVOVOEG OYETIKEG OLUTAEELC.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

IpAavdio

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

Mayzent 0.25 mg emkoivppévo, ue Aertd vugvio dioKio

EU/1/19/1414/001
EU/1/19/1414/002
EU/1/19/1414/004

Mayzent 1 mg smkaloupévo pe Aemtd vugvio dokia

EU/1/19/1414/007
EU/1/19/1414/008

Mayzent 2 mg emikalvpuévo pue Aentd vUEVIO S1oKio

EU/1/19/1414/003
EU/1/19/1414/005
EU/1/19/1414/006

9. HMEPOMHNIA MMPQTHX EI'KPIXHY/ANANEQXHY. THX AAEIAX
Huepopnvia tpong €ykpiong: 13 Iavovapiov 2020
Hpepounvia tekevtaiog avavémong: 19 Xerntepfpiov 2024

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOpPIES Yo TO TOPOV PAPUOKEVLTIKO TPOIOV givar drabéotueg atov dikTvakd TOTOo
tov Evponaikod Opyavicuov Gopudkwv: https:// www.ema.europa.cu.
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ITAPAPTHMA 1I

IMAPAXKEYAXTHX(EY) YIIEYOYNOZXZ(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H NEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXZEIX THX AAETIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

AIIOTEAEZIMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AITOAEXMEYXH TQN
ITAPTIAQN

‘Ovopa kat d1evfuvon tov(tmv) TopockevooTN(®V) oL givor vTevhuvoc(ol) yia TNV aTOdEGUEVCT) TOV
TaPTId @V

Novartis Farmacéutica, S.A.
Gran Via de les Corts Catalanes, 764
08013 Barcelona

Iomavia

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
Teppovia

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nvopeufépyn
I'eppavia

270 £VTUTIO POAAO 0ONYIOV YPNONG TOV PAPUAKEVTIKOD TPOIOVTOG TPETEL VO. VALY PAPETAL TO OVOLOL
Ko 1 31e0V0VVeT TOL TAPACKELOGTN TOL Eival VITEHOVVOG Y10 TNV ATOSEGUEVCT) TG CYETIKNG TAPTIHAC.

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

DopraKELTIKO TPOTOV Y1 TO OTOT0 amALTEITOL TEPLOPIGLEVN 1TPIKT cvvTayn (PA. mapdptnua
[epiinym tov Xapoktnpiotikdv tov [poidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
. Ex0fce1g meprodikic mapaxorovdnong g aceareiag (PSURS)

Ot amoutioelg yia tnv vofoin twv PSURS yo 10 v Adym @appakevtikd Tpoidv opiloviatl 6tov
KaTiAOYO pE TIg nuepounvieg avagopdg g Evoong (katdioyog EURD) mov mapatifetor oty
apdypoeo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kaOe erakdiovdng enucaiporoinong
OMMG OMNUOCIEVETAL GTIV EVPMOTATKY] SIKTVOKT] TUAT Y10l TO POPHLOKAL.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

. Yyéoro owaygipiong Kivovvov (XAK)

O Kdroyog Adstoc Kukiogpopiag (KAK) Ba die&aydyet Tig omantoOIEVEG dpacTNPLOTNTES KO
TOPEUPACELS PAPUOKOETAYPVTVOTG 0TS Tapovctalovtal 6To cupemvndév XAK mov
mapovotdletal otny evotnta 1.8.2 g ddetog KuKAOPOpPIing Kol OTOIEGONTOTE EXAKOAOVOEG
gykekpipéveg avabempnoelg tov TAK.

‘Eva emucaportompévo XAK Oa mpénet va katotedei.

. Metd and aitmuo tov Evponaikod Opyovicpod @appakanv,

o OnoTtedNTOTE TPOTOTOLEITAL TO GVOTNUA OloEIPIoNG KIVODVOD, EIIKA MG AMOTEAEG O ANYNG
VE®V TANPOPOPIDOV TOV PITOPOVY VO EMPEPOVY GTUOVTIKT CALOYT OTY] GYECT 0PEAOVG-KIVOHVOL
N ©¢ AMOTELEG O TNG EMITEVENG EVOC GNLLOVTIKOV OPOGTIHLOL (QOpUAKOETOYpOTVION 1|
glayiotomoinon Kvdvvov).
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. EmnpoocOeto pétpa ehayiotonoinong Kivovvov

[pwv amd v KuKAoeopia Tov Mayzent og kdbe Kpdrog Méhoc o Katoyog tng Adetog Kvukhopopiog
(KAK) mpémel va coppovhoet pe v EOvikny Appodia Apyn (EAA) yio 1o TepieyOUEVO Kot T LOPON
TOV EKTOOEVTIKOV TTPOYPALLLLOTOS, CUUTEPIAAUPAVOLEVOV TOV LECHV ETKOVOVINS, TOV TPOTOV
S1ovo NG Kot 0TOoLONTOTE AAAOD BEUATOG TOV TPOYPELLLLOTOG.

O Karoyog g Adetag Kvhogopiag Ba dracparicer 6Tt ot kébe Kpdrog Méhog (KM) 6mov
KukAo@popel To Mayzent, OA01 01 10TPOi 01 OTTOI01 AVOLEVETOL VO CLUVTAYOYPaPTIGOLY To Mayzent, Oa
&yovv AaPet emkapomomnpévo Exmondevtikod Iakéro yia tov latpo, to omoio Oa mepthapfdvet:

. Tnv Hepidnyn Xapaxtnpiotikdv tov [Ipoidvtog (ITXII),

. Koatdioyo EAEyyov yia tov 10tpd Tov omtoio Ba cupfoviedetal Tptv amd TV cuVTAYOoYPAPTIoN
Tov Mayzent,

o Odnyd AcBevoig/Dpovtiot, o omoiog Oa dratifetal og dhovg Tovg acheveic,

. Képta YrevOopiong yioa v Eykopocdvn yia yuvaikeg o€ avomapaymykn nikia.

Katdaloyog eréyyov Yo TV 10TPO

O Kardhoyog ehéyyov yia Tov watpd Ba mepiéxet ta akorlovda factkd unvopoto:

) [MBovéc pakpompOHECUES EMIMTTMOOELC 0TNEC 0L0QAAELD 6TOVC olobeveic ue wrwyd petafooud Tov

CYP2C9:

Na yivetar yovotommon v o CYP2C9 mpwv v évopén g Bepaneiog mpokepévoo va
Tpocdloptotel | 800T GuvTPNoNG TG omovipodng. O éieyyoc amottel delypo DNA and
T0 aipa 1 10 6dAo (amd otopatikod paktpo). H doxipacio tavtomolet dvo mapailayég
aAAnAopopeov yio ta CYP2C9: CYP2C9*2 (151799853, ¢.430C>T) kau CYP2C9*3
(rs1057910, ¢.1075A>C). Kot ta d00 givor ToAvpop@iopoi evoc vovkieotidiov. Avtdg o
TPOGIOPIoUOG YOVOTOTTOV Pmopel va. yivel pe ) xpnor HeBddov mpocdiopioo
axolovBiog Sanger 1 peBdd®V avéivong pe Baon v PCR. o emimdéov dievkpivnoelg
TOPUKOUAOVUE AVOTPEETE GTO TOTIKO GOC EPYUOTIPLO.

No unv cvvrayoypageitar 1 curovipddn oe acbeveic mov givatl oudluyot yuo
CYP2C9*3*3.

[Ipocappoacte tn 6601 cuvtipnong o 1 mg o acbeveig pe yovotumovg CYP2C9*2*3 1
*1*3.

) Bpadvoppuluic (tepthapufovouivev ovouoAldV oTnV ay®ydTnTa) Kot thv Evapén e

Oepomeiog:

Eexwnote 1 Oepamneio e pio cvokevacio TIAoToinong 1 oroia Stapkel yio S nuépeg.
Eexwnote t Ogpamneio 0,25 mg v nuépa 1, TITAOTO00UEVT TPOG T TAVD £mG TNV 600N
suvtnpnong Tov 2 mg 1 Tov 1 mg v nuépa 6 pe Bdon v Katdotoon petafoAlcon
tov CYP2C9.

Edv mapoinebei pio 66om tithomoinong piog nuépag Katd tn SLIPKELL TOV TPOTMV

6 nuepadv ¢ Bepaneiog, N Oepaneio Tpénel va apyicel Eava pe pio véo cuokevacio

TITAOTIOIN OGS,

Edv n d6om cuvtrpnong daxomel yuo 4 1| meprocdTepeg 1000 IKES NEPNOLES OOGELS, N

Bepamneia mpémel va Eavapyioet pe pio véo cuokevacia TITAOTONoNS.

Amaithoeig mapoakorobOnong katd v Evapén g Bepameiog.

Lpw aro v évopén e Oepameiog:

o [Ipaypoatomoote Eheyyo LoTikdv onpeimv Kot nAektpokapdoypaenpa Bdong
TPV TNV TPOTN 006061 SLToviLddNg oe acbeveic e pAefokoppikn Bpadvkapdio
(xapdiakdg pOude [HR] <55 bpm), 1otopikd tpmtov 1 dgvtepov Pfabuod [Mobitz
Tomov 1] AV amokAelsov, 1 16TopIKO EREPAYULATOS TOV LLOKAPIIOL 1) KapdtaKn
averapkelo (acbeveig pe & NYHA I kou II).

33



Ewg¢ 6 wpeg peta v mpwty doon:

o Noa maparxorovfovvtar ot acbeveic pe prefoxoufikn Ppadvkopdio (Kapdiokoc
pLOUOG <55 bpm), N 16TOPIKO KOATOKOIALOKOD OTOKAEIGUOD TTPAOTOL 1) OEVTEPOL
Babpod [Mobitz tomov 1], | 16T0p1Kd EPEPAYLATOC TOV HVOKAPSIOL 1) KAPIOKNG
avendpkelog (acBeveic pe taEn NYHA I ko 1) yio dtdotnpa 6 opdv peTd TV
TPpMTN 6061 TNG CLTOVIIOdNS Yo onein Kot cupmTdpata Bpadvkapdiog kot va
yivetar HKI™ 610 16A0G TG 60p1MG TEPLOOOV TOPAKOAOVONOTG.

o Edv amartn0ei, o peiopévog kapdiakog puluodg mov mpokaeital and T Gmovipoon
UTOPEL VO AVACTPOQEL LLE TOPEVTEPIKT YOPTYNON OTPOTIVIG 1] LGOTPEVALIVIG.

Hopazetouévn mopoatipnon (>6 wpeg UeTa v Tp@TH 000N):

o Edwv, katd to ypovikd onueio Tov 6 wpmdv, 0 kapdlakdg pubuog eivat ot
YOUNAOTEPT| TN UETA TNV TPATN S00T|, Vo TapateiveTal 1 Tapakorovncn tov
KapdaKoy puOpol Yo ToVAdYLoTOV 2 aKOLO OPES Kot £0G OTOV O KAPILokOg
pLOUOG avéndet Eava.

o [apatetvere v mapakorovdnon Tov kapdiakov pubpol TovAdyioTov Katd ™)
OUIPKELN TNG VOYTOAG OE WTPIKT EYKATACTAOT] £MG OTOV ATOJPALOVY TO EVPTLOTOL
o€ acbeveig yio Tovg 0moiovg amatTeiton EapROKOAOYIKT TapEpPacn Katd
dudpkeln ¢ TapakorlovOnong katd v Evapén/enavévapén g Depameiog.
EravoldaPete v mapakorovBnon g mpdTng d0omg LETA TN devTEPN dOO TNG

GITOVILLOONC.

o [pénet va Eekivad KaTAAANAOG YEPIOUOC Kot 1] TOpATPTOT Vo cuveyileTal Emg
OTOV TO CLUTTOUOTO/EVPNLLATA ATOSPELOVY EQV TALPATNPTHOVV TO TOAPAKATD
ocopupavro:

a. Néa eKONA®OT KOATOKOIALOKOD OOKAEIGLOV TpiTov Pabpod mov tpokvmtTel
OTOWONTOTE OTIYUN.

B. Otav katd 10 ypovikd onueio tov 6 wpav To HKA delyvel: Néa ekdnimon
KOATTOKOIALOKOV OTTOKAEIGLOV O£0TEPOL 1) LYNAITEPOL PaBpoD 1 ddoTna
QTc >500 msec.

Edv anarteiton pappakoroykn Oepaneia, n mapoakorobnon npénet va cuveyiletal
KaTA TN S1dpKelo TG vOYTAG Kot 1 60p1 TapakoAovnon tpénet va
emovaiapfaveral Letd ™ devTeEpT dOOT).

L To Mayzent avtevdeikvotal G€:

Acbeveig Tov Kot TOVG TPONYOVUEVOLS 6 UVEC TOPOVGIOGOV EULPPUYILO TOV
pookopdiov, aotadn otndyyM, EYKEPAAIKO ENEIGOIIO/TAPOSIKO IGYUUIKO ETEIGOSI0
(TTIA), pn avtippomovpevn kapdlakr| averdpkela (1 oroia yp1iel EVOOVOGOKOUEINKNG
voonAeiag), | Kapdwokn avendpkela tééng III/IV coppwva pe v Kapdioroywmn
Etaipeio tng Néag Yopkng (NYHA).

Aocbeveig e 16Top1Kd KOATOKOIAKOD amokAelcHoD (AV) devtépov Pabuov Mobitz
tonov 11, tpitov fabpov kodrokotiokd amokielopd (AV), pieforxopuporxoAnikd
OTOKAEIOUO 1] GUVOPOLO VOGOVVTOG PAEROKOLPOV, EPOGOV deV PEPOLY PNUOTOSITN.

. To Mayzent dgv cuvicTdTOL OE:

AocBeveic pe T1g Tapakdato madnoels. H Oeponeia e oimovipodon e ovtodg Tov acheveic,
0o tpénet va e&etaletar povo v To avapeEVOUEVA 0pEAT VITepPaivovy Tovg Thavovg
KIvdUVoLG Kot va AApUBaveTatl 1 Gupfouvin evog kapdtoAdyou yio Tov KaBopiopod tng
KATAAANANG TopakorohOnong. ZuvioTatal TOLAGYIGTOV OAOVOKTIO TTOPATETOUEVT
mapoKolovOnom.

Hopdrtaon tov dwotypatog QTe >500 msec

YoBapn un Bepomevdpeyn VIVIKY ATVOLL

Iotopikd copmtopatikng fpadvkapdiog

lotopkd voTPomaldVTIOY GUYKOTTIK®Y ENEICOOIMV

Mn eheyyxopevn véptaon

H tavtdypovn yopnynon pe ovtiappudpikd eapuoka tédéng la (m.y. Kwvidivn,
npoxaivauion) n tééng I, aroxielotéc TV davimv acfeotiov (dnwe Pepamapiin
duktaléun) ko dAla eappoka (.y. Papmpapivn 1§ dtyo&ivn) mov gival yvooto 0Tt
LEUDVOLV TOV Kapdlokd puOuo

O 0 O 0 O O
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Aownéeic mephopovouévine Tne ETOVEVEPYOTOINGNC TS AOTUMENCS 0Ttd 10 OVEUELAOYLOC-

£pmnta LOoTNPO, ETOVEVEPYOTOINGT TOV GAA®Y 10YEVOV AOUMEE®V, TPOIOVGA TOAVEGTIOKN

Asvkogykeoaromdfeia (PML) kot dGAAec ombdviec eukouptokéc AowwdEeLc:

Ynrapyet avénpévog kivouvog Aotpnatemv teptlopfavopévev Tov coPapdv Aouatemv,

o€ acbeveig mov AauPavovy Bepameio pe olToviod.

[pwv and v évapén g Bepaneioc, Ba npémet va vapyel Stabécio TPOSEATO TANPES

alpodidypoppa (CBC) (dnA. evtdg v TeElevtaimv 6 unvedv 1| LETE oo TN O10KOTH TNG

npornyovuevng Bepameiog). Extiunoeig tov CBC cuvict@vton eniong 3 €wg 4 punveg petd

mv évapén g Bepameiog Kot TOLAGYIOTOV ETNGIWG GTN CLVEKELD, KOOMG Kot G€

nepintoon evdeifeov Aolpméng. Amdivtog apduog reppokvttdpov <0,2 x 10%/1, gév

emPePoarwbei, Oo mpémel va odnynoel o peimon g doomng oe 1 mg, emeldn] oTig KMVIKEG
pekéteg 1 doom g cuovinddng petmdnke otovg acbeveis pe amdAvTo optBpod

Lepgorvttapav <0,2 x 10%/1. EmPePoropévoc amdAntoc apldpnoc AEHQoKVTTAP®OV

<0,2 x 10%/1 6& acOeviy mov Aopfével 18N curovinddn 1 mg Ho Tpémel vo odNYHGEL GE

Srakomn ¢ Ospansiog pe curoviuddn péypt va emrevydei eninedo 0,6 x 10°/1 oto omoio

umopel va e€etaotel 1o eviegyOuEVO eTavEVAPENG TG OLTOVILONG.

[pw v évapén g oumovipodong va e&etdlovot Yo avTIcOUATO EVOVTL TOV 100

avepevhoyids-épmnta Lootpa (VZV) ot acBeveic yopig emPePforopévo omd 1atpd

IGTOPIKO OVEUELAOYLAG ) XOPIG TEKUNPIOOT) TANPOVS KUKAOL EUPOAACLOD KATH TOV

VZV. Av 1 doxyuocio eivatl apvntikiy, cuvietdrol epfolacpog kol n Oepaneio e

omovipodm Tpénel va avafaiietar yio 1 uiva dcTe va emtpoanel | TANPNG EXIOPACT) TOV

guporacpov.

H owmovipddn avrevdeikvuton o€ acheveic e cUVOPOLO (VOGOAVETAPKELOC.

H cwmovipodn avtevdeikvouton o€ acBeveic e 10Toptkd Tpoiodoag TOAVESTIOKNG

AeVKOEYKEPAAOTAOELOG 1] KPLTTOKOKKIKNG UNVLIYYITIONG.

Mnyv Eekwvarte Bepaneio pe cumovipdon oe acbeveig pue coPapn evepyn Aoipmén Emg dtov

N Aolpwén amodpdpet.

Na dideton Tpocoyn 0TV YopNyoHVTL TAVTOYPOVO OVTIVEOTANGC LOTIKES,

OVOGOTPOTOTOUTIKEG 1) AVOGOKOTOGTUATIKEG Oepaneieg (meprhiapupavopuévov

KOPTIKOGTEPOEOMV) AOY® KIVIUVOL TPOGHETIKMOV EMOPACEMY GTO AVOGOTOINTIKO

GUOTN L.

Y1ovg acbeveig mpémel va divovtor 0dnyieg va avapEPoOVV AUEGHOE GTOV YLUTPO TOVG

onueio Kot CUUTTOUOTO AOUOEE®V KATE TN O1GpKELN Kol £®C £va unva, Letd ) Oepomeio

LE GUmOVILOON.

Noa maparxorovBohvtotl TPoceKTIKA 01 0oOeVELS Yol oMUein Kot GUUTTOUOTA AOUMOEEDY

KATA TN S1ApKELD Kot PETA TNV Bepomeio Le GUTOVILOO:

. Bo TPEMEL VO, TPOYUATOTOLEITOL £YKOLPT) OLAYVAOOTIKN 0E0AO0YN oY G€ aoBeVeElS e
CUUTTOMOTO Ko opeio cuUPatd e eykepaAitidn, unviyyitida 1
unviyyoeykepaiitida. H Oepaneio pe oumovipdon o mpémet va avaotéAletal uéypt
TOV AmOKAEGUO VD Ba mpémet va Eekivad KatdAAnAn Bepaneia yio T Aoipumén, edv
dlyvooTel.

. "Exouv euoovioTel e T oUmoviLodn TEPLGTATIKG EPTNTIKNG 10YEVOVG Aoiuméng
(cvuTEPIAAUPOVOUEVOV TTEPIGTATIKMDY UNVIYYITIONG 1) UNVIYYOEYKEPOAITIONG TTOV
TPOKOAOVVTAL OO 100G AVEUEVAOYIAG-EpTNTO LOOTAPA) GE OTOLOONTOTE YPOVO
KaTd T ddpketo g Bepomneiag.

. "Exovv avaeepBel mepiotatikd KpumTokokKikng unviyyitidag (CM) pe v
GImOVIUOO.
. "Exovv avaeepbei Teplotatikd Tpoioveac TOAVEGTIOKNG AEVKOEYKEPUAOTAOELOC

(PML) y1a Tovg tpomomontég Tov vwodoyéa g S1P, cuumeptiapfovouévng g
CITOVILOdNG, Kal AAL®VY Bepameldv moAamANG okAnpuvong. Ot tatpoi Bo Tpémet
V0L ETOYPLTVOLV Y10, KAVIKG cupmtopata 1 evpripato otnv MRI evdektikd tng
PML. X¢ nepinton vroyiag yio PML ) Oepamneia pe ourovipodn Oa mpénet va
OVOOTEALETOL PLEYPL VO, ATOKAEIOTEL TO gvdeyopevo PML. Eav n PML emPeforwei,
N Oepomeio pe ouToviodn TPETEL VO SLKOTEL.
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. "Exet avapepbel preypovmdec cuvopouo avocoroyikng arnokatdotaong (IRIS) o
acOeveic mov éAaPav Bepaneio pe Tpomomointég Tov S1P vodoyia,
SLUTEPIAAUPAVOIEVIG TNG GUTOVILOOTS, Ol oTtoiot avémtuEay PML kot akoAovbmg
diéxoyav t Oepaneia. O ypdvog wc v Evapén tov IRIS oe acbeveic ue PML
Ntav cuvnbmg amd efSopddeg Emg WVES LETE TN S10KOTT| TOV TPOTOTOLNTH TOV
S1P vrodoyéa. Oa mpénet va Tpaypatomoleital Tapakolovinon yo v avamtuén
tov IRIS kot yro v KatdAAnAn Bepameio g oyeTIlOUEVNC PAEYLOVIG.

Oidnua e wypdc knAidac:

Na yivetar oeBaiporoyikr| a&loldynon mpv amd v Evapén e Bepameiog Kot TOKTIKEG
agloloynoeig Topokorovdnong katd ) didpketa g Oepanciog og acbeveic Le 10TOPUCO
GOKYOPMOO0VG SN, payoeditidag 1 VIOKEIEVNS/ GUVLTTAPYOVCAS VOGOV TOV
apePANCTPoEdOVC.

YvviotdTot vo Tpaypatonoleiton opBaAiporoykn a&lordynon 3-4 unveg petd vy Evapén
g Oepameiag pe oumoviudon.

Na divovtatl 0dnyieg otov aoBevi] MGTE VO, AVOQEPEL TIG OTTTIKES SLOTAPAYES OTOLONTOTE
oTUypN| Kotd ™ didpketa g Bepaneiog pe curovipddn.

Na pnv Eexwvd Oepaneio e oumovipodn oe acbevelg pe oidnpa g oypdg nAidog Emg
OTOL OVTO ATOSPALLEL.

Avomopoywyikn ToEkotnTo.:

H oimovipddn avrevdeikvotat katd tn S1GpKeEL TG EYKLUOGVVNG KOl GE YUVOIKES G
AVOTOPOY YK NAKIO TTOV JEV YPTOLLOTOI0DV OTOTEAEGLOTIKY AVTIGOAAN Y.
Evnuepoorte tig yovaikes yio tovg mbavd cofapoids kivdbvoug yia o EuPpuo gdv
XPNOOTOMNOEl GLTOVILOON KOTE TN ddpKELD TNG EYKVUOGHVNG 1] €6V 1 aioBevNiC peivel
£€YKv0og 000 TN AapPAveEL.

Yg YUVOIKEG G€ QVOTOPOYMYIKN NAKIO OTOLTEITAL OPYNTIKO TEGT EYKLUOGVVNG TPV 0o
v €vapén g Bepomeiog Kot TPEMEL VO EMOVAAAUPAVETOL GE KATAAANAC O10LGTHLOTOL.
Ot yuvaikeg og avamapaymyikn nikia 0o Tpénet va cupfovievoviot Tpv amd TV
Evapén g Bepameiog Kot ova TOKTIKG SIOCTNLOTO KOTOTLY GYETIKA LLE TOVG GOPapovg
KIvOHVOLE GTNG GUTOVILOONG Yo TO EUPpvo, pe T Pondeta g e181KNg yioo TNV
€YKVHOGUVN VTEVOVUIOTIKNG KAPTAG.

IMvaixkeg og avamopaymyk NAKio TPETEL Vo YPNCUYLOTOI0VV OTOTEAEGUATIKY HEHOSO
AVTIGOAAN YN G Katd T dtdpkela T Bepameiog Kot yio 10 TovAdylotov NUEPEC HETA TV
drokomn ¢ Oepameiog e olrovipodn.

H ocumovipddn Bo mpénet drokodmtetal tovidyiotov 10 nuépeg mpv amd tov
TPOYPOUUATIOUO piag EYKVHOoUVIG. Otav 1 o1movipddn StoKOTTETAL Y10, TOV
TPOYPOUUATIOUO HIKG EYKVHOGVVIG, 1 THAVY EMGTPOPT] TG EVEPYOTNTAS TNG VOGOV Bal
TPEMEL VO AAUPAVETOL VTTOYT).

Soppoviéyte v acBevi 6e TEPITTOON 0KOVGLOC EYKVHOGHVIG.

Edv pia yovaika peivel éyxvog evoowm hapfavel Bepaneia e cutovipddn n Bepameio
npénel va drakomteTal. Ot £ykveg yovaikeg Oa mpénet va eviuepdvovtal yio Tovd
cofopod kivduvo yia to EUPpuo Kat vo yivovior eEETAGELG VITEPTXOYPAPLOGC.

Y& TePINTMOOT TOV TPOKVYEL EYKVHOGLVY KOTd TN dtdpkela TG Oepameiog 1 €vtog

10 nuepdv petd ™ drokonn ¢ Oepaneio e cuTovipddT, TAPAKAAOVLLE VO, TO OVOPEPETE
otV Novartis KoA®VTAG TO [€1GAYETE TOV TOTIKO aplOUO] 1 EMICKENTOUEVOL TO [EIGAYETE
to URL] ave&dpmta amd to dv mapotnphioniay avemtfounto aroteAécLoTa.

H Novartis €ye1 0¢cel o€ epapuoyn Eva TpOYPAUIE EVTATIKNG TapaKolovOnong
ekPdoewv eykopoovvng PRIM (PRegnancy outcomes Intensive Monitoring), To oroio
glvat éva UNTPdo PAGIGUEVO GE EVIGYVLUEVOVG UNYOVIGUOVE TOPOKOAOVON oG Yo T
GLALOYT TANPOPOPIDV CYETIKA HLE TNV EYKLHOGVUV G acheveic Tov ekTédnkay og
omoVILOO OUECMG TPV 1] KATA TN SLIPKELX TNG EYKVUOGVUVNG KOl TO, ATOTEAEGHATO GTOL
Bpéen 12 pnveg PeTd TOV TOKETO.
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Alec vrevBupicelg

. [paypatoromote eEAEYYOVE NTATIKNG Asttovpyiog mpty amd v Evapén g Bepoameiog pe
omovipooM. Av ot a60gveic TOPOVGIAGOVY CUUTTMOUOTO EVOEIKTIKA NTOTIKNG
dvolettovpyiog katd tn Sidpkela g Bepaneiag pe omovipdon, (note EAeyyo NTATIKOV
evlopov. Awokdyte ™ Oepoameio edv emPePoarmbel onpavtikny nrotikn PAaPn. H
omovipoon avtevdeixvotal o€ acheveic pe cofapn Nratiky dvciertovpyia (taén C
Child-Pugh).

. Na giote o€ gmaypumynon yio deppotikés kakondeteg katd tn diapketa Oepaneiog pe
omovipdon. Ipaypatomromote depprotoroyikn eEétacn Tpv amo v Evapén g
Bepameiog Kot akoAoVOmS avd 6 £wg 12 puveg AapPdvovtag vwoyn TV KAMVIKNI
agordynon. Ot deppatoroykés eEetdoets Oa mpénet va cvveyilovton e TPocoyr| KaTd )
Oepaneio pe peyorvtepn ddpketa. Ot acheveig Oa mpémel va mapoaméunoviol oe
depuatoloyo edv evtomiotovy vonteg PAGPeg. Ilpogidomomote Tovg acbeveig va sivat
TPOCEKTIKOL MG TPO¢ TNV €kBeom atov Ao ywpic Tpoctacia. Ot acbeveig avtoi dev
npémel va Aapavovy tavtoypovn pmtobepaneio pe axtvofoiia UV-B 7
ootoynuelodepancio PUVA. H cuovipddn avievosikvotol o acbeveic pe evepyég
KokonOeteg.

. Edv o1 acbeveic Topovcldcovy 0molodNTOTE U OVAUEVOUEVO VEVPOAOYIKE 1 WYOYLOTPIKA
onueio/cuUTTAOUATE 1] TAYD VEVPOAOYIKO OMOTPOGAVATOAMGUO, TPEMEL VAL
npoypoppatifetot dpeso TANPNG PLGIKOS KAl VEDPOAOYIKOG EAeYY0G Kot va eEeTdleTon 1)
nmpaypatonoinon MRI.

. [Ipémel va diveton Tpocoyn o€ NAKIOUEVOVS 060eVEIC [l TOAAATAEG CLVOGTPOTNTEG, 1)
TPoYwPNUEVT voco/avamnpio (Ady® Thava avénuéveoy Kvouvov, yio, TopadELy
Aoméemv, meplotatik®v Bpadvappudiog kotd t ddpkela g Evapéng g Bepameiag).

. Ed&v n omovipodn daxomnel n mibavotnta enavep@dviong yning evepyodtntag g vocsou
TPEMEL VO AAPAVETOL VTTOYT).
. Epodidote toug acbeveic pe tov Odnyd AcBevoic/@povtiot Kot v Y evOupIoTIK)

Képta Eykopocsivng yio yovaikeg 6€ avomapoyyikn nkia.
o E&oweimbeite pe v Iepiinym Xapaxtnpnotikov tov Mayzent.

0onyég AcBevoivc/PpovticTiy:

O Oonyoc AcBevoig/Dpovtiotn Oa mepiéyet To akdAovba facicd umvouata:

T eivan To Mayzent ko mdg Agttovpyet.

T eivo  ToAAAAN oKANpLVOT).

Ot acBeveic Ba Tpémet va drafalovv TpooekTikd To PUALO 0dNYIDV TPy amd TV Evapén g
Bepameiag Kot vo To KpaTtoOV oTNnV TEPIMTMOT TOL YPELNCTEL VO avaTpEEOVV GE AVTO KOTA TN
duapkela g Bepaneiog.

Tn onuacio g avaeopic TOV aVETIBOUNTOV EVEPYELDV.

[pw v évapén g Oepameiog Oa AapPdavertal deiypa DNA amd to aipa 1 T0 6o (6TOROTIKO
péxtpo) dote va mpoodiopiotei o yovotumog CYP2CY mote va cupfdiel otov mpocdopiopd
NG KATAAANANG OOONG TG CIMOVILONC. X€ OPIGUEVEC TEPMTMOELS O 0oOEVNC LWTopEl va, v
AaPet Ogpaneio pe oumovipddn eEartiog cvykekpiuévon yovotomov CYP2C9.

O1 acBeveic ypetdletor va gufoiltactodyv Kot TG aveUEVAOYLAS Eva. unva TPty omd TV Evapén
g Oepameiag e oumovipodn, av o acbevig dev gival TPOGTATELUEVOS EVAVTL TOV 10V.

H cimovipddn dev cuvictdtol g acheveic e kapdlok VOGO 1 Tov Adpfavouy Tontdypova
Qoppoka to omoia gival yvmotd 0Tt Peudvouy Tov Kopdiakd puluod. Ot acBeveic Bo mpémet va
evnuep@VoLY Kdbe yrotpd Tov emokéntovol 0Tl AapuPdvovy Bepaneio Pe GLUTOVIHOOT.

INo acBeveic pe ovykekpiuévo Kopdiakd tpopfinuara, 0o ypeiactet HKI mpv v évapén g
Oepoameiog pe oumovipod. Tnv avdykn yio mopakoiovdnon (teptiapfovopévng g
nmapoakorovOnong tov HKI') yia 6 dpeg o kKAvikn petd tnv pdtn 666n TG omovipddng v
nuépa 1, edv o acBevig Exel Kapdlokd mpofAuata. ITAnpoedpnon 611 | Tapakolovdnon
umopei va mapatadel kot KoTd TN SdpKeELD TG VOYTAS, 0V 0 0oBEVIS TAPOVGIAGEL GUUTTMLOTA
KATA TN S1GPKELD TV TPDOTOV 6 ®POV.
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O1 acBeveic Oo Tpémet Vo avapPEPOVY AUECHOG CUUTTMOTO EVOEIKTIKG YOUNAOD KOPI10KOD
pLOuov (6mmg CaAn, IAryyoc, vavtia 1 aicOnuo ToAU®V) HETd TNV TPOTN SOCT TNG CUTOVILOOTG
KoL KaTd T O1GPpKELN TG TEPLODOV TITAOTOINGTG.

[pw amd v évapén g Bepaneiog o1 acbeveig Ba mpénet va mpockopilovv Eva TpOGPATO

mpec apodidypapa. Extunoeig tov CBC cuvict@vton emiong 3 €o¢ 4 punveg petd v Evapén

g Oepameing Kot TOLAAYIGTOV ETNGIMG GTN GVVEKELN, KOG Kot o€ TepinTwon evociemy

Aolpwéng.

Ta onpelo Kot cvpnTOpoTo AOUOEEDMY KaTd TN dtdpketa g Oepaneiog pe oumovipddn Kot £0¢

£va, VO LETA TPETEL VAL OVOQEPOVTOL GUEGO GTOV GUVTOYOYPAPOVTA YLUTPO,

ouuTEPIAOUPBAVOLEV®VY KOl TOV aKOAOVOWV:

. Keparalyio cuvodevdpevn amd avyevikn dvokapyio, evoacinoio 6To g, TuPETOC,
CUUTTAOOTA TOV Lotdlovy pe ypimn, vavtia, eEavOnua, épmnrtag (ootipoag 1/Kkon
ovyyvon N oracpol (kpioeic) (umopel va givor coprtdpaTo pnvyyitidog 1/Kkon
EYKEPAAITIONG, TOV TPOKANONKOY €iTE OO VKN TIOGIKN 1 0d 10yevr Aoipmén).

. Edv motedete 6T1 1 [IX emdevadveror 1 0V TapaTnpEiTeE OTOIUONTOTE VEQ CUUTTMLATO
KaTd TN S1apKela Kot peTd T Oepameia pe Mayzent, yio Tapdderypo adlayég ot dudbeon
1M TN CLUTEPLPOPA, VEX 1| EMOEVOVUEVT] adLVaApic OTr [io TAELPE TOV CAOUATOS, AAAAYES
otV 0pacT], GVYYLON, KEVA LVAUNG 1 OVGKOAIEC 6TO AdYO KOl TNV EMKOV@Via. Avtd
umopei va givar coprtdpota g PML 1 pioag pAeypovodovg avtidpaong (YVOothic og
QAEYLOVAOEG GUVOPOLO 0VOGOAOYIKNG amokatdotaong 1 IRIS) ta omola pmwopet va
npokAnBovv oe acbeveic e PML kabd¢ to Mayzent amopakpOVETOL 0md TO GO TOVG
POV GTALATHCOLV VO, TO AapBdvouy.

Ot aoBeveic Tpémel va ava@EPOVY AUEGHOS GTOV GLVTUYOYPAPOVTO, YI0TPO OTOL0ONTOTE

GUUTTMUOTO OTTTIKNG OVGAEITOVPYID AUECHC GTOV GLVTUYOPAPO YLOTPO KOTA T SLAPKELD KoL

Yo €m¢ Eva Piva LeTd to TEA0G TG Bepameiog e GUTOVILO.

Ot acBeveic Tpémel va emkovevoHv LE TOV YaTpd edv pia d0om mapainedel Katd ) didpkela

TOV TPOTOV 6 NUEP®V TG Bepameiog 1 Yo 4 1 TEPIOCOHTEPEC GUVEXOUEVEG NUEPEG LETA TNV

évapén g Oepameiag pe omoviudon. H Bepaneia npénet va apyicel Eava pe pio véa

GLOKELOGIO TITAOTOINONG.

[pénet va, TporyLOTOTO100VTOL EAEYYOL TOTIKNG AEITOVPYiOG TPV amtd TV Evapén g Oepaneiog

KOl VO EMOVOALUPAVOVTAL 0V DITAPYOVY CUUTTOUATO EVOEIKTIKA NTOTIKNG SUGAELTOVPYINGS.

Ot acBeveic Tpémel va avaPEPOVY OTTOLOONTOTE U OVALULEVOUEVE, VEVPOAOYIKE 1 WOYLATPIKA

onueio/copntdpota (6nwg apvidln Evapén cofapod TOVOKEPAAOV, GUYYLGT, CTAGLOVS KOl

aALOYEG OT Opacn) N TOYD VEVPOAOYIKO OTOTPOCAVOTOAIGLO GTOVG YILTPOVG TOVG,.

AdY® TOVL KIVODVOL TEPUTOYEVEDT|G TG CLTOVIILOONG O YUVOIKEG GE OVOTOPOY@YIKN NAKia

TMPEMEL:

. Noa evnuepdvoviot Tpv amd v Evapén g Bepameiog Kot KOTOTY GE TAKTIKA
SLOGTAATO OYETIKA LLe TOVG GOPapovc KivOuVOoLE TG CITOVIHLOING Yo TO EUPPLO Kot
GYETIKA UE TNV OVTEVIEIEN OTIC £YKVEG YOVOAIKEG KO TIC YOVOUKEG GE OVOTOPOY YK
NAia oV OV YPNOYOTOOVV amoTEAESHATIKY HEHOSO avTIcOAANYNG Le TN PonBeta NG
€10kng Yrevbouotikng Kaprag yio v Eykopootvn.

. [Ipwv and v évapén g Bepomeiog e SumovILodn vo £V apVvITIKO TECT KUNGEWG TO
omoio Oa mpémel vo emavarapuPivetal 6€ KOTAAANAL OLUGTLOTO.
o Noa ¥pno1omo1ovy amoTeAeo otk HEB0S0 aVTIGOAAYNG KaTd TN S1GPKELL TNG

Oepoameiog Kot v 10 TovAGyIGTOV NUEPES LETA TN dlakoTh TG Bepameiog MoTE va
aro@evyfel eykvpoovn Ady® Tov ThAvoL Kivdbuvov PAAPNG TOov ayévvnTov Hmpov.

. Noa avapépouv apécms oTov Y1oTpo KaOe (oKOTOOUEVT 1] UN) EYKLHOGVVT, KATA TN
duapkela g Oepameiog kot yio Eog 10 nuépec petd ) dakonn g Bepameiog pe
GITOVILOO.
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. O1 acBeveic TPEMEL VO EVILEPDVOVTOL GYETIKA LE TOV KIVOUVO SEPUOTIKOV KakonOeidV Kot TNV
avayK yuo 0epUaToA0YIKT EEETaoM Katd TV Evapén tng Oepameiog Kal 0T GUVEYELD EVOCH
Aappavoouv Bepaneia pe oumovipodn. Ot acBeveig Ba mpénet va givorl TpoceKkTiKol 6Gov apopd
v ékBeon otov Ao yopic tpoctacia. Emiong, ol acBeveic dev mpémetl vo Aaufdavouvv
TavToyYpovn potobdepaneia pe axtvoforio UV-B 1 potoynueiobepancio PUVA. Ot acBevei
Oa TPEMEL VaL EVIUEPDVOLV AUEGMS TOV Y1OTPO TOVG EAV TAPATNPTGOLY TUYOV 0id10 TOV
déppatog (m.y. yvalotepd, papyapttapoeldn] olidia), knAideg 1 avorytég mAnyég mov dev
emovAmvovtal evtdg efdopddmv. Ta CLUTTOUATO TOL KAPKIVOL TOV SEPHOTOG LITOPEL VOl
nepAapPavouy avapain avantoén 1 petaforég Tov deppatikod 16Tov (T.). acvvidioTeg EMEG
(omiiot)) pe adhoyn GTO YPOLUW, TO GYNLO Kot TO pHEYeBos e v mapodo Tov ypdvov.

. Metd 1 dakomn g Bepaneiog e Mayzent, ot acOeveig TpEmel va eVLEPOVOLV AUECHOC TOV
YTPO TOLG AV TO, GUUTTAOUATO TNG VOGOL EMOEWVAOVOVTOL (T}, AOVVOLIN 1] OTTIKEC HETAPOAES)
N OV TOPATNPCOVY VEN GUUTTMLOTAL.

. Ta oToLKEln EMKOVMVIOG TOV YLOTPOD TOV GLVTAYOYPAPEL T1 GUTOVIUOOT).

YrevOomotikn) Kapta Eykvopootviig y1a yOvaikes 6€ avamapoyoyiki nikio:

H ¥ yio v gyxopocivn vrevluinotikn kdpta acbevois Ba mepiéyet ta axoiovba Pacikd
unvopota:

. H cumovipddn avtevodkvertol Katd tn StdpkeLd TG EYKVHOGHVNG KOl GE YUVAIKEG G
AVOTAPOYYIKN NAKI0 01 07t0ieg deV YPNGIUOTOI0VV OTOTEAECUATIKN UEDOSO aVTIGOAATIYNC.
o Ot yiatpoi Ba mapéyovv cupfovievtikn mpv and v Evapén g Oepaneiog Kol 6€ TOKTIKA

Swotnpoto Enetta oYeTIKd e Tov Thavd TEpatoyovo Kivouvo TG Suovipodng Kot Tig
OTOLTOVUEVEG EVEPYELEG Y10 TNV EANYLGTOTOINCT CVTOV TOL KIVOUVOU.

. Ot aoBeveic B evnuepmdvovTal amd TO YITpd TOVG Yo TNV avAyKn Vo, XpNGULOTOI00V
QTTOTEAEGULOTIKY OVTICOAANYN KOTA TN SLdpKeELn Kot Yo TovAdyiotov 10 nuépeg uetd m
dwokomn g Bepaneiog pe ourovipod.

. [pénet va yiveTor éva TEGT £YKVUOGVVNG KOL TO OPVITIKG OTOTEAEGHOTO VO ETIKVPOVOVTOL OO
70 Y1Tpd TPLY amd TV Evapén g Oepaneiog. Avtd TPEMEL va EXAVOLOUPAVETOL G KATAAAN O
dloTnuaTa.

o Ot acBeveic Tpémel vo ¥pNGIUOTOI0DV OTOTEAECUATIKT AVTIGOAANYN KATE TN S1APKELL TNG
Oepomeiog pe ouTovyoo.

. Ot yvvaikeg dev mpénet va peivouv £ykveg Katd tn dudpkela g Oepaneiog. Edv pia yovaiko

petvel £ykvog 1 B€Aet va peivet £ykvog 1 oumovipodn mpénet va dtakomnel, H amotelecpatiky
AVTIGOAAN YT TPETeL va. cuveyiletat Yo TovAdytotov 10 nuépeg petd t diaxkomn g Bepaneiog
UE GUTOVIUOO.

. O1 acBeveic Oo Tpémel vo evUEPDGOLVY APECHS TOV YIATPO TOVS 6v vouilovv 0Tt gival £yKveg.
Ot yiatpoi Oa mapéyovv cupPovAéc og mepinT®on eykvpoovvng Kot Bo agloloyncovv v
£ékPBoaon kabe eykvpocHvng.

. Ot aoBeveic Bo mpémetl va evUEPDGOVY QUECMG TO YIATPO TOVG OV VITAPEEL EMOEIVMOOT TG
TOAAOTTAN G GKANPLVOTG UETA T StokonT| TG Oepameiog (e olrovipodn.

o O1 yvvaikeg Tov ektibevTol oTn GUTOVIHOOT KATA TN O1GPKELN TG EYKLVHOGUVNG evBappOVovTaL
VO GUUUETEYOVVY TO TTPOYpappa EkBeong Katd v eykopoobvn (PRegnancy outcomes Intensive
Monitoring PRIM).

. Edv mpokidyet eykopooiviy katd ) dtdpkela g Bepaneiog 1 evrog 10 nuepdv amd ) dokomn

g Oepameiag pe oumoviuddn, avt o Tpémet vo avoapépeTal ouecsmg 6To yloTpd M T Novartis
KOADVTOG TO [€160yETE TOV TOTIKO 0p1BUd] 1 emiokentopevol o [eodyete to URL] aveEdpnta
Ao To €0V mapaTnPNONKAY avETOOUNTO OTOTEAEGLOTA.
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ITAPAPTHMA II1

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI XYXKEYAXIAY. MONAAAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 0,25 mg emkoAvUUEVa e AETTO VUEVIO O1OoKI0L
GUTOVILOON

2. YXYNGOEXH XE APAXTIKH(EY) OYXIA(EX)

Ka0e diokio mepiéyet 0,25 mg curovipdong (wg @ovpopikd o&).

3. KATAAOTI'OX EKAOXQN

ITepiéyetr Aaktdln kot AekiBivn coylag. BAEme OALO 0dnyLdV Xpong Yo TEPALTEP® TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtd vpévio diokio

YvoKevaoio TITAoToinong

12 emkodvppéva, pe Aemtd vuévio diokio
84 emucaloppéva e Aento vUEVIO dloKin
120 emucoloppéva pe Aemtod vpévio dtokia

5. TPOIIOX KATI OAOX(OI) XOPHI'HXHX

AfacTe T0 POALO 0INYIOV YPNONG TPV OO TN XPNON.
Ao otOuaTOG Yp1IoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetar o€ 0éom, v onoia dev PAETOLY Kot dev TPooeyyilovy Ta Tald1d.

‘ 7. AAAH(EY) EIAIKH(EYX) IIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEYX ®OYAAEHX

Mn puAdooete og Beppokpacio peyodvtepn tov 25°C.

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIIOAEIMMATQN ITOY NIPOEPXONTAI AIIO AYTA, E©OOXON ATTAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphavdia

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1414/001 2vokevaoio TitAomoinong pe 12 emkoivppéva pe AeTTo LUEVIO dloKiol
EU/1/19/1414/002 120 emxaAvppéva e AEmTd VUEVIO dloKia
EU/1/19/1414/004 84 emucodvppévo pe AemTTO VUEVIO SLoKia

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEZEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TIAHPO®OPIEX XE BRAILLE

Mayzent 0,25 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A16d100T0TOC YPOUUDTOC KOdKaG (2D) Tov pépet Tov mepn@BEvTa LOVASTKO OVOYVOPLOTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EXQTEPIKH XYXKEYAZXIA

OHKH TYIIOY NOPTO®OAIOY MIOY INEPIEXEI KYYEAEX (BLISTER) (cvokgvacio
TiIthomoinong 12 emkalvppévov pe Aertod vpuévio dokiov Tov 0,25 mg)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 0,25 mg emkoAlvppéva pe Aentod LUEVIO d1oKioL
omoviudom

2. YXYNOEXH XE APAXTIKH(EY) OYXIA(EX)

Ka0e dioxio mepiéyet 0,25 mg curovipodng (og povpapikd o&p).

3. KATAAOTI'OX EKAOXQN

[epéyer Aaktoln kot AexBivn odylogc. BAEme pOALO 0ONYIDV ¥PNONG Y10 TEPUTEP® TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtod vpuévio diokio

Yvokevaoia TITAomoinong
12 gmucodvppéva, pe Aemtd vuévio dtokio

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote To UALO 0INYIDV YPNONG TPV AT TN (PN ON.
Ao otouaTog ¥pron

[aipvere to(a) diokio(a) TV idw dpa KGbe pépa.
‘Evopén

Huépa 1

Huépa 2

Huépa 3

Huépa 4

Huépa 5

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdooetatl og Béomn, TV omoia dev PAEmOLY Kot dev Tposeyyilovy To TadLd.

7. AAAH(EX) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)
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8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEYX ®OYAAEHX

Mn puAdooete og Oegppokpacio peyodvtepn tov 25°C.

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITOY NIPOEPXONTAI AIIO AYTA, E©OOXON ATTAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/19/1414/001

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEZEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXZIEX KYYEAHX (BLISTERS) (cvokegvaoicg 84 ko 120 emkaioppévov pe Aemtd
vpévio dwekiov Tov 0,25 mg)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 0,25 mg gmucoloppéva. pe Aemtd vuévio diokio
oToVILOON

2. ONOMA KATOXOY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHEHX

EXP

4. APIGMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI XYXKEYAXIAY. MONAAAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 1 mg emukolopupéva e Aento vUEVIO dloKia
GUTOVILOON

2. YXYNGOEXH XE APAXTIKH(EY) OYXIA(EX)

Ka0e diokio mepiéyel 1 mg curovipdong (g povpapikd o&).

3. KATAAOTI'OX EKAOXQN

ITepiéyer Aaktdln ko AekiBiv odylag. BAEme @OAAO 0dNy1dV ¥pIOoNG Y10 TEPOUTEP® TANPOPOPIEC.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtod vpévio diokio

28 emkalvpupéva pe AETTO DIEVIO OLoKia
98 emkalvppéva pe AenTO VUEVIO OloKia

| 5. TPOINOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 PUALO 0INYIOV YPNONG TPV OO TN XPNON.
Amo6 otoOUATOC Yp1IoN

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béon, v onoia dev PAETOLY Kot dev mpooeyyilovy Ta mad1d.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOMOIHEZH(EIZ), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHZ

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX

Mn evAdccete o€ Beppokpacio peyaivtepn tov 25°C.
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10.

IAIAITEPEX ITPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TOQN
YIHHOAEIMMATQON IIOY IPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1414/007 28 eMKOAVUUEVA LE AETTO VUEVIO SLoKia,
EU/1/19/1414/008 98 emikoAvppéEVO e AETTO DIEVIO O1oKIa
13. APIOMOZX ITAPTIAAX
Lot

| 14.

I'ENIKH KATATAZH I'TA TH ATAOEXH

| 15.

OAHTI'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Mayzent 1 mg

17.

MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AIXATAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0TOC YPOUUDTOC KOdKaG (2D) Tov pépet Tov mepn@HivTa LOVAOIKO OVOYVOPLETIKO KMOIKO.

18.

MONAAIKOX ANAT'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAXIEX KYYEAHX (BLISTERS)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 1 mg emucoloppéva pe Aentod vuévio dlokia
omoviudom

2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXETA

Agv.
Tp.
Tert.
ITép.
Ilap.
2ap.
Kop.
Agv.
Tp.
Tert.
ITép.
Ilap.
2ap.
Kwvp.
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI XYXKEYAXIAY. MONAAAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 2 mg koAl UUEVA [Le AETTO DUEVIO OloKin
GUTOVILOON

2. YXYNGOEXH XE APAXTIKH(EY) OYXIA(EX)

Ka0e diokio mepiéyel 2 mg ourovipoong (g ovpapikod o&).

3. KATAAOTI'OX EKAOXQN

ITepiéyer Aaktdln ko AekiBiv odylag. BAEme @OAAO 0dNy1dV ¥pIOoNG Y10 TEPOUTEP® TANPOPOPIEC.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtod vpévio diokio

14 emkaivppéva pe Aemto vuévio dokio
28 EMKOAVUUEVE, e AETTO VUEVIO OLOKI0,
98 emucolvppéva pe AemTd VLEVIO dloKia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote To UALO 0INYIDV YPNONG TPV AT TN (PN ON.
Ao otouaTog ¥pron

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAETIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdooetatl og Béon, TV omoia dev PAEmOLV Kot dev Tposeyyilovy Ta TodLd.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMOIHEZH(EIE), EAN EINAI ATAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX YYNOHKEYX ®YAAZHX

Mn gpuAdooete og Ogppokpacio peyorvtepn tov 25°C.
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphavdia

12. APIOMOX(OI) AAETAY KYKAO®OPIAX

EU/1/19/1414/003 28 emKaALUUEVE PE AETTTO DUEVIO O10KIaL
EU/1/19/1414/005 14 emkoAvppéva pe AeTTO LUEVIO dloKia
EU/1/19/1414/006 98 emkalvppéva e AeTTO LUEVIO dloKin

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHTIEL XPHEHX

‘ 16. TAHPO®OPIEX XE BRAILLE

Mayzent 2 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160146T0TOC YPAUU®OTOS KDOKAS (2D) Tov pépel Tov mepAN@OEvTa LOVAOIKO OVOYVOPLETIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAXIEX KYYEAHX (BLISTERS)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Mayzent 2 mg emualvppéva pe Aento vUEVIO dloKia
omoviudom

2. ONOMA KATOXOY THX AAETAY KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXETA

Agv.
Tp.
Tert.
ITép.
Ilap.
2ap.
Kop.
Agv.
Tp.
Tert.
ITép.
Ilap.
2ap.
Kwvp.
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B. ®YAAO OAHI'TQN XPHXHX
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®Yrro ooV rpiong: IIinpogopisg 1o Tov acOevi

Mayzent 0,25 mg emkalvoppévo, pne Aentd vuéVio orokio
Mayzent 1 mg gemkaioppévo pg Aentd vpuévio dokio
Mayzent 2 mg emKaAVPpEVE PE AETTO VUEVIO OLOKIO

GUTOVILLOOM

AP aoTE TPOGEKTIKA 0AOKANPO TO QVALO 03N YLAOV YP1 OIS TTPLY UPYICETE VO TAIPVETE AVTO TO

PapRoKo, O10TL TEPIAUUPAVEL CNUAVTIKEG TANPOPOPIES Y10 GOG.

- DvAGETe aVTO TO PUALO 00N YLDV YpNoNg. Towg ypetaotel va To dafdcete Eovd.

- Edv éxete meportépm amopieg, poTNoTE TOV Y10TPO N TOV QOPUOKOTOLO GOLG.

- H ovvtayn yo avtd 1o @dppoko xopnyhnke amokielotikd yio cag. Agv mpémel vo SMGETE TO
PapLOKO 68 GALOVG. MTopel va, Tovg TPOKUAEGEL PAGPN, AKOUO KOl OTOV TO GUUTTMLOTO, TNG
ac0Eveldg Tovg gival idla pe ta Sk Gog.

- Ed&v mopatnpnoete kKamolo avemBOuntr eVEPYELD, EVIILEPMGTE TOV YATPO 1) TOV QUPLAKOTOLO
G0c. AVt 1oyvEL Kat Yol KAOe mhavn avemBOUN T EVEPYELD TOV OEV OVOPEPETOL GTO TAPOV
@OALO oONyLDV Ypione. BAéme mapdypago 4.

T epréyel 1o Tapov UALO 00NYLOV:

T1 etvon to Mayzent kot ot givat 1) xprion Tov

T npémer va yvopilete Tpv ndpete o Mayzent

[Mwg va mapete To Mayzent

[TBavég avemBounteg evépyeteg

[log va puidooete to Mayzent

[Tepieyodueva TG GLOKELOAGING KO AOUTEG TANPOPOPIES

AR

1. Th givan To Mayzent kon ore givar 1 (pf61n TOL

T eivar To Mayzent
To Mayzent wepiéyet T OpocTIKN 0vGio olrovipddn. H cumovipddn aviketl e pio opddo eoppakmy
OV OVOUALOVTOL TPOTOTOMTES TOV VITOOOYE TG PMSPOPIKNG opryyosivng-1 (S1P).

Iowa givan n gprion Tov Mayzent

To Mayzent ypnoyomoteitar yio tn Oepaneio evniikmv pe devteponadmg tpoiohon ToAAATAN
oxApovon (AIIIY) pe evepyn véco. Evepyn g vocog otnv AIIIIE onpaivel 6Tt vTdpyovyv ok
VIOTPOTEG 1 OTOV To, amoteAéspota TS MRI (amewcdvion poayvntikod GuVIOVIGHOV) delyvouV onueia

@reypovng.

Iog dpa To Mayzent

To Mayzent cuvtelel 6TV TPOGTAGIO TOV KEVTIPIKOV VELPIKOL cuothpatog (KNE) and tig embéoeic

TOV OVOGOTOUTIKOV GUGTHLLATOG TOV 1010V TOV 0pYOVIGHOV. AVTO TO EMTVYYAVEL e TOVG EENG

TPOTOVG:

- TPOKOADVTOG TN AMYOTEPO EVKOAT] KUKAOPOPIK OPIGUEVAOV AEVKOV opocPalpiov (to omoio
ovopdovTol AEPUPoKLTTOPN) HEGH GTOV OPYOCIOUO, KOl

- OTALOTAOVTOG TNV TOPELD AVTOV TOV KVTTAP®VY TPOG TOV EYKEPOAO KOl TOV VAOTIONO HVEAD.

AvTo pedver ) vevpikn PAGPN mov mpokaiel n AIIIIE kot g €k TovTOL TO Mayzent cuvtelel otnv

eMPPAdLVON TOV EMIPACEDV TNG EVEPYOTNTAS TNG VOGOV (OTT®G gival 1 emdeivaon g avamnpiog, ot

eykepalkég PAAPeS Kt 01 VTOTPOTES).

2. T péner va yvopilete mpv mapete To Mayzent
Mnyv mapete To Mayzent:
- o€ MEPIMTOOT aALEPYIOG 0T GLTOVILLOIT, TO PVOTIKL, TI GOYLN 1] GE OTOLOONTOTE GALO OO TO.

GLOTUTIKA 0LTOD TOV PAPLAKOV (CVAPEPOVTOL GTNV TOPAYPUPO 6).

54



€4V €xeTE GUVOPOLO OLVOCOUVETAPKELNG.

€dv elyate mOTE TPOIOVGA TOAVESTIOKT AEVKOEYKEPAAOTADELD 1] KPLTTOKOKKIKT UnviyyiTida.
edv éyete evepyo KopKivo.

€4V €xete coPfapd NIOTIKG TPOPALOTAL.

€dv, Katd toug Televtaiovg 6 pnveg, mabate Kapdlokn tpocsPoin, actadn otnOdyyn,
EYKEPOAKO EMEIGOS10 1 OPICUEVES LOPPES KAPIIOKNG OVETAPKELOGS.

€0V EYETE OPIGUEVEG LOPPES AKAVOVIGTOV 1] OVDLLOAOL KopdlakoD puBpov (appudpio) kot dev
€xete PuoTodoT.

€0V TO ATOTEAEGLLOTA TOV OUOTOAOYIKDV EETACEOV TPV amd TN Bepameio delyvovy OTL, TO
oMU 60G 0ev PUmopel va S1oTAGEL AVTO TO PAPLOKO OPKETA KAAN, OV Oa TPEMEL VAL TO TAPETE
(BAéme Tapdypapo «Alpnatoroyikéc eEETAGEIC TPV KO KOTA TN dtdpKeLa NG Oepameiog
TOPOKATO).

Edv eiote éyxvoc 1 B pmopovoate vo peivete £yKvog Kal OV YPTCLOTOLEITE OTOTEAEGLLOTIKN
AVTIGOAAN Y.

Ipocidomomoeirg Kot TpoPuAGEeLS
AmevBuvbeite otov yiatpd cog py mapete To Mayzent:

edv &yete Aolpumén M €dv To AvocOTOMTIKO GO GUGTNLA dev Asttovpyel cmOTA (Yo TapAdELY L
AOY® VOGOL 1 PAPUAK®V TOV KATUGTEALOLY TO VOGOTOMTIKO GVoTNUA, PAETE emiong « AAda
eappoka kot Mayzenty).

€y 0ev mepacate mOTE avepoProyid kot dev Exete epfolaoctel koTd TG avepoPfroyids. Mmopet
va S TPEYETE PLEYAAVTEPO KIVOLUVO EMITAOKADV GV ELEOVIGETE avVELOPAOYLA KATA TN SLdpKELo
g Oepameiag pe Mayzent. O yiotpog cog pumopel va 0éhetl va epporlaoteite katd tng
avepoProyibg mpwv Eekwvnoete n Bepaneio coc.

€qv mpoypappatilete va gpupolaoteite. O yatpog cog Ba cog cupPfovievoset oyetkd (BAéne
«AMa ehppoka kKo Mayzenty).

€dv elyate moté N £yete mpoPAnpata e TNV Opact) cag (cuykekpluéva pio Tanon, n omoia
ovopdCetor oidnuo, TG wypag knAidag) 1 Aoipwén 1 pAeyuovn Tov 0pBodpov (payogditida). O
YwTpdg cog pmopet va BEAeL va kdvete opBaipoloykég eetdoelg mpv Eekvnoete T Oepaneia
KoL TAKTIKG kaTd T odpketn g Bepaneiog. To Mayzent pnopei va TpokoAécet oidnpo oty
oYpa KNALda (TnV Teployn TOL 0PBAALOD TOL COG EMTPENEL VO PAETETE GYLLOTA, YPDLOTO KO
AETTOUEPELEG), TO OTTO10 EIvVOL YVOGTO MG 0idNua TNG @ypac knAidag. Ot mbavotnteg epEaviong
010N LLOITOG TNG OYPAG KNALdaG eivan peyadlvtepeg v eiyote oidnua g oypag knAidog 6to
moapeABOV 1 edv elyate Ot poryoelditida (pAeyrovh Tov 0QBaAL0D).

gdv &yete dSwuPnn. H mbavdtto avémruéng odnpotog e oypds kniidag (BAéme mopamdvm)
glvar peyaddtepn otovg acbeveig pe dtofrn.

€aqv €xete M eiyote mOTE OMOLONTOTE Ao TIg akOAOVOEG TaONoELS (KO KoL GV TOipVETE
Oepameio YU avtéc): cofapn Kapdlokn VOG0, aKOVOVIGTO 1| U1 PUGIOAOYIKO Kapdlokd puouo
(appoBpia), eykepaiiko 1 dAdes acBéveileg mov oyetilovton pe Ta apopdpa ayyeio Tov
gyKkepaAov, Ppadeia kapdiakn cvuyvotnta, Mmwobupia, dtatapoyn Tov Kapdiakod pvopov
(vmodetkvoEeTaL OO TO U1 PLOIOAOYIKA amoteléopata oto HKT).

€qv €xete coPfupd AvamVELGTIKA TPOPANLATO KATE TN O1APKELN TOV DTTVOL (VAVIKY dmvola).

€av €xete vynAn aptnploxn tieorn wov dev pmopel va eeybel pe edpuaxo. H aptnprokn ocog
mieon Bo Tpémer vor EAEYYETAL TAKTIKA KOTA TN dtdpkela TG Oepameiog.

€dv elyate moté nratwcd mpofAnuata. O yiotpog oag pmopel va {ntioel va kdvete
OLLATOLOYIKES €EETATELS Y100 VO EAEYEEL TNV MITATIKY Gag Artovpyia TPy amd T
GUVTAYOYPApN oY TOL Mayzent.

€dv B umopovoote va peivete £yKvog, YTl 1 Gumovipod umopei va PAAYEL TO ayEVVINTO LmPO
OTOV YpMooTolEiTal Katd T d1dpKel T gykvpoovvng. [pv Eekivnoete ) Bepaneio o yroTpdg
oo Ba cag e&nynoet Tov kivovvo kot Ba cag {NTNoEL va KAVETE Vo TEGT EYKVUOGUVNG YOl VoL
BeParmdoetl 6t1 dev elate £ykvoc. [Ipénet va, ¥p1GILOTOIEITE OTOTEAEGUATIKN AVTIGOAAN YT KATH
T d1dpxela tng Oepameing Kot yio TovAdyiotov 10 nuépeg petd t dakonn tng Oepomeiog (BA.
«Konon, Onrhaopog kot yovipdtnro).

Edv kamoto amd o mapoandve 1oyvEL Yo TNV TEPITTMGT GOC, EVIUEPDGTE TO YIUTPO GG TPLV TAPETE
0 Mayzent.
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MMapaxorovdote Yo Ta €N KaTA TN OLdpKELX TG AMYig Tov Mayzent

Edv eppavicete omolodnmote amod to akdiovba 6co maipvete 1o Mayzent, EVI|HEPDGTE APECOG TOV

YwTpo6 oag yioti 0o pmopovce va, gival coPapod:

. €aqv €yete kamown Aoipuwén. To Mayzent pelidver Tov appd TV AEVKOV OLOCPUPI®Y GTO aipa
cag. Ta Aevkd apocaipia katamorepovy tn Aoipuwén. Eropévog, pmopel va avarntoccete
€VKOAOTEPO AOMEELS kaTd TN ddpKela TS ANyng Tov Mayzent (ko yia 3 €mg 4 efdopddec
petd amd ) drakomn g Ayng Tov). Ot Aoudéetg avtég pmopet va glvar cofopéc kot mbavag
KOO KO OTEIANTIKEG Yia T1) (o).

. gdv motedeTe 6TL 1) oKANPLVOT KoTd TAGKaG (ZKIT) emdevaveTol 1] €4V TAPOTPNCETE
omowadnmote véa 1 acvvifiota coprtopata. Mia ondvia eykepaiikn Aoipwén, n owoia
ovopdletan Tpoiovon ToAvesTIOKY AgvkogykepaiondOeio (PML) pmopel va mpoxaiéoet
cuumtOpota Topdpota pe avtd g AIIIE. Mropel va epeaviotel oe acBeveic mov Taipvoovv
Qapupaka 0TmG eivol To Mayzent Kot GALO QAPHOKO TOV YPNCILOTOI0VVTAL Y10 TN Oepameio Tng
oKkAMpuvong katd mAdkas. Edv n PML emPePaiwbei, o ywutpog cag Ba otapatioet ) Oepaneio
ue Mayzent. Opiopévol avBpmmot umopet va epgovicovv pio avtidpaon kabdg to Mayzent
QTTOLOKPVOVETAL 0TO TO GOWO. AVTH 1| AVTIOPOoT] (YVOOTH OG PAEYHLOVASEC GUVOPOLO
avocoroyikr|g arokataotacns 1 IRIS) propel va 0dnynoet og emdeivaon tng KatdoTacng cog,
ooumepAOUBAvOIEVNC TG EMOEIVMONG TNG EYKEPAUAKNG AELTOVPYING.

. edv éyete TLPETO, oOavesTe OTL £xeTe Ypinn N €£xeTe TOVOKEPUAO, Loll e QLYEVIKN
dvokapyia, evaednoio 6to Poc, vovtio 1 cOyyLoT. AVTd uTopel va elval GLUTTOATO
unviyyitdag /Kol EYKeQaMTIONG TOL TPOKOAODVTOL 0O 10YEVH 1| HUKNTIOCIKT AOIH®EN (0TTmG
KPLIATOKOKKIKT UNVIyyiTida).

. edv €xete aAhayég otV Opact oag, Yo ToPAdEy Lo E6v TO KEVTPO TG Opacns oag yivel Bourd
N €xel oK1€g, eav avamtuyBel TVEAG onpeio 6To KEVTPO TNG OpacHG GOC 1| €6V £xeTe TPOPAN AT
OPUOTG TOV YPOUATOV 1 WKPOV AETTOUEPEIDV. AVTA UTOPEL VOl EIVOL GUUTTOUATO OLONIATOG
™G @YPAc KnAdac. Mmopei va Inv TopaTnproeTe KATOW CUUTTOLOTO OTO, TPMILA GTASI0 TOV
010N LLOTOG TNG OYPAG KNALSaG Kot umopel vo TPOKAAEGEL OPIGUEVO KOVE GUUTTOUATA OPOCTG
ue éva enelodo1o IE (omtikn vevpitida). O yiatpog cag pmopel vo INTHoel va KaveTe
opBoiporoykn e&€taon 3 €wg 4 unveg petd v évapén g Bepaneiog kKot Thavag Eava ot
ouvéyela. Eav emPePaiwndel to oldonpa g oypds knAidag, o yoTpog Gog UTopEel vo Gog
ovotnoel ™ dwukonn ¢ Oepaneiog e Mayzent.

. Edv éxete ovuntopoata 0nwe awpvidta Evapén cofapng Keaialyiog, GVYYLON, CTUGLOVG Kot
aALoyEG GV OpacT). AVTA UTOPEL VoL EIVOL CUUTTOUOTO UiCG KOTAGTAGNG, 1) 0Ttoio ovopdleTot
oLVOPOpO avaoTpEYung oticbiag eykepatonddeiog (PRES).

. Edv &yete oopntodpata 6Tmg aveENyntn voutia, EUETO, TOVO GTNV TEPLOYN TNG KOWALAS, KOT®OT),
®YPOTNTA TOV SEPLATOG 1] TOV AEVKOD TOV 0OPOHUALDV 1 11 PLGLOAOYIKE GKOLPOYPOLL 0VPA.
Avtd pumopel va Elval GUUTTOUOTO NTOTIKOV TPORANUAT®V.

o €4V TapaTnPNcETE 0TOLONTOTE 0Lid10 TOV OEPUATOC (T.). YVAAIGTEPA, LOPYOPITOPOELDT
o(idwa), knAideg 1 ovoyTEG TANYEG TOV OEV ETOVAGDVOVTOL EVTOG EfSOUAdMV.

Bpadvg kaporakdg poOpdég (Bpadvkapdic) kKot akavovieT KOPOLoK coyvoTnTa

Kotd ™ didpkela Tov tpdtev nuepav g Bepaneiog, To Mayzent umopel va tpokaiécet empPpaduven
oV kapdlokov puOupod (Bpadvkapdic). Mropei va punv voudbete timota 1| pmopel va voumdete {dan 1
KOT®OoT. Mropel va Tpokaléoel, Eniong, akavovioTo Kapdtokd puBud katd v Evapén g Beponeiag.
Edv vodeucvoouv 0o, 0Tt pumopei va Slatpéyete vynAoTePO Kivouvo ELPEVIONS OVTOV TV
eMOPAGE®V, 0 YIOTPOG GOG UTOPEL VO OTOPUGIGEL VO GO TUPUKOLOLONGEL GTEVOTEPO KATA TNV £vapén
¢ Bepameiag, vo 6og TapATELYEL apYIKd Ge 101K YLoTpo Yo TV Kopdtd (kapdloAdyo) 1 va emAEEet
Vo, un oag yopnynoet to Mayzent.

Eetaoeig mprv kol katd ) owdpkera g Ogpameiog

To mwoc0 ypryopa dracmdtor (peTafoAriletar) avTd TO PAPLOKO GTOV OpYaVIoUO TOIKiAEL omd aobevn
o€ aobgvn ka1, ETOUEVMS, O10POPETIKG dtopa ypeldlovtar dropopeTikég d06aelc. O ylotpdg cog Oa
TPOYLATOTOMGEL AUOTOAOYIKT eE€Taiom 1| €£€TaoT 6TO GAAo TPy amd TV Evapén g Bepaneiog Yo
va TPOoGolopicet ot 660N elval KOADTEPT Yo GGG, X& OTAVIEG TEPUTTDOGELS, TO ATOTEAEGLLN TNG
g&étaonc pumopei va vrodei&el 6t dev Oo Tpémet va Tapete T0 Mayzent.
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. Awodaypaoppa,

To emBountd omotédeoua tng Oepaneiog pe Mayzent ivar 1 peimon TG TOGOTNTOG TOV AEVKDOV
apoceapiov oto aipa cog. Avt cuvilmG EMGTPEPEL GE PLGLOAOYIKA emimeda £vTog 3-4 efdopddmv
amo T olakomnn tng Oepameiog. Edv ypeidletal va kavete omoleadnmote eEETAGELS QULOTOC,
EVILEPMOTE TOV Y1ATPO 0ag OTL Taipvete Mayzent. AlopopeTikd, Pmopel vo, unv eivat duvatd yio Tov
Y1oTpd Vo KOTOAGPEL To AmoTEAEG AT TNG EEETOOMG, KO Y10l GUYKEKPILEVOVS TOTOVS OILULOTOAOYIKMOV
€EETACEWMV 0 YLOTPOC GOC LTOPEL VAL YPEWCTEL VA, TAPEL TEPLGGOTEPO OlipLal amd OTL cuVROMC.

[pw amd v évapén tov Mayzent, o ywtpog cog Ba emPePformdoet edv Exete apKeTd AEVKA
OLLOCPOiPLo 6TO il cOC Kol mopel vo BEANGEL va emavaAdPel TAKTIKA Evay EAEYY0. ZE TEPITTOON
OV OgV EYETE APKETE AEVKE OLOCQAIPLaL, O YITPOG GG UTOPEL VO TPETEL VO CTOLLOTICEL 1] VO, LLELOCEL
T 6601 tov Mayzent.

Ipwv and v évapén g Bepaneiag, To aipa cog Ba eEetaotel emiong yio va eheyyBel méc0 kadd
AELTOVPYEL TO CLUKATL GOG.

Kapkivog Tov déppatog

"Exovv avaeepBel kapkivol Tov déppatoc og acBeveig pe TKII mov Aapfdvovy Bepaneio pe Mayzent.
Emkowvmvnote pe tov y1atpod 6o apécmg EAV TapaTNPNOoETE 0TO10NTOTE 0Lid10 TOV dEPUATOC (TT.).
yoaAiotepd papyaprrapogtdn olidia), knAideg 1| avorytég TANYES TOV OV EMOVAMVOVTAL EVTOG
gfoopadwv. Ta cuunTORUTH TOL KOPKIVOL TOL OEPUATOG HUTOPEL VA TEPIAAUPAVOLY OVOLAAN
avamtuén N petaforég Tov dEPUATIKOV 16TOV (TL.Y. acvvi0ioTEG EAEC (OTIAOL)) e QAAAYT| GTO XPDL,
T0 oynpa 1 to péyebog pe v mépodo tov ypodvov. Ilpv apyicete To Mayzent, amorteiton po
deppatoroyikn €étaomn yia vo damiotmBel av Toydv €xete olida. O yatpdc cog Oa mpaypatorotel
emiong TOKTIKEG deppatoroyikég eEetdoelg Katd T otdpkela g Oepaneiog coc e Mayzent. Edv
eUQaviceTe TPOPANLOTO GTO JEPLLO GOC, O YWLTPOG GUG UTOPEL VO GOG TOPUTELYEL GE EVOALV
depLOTOAOYO, O 0moiog PeTd TV eE€taoT Umopel va amopacicel 0Tt elval GNUAVTIKO Yo GGG VA
mapakorovdeiote oe TakTikn Pdon.

"Ex0gon 670V 1|A10 KO TPOGTAGIA £VAVTL TOV A0V

To Mayzent e£ac0gvel T0 avosomomTikd cag cuatnua. Avtd pmopel va avénceet Tov Kivouvo
avamtuéng Kopkivov Tov dépuatog. Ao mpénel va teplopicete TNy EkOEcT| GOC GTOV HAL0 KO TIG
oxtivec UV:

o POPOVTOG KATAAANAO TPOCTOTEVTIKO povyIoUO.

o €QupHOLoVTOG TUKTIKA ovINAlaKS pe vyniod deiktn pootaciog UV.

Emocivoon g ZKII peta t owokom tng Oepaneiog pe Mayzent
Mnv doxoyete ™ Oepameio pe Mayzent 1| aAAGETE TN 600T GOG YOPIG VoL MANGETE TPAOTO UE TO
Y1otpd GoC.

Evnuepoaote apéomg tov yiotpd cog av vouilete 01t n ZKIT emidetvavetar apobd £XETE GTOUATNOEL TN
Oepaneio e Mayzent (PA. «Edv otapotoete va Taipvete 1o Mayzent» oty mapdypaeo 3).

Hiwaopévor aoBeveic (nhkiog 65 eTav Kol Gvo)
Agv vapyet epmeipio pue To Mayzent oe nAikiopévoug acbevelg. Zulntnote e To YlTpd ooG oV EXETE
EMPVAGEELS.

Howwd ko éenpor

Mnv divete avtd 10 PappoKo og Todid Kot eprfouvg nikiog kaTm tov 18 eTdv, Kabng dev £xel
peretnOel KOO 0T GUYKEKPUUEVT] NATKLOKT OLLAdAL.
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Allo @appoxa ko Mayzent

Evnpepmote tov y1atpd 1 TOV QOpUAKOTOL0 GOG €AV TaipveTE, £XETE TPOGPUTO TAPEL N LTOpPEl va

nhpete ahAa edpuaxa. Befaiwbeite 4t £xete evUePDGEL TOV YIOTPO GOC GV TapPVETE 1} GO

YOPMNYEITAL OTO0ONTTOTE OO T, TOPOKATO PAPUOKa 1) Oepameies:

o QAPLLOKO Y10 TOV OKOVOVIGTO KAPSIOKO puOuod, OTMS 1 Apddapov, 1| TPOKAIVOULION, 1 Kvidivn,
N 1 cotardAn. O yirpdc oog pnopei vo amopacicet va unv cuvtayoypoenel to Mayzent yioti
oVTO UTOPEL VO EVTELVEL TNV ENIOPOCT GTOV AKAVOVIGTO KOPILIKO puOuo.

. QapuoKa IOV ETPPadHVOVY TOV KOpdaKO puoud, 6mmg 1 Siktialéun M n Pepamapiin (ta omwoia
VKoLV G€ pio OpAda QOPUAK®OY TOV 0VOUALOVTOL OTOKAEIGTEG OLVA®Y 0GPeaTiov), 1)
Styo&ivn M n Popmpadivn. O yiorpds oog Unopel vo amoPacicel Vo 60G TUPATELYEL GE E101KO
Kapdoroyo, kabmg pumopel va ypeldletal adiayn ota appoKd caog yati o Mayzent pmopet
emiong va emPpadvvel Tov Kapdlakd cag puOud katd Tig TpdTeg Nuépeg TG Bepaneiag. Eqv
naipvete PNto amokAelot, 0TS 0TEVOAOAN 1| TPOTPAVOAOAN, O YIOTPOG GOG UTOPEL VO OOG
{ntmoet va dokdyete mpocwpvd T Bepameia e Tov PrTa-AmOKAELOTY LEYPL VAL PTACETE TNV
TAPN Nuepnota 06on tov Mayzent.

. Qappoka, To omoio ETNPEALOVY TO AVOGOTOMTIKO GUGTN LM, OTMG gival 1 ynpetodepaneic, Ta
VOGOKOTOGTOATIKA 1) GAAa edapuaia yio T Oepomeio tng ZKIT. O yotpdg cog umopel vo Gog
{ntoet va S1loKOYETE T ANYT OVTAOV TOV POPHAK®V Y10 va amo@evydel 1 avEnuévn emidpoon
GTO OVOGOTOINTIKO GUGTN L.

. eupora. Edv mpénet va kdvete kdmolo euPoAlacud, EVUEPDOTE TPAOTO TOV Y1oTpd cog. Katd
T obipkela g Bepameiog kat yio Sdotnpa 4 efdopadwv petd ) dtokonn ¢ Oepamneiog pe
Mayzent, dev mpénet vo, AdPete opiopévoug Tomovg epforimv (epuPforia pe (ovteg
eEacBevnpévoug ikpoopyaviopotc), kabmg Ba umopodoay vo TupodoTHGovV TN AoiU®EN Tov
Ba énpene va amotpéyouv (BA. Tapdypapo 2).

. woyvpoti avactoreic tov CYP2CI9 avapéveral va avEnoovy ta enineda Tov Mayzent 6to aipo
Kot dgv cuVIoTATOL Vo, AapPdvovtal 6€ cuvdvacud e to Mayzent. O yiatpog cog o cag
GUUPBOVAEYEL GYETIKA LE OVTO.

o H xopPopalenivn kot opiopéva GALo QappoKo UTopEl va HEIOOOVY Ta enimeda Tov Mayzent
07O Oiplol 0OG KOl UTOPEL, ETOUEVMG, VO CTOUATHOOVV TN 6moTh dpdor tov. O yatpog cag Oa
60, CLUPOVAEDGEL GYETIKA LLE QVTO.

o H podo@wviin kot optopéva Ao @ApHOKO LTOPEL VO, LEWOGOLY T, emtinedo Tov Mayzent 610
aipo oplopévemv 0oheVAV Kol UTOPEl, ETOUEVMG, VO GTAUATHCOVVY TN 6OGTH dpdot tov. O
yTwTpds 6as B oag cupPoviedoet by aVTO GYVEL Y10 EGAG.

o ootobepaneia pe aktvoPorio UV 1 potoynpeobepancio PUVA. H Bepaneio pe UV xotd ™
ddpketa TG Bepameiag pe Mayzent pmopei va, avENcel Tov Kivouvo va avamTiEETE KapKivo TOV
déppoToc.

Kinon, 0nhaopdg kot yovipodtnta
Edv giote éykvog 1 Onhalete, vouilete 6T umopei va gicte £ykvog 1 oxedlalete vo amokToETE Ui,
{ntote 1 GuuPoVAN TOL Y1ATPOD 1) TOV PAPHEKOTOLOD GOG TPV TAPETE OLTO TO PAPLOKO.

Mnv ypnoiponomoste o Mayzent Katd T S1APKELD TNG EYKLLOGVVNG, AV Tpoonadeite va peivete
€ykvog, | av glote yovaika Tov Ba propovce va Peivel £YKVOG Kat SEV (P CLUOTOLEITE OTOTEAEGLOTIKN
avtiouAny. Edv to Mayzent ypnoylomoieitot Katd tn S1dpKeLd TG EYKLHOGVUVIG, VILAPYEL KivOuvog
va TpokAnOei BAAPN oTo ayévvnto popd. Av ) av giote yuvaika wov Bo pmopovoe va peivel £yKvog o
yTpdg B oG EVUEPMGEL GYETIKA e avTd TOV Kivouvo Ttpty apyicete T Oepoameio pe Mayzent, Kot
0o oag (NTNOEL VO KAVETE £VOL TEGT EYKLHOGVUVIG Y10 VO SIGQUAITEL OTL OeV gioTe £yKL0G. o TPETEL
VO YPTCOTOLEITE ATOTEAEGLOTIKT AVIIGOAAN YT Yio 0G0 dtdotna Aappdvete to Mayzent kot yio
TovAdyiotov 10 nuépeg LETA TN SLOKOTN TOL MGTE Va. ATOPVYETE Vo pueivete €ykvog. Potote tov
ywTpd 6og Yo Tig a&lomoteg Hebodovg avIIGVAANYIG.

Edv peivete £€ykvog 1o didotnpa mov taipvete Mayzent, evnuepdote opéows tov yotpod cag. O
ywtpog cag Ba amopacioet T dtokom g Oepaneiog (PA. «Edv otapoatoete va Taipvete 1o
Mayzent» otnyv mopdaypao 3). Oa mpoyuatomombei e£1d1KELUEVT] TPOYEVINTIKY TOPAKOAOVOTON.

Agv Ba mpémel va OnAdalete yuo 660 ddotnua toipvete Mayzent. To Mayzent punopei va mepdoet 6to
UNTPIKO YaA0, KoL VIEAPYEL KIvOUVOG GOPap@Y AVETIOOUNTOV EVEPYEIDY Y10 TO LMOPO.
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00 yNo1N KoL LEPLOROS PNY AV LATOV

O ywatpog oag Oa cog mel av 1 aoBéveld cag GAg EMITPEREL Vo, 0dNyeiTe OYNUOTO Ko va yepileote
unyovipoata pe acedieio. To Mayzent dev avopéveTol va £l KATOL ETIOPAOT OTNV IKOVOTNTA GOG
va odnyeite kot va yelpileote pnyavipota 0Tav Taipvete TV Kavovikn d6on g Oepaneiog coc. Katd
™V évapén g Bepancioc propel mepiotaciokd va voiwoete {aAn. I'o To Adyo avTd KOTA TNV TPAOTN
puépa g Beponeiag e Mayzent 6ev Oa TpEMEL VoL 00N YOETE 1 VO YELPLOTEITE LY OV LOLTAL

To Mayzent wepiéyer Aaktoln Kot Aeki0ivn oo6Y10G
Av o yiatpdg cag odig £xel mel 0Tt £xete duoavesio € OPIoUEVA GAKYAPO, EMIKOVOVIOTE LE TOV YIOTPO
GOG TPV TAPETE AVTO TO PAPLLOKO.

Av glote 0AAEPYIKOL GTO PLOTIKL 1] TN GOYLM, NV TAPETE AVTO TO PAPLLOKO.

3. Ilog va wapete To Mayzent

H Oeponeio pe Mayzent 0o emPAémetot amd yrotpd pe gumeipio otn Oepameio tng oKAPLVONG KATA
TAOKOG.

[Tavtote va maipvere To PAPLOKO AVTO AVGTNPE GOUPOVE LE TIC 001YiEC TOV YloTpoL cag. Edv éyete
apeipoiriec, potiote TOV Y10TPO GOG.

1660 Mayzent Tpémel vo TAPETE

"Evapén g Oepanciog

®a cog 600¢el pio cvokevacia TITAoToiNoNG, LE TNV omoia 1 860N cag Ba avEavetal oTadKd og
ddotnpa 5 nuepov. Akolovbnote Tic 0dnyieg Tov Ppiockovtal Tave 6T cvokevocio (PAETE emiong
TOV Tivaka «ZVGKELOGIO TITAOTOINONO»).

2Komdg TG edong TiITAomoinong ivol va, petmbel o Kivouvog Tov avemBOLNTOV EVEPYEIDV GTNV
Kapdld cag katd v Eévapén g Bepaneiog. O yatpog cag pmopel vo oag tapakolovdel oteva KoTd
v évapén g Bepameiog eqv vdpyel kivouvog va emipadvvisi 1 va yivel akavovieTog 0 Kopdlakog
coG puouogs.

2voKevaGio TITAOTOINONG

Hpépa Abdon ApOpdg dwokimv Mayzent
0,25 mg mov Tpémer vo. TAPETE

Hpépa 1 0,25 mg 1 dwokio

Huépa 2 0,25 mg 1 diokio

Huépa 3 0,5 mg 2 dokial

Huépa 4 0,75 mg 3 dwokial

Huépa 5 1,25 mg 5 dwoxia

Tnv nuépa 6, Ba aAldiete oty Kovoviky 66on g Bepaneiog cag.
Koatd 11 mpdteg 6 nuépeg g Bepanciog, cuvioTdtol vo ToipveTe TO O10Ki0 TO TPML e 1 YOPIG TPOP).
Aodon Oepameiog

H ocvvietdpevn d6on eivan 2 mg pio opd tnv nuépa (éva diokio Mayzent tv 2 mg) pe 1 yopig
TPOQIY.

59



O ywatpog oag pumopel va oag cupPoviedost va mtaipvete uoévo 1 mg pio popd v nuépa (éva, d1okio
Mayzent 1 mg 1 técoepa diokio Mayzent 0,25 mg) €bv n aipatoroyikn e&€taon mov
wpoypatoromOnke wpwv amod v Evapén g epameiog £0e1&e OTL 0 OpyUVIGUOS GOG O10GTE TO
Mayzent pe apyd puOuo (PAéne «E&etdoeic mpv ko kKatd ) didpkela g Oepameiogy). Av ovtd 1oydet
Yo €GGG, CNUEWDOTE OTL €ival acQaAég va Tapete mévte diokia tov 0,25 mg v nuépa 5 g meptddov
TITAOTOIN GG OTMOG AVAPEPETOL TOPOUTAVE®.

To Mayzent givar yio. xprion omd 1o otopa. [laipvete 1o diokio pali pe vepo.

Eav wapete peyoardtepn 666n Mayzent amd TV Kavoviki

Edv &yete maper viepPoriko apiBud diokicov Mayzent, 1 edv mopete KoTd AAOOG TO TPHOTO GOG S10KI0
amo T ovokevacia g d6ong g Bepaneiog avti omd T GLGKELOGIN TITAOTOINONG, EXKOIVMVIOTE
apéomg pe Tov yurpo coc. O yiorpdg 6og UTOPEL VoL AmOPAGIGEL VO GOG TAPAKOAOVONGEL.

Edv Egyaoete va ndpete To Mayzent

Kotd m dibpkela tov tpotev 6 nuepdv g Bepaneiag, edv Eexdoete va mépete ) 660M Gog pia
HEPO, EMKOWVMOVIOTE LE TOV YIUTPO GaG TPV TAPETE TNV EMOUEVT 060M. O Y1aTpdg oag Ba Tpémet va
G0G CLVTAYOYPAPNOEL Lo VE cuokevacio TiTAomoinong. Oa wpénet va EavalekivioeTe amd TV
nuépa 1.

Edv mapodeiyete pia 660m otav Ppickeote otnv kovovikn 66com Bepaneiag (Muépa 7 Kot petd), mapte
™V apécmg pois o uunbeite. Eqv mAnciélel n dpa ywo tnv emdpevn 86om cog, mapaieiyte tn d0om
oL Egxdoate Kol cuveyiote Kavovikd. Mnv mapete S1TAN 600N Y10 V. AVOTANPOCETE TN OGT TOL
Eexbdoate. Eav Egydoete va mépete 1o Mayzent yia 4 1| teplocOTEPEC NUEPES GT GEPD, ETIKOIVMOVIGTE
LLE TOV Y10TPO GG TPV TAPETE TNV EMOHEVN 3O0T. O Y10Tpdc o0g Oo TPENEL VO GOG GUVTAYOYPAPNGEL
pia véo cuokevacia TitAomoinong kot Ba mpénet va Eavaexvnoete tn Oepaneio amd v nuépa 1.

Eév ctopatiocere va maipvete 1o Mayzent
Mn crtapartioete va maipvete to Mayzent 1§ unv oAAGEETE TN dOOT GOG XMPIC VO LMANGETE TPATO E
TOV Y10TPO GOC.

To Mayzent 0o mapapeivel 6Tov opyaviopuod cag yio £og kKot 10 nuépeg petd tn dakonmn g ANYng
Tov. O apBpog TV AEVK®V OocOopinV (AELPOKLTTAP®V) Umopel va Topapeivel YoUnAog yio £mg
Ko 3 €wg 4 efdopadec petd tn dtaxomn| g AMyng tov Mayzent. Ot avemiBounteg evEpyeleg mov
TEPLYPAPOVTOL GE QVTO TO PUALO 0INYIDOV UTOPEL VO GLUVEXIGTOVV KOTA TN SIGPKELD AVTNG TNG
neptodov (PA. «IlBavég avemBOunteg evépyeleg otnv mopdypapo 4»).

Edv npémnel va Eavatekivioete To Mayzent Tovm amd 4 nuéEPES LETA TN SLOKOTT TOV, O Y1oTpOg 6ag Oa
G0 CLVTAYOYPAPNOEL Lia VE cuoKevasio TiTAomoinong Kot Ba pénet va Eavapyioete ) Oepameio

Eavd amd v nuépa 1.

Evnuepoote apéomg tov yiotpod cog edv miotedete 011 1 ZKIT emdetvadveral HeTd T S1oKOTN TNG
Oepanciog pe Mayzent.

Edv éxete meptocoOTEPEG EPOTNCELS GYETIKA LLE TN (PT|OT] CVTOV TOV POPUEKOV, POTHCTE TOV Y1OTPO 1)
TOV POPLOKOTO0 GOG.
4. MBavég avemOBOUNTES EVEPYELEG

Onwc 6Ma Ta papLoKa, £TGL KAl QVTO TO PAPUAKO UTOPEL VO TPOKAAESEL OVETIOOUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALoVTaL GE OAOVE TOVG AVOPMITOVC.
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Xofapéc avemOBopnTec evépysieg
Yoyvég (umopel va emnpedoovy péypt 1 ota 10 dropa)

o E&GvOnua pe pikpég povoKaies e VYPO, Ol 0Toieg EULPAVILOVTAL GE KOKKIVIGUEVO dEPLLOL
(cvpmTodpaTo 10yevoLg Aoluwéng, n omoia ovopdleton £pnng Loothpog Kot propet va etvon
coPapt)

. "Eva €idog kapkivov Tov déppatog mov ovoudletotl factkokvuttapikd kapkivope (BCC) to
omoio cuyva speaviletor oav papyaprtapoeldés olidto, av Kot pmopel vo epeavioTel kot e
GAAEG LOPQEC.

. [Mvpetdg, movoraiog ko) oTopaTikd EAkn Aoy Aolpméng (Aeppomevio)

. Eninmtikég kpioelg, onacpol

. Awtapoyéc g 6pacng OT®G oKld 1 TVEAO onueio 6To KEVIPO TG Opaonc, Baumn dpaon,

mpofApaTa 6TV OpacT) YPOUATOV 1| AEXTOUEPEIDV (CUUTTOUATO OONUATOS TNG WYPAS
KnAidag, To omoio eivan TpHEYLO TG TEPLOYNG TGS WYPAS KNAISOG TOV apPIPANCTPOEBOVG GTO
oW PEPOG TOV 0PHUALLOV)

. AxavovioTog Kapotakog puipdg (KOATOKOIALKOS mOKAEIGLOC)

. Apyol kapdiakoi Taipol (Bpadvkapdio)

Oy ovyvég (umopet va emnpedoovv péxpt 1 ota 100 dropa)

. "Evag t0mog deppatikov kapkivov wov ovopdaletal akavloKuTTaptkd KopKiveua, 0 0woiog
pmopet va mapovctactel g Eva otafepd KokKvo olidto, pio TAnyn pe kpovota, 1 pio véa
TANYN o€ po VTAPYoVGH OVAN

. "Evog tomog deppatikov KapKivov mov ovopdaletol Kakomoeg peAdvopo o oroiog cuvindmg
avamTOocETAL 0o Evav acvviBioTo onido. [Ti0ava onueia pelavapotog Teptiappfdvovy
omihovg ot omoiot propel va ahdalovv péyeboc, oxnua, Hyog N PO LE TNV Tépodo Tov
¥POVOL 1 véoug omihovg. Ot omidot pmopel va epeavicovy Kvnopd, aipoppayia 1 eEEAkmon.

Yrawvieg (umopel va ennpedoovy péxpt 1 ota 1.000 dtopa)

o Mia gykepoiikn Aoipmén mov ovoudletol Tpoiohoa TOAVESTIOKT AEVKOEYKEQPUAOTAOEIL
(PML). Ta cvuntdpata tg PML propet va givon mapopota pe g ZKII 6nmg advvapio 1
OTTIKEG PETAPOAEC, amdAELO LVIUNG, dloTapayEg 0T oKEWYN 1| SVCKOAMO GTO TEPTATN LA,

. DOAeypovmong dwotapoyn Hetd ™ dtokonn e Oepameiog pe Mayzent (Yv@oT ©¢ QAEYLOVAOIEG
GUVOPONO AVOGOAOYIKTG amokatdotaong 1 IRIS).

Mn yvooetig ovyvotnTag (1 cuyvotnta dev pmopel va ektiundei pe faon ta dtnbéoia dedopéva)

. Kpuntokokkikég Aouadéetg (éva id0¢ puknTiactkng Aoipnméng) 1 1oyevelg Aouméelc (mov
TPOKOAOVVTAL 070 10 £pmNTa 1 AVEUELAOYIAG-EpTNTa {OTNPA), GUUTEPIAAUPAVOUEVNS TG
punviyyitidog /Kol Tng EYKEPAAITIONS LE CUUTTOUATA OTTMOG TOVOKEPAAOG Hall e auyeEVIKN
dvoxopyia, evaicdncio 610 pwg, aichnua adwbdeciog (vavtia) 1 cOYYLO.

Edv mapovcidoete KAmolo and o Tapondve, EVIHEPDGTE APUECMS TOV Y10.TPO GOG.
Allec avemBOunTeg evépyereg

Aleg avemBOunTeg evépyeleg TEPIAAUPAVOVY aWTEG TTOVL avagépovTal Tapakato. Edv kdmola ord
OUTEG TIG AVETIOOUNTES EVEPYELEG YivEL GOPOPT, EVIIHEPDGTE TOV YIOTPO 1| TOV PUPLLAKOTOLO GUC.

oAb cvyvég (Umopel va emnpedoovy mepiocdtepa amd 1 ota 10 dropa)

. TOVOKEPOAOG

. VYNAN aptnplokn mieon (VIEPTACN), OPICUEVEG POPES LLE COUTTAOUOTO OTTMG TOVOKEPAAOG KoL
Cakn

o ATOTEAEGLLOTO OLUATOAOYIKAOV EEETACEMVY OV SELYVOLV ALENUEVE ETITEDH NTATIKOV eViOU®V

Yoyvég (umopet va emnpedcovy péxpt 1 ota 10 dtopa)

o véol omilot

e Cal

. 0KOVG10 TPEUOVAO TOV GOUATOC (TPOLOC)
. diappota
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aicOnpa adwabeciog (vavtio)

TOVOG 6TO XEPLA | TO, TOOIOL

TPNOUEVA ¥EPLO., OGTPAYAAOL, TOOI T} TEAUOTO (TTEPLPEPIKO OTOMILAL)

advvopio (e€acbévion)

amoteléopata eEETAGNG TVEVUOVIKNG AELTOVPYiog TOV OgiyvouV HEL®UEVT] AstTovpyia,

Ava@Qopd avemOopunTOv EVEPYELOV

Edv mapatnpnioete Kamolo avemBOunTn evEPYELD, EVILEPDGTE TOV YIOTPO 1 TOV POPHOKOTOLO GOC.
AvT0 1oy0eL Kot Yo kEOe Thavi avemBountr EVEPYELD TOL OEV OVOQEPETOL GTO TOPOV PDAAO 0O VIOV
yxpnons. Mnopeite eniong va avapépete avemBounteg evépyeieg omevbeiog, LEcm Tov Bviko
GULOTILOTOG OVAPOPAG ToL avaypdpetorl oto [lapdptnua V. Méom tng avapopds avembountov
gvepyeldV pmopeite va fondncete ot GLALOYN TEPIOCOTEPMV TANPOPOPLDY GYETIKA LLE TNV ACPAAELN
TOV TOPOVTOG QPOPHUAKOV.

5. log va guraccete To Mayzent
To @dppoko avTd TPETEL VO, PUAACGETOL GE LEPT) TTOL OeV TO PAETOVY KOt deV TO OGVOLY TO TOd1GL.

No un xpnoyonoteite avtd T0 EAPLOKO LETE TNV NHEPOUN VIR ANENG TOL AVOPEPETOL GTO
KoLTI/aAoLHIVOPLALD KLWEANG petd To «EXPy». H nuepopunvia AMéng elvar 1 televtaio nuépa Tov
UAVa TTOL OVOQEPETOL EKEL.

Mn evAdocete o€ Beppokpacio peyaivtepn tov 25°C.

Noa pn xp1oponoteite 0VTO TO PAPLLOKO EQV TOPATNPNOETE OTL 1] GLOKEVAGIN EYEL KATAGTPAPEL 1|
eppavifel onuadio TopoPioong.

Mnv metdite @APUAKO GTO VEPO TNG AMOYETEVGNC 1] OTA OKLOKE amoppippata. Potiote tov
(OPLLOKOTOLO GOG Y10, TO TAG VO, TETAEETE TAL PAPLOKE, TTOV JEV YPTMOLoTOLEiTE T AvTd T péTpa Ol
BonBncovv oty Tpoctacia Tov TePPAALOVTOC.

6. Mepreydpeva TG cVOKEVOGING KOl AOWTES TANPOPOPIES

T egpréyel o Mayzent
o H dpactikn ovcia eivot 1 Gurovipnodn.

Mayzent 0.25 mg smkoivpupéva pue Aentd vuévio diokia

o Kd&be dioxio mepiéyet 0,25 mg cumovipodng (og eovpopikd 00 e omovipdomg).

o Ta GAAa cvotatikd giva:
[Mupnvag diokiov: Aaxtoéln povovdpkn (PAéne «To Mayzent mepiéyet Aaktoln ko Aekifivn
GOYLOC) OTNV TOPAYPUPO 2), LKPOKPVGTAAAIKT KUTTAPIVY, KpOoTOP1OOVT, S1BEXEVIKOC E0TEPOC
g YAVKEPOANG, AvOPO KOAAOEIDEG TTLpiTIO.
Emucdioym tov diokiov: TToAvfvoraikodin, titaviov doéeidto (E171), aidnpov o&eidio
gpu0po (E172), oonpov o&gidto pérav (E172), téikng, AekiBivn coyiag (PAéne «To Mayzent
meplExel Aaktoln kot AekiBivn coyag» oty Tapdypago 2), EavOdvng Kot

Mayzent 1 mg emkadvppéva pe Aentd vuévio diokio

o KdaBe diokio mepiéyet 1 mg oumovipddng (¢ eovpapikd 0&H ¢ GImovipodng).

o Ta GAha cvotatikd givar:
Mvpnvag diokiov: Aaxtoln povoddpikn (PAéne «To Mayzent mepiéyel Aaxtoln Kot Aekifivn
GOYLOGY OTNV TOPAYPUPO 2), LKPOKPLGTAAAIKY| KLTTAPIVY, KpOooToP1dovn), S1BeXeVIKOC E0TEPAGC
™G YAVKEPOANG, AVLOPO KOALOELDEC TLPITIO.
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EmwcdAoym tov diokiov: [ToAvpivoraikooin, Titaviov dto&eidio (E171), oidnpov 0&eidio
epuBpo (E172), odnpov oéeidlo pérav (E172), tdikng, AekiBivn ooyog (PAéne «To Mayzent
meptEyel Aaktoln kot AekiBivn coyag» oty Tapdypago 2), EavOdvng koL

Mayzent 2 mg smkoivupévo ue Aemntd vuévio diokia

o Kébe dioxio mepiéyet 2 mg oumovipddng (og eovpaptkod o&0 g cutovipodng).

. Ta GAAa cvotaTikd givar:
IMupnvag dioxiov: Aaxtdln povoddpikn| (PAéne «To Mayzent mepiéyel Aaxktoln kot Aekifivn
GOYHG» GTNV TOPAYPUPO 2), MKPOKPVOTUAAIKT KUTTAPIVY, KPOGTOP1OOVT, S1BexeVIKOC E0TEPAG
™G YAUKEPOANG, AvLOPO KOALOEWDES TupiTiO.
Emucdioyn tov diokiov: TToAvfivoraikodin, titaviov doéeidto (E171), aidnpov o&eidio
kitpwvo (E172), c1dnpov 0&eidio epvbpod (E172), tdikng, AekiBivn cdyroc (PAéne «To Mayzent
meplEyel Aaktoln kot AekiBivn coyagy oty Tapdypago 2), EavOdvng KoL

Epeavien tov Mayzent kot TEPIEYONEVH TG GVOGKELUGTIOG

Ta Mayzent 0,25 mg enucolvppéva pe Aemtd VUEVIO dloKia ival avoLyTov KOKKIVOL ¥PMUNTOC,
OTPOYYLAG emkaAvpéVa e Aemtd VEEVIO Siokia Ta omola PEPOVY TO AoyOTLTO TNG ETapEing ot pio
Aevpad Kat to “T” o1V GAAN TAELPAL.

Ta Mayzent 1 mg emikodvppévo pe Aemtd vpévio diokia givar froieti AEVKOL YPOUATOS, GTPOYYVAN
EMKOAVUUEVA e AETTTO VUEVIO OLOKIO TAL OTTOL0 PEPOVY TO AOYOTLTO TG ETAPELNG OTN pia TAEVPA Kal
T0 “L” otnv GAAn mAevpd.

Ta Mayzent 2 mg emkoloppéva Le Aentd vévio drokio givar avorytov KiTpvov YpAOLATOC,
GTPOYYLAL ETKOAVUUEVO LE AETTO VUEVIO d1oKia, TO 0OTOio PEPOVV TO AOYOTVTO TNG ETALPEING OTY [id
mAevpd Kot to “II” atnv dAAn mAgvpd.

Ta Mayzent 0,25 mg enucoloppéva pe Aemtd vpévio dtokia eivar dtobéoipa ota akdlovba peyEdn
GLOKEVOCTOG:

. Yvokevacia TIThomoinong o¢ 6Mkn TOmov TopToPoAoD Tov TEPLEYEL 12 dokial, Kot

. Yvokevacieg mov mepi€yovy 84 1 120 dioxia.

Ta Mayzent 1 mg emicodvppévo pe Aemtd vpévio diokia ival 610061110, G& GLGKEVAGIES TOV
neptEyovv 28 1| 98 dokia.

Ta Mayzent 2 mg emikoAvppévo. pe Aemtd vuévio diokia eival 100010 68 CLOKEVAGIES TOV
nepiéyovv 14, 28 1 98 diokia.

Mmropei va pnv KokAo@opovV OAEG Ol CUGKEVAGIEC.

Karoyog Adsrog Kvkrhoopiog
Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphavdia

IopaockevaocTi|g

Novartis Farmacéutica, S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

[omavia
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Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
Teppovia

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nopeufépyn
Teppovia

INo omoladnmote TANPOPOPIn, GYETIKA [LE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPUKAAEISTE VO
arevBuvleite otov Tomucd avtimpdowno tov Katodyov g Adsiag Kukhopopiac:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2246 16 11

buarapus
Novartis Bulgaria EOOD
Tem: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf.: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 273 0

Eesti
STIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

EArGoa
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espaiia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 5547 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: 4353 1260 12 55
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2246 16 11

Magyarorszag
Novartis Hungaria Kft.
TnA.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z o0.0.
Tel.: +48 22 375 4888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tniépwvo: +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50



island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: 439 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

To wapov @UAAO 00NTIOV yp1ioNs avaBewpnOnke Y10 TELEVTOIO POPA 6TIG
Addeg TNYEG TANPOPOPLOV

Aemtopepeic TAnpopopieg yio To0 Pappoko avtod gival dSabéciueg oto diktvakd tomo Tov Evpomaikon
Opyaviopov @apudkov: https://www.ema.europa.eu.
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