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MEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Teriflunomide Accord 7 mg emwkolvppéva pe Aemtd vpévio diokio
Teriflunomide Accord 14 mg enkodvppéva pe Aentd LUEVIo diokia

2. HOIOTIKH KAI HOXOTIKH XYN®EXH

Teriflunomide Accord 7 mg srucoiopuéva pe Aerntd vuévio dickio

Ké&0e emxodvppévo pe Aemtd vpévio diokio mepiéyet 7 mg tepLpAOuVopidnG.

Exdoyo ue yvawory dpdon
Ka0e diokio mepiéyet 79 mg Aaxtdlng Lovoidptkng.

Teriflunomide Accord 14 mg erwkoivpuuéva pe Aemto vuévio diokio

Ka0e emkoioppévo pe Aemtd vuévio diokio mepiéyel 14 mg tepLpAOLVOUIONG.

Exdoyo ue yvoorn dpaon
Ka6e diokio mepiéyel 72 mg Aoktolng pLovobidoptkng.

IMa Tov A1 KaTdhoyo Tav ekdoywv, PA. Tapdypapo 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Emucaioppévo pe Aentd vpévio diokio (S1okio)

Teriflunomide Accord 7 mg erucalvppévo. pe Aewtd vuévio dickio

Entkoioppévo pe Aemtd vpuévio d10Kio ovoryTod TPasIVOTOD-UTAE YKPL MG OTAAOD TPUSIVOTOD-UTAE
YPOLOTOS, YN HATOG &y @Vov, mepimov 7,3 X 6,9 mm, pe avayivepo «T1» ot pio mhievpd kot amid
TNV GAAN TAELPA.

Teriflunomide Accord 14 mg erucalvupévo pe Aemwto vuévio diokio

Entkoioppévo pe Aemtd vuévio 010Kio UTAE YPOLOTOS, OYNUOTOC TEVTAY®VOV, TEpimov 7,3 X 7,2 mm,
ue avaylveo «T2» ot pio TAgvupd Kot oTAd GTNV GAAN TAELPA.

4.  KAINIKEX IAHPO®OPIEX

4.1 OgpamevTikég evosifeag

To Teriflunomide Accord evdeikvotat yio. v aymyn eViAMKeV acHevav kot Todlotpikav ochevmv
nAiag 10 etdv kot dvo pe vrotporialovsa dwuleirovoa ToAlarnin okinpuvon (I1X) (rapaxareicte
va avaTpEEETe 0TV Tapdypa@o 5.1 y1o oNUOVTIKES TANPOQOPIES Yia ToV TANBLGUO GTOV Ooio M

ATOTEAEGLOTIKOTNTA £)EL TEKUNPLmDETL).

4.2 Aocoroyio ko TpOTOS YOPNYNONS

H ayoyn npéner va Eexva ko va emPBAETETONL 0 Y1oTpO TOV EYEL EUTELPIO GTNV OVTILETOTION TNG
TOAOTANG OKA PUVOTC.

Aocoloyia



Eviiixec
2T0Vg EVIIAMKEG, 1] CUVICTOLEVT 600N TEPLPAOUVOUIONG elvan 14 Mg dra nuepnoing.

Haudrarpixog nAnBoouos (miikiog 10 etv ko avw)

e moudrotpiong aobeveic (nAkiag 10 eT@v Kot dve),  GVVIGTOUEYT d60T e&apTdTol omd To
ocOUATIKO Pdpoc:

- IMaudiatpikoi acOeveic pe copoatikd Bapog >40 Kg: 14 mg droé nuepnoing.

- [Modatpcot aobeveis pe copoatcd Bapog <40 Kg: 7 mg dmog nuepnoioc.

O tadraTpikol acbeveig mov emituyydvouv 6tabepd copatikod apog dvo tav 40 kg Ba mpénet va
perafodv og 14 mg draé nuepnoinc.

Edwol mAnfvouot

Himawuévoginbovouos
To Teriflunomide Accord npénet va ypnoiponoleitat pe Tpocoyn oe aobeveis nhikiog 65 eTdv Kot
v, AOy® Un ETOPKOV SEGOUEVMV Y10, TNV AGOAAELN KOL TNV OTOTEAECILOTIKOTITA.

Neppixn ovalertovpyio,

Agv gival amoapaitntn 1 TPocapUoyn TS 000NG o€ 0obevels pe N, LETPLO 1 cofapr| VEQPIKN
ducAeltovpyia oL dev LITOPAAlovTaL GE aOKABOPOT).

Ot acBeveic pe cofapn veppikn dvoiettovpyia Tov vroPdAiovtal og apokaBopon dev
a&ohoynOnkav. H teprprovvopidn avtevdeikvotal 61o cuykekpipévo tinbuoud (PAEne
napdypapo 4.3).

Hratuen ovoierrovpyio,

Aegv givol amoapaitntn 1 TPocapuoyn e 000NG o€ 0.e0eVEIS e o Kot LETPLO, TTOTIKN
dvcettovpyio. H tepiprovvopion avievdeikvutal o€ acbeveig e coPapn nratiki SueAsitovpyia
(BAéme mapaypogo 4.3).

Hadrarpixog nAnBoouos (miikiog karw tewv 10 etdv)
H ac@dleto kot 1 omoTeEAEGUOTIKOTITA TNG TEPIPAOVLVOUIONC 6€ Todid nAkiog kéto tav 10 etdv dev

&yovv TekunpLodel. Agv vdapyovv StaBEcpa dESOUEVA.

Tpomoc yopriynong

Ta emwcodloppéva pe Aemtd vpévio dtokia mpoopilovral yia amd Tov otopatoc ypnon. To diokia Tpémet
va Kotamivovtol oAdKANpa pe Alyo vepo. Ta emkaivppéva pe Aemto vpévio d1okio Lropovy va

ANe0obv pe N yopig TPOON.
4.3 AvrtevosiEeag

Y repevoicOnoio otn SpacTIKS 0VGIQ 1] 0 KATOL0 0T T EKOOY ML TOV AVAPEPOVTOL GTNV
Topdypopo 6.1.

Aocbeveig pe oopapn nratikr dueiertovpyia (katnyopio C katd Child-Pugh).

"Eyrveg yuvaikeg 1] Yuvoikes 68 avamopoy®yikn NAKio, ol 0oieg dgv PN oIoTolovy a10mioTeg
HEBOB0VG AVTIGVAANYNG OT1 SLAPKELL TNG Y OYNG LE TEPLPAOVVOLLIOT KoL LETA TIV OAOKAN PG TNG,
€POcOV Ta eMinedd TG oto TAdoUa vrepPaivouy Ta 0,02 mg/l (BAére Tapdypapo 4.6). H eykvpocivn
npénel va ook EloTel Tpv omd v Evapén g Oepaneiog (PAEne mapdypapo 4.6).

IMuvaikeg mov OnAalovv (BAére Topdypago 4.6).

Aocbeveic ne coPapég KOTAGTAGELG 0VOGOoaVETAPKELNG, TT.). ZUVvOpopo Eniktntng Avocsoavendpielog
(AIDS).



Acbeveic pe onUOVTIKN OVGAEITOLPYIO TOV LVEAOD TMV 0CTMV 1| GOPapn ovalic, AevKonevia,
ovdeteponevia 1| Opopfonevia.

AoBeveig pe coPapn evepyn Aoipwén, péypt avtm vo vroywproet (PAerne mopdypapo 4.4).

Acbeveic pe coPfapn veppikn ducieitovpyio Tov vrofdailovtal o€ aloKaapor), KaOmg dev vITApYEL
Olo0ECIUN ETAPKNG KAMVIKT EUTTELPLO Y10 TN CUYKEKPLUEVT] OULAO 0GOEV@Y.

Aocbeveig e cofopn VTOTPOTEIVALLIN, TT.). VEQPMGIKO GUVOPOLLO.
4.4  E101kég TPOELOOTOUOELS KOl TPOPVAASELS KOTA T1) Y priomn

ITopoxorovOnon

Hpw v ayoyy
[pwv v €vapén g ay@yng e TNV TEPLPAOVVOUIOT TTpémel va a&10hoyovvToL To. akoAovdaL:
o H apmploxm mieon

o H apwotpavepepdon g aAovivng/YAOLTOUVIK-TUPOSTUPVAIKT TPOVOUULVAGT] TOV 0POD
(ALT/SGPT)
. O T pNg aptBpdg KLTTAP®Y TOL AILUTOG TEPIAUBOVOLEVOD TOL SLALPOPIKOD THTOV TV

AEVKOKVTTAP®Y TOV OUATOC KOL TOV aptOpoD apomeToAimy.

Koza i didpxeio tng aywyng
Koatd ) didpketa g ay@yng e TNV TEPLPAOLVOUION TPEMEL VA S 10AOYOUVTOL T, 0KOAOVOL:
o H apmprax mieon
o EMyyete meprodikd
o H apwvotpavepepdon e aAavivig/yAOUTAUIVIKN -TUPOGTAPVALKT] TPOVGOUIVAGT TOL OPOD
(ALT/SGPT)

o Taerineda tov nratikdv evibpwv tpénel va aloloyoivtal To Atydtepo ke
té60ep1g EPOOASEG KUTA TOVG TPAOTOVG 6 Ve TNG Bepameiog Kol LETENMELTA OE
TaKTIKN Bdon.

o Ipénerva e&etdleton 1o VOEYOUEVO GUUTATPOUATIKOD EAEYYOV OTOV T
TEPLPAOVVOUIOT YOopMYEiTAL OE 0IGOEVEIC |LE TPO-VILAPYOVGEG NTOTIKES TAONGELS,
¥opnyoLUEVO pe dAla TBavA NraToToSuKd QapuaKe, Omme evosikvuTal amd Ta
TOPOTNPOVLEVO KAVIKE OTULElR KOl CUUTTOUOTO, OT®G aveENYNTN VauTia, EPETOG,
KOWMOKO AAy0G, KOTmoT, ovopesia, Tktepog 1/kot okovpdypmpa ovpa. To nratikd
é&vlopa Ba Tpémel va eEAéyyovTal kabe dVo efdopades KaTh TOVGg TPMOTOVG 6 UNVEG TNg
ay®YNg Kot to Ayotepo kabe 8 efdopddeg ot GuVEYELD Y10 TOLAAYLIOTOV 2 XPpOVIN-amTd
v évapén g Bepamneiag.

o Zeoavénoeg g ALT (SGPT) petadd 2- xai 3-popmdv TOL 0VHTEPOL PLCIOAOY KOV
opiov, M Tapakolovdn o TPEnel va Tpoy Latonoteitot efdopadiaia.

o H pérpnon tov mAnpovg aptBpod Kuttdpov TPETEL Vo TPoy LOTOTOLETOL LE PAon Ta KAVIKA
OTMEID KOl TO GUUTTOUATO (.. AOIUMEELS) KATA T SLEPKELDL TNG Oy WYTG.

Awod1Kocio Tay EL0C OTTOUAKPLVONG

H teprpiovvopion amopakpivetar apyd amd 1o TAdcpo. Xopig kdmota dtadikacio tayeiog
OTOULAKPUVGTC, ATOLTOVVTOL KOTA LEGO OpO 8 PVES £MGC OTOVL 1) CLYKEVIPMOT| 6TO TAACLA va. pBdcEL
kato a6 0,02 mg/l, av kot Adym Tav dapoporotoeny petaéld Tav acbevav, | kibapon g ovoiog
ot 10 TAAGHLO EVOEYETOL VAL OLOPKEGEL EmG Kol 2 Y povia. Mo Sradikacio Toyelog omopudkpuveng
UTOPEL VO EPOPLOCTEL OVA TAGH GTUY U] LETA TN S10KOTT) ANYMG TG TEPLPAOLVOUIONG (PAETE
Toapaypdeovg 4.6 Kot 5.2 yia T1g S1001KOCTIKEG AETTOUEPELES).

Hroatwéc emdpdoelc




[Topatnpnnke adENon TV EMTEd®Y TV NTATIKOV eVIOUOV Gg acbeveig Tov Adupovoy
tepuprovvopidn (PAEre mapdypao 4.8). Avtéc ot avENcelg ekdNADBN KOV Kuplng EVTOG TOV TPAOTOL
6UITVOL TG Ay WYNG.

MopotnprOnkay TeprtOcelg poappakoyevong nratikng PAGPng (DILI) katd ) didpketo Oepameiog pe
TEPLPAOLVOLLIOT, LEPIKEG POPES ameANTIKY Yo T (on. O eprocotepeg mepurtaoelg g DILI
EULPOVIOTNKOV ETEPOYPOVICUEVA OPKETEC EBOOUAOEG T OPKETOVC WIVEG LETA TNV Evapén Tng Bepameiog
LE TEPLPAOLVOLISN, Opmg 1 DILI pmwopel va elovioTel Kot LE TOPATETAUEVT] (P OT) TNG.

Aocbeveig e Tpo-vndpyovca NIoTIK TAON oM S TPEXOVY LYNAOTEPO KIVOUVO aOENGNG TV NTATIKOV
evQOU@V Kal ELOAVIONS GapLrokoyevolg NTatiking BAGNg (DILI) pe tepuprovvopidn, o€ cuvdVUGUO

padi pe GAAQ NIOTOTOEIKA QAPLLOKO 17/KOL LUE KUTAVAAMGCT) LEYAANG TOGOTNTAG OLVOTTVEDHOTOOMY. Ot
aoBevelg O mpémel va mapakoAovfodvtal oTevA yio TGV orueio Kol CUUTTOUATE NTOTIKNG PAGPNC.

H Bgpomeia pe Tepiplovvoplion TpEnel vo SIUKOTTETOL AUESH LLE GTASIOKN LEIOT GV LILAPYEL VTTOYiA
nrotknig PAAPNG. Edv emPePorwbodv avénuéva eninedanmatikav eviOpwv (Tipés vymAotepeg amd

3 @opég to ULN) n0epameia e tepuplovvopion o tpémnetl va StoKOTTETOL.

Ye mepintwon dtakonng tng Oepaneiog Oo Tpémel va yiveTton Nratikdg EAeYY0G £10G OTOV TO NTATIKA
évlupa vo TAGOoVY GE PUGTIOAOYTKA EMITESL.

Y nonpateivoiuio

Agdopévou OTL 1) TEPLPAOVVOLLIOT dEGUEVETOL GE HEYdAo Bablod oTig TpwTeives kot kabag 1 0EGEVON
e€apTATOL 0O TIG GVYKEVTPAOOELG TNG AEVKOUATIVNG, OL LT SECUEVUEVEC GUYKEVTPDOGELG
TEPLPAOLVOLUONG OTO TAAGLLO AVOUEVETOL VO ElVOL ALENUEVES OE 0o0EVELS [le VToTpwTEIVaLia, TT.). O
TEPIMTAOCELS VEPPMGTKOD cuvdpdouov. H tepipAovvopion dev mpénel va, yprollonoleitol o€ acOevel e
KOTOOTAGES GOPapNG VTOTPOTEIVALLING.

Aptplokn igon

Koatd ) didpreta g aymyng He TEPLPAOLVOION EvOE ETOL VA TapaTrpnOEl adENGN TS APTNPLOKIC
nieong (BAéne mapdypapo 4.8). H aptnploxn wicon npénetl va eEA&yyetat pv amd tnv Evapén g

Y @YNG LLE TEPLPAOLVOLION KOl TN GUVEYELD OvA TakTA StooTpota. TOso mTpv 660 Kot KoTd T
OLAPKELD TNG ALY @YNG LLE TEPUPAOVVOLIOT, 1] DENON TG OPTIPLOKTG TIESTC TPEMEL VO, OV TIUETMTILETAL
KOTAAAN AL

Aowdelg

H évap&n g Bepameiog pe tepipAovvopion npénel vo, kabvotepel oe ac0evels e cofapn evepyn
AolH®EN, PEYPL TNV VIOYDPNOT TNG.

e eEley Y OLEVEG LE EIKOVIKO (PAPLOKO PEAETEG, eV TTapaTnpnOnKe abENOT TV GoPapiv Aouméemy e
™mv teprpAovvouion (BAére mapdypapo 4.8). Q61060, dEGOUEVNC TG 0VOGOTPOTOTOUTIKNG OPAcNG
NG TEPLPAOVVOUIONC, €AV évag acBevng eppavicel cofapr Aoipnmén, o npénetl va eEetaotel To
evogyoueVo Olokonn ¢ TG Bepameiog e TepLpAoVVOUION Kot Vo a&loAoynBovv ek VEOL Ta OPEAT EVOVTL
TV KvdHvav Ttpty amd v enavévapén g Bepaneiog. Adym g Tapatetapévngnuiosiog Comg,
pmopet vo eE€TaoTEL 1 TOYEL0 ATOLLAKPVVOT LLE T YOPNYN O YOAEGTUPOALIVIG T AvOpaKa.

Ot acBeveic mov Aapfdavouy TeprpAovvopidn tpémnel va kaBodnynBody deTe va avapEpovy Tuyov
CUUTTTOUOTO AOH®EEDY o€ Evay 1Tpd. Ot acbeveig e evepyég ofeleg M xpovieg AOLUDEELG deV TPETEL
va EEKIVODY ay@yT| LE TEPLPAOVVOUIOT IEYPL TNV VITOYMPNOT| TS AOTUOENC/TV AotudEemy.

H aopdiela ¢ teprorovvopiong o dropa pe AavBdvovoa upatioon dev eival yvmotn, KaBmg oTig
KAMVIKEG LEAETEG DEV TTPALY LATOTOL 01 KE GLUGTILATIKG TPOSVUTTOUATIKOC EAEYYOG Yo eupaTinon. Ot
aoBeveic mov givon BeTikol 6TOV TPOCLUTTOUATIKO EAEYYO Y10 uLATIOON, B0 Tpémel va Aafovv
Bepameia pe TNV KOOIEPOUEVT LOTPIKT TPAKTIKN TPV arod T Bepameio.

Avtidpaoelc amd T0 OVATVEVOTIKO GOOTN LA




Aldueon mvevpovondbeia (ILD) kabmg eniong TepmT®oELg TVELUOVIKNG VITEPTACT|C £XOVV avopepDel
LLE TEPLPAOVVOLLION OTTO TIV KUKAOPOPIOL TOL POPLAKOV.
O kivdvvog pmopel va etvar avénpévog og acbeveic, pe 1otopko ILD.

H ILD pmopet va gppavictel o&Emg omoladnmote oty U Katd T didpketo tng Oepomeiog pe petafinm
KAVIKN Topovsiaot).

H ILD pmopel va givai Bavatneopa. Néo epu@dvion 1 ETOEIVOOT TV TVEVILOVIK®Y GUUTTOUATOV,
On®g emipovog Py ag kot SHOTVOLA, EVOEXETAL VO ATOTEAEGOLV aiTiol SloKomnG TG Bepameiog Kot
TEPOLTEPM IEPEVVNONG, OTLG ivorl KatdAAN 0. Edv 1 dtokomn Tov QoproKeELTIKOD TPOIGVTOG Eival
amapaitnn, 0o Tpémel va e&eTaotel | Evapén oG EXITOYVVOUEVNC S1AOIKAGIOG OTTOUAKPUVOTC.

AoTOAOYIKEC ETLOPAGELS

"Exer mapotnpnOet o uéon peimon Aydtepo amod 15% amod ) uérpnon évapéng mov ennpealel tmv
aplipod tov Aevkokuttapav (PAEre mapdypago 4.8). Qc puétpo mpoeLAAENS, Tpv amd TNV Evapén g
Ay ®YNG TPETEL VOL VILAPYEL SLoBECIUN TPOoPOTN YEVIKN EEETALCT] QLULLOITOG, BTNV OTTOi0. VL
TEPIAAUPAVETOL AEVKOKVTTOPIKOG TUTTOG KOl aPLOUOC OLOTETUAIMY KOl VOL SIEVEPYOVVTOL YEVIKEG
egetdoelg aipatog KaTd T didpkela g Oepameiog, Omme evoeikvotal amd To KAMVIKG onpeio Kot
CUUTTAOUOATO (T0.). AOYUDEELS).

O kivduvoG ELOAVIONG OLOTOAOYTIK®Y SloTtapaydv eivatl avéEnpévog o€ acbevelg pie Tpobmdpyovoa
avorpio, Aevkomevia 1/xon Opopfonevia, kKabmg Kol og acbeveis Le duohertovpyia Tov PHLEAOD TV
0GTMV 1 L€ KIVOUVO KOTOGTOAG TOV HVEAOD TV 0oTmv. Edv gppaviotovv tétoleg emdpdoelc, o
pénel vo eEETAOTEL 1 EPaPIOYT TNG dadikaciog Tayeiog amopdkpuvong (PAETE Tapamdvem) yio )
UEI®ON TOV EMTEIDV TEPIPAOVVOLIONC GTO TAUGLLOL.

Y€ TEPUITOOELS COPAPDY OULLUTOAOYTKMY OVTIOPAGE®DY, CUUTEPIAAUBOVOUEVG TG TOVKVTTOPOTEVING,
TpEnEL va, dlakomel 1 Bepameio e TEPLOAOLVOUIOT KOl GAAWDY LVEAOKOTAGTOATIKMV 0YY®DV KOl VO
e€eTaoTel 1 EPOPHOYN LOG SIOTKACING TOYELOG ATOUAKPVVOTG TG TEPLPAOUVOLIOTG.

Agppotikéc avTidpAoeLg

"Exovv avagepbel coPapég deplatikég avTiopacelg amd TV YopnynNoTn TS TEPIPAOVVOUIING, KATOLEG
@opég Bavatneopes, cupmeprapfavopusvey to civopouo Stevens-Johnson (SJS), ) to&kn emdeppikn
vekpoivon (TEN) kabdg kot ot QoppakeLTIKEG AVTIOPAGELS LE TMGTVOPIALN KOl GUUTTMWLOTOL

ovotn oy cuvopopov (DRESS).

Edv mapatnpnbodv avtidpdoeig 6to déppa /Kot toug PAEVVOYOVODS (EAKmMONG 6TOUATITION), Ol OTOlEC
Bétovy vtoyia Yo GoPapEg YEVIKEDUEVES OEPUATIKEG avTIdpdoel (chvdpopo Stevens-Johnson, To&ikn
EMOEPLIKT VEKPOALGT-cUVOpouo Lyell 1 avTtidpaon 6To ApUaKo e OCVOPIALN KOl GUCTN KA
GUUTTMUOTO), T TEPLPAOVVOLLION Kol 0010 dNToTE AAAN TOOVOV oY ETICOUEVT] Oy ®YT TPEMEL VO,
OloKOTEL Kol vaL apyiGEL AUESH oL S10OTKAGTO TOYELOG OTOUAKPUVOTC. ZE AVTEG TIG TEPITTMOGELG OL
acbeveic dev Tpénel va emavektedovv oty tepLpAovvopion (BAEre Tapdypaeo 4.3).

Koatd ) didpreta g xpnong teptprovvouiong Exovv avapepbel meptoTatikd eppdvions yopioong
(TeprhopPavopévng TG GALKTOIVMOOVS WYmPLOoTG) Kot ETOEIVOOTG TPOVTAPYOVGAS WYOPLOGTG.
AvAaAoya LE T VOGO KOl TO 10TPLKO 10TOPIKO ToL 0cBevoug pmopel va eEeTaoTel T EVOEYOUEVO
drakomn g g Bepameiog kat Evapéng piag dradikaciog Toyelag Amopdipuvenc.

Ieprpepikn vevpordbeia,

"Exovv avagepbel mepintoeic meplopeptkig vevpornadeiog o acbeveic mov Aapupoavay tepipiovvouion
(BMéme mapdypago 4.8). Ltovg meptocdtepovg acbeveis onpeimdnke Pektimon petd ) SloKom TG
TEPUPAOVVOLIONG. 26TOG0, VI PEE Lo EVPELD TOIKIAOLOPPI0, OTO TEAMKO OTOTELECHLA, OMA. OF
Kamwotovg acbeveig 1 vevpomdbeio voydpNoe Ko Kamotlol acbeveig elyav exipova copntopota. Edv
évog aobevig mov Aappavet teprpAovvopidn eppavicet emPePormpévn Teprpepikr| vevponddeia, Oo



npénel va, eEetdleTon To evoeyOpeVo dLoKomN G TG Bepameiog e TepIAOVVOUIdN Kol EQAPUOYNG TNG
drodtkociog Tayelog amopdKpuveong.

Eufohacudg

Ao KMvikég peréteg £0e1&av OTL Ol EUPOMACOL LLE LT EVEPYOTOMUEVO VEOUVTLY OV, (TTPMTOG
eUPOMaCUOG) ) LE AVAUVIOTIKE 0vVTIYOVO (ETOVEKDEST]) TOV AOQAAELS KOl OTTOTEAEGLLOTIKOL KATA TN
dupkela g Bepameiog pe tepiprovvopidn. H ypion tev eEacBevnuévov epPforiomv evéyet kivouvo
AolpméEng kot yio avTo To AdY0 Ba TPETEL VO ATOPEVYETOL.

AV0OCOKOTOOTOATIKES 1] 0VOCOTPOTOTOUTIKEC Ogpameise

Agdopévov 6Tt 1 AePAOLVOLIOT OTTOTEAEL TN UNTPIKT OLGIN TNE TEPLPAOVVOUIONC,

0€ CLVIGTATOL 1] CLYYOPTYNON TEPLPAOVVOUIONC HE AEPAOLVOLLIOT.

H ovyyopiynon pe avTiveomAQGLOTIKES 1] 0VOCOKATOGTAATIKEG OEPOTEIES TOV (PN GLOTOIOVVTOL Y10l
v ayoyn g [1X dev éxel a&ioloynel. Katd tn didprelo peetdv acpdielog, 6Tig onoieg
TEPUPAOVVOLLION Yop1 YN ONKE TALTOYPOVA LE VTEPPEPOVT B 1 0&1KN YAATIpOUEPT Yo SIAOTN A EVOG
£TOVC, OEV TPOEKLYALY GUYKEKPLUEVO {NTHLOTA AGPAAELNG, OAAY Tapa TPV ONKE LYNADTEPT GLYVOTNTO
AvemIBOUNTOV OVTIOPACGEWY GE UYKPLOT UE TN povobBepameio tepipAovvouions. H paxpoypdvia
ACQAAELD AVTOV TOV GUVOVOGUMY TNV AY®YT TNG TOAMATANG GKApLuvoT G Oev €yl Tekunplobet.

Alayn e Oepameioc amd N 6E TEPLOAOVVOLLION

Bdoel tov KMVIKOV SE30UEVOV GYETIKY LE TNV TAVTOY POV YOPTYNON TEPLYAOVVOUIONG LE
wtepPepPOVT B 1 pe o0&k YAATIPOUEPT, OV OTALTEITAL TEPIOSOG AVALLOVIG KATA TNV Evapén TG
TEPLPAOLVOLUON G HETA amd yopnyNon WTEPPEPOVNG B 1 0EIKNG YATIPAUEPNS, N KOTE TV EvapéEn TG
wTEPPEPOVNC B N 0EIKNG YAATIPAUEPNG, LETA ATTO TEPUPAOVVOUION.

Abym Tov peydiov ypdvou nuicetog Long TG VOTOALOVUAUTNG, EVOEXETOL VO TPOKDYEL TOVTOY POV
€kBeom KO, CUVETMC, TAVTOYPOVEG VOGOAOYIKES ETIOPACELS E®G Kot 2-3 UNVEG PETE TN S10KOTT| TNG
VATOAMCOVUAUTNG, EPOCOV 1) TEPLPAOLVOLIOT dpyioe apéong petd. Emopévag, amotteitol mpoocoyn
aAAQYNG 0td VOTOAMLOVUAUTT) GE TEPLYAOVVOUION.

Bdoel g npiceiag {ong g prvykoApodng, ypetaleton didotnpa 6 efdopddwv ympic Oepomeia
TPOKEILEVOL Va emiTeEV)DEl kdBapor amd v kukhopopio Kot TePiodog 1 £mg 2 UNvadv TPOKEWEVOL T
AeppokOTTOpO VO ETAVEADOLV GE PUGTOAOYIKES TIUEG LETA T d1KoTT) TNG evYKoAMpoons. H évapén
LOPTYNONG TNG TEPLPAOVLVOLIONC HEGE GE 0T TO XPOVIKO SLAGTN O Oal EYEL MG OATOTELEGHLOL TV
TauTd) poVT EKBECT GTI PIVYKOAUOOT|. AVTO eVOEYETAL VAL 001 YN OEL GE BPOIGTIKT EMIOPAOT) GTO
OVOGOTOUTIKO GUGTN LA KO, ETOUEVMC, EVOEIKVLTOL TPOGOYT).

Ye acbeveig pe I1X, ) dudpeon Tipn typ, oy mepimov 19 nuépec petd amd emavaiapiPovopeves 006G
v 14 mg. Eqv AneBein andpoon vo S1okomel 1 oymyn e TEPLPAOLVOLIOT, HEGO GE S1A.0TN O

5 nuicewwv Lmav (mepimov 3,5 Pveg, av Kot EVOEYETOL VAL Elval LEYOADTEPO GE OPLOIEVOVG 0GOEVELS),
N évapén dAhov Bepameidv Ba £xel WG AmTOTELECUA TV TAVTOY POV EKDEGT GTNV TEPLOAOVVOUION.
Av10 evdgyeTar va 001 YN oEL 6€ aBPOIGTIKY EMIOPACT] GTO OlVOCOTOUTIKO GUGTI O KO, ETOUEVAC,
evoeikvuTOL TPOGOYN.

ITopsufoi 6ToV TPOGOOPLGUO TAOV EMTEOWV IOVIGUEVOL 0GBECTION

Kotd ) dudpkela g Oepomeiog pe AepAovvopion Ko/ TepipAovvopLion (Tov dpactikod PeTafoAitn
NG AEPAOLVOUIONG) EVOEYETAL VO TPOKVYEL ECOAAUEVT] LELMOT KATA T1 PLETPNON TOV EMUTEIDV
LOVIoUEVOL 0oPESTION AVAAOYX LLE TOV TUTTO TNG GUGKELNG avaAivong acfeotiov Tov Oa
ypnooromBel (m.y. cuokeLT] AVAAVONG aepimv OiATOS). C2G EK TOVTOV, EKPPACTNKOV QpPLBOoAieg
OYETIKA e TNV aE10MIoTIO TOV LELOPEVOV ETITEIWV OVIGUEVOD AGRECTION TOV TOPATPOVVTAL OE
aoBeveic mov akoAovBodv aywyn e AepAovvopidn N TEPLPAOVVOUIDT|. TNV TEPITTMOT)
OLULPIGPNTOVUEVOV LETPIGEWMV, GUVIGTATOL O TPOGIIOPIGHOG TNG CUVOALKNG CLYKEVTPMONG TV
emmédwv acPeatiov opod S10pO®UEVEY (O TPOG TN ASVKOUOTIVY.



Howdwazpkde tAnBvouoc

Haykpeatitioo,

2NV Tod0TPK KAWVIKN LEAETN, EY0VV TapatpnOEel TEPUTTOOELS TAYKPENTITIONS, OPICUEVES EK TV
onoiwv ofelag, og aobeveic mov Ehafav Teprprovvouion (BAére mapdypoo 4.8). Ta KAvikd
CUUTTOUOTO TEPLEAGUP VOV KOIAMOKO AAYOG, vavutia kKo Epeto. Ta enimeda Tng ApLAACNG Kot TNG
Mmaong opod NToV avénuéva o avTovg Toug aobeveis. O xpodvog Emg TNV ERLPAVIoT] KOUAVONKE amd
HEPIKOVg pNveg €mg Tpia £Tn. Ot aoBeveic Oa TPEMEL VAL EVILEPOVOVTOL Y10l T Y OPOKTIPLOTIKG
CUUTTOUOTO, TNG TAYKPEATITIONS. L€ TEPIMTMOOT TOL TOUVOLOYEITAL TaYKpENTiTION, O TPémEL va
UETPAOVTOL TO, TOYKPEATIKY EVIDLO Kot 01 Y ETILOUEVES EPYATTNPLOKES TapdpeTpol. Eav emiPePaindel
TOYKPENTITION, 1] TEPLPAOLVOION Ba Tpémel va dlaxomnel katl va Eekivioet dadtkacio Toryelog
amopdkpuvong (BAéne mapdypago 5.2).

"Exdoya. pe yvootn exidpacn

Aoxtoln

Agdopévov ot To dtokia Teriflunomide Accord wepiéyovy Aaxtoln, ot acbeveic pe omavia
KAnpovoutkd TpofAnuato dvcavesiog otn yolaktdln, oMk EMAENYT AOKTAONG 1] KUK 0Itoppopnon
YAUKOENG-YaAakTolng dev TPEMEL VOL TAPOLV AVTO TO PUPLOKEVTIKO TPOIOV.

Nazpio

AVTO TO QOPUOKEVTIKO TTPOIOV TTEPLEXEL AyoTepo amd 1 mmol vatpiov (23 mg) ava diokio, sivor ovtd
7oV ovoudlovpe «elevBepo vatpiovy.

4.5 AMNAemopacels PE GALO QUPRLUKEVTIKA TPOTOVTA Ko GAleg o pPég adlniemidopaonc

DapUaKOKIVNTIKEC OAANAETIOPAGEIC AAADY OVGLAV LLE TNV TEPLPAOVVOLLION

H 1copla 006¢ Bropetacynuaticod Tng TEPLPAOLVOLIONG eival 1 VOPOAVGT, Le devTepEloVG 000 TNV
oeidmon.

Ioyvpoi emoywyeic tov kotoypwuatog P450 (CYP) kot twv petapopéwv

H ovyyopnynon eravoloppavopevov d6cemv (600 mg draé nuepnoing yio 22 nUEPES) PLOOUTIKIVIG
(emaywyéoc twv CYP2B6,2C8, 2C9, 2C19, 3A), kabmg Kot EVOG ETOYMYEN TOV LETOPOPEMY EKPONG
P-yAvkorpwrteivn [P-gp] kot mpwteivn avtiotaong otov kKapkivo Tov pactod [BCRP], og cuvdvaoud
ue tepipAovvopion (70 mg epdmaé 06om) elxe ¢ amotéAeoua T peimon g £xbeong otnv
TEPLPAOLVOLIOT KaTd 40% Tepimov. H prpaumikivn kot GAAOL yVOGTOL 1GYVPOL ETAYW@YEIS TOL
rkutoypopatog CYP kot emaywyeic petapopéwv, 0nmg 1 kapPapalenivn, n eawvoPapPirdin, n
(QOVLTOIVN Kot To VITePIKO (Paioapdyopto - St. John’s wort), Tpémet va xpneoTolo0vVTaL LE TPOCOYT
KOTA TN SIOPKELR TNG Oy YN G LE TEPLPAOVVOLIO.

Xolearvpauivy i evepyomomuévogs avlparog

Yvviotdtor ot acfeveic mov AapBavouy TEPIAOLVOLIdON Vo unv avTipeTorifovtot BepamevTikd pe
YOAEGTUPOLIVI 1] EVEPYOTOMUEVO GVOpOKa, O10TL ALTO TPOKAAEL TOYELDL KO OTLOVTIKY LEIMOT) TNG
OULYKEVTIPMOTG OTO TAAGLOL, EKTOG EAV ETIOIOKETAL TOXELR amopdkpvuvon. [Tiotedeton 0t 0 PNy ovicopuoc
apopd 0T S10KOMN TG EVIEPONTATIKIG 0VOKOKAMONG 1)/KaL GTI YOOTPEVTEPIKT O1OTIOVON TNG
TEPUPAOVVOLIONG.

DopprokokvnTikee GAMAETIOPACELS TNC TEPLOAOVVOLLIONC IE AAAEC OLGIEC

Eridpaon tne tepiplovvouions aro vrootpaua tov CYP2C8: pemaylivion

Inpewwdnke avénon g péong Crax kot tng péong AUC g pemaylvidong (xatd 1,7 popég kot
2,4 popég, avtioTorya), Emetta amnd emovarapPoavopeveg dOGELS TEPLPAOLVOUIONG, YEYOVOS TOL
vrodnAavet 6Tt N TEPLPAOVVOLION givar avaoTtoréag Tov CYP2CS in vivo. Erouévac, ta



QUPUOKELTIKE TPoidvTa oL petaforilovtor and to CYP2CS, omme n pemaryAvion, n maxita&éin, n
moyAMtalovn N n pootyMTaldvn, TPETEL VA }PIGULOTOIOVVTAL LLE TPOGOYT| KATA TN O1APKELD TNG
Y OYNG LLE TEPLPAOLVOLLION.

Eriopaon tng tepiplovvouions ora amo tov aroporos avuoviinmura: 0,03 mg aibrvoloiotpodioin ko
0,15 mg Aefovopyeorpéln

Yanpée ovEnon e uéong Crex kot g péong AUC, 24 TG atBtvorototpadtoing (katd 1,58 kot

1,54 @opd, avtiotorya) kabag Kot TG Crax Kot Tng AUC 24 TG AePfovopyeotpédng (katd 1,33 kot
1,41 popd, avtictoya) énerta and enavalapfavopeveg d0celg tepiprovvopiong. [apd to yeyovog ot
VTN M OAANAETIOPALOT] TNG TEPLPAOLVOUIONG OEV AVAUEVETAL VO, ETNPEACEL SUGUEVAG TNV
OTTOTEAEGUOTIKOTITO, TV OTO TOV GTOOTOG OVTICVAANTTIKGV, B0, TPEmeL va Ao AveTal voym ot
emAEyeTal 1 TpooapuoleTol 1) Oepameios TV 0O TOL GTOUATOG OVTICVAANTTIKMY TOV

PN OOTOLOVVTOL GE GUVOVAUGHO LE TNV TEPLPAOLVOUION.

Eridpoon the tepiplovvouions oo vrootpwpc tov CYPI1A2: kopeivy

Ot emavarapPovopeves d6GELS TEPLPAOVLVOLIONG emépepay pelmon TG HEONS Crax kot Tng péong AUC
g Kopeivic (vtootpopa tov CYP1A2) katd 18% kot 55%, avtictorya, yeyovog Tov vrodnimvel 0Tt
1 TEPLPAOVVOLISN evdéyeTat va. eivarl acBevig emaywyéag tov CYP1A2 in vivo. Eropévamg, ta
QUPUOKELTIKE TPoidvTa oL peTaforiloviat amd to CYP1A2 (6mme 1 dovio&etivn, n akoceTpdvn, 1
Beo@uAAiv Ko 1) TIaVdivn) TPETEL VAL Y PICLULOTOIOVVTOL LLE TPOCOYT KATA TN SLOPKELD TNG QY WYNG LE
TEPUPAOVVOLLON, OLPOV UITOPEL VoL 001V OEL OE LELMOT] TNG OMOTEAEC LLATIKOTI|TOS OUTMV TMV
QUPULOKEVTIKAV TPOIOVIMV.

Eridopaon tne tepiplovvouions otn Poppapivy

Ot emavorappoavopeves dOGELS TEPIPAOVVOLIONC OEV ElY OV KOO ETIOPOCT] OTT] QOPLOKOKIVITIKY TNG
S-Bapeapivic, yeyovoc mov VITOSEIKVOEL OTL 1) TEPIPAOLVOLIST dEV EIVAL AVAGTOAENG 1] ETAYWYEAG TOV
CYP2C9. Qotoo0, Tapatnpnnke peimon katd 25% g uéylotng Tng tng o1ebvoug opalomotnuévng
oyxéong (INR) 6tav n tepuprovvopidon cvyyopnyndnke pe Bappapivn o oiyipion e T fapeapivn
povo. Emopévag, 6tav 1 Bapeapivr cuyyopnyeitotl Le TEPIPAOVVOLLIDN, GUVIGTATOL GTEV
TapoKoAovON o Kot Edeyyoc Tov INR.

Eridpaon the tepiplovvouions oto vrooTpaduato Tov uetopopéo. opyovikay avioviwy 3 (OAT3):
Ymp&e avEnon e péong Coex Kot TG péong AUC g kepakAdpng (katd 1,43 ko 1,54 ¢opd,
avTioTtoy o) Enerta and eravorlapiPovoueveg dOGELS TEPUPAOVLVOUIONG, YEYOVOS TTOL VITOINADVEL OTL 1|
TEPLPAOVVOUION eival avacTtoréag tov OAT3 in vivo. Emopévac, cuvietdtal mpocoyn 6tav n
TEPLPAOVVOUION cvyyopnyeitat pe vrosTpmdpata Tov OAT3, omwg N kKeparAdpn, N
Bevlvlomevikiddivn, n cumpopro&acivn, n voouebokivn, ) KETOTPOEAIVT], 1| POVPOGEWION, N
owetdivn, n pebotpe&dtn, n Lidofovdivn.

Eridpaon the tepiplovvouions oto vrootpauaro the BCRP /ot TV ToAVTERTIOIW Y UETAPOPLS
opyovik@v avioviwv Bl ko1 B3 (OATP1BI1/B3)

Yrnpée avénon g péong Crex ko tng péong AUC ¢ pocovPactativng (katd 2,65 won 2,51 gopéc,
avTioTOol ) EMELTO OO ETUVOAUUPBAVOUEVES OOGELS TEPLPAOVVOUIOING. Q26TOGO, dev onuel®dnKe
EKOMAN| eMidpaIOT) ALTNE TNE AVENONG TNG POCOLPAGTATIVIIG 6TO TAAGO TN Opdion TG avay®ydong
HMG-CoA. T'ie T pocovPactativn, cuviotdral peiowon e 66ong katd 50% ce mepintmon
ovyyopyNnong Le tepiprovvopidn. I'io dAha vrootpopata g BCRP (m.y. pebotpeEdn, tonotekdvn,
covhpacaralivn, daovvopovumikivy, doEopovpmikivn) kai g owkoyévelog tav OATP, eldwd tmv
avaoToréwv TG avaywydons HMG-Co (n.y. cwpfactativn, atopfactativn, Tpapactotivy,
pebotpe&atn, vateyAvion, pemayAvion, pLoapmikivn), 1 TouTd)povn YOp1 YN o1 TEPLPAOVVOLIONG
TpEmeL eniong va yivetal pe mpocoyr). Ot acbeveic mpémel va mopakolovBodvTal 6TEVA Y10 oM UELo Kot
CUUTTTAOOTO VITEPPOAIKNG EKDEGTC OTO PUPHAKEVTIKA TPOTOVTA Ko va e&etdleTat 1 peimon g 66omng
TV QOPUAKEVTIKOV CVTMV TPOIOVTOY.

4.6 Tovipétnta, KONoN KoL yorovyio

Xpnon og Gvopec




O kivdvvog guPpPvoToSiKoOTNTC OPEIMOUEVTIG GTOV AVOPO AGY® TNG YWYNG ME TEPLYPAOVVOLLION
Oempeitor yopmiog (BAEre Tapdypoo 5.3).

Kinon

Eivat mepropiopéva ta dedopéva amd T yprion g TEPLPAOLVOUIONG OTIG £YKVES Yuvaikes. MeAéteg oe
Coa &yovv deiéet avomapaywykn Toéikotnta (BAEne Tapdypoao 5.3).

H teproiovvopion evoéyetar va Tpokaléoel coPapég CLYYEVEIS AVOUOAIEG OTAV YOpNYEITOL KOTA T
ddpkela g eykopoovuvns. H tepuplovvopion avtevosikvotor katd tnv eyxopocvvn (PAETe
Tapaypapo 4.3).

Ovyvvaikec og avamopay®ytkn NAKio TPETEL VO Y PTCIUOTO00V OTOTEAEGLOTIKEG neBddoug
AVTICOAANYNG KOTE TN OLAPKELD KO LETA TNV Y @Y, EQOCOV TO EMITEON CLYKEVTPOOTG TG
TEPUPAOVVOLLONG 0TO TAAGHA Elvar Tave armd To 0,02 mg/l. X710 S1doTnpa avTd, Ol YUVOIKEG TPEMEL VO,
ov{ntovv e to BepdmovTa 1Tpd TVYOV TPoBEcElS drakomng N oA oy NG TG LeBOOV aVTICOAANYTG TTOV
ypnoworotovy. Ta OnAvkd Taidid /Kot ot YOVEI/ppovTioTég Tav InAémv madimv Bo Tpénet va
EVILEPOVOVTOL Y10l TV GVAYKT ETIKOV@OVING LE ToV Bepdmovta 1aTpd LoAG 6To 0Av Tadi vid
Oepomeio TG TEPLOAOLVOUION G eTEADEL EPUNVOG pOoT|. B0 TPETEL VO TOPEYETUL GUUBOVAEVTIKY GTOVG
véoug acbeveic oe avamapoy @y ki NALKIK GYETIKA LE TNV VTIGVAAN YT Kot Tov T10avo Kivouvo yia To
éuppvo. H mapamopnn oe yovoukordyo Ba mpénet va eEgtaleton.

H ac0evig mpémel va mAnpopopeitat 0T, 6€ mTepinTmon kabuoTépnong g ELIRVoL pHong 1
OTOLGONTOTE GAANG oUTiOG TOV EYEIPEL VITOYIEC EYKVLOGVUVNG, TTPEMEL VO, SLKOTTEL TN Oepameial pe
TEPUPAOVVOLION KOUL VOL EVILEPADVETOL AUEGT O 10TPAC, TPOKEWEVOL Va. dlevepyn el e&€taom
EYKVHOGVUVC, Kol €GV glvat BeTikn, 0 1TpdC Ko 1 060evig TPEmEL va cu{NTHGOLY TOVG KIvOHVOUG Yo
Vv gykopoovvn. H tayeio peioon tov eminédnv 1epioAovvouiong oto aipa LEGm TNG EPAPUOYNS TNG
drdtkaciog Tayelog AmopdKpLVoTG TOL TEPLYPAPETAL TAPAKAT®, KOTA TNV TPMTN KaBuotépnon g
EUUN VOV pOOTG, EVOEYETOL VO LELDGEL TOV KIVOLVO Y10, TO EUPPLO.

2716 YUVOIKEG TOV AQUPAVOUV ay@yT| LE TEPLPAOVVOIOT], Ol 0TTOiEG ETBVLOVY VA TEKVOTO|GOVV, 1|
MY TOL POPLOKEVTIKOD TPOIOVTOG TPEMEL VAL SIOKOTTETOL KOl GUVIGTATOL VAL YIVEL 1] dladtkacio
TAYELOG OTOLLAKPLVGNG Y10 TNV TOYVTEPT LEIWOT TNG CUYKEVTPMOTC TNE OVGLOG O€ EMIMEd KATW TV
0,02 mg/l (PAéne TapakdTw).

Edv dev epappootel dadikacio Toyglog OmOpUAKpLUVON G, TO EXITEDD TEPUPAOVVOLIONG OTO TAAGLO
avapéveror vo vrepPaivovv ta 0,02 mg/l yio péco diotnpa 8 Unvav, wotdco, GE OPIGUEVOVG
aoBeveic umopel va amattouvtal £m¢ kot 2 ¥pdvia, Yo T LEI®oN TG CUYKEVTPOGTC TG OVGI0G OTO
nAdopo o€ enineda katm Tav 0,02 Mg/l Zuvends, ol GUYKEVIPMOOELG TEPLPAOVVOLIONG 6TO TAGGHLOL
TpEnEL va, LetpnBovv mpv 1 yovaika EeKvoEL TIC TPooTAdEelEg Yo exitenén eyKuLOcHVIC. AQOV
dlomiotbel OTL 1 GLYKEVTPWON TEPLPAOVVOLIONC 6TO TAGGHa etvar kKdTm Tev 0,02 mg/l, o éleyyog
TpEmEL VoL Emavain@Oel petd amd ehdyioto dteotnua 14 nuepmv. Edv kot otig dvo petproeign
OLYKEVTPMOT) 6T0 TAdoa etvorl katw Tav 0,02 mg/l, dev avapéveror kivduvos yia To EUppuo.

Mo teplocoTepeg TANPOPOPiEg oxeTIKd e TV e&€tact detyuatwv, ancvbuvieite otov Kdtoyo tng
Aderog Kuikhogopiog 1 6Tov Tomikd aviimpdonnd tov (BAETE Tapdypoapo 7).

A1001K0.G10, TOYELAS ATOUAKPVVONG

Metd ) d1oKomn TNG Oy WYNG LE TEPLPAOVVOLLION:
o yoAeoTupapivn 8 g yopnyeitat 3 popég nuepnoimg yio didotnua 11 nuepmv 1§ yoAeoTupapLivn
4 g, Tpeic popég TV Nuépa, €6v 1 d0om TV 8 g, TPELS POopEG TNV NUEPD, OEV Elval KAADG OVEKTY],
o EVOANOKTIKA, yopnyeitan 50 g mdoun KOvig evepyomoinévou avipaka kébe 12 mpeg yio
dtotnpa 11 nuepdv.

Qo1600, aveEaptnta amd T S10dKacio ToyElNG OTopUdKpUVGeNC ToL Ba epappoctel, Oa Tpémel ot
ocuvéyela va yivel emPePainon pe 600 yopiotég eetdoelg pe eAdyloto pecodtdotnpa 14 nuepov, evad
amotteiton TEPIOO0G AVOLLOVTG EVALULGT UNVE OTO TNV TPMTT LETPNOT CLUYKEVTPMOTG TG OVGIOG KATW®
tov 0,02 mg/l émc ) yovipomoinon.
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To6c0 1 yoleaTupaivn OGO Kol 1) KOVIG EVEPYOTOLNEVOL AVOpOKa EVOEYETOL VO EXNPEAGOVY TNV
ATOPPOPTOT] OLOTPOYOVAV KOl TPOYEGTAYOVAV, LE OTOTELEG O VO UnV eEacparileton 1 aglomiotia
TOV OO TOL GTOLOTOG OVTIGVAANTTIKMY KOTA T1) S1dpKeEL TG S1001K0G10G TAYELOG ATOUAKPVUVOTG LLE
YOAEGTUPOLIVI 1] KOVL EVEPYOTOMUEVOL (VOpaKa. ZUVIGTATALT) (PTOT) EVOAALAKTIK®DV PEDOSwV
OVTIGVAANYNC.

Oniacudg

Mehéteg oe Lo £0e1&av OmEKKPLOT TNG TEPLPAOVVOLIONG 6TO YéAa. H tepiplovvopion avievdeikvoton
KoTd T Stdpketo Tov Onhoopod (BAéne Tapdypoo 4.3).

Tovipdtnta

Ta amoteréopata peretomv oe {mo dev KaTadelkviovy kapia exidpacn ot yovipuotnta (fAéne

TPy popo 5.3). Av Kal dev VILAPYOLY GTOLXELD OO HEAETES GE AVOPMTOVS, OEV OVOLEVETAL ETIOPAOT|
OTNV aVOPIKT| KOl OTT YUVOIKEID YOVILOTNTO.

4.7 Emdpacelg otny IKOvOTTO 001 Y101)G KOl (EPLOGROD P avI|HdTOV

To Teriflunomide Accord dev £yet kapio N el aouavTn EXidPOCT GTNV IKAVOTNTO 0O YN GG KO
YEPIOUOD UNYOVTULATOV. ZE TEPIMTOOT OVEMBOUNTOV ovTdpdoewy Omwg 1 (dAn, n onoia £yt
avapepBel e T AeQAOLVOUION, TN UNTPIKY 0VGI0 TNG TEPIPAOVVOUIONG, 1] IKOVOTITO GUYKEVTPWOONG
Kot opONg avTidpaong Tov achevong evOEYETAL VO EXTPENCTEL. 1€ OUTEG TIG TEPITTMOELS, Ol obeveig
TPEMEL VO, OTTOPEVYOLV TNV 0O Y101 OUTOKIVITMY KOUL TO YEPIGUO UMY OV LATOV.

4.8 AvemOupnTes evépysreg

IIepidnwn Tov TPOPIA ACEAAELOS

O 10 GUYVA avaPePOEVEG OVETIOOUNTEG OVTIOPAGELG 6TOVG 0G0EVELG TOL AGUPOVOY TEPLPAOUVOUIOT|
(7 mg kot 14 mg) frav ot €€nc: movoképarog (17,8%, 15,7%), dwdppota (13,1%, 13,6%, , avEnuéveg
Tinég ALT (13%, 15%), vavtio (8%, 10,7%) kot adorekio (9,8%, 13,5%). T'evikd, | kepoiadyia,
oLappota, 1 VouTio Kol 1 GAGTEKIN NTOV NTOC EOC LETPLOG LOPPTS, TOPOJTKES Kl OEV 00N YN oAV
oLYVA G€ SLOKOTT TNG Y WYT|S.

H teprprovvopion eivar o koplog petaforitng g AepAiovvopione. To mpopik acpdieiog g
AepAovvopidng oe acbevelg pe peopatoetdn apbpitida 1 yopractkn apbpitido evogyetor va Exel
onuacio 6ToV GLVTOYOYPUPEITOL TEPLPAOLVOUION o€ acBeveig pe TTX.

Kotdloyoc avemifountov aviidplcemy 6 LOPON TIVOKO

H teprprovvopion egetdiotnke og Eva ohvoro 2.267 acBevmv mov extédnikay otV TEpUPAOUVOLION
(1.155 og teprprovvopidn 7 mg kot 1.112 oe tepiprovvopidn 14 mg) pio opd nuepnociog yio S16ueco
dtlonuo 672 NUEPOV GE TEGOEPELS EAEYYOUEVES JE EIKOVIKO QAappoko perétec (1.045 o

1.002 acBeveic otig opadeg tepprovvopiong 7 mg ko 14 mg, avtiotoryo) Kot pio eVEPYn LEAETN
ovykpiong (110 acBeveig oe kabepio amd Tig opddec Bepaneiog Le TEPUPAOVLVOLION ) TOV
TpoypoToromOnkav og evilikeg 0.oBeveic pe vrotpomidlovoeg popeés X (YTIX).

AVoQEPOVTOL TOPUKATM OL AVETIBVUNTEG AVTIOPACELS TTOL OVOPEPON KAV LLE TNV TEPLPAOVLVOUION GE
EAEYYOLEVEG LE EIKOVIKO (APLOKO LEAETEG O EVIIAIKEG ACOEVEIG, C TPOG TNV TEPLPAOVVOUIOT 7 mg iy
14 mg and KMvikég peréreg o evijhikeg acBeveig. Ot ouyvotnTeg opioTnKaV COUPOVA UE TNV
TOPUKATO GUVOTKN: TOAD cvyvég (>1/10)- ouyvég (=1/100 éwg <1/10)- oyt ovyvég (=1/1.000 £mg
<1/100)- omdavieg (=1/10.000 éag <1/1.000): mold ordvieg (<1/10.000): pn yvootés (dev pmopodv va.
ektiunBovv pe Baomn ta dabécipa dedopéva). e KAbe Kot yopio GuYVOTNTOGC, Ol AVETIBOUNTES
avTdpacelg tagvopovvtal e 6epd eOivovoag cofapotnTag.
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Kot yopio/ Moo Yoyvég Oy ovyvég Yavieg Mo Mn yvootés
0PYOVIKO oVYVEG OTTAVIES
cUGTNNO

Aoudéelg I'pinnan, ZoBapég

Ko Aoluwén tov | hopuaéelg,

TOPUCITOCE OVMTEPOV ouuTEPIAQLP

1 OVOTTVEVOTIKO | OLVOLLEVTG

0V CLGTNATOG, | TNG
Aolpwén tov | onyopiog”
OLPOTTOUTIKO

U CLGTNHLOTOC,
Bpoyyitida,
ITapapprvoko
Amitida,
dopoyyitido,
Kvortitida,

loyeviig
YaoTpEVTEPITL

da,

ZTopaTikog

Epmng,

Odovti

Aoipwln,
Aapoyyitida,
Tprroputia

TV OOV

Awrtapoyéc Ovdeteponevi | Hmuog

0V o, HopeNg

CLLULOTTOLNTIK Avaipio OpouPorevia

0V KOl TOL (oupomeTaMo

AEpP1KOD <100 G/I)

GUGTINLOITOG

Awotoporyég "Hrieg Avtidpaoelg

TOL aAAEPYIKEG vrepeLaLcon

OVOGOTOTL OVTIOPAGCELG olog (Gueoeg

KOU N OYLES)

GLOTNLOTOG oupmepAaLP

OVOULEV®V
mg
avaeuiagiog
KOl TOV
OYYEL0010M L
0TOg

YoyoTpucég Avyyog

droTopayEg

Aortapayéc | Keporodyi | TTapastneia, | YreparoOnoi

TOV o Loywokyia, o,

VELPIKOD 20VOpoLLo Nevpatyia,

GUGTNLOITOG Koprieiov Ieprpepua

COMVOL vevpomadeio

Koapookég Aictnua

SloTaporyEg TOALOV

Avyyelokég Ynéproon®

SLTOPOYES
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Kot yopio/ Moo Yoyvég Oy ovyvég Yavieg MoV Mn yvootég
0pPYOavIKO oVYVEG ondvieg
oOOT L0
Aatopoyéc Adpeon ITvevpovin
TOV TVELLOVOTLL VIEPTAOT
OVOTTVEVOTL feln
KOO
GUGTNLLOITOG
, TOV
Ompakoa, Kot
TOV
uecobwmpdict
oL
Awrapayéc | Awppowa, | Moaykpeatitd | Ztopatitida
TOV Noawrtia ab Ko\itida
YOOTPEVTEPL Alyog avo
K00 KOLALOKTG
ADPOLG,
"Eperoc,
Odovrtadyia
Awtapayéc | AdvEnon AvEnon mgy- Oéela
TOL TOATOC | OUVOTPOVG | YAOUTOUVATPOL nnaTition DopUoKELTIKA
KOl TV oepdong VoQEPAGNC EMAYOLEVT
YOMQOpwV | TNG (GGT)#, nmatiky BAGPN
aAavivng Avénon (DILID)
(ALT)? QGTLOPTIKAG
QUVOTPOVGPE
paong’
Awotoporyég Avcolmidoyud
TOV o
petaforopt
0V Kol NG
Bpéymg
Awtopoyéc | Adorekioo | EEdvOnua, Awotopoyéc
TOV Axun oviywv,
Oéppatoc Yopioon
KOl TOL (mephappov
VITOOOPLOV OUEVIG TG
10700 QAVKTOV®O
oVG
yopiaong)™
YoPapég
depUTIKEG
avtpdoeic®
Aotapayég MvuockeleTid
TOV ¢ movog,
LLDOGKEAETL Mvuoiyia,
K00 ApBpadyia
GUGTNLLOTOG
KOl TOV
GLVOETIKOD
1670V

13




Kot yopio/ Moo Yoyvég Oy ovyvég Yavieg MoV Mn yvootég
0pPYOavIKO oVYVEG ondvieg
oOOT L0

Aatopoyéc IToAvovpia

TV VEQPOV

KOl TV

oVPOPOP®V

0dmv

Awotoporyég Mnvoppayia

TOL

QVOTOPOY ®

Y1KO0

GUGTNLOITOG

KOl TOL

Lo.oTO0

evikec Akyog,

SlotaporyEg E&acOévion

Kol

KOTOGTAGEL

¢ ™G 0600

xopnynong

Hoapardvix ZOUOTIKO

éc eCetdioelg Bépog

UELOUEVO,
Meimon
apOpov
0VOETEPOPIAD
VP,

Meiwon
optBpob
AEVKOKVLTTAP®
VB,
Kpeatvopwo
QOoKIVAaoM
aipoto
ovdnpévn

Koaxaoelg, Mertatpavpio

NAnpLic TIKOG TOVOG

€15 Kot

EMMAOKEG

Oepamevtic

v

YEPLO LDV

o: avoTpEETe OTN AETTOUEPT TTEPLYPUPT TOPUKATO

B: (BAéne mapdypago 4.4)
v: M ovxvOTTO EVOIL OTNV KATNYOPio. «GUXVEC» oTa Tod1d e faon pio eheyyoduevn KAvik peAET og
modtpikovg aobeveig. H ouyvotta givar oy katnyopio «Oyt GUYVEG» GTOVG EVIAIKES

Ieprypoon smreyuévov averifountov ovTdpiceny

Alwmekia

H alonekia avagépbnke mg AEmTUVoT TOV TPLYDV, LELOUEVT] TUKVOTITA TNG TPLYOPUING, OTTOAELN
UOAMOV, oyeTilOUeVN 1 OYL UE TNV OAAXYT) TNG VOIS TV TPV, 6T0 13,9% Tev acbeviv mov
Adppavay Oepomeio pe tepiprovvouion 14 mg, évavtt 5,1% tov acbevov mov AMappavay 1o eikovikd

QapLOKo.

O1 TePIGGOTEPEG TEPUTTAOOELG TEPLY PAPTKOV G LAY VTEG N YEVIKEVLEVEG GE OAOKAT PO TO TPLYMTO TG
KEQOANG (8ev ava@épbnie TANPNG ATOAELN LOAMDV) Kol EKONADON KOV KUPIg KOTE TOVG TPMOTOVG
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6 unvec kot vroywpnoay otovg 121 amd toug 139 (87,1%) acbeveic mov avruetonioTnkoy Pe
tepiprovvopidn 14 mg. Ta mocootd drakonng g Bepaneiog Adym armrekiagntav 1,3% oty opdda
tepiprovvopidng 14 mg, évavtt 0,1% otnv opddo Tov EIKOVIKOD QOPHAKOU.

Emidpaoeis oto nrop
Ao eheyyOueveg e EKOVIKO QApUOKO LEAETEC oe eviiAkes aoBevelg Tposkvyav To eENG:

AvEnon ™ ALT (Bdoer epyactnprok®dy 0£60pEVMV) GORLOOVE PLE TV KOTACTOGT KATA TNV

geay®yn - lIin0vopdc 06@aAlel0g 6€ EAEYYOLEVES UE ELKOVIKO QAPUOKO LEAETES
ELKOVIKO Q@appoxo Teprprovvopion 14 mg
(N=997) (N=1002)

>3 ULN 66/994 (6,6%) 80/999 (8,0%)

>5 ULN 37/994 (3,7%) 31/999 (3,1%)

>10 ULN 16/994 (1,6%) 9/999 (0,9%)

>20 ULN 4/994 (0,4%) 3/999 (0,3%)

ALT >3 ULN kot TBILI >2 ULN  5/994 (0,5%) 3/999 (0,3%)

"Hmeg avEnoeig e tpavoapvaong ALT og tipéc yapnAdtepes 1 ioeg pe 3x ULN mapatnpnibnkov mo
OUYVA OTIG OHLASEG TOV AGUPOvOY TEPLPAOUVOUIOT o’ OTL OTIG OLLASEG TOL EIKOVIKOL Qappdakov. H
ovyvomTo TV ovEnceov avo Tav 3x ULN ftav mapdpota oe OAeg TIC Opades aymyns. Avtég ot
QVENGELS OTIC TIUEG TNG TPAVGOUIVACT|G ELPAVIGTNKAY KUPIMG KUTA TOVG TPAOTOVS 6 UNVES TNG QY WYNC
KO ) TOV OVOOTPEYILES LETA TNV TOOoT TG oy @ync. O ¥povog vmoydpnong KupdvOnke amd pives émg
Kot xpovia.

Emidpdoeis otnv aptypraxn wicon

e eEleyyOUEVEG LE EIKOVIKO (PAPLOKO PLEAETEG GE eVIIMKEG 0.00EVEC TeUNnpLBnKay Ta &ng:

- 1 GVGTOAKY apTnplakn wieon Ntav >140 mmHg oto 19,9% twv acbevdv mov Adufoavoy
TEPLPAOVVOUION 14 mg/muépa, o cuykpion pe 1o 15,5% twv acbevav mov Adppavay to
EIKOVIKO (PAPLLOKO-

- 1 CLGTOMKN apTnPLoKn igon Ntav >160 mmHg oto 3,8% twv acbevav Tov Adupovay
teprpAovvopidn 14 mgmuépa, o cuykpion pe 10 2,0% twv acevav Tov Aappavay To eikoviKkd
QappoKo:

- 1N dwwotohky aptnplakn wieon nrav >90 mmHg oto 21,4% twv acbevav mov Adpupavoy
TEPLPAOVVOUION 14 mg/muépa, o cuykpion pe 1o 13,6% twv acbevav mov Adpupavay to
EIKOVIKO QOPLLOKO.

Aoy éeig

e puelétec eleyyOLeveg e EIKOVIKO (dppako o€ eviiAikeg aoBeveic, dev mapatnpronie avénon twv
coPapmv Aotpuméemv pe TV teptpiovvopidn 14 mg (2,7%) ce chyKpLon LE TO EIKOVIKO QAPULOKO
(2,2%). ZoPapég evkaprokég Aopuméelg cuvépnoav oto 0,2% tng kabe opddag.

YoBapéc Aoméelg meptAapoavopévng tng onyotpiog, Lepkés eopég Bavatneopeg xovv avapepbel
UETE TNV KLKAOPOPIoL TOL QOPLLAKOU.

Anoroloyixés emidpaoeis

Mo péon peiwon mov ennpedlet tov aptfpd tav Asvkokvttdpov (WBC) (<15% amd ta enineda katd
Vv évapén, Kopimg Helmon TV OLOETEPOPIAMY KL TV AEUPOKVTTAP®Y) TOPOTNPNONKE GE
EAEYYOLEVEG LLE EIKOVIKO QAPLOKO JOKIUEG LE TNV TEPLPAOLVOLIOT G€ eViAKeG aoBEVEIS, av Kot
peyoaAvtepn peiwon mopatnprdnke oe kdmolovg acbeveis. H peimon oto uéso aptbuo amod v évapén
GULVEPT Kot T SLdpKELD TV TPOT®V 6 gfdouddwy, HeTd atabepomo|OnKe e TV TAPOSO TOV
APOVOL KOTA TN SLAPKELN TNG Oy ®YNS, AAAA o€ LelOpEVe ertimeda (Likpotepn amd 15% ueiwon amd v
évapén). H enidpacn otov apBpod epvbporvttapav (RBC) (<2%) kot otov aptBud tev aponetaiiov
(<10%) NTov Aryotepo EKOMAN.

Teprpepin vevporadbera

Y€ eheyyOUEVEC IE EIKOVIKO QAPUIOKO LEAETEC GE eVAIKEG aoBevelc, | Tepipeptkn vevpordbeia,
TEPIAALUPOVOLLEVTG TG TOAVVEVPOTTADELNG Ko TG LovoveEVPOTtdBetag (.. GUVIPOLLO KOpTLoiov
COMVA), avapépinke cuyvotepa og acbeveig mov Adupovay tepiplovvopidn oe oyéon pe aobeveig
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OV AAUPAVOY TO EIKOVIKO PAPLLOKO. XTIG ELEYYOUEVES LE EIKOVIKO QAPLOKO BactkEG LEAETES, N
EMIMTOOTN TNG TEPLPEPIKNG VELPOTADELOG, OTG aVTH EMPBERoMONKE AT SOKIHLOGIES Oy WY LLOTNTOG
vevpov, nrav 1,9% (17 amd toug 898 acbeveic) oty opdda tepipArovvouiong 14 mg, o cuykpion pe
0,4% (4 acbeveic amod tovg 898) oty opdada tov gikovikod @apuakov. H aymyn dtakdnnke g

5 aoBeveic pe meprpepikn vevpomddeio amd Ty opdada tepipAlovvopliong 14 mg. Metd ) S10.K0mT| TNG
aywyng, avapépbnke Beltinon oe 4 and avtovg Toug 0c0evels.

Neormddouoza kolondy, kaxondn kai un TpPoco10PIGUEVE. (TEPIAOUBAVOVTOL KDOTEIS Kol TOADTOOES)
Agv paivetar va vdpyel avénuévos Kivouvog Kakon 010G [LE TNV TEPUPAOVVOUIOT OO TNV EUTELPI
TOV KAMVIKOV Sokipudv. O kivouvog kokon0e1ag, 1dtaitepa ApPobTEPTANCTIKOV dlaTapay®V, sival
QVENUEVOG LE TN YPNOT) KATOL®mY GAAMV TOpOyOVTOV TOL EXNPEALOVV TO 0VOGOTOMTIKO GUOTN LA
(emdphoelg KaTnyopiag).

20P0opES OEPUOTIKES OVTIOPATELS
"Exouv avapepbel coPapéc depLOTIKEG OVTIOPAGELS LLE TEPLPAOVUVOUIOT LETA TNV KUKAOPOPIO TOV
eoppdrov (BAéne Tapdypopo 4.4).

EocOévion

2T1G ELEYYOEVES LE EIKOVIKO PAPLLOKO LEAETEG O EVIIAIKEG AGOEVELG, Ol CLYVOTNTES Y10 TV
e€acBévion Ntav 2,0%, 1,6% kot 2,2% 610 EIKOVIKO PAPLOKO, GTNV OLASN TEPLPAOLVOUIONG 7 Mg Kot
otV opdda tepipAovvopiong 14 mg, avtictouyo.

PYwpioon

2116 EAEYYOUEVES ILE EIKOVIKO QAPLOKO LEAETEC, Ol GLYVOTNTES Yo TNV yopiaon Ntav 0,3%, 0,3% kot
0,4% oV Opada TOV EIKOVIKOD QOPUAKOL, TNG TEPLPAOVVOUIONG 7 Mg KAl TNG TEPLPAOVVOLIONC

14 mg, avtictoyya.

A0TOPOYES TOV YO.TTPEVTEPIKOD

Meteykpitikd, moykpeotitidn £xel ovoapepbel omdvia Le TEpLPAOUVOUION GE EVIAIKEG,
GUUTEPIAQUPOVOUEVOV TTEPITTMOEMY VEKPOTIKNG TAYKPEATITIONS KOl WYEVOOKVGTEMY TOV TOYKPEAUTOG.
Soupavto omwod To TAYKPENC LTOPEL VO EUPAVICTODY OTOLONTOTE GTLY U KATA T1) O1APKELDL TNG
Bepameiong [Le TEPLPAOVVOLIOT], TO OTTOi0 EVOEYXETAL VO 00T YHOOLV GE Voot Agia Kovn v ypriiovv

S1opoTIKAG aywyNng.

IToudrarpukods tAnBooudg

To mapatnpovpeEVo TPoPiA ac@arelag og moidtoTpukovs acheveig (niudag omd 10 éwg 17 g1dv) Tov
AGppovoy NUEPNCime TEPLPAOVVOLIST TOV GUVOAKA TUPOHOLO LLE TO TPOPIA TOV £xel mopotnpndel o
eviikeg acbeveic. Qoto6c0, oty TadtaTpikn perétn (166 acbeveic: 109 otnv opdda tng
TEPLPAOVVOLUONG KoLl 57 GTIV OLAON TOV EIKOVIKOD (POPIAKOL), TEPITTMCELS TOYKPEATITIONG
avaeépinkav 6to 1,8% (2/109) tewv acbevav mov Erafav TeptpAovvopLidn o cOYKPLON e KAVEVOY
acfevn oTIV OHLAd TOL EIKOVIKOD QOPHAKOV, 6T SMAN TVPAN PAoT. Eva and avtd to cupfavta
odnynoe og voonieia kat Expnle dropbwtikhg aywyns. Ltovg Toudlatpikovg acheveig mov Erapav
TEPUPAOVVOLION GTNV (PAGT] OVOIKTHG ETXICTLOVGTC TNG LEAETNG, OVOQEPOMKAY 2 EMTALOV TEPITTOCELG
Toykpeatitidag (n o avaeépdnie wg cofapd coupdv, n GAAn g un cofapd GuUBAav NG EVTOGCTC)
Kot pia mepimtoon ofelog moykpeatitidag (e wevdo-0niwmpa). Xtoug dVo amd avtovg Tovg 3 acbeveis,
N Toykpeatitida 0dnynoe o€ voonieia. To KMVIKG GCUUTTOUOTO TEPLEAAUPAVAY KOIAOKO GAyOC,
VauTio Ko EUETO, EVO TO EXITESN TNG OUVAAGCTC KoL TG AMTAOTG 0poDd NTOV 0VENUEVE GE OVTOVS
tovg aoBeveic. Ohot or 0ao0evelg avékapyoy PeTd T O1KOm TG ay@yNG, TNV Evapén dtadikaciog
Tayeiog amopdakpoveng (PAEne mapdypapo 4.4) kot T yopnynon dopbwtikig Oepaneiog.

To axdérovba averBounta copufdavto avaeéptnKay To cuyva oTov TodLHTPIKO TANBVGHO G

oVYKPLON UE TOV TANBVGUO TV EVNAIK®V:

o Alomekio ovaeépinke 610 22,0% tov acbevov Tov Ehafav tepupAlovvouion, Evavtt 12,3% twv
acBevav Tov EAafay ELKOVIKO QAPLAKO.
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o Aoaéeg avapépnkay 6to 66,1% tav acbevav mov Ehafav tepiprovvopidn, Evavtt 45,6%
TV acbevav Tov EAafov elkovikd @appoko. Metalh avtmv, pivoeopuyyitidoa Kot AOUMEELS
TOV AVATEPOV OVOTVEVCTIKOD GUGTHLUATOG AVAPEPON KAV TT1O GVYVE LLE TEPLPAOVVOLIO.

o AvEnon ¢ CPK avagépbnke 6to 5,5% tov acbevdv mov Elafav tepiplovvopuidn, Evavtt 0%
TV acdevav Tov Ehafav eikovikd gappako. H mAstoyneio ovtov Tov tepurtooemy
GUGYETIOTNKE L€ TEKUNPIOUEVT] COUOTIKY ACKNOT).

o [Maparcnoio avaeépdnke oto 11,0% tov acbevav mov Erapav tepiprovvouidn, Evavtt 1,8%
TV 060EVAOV TOL ELOP OV EIKOVIKO QAPOKO.
o Kotako aiyog avaeépdnke oto 11,0% twv acBevdav mov Ehafav teprorovvopion, évavtt 1,8%

TV acBevav Tov ELafav EIKOVIKO QAPHLOKO.

Avaopd mhavoloyovpevey avemfountwv vepyeumv

H avagpopd mbovoroyopevoy aveTiBOUNT®Y EVEPYEIMV LETA OO TN YOPNYNON AOELNG KUKAO(QOPING
TOL PUPLOKELTIKOD TPOIOVTOG Eivar onuovTikn. Exttpénet tn cuveyn mapakolovbnon g oyéong
0(PEAOVG-KIVODVOU TOV QUPUOKELTIKOD TPOTOVTOC. ZNTELTOL 0Td TOVG EnayyEALOTIEG VYEiag vVa
AVOPEPOLY OTTOIEGONTOTE THAVOLOYOVEVEG OVETIBVUNTEG EVEPYELEC LEG® TOL E0VIKOD GUOTHOTOC
avopopag mov avaypdeetor oto [apdptnuo V.

4.9 Ynepdooolroyia

VUL TAOUOTO,

Agv vmapyel EPTEPIO GYETIKA LLE TNV VIEPOOGOAOYI 1 TN dNANTNPiact amd TEpLPAOVVOuIdN O
avBparovc. H tepipiovvopion 70 mg nuepnoimg yopnynonke yio péyioto Sdotnua 14 nuepdov og
vym atopo. Ot avemBountes avtidploelg GUUPMVOVCV UE TO TPOPIA AGPAAELNG TNG TEPLPAOVVOUIONG
oe aoBeveic pe [1X.

Avtyetonion

Yg mePITTOON OYETIKNG VILEPIOGOAOYI0G 1 TOEIKOTN TG, CUVIGTATOL 1] YOPTYTOT Y OAESTUPAUIVIG T
gvepyomomuévou avOpaka yio tnVv enttdyvvon g amofoinc. H cuvictmpevn dadikocio
QTOUAKPLVGTC EIVOILT) LOPTYTION XOAEGTLPAIVIG 8 G, TPELG POPEG TNV MUEPA, Y10 S1AGTI LA

11 nuepwv. Edv avto dev eivar kaddg avektd, umopet vo ypnoponom et d6om yoleotupopivie 4 g,
TPELG POPEG TNV NUEPA, Yo dtdotnua 11 nuepdv. Evailaktid, dtav 1 yorestupapivn dev etval
dwaBéoun, umopel eniong va ypnoiponombei evepyomoinuévog avBpakag 50 g, 600 @opég tnv nuépa,
v ddotnpa 11 nuepdv. EmmAéov, n yoheotupapivi 1 o evepyomompévog avBpakag dev xperdleton
OTOPOITITO VOL X OPTYOUVTAL OE O1000)IKES TLLEPES, EAV ATONTEITOL KATL TETOL0 Y10 AGYOVG AVOYNG
(BAéme mapdypo@o 5.2).

5. OGAPMAKOAOI'TKEX IAIOTHTEX

51 ®@uppokodvvopikég1o10TNTES

DappokobepamevtiKy KaTnyopio: AVOCOKATOGTAATIKG, EKAEKTIKA 0VOGOKOTOGTAATIKA, KMOUKOG
ATC: LO4AA3L.

Mnyoviopdc dpdonc

H teproiovvopion sivar £vag 0vosoTpomonomTikog TopAyovVToG LE OVTLPAEY LOVADELS 1010TNTEG TOV
EKAEKTIKG KOl OVOGTPEYLLLOL VOO TEALEL TO pToYovOpLakd EvOupo S110poopoTiKy apudpoyovion
(DHO-DH), to omoio A&ttovpyikd GLUVIEETAL LE TNV OVATTVEVOTIKY AAVGIO. . Q¢ GUVETELN TNG

VOO TOANG, 1] TEPLPAOVVOLION YEVIKA LELDVEL TOVITOAAATAACIACUO TV TAXEWOG OLOUPOVUEVDV
Kuttdpwv Tov e€aptmvor amdtnv de Novo chvOeon g mupyudivng yio va enektadodv. O akpiprg
LMY OVIGLOG LLE TOV 0010 1] TEPLPAOUVOIOT] ackel TN Bepamevtiky g dpdiomn oty [1X dev eivan
TANPOG KOTOVONTOS, AAAG Stopecorafeitor amod Eva petmpévo aptBpd T-Aeppokuttdpoy.
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Doprokodvvakic ETOPACELS

Avooomomntiko cdoTnuo.

Emidpdosic otov apiBpd tev KuTTépmy Tov avOGOTOUTIKOD GTO Ol XTIC EAEYYOUEVEG LLE EIKOVIKO
(QAPIOKO LEAETEG, 1) TEPLOAOLVOLION 14 mg pio popd TV NUEpa 001 YNGE G NN LEIMCT) TOL HEGOL
apOpod Tov Aep@okuttapav, e Tdéng tov 0,3 x 10%/1, 1 ooia onuel®ONKe KATA TOVS TPAOTOVG

3 UNVES TG oy YN G Ko Ta. Emimeda avTd Srortnpr Oy péypt To TEAOG TG oy ®yTC.

Avvarotnro wapdtaons tov orootiiotos QT

e Lo EAEYYOLEVT] LE EIKOVIKO (ApLaKO evOeleT LeAETN Tov dlacthpatoc QT mov

TPOLY LOTOTOM ONKE GE VY] AITOLOL, 1] TEPLPAOVVOIOT OE PEGEG CUYKEVIPMOELS GTABEPNG KATAGTAGNC
dev £de1&e duvatotTa Tapdtaong tov Stotpotog QTCF 6e chyKpion e TO E1KOVIKO QAPLOKO: 1)
UEYOADTEPT LECT] SLOLPOPA LETAED TEPLPAOVVOUIONC KO EIKOVIKOD QUPUAKOV LETA ad YPOVIKNI
avtiotolylon nTav 3,45 ms, ue to avatato 6pio tov 90% Cl va Bpioketol ota 6,45 ms.

Eridpoon oty Lertovpyio twv veppikdv owinvopicov

2116 EAEYYOUEVES JLE EIKOVIKO QAPUOKO MEAETES, LECT] LEIMOT TOV OVPLKOL 0EE0G TOV OPOV GE LId.
KAMpoko 20% £wg 30% mopotnprdnke oe acbevei mov Adpupavay TeppAlovvopidn Evovtt Tov
gwovikod eappdiov. H péon peimon tov paceopov opod ftav kovtd oto 10% oty opdda
TEPLPAOVVOLUOTG GUYKPITIKA LLE TNV OUASN TOV EIKOVIKOD Qappakov. Ot emidpacelc autéc Oempeiton
0Tt oyeTilovTat e TNV AOENON OTI VEPPIKT COAVAPLOKT ATEKKPIOT Kol Ogv oyeTilovTal e
LeTaPOAEC T AetTovpYin TNG OTEPAUATIKNG d1OnomG.

KAMvikn oroteAeo LotkOT T, KOl 0CQAAELOL

H amoteleopatikdtnta TG TEPLPAOLVOUIONC KOTAOELTNKE GE 000 HEAETEG EAEYYOUEVES LE EIKOVIKO
edapuaxo, otn perétn TEMSO kou tny TOWER, oti¢ omoieg a&ioloynfnkayv ot draé nuepnoleg 06oelg
TepUpAovVOuIdNG 7 mg Kot 14 mg og evnAikovg acBeveic pue YIIX.

Yvvorka 1.088 acBeveig pe YIIX toyatorombnkov otn perétn TEMSO va Adfovv 7 mg (n=366) 1
14 mg (n=359) teprprovvopidngn ewovikod goppdakov (n=363) yio didotnua 108 fdopdadmv. Orot
ot aoBeveic eiyov emPeParopévn didyvoon I1X [fdcel twv kprrnpimv McDonald (2001)], rapovcialav
vrotpomidlovoa KAviKN Topeio, pen xmpic eEEMEN TG VOGO, Kat glyav eueavicel TovAdyiotov 1
VIOTPOTN KT TO £T0C TPV TN Ste€aryyn TG SOKIUNG 1] TOVAGYLIGTOV 2 VITOTPOMEG KOTA T dVO £T1)
pw T deaywyn g dokipung. Katd v €ilcodod toug, o1 acBeveig eiyov Pabporoyio <5,5 ot
Atevpopévn Kiipoka Katdotaong Avannpiog (EDSS).

H péomn niwia tov TAnbucepon g perétngntav 37,9 étn. H mistoymoio tov acbevav eiyoav
vrotpomidlovca-dtodeimrovsa TolhanAr] okAnpovveon (91,5%), adAld o vtoopdda acBevav eiye
devtepevovca eEehooouevn (4,7%) N eEeMooduevn vrotpornialovsa ToAlarin okinpouvon (3,9%). O
UEGOG OPLOLLOC VTTOTPOTTMY EVTIOG TOL £TOVG TPV TNV €GOy YN ot pHelétn frav 1,4 ue 36,2% tov
acfBevav va Exovv PAGPeg mov Tposiapfdvouy yadorivio katd tnv évapén. H didpeon Babuoroyia
EDSS «atd v apyum a&ordynon ntav 2,50, eved 249 acbeveig (22,9%) eiyav Pabuoroyioa EDSS >
3,5 kotd Vv apykn a&loddynon. H péon didpketo g vosov, omd To TPOTO GUUTTOLOTOL, T)TOV

8,7 ém. H mheioymoeia towv acBevav (73%) dev giye AMafel Oepomeio TpomomomTikn g vOGou Katd
Suapkel TV 2 TV TPV amd TV eloaywyn ot ueAétn. To amoteléopato tng pelétng
napovctalovtor otov [livoka 1.

To pokpompOOeGO OTOTEAEGHOTO TOPAKOAOVONONG OO TN LAKPOTPODESLY EXEKTAON TG LEAETNG
TEMSO (cuvolikn péon dudpkela Bepameiog mepimov 5 £, péyrot ddpketa Bepameiog mepimov
8,5 £11) dev mOPOVGIOGOY KATOLO VEQ, 1] LT] VOLUEVOLLEVO, EDPTLOTOA ACPAAELS.

Yvvolikd 1.169 acbeveic pe YIIZ toyaiomombnkay otn uerétn TOWER va Adfovv 7 mg (n=408) 1
14 mg (n=372) teprpAovvopidngn ekovikod Qapprdakov (n=389) yio LeTaANTO O146TNLO 0y @Y TTOL
olhoKAN pdONnKe 48 gfdOAdEG LETE TNV TUYOLOTOINGT) TOL TEAEVTAIOL aGBevovg. Olot o1 aeBeveic iyov
emiPeParmpévn didyvoon X [Baoet towv kpumpiov McDonald (2005)], mapovsialav vrotporialovea
KAMvikn Topeia, pe 1 xopic eEEMEN ™G VOcov, Kat elyav eppavicel tovddyiotov 1 vrotpony| katd to
étoc mwptv ) dte€aywyn TG SOKIUNG 1 TOLAAYLIGTOV 2 VITOTPOTES KOTA T 00 £T1) TPV TN SteEaywyn
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g dokpng. Katd tnv 16060 toug, ot acBeveig etyav Babuoloyio <5,5 otn Atevpopévn Khipoko

Koatdotaong Avannpiog (EDSS).

H péomn nAwda tov TAnBuopov g perétngntav 37,9 €. H misioymoio tov acbevav giyav
VoTPomalovca-dlaAeitovca ToAATAY ckANpuven (97,5%), aAld po vroopdda acevav eiye
devtepevovca e&elocodpevn (0,8%) 1 e&glooduevn vrotpomidlovsa ToAlanAn okAnpoveon (1,7%). O
UEGOG aPLOLLOG VITOTPOTTAY EVTOG TOL £TOVG TPV TNV EICAYWYN 0T UeAET NTav 1,4, BAGPeg mov
TPOCAUUPAVOLY YOOOAVIO KUTE TNV apykn a&loAdynon: xwpic dedouéva. H didueon Pabuoroyio
EDSS xatd v apyur agtordynon nrav 2,50, eved 298 acBeveig (25,5%) etyav Babuporoyio EDSS >
3,5 kotd v apykn a&loddynon. H péon didpreta tng vosov, omd To TPpOTO. GUUTTOLOTOL, T TOV

8,0 émn. H mieioymoeia tov acBevav (67,2%) dev giye AdPel Oepameio TpomomomTiky g vOsou Kotd
1 SEPKELDL TV 2 ETMV TPV OO TNV €160y YT 6TN peAétr. Ta amotedéopato tng LEAETNG

napovctalovtor otov [ivaxa 1.

MMivakag 1 - Kopro amoteréopata (Yia tnv eykekpipévn d6on, mainOvopoc ITT)

Merétn TEM SO Merétn TOWER
Teprprovvopion Ekoviko Teprprovvopion Ewkoviko
14 mg PAPRLUKO 14 mg PaPUUKO
N 358 363 370 388
Khvikés ExBaoceig
Emoionompévo nocooto
ROTpOTAW 0,37 0,54 0,32 0,50
A1opopd. kivdtvoo (Clgsy,) -0,17 (-0,26, -0,08)"" -0,18 (-0,27, -0,09)* "~
Eﬂ?@?ﬁ:‘ VRLOTPOTOY 56,5% 45,6% 57,1% 46,8%
efdopdda
Adyoc kivdvvov (C195%) 0,72, (0,58, 0,89)"" 0,63, (0,50, 0,79)"**"
3unvn Awotnpovpevn
E&éMEN Avammpiog 20,2% 27,3% 15,8% 19,7%
efdopada 108
Adyog k1vddvov (Closy) 0,70 (0,51, 0,97)" 0,68 (0,47, 1,00)*

6unvn Aot povpevn
E&éMEn Avammpiog 13,8% 18,7% 11,7% 11,9%

efdopdada 108

A6yog kivovvoo (Clgsy,)

0,75 (0,50, 1,11)

0,84 (0,53, 1,33)

Tekd onpeioc MRI

Metapoir oto BOD

- @
efdopdada 108

0,72

221

Metafolin oe oyéon ue to
EIKOVIKO QOPILAKO

67%***

Mécog ApBuog Prapav
OV TPOGAAUPEVOUY
yadoAivio tnv efdopdada
108

0,38

118

Metafoin oe oyéon ue to
etxoviko papuoxo (Clgsy)

-0,80 (-1,20,

_0,39)* * ok k

Ap1Buog povadikav
EVEPYQV
Brapav/amekovion

0,75

2,46

Metafolin oe oyéon ue to
ecoviko papuoro (Clgsy)

69%, (59%-

77%)* *okok

Agv petpndnke

“*p<0,0001 ™" p<0,001 ™ p<0,01 * p<0,05 GLYKPLVOUEVO UE TO EIKOVIKO QAPLOKO
(1) BOD: @oprtio vocov: cuvorikdg oykog Brafav (veomukveg otig T2 kot T1) oe ml

ATOTELEGHOTIKOTNTO OE 0GOEVEIG L LYMAN] SpaaTnPLOTNTA THS VOCOUL:

[MapatnprOnke pio otabepr| EXidPOON TNG 0Ly YNNG GTIS VITOTPOTES KoL TO Y POVO €0 TNV 3Unvn
dratnpovpevn eEEMEN g avarnpiog o€ pia viroopddo acbevav atny TEMSO (n=127) pe vynin
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dpOaCTNPLOTNTA TG VOGOL. AOY® TOV GYESAGHOD TNG LEAETNC, LYMAT SPacTNPLOTITA TG VOGOL
oplotnke ®g 2 1 TEPLIOCOTEPEG VILOTPOTES GE £Val £T0G Kal e Lo 1) TepLocoTepeg PAGPec mov
wpocAapPdvouv yadorivio e MRI gykepdiov. Agv TparypatomorOnke Tapdpole avaAvcT) VITOOHAd0S
otnv TOWER a@o0 dev eMobnoav dedopéva MRI.

Agv vrdpyovv drobéoa dedopéva o acoBEVEIG TOV ATETVY OV VO AVTOTOKPIOODV GE £V TAT PEG KOl
EMOPKEG OYNHOL (KOVOVIKA TOVAGYIGTOV £VOL £TOG QY YTG) VTEPPEPOVNG B, £XOVTOG TOLAAYLIGTOV Mid
VIOTPOTT TO TPONYOVUEVO £T0G VA NTaV o€ Bepameia Kot TovAdyiotov 9 vomvkveg PAdPeg otig T2
oe MRI kpaviov 1 tovAdyiotov 1 BAGPT Tov Tpochapfavel yadoAivio ) acBeveig mov govv éva pn
peTaPfAn0év 1 avénEVO TOGOGTO VITOTPOTMV TO TPOTYOVUEVO £T0G OTMG GUYKPIVOVTAL LIE T,
Tponyovueva 2 &tn.

H pedétn TOPIC Atav pua S oAy, EAeyyOUEeVn LLE EIKOVIKO QAPLOKO LEAETT TOV 0&LOAOYOVGE TIG
amag nuepnotleg 060ELg TEPLPAOLVOUIONG 7 mg kot 14 mg yia mg kot 108 efdoudoeg o acheveig e
€va TPMTO KAVIKG eMEICOO10 amopveAivaong (Léoog 6pog nikiag 32,1 étn). To Tpmtevov
KOTOANKTIKO OTUEL0 NTAV TO XPOVIKO S1AGTNHO LLEXPL TV ELPAVIOT] EVOG dEHTEPOL KAVIKOD
€MELG0010V (VIoTpoTn). uvorkd 618 acbeveig TuyatomomOniay yio va Adfovy 7 mg (n=205) 1

14 mg (n=216) tepupAovvopiong 1| wovikd eappoko (N=197). O kivéuvos yia v dedTePo KAMVIKO
EMEIGO010 o€ draotna 2 eTdv NTav 35,9% otnv opdda Tov gikovikov @apudkov kot 24,0% oty
oudda g tepipAovvopiong 14 mg (mniiko kvdvvov: 0,57, 95% didotua epmictoovvng: omd 0,38
¢mg 0,87, p=0,0087). Ta armoteréopata g uerétng TOPIC emiPefaimoay TNV amoTteAeoUATIKOTN T
NG TEPUPAOLVOION G oTNV VItoTportdlovca dlaAeimtovsa ToAAamAn oA puvor (RRMS)
(meprhopPavopévng ko tng apyouevng RRMS pe mpmto khivikd amopveMvetikod exeicod10 Kot
BAdPec otnv MRI pe d106mopd 6T0 ¥pOVO KoL GTO Y DPO).

H amoteheopatikdmra TG TEPIPAOVVOUIONG GUYKPIONKE LE QVTH TNG LITOSOPLOS VTEPPEPOVIC B-1a
(o cvvicTopevn 0001 TV 44 g TpElg popég TV efdopada) oe 324 Tuyatomomuévoug acbeveic, og
uio perétn (TENERE) pe eddiyiotn dwdipketa aywyng 48 efoopddec (uéytotn diapketa 114 efoouddec).
O kivdvvoc amotvyiog (emPefoatmpévn vroTpony 1 HOVIUN S10KOT 0y ®YNG, OTOL0 0o Ta dVO
TPONYEITOL YPOVIKE) TAV TO TPOTEVOV KATOANKTIKO orpeio. O apBpdg Tmv achevav pe poviun
SloKOTN TNG Ay ®YNG 6TV opdda TeptpAovvopiong 14 mg ntav 22 and tovg 111 (19,8%), pe artieg va
etvat ov avemBounteg evépyeteg (10,8%), EMdetym amotelespotikottog (3,6% ), ahiog Adyog (4,5%)
Kot eyxatarewyng g Oeponeiog (0,9%). O apBpds tov achevav pe pdvipn dloKomn g oywyng oTnv
opada vteppepdvng B-laNrav 30 amd toug 104 (28,8%), e Tig artieg va eivot avemBounTeg evépyeleg
(21,2%), €éMerym amoterespatikotntog (1,9%), aAhog Adyog (4,8%) Kot yopnAt CUULOPP®OT TPOG TO
npotdékorro (1%). H teproiovvouidon 14 mg/muépa dev oV ovatepn o€ oxEGN e TNV VTEPQEPOVN
B-1a g TPpog T0 TPOTELOV TEMKO GMUEID: TO EKTILDUEVO TOGOGTO TV OLGOEVAV LLE AIOTLY I Oy ®YNG
o115 96 £Pfdopadeg pe xpnon g ueboddov Kaplan-Meier ftav 41,1% évovti 44,4% (tepipAovvopion

14 mg évavti wvtepeepovng B-1a, p=0,595).

IToudworpkde tAnbvoude

Hauoia ko épnPor (nhaxiog 10 éwg 17 etcdv)

H EFC11759/TERIKIDS ftov pio 6160vic, SumAd ToAn, EAeyXOUEVT LLE EIKOVIKO QAPLOKO LEAETN G
modroTpikovg acbeveic nlkiag 10 wg 17 etav pe vrotpormidlovcsa-droieirovca [TZ, oty onoia
a&loAoynOnkay amaé nuepnoimg xopnyoOrEeVEC 0OGELS TEPLPAOVLVOUIONC (TPOCUPLOGEVESG Y10 TNV
emitevén €xBeong 160d0vapng pe T doon Twv 14 mg o evlikeg) yia pia mepiodo 96 gfdopddmv
axolovBovpevn amd pia mepiodo avorktig emtonpavong. Olot or acbeveic eiyov sppavicet

TovAd 1oTOV 1 VIToTPOTT TO TEAELTAIO 1 £T0C 1) TOLAAYIGTOV 2 VIOTPOTEG TOL TEAELTALN 2 £TN TPV ATTO
TN peAETN. Nevpoloyikég a&1oAOYNGELG TPOLY LOITOTO ONKOY KOTA TV TPOKOTOPKTIKY 0ELOAGYTO1 Kol
Kka0e 24 gfdouddeg £mg TNV OAOKANP®OT), KAOMG Kol GE [N TPOYPOLUATICUEVES EMICKEYELS O
nepintong Tlavoroyoduevng vtotponnc. Ot achevelg e KAV vtotponi | LYNAN evepydtnTa
otV MRI pe tovddyiotov 5 véeg 1 av&avouevec oe uéyebog T2 PAaPeg o€ 2 d10:00yIKES TOUOY POPIES,
petamndnoay Tpwv amo Tig 96 efSoLEdES TNV OVOIKTH TEPIOOO EMEKTOOTG TPOKELUEVOL VO,
dtuoparotei 1) Oepameio e dpacTikd eappako. To KOPLO KATOANKTIKO G UELD \TAV O YPOVOC EOG TNV
TPAOTY KAVIKN VTOTPOTN HETA TV TUYaomoinot. O xpdvos € tnv Tpdtn emPePatopévn KAvikn
VIOTPOTTN N TNV LYNAN evepydtnta otnv MRI, avaldyms pe 1o 1L GuvERT Tpdro, giye Tpokabopiotel
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G ovaAvoT vacOnaciog, emeldn TepAapuBAvel TO60 TIG KAMVIKEG TPOUTOBECELS OG0 KoL TIG
wpovmobécelg otnv MRI yio T petomidnorn oty ovoikti TePiodo.

Yvvolka 166 acBeveig TuyaiomomOniay pe avaroyia 2:1 og Aym tepiprovvopiong (n=109) 7
giovikov eappakov (n=57). Katd v €icodo, ot acheveic tng peréng eiyov fabuporoyic EDSS <5,5,
1 péon niwia nTav 14,6 étn, 1o uéso copatiko fapog Nrav 58,1 kg, n péon ddpketa g voécov amd
T dudyvaoon frov 1,4 étn koo pécog apduog T1 Brapav mov Tpocrappdvovy Gd ftav 3,9 PAaPeg
ava topoypapio MRI katd v évapén tng peréng. Olot o1 acbeveis eiyov vrotpomialovoa -
dwdeimovoa [1Z pe didpeon Pabuoroyio EDSS 1,5 oty évapén g perétng. O pécog ypdvog
Oepameiog NTov 362 NUEPES e EIKOVIKO QAPLOKO Kot 488 Muépeg pe tepupAovvopidn. Metammdnon
amd T SITAG TVPEAT TNV TTEPiodo Bepameiog AVOIKTNG EMONLAVOTG AGY® VYNANG EVEPYOTNTOG OTNV
MRI mpary potoromnke To cuyva amd 6Tt avapevoToy, Kabmg Kot m1o cuyva Kot To Vopic otV
OLAO0L TOV EIKOVIKOD POPUAKOV GE GUYKPLOT LE TNV Opdda TG TEPLPAOVVOLION (26% Y10 TO EIKOVIKO
edapuako, 13% yio tnv tepipAovvouion).

H teproiovvopidn peiwoe tov kivovvo kivikig vrotponng katd 34% € Gy£om e TO EKOVIKO
Qappako, xwpig exitevén otatiotikng onpavtikomerag (p=0,29) (Ilivaxag 2). v mpokabopiopévn
avaAvomn evaisnciog, ) TEPIPAOLVOLION TETUYE GTOTIGTIKG GNLOVTIKT LEIMOT] TOV GUVOVAGEVOD
KIVOUVOL KMVIKIC VITOTPOTTNG 1 bynAig evepyotntag otnv MRI katd 43% o€ oyéon e 10 eukovikd
eapuaxo (p = 0,04) (IMivaxag 2).

H teprpiovvopion peiwoe onpovtid tov apifud tov vémv kot avsavopevav o péyebog T2 Prafmv
avé topoypapio katd 55% (p=0,0006) (post-hoc avéivon TpocaplOGUEVN EXLONC O TPOG TIG OPYIKES
T2 petprioeig: 34%, p=0,0446) kot tov apdud twv T1 BAafov Tov Tpociapufavovy yadorivio ava
Topoypapia katd 75% (p <0,0001) (IMivaxag 2).

ivakog 2 - KMvika aroteiéoporto ko amoteréopata MRI g peiétng EFC11759/TERIKIDS

I 0vopécITT Tng EFC11759 Teprprovvopion Ewkoviké
(N=109) Qappaxo
(N=57)

KMvika katolnkTikd onpeia

Xpovog €mg TNV Tpmn EMPERatmpévn KAVIKH VITOTPOTY,

[MBavomta (95%Cl) emPePormpévng veoTponng v 0,39 (0,29, 0,48) 0,53 (0,36, 0,68)
Epdopasda 96 0,30 (0,21,0,39) | 0,39 (0,30,0,52)
IiBavotnra (95%CI) emiPefoiwusvng vToTPoOmHS THY

Efdoucoo 48

Avaroyia kivdovov (95% CI) 0,66 (0,39, 1,11)»

Xpovog €mg NV Tpmn EMPEPotmpévn KAVIKH VITOTPOTT|

1 v vymAn evepydtra oty MRI, 0,51 (0441, 0,60) | 0,72 (0,58, 0,82)

[MBavotta (95%CI) emPefarwpévne vroTpomng M
vyning evepyotnrag otnv MRI v EBdopdda 96

WIS EYEPTORIITAS T nvERSondoaSs ) a8 0.29.047) | 0.56 (0,42, 0,68)
ThiBovornra (95%CI) emiPefaiwusvng vroTPoOTNS 1§ VYHANG
evepyotnrag oty MRI tyv Efdoudoo 48

Avadoyia kivddvou (95% CI) 0,57 (0,37, 0,87)*

Kvbpuw karoinktikd onpeio otnv MRI

[Tpocappocuévog aptBudg vémv 1 avavopevmy o€
péyebog T2 frofav, 474 (2,12, 10,52 (4,71, 23,50)
Extipmon (95% CI) 10,57) 5,37 (2,84, 10,16)
Extiunon (95% CI), post-hoc avaiven tpoocapuoouévn 3,57 (1,97, 6,46)
emiong w¢ Tpog Tig opyikés T2 uetproeis
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M 0vop6c ITT Ty EFC11759 Teprprovvopion Ewkoviko
(N=109) Pappoxo
(N=57)

Yyetikog kivouvog (95% CI) 0,45 (0,29, 0,71)=
2yetkog Kivovvog (95% Cl), post-hoc avalvon 0,67 (0,45, 0,99)*
TPOTOPUOGUEVH ETIONS (S TPOS TIG apyixés T2 uetproeis
[Tpocappocuévog apBuog T1 fraBdv mov
npochapfavovv Gd, 1,90 (0,66, 549) | 7,51 (2,48, 22,70)
Extipnon (95% CI)
Yyetkog kivovvog (95% CI) 0,25 (0,13, 0,51)***

"p>0,05 ce cdykpion pe To gwovikd gappaxo, * p<0,05, *+ p<0,001, *++ p<0,0001

H mibavotnta Baciotnke o€ extipnon Kaplan-Meier kou 1 EBdoudda 96 tav 10 T€A0g TG
Oepomeiag g neréng (EOT).

O Evpamnaikdc Opyoviopog Dappdrkmy £yl 0MOEL OTOAANYT OTTO TNV VILOYPEDOT] VTOPOANC T®V
OTTOTEAEGLLATMY TV HEAETAOV LLE TO PAPLAKEVTIKO TPOIOV OVOPOPAS TTOL TEPLEYEL TEPLPAOVVOUIOT GE
Todd nAKiog amod T YEvvnor Toug £ Lukpotepa Tv 10 €TMV GTNV OVTILETMRION TNG TOAAATANG
oKk puvong (BAéne mapdypapo 4.2 yio TANPoPOpieg OTNV TUIIUTPIKT XP1OT)).

52 ®oppokoKiviTIKEG 1O10TTES

Amoppoonon

O 5141eG0G (POVOG £00G TNV EMITEVEN PEYIGTMV GUYKEVIPDOEWDY GTO TAAGHO Kupaiveror omo 1 €mg
4 mpeg PETA T OO, EMELTOL OO ETAVAAAUPOVOUEVT 0TO TOL GTOOTOG XOPYTOT| TEPLPAOVLVOUIONG,
pe vynAn Prodiabecipomra (mepimov 100%).

H tpopn| dev £xel KAVIK®DC GNUOVTIKT EXIOPOCT TN QUPHOKOKIVITIKY TNG TEPLPAOVVOUIONC.

SOUQOVO LLE TIG LECES TPOPAETOUEVES TOPAUETPOVS POPLLOKOKIVITIKNG TOL VITOAOYIGTIKAY OO TNV
TAnBuoaky eappaxokivnTikh avaivor (PopPK) e tn xpion dedopévav omd vyieic eBeAovTEg Kot
acbeveic pe IIX, n ovykévrpwon otabepng katdotaong tpoceyyiletat apyd [dniadn mepimov

100 nuépeg (3,5 pMveg) puéypt v enitevén Tov 95% TtV cLYKEVIPOOEDY 6TodEPNC KaTAoTaonG] Kot o
ekTIudpEVOC Adyog abpoiong e AUC eivar mepimov 34 popég emtmioy.

Koatavoun

H teprpiovvopidn deopevetar oe peydio Badud oe npwteiveg Tov TAdopatos (>99%), mbaviotata ot
AEVKOUATIVI Ko KOTOVERETAL KUPIG 6To TAdoua. O dykog katavoung eivat 11 | petd and pio
evoopAEPa (IV) yopriynon. Qotdoo, ovtd amoterel TOovOTATO VTOEKTIUNOT), SEOOUEVOD OTL
TOPOTN PN ONKE EKTETAUEVN KOTOVOUT OTA OPYAVO, CLPOVPAIV.

Buougtooynuaticuoc

H teprorovvopion petoforileton g pétpro Pabpd Kot amotelel T0 LOVO GLOTOTIKO TOL AVIYVEVETOL
010 mAdopa. H kopio 060g PLOPETOoNUOTICUOD TNE TEPUPAOVVOUIONG Elval 1) VOPOALOT|, LE
devtepevovca 006 TV o&eidmor. Ot devtepevovoeg 0dol eivarn o&eldwon, 1 N-akeTviimon Kot 1
ovlevén pe Beukda.

Amofoin

H teprolovvoplion amekkpiveTal 6T YAGTPEVIEPIKY 000, KUPIOG LEGH TNG XOANG, (OC OUETAPANTT
dpaotikn ovcio kKot wlavotata pe dueon ékkpiorn. H tepipAovvopion eivat £va vTocTpmuUe TOL
uetapopéa ekponic BCRP, 0 oroiog m1Bavov va cupPaiiel oty GueoT EKKPLon. € S1ioTN L
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21 nuepwv, to 60,1% NG YopNnYOLUEVNC 000G amekKkpiveTal Le Ta Kompava, (37,5%) kot ta ovpa
(22,6%). Metd ) dadikacio tayeing amopdikpuvong e YOAESTUPAUIVY, ovaKTNONKE EMTALOV
10060016 23,1% (kuping ota kompava). Bdoet pepovopévng tpofreyng tmv QopUokoKVITIKOV
TOPUUETPV LE ¥ prion Tov poviédov PopPK g tepiprovvopiong oe vyteig eBelovtéc kot o€ acbeveig
pe ITX, n dbpeon TN typ, oy mepimov 19 nuépeg petd and emavorapufavopeveg 66celg tav 14 mg.
Metd omd epana evooeAéPia yopnynon, | GLVOAKN Kabapomn TG TeptpAovvouiong sivat 30,5 mi/h.

A1001K00T0. TOYETOG ATOUCKPOVONS: Y OAETTUPOUIVY KOL EVEPYOTIOIUEVOS AVOPOKOS

H amofoAn g teptoAovvopiong amod v kukAopopia HUropel va exttayvvOet Le T xopnynon
YOAEGTUPAUIVIG ) EVEPYOTOLNUEVOL AVOpaka, TIBAVOTATH LEGH TNG S10KOTNG TV O1001KACLOY
EMOVOTOPPOPN GG GE EMIMESO EVTEPOL. O1 GUYKEVIPMOELS TEPLPAOVVOLIONG TOV LETPTONKOV GTO
TAaiclo pog dtadikaciog 11 nuepdv e GKOmO TNV EXLTAYVVGT TG OTOUAKPUVOT|G TG
TEPLPAOLVOLUONG e 8 g YOheaTUPAUIVIG, TPELS POPES TNV NUEPA, 4 g YOAEGTLPAUIVIG, TPELS POPEC TNV
nuépan 50 g evepyomonuévou avOpaka, 600 POPEC TNV NUEPA, ETELTO. OO SLOKOTT TNG 0Ly YNNG LE
TEPUPAOVVOLLON KATESEEAY OTL TO GUYKEKPIUEVO SOGOAOYIKA GYTLATO TTOV ATOTEAECLLATIKA GTIV
EMLTAVVOT) TNG ATOUAKPLYONG TNG TEPLPAOLYVOULIONG, 00N YDVTOG o€ Thve omd 98% peimon twv
GUYKEVIPMOCEMY TEPIPAOVVOUIONG GTO TAGGHLOL KOLL LE TN XOAEGTVPALLIVT VO, ETLOEIKVVEL TAYVTEPT
dpaon amd tov dvBpoko. MeTd T S10KOTN TNG TEPLPAOVVOLIONG KL TN YOPTYNON XOAEGTLPALIVIG 8 ¢
TPELG POPEG TNV NUEPD, 1] GLYKEVTPWOOT TEPLPAOVLVOUIONG 6TO TAAGHA petmbnke katd 52% oto Téhog
g Muépog 1, katd 91% oto téhog g uépog 3, katd 99,2% oto Téhog TG nuépac 7 kot katd 99,9%
pe v ohokinpwon tgnuépag 11. H emhoyn peta&d tav 3 dadikacicdv amofoing eEaptdtat amod T
avoyn tov acBevois. Edv n yoprynon yoreotvpapivng 8 g, TPES QOpEG NIEPNCILMS, dEV Elval KOAMG
OVEKTT), LTTopel va xopnyn el doom yoreotupapiving 4 g tpelg popéc v nuépa. Evaiiaktikd, propel
va ypnotponoindei evepyomoimpévog avOpakoag (ot 11 nuépeg dev yperdletar amapaitnta vo ivor
LSO IKES, EKTOG €AV ETPAAAETOL 1] TOYELN LEIDOT TOV GUYKEVTPOGEWDY TEPUPAOVVOUIONG OTO
TAAGLQ).

I'poppkdTnTo/Un Y pokoTnNTo,

H ovompartik ékBeon avdveral avaloyikd e T 600mM HETA TNV ot TOV GTOUATOS XOPTYNoN
TepLpAovvouidng 7 £og 14 mg.

X0poKTNPLOTIKO 0€ GUYKEKPWWEVEC OnddeS acevav

DiAo kou nluiuévol

Opopéveg mnyég vdoyevoug LETABANTOTNTOG ovary vopioTnKay o€ LY dtopa Kot o€ acteveig pe [1X
Baoet g avdivong PopPK: nikia, copatikd fapog, pOAo, LA Kol EXITES0 AEVKOUOTIVNG Ko
yorepuBpivng. Evtobrolc, 1 enidpoom avtdv Tov Tapayovtov Topapével Teplopiopévn (<31%).

Hratixn dvoierrovpyio

H Mo ko pétpro nratiky) SueAeitovpyia dev giye emidPOOT OTI QOPLOKOKIVITIKY TNG
TEPUPAOVVOLLONG. ZVVET®G, OEV TPOPAETETAL TPOSAPLOYT] TNG OOCTG O OGOEVEIC LLe N0l Kot LETPLOL
Nratikn SvoAsttovpyia. Q6TOG0, 1 TEPLPAOLVOLION ovTevdeikvuTal 6e acBeVElg e coPapn NIty
duoertovpyia (BAéne mapaypdeovg 4.2 kot 4.3).

Negpixn dvorertovpyio

H cofapn veppiki duciertovpyia dev elye EXIOPAOT] OTN PAPLOKOKIVITIKN TG TEPLYAOUVOLIONG.
YUVETMC, OV TPOPAETETAL TPOCUPLOYT TNG OO0 G GE aoBeVELG [ie Lo, LETPLOL Kol GoPapr) VEQPIKN
dvucieitovpyia.

Haudrarpixog nAnBoouog

e madaTpikovg aodevelg e copatikd Bapoc >40 kg mov Elafav aywyn pe d6on 14 mg dna
nuepnoimg, ol ekbéoelc oe otafepn KaTAOTAON 1TOV GTO EDPOG TOL TAPATNPEITOL GE EVIAIKEG
aoBeveic mov Aapavovy aywyr| Le To 1010 SOGOA0YIKO GYTLa.

Ye madtatpukodg acbeveic pe copatikd Bapoc <40 kg, n ayoyn pe d6on 7 mg anaé nuepnoing (Bacet
TEPLOPICUEVAV KAMVIKAOV SEGOHEVMV KOl TPOGOUOIDGEMY) 001 yNoE o€ ekbécelg otabepng KatdoTaong
070 €0POG TOL Tapatnpeitan oe eviAKeg acbeveig Tov Aapufdvovy aywyn pe 14 mg draé nuepnoing.
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O1 TopaTnPOOUEVES KOTOTAUTEC GUYKEVIPAOGELC 6€ oTabePN KATAGTAOT TOlKIAMY o€ Leydio Babuo
peta&l Temv aTopmv, Omng £xel Tapatnpndel oe evilkeg acbeveig pe T1Z.

5.3 Ipoxivikd d£dopéva yro TV acdiero

Tolwdtnto eravaiaufavopevayv d6cemv

H eravalapfoavopevn amd Tov GTOUATOG Y0P YO TEPLPAOVVOLIONG GE TOVTIKOUG, 0POVPAIONg Kol
oKVAOVG Yo dtdoTnpa 3,6 kot 12 pnvav, avtictolya, £6e1&e 0t ) To&1KdTN T EVTOTILETAL KUPI®MG OTO
HVELD TMV 0GTMOV, 0TO AEUPOEIDT OPYOVa, GTI| GTOUNTIKN KOIAOTNTA/YOGTPEVTEPIKY 000, GTA
AVOTOPOYYIKE Opyova Kot 6To Taykpeas. [Tapatnprinkav emiong evoei&elg oedwtikng dpdong ota
gpuBpokvTTOPO. Avaipio, LEl®PEVOL optOpol oUOTETAAIDY Kol EXOPAGELS GTO 0lVOGOTOMTIKO

oLOTN MO, LETAED AAA®Y Agvkomevia, AeLpomevia Kot dEVTEPOYEVEIC AOIUMEELS, CLGYETIOTNKAV LLE TIG
EMOPAGCELS GTO UVEAD TV 0GTMV M/KaL GTO AEUPOELDN OpYyava. O1 TEPIGGOTEPES QMO TIG EXIOPACELG
AVTOVOKAODY TOV Bacid TpOTo dpdiomng TG ovcios (Voo TOA TV dtapovpevav kuttdpwv). Ta (do
EMOEUVVOLV LEYaADTEPT EvancOnGio 6€ GyEom Le ToV AvOpP®TO 6T PAPULAKOAOYI0, ETOUEVOS Ko
TNV TOEIKOTNTO TNG TEPIPAOVVOLIONG. Zuven ®c, N ToEIKOTNTO 6T0 {hol SlomioT®@ONKe og enineda
ékbeomng avtictoryo M OUNAOTEPO 0O TAL DEPATEVTIKA EXinEdD GTOV GvVOp®TO.

Evdeyouevn yovoto&ikdtnto Ko KapKIvoyovoc dpaon

H teprpiovvopidn dev tav petarra&loydvog in vitro 1 khastoyovog in vivo. H kKhaotoyovikdmta
7oL TapotnPRONKe in Vitro OeoprOnke Eupecn exidpaoT OPEIAOLEVT GTNV OVOLOLOYEVELL TNG
de&apevng voukAEoTIdimv ToL TPoKVRTEL O TN PopUoKkoAoyia ¢ avactolng tmg DHO-DH. O
erdocwv petaforitng TFMA (4-tprpBopopeburavirivn) Tpokdieos petaAla&loyEveosn Kot
Khootoyéveon in Vitro aAAd oyt in vivo.

Agv mapatnprinkav evoeielc KopKivoyEVESN G GE 0pOLPEIOVG KoLl TOVTIKOUG.

TofkdtnTo TNV AVOTapoy Wy

H yovipdtnta dev ennpedotnke GTOLE apovPaions, Tapd TIG OVETBVUNTEG EVEPYELEC TNG
TEPLPAOVVOLUOTNG GTOL AVOPLKE, OVOTOPOLY WY TKA OPYOVaL, Ol OTTOlEG TEPIAAUP VOV TO LELOUEVO 0ptOd
oneppoTolwapiov. Agv vanpEav eEmTepikég SLOTANGIES GTOVG ATOYOVOLG APCEVIKMOV CLPOVPAimY
0T0VG omoiovg giye xopnynOel TepipAovvopidn Tpv amd to Levydpmpa pe BnAvkodg apovpaiovg Tov
dev elyav AdPer v ovoia. H teprorovvopidn ntav epfpuoto&ikn Kot tepatoydvog GE 0,povpaiovg Kot
KOUVEALO G€ OOGELG TOV EUTITTOVY GTO BEPATEVTIKG EVPOG TILAMV Y1 TOV AVOpwIo. AverBounTeg
EVEPYELEG GTOVG OTOYOVOLG Tapa TP Onkay exiong dtav 1 TepLpAovvouidn yopnyHOnke o £yKvoug
apoLVPaiovg KaTd TNV Kumon kot T yoiovyia. O kivduvog euPpuotolikdtntog opeAOUEVT|G GTOV
avopa Aoym ¢ Oepameiog pe TepipAovvopion Bewpeitarl yauniog. H extiudmpevn ékBeon tov
TAAGHOTOG TV ONAE®V OTOL®V HECH TOL OTEPLOTOG EVOG AvOpa TOL EA0PE Bepameial avVaIEVETOL TMG
gtvar 100 popég yapmAdtepn and 6ti pe v £kBeon tov TAGoHOTOC HeTd T Aqyn 14 mg
TEPUPAOVVOLIONG aTtd TOV GTOUATOC.

Toéwotnta o€ veapa (oo

Apovpaiot veapng niikiag Tov Erafav TeEppAOLVOUION amd oTOUATOG Yia 7 EfSopddes amd Tov
OTOYOAOKTIGHO £0G TN GEEOVAAIKT MPILLOVOT OEV EUPAVIGOV aVETIOOUNTEG EMOPAGELG OTNV AVATTVED,
TN COUATIKN 1 VEVPOAOYTKT] AVATTTLEN, TN LA O™ KoL T VRN, TNV KIVNTIKH OpaoTnplotnTa, Tn
oeCovakn avamTuEn 1 T yoviuotnto. Ot avemfBountec avudpdoeig mepteAdufavay avaipio, peiomon
NG AEULPOELDKNG OVTATOKPLONG, S0c0eEapTOLEVT] pelwon g e&aptmpevnc and to T kottapa
OVTICOUOTIKY OVTOTOKPLOT Kol LeYaAN pHeloon Tov emmédov Tav IgM ko IgG, kot fTav yevikd o€
GUUQOVIO LLE TIC TOPOTNPNOELG € LEAETEG TOEIKOTNTOG ETOVOLOUPAVOUEVOV OOCEMY GE EVIAIKEG
apovpaiovg. Qotdoo, 1 avénon twv B xuttdpwv mov mapatnprdnke o veapodc apovpaiovg dev
wapatnpnOnke o evijAikeg apovpaiovs. H onpacia avtng g dapopdc sivarl dyvmotr, ®otdco
KotadeiyOnke TANPNG avaoTPEYILOTNTO OTMG KO Y10 TO TEPIGGOTEPO. AmO T, GAAD vppaTa. AGy®
NG VYNNG evaictnciog Twv {Oov otV TEPLYAOLVOLIST, 0L VEaPOl apovpaiotl ekTEOMKAY G
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YOUNAOTEPQ EMimEdQ OO EKEIVO OTO TOOLA KOl TOUG EPTPOVG LLE TN LEYIGTN GUVIGTAOUEVT dOCT) GTOV
avBporo (MRHD).

6. OAPMAKEYTIKEX ITAHPO®OPIEX

6.1 Kotdloyogekdoymv

TTvpnvac dickiov

Aoktoln povoidpn

aporo apafocitov

KOTTOPIVI] LKPOKPLGTOAAIKN

apvro kappodvpedulmpévo vatplovyo
GvudPO KOAMOELDES TUPITIO
VOPOEVITPOTVAOKVTTAPIVT

LAY VIIGl0 OTEATIKO

Emwdiown diokiov

T Mg emcadopuévo ue Lemo vuévio diokio.
vrpopelholn (E464)

Trtaviov d10&eidio (E171)

taiknc (E553b)

noAvatBulevoyiokoin (E1521)

Adicar apythotyov tvdwkokopuviov (E132)
odnpov oeidio kitpwvo (E172)

14 mg emmcalvpuévo. pe Asmro vuévio diokia
vrpopedholn (E464)

Trtaviov d10&eidio (E171)

tahknc (E553b)

moAvatbvulevoylokoin (E1521)
Ao apytiovyov wdwokappviov (E132)

6.2 Acvppoatotnreg

Aegv gpapuoletal.

6.3 Auwgpkero Long

3 ypdvuo.

6.4 Idwitepec mpo@uidéearg kata T @OAUEN TOV TPOTIOVTOG

To QopHoKELTIKO 0VTO TPOTOV eV OmalTEL 10104TEPEG GUVOTKES PUAAENG.
6.5 @von Ko GVGTUTIKA TOV TEPLEKTY)

7 Mg emkoAvppéva e AETTO LUEVIO diokia

Kvoyéheg amd aAovpivio GUGKEVAGHEVEG GE KOVTLA TTov TepLEyovy 14, 28, 84 kai 98 emkoivppéva pe
AemTo VUEVIO doKial.

AldTprteg KOWEAES, HOVAS®Y HOONG OO AAOVLIVIO - CAOVUIVIO, GCUCKEVOGUEVESG GE KOVTLE TOV
nepiEyovy 14x1, 28x1, 84x1 ko 98X1 emwkaivppéva pe Aemtd vévio diokia.

14 mg emkailvpuévo pe Aetto vUEvio dokio
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Koyéheg amd aAovpivio GUGKEVUGEVEG GE KOVTL TTOL TTEPLEYOLY 28 Kal 84 EMIKOAVUUEVO e AETTO
vpEVIo dokia.

Aldtprteg KOWEAEG, LOVAd®V 8O0TG atd AOVUIVIO - GAOVUIVIO, CUCKEVOGUEVESG GE KOVTLA TOV
mepiéyovv 28x1 kot 84x1 emikaivppéva e Aemtod vuévio diokia.

Mmropei va unv KokAo@opodv OAEC Ol GUCKELOGIES.

6.6 Idwitepeg TPOPULAGEELS ATOPPLYNG

Ka6g axpnotplonointo eopuakentikod Tpoioy 1 VITOASYLLN TPETEL VO, ATOPPITTETOL GOUPOVA LE TIG
K0T TOTOVG 10 DOVGEG TYETIKEG SLOTAEELC.

7. KATOXOX THX AAEIAY KYKAO®OPIAZ

Accord Healthcare S.L.U.
World Trade Center,

Moll De Barcelona s/n,
Edifici Est, 62 Planta,
Barcelona, 08039
Ionovia

8. APIOMOZXZ(0]) AAEIAYX KYKAODOPIAX

7 mg smkailoppévo. ue Aertd LUEVIO doKio

EU/1/22/1693/005 14 diokia
EU/1/22/1693/006 14 X 1 diokio (uovadiaio doom)
EU/1/22/1693/007 28 diokia
EU/1/22/1693/008 28 X 1 diokio (povadiaio d6om)
EU/1/22/1693/009 84 diokia
EU/1/22/1693/010 84 x 1 diokio (povadiaio d6om)
EU/1/22/1693/011 98 diokia
EU/1/22/1693/012 98 X 1 diokio (novadiaio d6om)

14 mg smikailvpuévo pe Aemttod vuévio dokio

EU/1/22/1693/001 28 diokia
EU/1/22/1693/002 28 x 1 diokio (novadiaio d6om)
EU/1/22/1693/003 84 diokia
EU/1/22/1693/004 84 x 1 diokio (uovadiaio doom)

9.  HMEPOMHNIA ITPQTHX ET' KPIXHX/ANANEQYXHY. THX AAEIAX
Huepounvia mpatng £ykpiong: 09 NoepBpiou 2022.

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AEMTOUEPEIC TANPOPOPIES Y10 TO TAPOV POPLOKEVTIKO TPOIOV Eivar S100E01pEg GTOV SIKTVOKO TOTO
tov Evparaikoy Opyavicpod @apudkov: http://www.ema.europa.eu.
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ITAPAPTHMA I

MAPAXKEYAXTHXZ(EX) YIIEYOYNOZX(OI) I'lA THN AITOAEEMEYXH
TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH ATAOGEXH KAI TH XPHXH
AAAOI OPOI KATAITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI'H NEPIOPIZMOI ZXETIKA ME THN AX®PAAH KAI
ATIOTEAEEIMATIKH XPHZH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YHIEYOYNOZX(OI) I'lA THN ATIOAEEMEYXH TQN
IHAPTIAQN

Ovoua kot d1evfuvon Tov TOPOCKEVAOTN TOL Eival VITEVOVVOC Y10 TNV OTTOGEGLEVOT TOV TOPTIOWV

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, IToAmvia

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, OAavdia

Pharmadox Healthcare Ltd.
KW?20A Kordin Industrial Park,
Paola PLA 3000, MdAta

270 £VTLTTO PVAAO 0OV YPNGEMS TOL POPLOKEVTIKOD TPOIOVTOG TPEMEL VOL OVOLY PAPETOL TO OVOLLL
Kot 1 51€60VVGT TOL TOPAGKELAGTN OV EVOL VTTELOVVOG Y10 TNV ATOSEGEVOT TNG GYETIKNG TAPTISOGC.

B. OPOI'H MEPIOPIZMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DoploKEVTIKO TPOIOV Y10 TO OO0 OTALTEITAL TEPLOPIGHEVT] 1TPIKT cuvToyn (PAéne mapdaptnua I
[TepiAnym tov Xapaxmmpiotikdv tov [poidvtog, mapdypapog 4.2).

T. AAAOI OPOI KATAITAITHXEIX THX AAEIAY KYKAO®OPIAX
o Ex0¢og1c meprodikig mapakorovOnons s acpareros (PSURS)

O amontioetg yio v vroPoin PSURS 10 10 v A6y ® poprakevTikd mpoiov opilovtol 6tov
KOTAAOYO LE TIG Npepopnvieg avapopds e Evaong (katdioyog EURD) mov mapatiBetor oty
Tapdypopo 7, tov dpbpov 107y, g odnyiog 2001/83/EK kot kébe emaxdrovbng
EMKALPOTOINGONG OTMG ONUOGIEVETAL TNV EVPMIOTKT SIKTVOKT] TTOAT Y10 TO QAPLLOKC..

A.  OPOI'H IEPIOPIEMOI ZXETIKA ME THN AX®PAAH KAI AIIOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

o Yyé010 orayeiprong kKivovvov (XAK)

O Kérroyog Aderag Kukhopopiag (KAK) Ba die&aydyet Tig amattodpeves SpastnprotnTes Kot
TOPEUPAGELS POPLOKOETOY POTVIOTS OT(G TaLpoLG1ALovTal 6To cLUPmvNBEy ZAK mov mapoveialetat
otV evotnra 1.8.2 g ade10g KUKAOQOPIOG KOl OTOIEGONTOTE ETAKOAOVOEG EYKEKPIUEVES
avofewpnoelg tov XAK.

"Eva emioporompévo XAK o mpénetl va kototedet:
e Metd anod aitnpa tov Evponraikod Opyaviopot @appdxov:
e OmOTEINTTOTE TPOTOTOIEITOL TO GVGTN LA Sty ElpLoN G KIvOHVOoV, E101KE (G ATOTELEGILO ANYNG
VE®OV TANPOPOPLAOV TOL UTOPOLV VO ETLPEPOVY CTLLAVTIKY AAAXYT] OTN GYEGT 0OPEAOVG-KIVODVOL
N G ATOTELEGHLA TNG EMITEVENG EVOG O ULAVTIKOD OPOSTILLOV (POPHOKOETOYPOTVIOT 1|
EAOYLOTOTOIN G KIVOUVOD).

Edv n vropoin poag PSUR ko n emkatponoinon tov ZAK cvprnintovv, dhvatot va kotatedovv
TAVTOYPOVAL.
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o EmnpdécOeta pétpo ehoyrotomoinons Kivovvou

Ipwv v xvKhopopia. Tov Tpoidvtog oe kibe Kpdtoc Mélog, o Kdatoyog g Adeiag Kukiopopiag
(KAK) Ba. tpémel vo, GOUQOVIGEL GE EVaL EKTALOEVTIKO TTPOYpappe pe Tic EOvikég Apuoddieg Apyéc.

O KAK npénel va dacpariost 0T, puetd amd culnnon kot coppavia Le tig EOvikéc Apuodiec Apyéc
og kabe Kpdtog Méhog dmov to Teriflunomide Accord kukhogopei, katd tn 0éomn oe Kukhopopia Kot
LEeTa amo T BEon o€ KuKAopopia, o8 OAOVG TOVG EMAYYEALOTIEG VYEING TOV AVOLLLEVETOL VOL
yxpnotporomoovy To Teriflunomide Accord mapéyovtat to akdlova:

o Ilepiinym tov Xapaktnpiotikav tov [poidvtog (ITXIT)
e  Exnodevtiko viikod yio toug Emayyeipotieg Yyeiog
o Exnodevtiky Kapta AcBevav

To exma1devTikd VAIKO yia Tovg emayyehpatieg vyeiog (EY) Ba mepiéyet ta axdrovba koplo ctovyeio:

1. OwEY mpénet va cu{ntovv pe toug aobeveic Toug ta cuykekpipéva {ntpato oo@AAELNG TOL
Teriflunomide Accord mov mepty papovTol AETTOUEPDS TOPUAKAT® TEPIMAUPAVOVTOGS TIG
€EETAGELG KO TIG TPOPVAAEELS TTOV YPEIALOVTOL Y10 TV ACPOAN PO KOTA TNV TPMTN
GUVTOYOYPAPNOT, KoL TOKTIKE KOTA T SdpKkela Tng Oepameiog g axolovdmc:

e  Kivouvog NTatikdv EMOpAcEDY

- gferdoelg yio ™ Asrtovpyia Tov HIaTog ¥ petdlovTon TPty amd TV Evapén T oy wyng
KOl TEPLOOTKE KOTA T1| OLELPKELDL TG Oy WYNG

- No ekroidedeton o acevig yio To GNHELN Ko TO GUUTTOUOTO NTOTIKNG VOGOV Kol TNV
avaykn va avaeépovv otov EY toug €dv eppavicovy omolodnmote and avtd

e AvynTikdg Kivouvog TEPUTOYEVEDTC

- Novrevbouiletat otig yvvaikeg og avamoapoywyikn nikio (WOCP),
GUUTEPIAAUBOVOUEVOV TV EPNPOV/TMV YOVEDV-(QPOVTIGTOV TOVE, OTL TO
Teriflunomide Accord avtevdsikvutat oe ykveg yovaikes kot e WOCP 1ov dev
YPNOUYLOTOLOVV ATLOTEAEGUOTIKY OVTICOAAN YT KATA T OEPKELDL TNG Oy YN G KO LETEL
oo aVTn.

- Noa a&oloyeitor TokTIKd 1 TIOOVOTNTA EYKVLOGUVNG OE YOVAIKES AoOEVELS,
ocvpmepthapfavouévav Tmv actevov nitkiog Kito tov 18 etdv.

- Na evnuepobodv Ta Bniea Tond1d ko ol Yovels/ppovTioTtés tav INAémv Taididv
GYETIKA LLE TNV AVAYKT] EMKOLVAOVING LLE TOV GUVTAYOYPAPOVTO 10.TPO LOALS TO B AL
nadi vo aywyn pe Teriflunomide Accord spgavicet eppunvoppuoio. o Tpémel va
TOPEYOVTOL GUUPBOVAEC OTIC VEEG AODEVEIG LLE TKAVOTNTA AVATOPOY WYNG CYETIK LLE TNV
OVTIGVAAN YN Kot ToV SuvnTikd Kivouvo yia To EUPpuo.

- No eléyyetor 1 KoTaoTaoT) €YKUHocHVIG TPV TV Evapén TG oy wyng

- No ekmotdevovTatl ol Yovoikeg acOevelg Ge avomopoyykn NAKIo STV ovAayKT Yo
OTTOTELEGLOTIKT OVTICUAANYT] KOTA T SIEPKELD TG Oy DYNG LE TNV TEPLYAOUVOIOT
Ko peTd amd auTnv.

- Na vrevBopiletarl otoug acbeveig va eviEPOVOLY TOV 10.TPO TOVG OUECHS OV
GTOHOTICOVY TNV OVTICOAAN YT 1] TPV TNV AAAOYT) TOV LETPMV OVTIGUAAYNG

- Edv yvvaikeg acOeveic petvouv €ykvec mapd tn xpron LETPOV avTICOAANYNG, TPEMEL
va otapatioovy to Teriflunomide Accord kot va eTikovmvicouy auEcms LUE TOV
10TPO TOVG, O OMOI0G TPEMEL:

o Na g€etdoet kot va oulntioet pe v acbevi ) dadikacio Toyelog
OTTOLLAKPLVGTG

o No avaeépet omolodnmote nepiotatikd komong oty Accord Healthcare
KOADVTOG 1] EXKOWV@VOVTOS 6T d1E00VVOT| [GUUTANPpOVETOL G EOVIKO
eminedo pe ta oYeTIKE oToL el emtkovaviag] aveEaptnTa amd Tig
avemBounteg exPaoeic mov Oa mapotnpndovyv.

e Kivduvog vréptaong
- VO EAEYYETOL YO LOTOPIKO VILEPTALOTG KOl OTL 1 OpTN POk TTieon Ba mpémet va
ovTipeToniletal KOTOAANAMG KATd TN S14pKELD. TNE Ay YN S
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- M avayKT Y10 EAEYYOLC TNG PTNPLOKNG TEGTS TPV A TNV 0y YN KOl TEPLOSIKE KATA
1 S1BPKELD TNG ALY WYTG,

Kivéuvog apotoloyikmv emdpacemy
- va ov{nriétal o kivduvog peimong Tov aptfpod Tav KUTTApV ToL aipatog (Ennpealet
KUPIOE TO AELKA ALOCEAIPIO) KOL 1] AVAYKN Y10 LETPTIOELS TOV GUVOALKOD OlPlOLLOD
TOV KLTTAPWV TOL CLLOTOC TPLY At TNV Oy @Y1 Kol TEPLOOIKA KALTA T S1APKELD TNG
ay®YNg e Baon ta onpeio. Kol To. GUUTTOUOTO

Kw&)vog Xomméscov/csoﬁapcov AotudEemv
No cuintiérain avaykn yo ETKovovio Le Tov 1Tpd 6TV TEPinTOom
onNUElOV/CLUTTOUATOV AOTH®ENG 1 €6V 0/M 0cBevic AdPel AL QapLLoka TOV
ennpedfovv T0 0VOGOmOMTIKO GUOTN M. XE TEPITTOON ELOAVIONG coPapg AoipHmEnG,
€€eTA0TE TO EVOEYOLEVO EPAPLOYNG TNG OLAOIKAGIOG TOYEING ATOUAKPUVONG,.

Mia vtevBipIoN Y10 va TapéYETOl 6TOVG 0oBEVEIC/VOUILOVG EkTpocmnovs o Extaidentia)
Képrta tov/tng AcBevoig, mepthapuavoprévng g CUUTANPOONG TWV GTOLYEIDV ETKOVOVIOG
ToVg Kot vo Tapéyovion Exmaidevtikéc Kapteg tou AcBevodc Tpog avTiKaTAoTaoT oV Eival
anapoitnro

Mia vrtevB0pion yio culHTNon HE ToV aoOeVI/ VOO EKTPOCMITO GYETIKA LLE TO TEPIEYOUEVO
g Extaidevtuag Kaptag tov AcBevoic og taktiky Bdon og ke cuvavinon ToLAdYIeTOV
pio @opd tov xpdvo KoTh T SIEPKELN TG Oy WYNG

Na evBappivovtat ot acbeveig va emkotvavody Le Tov 1Tpd Tovg yia v [ 1/kot tov
I'eviko latpd toug €dv eUEAVICOVY OTOLOONTTOTE OO TA OTLLEID KOLL TO GUUTTMUATO TTOV
ocv{nriovvton oty Extandevtic Képra tov/tng AcBevoig

Koatd v avavéwnon tng cuvtayng, eéyyovtal To avemfounta coppdvio, TpayLatonoteital
oL{NTNON GYETIKA LLE TOVG CLVEYEIG KIVOUVOLG KL TNV TPOANYN TOLG Kot S1EVEPYOLVTOL
EAEYYOL Y10 VO, S10CQAALGTEL OTL 1] TTaLparkoAovONoN vt ETOPKNG.

H exmondevtikn kapto yio Toug/Tic acheveic eival € GUUPMVIN LE TIG TTANPOPOPIES EMGTILOVOTG KoL
wepthappavel ta akdAovOa Kbplo oTotyEld:

1.

Mia vtevB0pIom T660 Y10 ToLG/TIG 06BevEic, 660 Kat Yo Tovg EY mov gumAékovtal otnyv
aywyn Toug 61 o/1 acbevig avtipetonileTol Oepamevtind e TV TEPLPAOLVOLIOT, Eva
@daploKo, To omoio:

Agv Tpémel vaL Y P CUOTOLEITOL OE EYKVES YUVOUKES

Amoutel TouTO POV YP1OT| ATOTEAES LALTIKNG OVTIGOAANYIG OTLG YUVOIKEG GE OLVOTOPOLY (Y TKN
nAwio

Amortel Evav ELeYY0 Y10 TV KOTAGTOGT EYKVLOGUVIG TPV TNV Ay ®YT|

Ennpedlel tnv ot Asttovpyia

Ennpedler tov apiBpd tov Kuttdpmv Tov aiplotog Kol TO 0VOCOTOTIKO GUGTILLO

2. [TAnpopopnon yio vo eKToldeVTEL /1) acBeVIG Y10 GNUAVTIKEG avETIBOUNTEG EVEPYELES

Noa divetar Tpocoyn) 6€ GUYKEKPIUEVE GNLELDL KoL GCUUTTOWLOTOL, TO, OTTOL0L EVOEYETOL VOL
VIOSEIKVVOLY NTTOTIKY VOGO 1] AOTUET Kol €6V OTOL0ONTOTE OO ALTA GLUPOVV, Vol
EMKOVAOVOLV LE Tov 1 Tpd/EY toug dpeca
Noa vrevBopileton oTig yovaikeg acBeveig va eVvLEPDOVOLY TOV 10TPO TOVG GV OnAdlovv
YrevBOpion Y10 TIg YOVOUKEG GE OVOTTALPOY @YK NALKIRL, COUTEPIAAUPOVOUEVOV TV
KOPITOLAOV KOl T®V YOVEWDV/QPOVTIGTMV TOLG
e v ylvetal yproT OMOTEAEGHOTIKNG AVIIGVAANYNG KATA TN O1APKELD TNG Oy WYNG LLE
TNV TEPLPAOLVOLLION Kot PETE ad avTh
e 011 0 10TPAG 600G Ba TOPAGYEL CUUPBOVAEG GYETIKA LLE TOVG SVVTTIKOVG KIVOUVOUG Y10l TO
£UBPLO KaL TNV OVAYKN Y10 OTTOTEAECIOTIKY OVTIGOAAN Y.
e V0 OLOKOTTETOLT) Oy YN LE TNV TEPLYAOLVOUIOT AUECME EAV VTOYIACTOVV OTL
EVOEYETOL VO VOl EYKVEG KO VO ETIKOLVAOVI|GOVY ETICNG LLE TOV 10TPO TOVG OUEGMG
Y mevBopon Yo Toug Yoveic/@povTioTég 1) Ta Kopitola
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O VO EMIKOWVOVICETE LLE TOV 1UTPO GOG LOAG TO KOPITOL ELLPAVICEL ELUNVOPPLGT Y10
TPMTN POPA TPOKEWEVOD VO AAPBETE GLUBOLALG GYETIKA e TOV dUVNTIKO KIVOUVO Y10
7O £UPPLO Kot TNV avAyKn Yio avTICOAAN Y.
e Edv yvvaikec og avomopory @y nAlio LeEtvouv £yKueg:
o vavrevOupiletar t6c0 otig acbeveic 6co kot otoug EY avaeopkd pe tn dadikacio
T EL0G OTTOULAKPLVOTG
e NovmevBouiletor otoug acbeveig va detyvouy v Exnaidevtikn Kapta tov/tng AcBevoic

otovg latpoug/EY mov epmAékovTat Le TNV 1Tpikr] poviida Toug (101 og GUUPEY 1TpLkon
emetyovtog n/kat edv epmiaxodv véot latpoi/EY.)

o No KotoypaQeTOL N TPOTN NMUEPO TNS CLVTAYNG KL TO GTOLYELN EXTKOLV@VING TOV
GLVTOY Oy PAPOL TOVG

3. Na evBappovovtar ol ac0eveis va dtapdcovy 10 POX empeimg
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IHAPAPTHMAIII

EINIXHMANXH KAT®YAAO OAHI'TQON XPHXHX

32



A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PAOONTAIXTHN EEQTEPIKH XYXKEYAXIA

EEZEQTEPIKO KOYTI

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Teriflunomide Accord 7 mg emwkoloppéva pe Aemtd vpévio diokio
TEPUPAOVVOLLION

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

Kabe emkoioppévo pe Aemto vpévio diokio mepiéyel 7 mg TEPIQAOLVOUIONC.

3. KATAAOT'OX EKAOXQN

Emiong mepiéyet: Aaxtoln. BA. @OALo 0dnyidv ¥pnong Yo TEPIOCOTEPES TANPOPOPIES.

4. OGAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

EMKAAVUEVO [LE AETTTO VUEVIO O10KIO

14 emwcoioppéva pe AemTo VUEVIO dtokial
28 emkoAvppéEVe LE AETTO LUEVIO d1oKIOL
84 emaAvppéva e AETTO LUEVIO d1oKiOL
98x1 emkaAvUpEVO LE AETTO LUEVIO d1oKIOL
14x1 emkoAvppéva pe AETTO DIEVIO dLoKiol
28x1 emkaAvupEVO LE AETTO LUEVIO d1oKia
84x1 emicaAvppéva pe AETTO VUEVIO StoKial
98x1 emwaAvppEVO LE AETTO LULEVIO d10KIOL

| 5. TPOIIOX KAI OAOX(O) XOPHI'HEHX

AP Aot TO PUAAO 0NV TPV OO T (PNOT.
Amd otépaTOG YPTION.

6. EIAIKH ITPOEIAONIOIHEH XYM®QNA ME THN OITIOIA TO PAPMAKEYTIKO
ITPOION ITPENEINA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Noa puAdocetar og Béon TV omoia dev fAEmovv Kot dgv Tpoceyyilovy Ta Todid.

| 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEYX XYNOHKEY PYAAEHX

10. TAIAITEPEX TIPO®YAAZEIXT'TA THN AITIOPPIYH TQN MH
XPHEIIMOIOIHOENTOQN ®PAPMAKEYTIKQN ITPOIONTOQN 'H TON YHHOAEIMMATON
HOY INTPOEPXONTAI AITO AYTA, EOOXON AITAITEITAI

11. ONOMA KAITAIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,

Moll De Barcelona s/n,
Edifici Est, 62 Planta,
Barcelona, 08039, Ioravio

| 12. APIOMOZXZ(OI) AAEIAX KYKAO®OPIAX

EU/1/22/1693/005
EU/1/22/1693/006
EU/1/22/1693/007
EU/1/22/1693/008
EU/1/22/1693/009
EU/1/22/1693/010
EU/1/22/1693/011
EU/1/22/1693/012

| 13. APIOMOZX ITAPTIAAX

Lot

| 14, TENIKH KATATAZEHTI'IA TH ATIAOEXH

| 15. OAHTIEZ XPHIHZ

| 16. IMAHPO®OPIEX XE BRAILLE

Teriflunomide Accord 7 mg

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A160106T0TOG YPoUU®TOS KOdKas (2D) mov pépel Tov mepIAN@HEVTA LOVASTKO 0VOLYVOPLOTIKO KOOKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
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EAAXIXTEX ENAEIZEIX I1IOY IPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH MONAAAX AOXHX KAI KYYEAH

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Teriflunomide Accord 7 mg dioxia
TEPUPAOVVOLLION

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

Amo otoUaTOG Y proN
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ENAEIZEIX ITIOY IPEIIEI NA ANAT'PA®ONTAIXTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

| 1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Teriflunomide Accord 14 mg emikoloppéva pe Aentd VUEVIO doKio
TEPUPAOVVOLLION

| 2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EY)

Kabg emcoivppévo pe Aemto vpévio diokio mepiéyel 14 mg teprorovvopiong.

| 3. KATAAOT'OX EKAOXQN

Emiong mepiéyet: Aaxtoln. BA. @O0 00 Y1V ¥prong Y10 TEPLGGOTEPES TAN POPOPIEC.

4. OGAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

EMKAAVUEVO [LE AETTTO VUEVIO O10KIO

28 emukoAvppévo e AETTO LLEVIO dlokia
84 gmuaAivppéva e AETTO LUEVIO d1oKIOL
28x1 emuaAvppEVO LE AETTO LUEVIO d1oKiaL
84x1 emaAvppévo e AETTO LUEVIO d1oKia

5.  TPONOX KAI OAOX(OI) XOPHI HEHX

Ao aote 10 pUALO 00N YLDV TPLY OTO T Y PNOT).
Amo otoHaTOG Y PIoN.

6. EIAIKH ITPOEIAONOIHEH LYYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
INPOION ITPENEINA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEITIOYN KAI
AEN IPOXEI'TIZOYN TA ITATAIA

Noa puAdocetal og 0éon TV omoia dev PAETOVV kot dev TposeyyiLovy Ta Tatdid.

| 7. AAAH(EZL) EIAIKH(EY) TPOEIAONIOIHZH(EIZ), EAN EINAI ATIAPAITHTH(EL)

| 8.  HMEPOMHNIA AHEHE

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TAIAITEPEX TIPO®YAAEZEIXT'TA THN AITIOPPIYH TQN MH
XPHXIMOIIOTHOENTQN ®APMAKEYTIKOQN ITIPOIONTQN 'H TQN YIIOAEIMMATON
IHHOY IHPOEPXONTAI AITOAYTA, E@OXON AITAITEITAI

| 11. ONOMA KAITAIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.
World Trade Center,

Moll De Barcelona s/n,
Edifici Est, 62 Planta,
Barcelona, 08039, Ioravio.

| 12. APIOMOZXZ(OI) AAEIAX KYKAO®OPIAX

EU/1/22/1693/001
EU/1/22/1693/002
EU/1/22/1693/003
EU/1/22/1693/004

| 13. APIOMOX APTIAAX

Lot

| 14. TENIKH KATATAEHTI'IA TH ATAGEXH

| 15. OAHTIEX XPHIHE

| 16. MMAHPO®OPIEX XE BRAILLE

Teriflunomide Accord 14 mg

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

A160146T0TOC VPO UU®OTOG KOdKAS (2D) mov eépel Tov TeEpAN@BEVTA LOVOSTKO 0VOY VEOPLETIKO KMOTKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX I1IOY IPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) H XTIX TAINIEX (STRIPS)

KYYEAH MONAAAX AOXHX KAI KYYEAH

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Teriflunomide Accord 14 mg dioxia
TEPUPAOVVOLLION

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

Amnd otdpaTog ypnon
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B. ®YAAO OAHI'TQN XPHXHX

a1



D10 00N IOV prions: [TAnpoopics yra Tov acOevi)

Teriflunomide Accord 7 mg emkoloppéva pe Aemtd vpuévio d16Kia,
Teriflunomide Accord 14 mg emkaivppéva pe Aewté VREVIO S1oKia
TEPUPAOVVOLLION

AP aoTe TPOGEKTIKG OAOKAN PO TO PVALO 0ONYIDV xpf]m]g TPV OPYLCETE VU TALPVETE AVTO TO

q)ap [LaKo, 01671 nsplkap[mva mmavru(sg A PO PO Pieg YLa. LSS
Ddura&te avtd TO PUAAO 00N YDV XpIomS. Tows ypelaotel va o dafdacete Eavd.

- Edv éyete mepartépm amopieg, poTOTE TOV Y1OTPO 1) TOV QAPLLOKOTOLO GOC.

- H ovvtayn YU avtd 10 appoko yopnynonKe amokAEIoTIKA Y10 6oG. AgV TPEMEL VO, SMOETE TO
Qappako og dAhovg. Mmopel vo Tovg TPOoKaAEsEL PAGPT, KOO KOt OTOLV TOL OTLLELOL TG
ac0éveldg toug etvar 1010 e ToL 01K GOC.

- Edv mapatnprioete kamola avemiBountn evEpPYEL, EVILEPDOTE TOV Y1UTPO 1] TOV QPOPUAKOTOLO
00G. Avto 1oyvEL Kal Yo KOe mBavi| avemBopunTn evEPYELD TOV OEV OVAPEPETOL GTO TAPOV
@O0 odnylwv yprions. BAéne mapdypapo 4.

T napwxal 70 TOPOV PVALO 001 YLDV

Tt eivau to Teriflunomide Accord kot oo ivae 1 gprion Tov
T npéner va yvopilete mpwv napete to Teriflunomide Accord
o va mapete to Teriflunomide Accord

[TBavég avemBOuNTEg EVEPYELES

[éxg va puhdocete to Teriflunomide Accord

[Mepieydpeva TG CLOKEVOGIOG KoL AOUTEG TTANPOPOpPIES

SukrwbdrE

1. Tuveivon to Teriflunomide Accord ko wora givan i (p1on TOV

T eivon To Teriflunomide Accord

To Teriflunomide Accord nepiéyet T dpacTikn ovsio TepipAovvouion, 1 omoia givat Evag
VOGOPLOLUGTIKOG TTOPAYOVTOG KO TTPOGOPIOLEL TO 0lVOCOTTOUTIKO GUGTLLOL Y10l VO TEPLOPIGEL TV
enifeon Tov 6To VELPIKO CUGTI AL

Iow givon 1 xpiion tov Teriflunomide Accord
To Teriflunomide Accord ypnoyonoteitol yio TV aVTIHETONIoT EVAMK®V, KOO®DS Kot Tadldv Kot
epPBov (Mhkiog 10 etdv kot dve) pe vrotpomialovco dtalsimtovoa ToAlanAn okApuvon (I1X).

Th eivon | wohhoti) ok povon

H ITX etvan pio pokpoypdvia ac0évela mov TpocBaiiel To Kevipkd vevupikd cvotnua (KNX). To KNX
TEPIAMOUPAVEL TOV EYKEQAAO KOl TO VAOTIAI0 HVEND. TNV TOAOTAN GKANIPLVGT], TO TPOCTUTEVTIKO
mepifAnua (tov ovopdletar poedivn) yopw omd ta vevpa tov KN kotaotpépetor and pAeypovn. To
(QOIVOUEVO OTO OVOLLALETOL ATOUVEAIV®OT. AVTO OTOTPENEL TA VEVPQ OTO TO VO, AEITOVPYTGOLV
omOTA.

Ta dtopa pe vroTpomidlovco Hope TOAAATANG GKAY puvon G epeavilovy eravolapfavopeves Kpioeg
(VTOTPOTEG) e PUGTKA GUUTTMOLOTO TTOV TPOKAAOVVTOL OTO TV KOKT AEITOVpYin Twv veupwv Tovs. Ta
CUUTTMUOTO, QVTA TOoKiAAOVVY amd ac0evi) o€ aobevi], ahdd cuviBms Ttepthappdvouv:

*  dvokoAic. OTO TEPTATILLOL

s mpoPfAnuota 6paong

*  TpoPAfLOTO 1IGOPPOTING.

Ta copntdpate vogyetol va e£apavioTovy TEAEINS LETA TO TEAOC TOV ETEIGOSIOV VITOTPOTNG, AAAA |LE
TNV TéPod0 TOL XPGVOV, KATOLH TPOPANLOTH EVOEYETAL VO TAPOUEVOUV LETOED TV VITOTPOTOV. AVTO
UTOPEL VO TPOKOAEGEL COUOATIKEG OVATNPIESG TTOV EVOEYETUL VAL EXTPEALOVV TIG KOO UEPIVES OOLG
dOpOCTNPLOTNTES.

Mg dpato Teriflunomide Accord
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To Teriflunomide Accord Bonfdet 6To va TpocTaATEYEL TO KEVIPIKO VEVPIKO GVGTNLO 0T TIG EMOECELS
atd TO OVOCOTOTIKO GUGTN O, TEPLOPILOVTOG TNV ADENCT OPIGUEVOV AEVKOKVTTAPMY
(Aeppokvttdpav). Avtd meplopiler Tn Aey oV Tov odnyel og PAGPT Tov vedbpawv oty [1X.

2.  Tuvapénel va yvopilere mpv wapete To Teriflunomide Accord

Mnyv napere to Teriflunomide Accord:

- o€ TEPIMTOON AAAEPYIOG OTNV TEPLYAOVVOLLIOT 1) GE OO0 TOTE AAAO OO TO, GUGTOTIKA CLLTOD
TOV POAPUAKOV (avaPEPOVTOL GTNV TOPAYPapo 6),

- €AV £xeTe ELPOVIoEL TOTE GOPapd deppratikd eEAvON o 1| ATOAETION SEPIATOC, POVOKAAEG KO
TANY£G GTO OTOMOL LETE TNV AT TEPLPAOVVOUIONC 1) Ae@AovVOuIdNG,

- eav &yete coPfapd TPOPANLATA GTO CLKMTL,

- eav elote &ykvog, vouilete 0t umopet va eiote £ykvog 1 edv OnAdlers,

- eqv £yete coPapo TPOPANLa, TO 0oio EnNPEALEL TO AVOGOTOLTIKO GOG GUCTI LA TT.Y. GUVOPOLLO
enikt g avocoavendpkelog (AIDS),

- eav &yete ooPfapd TPOPANLUA 6TO PVEAD TV 0GTMV 1) EAV EXETE XAUNAO 0plOO EpLOpOV 1
AEVKOV QOGP ALPIOV 6TO aipa 60g 1 HELWUEVO aplOpd arponeTodioy,

- €Qv voPEpete and coPfapr] Aoipmén,

- eav &yete coPfapd TPOPANILATO GTOVG VEQPOVS, TO, OTTOL. ATAITOVY OpLokdBapon,

- €AV £YETE TOAD YOUNAG ETITESQ TPOTEIVDV GTO AlipL GOG (VITOTPOTEIVOLLDL),

Edv dev eiote BéParot, amevBuvbeite oTov y1oTpd 1] TOV QUPLOKOTOLO GOG TPV TAPETE OVTO TO
QappoKo.

IIpo&domon] oIS Kot TPOoPLAGESLS
Amevbuvbeite otov ylorpd 1 tov popuakorold cog tpv tapete to Teriflunomide Accord edv:

- &yete MPOPANLLOTO LLE TO GUKMTL 1)/KOL EAV TIVETE PEYAAEG TOGOTNTES OVOTVELUATM®ODV. O
Y10TpOG 6ag Bol TPOY LOTOTOMGEL EEETAGELG ALATOC TPV Kol KOTEA TN S1GPKELD TNG Oy DYNG
TPOKEIUEVOL Vo EAEYEEL TO TOGO KOAG AEITOVPYEL TO GUKAOTL Gag. Edv ot e€etdoelg dei&ovv ott
VILAPYEL TPOPAN LA LLE TO CLUKMTL, O Y1UTPAG EVOEYETAL VAL SLOKOWYEL TNV Oy YN OOG LIE TO
Teriflunomide Accord. ITapaxaiovpe dtapdote Ty Topdypaeo 4.

- &yete vynAn aptnplokn Ttigomn (Véptaon), lte AV EAEYYETOL LE PAPLOKA, glTE OxL. To
Teriflunomide Accord pmopel vo Tpokadécsel avéEnon g aptnplakig ticons. O yatpds cog
Ba eEAEyyel TNV aptnplax oag wigon mpwv amd Ty Evapén e Bepameiog Kot 6T GuvEKELD
taktikd. [Topoakaiodpe drafdote Tnv Topdypoeo 4.

- éyete kamowa doiuwén. Ipw wapete toTeriflunomide Accord, o yiatpdg oag o emBePaidost
OTL TO Oipa GOC TEPLEYEL OPKETE AEVKE aupoo@oipta kot arponetdito. Agov to Teriflunomide
Accord petdvel tov aptipd Tmv AEVKOKVTTAP®V GTO Oipo, VTO EVOEYETAL VOL EXTPEAGEL TNV
KOVOTNTA GOG VO KATOTOAEUNGETE TN Aoipmén. O yiatpog oag B 6ag vroPdiet og e&etdoelg
QLo ToG TPOKEEVOL VoL EAEYEEL TOV aplBld TV AEVKOKVTTAPWY GOG edv Vopilete OTL €xete
kamoto Aolpmén. [apakarodpe dwafdote v mapdypapo 4.

- &yete coPopég HEPUATIKEG OVTIOPAGELG.

- €YETE OVOMVEVOTIKO GUUTTMOUOTOL.

- éyete advvapio, LobOlOGLN Kol TTOVO OTA XEPLOL KOl TO TTOOL0.

- mpokertar vo euPolacTeiTe

- maipvete Aeplovvopion pe to Teriflunomide Accord.

- oMalete ayoyn and M og Teriflunomide Accord.

- gbv mpokertor vo, voPAndeite oe KAmolo 101K ApoToA0Y 1KY eEETaon (emmédov aoPeoTiov).
Yndpyel mBavotnTa esAAUEVNC avixveELoN S YOUNADY ETUTEd®Y aGBecTiov.

AVTIdpaGELS OO TO AVATIVEVGTIKO GUGTNLO.
Evnuepoote tov yratpod v £xete avaitio fryo kot duomvola (Suvekorio 6tV avamvon). O yloTpog
UTOpEL VoL KAVEL GUUTTAT POOTIKEG EEETACELS.

Mooré ko £pnpor
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To Teriflunomide Accord dev mpoopiletal yio yprion oe modid nikiog katom towv 10 etdv, kabaog dev
&yel peretn el og acbeveig pe TIZ o€ avt v Nl opdoa.

O1 Tpoedomom|GELg Kot TPOPLAGEELS TOV OVALPEPOVTOL TAPOUTAV® IGYVOVY Kot Yol TO Taidld. Ot

aKOAOVOEC TANPOPOPIES EIVALL OTLLOVTIKEG Y10, TO TTOUOLA KOLL TOVG PPOVTIGTEG TOVC:

- @Aeypovi Tov TayKpEatog £xel Tapatnpn el og acbeveic mov ElaPav tepipiovvopuion. O
Y1 TPAG TOL TOUdI0D GOG UTOPEL VAL TPy LOTOTTOIN GEL EEETAGEIS QULOTOG Y10l VoL EAEYEEL TN
Ag1ToVPYin TOL TAYKPENTOC.

Al eappaxe kon Teriflunomide Accord

Evnuepoote tov yuotpd 1 Tov gappoakonold cog edv maipvete, £xete mdpel mpdopato 1 uropel va

TAPETE AAAL PAPUOKO. XE 0T TEPIAOUPAVOVTOL KL PAPLLOKO. TTOV YOPTYOVVTOL ¥ MPIG LOLTPIKN

ouvTaYT.

[dwaitepa, evnUep®OTE TOV Y1OTPO 1 TOV QOPUAKOTOLO GOC EAV AUUPBAVETE OTOL00NTOTE OO TA

TOPOKATE:

- AepAovvopidn, pefotpedn Kot A0 PApLaKe TOL EXNPEALOVV TO 0VOGOTOMNTIKO GCUCT A
(cvyvé ovopalovTol 0VOGOKATOCTUATIKG 1] 6VOGOPPLOLGTIKG QAPLLOKO)

- PLEOUTIKIVY (PEPLLOIKO TTOV Y PTCLUOTOLEITOL Y10 TNV OVTLLETOTIOT TG PUUATIOONS Kot GAA®Y
AoUDEE®V)

- kapPapalenivn, eoatvoPapPitdin, eatvutoivn yio emiAnyio

- Ynepkd (Baroapdyopto— St. John’s wort) (éva @utikd avTikatadMaTikod eappoko)

- pemayAdivn, ToyAtalovn, vateyadivn 1 postyAtalovn yio Siofnn

- dOOVVOPOLUTIKIVT), OEOPOLUTIKIVT), TAKMTOEEAN 1] TOTOTEKAVT] Y10, TOV KOPKIVO

- dovAo&etivn Yo TNV KatdOAnym, TNV aKPATELN 0DP@V 1 GE VEPPIKT VOGO GTOVG O10 N TIKoG

- AAOGETPOVY Y10 TNV AVTIIUETONLION TNG coPapng d1appotag

- Bgo@uALiv Y10 TO AoOpa

- TiCavidivn, Eva Loy oAapoTIKO

- Bappoapivn, Eva ovVTIINKTIKO TOL ¥ PNGLOTOIELTOL Y10l TV 0POLMCT] TOV OULLOITOG Y10l TV OTOpUYI
Opoupwv aiportog

- atd TOL GTOUOTOG AVTIGCVAANTTIKG (oL TEPLEYOVV allBVLAOLGTPASIOAT Kot AeBovopyeatpédn)

- KePaxAopn, Bevluronevikidhivn (tevikiadivn G), curpo@Ao&acivn Yo AMolUdEELS

- woopebaxivn, ketompoPaivn Yo Tov TOVo 1 TN ALy oV

- (POLPOCEUION Y10 KOPOL0KT) VOGO

- oleTdivn Yo T LEOT TOL YAGTPIKOV 0EE0G

- {idoBovdivn yo tn Aoipwén and tov HIV

- pocovBactativn, cuufactativn, atopfactotivr, TPAPacTativn Yio TNV VITEPYOATGTEPOAAILIO,
(oymAn yornotepdin)

- covApacaialivn, Yo Tn eAEYLOVMON VOGO TOV EVIEPOL 1 TN PEVULATOELDN apOpiTidn

- YOAEGTLPOLLIVT] Y10 TNV DYNAT] YOANGCTEPOAN N AVAKOVPLON Atd TN Qayovpa o€ achévela Tov
OLK®MTION

- EVEPYOMOMUEVO GVOpOKa Y10 TN LEI®OT] TNG OTOpPOPNONG POPUAKMV 1| GAADY OVGIDV .

Kdnon kot Onroopdg

Mnyv napete to Teriflunomide Accord gdv giote £yxvog ) v vopilete 6tL pmopet va, giote £yKvoc.
Eav giote £yxvog 1 peivete éykvog oto didotnua o moipvete to Teriflunomide Accord, vapyet
avENPEVOS Kivouvos To pwpd cag va yevvnBet pe cuyyevelg avopaiies. Ot yuvaikes 6€ avamopoy @y
NAKia dev TPEMEL VoL AAUPAVOUV QUTO TO PAPLLAKO Y OPIG VAL XPTOLULOTOLO0V 0EIOTIeTEG HEBOdOVG
avtioOAANyMG. Edv n kopn cog etacet v Euunvo poon eveo maipvetl to Teriflunomide Accord, a
TPEMEL VO, EVIILEPMOETE TO YLOTPO Y10, TO TTOL0G B TapEy el EEOIKEVUEVT GUUPOVAEVTIKT GYETIKA LE
TNV AVTIGOAAN YT KOl TOLG TO0VOUG KIVODVOLE G TEPITTMOT| EYKVIOGUVG.

Evnuepmote 10 Y10Tpd 00,C 0V OKOTEVETE VL LEIVETE £YKVOG UETH TN dloKOTN TNG Bepameiog e
Teriflunomide Accord, kabog mpénet va PePatwbdeite Tt TO TEPIGGOTEPO PAPUAKO EXEL PVYEL OO TO
OO0 GOG TTPLY ETLYEPNCETE VO, Petvete Eykvoc. H amofoln g dpacTikng ovsiog evogyetat va
AToLTNOEL £00G 2 Y POVIA Y1, Vo GUUPEL puoatoroyikd. O ypdvog pmopel vo, petmbel o€ Alyeg efdopadeg
LLE TN ANYN OPIGUEVOV GAPLAK®OV TOV ENLTOVLVOLY TNV aroPoAr tov Teriflunomide Accord and to
OO0 GOG.
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e kabe mepintwon), Tpénel va emPePformbel pe eE€taon aipartog 6tL M OpacTIKY ovGio el
OTOUaKPLVOEL ETOPKDOG 0O TOV OPYAVIGLO GOG, EVO omalteital 1) emPefaimor Tov Bepdmovtog
ylotpov otL o emineda Tov Teriflunomide Accord oto aipa givat apketd Yo unAd TPOKEWEVOD Vo
emutparnel 1 Tpoomddeln ETITEVENG EYKVIOGUVNG.

Mo Tep1ocoTEPEC TANPOPOPIES CYETIKA LLE TNV EPYACTNPIOKN EEETOCT, TAPOKAAEISTE VO
EMIKOVMVNGETE LE TO Y1UTPO GG,

Eav vroydleote 0t giote £ykvog evad Aappavete o Teriflunomide Accord 1 kotd ta 600 £t petd ™
dtakomn g aywyng, tpénet va, dtakdyete to Teriflunomide Accord kot vo ETKovmviGETE e TOV
Y10Tpod GO APESA Y10 VO 0aG YIVEL TEST eyKupoovvnc. Edv n e€étaon emiPBefaidcer 6Tt eiote £ykvog, o
Y1 TpdG GO UITOPEL VO GO TPOTEIVEL Oy YT [LE OPIOHEVO QAPLLOKE, Y10l VO, OTTOLLOKPUVEL TOXEWG KOl
enapkag to Teriflunomide Accord amd 1o cmpa oag, apod avtd Ba PeldoEL ToV Kivouvo Y10 TO Hmpd
G0C.

AvticOAnym
[pémel va yproIUOTOLEITE KATOWN ATOTEAEGUOTIKN LEBOSO AVTIGVAANYNG KATA T SLEPKELD TNG
aywyng pe Teriflunomide Accord kot petd amd avtr|. H tepuplovvopion mopapével 6To aipa cog yio
UEYBAAO YPOVIKO SIAGTN L0 LETE TN SLOKOTT TNG ANYNG TNG. ZVVEYIOTE T1) (PNION OTOTEAEGLOTIKNG
owncmMn\yng UETE TN drakonn TnG Bepameiog,.
Yvveyiote puéypl To EXImEd TNG TEPLPAOVVOUIONG GTO OO GO VO PTACOVY GE OPKETA Y OUUNAL
emineda - avtd Bo To EAEYEEL O Y1TPOG GOLC.
- Muote e Tov Y1aTpo 606 Yio TN LEB0S0 avTIGOAANYNG TTOL Eival KOADTEPT Y10 TNV TEPITTMON|
00G, KaOMe Kot 6€ oMol dNTOTE ThAVH avAyKn Yio aAlayn TG Hebddov avTicOAAYNC.

Mn AapBavete to Teriflunomide Accord dtav Onidlete, apov 1 TEPIYAOVVOUIOT TEPVE GTO UNTPIKO
yéAa.

04 ynon ko yepropdc piyavnpaTov

To Teriflunomide Accord uropei va cog mpokarécet (AN, 1 0oio EVOEXETOL VOL ETNPEAGEL 0PV TIKA
TNV IKAVOTNTO CLYKEVTP®OTG Kt avTidpacng oag. Edv odg enmnpedlet, unv odnyeite kai un xepileote
LMY OVT| LLOLTOL.

To Teriflunomide Accord mepiéyer haxtoln
To Teriflunomide Accord tepiéyel Aaktoln (éva gidog cakydpov). Eav o yiatpdg oag, 6ag evnuépmoe
oTL £xete dvoavesio 6€ OPIGUEVA GAKY AP0, EXIKOVMVI|GTE LLE TOV YIOTPO GOG TPV TAPETE AVTO TO

QappoKo.

To Teriflunomide Accord agpiéyet varpro
To @dpuoko avtd mepieyel Aryotepo amd 1 mmol vatpiov (23 mg) avd dickio, eivarl avtd Tov
ovopalovpe «grevbepo vatpiovm.

3. Iogvenapereto Teriflunomide Accord

H aywyn pe to Teriflunomide Accord 6o wparypatoroteitor vd Ty exifreym yroTpod o £xet
gUmEpila 0TV 0y @Y1 TNG TOAATANG OKATPUVOTC.

[Tavtote vo maipvere To eApROKO AvTod aVoTNPd cOUP®Va LE TiG 0d1Yies Tov ylotpov oag. Edv éxete
apPPOALES, POTHOTE TOV Y1TPO GO,

Eviilikeg
H ovvietdpevn 66om eivar €va, diokio Tov 14 mg nuepnoiang.

Hoord ko £épnPor (niakiog 10 etov ko ave)

H 5601 e&aptdrtar amd 10 copatikd fapog:

- Moudua pe copatikd Papog aveo tov 40 Kg: éva diokio tov 14 mg nuepnoing.

- Moudud pe copotikd Bapog pikpotepo 1 ico pe 40 kg: éva diokio tav 7 mg nuepncing.
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210 TS KOt TOLG €PN POVG TOL EMLTUYYAVOLY 6TABEPO SOLATIKO PBdpog ave tav 40 kg Ba doBovv
odnyieg amod Tov Y1oTpd ToVg Vo petafodv o€ Eva diokio tov 14 mg nuepnoing.

O86c/tpdmog yopfiynong

To Teriflunomide Accord givai yia amod tov otoéuatog xpnon. To Teriflunomide Accord Aappdverot
KoOnuepvd o pio nuep ol OGN, OTOLONTOTE PO, TNG UEPOC.

To dioxio Tpémer va KaTamiveral oOAOKAN PO Le Alyo vepo.

To Teriflunomide Accord umopei va AneOet pe 1 ympig Tpoe).

Eav rapete peyorvtepn 86on Teriflunomide Accord amé tnv kavoviki

Eav éyete maper mapa wokd Teriflunomide Accord, kaAéote apéowg tov yratpd cog. Evoéyetar va
TOPOVCIACETE AVEMIOOUNTEC EVEPYELEG OLLOLEG LLE EKELVEC TTOL TTEPLYPAPOVTOL TNV TOPAYPApO 4
TOPAKAT.

Eav Egyaoete va mapere To Teriflunomide Accord
Mnyv mépete SutAn 6601 Y10 va avaTANpOGETE TO 010ki0 mov Eeyacate. [1dpte TNy enduevn 66om Gag
TNV TPOYPOUUOTIGULEVT] DPOL.

Eav stapatioere va naipvere o Teriflunomide Accord
Mn otapotioete vo dappdavete to Teriflunomide Accord kot unv odldéete t 6001 Gog ympig vo
EVNLLEPAOGETE TPDTO TOV YTPO GOLG.

Edv éyete meplocdtepeg epOTNOELS TYETIKA LLE TT] (PTIOT] GVTOD TOL PAPUEAKOV, POTNGTE TOV Y1UTPO 1|
TOV (POPHOKOTOLO GOG.

4. MBavég avemBOuNTES EVEPYELEG

Onog 6A0 To QAPUOKE, ETCLKOL AVTO TO PAPLOKO UTOPEL VO TPOKAAEGEL AVETIOVUNTEG EVEPYELES, OV
Kot OgV TAPoVGIALOVTUL GE OAOLE TOLS OVOPOTOVG.
Ot axdrovBeg avemBOunTec evépyeleg EVOEYETOL VAL ELPAVIGTOVV LLE AVTO TO PEPLOKO.

Yopapés avemOOUNTES EVEPYELES

Opopéveg avemBounteg evépyeteg Bo pmopodoav va givat 1 va yivouv coPapéc, edv eppovicere
OTOLONTOTE OO CUTES, EVI|LEPD GTE ARECM S TOV YLUTPO GOC.

Yoyvés (nmopel va emnpedoovy £o¢ 1 ota 10 dropa)

- (QAEYLOVT] TOV TOYKPENTOG TTOV UTTOPEL VO TEPIAAUPAVEL GOUTTOUATO TOVOL GTNV KOUAMOKT
YOPA, VouTio 1 EUeTo (1 ovuyvoTNTa EIVAL GLY VT G TATPIKOVG 0le0eVELS Kat Gyl Guyvi o€
eviiAkec aobeveic)

‘O ovyvég (nmopei va exnpedoovy éog 1 ota 100 dropa)

- OAAEPYIKES AVTIOPAGELS TTOV UITOPEL Vo TEPIAAUPAVOUY cupmTdpoTa &0V LaTog, Kvidwon,
oldnua TV YEM®V, TG YAMGGOS 1 TOL TPOSMOTOL 1 EAQVIKT OVGKOAIN GTNV GVOTVOY|

- o0oPapég dEPUATIKES OVTIOPAGELS TOV UTOPEL VL TEPIAAUPAVOUV CUUTTALOTO SEPLLOLTIKOD
e&avOnLLaTog, PAOKTOIVEG, TUPETO 1| €AKT) OTO GTOUO GOG

- ocofapég omEelg 1 onym (€va €100¢ NG AOTHU®ENG SLVNTIKA OTEIANTIKO Yo T {mi), Ol omoieg
Umopel Vo TEPIAALUBAVOVY GUUTTMLLOTO, VYNAOD TUPETOD, TPEUOVAO, PiyT|, LEIWIEVT] POT] 0VPMV,
1 ovyxvon

- (QAEYLOVT] TV TVELUOVAOV TTOL UTOPEL VO TEPIAAUPEVOVY GUUTTOUOTE SVOTVOLOG 1) ETTLOVO
Prxa

Mn yvo otés (1 cuyvotnto dev pmopel va extipn el pe faomn ta Sabéoipa dedopéva):

- cofapn NTATIK VOGOG TOV UTOPEL VoL TEPIAAUPAVEL CUUTTOUOTO OTMG KITPIVIGLLA TOV OEPLLOTOG
1 TOL AELKOD HEPOLG TV LOTIOV, OVPOL TTLO GKOVPOL 0O TO PLGLOAOY KO, aveEynTn vavtio Kot
éueTog 1 TOVOG GTNV KO
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Addeg avemBOuNTES EVEPYELES UTOPEL VO TAPOLCLOGTOVV LE TIC 0KOAOVOEG CUYVOTNTES:

IMoAv cvyvég (evoéyetar va ennpedoovy Tepiocdtepo omd 1 ota 10 dropa)

- [Tovoxépaiog

- Aldppora, Téom yio EUETO

- AvEnon g ALT (avénuéva eninedo optopévmy Nratikov evEOImY 6TO aipla) Tov
dumiot@vetan pe eEeTAoElg

- AénTuvon TV TpLyev

Yoyvic (evdéyetar vo ennpedoovy £mg 1 ota 10 dropa)

- Ipinn, LoipmEn Tov avdOTEPOV OVOTVEVGTIKOD GUGTILLOTOG, AOTL®MET TOV OLPOTOTIKOD
GLOTAUOTOS, BpoyyiTda, TOPUPPIVOKOATITION, TOVOAULLLOG KOl SUGQOPIN. KOTE TV KOTATOO,
KUOTITIO0, LOYEVIG YOOTPEVTEPITION, GTOMATIKOC £PTING, 000VTIKN AoTmEN, Aapuyyitida,
HLUKNTI0OT TOL TEAUATOG

- Epyaompuokég tipég: —Exer mapatnpnei pe e€etdoelg pia peimon tov aptBpov twov
epLBpGV KLTTAPWV (avarplict), aAAAYEG OTIC EPYAOTNPLUKES TYUEG TMV SEIKTMY TOV MTOTOG Kol
TV ASVKOKLTTAP®V (BAETE TOpdypapo 2) kabag emiong Kot 0vENcelg o€ éva Pikd Eviupo
(KpeaTvopGPOKIVACT).

- "Hmieg aAlepykéc avTidpacELC

- AtoOnpa dyyovg

- Towmpota, advvapic, Lovdlacia, aicOn e LupUnyKIAGHOTOG 1) TOVOG GTN LECT 1] 6TO TOA
(1oyoiyio)- aicOn o LOLSLAGLATOS, KOVGOV, LUPUNYKIAGHOTOG 1 TOVOL OTIC TOAGLEG KO GTO.
Sy TVAa (GVVEPOLO KOPTTLOIOV COA VL)

- AioOnon tov Taluoy cog

- AbvEnon g apnprakng tieong

- "Epetog, movodovtog, dAyog dvm KoMK G Y MPOS

- EEavOnpa, oxpn

- [T6vog 6Tovug TéVoVvTES, TIC ApBPMOEIC, T KOKKOAO, HVIKOG TOVOG (LLVOGKEAETIKOG TOVOG),

- Avéryxn yio 00pnomn ooy votepn amd TNV KOVOVIKT

- "Evtovn éuunvog poon

- [Tévog

- "EMhenym evépyetag 1 aicBnon advvapiog (eEacBévion)

- Amoleo fapovg

Oy ovyvég (evdéyetar va ennpedoovy émg 1 ota 100 dropa)

- Meiwon tov apBuov tov oonetaiiov (mia Opopuforevia)

- Avénuévn aicnon M evaicOnoia, Waitepo 6To OEPUN, 0EVG TOVOC GE £va. 1| TEPLOTOTEPA VEVPQL,
TPOPANLOTO GTO VEDPO TMV YEPIOV KOl TMV TOIMV (TEPLPEPLKT VELPOTADELD)

- Awropoyég Tov oviymv, Gofapig SEpUATIKEG AVTIOPAGELG

- Meratpovpatikds mévog

- ®leypovn] Tov To£0G EVIEPOL (KOMTION)

- Yopioaon

- ®leyuovn TOL GTOUOTOC/ TV YEIMGDV

- Mn pucioroyikd eminedo Mmidiov 6To aiplol

Yravieg (evdéyetar va emnpedoovy £o¢ 1 oto 1000 dropa)
- ®leyuovn M PAGPN oto map

Mn yvo otés (1 cuyvotnta dev pmopel va ektiun et pe Bdon ta dStobéoipa dedopéva)
- Ilvevpovik) véptaon

Hoord (makiog 10 etdv kon dvem) ko £Epnpor

Ot averBOuUNTEG EVEPYELEC TOV OVOPEPOVTOL TAPATAV® 1GYVOLY KOl Y10l TO TOLOLE KOl TOVG EPTYBOVG.
Ot axdrlovBeg TANpoPopleg elvat CNUAVTIKES Y10l TG, TOLOLA, TOLC EPTPOVG KOl TOVG (PPOVTICTES TOVG:
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Yoyvég (umopet va emmpedoovy £og 1 ota 10 dtopa)
- dAreypovi Tov TaYKPENTOG

Avo@opd avemBOpnTOV EVEPYELDOV

Edv mopatnproete kamola avemBountn eveépyela, EVIUEPMOOTE TOV Y10TPO GOG. AVTO 16y VEL KAl Yo
K40 TBavT| avemBOUN TN EVEPYELD TTOV OEV OVAPEPETAL GTO TTALPOY GVAAO 0O Y1V Xpnoms. Mropeite
emiong va avapépete ovembounTeg evépyele ancvbeiag, LEG® TOL E6VIKOD GLOTNUATOS AVAPOPAS TOV
avaypaeetor oto [Hopdptnua V. Méow g avagopis averBOUNTOV EVEPYELDY UTOPEITE VO
Bonbncete 6N GLAAOYN TEPIGGOTEP®Y TANPOPOPIDV GYETIKA LE TNV AGPAAELD TOL TOPOVTOC
QUPUAKOV.

5.  M®gve euidaccete To Teriflunomide Accord
To QAapLOKO QVTO TPETEL VO PLAACCETOL GE LEPT TOV gV TO PAETOVV Kot dev TO POGVOLV T TALOAL.

Noa yun proIHOTOLEITE AVTO TO PAPLOKO LETA TNV NUEPOUTViC AENG TOL avay pA(pETOL GTO KOUT PLETA
v «AHZEH». H nuepopnvia AMEng etvor ) tedevtoio nUEPE TOV UNVO TOV AVAPEPETOL EKEL.

To QopHOKELTIKO 0VTO TTPOTOV dEV OTALTEL 10104TEPEG GUVOTKES PUAAENG.

Mnyv metdte QApAKE GTO VEPO TG ATOYXETEVOTG 1] 0T OIKLOKA aroppippota. Potiote tov
QUPUOKOTOLO GOG Y10, TO TMG VO TETAEETE TO PAPLLOKA TOV OEV Y PNCILOTOLELTE L. AVTd TaL PETPa ol
Bonbnoovv oty Tpoctacio Tov mepaArovtoc.

6. Iepreydpeva TG 6VOKELAGTOS KOL LOUTEG TAN PO POPLeS
Tvrepréyer to Teriflunomide Accord

Teriflunomide Accord 7 mg erucalvppéva pe Aemtd vuévio diokio

- Hdpaotikn ovoia gival 1 tepiprovvopion. Kabe dioiio mepiéyetl 7 mg tepipAovvopiong.

- Ta dAo cvototikd sivot Aaktoln povotidptky, Gpvio apafocitov, KuTTapivi KPOKPLUGTOAALKY,
aporo kappolovpeduitmpévo vaTplovyo, VOPOEVTPOTVLAOKLTTAPIVY], LOYVIGLO GTEUTIKO, AVLIPO
KOAAOELDEC TTupiTio, virpopuerholn (E464), titaviov 610&gidio (E171), taikng (E553b),
molvatBuievoyivkoin (E1521), Adka apytlovyov wotkokapuviov (E132), oidnpov o&eidio
kitpwvo (E172).

Teriflunomide Accord 14 mg emkaivppéva pue Aentd vuévio diokio

- Hdpaotikn ovcia gival 1 tepiprovvopion. Kabe dioxio mepiéyel 14 mg tepipAovvopiong.

- Toa Mo cvotatikd etvor Aaktoln povotidpikr| , duvlo apafocitov, Kuttapivn
HUKPOKPLOTOAAKTY, Gpvio KapPosupeduitmpévo vatplodyo, vOPoELTPOTVAOKLTTAPIVY], LAYVICL0
OTEATIKO, AVLOPO KOAAOELOEG TTupiTio, LVtpopeAAdln (E464), titaviov 610&eido (E171), Tdhkng
(E553b), moivatbvrevoyivkorn (E1521), Adka apytrodyov wowokappviov (E132)).

Ep@avien tov Teriflunomide Accord kou epieyo peve TG 6V6KELOGIOG

Teriflunomide Accord 7 mg erucalvppéva pue Aemto vuévio diokio

Ta Teriflunomide Accord 7 mg emikolvppéva pe Aemtd vuévio dokia (dtokia) etvar emkaivppéva pe
AETTO VUEVIO SIOKIO OVOLYTOD TPOGIVOITOV-UTAE YKPL EOG ATAAOD TPOSIVOTOV-UTAE YPOHOTOS,
oynpatog &aymvov, tepimov 7,3 X 6,9 mm, pe avayivgo «T1» ot pio TAevpd kot amAd oTny GAAN
TAELPAL.

To Teriflunomide Accord diatifeton o€ KovTid TOL TEPIEYOLV:
- 14, 28, 84 xou 98 d1okia o€ KOWELEG AAOVHVIOV-0AOVLIVIOD
- OdTpnTEG KOWELES, Lovadwv d6omG adovpviov-aiovpviov 14x1, 28x1, 84x1 kot 98x1 Siokiwv.
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Teriflunomide Accord 14 mg smikoloupévo pe Aemtd vuévio diokio

Ta Teriflunomide Accord 14 mg smikoloppévo e Aemtd vpévio dtokia (Stokia) eivat ETKOAVUUEVO. LE
AETTO VUEVIO SLOKIOL UTAE Y POHOTOG, CYNLOTOG TEVTOYDHVOV, LE avAayAvpo «T2» ot pio TAeupd Kot
OTNV GAAN TAELPA.

To Teriflunomide Accord diatifetol 6€ KovTid TOL TEPIEYOLV:
- 28 xon 84 diokio o KOYELEC AAOLULVIOL-AAOVLUIVIOD
- odTpnTEG KLWELES, Lovadwy d6omG adovviov-aiovpviov 28X1 kot 84X1 diokiwv.

Mropei vo umv KukAo@opoOV OAEC Ol GUGKEVLUGIES.

Kdaroyog Adsrog Kvkrhogopiog
Accord Healthcare S.L.U.
World Trade Center,

Moll De Barcelona s/n,

Edifici Est, 62 Planta,
Barcelona, 08039, Ionavio

Mopackevaotig

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice, IToAwvio

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, OAavdia

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park,
Paola PLA 3000, MdAta

[Ma onowadnmote TANpoPOPia. GYETIKG. LLE TO TOPOV PAPLOKEVTIKO TPOIOV, TOPOKOAEIGTE VO
amnevBuvieite otov TomKo avtitpdowno Tov Katoyov e Adetag Kukiopopiag:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LX/MT/
NL/NO/PL/PT/RO/SE/SI/SK /UK (NI)

Accord Healthcare S.L.U.
TnA: +34 93 301 00 64

EL

Win Medica A.E.
TnA: +30 210 74 88 821

To mapdv @OAL0 00N IOV Y pRoN g avademp1)OnKe Yo TELEVTOLN POPA OTIg

Aemtopepeic mANpoopies yio 1o pappaKo avtd givarl dStabéotpes otov diktvako Tomo Tov Evpomaicond
Opyavicpov Gopudkwv: http://www.ema.europa.eu.
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