ITAPAPTHMA 1

HNEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpoavOektikd okANpa Konydikio
Dimethyl fumarate Accord 240 mg yaotpooavOekTikd ckANpa Koyakio

2. MOIOTIKH KAI MOXOTIKH XYNOEXH

Dimethyl fumarate Accord 120 mg yootpoovOektikd okAnpd kowdkio

Ka0e yaotpoavBektikd oxinpd kaydkio meptéyet 120 mg eovpapikod Siuebuiectépa.

Dimethyl fumarate Accord 240 mg yootpoovOektikd okAnpd kKowdkio

Ka0e yaotpoavBektikd oxinpd kaydkio mepiéyetl 240 mg ovpopikov Siuebuiectépa

Mo tov TApn katdloyo Tov ekdOywV, PA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
TootpoavOektikd okANpd Koydkio (YooTpoavOekTikod KoydKio)

Dimethyl fumarate Accord 120 mg yactpoavOektikd okAnpd konydxio

Zinpad koyaxio Cehativng, peyéboug «0» (mepinov 21,3 X 7,5 mm), pe tpdovr Kopouen Kot AEVKO
OO0, LE TOTOUEVT TNV €voeldn «HR1» pe povpo pekdvi 610 MU0 TOL KOWOKIOV, TOV TEPIEXOLV
AEVKE £®G VTOAEVKA, GTPOYYVLAL, QAUPTKLPTO iVl SIoKi e EVIEPIKN EMKAAVYT, YO PIg evoeitelg Kat
oTIG 6V0 TAEVPEC.

Dimethyl fumarate Accord 240 mg yactpoavOektikd okAnpd Koy axio,

Zinpad koyaxio Cehativig, peyébovg «0» (mepimov 21,3 X 7,5 mm), pe tpaovr Kopuen Kot GOU, LE
Tonopuévn v évoelén « HR2» pe poadpo peddvi 6to oo Tov Koyakiov, mov Tepiéyovy AVKA MG
VIOAEVKA, GTPOYYVLAQ, apEikvpTo Uivi d1oKia e EVIEPIKT EMKAAVYT], XOPIG eVOEiEElg KOl OTIG dVO
TAEVPEG.

4, KAINIKEX ITAHPO®OPIEX

4.1 OgpomevTiKég EVOeitelg

To Dimethyl fumarate Accord evdsikvutot yia ) Ogpomeio evniikmv Kot Toudatpikdv achevov
nliag 13 etdv kot dve pe vrotpomidlovoa dtaisirovoo molomin okApovven (YAIIY).

4.2 Aocolroyia kar TpOTOS YOPNYNONG

H Oepomeio 0o mpénet va Eexiva vd v emifreyn wtpov pe eumelpio ot Oepameio g TOAAUTANG
GKANpLVOTG.

Aocoloyia

H d60m évapéng eivar 120 mg dvo popég v nuépa. Metd amd 7 nuépeg, 1 06on Ba Tpémet va, av&n et
0T GLVIGTOUEVT 6061 cuvtipnong Tv 240 mg 600 @opég v nuépa (PA. mapdypapo 4.4).



Edv évag acBeviic mapaieiyerl pia 060, dev Ba tpénet vo Aappdvetar dumin doom. O acbevnig propet
va, TaPEL T 066N TOV TAPEAEIWE LOVO £V APNCEL LEGOMAGTNLA 4 WPDV HETAED TV 0OGEWV.
AwopopeTikd 0 ac0evig Bo TpEmel Vo TEPUEVEL HEXPL TNV EMOLUEVT] TPOYPOUUUATICUEVT dOO.

H npocwpivn peiwon g 06ong oto 120 mg 300 Qopég TNV NEPO EVOEXETAL VO LELDGEL TNV ELPAVIOT
epubpiaong Kot YUoTpeVIEPIKOV avemBountov evepyeldv. Evioc 1 unvog, Ba npénel va Eavapyioeln
ouvieTOUEVN 8O cuvtipnong Tov 240 mg 500 POopEC TNV NUEPAL.

To Dimethyl fumarate Accord 8o, pémetl va Aappdvetar pe tpoen (BA. Tapdypago 5.2). T Toug
acBeveic o1 omoiot evdéyetal va eKONAMGoLVY gpubpioocT 1| YOOTPEVTEPIKEG avEMIBOUNTEG EVEPYELEG, 1
Mymn Dimethyl fumarate Accord pe tpoen evdéyeton va Bektiwoet Ty avektikotnta (PA.
napaypbeovg 4.4, 4.5 ko 4.8).

Ewwoi mAinbuvcpuoi

Hlmawuévor

Y1 Khavikég peréteg tov Dimethyl fumarate Accord vampye meplopiopévn ékbecn acbevav niikiog
55 g1V Kot dve, evd dev cvpmeptAapPoavotay enapkng aptBuds acbevav niikiog 65 eTdV Kot Ave,
MOGTE VO TPOGO0ploTel €6V avTol avTomokpivovTal S1OPOPETIKA 0md TOVG vEOTEPOLS acBeVeElS (BA.
mapaypapo 5.2). Me Bdaon tov Tpomo dpdcomng NS dPACTIKNG 0vGiag, eV VITAPYoLY BewpnTikol Adyol
Y10 OTOLOONTOTE ATOITNON TPOCAPUOYNS TNG 00GNC G€ NAKIOUEVOLG.

Negpirn ko1 nroziky Svoieitovpyio,

To Dimethyl fumarate Accord dev éxel peletnOei oe acbeveig e veppikn 1 NTOTIKY SVGAELTOVPYia.
Me Bdon tig peréteg KAMVIKNG @apuakoroyiag, dgv amarteitol mpocapoyn e 66ong (BA.
nopdypaeo 5.2). Arouteiton mpocoyn katd tn Oepaneio acHevdv e coPapn NroTikn 1 VEQPIKN
dvoertovpyia (BA. mapdypao 4.4).

THoudrazrpirog ninBoouog
H docoioyia etvon 1 idie o€ evijlkeg kan o€ ToudtaTpikovg acbeveic niuciag 13 etdv kot dvo.

Eivon mepropropéva to dtabéoipa dedopéva og moudid natkiog petacd 10 ko 12 etdv. To mapovio
dwbéotpa dedopéva meprypdpovtar oty Tapdypaeo 4.8 kot 5.1, oAhd dev pmopel va yivel cvotaon

Yo T doGoAoYia.

H aocpdleio kot 1 amoteleHOTIKOTNTO TOV POLUAPIKOV dipeBuiectépa og Toudd nAkiog KAT® TV
10 etddv dev €xovv tekunpuwbel. Aev vdpyovv dtobécipa dedopéva.

Tpomog yoprynong

IMa xprion amnd otépaTOC.

To kayakio Ba Tpémel va kotamivetar olokinpo. To koydiio 1 1o TeplexOpuevo Tov dev Ba mpénet va
OpvppoartiCetar, va dtonpeitar, vo dtaAddeTol, va aropvleitor 1| va pactétal, Kabaog 1 viepiky
EMKAALYT TOV UiVl S1IoKI®V OTOTPETEL TIG EPEDOTIKEG EMOPAGELS GTOV YOOTPEVTEPIKO GCOANVAL.

4.3 Avtevositeg

YrepevoaicOnoio 6t dpacTiKy ovcia 1| 6€ KATOL0 amd T EKO0Y0 TOV AVOPEPOVTOL GTNV

napdypoeo 6.1.

Ynoyia tpoiovoog molveotiokng Aevkogykeporondbeiog (PML) 1 emPeforcopévn PML.

4.4  E01kég TPOELOOTOUM|GELS KON TPOPVAAEELS KATA T Yp1]ON

E&etdoseic aiporoc/epyactnplokéc eEeTAGELS

Neppikn Aettovpyia



"Eyovv mapatnpndeil alhayég oTig veppikés epyaostnplokés e€etdoslg oe KMVIKEG SOKIEG o8 ao0eveic
7oL VIOPANONKaY oe Bepameio e ovpapkd dpeBvieotépa (PA. Tapdypapo 4.8). Ot KAviKég
EMNTMOCELS AVTAOV TOV OALUYDV deV €ival YVOOTEG. ZUVIGTATAL 0EIOAGYNOT TNG VEQPIKNG AELTOVPYIG
(m.y. kpeaTwvivn, almTo ovpiag aipatog Kot ovaAvon ovpwv) mtpty amd v Evapin g Bepaneiag, petd
amd 3 ko 6 pnveg Bepameiog, Kot kaTomy Kabe 6 mg 12 uiveg, Kabmg Kot Onwg evosikvutol KAVIKAL.

Hratim Aertovpyia

Dappakoyevic nmatikn PAAPN, cvumeptiapfavopéving g avuénong tov nratikdv eviopmv [> 3 eopécg
T0 AvAOTATO PLGLOA0YIKO Opto (ULN)] kot tov emmédwv oAkng yoiepubpivng (= 2 X ULN) uropel va
npokAnOel amod tn Oepaneia pe povpapkd dipebviestépa. O xpovog Emg TNV ekdNAmon uropel va
elvar nuépeg, apketég efdopadec | tepiocotepo. Eyetl mapatnpndei vroydpnon tov avembountov
EVEPYELDV HETA TN Olakomh TG Oepomeiog. Zuviatdrol a&loAdyNon TOV GUIVOTPUVGPEPUCHY GTOV 0pO
[(m.y. apvotpavopepdon g odavivig (ALT), aoraptikn apwvotpavopepdon (AST)] kKot tov
EMMESMV OMKNG YoAepLOpivNg TPy omd TV Evapén e Oepameiog kot KoTd TN SAPKELD AVTNC, OTMS
eVOEIKVUTOL KAVIKGL.

Agppoxvttapa

Ot acBeveic Tov Elafav Oepomeio pe eovpopikd dypuebvieatépa umopel vo ekdNADGOVY AEUPOTEVia.
(BA. mapdypago 4.8). Ipv and v évapén g Bepameiag pe povpopikd diypuebviectépa, Tpénel va,
npoypatorondel pia Tpdoeatn yevikn eEETaon aipatog, GUUTEPIAAUPBOVOLEVOVY TOV AEUPOKVTTAPMOV.

Edv damiotmOel 6T1 0 ap1tOpog Tmv AEUPOKLTTAP®Y Elval YOUNAOTEPOG OO TO PVGLOAOYIKO EDPOG
TIHOV, Bo Tpémel va mpaypatomoteitan evoeheyng a&loAdynon Tv mbavdv artidv TPy amd TV Evapén
g Oepamneiog. O povpapiog dpuedviectépag dev Exel pehetn el oe acbevelg pe TPoHTAPYOVTES
YOUNAOVG aplBpodg AEUPOKLTTAP®Y Kol omatteital Tpocoyn Kota T eponeio avtdv TV acbevav. H
Bepaneia dev Oa mpémel va Eekva og aoBeveig pe coPapn Aepponevia (aplBpudg AepEOKLTTaP®V

< 0,5 x 1091).

Metd v évapén g Bepameiog, TPETEL VO TPUYLOTOTOOVVTOL YEVIKEG EEETAGELC OLOTOC,
CUUTEPTAQUPOAVOUEVOY TOV AEUPOKLTTAP®V, KGOE 3 pnves.

21ov6 acBevelg pe Aeppomevio cuviatdtal, Adym avEnpévov kivovvou yio PML, avEnuévn
EMOypOTVIION ©G €ENG:

o H Oepoaneio 0o mpénet va dlakdmTETOL 08 0l00EVELS e TapateTapévn coPapn Aepponevia
(apOpog Aepgokvttdpov < 0,5 x 10%1) mov empével yio TEPIGGOTEPOVG OO 6 U VEC.
o Y& ao0eveic pe PéTpieg HELDOELS TOV amdAvTOL ap1dpoD Aepgokvttdpmy > 0,5 x 109/ éog

< 0,8 x 10%1 mov mapapévovy yia TEPIGGOTEPOVS amd 6 uNve, N avoloyio KvdHVOL-0@ELOVG
g Oepameiog pe povpapucd dypuebduiestépa Oa mpémet va exava&loAoynOei.

. e aoBeveic pe aplopud AePPOKVLTTAP®Y KATM Ao TO KOTOTATO PLGIoA0YIKO 6p1o (LLN), 6mmg
opiletar amd 10 VPOG AVUPOPAS TOV TOTIKOD EPYOCTNPIOV, CLUVIGTATOL TOKTIKT TAPAKOAOVONGN
TOV OTOALTOV 0plOU®Y AepPoKVTTAP®Y. 0 Tpénel va Aapfavoviotl vToy ot TPdcoheTot
TOPAYOVTEG TTOV EVOEYETOL VO OLEAVOVY TTEPOITEPM TOV UELOVAOUEVO Kivovvo yio PML (BA.
vromapaypapo oyeTikd pe v PML mopakdtom).

Ot apBuoi tov Aepgokvttdpmy Oa tpénel va mapakorlovbobvtar puéxpt v avakoyn (BA.
Topaypa@o 5.1). Metd v avakopyn Kot anovcio VOALAKTIKOV OEpUTEVTIKOV ETAOYMV, O
OTOPACELG GYETIKG LLE TNV EXAVEVOPEN 1 O)L TOV POVUAPIKOV SIHEBVAESTEPOL LLETA TN SLOKOTN TNG
Oepaneiog Oa mpémel va Pacilovtar oty KAk Kpion.

Moayvntucni topoypoeio (MRI)

[Ipwv amd v Evapén g Bepanciag pe povpapkd diuebuiectépa, Ba mpémetl va givor dtabécio Eva
apyikdé MRI (cuvnBog evioc 3 unvav) oc avaeopd. H avéykn yio tepotépo areikdvion ue MRI Oa
npénel va eEetaleTon cOpPOva pe Tig eBvikég ko tomkég ovotdoels. H amewkovion pe MRI propei va
e€etdletal oto mAaiclo TG avEnpévng enaypbmvnong o€ acbeveig mov Bempeitar 6Tt dtatpéyovv
avénuévo xivévvo eppdaviong PML. Ze nepintwon khwvikng vroyiog PML, B mpénel va
npaypartoroteital apéomns MRI yua Siayvwotikodg okomoie.



Ipoiovca molveotiokn Asvkoeykeparorddeio (PML)

"Eyer avagepbel PML o€ acBeveic mov éAafav Oepameio pe povpapikod dipeboiestépa (PA.

napypapo 4.8). H PML eivar pia vkouptokn Aoipwén mov tpokaieiton and tov 16 John-Cunningham

(JCV), n omoia umopei va amoderyetl Bavatedpa 1 va tpokarécel coPfapn avamnpio.

"Exovv mapovciaotel mepiotatucd PML pe tov povpopikd dyueboiestépa kot GAAL QOpUAKELTIKA

TPOTOVTO, TTOV TEPLEYOVY EGTEPEC POVLLPLKOD 0EE0G el £dapoVE Aepporeviag (apBuog

Aeppoxuttdpov pikpotepog and to LLN). H mapatetopévn pétpro émg coPapn Aepponevio poiveton

va av&avel tov kivovvo PML pe povpapikd dipuebuiectépa, ®otd60, 0 Kivouvog dev umopel va

aTOKAELOTEL 0 0I60EVELS e Lo, AEpLpoTEViaL.

Ot tpdcbetol Topdyovteg mov evdéyetol va cupPdilovy oe avénuévo kivovvo PML eri eddpovg

Aeppomeviog etvat:

- N ddpkela g Oepameiog pe povuaptkd duebviestépa. Iepriototicd PML eppavictniay petd
amo mepimov 1 émg 5 € Oepameing, moTOG0 1 KPS oYéomn pe ) ddpkela TG Bepameiog dev
glvon yvoot.

- 0l GNUOVTIKEG HELDGELS TOV aptBpol Tov CD4+ kot e10kd tov CD8+ T Agppokvttdpwv, to
omoia glval GNUAVTIKA Yo TNV 0voGoA0YIKT aupvva (PA. Tapdypago 4.8) kot

- 1 TPONYOVUEVN OVOGOKOTAGTAATIKN 1] 0vocoTpomorointikn Oepancio (BA. Tapakdt).

Ot wzpot Ba mpémet va a&roroyodv Toug acBeveis TOVG Yo VO TPOGIIOPIGOVY EGV TOL CLUTTAOLATO EVOL
EVOEIKTIKG VEDPOAOYIKTG OVGAEITOVPYIOG Kal, EPOCOV 10YVEL AVTO, EAV TO GUYKEKPIUEVO GUUTTOLATOL
elvar Tomkd g IIZ 1 mbovdg vrodnidvovy PML.

Kotd 10 mpdTo onpeio 1 svumtopa vrodniotiko g PML, n Ogpaneia pe ovpapikd dipebuiectépa
00 TpEMEL VO avaGTEALETOL KOl YPELALETAL VOL TPOAY LLOTOTOIOVVTOL KATAAANAEG SLOYVOOTIKES
a&loloynoelg, copmeptiopfoavouévon Tov tpocdiopicod DNA tov JCV 610 eykeparovmtiaio vypd
(ENY) péoom g pnebodoroyiog g mocoTikig ahvcidmthg avtidpacns toivuepdong (PCR). Ta
cvopntopota ™ PML evdéyetat va etvar Tapdpota pe ovtd pog vrotponng g IZ. Ta
YOPOKTNPLOTIKG CUUTTOMATO TOL oyeTilovTon pe v PML givon mowcida, eglicoovtal o€ didoTnpa
NUEP®V £1G ERSOUAd®V Kot TEPIAAUPAVOVY TPOOSEVTIKY] AdVVAUIA OTN Uio TAEVPA TOL GOUTOG 1)
ade€10TNTO TOV AKP®V, dloTopayl TNS OPAOTS KoL 0AAXYES GTOV TPOTO GKEYNG, OTN VN, KaOdS Kot
GTOV TTPOGUVATOAIGHO TOL 0O1YOUV GE GUYYVGOT KOl AAAAYES GTNV TpocomikoTnTa. Ot tpoi o
TpEMEL vaL €lval 6€ 1010iTEPT] £YPIYOPST] OG TPOG TOL GLUTTAOLATA OV LITodNAdvovy PML ta onoia
pmopel va mepdcovv amapatipnta amd tov achevr]. Ot acbeveig Ba mpénet eniong va cupfovAgdovtat
V0L EVILEPDOVOVY TOV GOVTPOPO N TOVG PPOVTIGTES TOVG GYETIKG e T Bepameia Tovg, Kobmg ekeivol
EVOEYETUL VO TAPOTNPCOVY CUUTTMUOTO TOV 0 a.c0evig dev avTidauPdvertal.

H PML pnopei va topovciactel povo mapovsio Aoipméng omd tov JCV. Oo mpénel va Anedei vmoyn
0TL 1 emidpaom TG Aepponeviag otnyv akpifela g e&étaonc aviicopdtoy katd tov JCV otov opd
oev €xel pehetnBel og aobeveic mov Aappdvovy Bepameio pe povpapicd dipebviectépa. Oo Tpémet
emiong va, onuelndei ot pa apvntikn e€€taon yia aviioopoto kKotd tov JCV (mapovoio
(PLGLOAOYIKOV OPLOLOV AEUPOKVTTAP®V) deV amokAgiel TNV TBavoTNTA ETOKOAOLONG AoipmEng amd
tov JCV.

Edv xdmolog acBevig exdnimoet PML, o povpapucog dipueburectépag mpémet va S10Konel OpIoTIKA.

IIponyovduevn Bepameio UE OVOCOKATACTOATIKES 1] VOCOTPOTOTOMTIKEC OEpameieg

Agv &yovv mpayuatoromBel perétec mov vo a&lohoyodv TV OOTEAECULOTIKOTNTA KOL TNV 0CQAAELL

TOV POVUAPIKOV O1peduieatépa KaTd TN UeTAfooT achevdy amd dhleg Bepameieg TPOTOTOMTIKES TG
vdo0L og povpapikod dpebuiectépa. H cupfoin mponyoduevng avocokatooToATIKNG Bepaneiag oty
ekdnAwon g PML og ac0eveic mov Aapfdavouvv Bepameio pe povpopicd dspebuiectépa sivor mbovi.



[Tepiotatikd PML éyovv avagepbel oe acbeveic mov siyoav AdPet mpornyovpévmg Bepamneio pe
vataMoopaunn, yio v omoia 1 PML amotelel texunpropévo kivovvo. Ot watpoi Oa mpénet va £yovv
oy o0t eprotatikd PML wov epgoavifovrotl petd amd mpdseatn dtokomn g vataA{ovpaunng
EVOEYETOL VO, L1V GLVOOEVOVTOL OO AEUPOTEVIQL

Emumiéov, n mhetovotnta tov emifefauiopévav tepiotatikav PML pe povpapuco dipueboviectépa
enpaviotnke og aceVEIC e TPONYOVUEVT] AVOCOTPOTOTOINTIKT Depameia.

Kotd ™ petdfoon acbevdv amod kdmoia dAAn Oepameio TpOTOTOMTIKY TG VOGOL GE POVUAPIKO
debureatépa, o ypdvog nuicelag Long kot o Tpdmog dpdong g dAAng Oepaneiac Tpémel va
Aappdvovtot VoYM TPOKEWWEVOD va amo@eLyDel 1| TPOcHETIKT 0VOGOAOYIKT ETIOPOOT), LEIDOVOVTOG
TOVTOYPOVA TOV Kivouvo enavevepyonoinong g [X. Zvvictdtol va paypatomoleiton pa yevikn
e&étaon aipoartog wpwv amo v Evapén g Oepomeiog pe ovpaptko duebvAESTEPQ KO TOKTIKA KOTA
) ddpketo g Oepoameiog (PA. «E&etdoeig aipotog/epyactnplokés eEETACEID TAPATAV®).

2ofapn VEQPIKN N NTOTIKY OVGAELTOLPYIO

O povpapikog dueBuieotépag dev Exel peretndel oe acBeveig pe coPapn vepptkn 1 NIoTIKN
ducAettovpyio, GUVERMS omaLTEITAL TPOSOYN KOTA TN Bepameio avTtdv TV acbevav (BA.
napbypago 4.2).

2oBopn evepyn vOGOC TOV YOOTPEVIEPLKOV

O povpapikodg dpeduiectépag dev éxel peretn et o acbeveig pe coPapn evepyn vocso Tov
YOG TPEVTEPIKOV, GUVETMG AMOLTEITOL TPOGOYT| KaTd TN Oepaneia avtdv Tov acdevov.

EpvBpiaon

e KAMvikég dokpég, 34% tov aoBevav ot omoiotl ELafav povuaptko dipebviectépa Tapovciacay
epvbpiaom. v mieovomta TV acBevdv ol omoiol Tapovsiocoy epuBpiact, CVTH TV NG 1|
pétpiag cofapdtmroc. Asdopéva amd pehéteg Le vyelg e0eAovéc vTodekvOOLY OTL 1 GYETILOMEVN LE
oV PovpapKo dpebuviectépa epubpiaon elvar mBavod va pecorafeitor and npootayiavdives. Evag
Bpaydc kOKkAog Bepameiog pe 75 MY akeTLAOGOAIKLALKOD 0E£0G Y®PIC EVTIEPIKT EMKAAVYN UTOPEL VO
elval emmeeAng og acleveic mov speavilovv un avektn epvbpiaon (BA. mapdypogo 4.5). Xe dvo
peAéteg Y1V ebehovimv, HeEiddnke 1 epeavion kail n cofapdtnTa TG EpLBpiacng Yio TO ST
NG TEPLOSOV YOPTYNOTG 0OONG.

e KAwvikég dokipég, 3 acbeveic amd Toug cuvolikd 2.560 acOeveic mov EAafav PovpapIKo
debvreotépa mapovsiocay cofapd copnTdpTa Epupiacng, Ta onoio NTav ThAvOV avTdpdoelg
vepevaicneiog 1 avo@LAoKTOEIdElG avTdpdoelc. AvTtég ot avembBOuNTEG EVEPYEIEG dEV TV
ameNTikéG Yo T o1, 0ALG 00 ynoay o€ vooneia. Ot cuvtayoypa@oOVvTeES 1Tpoi Kot ot acbeveig Oa
TPENEL VO, EIVOIL GE EYPTYOPOT CYETIKA LLE TO EVOEYOLEVO EUPAVIOTG GOPapdV avTidpacewy epubpioong
(BA. mapaypdpovg 4.2, 4.5 ko 4.8).

AvoQUAIKTIKEC AVTIOPAGELS

"Exovv avapepOel mepiototicd avapuiatiog/avaeulaktogldods avtiopaong LETE T Yopnynon Tov
QOVLLOPIKOD deBVAESTEPA LET TNV KUKAOPOPia TOV TPoidvTog atnV ayopd (BA. Tapdypapo 4.8).
210, GUUTTONATO. UTOPET VO TEPAapPivovTan Svomvola, voéia, VTOTACT, ayyel00idnua, edvOnua 1
Kvidwon. O unyoviopog emaymyng tng avaeuiaiog amd Tov eovpopiko dipebulectépa dev givan
YV®OGTOS. AVTIOPAGELS YEVIKA eppavilovTol UETA TV TP@TY 6001, GALG UTopEl emiong va EUQAVIGTODY
0O TOTE OTIYUN Katd T drdpkela g Oepameiog kot pmopel va eivar coPapég Kot amenTikeg yio
) {on. Oo pénel va divovtal 0dnyieg otovg acbeveic va S10KOTTOVLY TOV POVUAPIKO diuedvAiesTtépa
Kot vo, avalntodv Gueom wTptkny @Povtida dv Tapovctdcovy onueia | courtdpato avapviaéioc. H
Oepameia dev Oo mpénel va Eekiva ek véov (BA. Tapaypago 4.8).



Aowdéelg

Y& eAeYYOUEVEG JE EIKOVIKO PAPLOKO HEAETEG PAong 3, N entimtmon TV Aodéemv (60% Evavtt 58%)
Kot TV coPapdv Aotuaéemv (2% évavtt 2%) NTav topdpota o acbeveic mov Ehafav Oepameio pe
POVUOPIKO JUEBVAESTEPA 1] EIKOVIKO PAPLLOKO, OVTIGTOLYCL.

Q061660, AOY® TOV 0VOGOTPOTOTOMTIKMV 1O10THT®V TOL POVpaptkoD duedvrestépa (PA.

mopdypapo 5.1), edv kKanolog acbevic ekdnincel coPfopn Aoipwén, Ba tpénel va eetaotel T0
EVOEYOUEVO avaeTOAMG TG Oepameiag pe povpopikd dyebvieotépa kat Oa Tpémel va
enavo&loAoynBov To 0@EAN Kot ot Kivouvol pwy amd v enavévopén g Bepaneiog. Ot acbeveig Tov
Aappdvouv povpapio dipebviectépa Bo TpEmeL Vo KOOI YOUVTAL VO AVOPEPOVY TOL GUUTTOUATO, TOV
rowdéewv otov wtpd. Ot acbeveic pe cofapic Aouméelg oev Ba mpénet va Eexvoiv Bepoameio, e
POVLLOPTIKO dluebviecTépa uéypt TV vVITOXOPNoN TNS(T®V) Aoiuwéng(ewv).

Agv opatnpnonie avénuévn enintoon cofopav Aowméewv oe acbeveig pe aptOuong
repgokvttdpmv < 0,8 x 10%1 1 < 0,5 x 10%1 (BA. mapdypapo 4.8). Eqv n Oepomeio cuveyiote
TopovGio PETPLOG £0G COPAPNG TAPATETUUEVNC AEUPOTEVING OEV UTOPEL VO ATOKAEIOTEL O Kivovvog
evkaplakng Aoipwéng, cvumepiiappavopévng tg PML (BA. mapdypaeo 4.4 vromopdypapo PML).

Aowdéeic amd Epmnrta Lowotnpo

"Eyovv avapepbei mepiotatikd Epmnta {wotipa pe povpoptkd dipuebviestépa (BA. Tapdypapo 4.8).
2NV TAELOVOTNTA TOVG, TO TEPIOTUTIKA OVTA ToV U1 coPapd: wotdG0o, Exouy avapepOel coPapd
TMEPIOTATIKA, OTA OTOi0 GUUTEPIAAUPAVOVTOL O dLdyLTOG £pTNG LOaTNPOC, 0 £pmng LOOTHPOG

0B kde, 0 £pmng LmoTPog WTIKOG, 0 £pIng (OOGTNPOG e EKONADGELS OO TO VELPIKO GUGTN UM, 1
unviyyoeyke@aAitido amd Epmnto (oothpa Kot 1 unviyyouvelitida amd épmnta {owotpa. AvTtég ot
aveETBOUNTEG EVEPYELES UIMOPEL VO, TPOKVYOVV OTTOLOONTOTE GTIYUN KATd T d1dpkela tng Bepameiog. Ot
acBeveic O Tpémel va mapakoiovBohvtat Yo onpeio Kot GOUTTORATO EPTN T, (OOTAPM, EOIKE GTNV
TEPIMTMON TOL AVAPEPETOL GVVLTTAPYOVOO. AEULPOTEVID. € TEPITTOOT eKdNAwoNG Epmnrta. {woTthpa,
0o pémel va yopnynOei kKotdAANAN Bepamneia yio tov Epnnra (wotipa. O mpénet va e&etaleton 10
EVOEYOLEVO TPOCOPIVIG dlakomng NG Bepaneiog o acbeveig pe cofapic AoUDEELG LEYPL TNV
vroyMPNoN TG Aoiuwéng (BA. mapdaypapo 4.8).

"Evopén tne Ogpomeiog

H Oepancio Bo mpémet vo EeKvA oTAd10KA TPOKEEVOL Vo LELWBEL 1] eppdvion epuBpiaong kot
YOOTPEVIEPIK®DY avemBOuntev evepyeldv (PA. mapdypaeo 4.2).

2vvopouo Fanconi

"Exouv avoeepbel mepiotatid cuvopopov Fanconi e m xpnon evog @aprakevuTikol mpoidvtog mon
TEPLEYEL POVLLAPIKS SpeBuAesTépa 08 GLVIVACUO e BAAOVG EGTEPES TOL PovUapPIKoD o&éoc. H
TPOIUN S1AyveOoT ToL cLVEPOoL Fanconi kat i dlokomy g Oepanciog pe ovuapikd duebvicotépa
glval GNUOVTIKEG Y10 TV TPOANYT TNG ELPAVIOTG VEPPIKTG OVGAEITOVPYING KOl OGTEOUAAGKVUVONC,
ka0d¢ T0 chvOpopo givor cuvBwg avaoTpéyo. Ta o onuavtikd onueio givol TpoTeivovpia,
yAvkolovpia (e PLGLOAOYIKG, ETITEDD. GOKYEPOV GTO Oipa), VIEPAUIVOELOVPIN KoL POCPAUTOLPIN
(mbavmdg cuvumdpyovoa. pe vropooeatouio). H e£EMEn g vooov umopel va meptiapfavel
CUUTTOUOTO OTIMG 1 TOAVOVPLN, 1| TOAVSYIK KoL 1) €YYVG LLIKT| aduvapio. X GTAVIEC TEPITTOOELS,
WITOPEL VO TPOKVYOLV DITOPOCPOTULLKT] OGTEOLOAAKVVOT] LE UM EVIOTIGUEVO 0GTIKO TOVO, avénuéva
EMIMEd N OAKOAIKNC POGPATACT|G GTOV 0pO Kol KOTAYUaTa omd viepPoikn exifapovon).

Eivot onpovtikd va onueiwdet 6t 1o ohvdpopo Fanconi pmopei vo ekdnAmbei ympic avénuéva enineda
KpeaTvivng 1 YoUNA6 pubuod omelpapatikng Smbnong. Le nepintmon acapdv GLUTTOUATOV, Oa
npémel vo eEetaotel 0 evogyOUEVO cuvdpopoL Fanconi kat va dievepynBovv ot katdAinieg e€etdoelc.

"Exdoya

To eappuaxo avtd mepiéyel Ayotepo amd 1 mmol vatpiov (23 mg) avd koydkio, eivatl avtd o
ovopdtovpe «elevBepo vatpiov».



45 AlMnmiemopdosig e GALO QUPRUKEVTIKG TPOIOVTO KOl GAAES pOPPES alinAemtiopaong

Avtiveomhoonotikéc, ovocoKaTOoTAATIKEC Oepameiec N Ogpameiec e KOPTIKOGTEPOEION

O povuapkodg dpeburectépag dev €xel peletn el oe cuVOVAGUO LE AVTIVEOTAOCUOTIKEG 1)
OVOGOKOTAGTOATIKES Oepameieg, CUVETMG ATOITEITOL TPOGOYT KATA TV TAVTOXPOVT] YOPTIYNON. €
KMVIKEG LEAETEG Y10 TNV TOALATAY] GKAT|PLVOT, 1] TOAVTOY POV Bepaneia vToTpoTdV pe Ppayd KHKAO
EVOOPAEPLOV KOPTIKOGTEPOEIODMY EV GUGYETIOTNKE LE KMVIKG GYETIKT oENCT TOV AOUDEEWV.

Eupéia

H ovyyopnynon un {oviov euforliov coupmva pe o e0vikd tpoypdupato epfortacumy 0o tpénet va
eetdletal kotd TN d1dpkela g Bepameiog pe POLHOPIKO JUEBVAECTEPA. XE [0l KAVIKY] LEAETT GTNV
omoia cuppeTeiyoy cuvoAlkad 71 acBeveic pe vmotTpomidlovoa SIHAEITOVGA TOAMATAY GKA|PLVOT)
(YAITY), ot acBeveig vito aywyn pe eovpaptkd dyebvreatépa 240 mg 600 @opég nuepnoing yio
ToVAdyIoTOV 6 Pveg (N = 38) 1 pe un TeEYKLAMOUEVT VTEPPEPOVT] Y1a TOVAGYIoTOV 3 urveg (n = 33),
avETTLEQY 0L GLYKPICIUT AVOGOAOYIKY| amdkpiot (ov opiletal g avénomn = 2 popéc amd Tov TiTAO
TPV Kot LETA ToV guPoitacd) oto T0£0e1dEC TETAVOL (avapuvnoTikdg epPoilacuds) Kot 6€ Eval
oulevyHEVO TOAVGAKYAPIOKO EUPOAIO PNVIYYLTIdOKOKKOV 0poopdadas C (veoavtiydvo). Qotdco, N
OVOGOAOYIKT OOKPLOT GE SLUPOPETIKOVS OPOTLTTOVG EVOC Un ovlevyuévov 23-60vapon
TOAVGOKYOPLOKOD EUPOAIOL TVEVUOVIOKOKKOV (avTryOvo ave&dptnto amd to T-Kk0TTapo) ToikIAE o8
apPOTEPEG TIG 0Uadeg Bepameiog. BETIKN 0VOGOLOYIKT amdKkpion, 1 ool opiletal g o avénon > 4
(POPEG OTOV TITAO OVTICOUATOV oTa, TPl EUPOAL, EMLTEVYONKE GE AyOTEPA ATOUO OE AUPOTEPES TIG
ouadeg Oepameiag. [HopatnpnOnkay piKpéc aplOunTiKé dSlaPopic oTNV AmOKPIST 6TO0 TOE0ELDES
TETAVOVL KO TOV TVEVILOVIOKOKKIKO TOALGAKYapiTn 0pOTLTOL 3 VIéP TN OpLAdas TG LN
TEYKLAOUEVIC VTEPPEPOVIC.

Agv datifevtor KAMVIKG 0e00UEVO GYETIKA UE TNV OTOTEAECUATIKOTNTO KOl TV 0.0QPAAELR TV (OVTOV
eEaoBevnuévov epfoliov oe acbeveig mov AopPavovy Bepancio pe povpopikd dpebvieotépa. Ta
euPora pe (DVTEG KPOOPYAVIGLODS EVOEXETAL VO EVEXOVV AENUEVO KIVOLVO KAVIKNG AoimENG Kot
dev Oa mpémel va yopnyodvtol o acbeveig mov Aaufavovy Oepameio pe povpapikd diuebviestépa
eKTOC €4V, 08 EENPETIKEG MEPIMTAOGELG, OVTOG 0 dLYNTIKOG Kivovvog Bempeitar 6t avtiotaduileTor amod
TOV Kivouvo mov datpéyet 1o ATopo AOY® Tov pn EUPOALOGLOD.

Al mopdywyo Tov eovuaptkov o&éoc

Koatd ) owdpxeta ¢ Oepameiog e povpaptkd dpuebvrecstépa, Oa TpEmeL v, amopevyETUL 1)
TOVTOYPOVI XPNON GAL®Y TOPAYDY®V TOV POVLAPIKOD 0EE0G (TOTIKMV 1| CLGTNUATIKMV).

Xe avOpmTOVG, 0 PoVAPIKOS dteBuAETTEPAG LeTOBOALETOL EKTEVADS 0O EGTEPACES TPOTOV PTAGEL
OT1] GLOTNHATIKN KUKAOQOPia, v peTaforiletal tepattépm pHEG® ToL KHKAOL TOV TPLKapPoLuAtkol
0&£0G, Y®PIC TN CLUHETOYN TOL GLGTANATOG TOV KuToypduatog P450 (CYP). Agv avayvopiotnkav
duvntikoi kivduvotr oAAnAemidpaoemv amo in Vitro peléteg avaotoing kot enaywyng tov CYP, and
UEAETT UE P-YAVKOTPMTEIVN N ald UEAETEG DEGUELGNC TOV POVUAPTKOV deBvAesTépa, Kl TOV
@ovpopikoy povopebvieotépa (o faotkdc petaforitng tov eovuaptkod dyuebviectépa) omd
TPOTEIVES.

Emdpdoeic GAAOV 01V 6ToV Qo uoptko diebuiectépa

YuviOn XP1NOLOTOIOVUEVO QPOPLOKEVTIKA TPOTOVTA G 0oOevelg e TOAAATAN GKAPLVGT], EVOOUVIKT
wrtepPepovn Prta-la kot o&ikn YAaTpapuépn, SOKILAGTNKOY KAVIKA Y10, QUVNTIKES OAANAETIOPACELS
1Ee ToV ovpaptkd duebuAesTtépa kot dgv LETEROANY TO POPUAKOKIVITIKO TPOPIA TOL POLLLOPLKOD
deBvreotépa.

Ytoyeio and peréteg pe vyleic e0eAoVTEC VTTOSEIKVDOVY OTL 1] GYETILOUEVT] LLE TOV POVLOPIKO
deBvreotépa epvBpiaon eivar mBavo va pecoraPeitan omd TpootayAavdives. Xe 000 HELETES VYOV



ebeloviav, 1 yoprynon 325 mg (1] 160dVVALOV) OKETVAOCAAKVALKOD 0EE0G YPIGC EVIEPIKN
emucdivym, 30 Aentd mpv amd Tov ovpaptkd dBpebvAesTépa, TOL YopNYNONKOY Yo S1doTN LN

4 nuepmv kot yo dtdotnpa 4 BSoUAd®V, avTioTol O, deV HETEPALE TO PAPUOKOKIVITIKO TPOPIA TOL
@ovpapKoD dpebviestépa. Oa pénel va AneBodv vdyn ot mBavoi Kivovvol Tov oyetiovion pe ™
Bepameio e akeETVAOGUAIKLAIKS 0&D TPtV 0md TN GLYYOPNYNOT LE POLLOPIKO deBvAesTéPO OE
acBeveig pe YAITE. Agv éxer peremBein pokpoypdvia (> 4 efdopddmv) cuveyns xpnon
aKkeTLAOGOAKVALKOD 0&E0G (BA. Tapaypdpovg 4.4 ko 4.8).

H tovtoypovn Bepaneio pe veppoToEikd QoproKEVTIKA TPOIOVTA (0TS OUIVOYAVKOGIOES, S100PNTIKA,
UN GTEPOELDN AVTIPAEYUOVDON (appaka 1} AiB1o) evdéyetar vo av&oel SUVNTIKG TIG VEPPIKES
avemounteg evépyeleg (T.y. mpateivovpio PA. mapdypapo 4.8) e acleveic ot omoiol Aapupdavouvv
povpaptko dpebvieotépa (BA. Tapdypago 4.4 E&etdoelg aipotoc/epyastnplokés eEETACELS).

H xotavalmon pETplov mocoTTemY 0vorveDUATOG 0eV LETEPULE TNV EkOECT] GTOV POLUOPIKO
debuleatépa kot 0ev cLoYeTioTNKE PE aénon Tev averBountov evepyeidv. H katavdiwmon
UEYEA®Y TOGOTHTOV IGYLPAOV CAKOOAOVY®V TOTOV ([e 0AK00oAKO Babpd peyorvtepo amd 30% kat’
0YK0) o TPEMEL VO ATOPEVYETOL Y10l Lot dPO. atd TN ANYT TOL POV UAPIKOL dipueduiectépa, kabdg o
OVOTVEL LA EVIEXETL VO, 0ONYNGEL G QLENUEVT GLYVOTITO YOGTPEVIEPIKADV AVETIODUNTOV EVEPYEIDV.

Emdpdosic Tov eovuaptkov dwwebuiestépa o8 AALEC OVGiEC

In vitro peiéteg emaymyng tov CYP dev katédei&av aAAnienidopaocn petald Tov ovuapLkon
SUEBVAESTEPO KO TOV OVTIGVAANTTIKOV 0td TOV 6TOUATOC. L€ (o, in VIVO pedétn, n ovyyopniynon
TOV POVUAPIKOD SUEDVAESTEPA [IE £VOL GUVOVOAGHUEVO OVTIGUAANTTIKO OO TOV GTOUATOG
(vopyeoTipdtn Kot abvoAoleTpadioAn) dev TPOKAAESE OMOIAONTOTE GYETIKN UeTAPOAN oty £kbeon
0€ OVTIGVAANTTIKE 0Td TOL GTOUATOG.

Agv &yovv TparypatonomOel LEAETEC OAANAETIOPACEWDY LUE AVTIGLAANTTIKA OTO TOV GTOHOTOG TTOV
TEPLEYOVV AL TPOYESTAYOVA, (OGTOCO OEV AVOUEVETOL EMLOPACT] TOL POVUAPLKOD diuedvAiesTtépa
oV ékbeomn Tovg.

Howdrazpikdc TAnOvopdc

Mehéteg aAAnAemOpAcemV €YoV TpayLOTOTTO0el LOVO O EVIAIKEG,
4.6 Tovipétnra, kKOO Kot yorovyio

Konon

Ynapyovv dto0Ec1L0 dEGOUEVA OO GYETIKA TEPLOPICUEVO OPLOLO EYKDMOV YOVOUUK®DV (TEPITTMOCELS
éxPaong xomong peta&d 300-1.000), pe Baon Eva UNTpmO KVNGE®V Kot TIG avBOPUNTEG AVAPOPEG LETA
TNV KUKAOQOpPia TOV TPoidVTOg GTNV ayopd. XTO UNTPDO KVCEMY TOL POVUAPIKOD dHEBVAESTEPQ,
kataypdonkay 289 mpoontikd cuiieybeiceg ekPdoelg kimong o acbeveic e TOALOTAT oKApLVON
mov eiyov extebel otov povpopkd dypuebviectépa. H didpeon didpkeila g £xBeong otov govuaptkod
deBvreotépa NTav 4,6 efoopddeg KOMONG e TEPLOpIoHEVT EkBeom peTd v KT EfSopAda KONGNG
(44 exBaoeig komonc). H éxbeon otov povpapiko dipuebuieotépa Kotd ) SIUPKELN TOGO TPDDV
oTOdI®V TNG KONONC KATASEIKVOEL TN un Vapén GVYYEVOY SVOTAAGI®OV 1| TOEIKOTNTAG OTO
éuPpuo/veoyvd og cuykpion pe Tov yevikd TAnBuopo. O kivévvog tng mo pokpoypoviag EkBeong otov
QOLLOPIKO dpebuieatépa 1 TG £kBeoMC G€ MO YU GTAdLN TNE KOO OEV Elval YvmGTOC.

Meléteg og Lmo katédei&av avorapaywyikn to§ikotnta (BA. mapdypago 5.3). Q¢ tpoinmtikd pétpo,
elval TPOTUNTED VO ATOPEVYETOL 1) XPTOT TOL POLLLAPLKOD dUeBVAESTEPO KATA TN OLAPKELD TNG

Komong. O povpapikog diuebvrestépag Oa Tpémel va yopnyeitar katd tn SidpKeLd TG KONGNES UOVO
eqv amorteiton capmg kot £dv 1o mbavd dperog dikaroroyel Tov mbavd kivouvo yia o ERPpuo.

Onioocude

Agv gival yvooTo gdv 0 povuaptkos diueBurectépag 1 ot HETAPOAITEG TOL OMEKKPIVOVTOL GTO



avBpamvo yala. O kivduvog ota veoyévvnta/Bpéen dev pmopel va amoxieiotel. [pémnel va
amo@aclotel edv Oa dlakomel 0 OnAacpog i av Ba dtaxomel 1) Oepaneia e TOV POLLAPIKS
deBvreotépa Aappdvovtag vToyn To OPEAOG TOV ONAAGIOV Y10 TO Tdi Kol To OPeLOG TG Bepameiog
Y10 T YovoiKoL.

Tovipdtto

Agv VIAPYOVY SEOOUEVH CYETIKE LLE TIG EMOPACELS TOV POVLLOPIKOV OlpeBvAEGTEPU GTIV OvOp®OTTIVNY
yovipuotnra. Aedopéva amd TPOKAMVIKEG HEAETES OEV VTOSEIKVOOVV OTL 0 POVUAPIKOC deBVAESTEPAG
umopet va oyetietan pe avénuévo kivouvo peimong mg yovipdmrog (BA. Topdypago 5.3).

4.7 Emopaceis 6Ty IKAvOTNTO 001]Y161)G KOL YELPLGHOV PN UVIILATOV

O povpopkdc dipebvrestépag dev £xel Kopia 1 £(EL AGNUAVTN ETIOPACT OTNV IKAVOTITA 0O1YNONG
KOl XEPIOUOD UNYOvNUATOV.

4.8 AvemOOunteg evépyereg

20VoYN TOV TPOPIA AGOAAELOC

O1 o cvyvég avemBounteg evépyeieg sivan n epubpiaon (35%) kat o YooTpeviePIKE copuBauata
[onhadn duappota (14%), vovtia (12%), kothoko dhyog (10%), dhyog dve kothaxng yopag (10%)]. H
epuBpiacm Kot To YOoTPEVTEPIKA GLUUPBALOTA TEIVOUV Va EEKIVOLV GTA apyIKd 6TAdI TNG Oepameiog
(10waitepa KOTA TOV TPMOTO PNva) Kot o€ acbeveig ol omoiot eppavifovv epvbpiaon Kot yooTpevtepiKd
ocvupduara, EVOEXETOL AVTA VO, GUVEXIGOVV Va. eueovilovTal, Kot dteothuata, kab oAn m didpkela
g Oepameiog pe povpopikd dypebviectépa. Ot o GLYVE OVOPEPOUEVEG AVETIBVUNTESG EVEPYELES TOV
odfynoav og drakonn g Bepaneiog ivar 1 epubpioon (3%) kot Ta yaotpeviepikd coupapato (4%).

e ENEYYOUEVEC LE EIKOVIKO QAPLLOKO KOl OE UT) EAEYYOUEVES KMVIKEG MeAETES pdong 2 kal 3, Exovv
ouvolkd AdPel povpapikd dipebvrectépa 2.513 acbeveig yia ypovikég Teplodovs £mc kot 12 £tn, pe
ovvolikn| £ékBeon 1oodvvaun pe 11.318 avBpwmo-étn. Zvvohkd 1.169 acbeveic £xovv Adfel Oepameia
He eovpopikd diuebuiectépa yio TovAdyiotov S £t kot 426 acbeveic Exovv AaPet Oepameia pe
QovpOPKO dpebuieatépa yio TovAdytoTov 10 £tn. H gumeipio o pn eheyyoueveg KMvikég SOKIUEG
elvatl GOUPMVN e TNV eUTEPio OE EAEYYOUEVES LLE EIKOVIKO PAPLOKO KAVIKEG SOKIUEG.

Kotdroyoc avemBbuntmyv evepyELDV GE LOPOT TVOKC,

2TOV TOPOKAT® TIVOKA, TopoLstalovTol ol AVETIBOUNTEG EVEPYELEG TTOV TPOKVITOVY OO KAIVIKEG
UEAETEC, LETEYKPLTIKEG LEAETEG AOPAAELOG KOl ALOOPUNTEC OVOPOPES.

Ot avemBOunTeg evépyeteg mapovotdloviot fdoetl mpotiudpevov 6pov Katd MedDRA, ava
Komyopio/Opyaviko Zootuo. H enintoon tov mopakdto avenifountov evepyeidv SaTuTOVETOL
GUUO®VA LLE TIG TOPAKATO KT YOPiES:

- IToAv ovyvég (> 1/10)

- Yoyvég (> 1/100 émg < 1/10)

- Oyt ovyvég (> 1/1.000 émg < <1/100)

- Ynavieg (> 1/10.000 émg < <1/1.000)

- IToAV omdvieg (< 1/10.000)

- Mn yvootég (n cuyvotnto dev pmopet vo, ektiun0el pe faon ta dtabéoua dedouéva)

Katnyopia/opyaviké cooctnpo AvemOount

oOp@ova pue ) paon , HnT Koatnyopia cvyvotnrog
avtiopaon

ocoopévov MedDRA

AOIOEEIS KoL TOPAGITDGELG Taotpeviepitda 2uyvEg

10



[Ipoiovoa ToAVESTIOKT

AevkogykepaiondOeia Mn yvootég
(PML)
"Epmng Lwotpag Mn yvootég
Awtapoyéc Tov aipotog Kot tov | Agugonevia Xuyvég
AELPIKOD CLGTILOTOC Agvkomevia Xuyvég
Opoppomevia Oy ovyvég
Alotapoyéc 0vosomotnTIKon YnepevaioOncio Oy ovyvég
GUGTHIOTOG Avaoevlo&io Mn yvootég
Abdornvown Mn yvootég
Yno&ia Mn yvootég
Ymotoon Mn yvootég
Ayyerooidnua Mn yvootég
Atar(%paxég TOL VELPIKOD AfoOnon Kabsov Suypvéc
OUGTNHLLOTOG
Avyyelokég dtaTapayss EpvBpiaon [ToAb cuyvég
"E€aym 2uyvéc
AvanvevoTtikég, Ompokikég
SlTOPaYES Ko SLOTOPAYEG Pwéppora Mn yvootég
pecobwpaxiov
Taotpeviepikéc dratapayEs Aldppoia [ToAD cuyvéc
Novtia [ToAd Guyvéc
A,kyog Ve KOWMOKNG TToks cuyvéc
XWpag
Kothmaxod dAyog IToAD cuyvéc
"Eperog Xuyveég
Avormeyia Xuyvég
lootpitida Yuyvég
Awotapoym 00 Suyvéc
YOOTPEVIEPIKOD
Hratoyolkég dratapayég AvEnuévn aomapTIKn Suyvéc
QUIVOTPOVOQEPEON
Avénpévn
OUVOTPAVOQEPEON TNG | ZVYVEG
aAavivng
HTEOL‘E} i PAGP n Xrdvieg
EMAYOUEVT OO PAPULOKO
Alotapoyé€c ToV OEPHOTOC Ka Kvnoudc 2uyvéc
TOV VOOOPLOV 1GTOV EEavOnua Xuyvég
Ep0vOnua Yuyvég
Alomexio 2oyveég
Alatopuysy vs,,(ppci)v ot [Ipwreivovpia Xuyveég
OVPOTOMTIKOV GLGTNLLATOS
Ievikég dratapoyég Kot
KaTaotdoelg otn 0éon AicOnon Beppod Yoyveéc
xopfiynong
Aepevvnoelg Msrpncm KETOVOV OTA TToks cupvéc
ovpa
Hapm,)(sia AELKOUOTIVIG Suyvéc
010, 0VpaL
Mewpévog apfpo .
ksvmiurrfipgv " Zoxve

Ieprypaen emAeypévav avemtBuuNnTOVv EVEPYEIHOV
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EpvOpioon

2T1C ELEYYOUEVES LE EIKOVIKO QAPHOKO LEAETEG, 1] EmimToT TG pvBpioong (34% Evavtt 4%) Kot Tov
eEqyeav (7% évavtt 2%) Nrav avénuévn oe acbeveig o1 omoiotl ELafav Bepameia pe povpapd
debuvdeotépa cLyKpLTIKG e acBeveic ot omoiot Elafav eikovikd gappako, avtiototyo. H epubpiaon
ouyva Teprypdoetal og epubpiaomn 1 e&ayelg, oAld pmopet va mepthapPdvet kot dAlo copfapoto (mT.y.
Bepuomta, epubpoTnTa, Kvnopd Kot aichnon kavcov). Ta copPdupata epubpiacng Teivovy va
Eextvolv ot apyikd otddia tng Oepoameiog (1d1aitepa KATA TOV TPMTO UNVO) Kot 6€ acbeveig ot omoiot
napovcidfovv epubpioct, avtd ta cupfduata givol SLVOTOV Vo GLVEXICOVVY Vo ELLPavifovTal KaTd
dtwotnuato Kod’ 6An  didpkela g Bepaneiog pe povpapikd dipebvdectépa. e acbeveig pe
epubpiaom, N TAelovotnTa Tapovcioce cuuPduata epvdpiacnc Tov NTay NTOG 1) HETPLOGC
cofapodmrac. Zuvorikd, 3% tov acBevav ot omoiot Elafav Bepancio pe povpapikd dpeBuiestépa
diEkoyav AMdyw epubpioong. Zofapn epvbpiaon, n onola propel va yopaktnpileTol amd YEVIKELUEVO
epunua, e€avonua 1/kat kvnopd, mapotnpnonke og Arydtepo omd 1% tov acbevav ot oroiot Elafav
Oepameia pe povuapikd dyebvleotépa (PA. Tapaypdeovg 4.2, 4.4 kot 4.5).

Toorpeviepirés avembounres evépyeieg

H enintoon tov yaotpeviepikdv copfoudtav (m.y. dwdppoia [14% évavtt 10%], vavtio [12% Evavtt
9%], Gryog Gve Kotk xdpag [10% Evavtt 6%], kotmakd diyog [9% évavtt 4%], épetoc [8%
évavtt 5%] kan dvomeyia [5% évavtt 3%]) nrav avénuévn o aobeveig o onoiot EraPav Bepameia pe
QOVHOPLKO d1ebuAeaTéPa GLYKPLTIKA LE acbeveig ot omoiot Ehafav eKOVIKO Gappako, avtictoya. Ot
YOO TPEVTEPIKES AVETIBOUNTEG EVEPYELES TEIVOLV VO EEKIVOUV GTa pyIkd oTdda TG Bepameiog
(101aitepa KOTA TOV TPMOTO PNva) Kot o€ acbeveig ol omoiot Tapovctdlovy YooTpeVTEPIKA cLUPALATA,
avTd Ta cupPapata gival SuvaTov vo cuvexicovy vo epeavilovtal Kot SaeTATH Kad’ OAN T
dupkela g Bepamneing pe povpapikd dypebvieotépa. XTnv mAEOVOTNTA TV 0cOEVAY 01 0moiot
TOPOLGIACAV YUCSTPEVTEPIKA cLUPApaTO, aLTd Tov Iiag 1 pETplag coPapotnras. Téooepa tolg
ekato (4%) tov acBevav ot omoiot Elafav Bepaneia pe povpapikd dpeduiestépa SEKoyav Aoy® TmV
YOGTPEVTIEPIKAOV OVETIOOUNTOV EVEPYELDV. ZOPapd YOOTPEVTEPIKA CLUUPALOTO, CUUTEPIAOUPAVOUEVIC
™G YAOTPEVTEPITIONG KAl TG YaoTpitidac, mapatnpndnkay oto 1% tov achevodv ot omoiot Erafav
Oepameia pe povuapikd dyebvieotépa (BA. Tapdypago 4.2).

Hrorixn Aertovpyio

Bdoetl 0edouévav amd ELEYYOUEVES LLE EIKOVIKO QAPLOKO UEAETES, 1] TAELOVOTNTA TOV AGOEVOV pE
avENUEVA EMIMESO NTOTIKAOV TPAVSAUVACOV ERPavice TIHEG < 3 popég To ULN. H avénuévn
EMNTO®ON NG 0VOS0L TOV NTATIKAOV TPAVGOULVAC®VY o€ acbeveic ol omoiotl Elafav Bepomeio pe
QOVLOPIKO d1ebuAecTépa o€ oYEan e ToLG 0obevVelS o1 omoiot EAafay EIKOVIKO QaPUAKO
mapotnpnOnke koping katd tn didpkela TV TpaTOY 6 UnVvov Bepanciag. [Topatnpndnkoy avénceig
TOV EMTESMV TNG AUIVOTPOVSPEPAONG TNG AAOVIVIG KO TNG OICTOPTIKNG OUIVOTPOVEPEPAONG KATH >

3 popég and 1o ULN, avtiotorya, oe 5% kot 2% tov ac0evdv o1 omoiot ELafov EIKOVIKO PAPLOKO Kot
o€ 6% Kot 2% tov acbevav ot oroiot Elafav Bepomeio pe povpapikd dyuebviestépa. Ot SLOKOTES
AOY® aVENUEVOV ETITESOV NIATIKAOV TpovVeapvacodv NTav < 1% kot fjtav mapopoleg oe acbeveic ol
omoiol éAafav Oepameio pe povpaptkd dpebvAesTéPO 1) EIKOVIKO PAPUOKO. LE HEAETEC EAEYXOUEVES LE
EIKOVIKO @ApuaKo dev TapatnpnOnKay ovENCELS TOV EMTESMV TOV TPAVGOUIVACHOV KOTA > 3 pOpEG TO
ULN pe tantoypoveg avéNcelg e oAtKNg yorepuOpivng katd > 2 eopég to ULN.

Amd TV eumelpio HETA TNV KUKAOPOPIQ 6TV ayopd, Exovv avaeepbel avénon tov Nroatikedv eviouny
KO TEPIMTOGELS PUPLOKOYEVODS NIATIKNG BAAPTS (VENCELS TOV EMTMESOV TOV TPAVSAUIVACHY KOTA
> 3 popég o ULN pe tovtdypoves avénoetg g oAkng xorepulpivig katd > 2 popéc to ULN) peta
OO TN YOPNYNOT| TOL POVLAPIKOD SUEBVAESTEPX, O OTOTlEG VTTOYDPNCOV LUE TN SLKOTN TNG
Oepameiog.

Agupomevia

e eEAEYYOUEVEC LE EIKOVIKO PAPLOKO HEAETES, 01 TEPLocOTEPOL 0obeveic (> 98%) giyav puGLOAOYLKOVC
apBpoie Aeppokuttdpmv Tpv amd v Evapén g Beponeiog. Katd tn Ogpaneio pe povpapikod
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Oebuvreotépa, 0 HECOG aPBIOC AEUPOKVTTAP®Y HEWDONKE GTO SLAGTNLLO TOV TPMTOL £TOVG, LE
enakoAovOn otabeponoinon. Katd péco 6po, o aptfuds tmv AEUPoKLTTAP®V HLEIOBNKE KOTA

nepinov 30% o€ oyéon pe v TR Evapéne. O pécog Kot d1dpecog aptpog AEUPOKLTTAP®Y TOPEUEIVE
evtd¢ euololoyikdv opinv. Mopatnphdnke optOudg Aeppokvttaponv < 0,5 x 10%1 e < 1% tov
acBevav ot omoiotl EAafav EKOVIKO @apLaKo Kot 6Tto 6% TV acbevav ot omoiol Ehafav Oepamneia pe
povpapikd Suebvrestépa. Mapotnpyonke apdudc Aeppokvttdpov < 0,2 x 10%1 e 1 acbevi o
omoiog lxe AaPet Oepamneia pe ovpopicd SueBuAecTépa Kol GE KavEVAY 0md Tou 0obeveig ol omoiot
glyav AaPet eKoViKO QAPLLOKO.

Y& KMvikég perétec (060 eleyyOUEVES OG0 Kat Un ereyyOueves), 41% tov acBevav mov Elafav
Oepameio pe povpopikod dpebdviectépa eiyov Aepgomevia (0pllOUEVT OTIC GUYKEKPIUEVEG LENETEC MG
< 0,91 x 10%1). Hma Aepgonevio (apdpoi > 0,8 x 10%1 £w¢ < 0,91 x 10%1) napatnpndnke 610

28% tov aclevav, pétpia Aepgomevia (aptduoi > 0,5 x 10%1 g < 0,8 x 1091) mov enéueve yia
TovAdytotov €51 uveg mapatnpndnke oto 11% tov acbevav, cofapn Aepponevia (apiBuol

< 0,5 x 10%1) mov emépeve yio TovAdyioTov €1 uveg mopatnpnOnke 610 2% TOV 0acbevdv. v
ouada pe t coPfopn Aeppomevia, o apludg AEUPOKVTTAP®V GTNV TAEIOVOTITO TOV TEPUTTOCEDV
napépeve < 0,5 x 1091 pe ™ cvvéyion g Oepomeiog.

EmnAéov, og o pun ereyyOLevn, TPOOTTIKY HEAETN UETE TNV KUKAOQOPiO GTNV ayopd, KATH TNV
efoopada 48 g Bepamneiog pe povpapikd dyuebvlestépa (N = 185), tapovoidotnke pétpia (aptduodc
>0,2 x 1091 éw¢ < 0,4 x 10%1) 1§ coPapr (< 0,2 x 10%1) peimon twv CD4+ T Aeppokvttépov oe
m0G00T0 £m¢ 37% N 6% TtV acbevdv, aviiotorya, Evd TOPOVCLAGTNKE O oLV peimon Tov CD8+
T AeppokuTTépv 68 T0G06To £m¢ 59% TV acbevav pe Tipég < 0,2 X 10%1 ko 610 25% TV 0ac0evhV
e apOpd < 0,1 x 1091, Ze eheyydueveg kon un eAeyyopeveg KAvikéc perétec, ot acOeveic mov
dtékoyav T Bepameio pe povpaptkd duebBviecstépa e aplpud Aeppokuttdpmy Kito amd to LLN
TOPAKOAOLOOVVTAV (G TTPOG TNV AVAKOULYT TOV 0ptBpol Aeppokvttapmv oto LLN (BA.

mapdypago 5.1).

Ipoioboa molveotion Aevkoeykepoiomdbeio (PML)

"Exovv avaeepbsei pe to povuapikd duebvleotépa nepiotatikd Aotpuméewv and tov 16 John
Cunningham (JCV) mov npoxdAiesav PML (BA. mapdypago 4.4). H PML umopei va givar Bavatneopa
N va. 0dnynoel o cofopn avamnpio. Xe pio amod T1g KAvikég dokiuég, 1 acbevig mov AduPave
povpapikod dipebvieotépa exdnimoe PML eni eddpovg mapatetapévng cofopng Aepponeviog
(ap1Opdg Aeppokvttapov kuping < 0,5 x 10%1 ya 3,5 étn), pe Oavatnedpa ékPacn. Metd T
KuKAoQopia Tov TPoidvTog oty ayopd, N PML ekdnindnke emiong mapovcio LETPLOG KoL LG
Aepgomeviag (> 0,5 x 10%1 éw¢ < LLN, 6nog opileton amd 1o £0pOC avapoplg TOL TOTKOD
gpyaotnpiov).

Ye apketég meputmoelc PML pe kobopiopéveg vroopddeg T AEUPOKVTTAP®V KOTE TN YPOVIKT GTIYUN
g otdyvmong g PML, o apiBudc tov CD8+ T Aeupokuttdpov dlomiot@dnke 0Tt NToV UEIMUEVOS
gwg < 0,1 x 1091, evd o1 pewwoeig tov apdpod CDA+ T Aeppokvttdponv Sépepav (kvpoivovay omd
< 0,05 éwg 0,5 x 1091) ko cuoyetiCoviav oe peyoldtepo Padud pe T cvvolkn PapdnTa g
Lepgomeviog (< 0,5 X 1091 éog < LLN). Zvvenmg, n avaroyio CD4+/CD8+ awEndnke 6e anwtolg Toug
acBeveic.

H mopatetapévn pétplo émg cofapn Aepponevio paivetar va avédvel Tov kivovvo PML pe to
povpapkod dpebuieotépa. Qotdco, Exet eppaviotel PML kot o acBeveic pe nma Aeppomnevia.
EminmAéov, n mhelovotnta twv neprotatikddv PML petd v kukhoeopia tov tpoidvtog otnv ayopd
&xovv eupaviotel og acBeveic nlikiog > 50 eTmv.

Aowwéeig ano Epmnto {wotipo.

"Exovv avapepbel howudéelg amd Epmnto {moTnpa Le TN XP1OT TOV POVUAPIKOL SyebvAieotépa. Xt
LOKPOYPOVIL LEAETN emékTaionG TTOV Ppicketar o€ e£EMEN, oty omoia 1.736 acbeveig pe ITX Elafov
Oepaneia, mepinov to 5% TtV aclevadv ekdAmoay éva N Tepiocdtepa cupuPdvta épmnta {oothpa, ek

TV omoimv 42% MTav NG Lopeng, 55% ftav péTplag popeng kot 3% ntav Papidg popeng. O

13



YPOVOG LEYPL TNV EKONAWMGCT ATd TNV TPAOTN OGN POVLUPIKOV SUEBVAESTEPO KOLOVOTAY OO TEPITOV
3 unveg €mg 10 ypovia. Téooepig acbeveis eppdvicay cofapd coupduata, To omoia VIOY®PNGOV OAA.
Ta meprocoTEPQ ATOLO, CUUTEPIAAUPAVOUEVOVY EKEIVOV TTOV EKONAMCAY GoPapr Aoipwén arnd Epnnrta
Lootpa, iyav aplBpods AepPoKVTTAP®OY VYNASTEPOLS OO TO KATMTEPO PLGLOAOYIKO OPL0. XE Lo
TAELOVOTNTA ATOL®VY TO 0Toia lyav TaTO POV aplBoDc AeppokuTTdpmy LuKpdtepovg amd to LLN,
N Agppomnevia a&loAoyndnke wg pétpia 1 coPaprn. Metd tnv kuklopopio Tov TPoidVTOg 6TV ayopd,
T TEPIOTOTEPO, TEPIOTATIKG AoTHmENG amd Epmnrta {OoTNpa TAV LN GOPOPA Kol DITOYMPNOAV LE T
yopnynon Bepomeioc. Metd v KukAo@opia TOL TPOIOVTOG TNV ayopd, dtotifevton Teplopicuéva
dedopEVa OYETIKG Le Tov amdAvto apdud Aeppokvttdpov (ALC) o acbeveig pe Aolpwén and Epmnta
Lootpa. Q0T1000, GTIC TEPITTOGELG OOV AvapEpONKe, o1 TePocdTepOL acbeveic Tapovoiacav péTpla
(>0,5 x 10%1 ém¢ < 0,8 x 10%1) 1 soPopr] (< 0,5 x 1091 émg 0,2 x 10%1) Aepponevia

(B\. mapdypago 4.4).

Mn QvO10L0YIKES TIES EPYATTHPLAKDV EEETAOEWMY

e eELeYYOUEVES LE EIKOVIKO PAPHOKO UEAETES, OL TIUEG TV KETOVAV oT0. ovpa. (1+ 1 peyardtepeg)
Nrav vynidtepeg o€ acbeveig ol omoiot Edafav Bepameia pe povuapikd dipebvrestépa (45%) ot
oLYKPLoN pe Tovg acbeveic ot omoiot Erafav eikovikd eappoko (10%). Aev mapatnpndOnkoy
avemBuuNTEG KAMVIKEG GUVETELES OTIG KAIVIKEG QOKIUEC.

Ta eninedo g 1,25-01wdpoéuPrrapivng D peiwdnkav ce acbeveic o1 omoiot ElaPav Oeponcio e
QOVLLOPIKO duebuiecTépa og oyéon e Tovg acbeveis ot omoiot Erafav E1KOVIKO QappoKo (d1aeco
TO0G00TO HeloNG o€ oyéon He TNV T avapopdg ota 2 £tn 25% évavtt 15%, avtictowya), Evo To
enineda g mapaboppovng (PTH) avénbnkav oe acbeveig ol omoiol Edafav Oepameia e povpapkd
duebvreotépa o€ oyéomn e Tovg aobeveig o1 omoiotl EAaPay EKOVIKO PaPUAKO (SLAUEST] TOGOGTIONN
avénon and v Tiun avaeopds ota 2 £t 29% évavtt 15%, avtictorya). Ot péceg TeS Kot Yo Tic dVo
TOPAHETPOVS TAPEUEVOY EVTOG PLUCLOAOYIKADV Opimv.

Hopatnpndnie Topodikn abdENon TG HEGTC TIUNG TOV NOGIVOPIA®MVY KATH TN JIAPKELN TOV TPDOTOV
2 unvov Bepamneiog.

Hodrazpikdc TAnOvopdc

g [0, VoY TG EMIOTLOVOTG, TUYOLOTOLNUEVT), ELEYXOUEVT UE OPACTIKO QAPLOKO SOKIUN

96 efdouddmv, Toudtatpikoi acbeveic ue YAITZ (n=7 nhikiag 10 émg kdto tov 13 etdv ka1 h=71
nikiog 13 émg kdto tov 18 etdv) Elafav Bepancio pe 120 mg dvo @opéc v NUEPA Yio. 7 NUEPES
axolovBovpeva and 240 mg dVo Qopég TNV NUEPA Y10, TO VTTOAoUTO TG Bepamneiag. To Tpoeir
ACQPAAELNG GTOVE TOUSLUTPIKOVG aeBEVEIC QavNKE TOPOUOLO L eKEIVO TTOL €lye 10T Tapatnpnbei oe
eviAIKeG acOeveic.

O oyedloopudg TG TOSLOTPIKNG KAVIKNG SOKIUNG TAV SLOPOPETIKOC 0 EKEIVOV TV ELEYYOUEVOV LE
EIKOVIKO QAPUAKO KAVIKOV SOKIU®DV Y10 EVAAIKEG. ZUVETMDC, OEV UTOPEL VO, ATOKAEIGTEL 1| GUUPOAN
TOV GYESOCHOV TNG KAVIKNG SOKIUNG OTIS aplOUNTIKES S10pOpES TV aveETBOUNTOV GUUPBAVT®V
peTa&d Tov TodTPIKOD Kot TOL EVIAIKOL TANBLGOD. Ot yooTpevtepikés dratapayis Kafdg Kot o
AVOTVEVGTIKEG, OPUKIKEG SLOTOPAYES KO OL SLOTAPAYES TOV HEGODmPOKIOL Kot 01 OvVETIOVUNTEG
EVEPYELEG TNE KEPAAUAYIOG Kol TNG dSuouNvOppotag avaeépdnkay cuyvotepa (>10%) otov modtoTpikod
mnBuopd ar' 6,11 otov TANBVGUO TV evAIK®Y. AVTEG o1 avemBOUNTES EVEPYELES OvapEPONKaY GTA
akOAov0a TOG0GTAE GTOVG TALSATPIKOVE 0oOEVEIS:

o Kepalaryla avapépbnke oto 28% tov achevdv mov éhafav Beponeia e povpaptco
dyebvieoatépa évavtt 36% otovg acbeveic mov Ehafay Oepameia pe wrepeepdovn Prta-la.

o T[aotpeviepikéc drotapayic avapépnkay 6to 74% tov acbevav mov Erafav Oepameia e
eovpapiko dpeburectépa évavtt 31% otovg acbeveig mov Ehafav Bepoameia pe vteppepdvn Prita-
lo. Meta&d autdv TV dtatapoydv, To cuyvd avaeépinke e To eovpopikd duebviectépa
KOIALOKO GAYOG KOl E|LETOG.

o AvamvevoTtikég, Oopakikéc dtaTopayic Kot dtoTapayés pecobmpaxiov avapépdnkayv oto 32% tov
acBevav mov élafav Bepaneio pe povpopukd dypuebviestépa évavtt 11% otovg acbeveig mov
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Ehapav Bepamneia pe vtepeepdvn Prto-1a. Meta&d avtdv TV d10Tapay®VY, IO GUYVA
ovoQEPOMKE LE TO POVLLOPIKO SUEBVAESTEPO AAYOG CTOUATOPAPLYYQ Kol friyoc.

e Avounvoppota avapépOnke oto 17% tov acbevav mov Ehafav Bepameio e povpaptkd
dyeBureotépa Evavtt 7% otovg acbeveic mov ElaPav Bepaneia pe wvteppepovn Prita-1a.

e 10, LUKPN, 0VOTYTNG EMICAOVONG, U1 EAEYXOUEVT] LEAETN 24 eBOOUAd®V G TALdUTPIKOVE aoBeveig
ue YATTE nluxiog 13 éwc 17 etmv (120 mg dvo gopéc v nuépa yio. 7 nuépes, axorovfodueva amd
240 mg 600 Qopég TV NEEPA Yo, To vdAowro g Bepameiag, N = 22), Tov akolovdNOnKe omd Lo
perémn enéktaong 96 efdouddmv (240 mg dvo popéc v nuépa, N = 20), To TPoPiA aopdietog
(QAavnKe TopOUOL0 LE eKEIVO TOL TapaTPNONKE GTOLG EVIAKEG 0loOeVElS.

Avopopb mOavorloyod eV avETIOOUNT®OV EVEPYELDY

H avoaeopd mBovorloyodevmv avemiBountoy evepyei®my HeTd amd T Yopnynon adstog Kukhopopiog
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky|. Emitpénet Ty cvuveyn mapakolovdnon g oyéong
0PEAOVG-KIVODVOL TOV QUPUOUKEVTIKOD TPOTOVTOC. Z1Teital and Tovg EnayyeAUOTIEG VYELNG VO
aVaPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVESG AVETLOVUNTEG EVEPYELEG LECH TOL EOVIKOV GUGTNILOTOG
ovapopds mov avaypdeetot oto [Hapdptua V.

49 Ymepdooolroyia

"Exovv avapepbei mepiotatikd vrepdocoroyiog pe povpapikd dipebuiectépa. Ta GLUTTOATO TOV
TEPLYPAPNKAY GE AVTA TO TEPLOTATIKA TV GLUPATA [E TO YVOOTO TPOPIA AGPAAELNG TOV
(QOVHOPLKOD JUEBVAESTEPQ. ALV VIIAPYOVY YVOOTEG BEPUTEVTIKES TAPEUPACELS Y10 TNV EVIGYLOT] TNG
amoPoANc Tov PovpaplkoD duebuiestépa 00TE VIGPYEL YVOOTO 0vTid0TO. X€ TEPITTMON
VIEPOOGOLOYING, GLUVIGTATAL 1] EVOPET CUUTTMOUATIKNG VITOGTNPIKTIKNG Ay®YNS, 0TS EVOEiKVLTAL
KAVIKA.

5. OAPMAKOAOTI'IKEY IAIOTHTEZ

51 @appokodVVIPIKES 1O1OTNTES

dapraxobepomevtikn Katnyopic: AvocoKATAGTAATIKOL TAPAYOVTES, GALOL AVOGOKATAGTOATIKOL
mapayovtesg, kwduwkdg ATC: LO4AXO07

Mnyavioudc dpdonc

O unyaviopog e Tov omoio 0 eovuaptkog SiueBuiectépag aokel Tig Bepamevtikég Tov dpdoelg oty
TOALOTTAT oKAfpVVOT gV eival TANPWS KatavonToc. Ot TPoKAVIKES HEAETEG DTTOSEIKVOOVY OTL |
QOPUOKOSVVOLLKT] ATOKPLOT] GTOV POVLUOPIKO SeBuiectépa pesorafeitor Kuplog HEG® TNG
EVEPYOTOINGTG TNG HETAYPAPIKAS 0500 Tov Tupnvikov mapdyovto Nrf2 [Nuclear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpapikds dyueBvrectépag €xet amoderydei 6t emnpedletl péow aviovoag
pOOIoNG T avTioEEdmTIKG Yovidia Tov e€aptdvtar amd Tov Nrf2 Tov achevav (). apudpoyovaon
NAD(P)H, kwvovn 1, [NQO1]).

DapLoKodVVaLIKEC EMOPAOELC

Emidpaoeic oto avocomointiké adotnuo,

Y& TPOKMVIKEG KO KMVIKEG LEAETEC, O POVLLOPIKOG SIUEOVAEGTEPOG TAPOVGIOCE OVTIPAEYLLOVAOIELG KOt
OVOGOTPOTOTONTIKES 1010TNTEC. X€ TPOKAVIKG LOVTEAD, O POVHAPIKOS OLUEBVAECTEPAG Kot O
(OVLHOPKOG povouedulestépag, 0 KOPLog petaforitng Tov @ovpaptkod dypedviestépa, peiowoay
OTUOVTIKA TNV EVEPYOTOINGT TOV AVOGOKVLTTAP®V Kol TNV EXOKOA0LON amedevfépwon
TPOPAEYLOVOIDMV KVTOKIVMY MG OVTATOKPLOT OTO GAEYUOVMDOT epedicpota. e KAVIKEG LEAETEG
ac0evav pe yopiaot), 0 POVUAPIKOC SIUEBVAESTEPAG EXNPENGE TOVEC PALVOTVTTOVE TOV AELUPOKVTTAPMV
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HEG® KATIOVG0C pOOLLOTG TV TPOPIA TV TPOPAEYLOVOODY KuToKIV®V (TH1, TH17) kot mpodiébece
G€ TOPAYOYN AVTIPAEYHLOVOI®V KUTOKIVAV (TH2). O povpopikog dipuebuiestépog KatédelEe
OepamenTikn Opaor 6€ TOALUTAG LOVTELD PAEYUOVOODV KOl VEVPOPAEYUOVMOIDV TPOVUATICUDV. XE
ueléteg edong 3 oe acbeveic pe ITE (DEFINE, CONFIRM ka1t ENDORSE), kot t Ogpaneio pe
POVUOPIKO dUeBLAESTEPQ, O1 EGOL aplOpOl AEUPOKVTTAP®V pe®OnKay, Katd LEGO OpO

nepinov katd 30% amd TV apyIK TOLG TIUT, GTO SIAGTNLO TOL TPMTOV £TOVG, LE EMAKOAOVON
otabepomoinon. Xe avtéc Tig peAéteg, ol aobeveic mov diékoyav Tt Bepomeio pe apOpo
AELPOKVTTAPMV KATO 0d TO KATOTOTO PuStoroykd dpto (LLN, 0,9 x 10%L) mapaxorovdodviav wg
TPOC TNV avAKOUYT TOL aptBpov Aeppokuttdpmy 6to LLN.

To oyfua 1 deiyvel o 06ooTd TV 0cBevdV oL exTiunOnke 6TL éptacay to LLN, pe Bdon ™ pébodo
Kaplan-Meier, yopic mapatetapévn cofapn Aepgomnevia. Q¢ Tiun avagopds g avaxapyng (RBL)
opiotnke o tedevtaiog ALC katd ) Oepameia, mpv ) dtaxonn g Oepaneiog. To extipumpevo
1060610 TV 060evaVy Tov avékapyayv oto LLN (ALC > 0,9 x 1091) v ERdoudda 12 kot tnv
EBdopdada 24, o1 omoiot elyav Amio, pétpia 1 coPapn Aepgponevia otnv RBL, topatifetol otov

[Mivaxka 1, tov [Tivaka 2 kot tov [ivoka 3 pe dtaotipata epmiotocvvng 95% katd onueio. To Tomikd
opdiua tov Kaplan-Meier extiyuntd g cuvaptnong emPioong £xel VIOLOYIGTEL LUE TOV TOTO TOL
Greenwood.

Tympa 1: Mé£0odog Kaplan-Meier, moco6té ac0evav pe avaxkopyn oto > LLN (0,9 x 10%L) anéd
™y Ty avoeopag g avakapyng (RBL)
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—_— (1) RBL ALC <500 (n= 18)
= = =  (2)500<= RBL ALC <800 (n=124)
- (3) 800<= RBL ALC <910 in= 86)

Tocootd aobevidv pe avaxapyn tov ALC oto LLN

RBL 12 EL

i - - Epdouddeg
AptBuos acBevav Ge Kivoovo
RBL: ALC = 500 srapa/nam’ 18 6 4
RBL: ALC = 500 £ = 800 whrrapo fmm’ 124 33 17
RBL: ALC = 800 £ = 910 wirrupo mm’ 86 12 4

Inueioon: Ta 500 kdtrapo/mm?, ta 800 kdtrape/mm? kot ta 910 kdrrapa/mm? avtictoyovv e
0,5 x 10%1, 0,8 x 10%1 ka1 0,9 x 10%I avticTouya.

IMivokog 1: Mé0odog Kaplan-Meier, mo6006t6 0.60svodv mov ektipdrol 6t1 £ptacay oto LLN,
N Aspgomevia oty T ava@opdg s avaxkopyng (RBL), sEopovpévov acdevov pe
napatTeTapévn cofapi) Aep@omevia

ApOpog acBevov pe Nria T avagopag Epoopada 12 Epdopada 24
Agn@omevia” og Kivouvo N=86 N=12 N=4
IToc0010 oL £TOcE GTO 0,81 0,90
LLN (95% CI) (0,71, 0,89) (0,81, 0,96)

* AcOeveic pe ALC < 0,9 x 10%1 x> 0,8 x 10%1 otnv RBL, s&apovpévev acbevav pe mopotetopévn copopn
Aeppomevia.
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IMivoxkog 2: Mé0odog Kaplan-Meier, m0o606t6 0.60svov mov ektipdrol 6t1 £ptacay oto LLN,
péTpro Aepgonevia otny Tipt ava@opds e ovakepyns (RBL), s€opovpévov acdsvov pe

napateTapévn cofapi) AEp@omTEVia

ApOpog aclevov pe pétpra T avagopag Epodopada 12 Epdopado 24
Agp@omevia” o€ Kivouvo N=124 N=33 N=17
ITocoo10 oL £TOcE GTO 0,57 0,70
LLN (95% CI) (0,46, 0,67) (0,60, 0,80)

* AcBeveic pe ALC < 0,8 x 1091 ko1 > 0,5 x 109l v RBL, eEopovpévav acdevav pe mopatetapévn cofapt

Aeppomevia.

IMivoxog 3: MéBodog Kaplan-Meier, 1060616 0.60gv®dv mov ektipdrtol 6TL éptacay oto LLN,
cofopi] Aep@onevia otny Tipt) ava@opds e ovakapyns (RBL), sEopovpévov acdsvov pe

napateTORiv cofap) Aepgomevia

Ap1Opég acOevav pe coPapiy T avagopdg Epoopada 12 Epdopada 24
AEPQPOTEVIN” 6E KiVOUVO N=18 N=6 N=4
[Mocootd oL épTace 6TO 0,43 0,62
LLN (95% CI) (0,20, 0,75) (0,35, 0,88)

* AcBeveic pe ALC < 0,5 x 1091 otnv RBL, géatpovpévav acdevdv pe mapatetopév coPapn Aeppomnevio.

KAwvikn omoteAeCUOTIKOTITO KO 00 QAAELD,

[paypotomomnOnikoy VO TLYUOTOINUEVES, OUTAL TUPAEC LEAETEG, SIAPKELNG 2 ETMV, EAEYYOUEVEG UE
ewkovikd edpuako (DEFINE pe 1.234 aoBeveic kot CONFIRM pe 1.417 acBeveic) o aobeveic pe
YAILZE. Xg ovtég Tig peréteg dev suumeptinednkayv acbeveic pe tpoiovoeg popeég ITX.

H amotelecpartikotnta (PA. mivaka 4) kot 1 acediein katadeiybnkav og acbeveic pe Pabuoroyieg ot
Arevpopévn Khipoka Koataotaong Avammpiog (Expanded Disability Status Scale, EDSS) ov
Kopaivovtay omd 0 éog Kot 5, o1 0moiot eiyav TapPoVGLAcEL TOVAGYIoTOV 1 VTOTPOTH KOTA TN JdPKELN
TOV £TOVG TPV amd TNV TVYOLOTOING™ 1 OTIG 6 EfSoNAdEg TPy amd TV TuyatoToinon eiyav MRI
£YKEPALOL oL KaTadeikvue TovAdyiotov uia Gd mpociappdvovoa rapn (Gd+). H

Meiétn CONFIRM mepidapfave topin agloldoynon (dniadn| o wtpodg/o pguvnTng 0 omoiog
a&loloyovoe TV avtondkpion otr Oepaneio g HeAEng dev yvaopile T Bepaneia) Tov cLYKPITIKOD
(QOPUAKOD OVOPOPAS TNG OEIKNE YAXTIPUUEPTG.

> Meiét DEFINE, ot acBeveic elyov Ta Tapakdto SIAUES opyikd yopaktnpiotikd: nitkio 39 £,
dbpkera vocov 7,0 €, Babporoyia kiipakac EDSS 2,0. EmmAiéov, 16% tov acBevov eiye
Babporoyia kiipoakoag EDSS > 3,5, 28% eiye > 2 vmotponég katd to mponyodpevo £1og kot 42% eiye
AGPel mponyovpuévag dAreg eykekpluéveg Bepamneieg yuo v IIZ. Xnv kodptn MRI, 36% tev acBevav
ot omotot evtéyOnkav otn perétn eiye katd v apykn a&loroynon Prépeg Gd+ (nésog aplBuog
Brapov Gd+ 1,4).

2 Meiétn CONFIRM, ot acBeveic elyav Ta TopakdTm SIAUESO OPYIKE YOPOKTNPIOTIKA: NAKI

37 &, duapkela vocov 6,0 étn, Pabuoroyia Khipaxoag EDSS 2,5, Emmdéov, 17% tov acbevav giye
Babporoyia kApokag EDSS > 3,5, 32% eiye > 2 vmotponég katd to mponyodpevo £1og kat 30% &iye
MaPet Tponyovpéveg arles eykekpiiéveg Bepamneieg yio tnv I1X. v kodptn MRI, 45% tov acBevov
ot omoiot evtéydnkoav otn peAétn elyxe Kotd v apyk’ a&lohdynon PraPfec Gd+ (nécog aptBpdc
Brapov Gd+ 2,4).

g GUYKPLON UE QVTOVG TTOL EAafav elKoVIKO PApLaKO, o1 0oBeVeEig o1 omoiotl EAafov PovHapIKO
duebvreoTtépa glyav KAVIKA GNUOVTIKT KOl GTOTIOTIKG GTLOVTIKY LEIMOT 6TO KOPLO KATUANKTIKO
onpeio g perétng DEFINE, dniadn 1o 1060016 TV acbevdv ot onoiotl vrotponiacay oto 2 €1,
KaBmg ka1 670 KOP1o KoTaAnkTikd onpeio g pelétng CONFIRM, dniaodr| to etnotomompévo
1060070 vVotpondv (ARR) ota 2 .

Mivaoxog 4: Kvika kon MRI tehikd onpeia yio tig peréteg DEFINE kot CONFIRM

17



DEFINE CONFIRM
Ewoviké| ®ovpopik Ewoviké| ®ovpapik O&ixn
Pappox | 6g Pappox | 6g YAoTpopé
o owpebvieot 0 owpebvieot pm
épag épag
240 mg 240 mg
000 Qopég 000 Qopég
™mv nuépa ™mv nuépa
Klvika tehkéd onueio”
Ap. acbeviv 408 410 363 359 350
Emolomomuévo mocootd | 0,364 0,172*** 0,401 0,224*** 0,286*
VIOTPOTOV
Avoloyio T060GTOD 0,47 0,56 0,71
(95% ClI) (0,37,0,61) (0,42,0,74) (0,55, 0,93)
ITocootd pe vroTponn 0,461 0,270*** 0,410 0,291** 0,321**
Avoloyio Ktvdovov 0,51 0,66 0,71
(95% CI) (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
ITocoo10 e 0,271 0,164** 0,169 0,128" 0,156"
emPeforpévn
emdeivoon avarnpiog
12 efoopddwv
Avoloyia Ktvduvou 0,62 0,79 0,93
(95% ClI) (0,44, 0,87) (0,52,1,19) (0,63,1,37)
[Mocooto pe 0,169 0,128# 0,125 0,078# 0,108#
emPeParopévn
emdeivoon avamnpiog
24 gfdopdadmv
Avaioyio Kvdbvov 0,77 0,62 0,87
(95% CI) (0,52,1,14) (0,37,1,03) (0,55, 1,38)
Kotoinktikd onpsia MRIP
Ap. aobevav 165 152 144 147 161
Méooc (duapecoc) apbuog| 16,5 3,2 19,9 5,7 9,6
véwv 1 TpdceoTo (7,0) (1,0)*** (11,0 (2,0)*** (3,0)***
dtevpopévav Brapav T2
o€ d1doTnuo 2 ETMV
Méon avaroyio 0,15 0,29 0,46
(95% CI) (0,10, 0,23) (0,21,0,41) (0,33,0,63)
Méooc (duapecoc) apOuog| 1,8 0,1 2,0 0,5 0,7
Brapav Gd ota 2 £t (0) (0)*** (0,0) (0,0)*** (0,0)**
Avolroyia mbavotitov 0,10 0,26 0,39
(95% CI) (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
Méoog (duapecoc) apBuog | 5,7 2,0 8,1 3,8 4,5
apduds véov vomokvov | (2,0) (1,0)*** (4,0) (1,0)*** (2,0)**
Propav T1 o ditdotnpa
2 ET0OV
Méon avoroyia 0,28 0,43 0,59
Prapaov
(95% CI) (0,20, 0,39) (0,30, 0,61) (0,42,0,82)

“OAeG 01 AVOADOELG TMV KMVIKGOV KATOANKTIKOV onpeiov Ntav otov ainbuoud pe tpdbeon Bepomeiog.
PH avéivon tov MRI ypnoipomomfnke oty kooptn MRI
*Twn p < 0,05, **tyun p < 0,01, ***tqun p < 0,0001, #un oTOTIGTIKE CNUOVTIKY
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Y& [0 avoIKTNG Emoaveng, un ereyyouevn uekém enéktaong 8 etddvv (ENDORSE), svtdaybnkov
1.736 emdé&uot acOeveic pe YAITE and tig Pacikéc peréteg (DEFINE ka1t CONFIRM). O kdpiog
oTdY0C TNG LEAETNC Tav 1 AELOAOYNON TNG LAKPOYPOVING ACPAAELNS TOL POVUAPIKOD deBVAESTEPOL
ot aofeveic pe YAITE. And tovg 1.736 acbeveig, nepinov ot picoi (909, 52%) Adupavav Bepaneio yio
6 £t 1 meprocodTepo. O 501 acheveic AMapupavayv cuveyr Bepaneia pe povpapiko dipebviectépa

240 mg dvo eopéc v Nuépa kot oTig 3 peréteg kot 249 acbeveic, mov elyav Tponyovpévog AaPet
ewoviko edpuaxo otig peréteg DEFINE ka1t CONFIRM, AauPavav Bepomeio pe 240 mg dvo @opég
v nuépa otn pedétn ENDORSE. Ot acBeveic mov Adupavay cuveyduevn Bepameio 600 popég tnv
nuépa érafav Bepaneia ylo Emg 12 €.

Kata m ddpkeia e perétng ENDORSE, o1 mepiocdtepot amd toug picovg acheveic mov glyav Adpet
Oepamneio pe eovpapkd dpebuiectépa 240 mg 300 Popég TV NuEpa dev mapovsiacay vrotpont. L'
Tovg acBeveic VO cuveyouevn Bepomeio 600 PopPEG TNV NUEP KoL OTIC 3 LEAETES, TO TPOCUPLOGLEVO
ARR ftav 0,187 (95% CI: 0,156, 0,224) otic perétec DEFINE kouw CONFIRM xat

0,141 (95% ClI: 0,119, 0,167) ot perétn ENDORSE. 't Tovg a60eveis mov giyav mponyovpévmg
LaBet eucovikd eappako, To mpocappoouévo ARR peidnke oo 0,330 (95% Cl: 0,266, 0,408) otig
peréteg DEFINE koaw CONFIRM o¢ 0,149 (95% CI: 0,116, 0,190) ot pnerétm ENDORSE.

¥t perétn ENDORSE, 1 mielovotra tov acbevav (> 75%) dev giyav emiPefoiopévn emdeivoon
avannpiog (Letpodpevn wg emdeivoon avomnpiog dtatnpodpuevn yia 6 pivec). Ta GUYKEVIPOTIKA
oamoteAéopaTo Kot omd TG TpElG HeAETeC kaTédeEov O0TL o1 asBeveic mov elyav AdPet povuaptkod
Swebudeatépa giyov otabepd kot Yoapnid tocootd emPefaiopévng emdeivmong ovamnpiog e
ehappd avénon otig péceg Pabuporoyieg tng kKhipokag EDSS ot perétn ENDORSE. Ot a&lohoynoeig
s MRI (w¢ to £to¢ 6, cvumepthapfoavopivev 752 acbevav mov giyav 610 maperfov coumepAnedel
oty k00pt MRI tev peretddv DEFINE kot CONFIRM £&6g1i&av 611 1 mAglovotnto TV acbevav
(mepimov 90%) dev giyav Gd mpocsrapfdvovoeg PAaPec. Katd to 6 £t1, 0 £TG10¢ TPOGOPUOGHEVOG
uécog apuog vémv N podcpata dievpopévayv Prafav T2 kot véwv Brapav T1 mapéusve youniog.

AmotelecpotikotnTo 08 acbeveic Pe vYNAN SpacTNPLOTNTA TG VOGOL:

Y1ic peréteg DEFINE kot CONFIRM, 6g pia vmooudda aclevav e vymin dpactnptotnto g vosov,

mapotnpnonke otabepn enidpaon g Bepomeiog oTIC VTOTPOTES, EVA 1) EXLOPOCT) GTIV EMOEIVOGN TNG

avamnpiog Tov TapaUEVEL Yo 3 UNVEG OV TEKUNPIOONKE GOP®S. AOY® TOV GYESOCUOD TV UEAETAV,

1N VYNAN dpacTNPLOTNTA TG VOGOL 0pioTNKE WG EENG:

- Acbeveig pe 2 M| TEPLEGOTEPEC VITOTPOTEC GE VOl £TOC Kat e pia ) meptocotepeg Gd
npocrapfavovoeg PraPes, og payvnTikn Topoypaeio eykepdiov (n = 42 ot perétn DEFINE,
n =51 o perét CONFIRM) 1y

- AocBeveic o1 omoiol dev mapoLGIACHV OVTOTOKPIOT GE Evav TANPN KoL ETaPK KOKAO Bepameiog
(TovAdyoTov éva étog Depameiog) pe wtepeepovT Prta, Tapovciacay TovAdyIeToV 1 VTOTPOTY
TO TTPOTYOULEVO £TOG EVOom AduPavay Oepameia kot glyav TovAdyiotov 9 vaépmukveg PAGPEG
T2 ot poyvnrikni topoypaeio Kpaviov 1 tovAdyiotov 1 Gd tpociapfdavovca BAGPN 1 ot
acBeveic elyav apetdfAinto 1 avnuévo TOGOGTO VTTOTPOTOV GTO TPOTYOVUEVO £TOG, GE
ouykplon pe ta ponyodueva 2 €m (n = 177 ot perétn DEFINE, n = 141 ot peAém
CONFIRM).

Hodrazpucdc TAnfvoude

H acpdleio kot 1 amoTeAeGHOTIKOTITO TOV POVUAPIKOV d1pebuieatépa otny moudtatpiky YAIIZ
aE0A0YNONKOV GE L0 TUYXOLOTOMUEVT], OVOLYTHG EMGTUAVONC, EAEYXOLEVN LUE OPUCTIKO (PAPLAKO
(wvtep@epovn Prita-la) perétn Topdiinlomv opddwv ot acbeveic pe YAITZ nikiag 10 émg kdto tov
18 etdv. Exatév meviivia acBeveic ToyaromomOnkay va Adfovv gite povpapikod dipuebviectépa

(240 mg 800 popég TNV Nuépa amd 6TONNTOG) gite TepPepOVT Prita-la (30 pug IM pia popd v
gfdopnada) yia 96 efdouddec. To KOHPLO KATAANKTIKO GNUEI0 NTOV TO TOGOOTO TV 0oBeEV®V YOPIC VEEC
N TpocPato dlevpupéveg vaépnukves PAaPeg T2 ot MRI gykepdiov v efdopdda 96. To facuco
OgLTEPEVOV KATAANKTIKO GNUEID NNTOV O APIOOG TV VEDV 1] TPOCPATO SIEVPVUEVOV VITEPTUKVOV
Brapav T2 ot MRI gykepdiov v efdoudda 96. Iapatifevtor meptypagikd GTATIOTIKA GTOLYELN
KkaOd¢ dev eiye mpooyediaotel emPefatwtiky VTOOEST Yo TO KOPLO KATAANKTIKO GNUELD.
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To mocoot6 TV asbevdv otov TAnBucud e TpdBeom yia Bepameio (ITT) mov dev elye véeg )
npoceata devpupéves PAaPeg T2 ot MRI v gfdopdada 96 ce oyéon Le Tig THEG aVOPOPAS TV
12,8% vy tov @ovpopikd dypebvieatépa évavtt 2,8% atny oudda tng vtepeepdvng Prita-la. O pécog
apOuoc véov 1 tpodceata devpuuévav Prafav T2 v efoopndada 96 oe oyéon we TIC TIES ovapOopac,
TPOGUPLOGHEVOC Y10 TOV aptOpd ovapopds tov Prafav T2 kot v nhwia (mAnbvopog ITT
eEopovEVOV TOV aceVOV Ympig LETPHCELG LOyVITIKNAG TOHOYpapiag), Tov 12,4 yio Tov @ovpaptkod
duebvreotépa kat 32,6 yio v wvtepeepdvn Prta-1a.

Kotd m dibpkela g meptddov g LEAETNG avoryThg emonpovong 96 eBdopddmv, n mbovotnta
KAMVIKn g vrotporng Ntav 34% oty opdda Tov povpapikol dtuebviestépa kot 48% oty opddo TG
wtepepOVNG PfTa-1a.

To mpo@ik ao@dielog otovg matdlatpikode acbeveic (MAkiog 13 £o¢ kKdto Tov 18 g1®dV) mov £lafav
(QOVLOPIKO O1UEBVAEGTEPO NTAV TOLOTIKG GUVETEG LIE EKELVO TTOV €lye MO TapaTnpnOei o EVAAIKEC
acBeveig (BA. Tapdypogo 4.8).

5.2 ®uppoKoKIVNTIKEG IOLOTNTES

O amd Tov GTOUATOC YOPTYOVLEVOS POVLAPIKOG dipeBuieaTtépas voioTatal Tayein TPOCLOTNLLATIKT
VOPOAVOT Od TIG ECTEPAGEG KO UETATPETETAL GTOV KUPLO UETAPOAITN TOV, TOV POLLOPIKO
povopebvieotépa, 0 omoiog etvar emiong dpactikog. O povpapikog diuebviestépag dev elval TOGOTIKA
TPOGIIOPICIUOGC 6TO TAAGHO LETE OO TNV AO TOV GTOUOTOG YOPTYNOT] TOV POV UAPTIKOV
Swebureotépa. Emopévag, dheg ot approKoKvnTikég avaldoelg Tov oXeTILoVTOL e TOV POVUAPIKO
SebulecTépa TPOAYHOTOTOONKOV LUE TIG GUYKEVIPDOELS TOV POVUUPIKOV LOVOUEDVAESTEPA. GTO
midopa. Ta pappokokvnTikd dedopéva eAednoay and acBeveic pe ToALATAY GKANPLUVON Kot VYIELS
eBelovtéc.

Amoppdonon

H Tmax 00 @ovpaptkov povouebuieotépa givor 2 £wg 2,5 dpeg. Kabog ta yaotpoavOektikd okAnpd
KOWAKLoL OV UaptkoD SLEBVAESTEPA TTEPLEYOLY WiVt dloKia, TO OTTOI0 TPOGTOTEVOVTAL QIO EVIEPIKN
EMKAALVYT, 1 amoppdPNoN OV EEKIVA TPV alTd TNV AOUAKPVVOT| TOVG Atd TO GTOUAYL (YEVIKA GE
Myotepo amd 1 opa). Metd and yopnynon 240 mg 300 popég T HEPA LE PayNTo, 1 SLAUEST LEYLOTY
ouykévTpmor (Cmax) fitav 1,72 mg/l kar 1 cuvolikn kbeomn g TePLoXNS KAT® omd TNV KoumoAn (area
under the curve, AUC) ftav 8,02 h.mg/1 6 aoBeveic ue moAramin oxkdnpoven. Zovolkd, 11 Cmax KoL 1
AUC av&nbnkav oyedov avaloyikd og oxéon e T 006N, 6T0 g0Pog 06GEMV Tov peretnnke (120 mg
¢w¢ 360 mg). Te perérec o€ aobeveig pe moAlamAr| KA pLVGN, YopnynOnKay d6celg Twv dvo 240 mg
pe 01apopd 4 mpmV 6T0 TAAIG10 EVOG O0GOAOYIKOD GYNUATOS TPELS POPES TNV NUEPA. AVTO giye ¢
amoTELEC O ELAYIOTI GLGOMPEVSN TNG £KBeoMC, amodidovtag pia advénomn g ddpeons Cmax Kotd
12% o€ ohykpion pe tn dosoroyia 600 popég nuepnoing (1,72 mg/l yio T docoroyia dVo Popég TNV
nuépa évavtt 1,93 mg/l yio tn 6060A0YI0 TPELS POPES TV NUEPT) YOPIC EMTTMOGELS Y10 TV ACPAAELX.

H tpo@n| dev éxel kKhvikd onuavtikn enidpaor oty Ekbeon Tov povpaptkod dpedviectépa. Qotdc0,
0 POLHOPIKOC dpeBvieotépog Oa mpémel va AapPdaveton pall pe eayntod yio vo BeATimbel 1
AVEKTIKOTN T, OGOV apopd TNV epvbpiacn N Tic yaoTpeviepikés avembountec evépyeieg (BA.
Topaypoao 4.2).

Kotavoun
O pawvopevikdg OYKOGg KOTAVOUNG LETA T YOop1yNon amrd Tov otopatog 240 mg ovpHapLlKov

debvieotépa Kopaiveronr petacd 60 L kot 90 L. H déopevon tov govpapikod povopebviestépa and
TPOTEIVEG GTO TAGGUO KLUAIvETAL, YEVIKE, HETOED 27% Kot 40%.
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Buougtaoynuationdg

Y10V¢ avOpOTOVG, 0 PoVUAPIKOC dueBuAieoTtépag petaforileTon extevag, pe Alyotepo amod to 0,1% g
d001¢ VO AmEKKPIVETOL MG APETAPANTOC POV UOPIKOG SeBVAESTEPOC GTA OVPO. Apykd petooAileton
omd €0TEPAOES, [LE TOVTOYPOVT TOPOVGIN GTO YAGTPEVIEPIKO COAVA, TO AL KOl TOVG 1GTOVS, TPOTOV
@Bdoel ot cvoTnUATIKY KVKAo@opia. Metafoliletol Tepattépm® PEG® TOV KHKAOL TOL
TpkapPoluAkod 0&E0g, Y®PIG T GLUUETOYT TOV GLGTHKATOG TOV KuToYXpdpaTog P450 (CYP). Mia
neAétn epdmal §6omc 240 mg H“C-povpopucod diuedvieotépa Tawtonoince T YALKOLN ®C TOV KOPLO
petafoAitn oto TAGGHO TOV avOp®ITOV. ZTOVG VITOAOUTOVS PHETOPOAITEG TTOV LAPYAV GTIV KLKAOPOPia
OLYKATOAEYOVTOL TO POVUAPIKO 0&D, TO KITPKO 0&D KoL 0 povpapikdg povopeduieotépag. O
KATOPOAIKOG LETABOMGLOC TOV POVUAPIKOV 0EE0G TPOYUAUTOTTOLEITOL LEG® TOV KOKAOL TOV
TpikapPosuiikon o&éog, pe v ekmvon CO2 va amotelel Ty kOpLo 006 omofoAnc.

Amofol

H exnvon CO; amotelel TV k0p1o. 060 amooAng Tov ovuaptkod dipueduiectépa, 1) omoio AvTIcTOlYEL
010 60% g d6onc. H amoforn amd Toug veppolc Kot To KOTPAvE OTOTEAOLV SELTEPEVOVTEG 000VG
amofoAng, ot omoieg avtictoryodv oo 15,5% Ko 0,9% tng 0dong, avticTorya.

O telkdg ypovog Muicetag (ong Tov eovpaptkod povouedviestépa eivar pkpog (mepimov 1 mpa), evad
dgv aveLPIOKETAL POVHOPIKOG LOVOLEBVAESTEPOC GTNV KLKAOPOpPia LeTA amd 24 dhpeg, 6TV
TAEOVOTNTA TOV avOpdTTOV. AgV TOPATNPEITUL GVCCHOPELGT POLUAPIKOV dUEBVAECTEPA 1)
(OVLLOPKOD povopeBuAeoTéPa te TOAAATALS BOCELS POVUOPIKOD dSUEBVAESTEPA GTO oYL
Oepamneiog.

CpoppxdtnTa

H £éxBeom otov povpopikd dipeduieotépa avdvel oyedov avarloyikKa TG 000G o€ EPATOE Kot
ToALOTALG 0OGELC, 6TO €0POg dOcemV amd 120 mg émg 360 mg mov peieThOnke.

DopUoKOKIVNTIKN 6€ £101KOVE TANOvopove achevmv

Bdoetl tov aroteleocudtov g avdivong dwakopaveng (ANOVA), 1o copatikd Bapoc amotedel Tnv
KOpra ovppeTafAnti g kbeong (Paoet Crmax kar AUC) og aoBeveig pe YAIIE, aAld dgv emnpéace Tig
UETPNOELS TNG ACPAAELNG KOL TNG AMOTEAEGLATIKOTITOG TOV aE10A0YNONKOY OTIG KAWVIKEG LEAETEG.

To @OA0 KoL N NMAKia dgV EYOVY KAVIKA GNUOVTIKH EXIOPOOT) OTI] POPUAKOKIVITIKI TOV (POVLOPIKOD
debvieatépa. H pappakokivntikn og aobeveic nhikiag 65 kot avm dev éxel peheOei.

Negpirn dvolertovpyio,

Kabmg 1 veppikn 000¢ amotelel (o deVTEPELOVGO 000 ATOBOANG TOL POLLOPLKOD dtUeBLAESTEPQ, 1)
omoia ovtiotoyel o€ Aydtepo amd 16% g yopnyoduevng 0oonc, dev mpayuatorolidnke a&loAdynon
NG QUPHOKOKIVNTIKNG GE GTOUA LLE VEQPPIKT] SUCAELITOVPYIAL.

Hrotikn dvoleirovpyio

Kabmg 0 povpapikdg dipueburectépog kot 0 ovpaptkog povouebvieotépag petoforilovrar amd
€0TEPATEG, YMPIG TNV GLUUETOYN TOV cuothpatog Tov CYP450, dev mpaypoatoromdnie a&loAdynon
NG QUPHOKOKIVNTIKNG G€ GTOUA, LLE NTTOTIKY SVGAELITOVPYIQ.

Houdratpikog winBvouog

To papuaxoxvnTikd Tpoeil Tmv 240 Mg povpapikod dipebuiestépa 00 POPES TNV NUEPA
a&loloynonke oe pio PKPT, OVOIKTIAG ETGNUOVOTG, U1 EAEYYOUEVT HEAETN o€ aobeveig ue YAIIX
nixiog 13 émg 17 etdv (n = 21). H papuokokivnTik] Tov ¢ovpaptkod dipebuiestépa 6€ aToNS TOVG
epnPovg acbeveig rav cuvenng pe avtr| mov giye O mapoatnpn el oe evihikeg 0o0eveig (Cmax:
2,00£1,29 mg/l, AUCo.12nr: 3,62%1,16 h.mg/l, mov avtictoryei oe pia cvvorkn nuepriota AUC tng
tééng Twv 7,24 h.mg/l).
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5.3 Ipoxkivikd dedopéva Yo TNV acQarero.

Ot avemBOUNTEC EVEPYELEG TTOL TTEPTYPAPOVTOL OTIC TAPAKAT® gvOTNTEG « To&koAoYion Kot
«Avamoapaywyikn ToSikotTnToy dev TapatnpnOnKay o KAVIKEG LeEAETEC, OAAG TapatnpnOnkKay o€ {da,
o¢ enineda £kBeong TapoUoln LE TO KAWVIKE emimeda £kOeonc.

I'ovoto&ikodtnTo

O @ovpopkdc StUeBVAESTEPUC KO O POVUAPIKOG LOVOUEBVAEGTEPOC TTAV OPVNTIKOL G€ Lo GEpd in
Vitro dokipocidv (Ames, YPOUOCOMIKES OVOUOMES 68 KOTTOpO ONAacTiKdV). O POLUAPIKOG
duebvieotépac T apvnTIKOS 6NV iN VIVO SoKuacio Likpomupiva. 6€ 0povpaiong.

Koapkwvoyéveon

[Ipaypatomombnkoy LeEAETEC KAPKIVOYEVEGTC TOV POLLLOPIKOV dtpedvuAecTépa £mg Kot 2 €1 o€
TOVTIKIO Ko 0povpaiovs. Xopnynonie eovpaptkog dipebulestépag amd ToL GTOUATOG GE SOGELS
25, 75, 200 xon 400 mg/kg/muépa oe movtikia Kot og docelg 25, 50, 100 kot 150 mg/kg/muépa og
apovpaiovg.

Y& TOVTIKLOL, 1] EMMTOGCT TOV KOPKIVAUOTOG TOV VEQPIKOV COANVapinv avéndnke ot d6or tov

75 mg/kg/muépa, og 1odvvaun ékbeon (AUC) pe ) cuvictdpevn 66om otov dvBpmmo. Xe
aPOVPAIOVS, 1] EXIMTOGCT) TOV KOPKIVALOTOC TMV VEQPPIKMDY COANVAPIDY KoL TOV AOEVMDUATOS TOV
kuttdpov Leydig avénbnke otn d0on tov 100 mg/kg/muépa, oe ékBeon mepimov 2 opég vymrotepn
ato TN GLVICTOUEVT 860M oTov AvBpwmo. H onuacio autdv Tov evpnudtov yio tov kivduvo otov
avBpomo sivorl dyvoort.

H enintoon tov NAodpatog 100V TAAKOI0VE EMOENAIOL Kot TOV KAPKIVOUOTOG TOV (1] AOEVIKOD
TUALOTOC TOV GTOUAYOV (TPOooTONaY0G) avéNOnke 6Ta TOVTiKIo 68 16000vaun Ekbeomn e
GLVIGTAOUEV dOGT 6TOV AVOP®TO Kol 6TOLG apovpaiovg avéndnke oe £kBeon yaunAotepn amd
oVVICTOHEVT 0001 otov AvBpwmo (Bacetl Tng AUC). Agv vtdpyet ovTioTo o TUNHe GTOV AvOpmTmo e
OLTO TOL TPOCTOUNYOV TV TPOKTIKMV.

To&woroyia

[Ipayuatomombnkay pn KMviKEG LEAETEG GE TPMKTIKA, KOVVEALD KOl TIONKOVG LE EVOLDPTLLOL
Qovpopucoy dpuedviectépa (povpaptkoc dypuebvieatépag oe 0,8% voposumpomrviopedviokutTopivig)
7oV yopMynOnke pe otopatikd kabetpa. H xpovia perétn to&ikdtnrag oe okOAOVG
TPAYLLOTOTOUONKE LE A0 TOL GTOLUTOG YOPNYNOT| TOV KWKoV (pOLLAPIKOD SUEBVAECTEPAL.

Hopatnpndnroy veppikég oAAayES HETA OO ETUVOLOUPAVOLEVT] XOPTYNOT POVUAPTKOD
SuebvieoTtépa omd TOL GTOUATOG GE TOVTIKLA, APOLPAIOVS, GKOAOVS Kot TONKoVS. e Ol Ta £idN
mapotnpnOnKe avayévvnon tov extnAiov TV VEQPIKGOV cOANVopimv, 1) omoio sivol eVOEIKTIKN
BAGPNc. Hapatnpnbnke vaepmiacio TOV VEPPIKOV COANVAPI®V GE 0pOVPAIOVG KOTA TN XOPIYNoN
doomg ¢’ 0pov Lmng (LeréTn ddpkelog 2 ETmV). e oKOAOVG TOL EAafav Kabnueptvd 06GE1g
QOLHOPLKOD dtuebLAESTEPN aTd TOV GTOMNTOC Y1, 11 pAveg, To vVToAoy1IeOE Gp1o Yio TV aTpoPia TOL
@A0100 TopatnpNONKe ce d0om 3 Popég peyardtepn and T cvvictduevn do6on Pacel tng AUC. Ze
mONKovg Tov EAafov Kabnueptvd 66GE1g povpapikoy dipeBulectépa amd ToL GTONATOG Yo 12 pnveg,
ToPOTNPNONKE VEKPOON UEUOVOUEV®VY KUTTAP®Y GE 306N 2 POPEC LEYOADTEPT OO T1 GUVICTMEVT
doon Pdaoet g AUC. Atdpeon tvoon kat otpo@ic Tov pA0100 TapatnpiOnkay og 366m 6 EopEC
peyaArvtepn and tn cvvictdpevn d0on Pacet g AUC. H onuacio autdv tov eupnudtev yio Toug
avBpodTovg dev elval YvooT.

2T0VG OpYELS aPOoVPUimV Kot GKOA®V, Tapatnpninke ek@vAon Tov enOniiov T@V oTeEPUATOPOPOV
cwlnvapiov. Ta svpiuata Tapatnpdnkay 6Tovg apovpaiovg 6e 660N TEpimov ion He T
GULVIGTAOUEVN dOGT KOl GTOVG GKDAOVG GE d00T 3 POPEG LEYAADTEPT amd TN CLVIGTOUEVT dOoN (Bdoel
g AUC). H onpoacio avtd@v tov evpnudtov Yo, Toug avipmmoug dev eival yvoot.
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To evpUATO GTOV TPOGTOLAYO TOVTIKDOV KOl 0POVPOIMY ATOTEAOVVTOV OO VIEPTAAGCIO, KO
VIEPKEPATMOOT TOL TAAKDOOVG EMONATIOL, PAEYLOVY, KOOME Kot ONA®LL0 TOV TAAKMIOLE eTBnAion
KoL KOPKIVOLO G€ LEAETEC SLAPKELNG 3 1) TEPICCOTEPOY UNVOV. AEV VITAPYEL OVTIGTOLYO TUNLO GTOV
AvOp®TO e OVTO TOV TPOSTOUGYOV TMV TOVIIKMV KOl T®V OPOLPUIWV.

To&kdtnto oTNV aVvoTepoy®myn Kot TNV avartuén

H omd tov o16paT0C 10PN yNoN POLLOPTIKOD SUEBVAESTEPO GE APTEVIKOVS 0pOVPioVg o€ OOGELG

75, 250 ko 375 mg/kg/muépa mpv kai katd T d1dpKela Tov (Evyop®uUatog Ogv eiye Kopio exidopacn
OTN YOVIHOTNTO TOV OPCGEVIKMY OTOUOV MG KoL TNV DYNAOTEPT 300N TTOL €£ETAGTNKE (TOLAGYLIGTOV

2 popég peyadvtepn amd ) cvviotdpevn 06on Pacet tng AUC). H amd tov otopotoc yopnynon
@ovpopko dpuedvieotépa og OnAvKoVG apovpaiovg o ddcelg 25, 100 kot 250 mg/kg/Mmuépa mpv Kot
Katd tn S1dpkelo Tov {gvyopmpatog, kadang kot uéxpt tnv Huépa 7 tng komong, tpokdiece peimon
TOV aplfpov TV oTadimv Tov oioTpov avd 14 nuépeg kut avénce tov apliud tov (oov e
TOPOTETOUEVO Jl016TPO oty VYNAGTEPT d00T o e€gtdotnke (11 opég pueyaddtepn amd ™
ocuviotapevn d6on Pacel g AUC). Qotd660, vt To EDPHLATE SEV EXNPEAGAV T YOVILOTNTO 1] TOV
aplipd Tov Prooctuov euPpowv mov dnovpyRonKay.

O povuapkdg dpebvrectépag Exel amoderydel 6TL damepva T LEUPPAVT TOV TANKOVVTO GTO
eUPPLIKO aipa apovPUi®Y Kol KOVVEAIDV, LE AVOAOYIEG CUYKEVIPHOGE®DY GTO TAUGHA TOL EUPPLOV
TPOG T0 MAAGH TG untépag amod 0,48 £wg 0,64 kot 0,1, avtictoya. Aev mapatnprOnkay SvoTiacisg
0€ OTOLONTOTE OOGT POVUAPIKOD dipeduAeatépa o€ apovpaiovg 1 kovvéla. H amd tov otopatog
xopMnynom eovpaptkov dipeduiestépa oe d6celg 25, 100 xar 250 mg/kg/mpépa o€ KLOPOPOLVTES
apOVPAIOVG KATA TN JbpKELD TNG TEPLOOOL TNG OPYOVOYEVESTC TPOKAAEGE AVETIBOUNTEG EVEPYELEG OTN
untépa. g d6oM 4 popéc VYNAGTEPT 0o TN GLVIET®WEVT 066N Pacel Tng AUC, kabd¢ kot younid
Bapog epPpvov kot kaBvoTépNon TG 06TEONOINOTG (LETOTAPSLO Kol PAAOYYEG TV TCW AKP®V) GE
d6om 11 popég vynidtepn and ) cuvictdpevn doon Pacet g AUC. To yaunAidtepo Bdpog tov
euPpvov kot 1 kabveTtepnuévn ooteomoinon Bempnnkav erakdriovda g To&ikdTTag Yo TN UNTéPa
(Hel®pEVO cOPOTIKO BAPOg Kol KOTOVAA®GT TPOPTC).

H am6 otopotoc yopnynon eovuapikod dipebdviectépa oe docelg 25, 75 kot 150 mg/kg/muépa og
KLOPOPOVVTO KOLVEALD KOTA TN SIAPKELD TNG OPYOVOYEVEGNC OV Eiye Kupia EMXIOPACT] GTNV AVATTLEN
TOV gUPPLOL, EVD TPOKAAESE PUEIWHEVO CONOTIKO BApog TNG UNTéPag o€ SO0T 7 POPES LYNAOTEPT TNG
GULVIGTAOUEVNS 000G Kot avENST TV anofoAdv og d0omn 16 popéc vYNAOTEPT ATO TN GUVIGTAOUEVT|
doon Pdaoer g AUC.

H and otopatog yopnynon eovpopikod dipedviestépa oe d6ceig 25, 100 kon 250 mg/kg/muépa oe
apOVPAIOVG KATA TN SIEPKELD TG KOTOTG KOl TG YUAOVYI0G TPOKAAEGE YOUUNAOTEPO CMUATIKO PAPOG
omv F1 yevid, kabng kot kabvotépnomn g oe£ovoiikng opipoveng oto apoevikd g F1 yevide, oe
000 11 popéc vymAdtepn amod T cuvicTdpev 6001 Paoel Tng AUC. Agv mapatnprfnkay eTidpacelg
ot yoviotnto g F1 yevidg. To younidtepo copatikd Bapog tov amoydvov Oempndnie
EMOKOAOLOO NG TOEIKOTNTOG O UNTEPQL.

To&wotnta og veapd Loa.

AVO peréteg TOEIKOTNTOG GE VEQPOVS OPOVPIOVG LE KOBMUEPIVT OO TOV GTOUATOC YOPNYNoN
povpaptkoy dpedviectépa amd Ty Nuépa petd ™ yévvnon (PND) 28 éwg tqv PND 90-93 (nAkia
avtiotoyn pe mepimov ta 3 £In Kt Ave 6Tov AvOpmTOo) PavEPMGOV TaPOUOLEC TOEIKOTNTES OPYAVMV-
GTOY®V GTOVG VEPPOVG KO TOV TPOGTOLOYO LE EKEIVEC TOV TOpaTNPNONKAY 6E eviAtka (da. XNV
TPMTN UEAETN, O POVUOPIKOG O1ueBureaTépag eV eMMPEnce TNV avATTLEN, T1 VELPOGVLUTEPLPOPIKT
KOTAGTOON 1] T1 YOVIHOTITO APOEVIKOV Kot ONAVKDV £m¢ v vynAdtepn d6omn tov 140 mg/kgmuépa
(mepimov 4,6 popéc T cuvictduevn d6om otov AvBpwno Baocel teplopiouévav dedopévav g AUC ot
ToudraTpikovg acbeveic). Opoimg, ot devTEPN UELETN, GE OPOEVIKOVG VEUPOVS apoVPAions, eV
TopoTNPNONKE Kopio ENIOPOCT GTO AVOTAPAYDYIKA KOl ETKOVPIKA OPYOVO TMV OPGEVIKOV £MG TNV
vynAdTEPT 8601 PovUaPLKoD dipebdvuieotépa twv 375 mg/kgmuépa (tepimov 15 popég tnv
ewkalouevn AUC ot cuvictdpevn modiatpikn 86om). Qotdoo, 6e apoevikohe VEUPOHS 0povPaiong
VINPYE ELPAVIG LEIWUEVT] TEPLEKTIKOTNTO GE AVOPYOVO AANTA TOV OGTAOV KOl LEIOUEVT] OCTIKY|
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TLKVOTNTA GTO UNPLAi0 00TO KoL TOVES 00PLTKOVG 0TTovOVAOVG. MetaoAég otn LETPT O TG OCTIKNG
TLKVOTNTAG TOPUTNPNONKAY GE VEAPOLS aPOLPAIOVE KAl LETE TNV ATO TOL GTOLOTOG YOPYNON
(QOVUOPIKNAG SPOEEANG, EVOG AAAOD POLUAPIKOD E6TEPQ TTOV METOBOAILETOL IN VIVO 6TOV 1610 EvEPYO
petafoAitn, tov povpapikd povopedvuieotépa. To NOAEL yuo tic petaforéc otn uétpnon g
0GTIKNG TUKVOTNTAG GE VEAPOVS apoLpaiovg sival mepimov 1,5 popéc v mbavoroyovuevn AUC ot
ocuvioTOpevn ToudoTpikn d6or. H oyéon tov emdpdoewv 610 0614 61O YOUNAOTEPO COUATIKO BAPOC
elvar mbavr], ®GTOCO 1 GLUUETOYN LIOG AUESTG EMIOPOOTG eV pmopel vo amokieiotel. To ooticd
gVpNLOTA Elvan TEPLOPIGUEVTG oTHaGiag Yio TOVg eviidikeg acbeveic. H onuoaocia yia tovg
noudlaTpikovg acbeveic dev eival yvoot.

6. DPAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotahoyog ekdoywv

Iepreyduevo kawokiov (Livi dioKio LE EVIEPIKT ETKOALYN)

M1KpOKPUGTOAAKT KOTTAPIVY KATEPYUGUEVT LE TLPITIO

Térkng

KoppeAddln vorplovyog 106 Tavpod ey

KoAlogdég vudpo 0&gidto Tov Tupttiov

Moyviiolo oTeaTiKd

Yvpumoivpepég pebakpuitkod o&éog —pebakpvicod pebvieotépa (1:1)

Kurpkdg tpronborectépag

Svumoivuepég pebakpvitkod 0&Eog —akpuAtkod atbvieatépa (1:1), o€ dacmopd 30%

[IepifAnuo Tov KoyokKiov

Zehativn

Turtaviov dwo&eido (E171)
Kvové (E133)

ZidMpov o&gidio pérav (E172)
Z10mpov o&gidio kitpwvo (E172)

Extonwon koyokiov (Loadpo pueAdvi)

Koéppeo Adxkag (E904)

Oé&eido oonpov péray (E172)

KaAiov vépoéeidio (E525)

6.2 AcvpupototTnTeg

Agv gpapuoletar.

6.3 Awdgpkero {ong

3 xpévia

6.4 Idwitepeg TpoPuLAAEELS KOTA TN QUAIEN TOV TPOTOVTOG
To pappokevTikd avtd Tpoidv dev anartel Wiaitepeg cuvlnkeg POAAENC.
6.5 ®@Vo1 KO GVOTATIKA TOL TEPLEKTN

120 mg Koy dKio:

14 kaydxio 6€ cvokevacieg TOHNOV KLyYEANG odovuviov PVC/PE/PVDC-Alu.
14 x 1 kowydkio og S14TPNTEC CLOKEVAGIES TOTOV KLWEANC povadiaiog dOoNG AAOLUVIOL
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PVC/PE/PVDC-Alu.

240 mg kawydiio:

56 1 168 koyakio 6e cLOKELOGIEC TOTOV KVLYEANS akovuviov PVC/PE/PVDC-Alu.

56 x 1 1} 168 X 1 xonydxio 6e S1UTPNTEG GLOKEVAGIEG TOTOL KLWEANG HovadLaiag OGN AOL VIOV
PVC/PE/PVDC-Alu.

Mmropel va, unv KukAo@opoOVv OAEC 01 GLCKEVAGIES.
6.6 Iowitepeg TpouvAdcers amoppryng

Kd&Be aypnoiponointo eapuokentikd Tpoidv 1 VIOAEUN TPETEL VO OTOPPITTETAL GOUPDVO, LLE TIG
KOTO TOTOVG 1GYVOVGEG OYETIKES SLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Toravia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

120 mg konyducios:

EU/1/24/1811/001

EU/1/24/1811/002

240 mg ko axioL:

EU/1/24/1811/003

EU/1/24/1811/004

EU/1/24/1811/005

EU/1/24/1811/006

9. HMEPOMHNIA TPQTHE ETKPIZTHX/ANANEQXHYX THX AAEIAX

Hpepopnvia mpdtng £ykpiong: 22 Anpiiiov 2024

10.. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOpPIES Yo TO TOPOV PUPOKEVTIKO TPOiOV gival d100EG1UEG GTOV SIKTLOKO TOTTO
tov Evpomaikod Opyavicuod @apudkov: https://www.ema.europa.eu.
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ITAPAPTHMA 11

IMAPAXKEYAXTHX(EYX) YHIIEYOYNOX(OI) I'TA THN
AITIOAEEMEYZXZH TQN HAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AITIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EX) YIIEYOYNOZX(OI) I'TA THN AIIOAEXEMEYXZH TQN
ITAPTIAQN

‘Ovopa kot d1evfuven ToL TUPUCKELAOTH OV vl VITEVLOVVOC YL TNV OTTOOEGLEVOT TV TAPTIOWV

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

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, MéAta

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

Accord Healthcare single member S.A.
64th Km National Road Athens
Lamia, Schimatari, 32009, EALGSa

370 £VTUTIO POAAO 0dNYLOV YPNOTG TOV PAPUOKEVTIKOD TPOIOVTOC TPETEL VO OVAYPAPETUL TO OVOLLOL
Kot 1) 31evBvuvoT| TV TUPUCKELAGTN TOL Eival VITEHOLVOG Y1 TNV ATOSEGUEVLOT TNG CYETIKNG TAPTIONG

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

DappokevTikd TPOidY Yo T0 0Toio amatteital Tepropiopévn atpikn cvvroyn (PA. [Hoapdptnua I:
IMepiinyn tov Xapaktnpiotik®v tov IIpoidvtog, mapdypopog 4.2).

. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
o Ex0¢os1g Teprodikng wapakorovdneng s asarerng (PSURS)

Ot amaitioelg yio tnv vrofoArn tov PSURS yio to ev Ady® @apuokeutikd Tpoidv opiloviatl otov
KaTGAOYO e TIg nuepounvieg avapopdg e Evoong (katdioyoc EURD) mov mapatifeton oty
napdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kaOe emakdrovdng
EMKOLPOTOINGNG OTWG ONUOGLIEVETAL GTNV EVPMOTAIKT SIKTVOKT TOAT| Y10 TOL PAPLLOKOL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXEMATIKH
XPHZH TOY ®APMAKEYTIKOY ITIPOIONTOX

. Xyéo10 owayeipiong Kivovvov (XAK)

O Kdroyog Adetag Kukiogpopiag (KAK) Ba deEaydyet Tig amattodpeveg SpacTnploTnTES Kot
TOPEUPACELG PAPUOKOETOYPVTVIOTG OTTMOC Tapovoldlovtal 6To cuppovnfév XAK mov
napovcidleTor otny evotnta 1.8.2 g ddetog kKukAoPopiag Kot OTOlECONTOTE ETAKOAOVOEG
eYKekpIEveC avabempnoelg tov TAK.

"Eva emucaiporoinpévo XAK 0o npémnel va katatedet:

. Metd and aitnpa tov Evponaikov Opyoviopod Goapudkmy,

J OnotedNTOoTE TPOTOMOLEITAL TO GVOTN A SloYEIPIONC KIVOHVOD, E101KE MG ATOTEAEG LD ANYTG
VE®V TANPOQOPLDY TOV UTOPOVV VO EXLPEPOVY CNUAVTIKT] OAAAYT] OTN GYECT] 0QELOVG-KIVILVOL
N ®OG AMOTELEGO, TNG EMITELENG EVOG GNUAVTIKOD OPOCTILOV (POPHOKOETOYPVTVIION 1
glayrotomoinor Kivovvov).
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ITAPAPTHMA III

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpooavOekTikd okAnpd Koyakio
(POVHOPLKOG OLUEBVAESTEPOC

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

Kd&Be yaotpoavOektikd okAnpod kaydakio mepiéyel 120 mg povpopikod dyuebvuiestépa.

| 3. KATAAOT'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

TaoTpoavBekTikd oKANPO Koydklo

14 yoaotpoavOekTikd oKANPA Koy dKio
14 x 1 yootpoavOeKTiKd GKANPE Koy aKio

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

Ao oTONATOG YPIoN.
Awofdote 10 OALO 0N YLDV TPLY amd TN XPNOoN.
Kortanivete 1o koydiio oAokinpo.

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEINOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puAdoocetat og BEom v omoia dev PAETOVY Ko dev Tpooeyyilovv Ta Todid.

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

| 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX YYNOHKEYX OPYAAEHX
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10. IAIAITEPEX TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Toravia

12.  APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1811/001
EU/1/24/1811/002

13.  APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAOGEXH

| 15.  OAHTIEX XPHEHX

| 16. TIAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Accord 120 mg

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

A166146T0TOG YPOUU®TOS KMdKaG (2D) mov pépel Tov TEpIAN@OEVTO LOVSTIKO OVOyVOPIGTIKO KOOIKO.

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

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

XYXKEYAXIA TYIIOY KYWEAHX PVC/PE/PVDC-ALU

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpoavOektikd Konydkio
PovpaPIKOG dueduriesTépag

| 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

S. AAAA YTOIXETA

Amo6 otopaTog ypnon.
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Accord 240 mg yaotpoovOekTikd okAnpd Koyakio
(POVHOPLKOG OLUEBVAESTEPOC

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

Kd&0e yaotpoavOektikd okAnpod kayakio mepiéyel 240 mg govpoptkod diyuebvuiestépa.

| 3. KATAAOT'OX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

TaotpoavOektikd oKANPO KOWAKLO

56 yaotpoavOekTikd cKANPA Koy dKio

168 yactpoavieKTucd orANPE KoyaKio

56 X 1 yaoTpoavOeKTIKA GKANPA KOy aKLo
168 x 1 yootpoavOekTikd oKANPG KonydKiol

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

Ao oTONATOG YPION.
Awpdaote T0 PUALO 0INYIOV TPV amd TN YPNoN.
Kortanivete 1o koydxio oAokinpo.

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puAdooetar o€ BEon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

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

| 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX YYNOHKEX ODYAAZEHX
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10. IAIAITEPEX TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Toravia

12.  APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1811/003
EU/1/24/1811/004
EU/1/24/1811/005
EU/1/24/1811/006

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Accord 240 mg

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUL®TOS KMok (2D) mov pépel Tov TepIAN@OEvTO LOVOSIKO avayVmPIoTIKO KOOIKO.

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

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

XYXKEYAXIA TYIIOY KYWEAHX PVC/PE/PVDC-ALU

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Accord 240 mg yaotpoavOektikd Konydkio
PovpaPIKOG dueduriesTépag

| 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

Amo6 otopaTog ypnon.
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B. ®YAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: Iinpoopics Yo Tov a.60evi)

Dimethyl fumarate Accord 120 mg yoosTpoavOekTikd cKANpa Koy Ko
Dimethyl fumarate Accord 240 mg yaotpoavOekTiKd ckinpd KoydKio,
QOVLAPIKOG SLUEBVAETTEPOG

AP AOTE TPOGEKTIKG OLOKANPO TO QPDAAO 0ONYLOV YP1ONGS TPV UPYIGETE VU TAIPVETE AVTO TO

PaPROKO, O10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES YIX GUG.

- DdvidEte avTd TO EUALO 0N YDV YpronG. Towg ypelaotel va to duPdcete Eavd.

- Edv éxete mepartépm amopieg, pOTNOTE TOV Y1OTPO 1 TOV PAPHAKOTOLO GOG.

- H ocvvtayn yU' avtd 10 ¢approko xopnynonke amokAEIGTIKA Yio 60G. AgV TPEMEL VO SDGETE TO
QAapproko o€ aAAovs. Mmopel va Tovg TPoKaAEsEL PAAPT, KOO KO OTOV TO GUUTTOUATO TG
acBévelog Tovg sivor 101 [ T, O1KG Gag.

- Edv mopotmpnoete Kamoto avemOOUnT evEPYELN, EVIILEPDOTE TOV YLOTPO 1) TOV QUPUOKOTOLO
oag. Avtd oyvet Kot ya kéOe mbovn avemBOunTn EvEPYELD TOL dEV OVOPEPETAL GTO TOPOV
@OALO oMYV yprione. BAéme mapdypagpo 4.

T epréyer To mapév evALo 00NYLOV:

T eivar To Dimethyl fumarate Accord kot ota givon 1 pfon Tov
Ti npénet va yvopilete npv Tapete To Dimethyl fumarate Accord
[Mwg vo mapete o Dimethyl fumarate Accord

[MBavég avemBounteg evépyeteg

ITog vo puidocete to Dimethyl fumarate Accord

[epreydpeva g cvokevasiog Kot AOES TANPOPOPIEg

oL E

1. T eivan To Dimethyl fumarate Accord ko wowa givan 1 xpio1 TOV
T givar To Dimethyl fumarate Accord

To Dimethyl fumarate Accord &ivot éva @appoko Tov mepLEeL T dPUCTIKH OVGI0 POVUAPLKO
opeduvieotépa.

Mo givar n xpfon Tov Dimethyl fumarate Accord

To Dimethyl fumarate Accord ypneipomoteiton yro t Ogpomeio TS VTOTPOTLALOVGUG
oweimovoag moiramiig okApoveng (IIX) og acBeveic nhikiog 13 eTdOV Kol Avo.

H IIX eivon por pokpoypovia Tanon mov ennpedlel 10 kevipukd vevupikod cvotnue (KNX),
GUUTEPTAAUPAVOUEVOL TOL EYKEPAAOL KOt TOL VOTIoiov poehov. H vrotpomidlovsa dwaAeimovoa [1X
yopaktnpiletoar omd eravarapfoavopeva enelcdolo (LVITOTPOTES) CLUTTOUATMOV TOL VELPIKOD
ovoTiuatos. Ta copmtopato dtagépovy HeTald TV actevdv, aAld cuviBwng teptlappdvovy
dvokolieg otn Padion, aicOnua aotdlelog kot ontikég SuokoAieg (w.y. Boumn 1 Stk 6pact)). Avtd
TO, GUUTTOUATO EVOEXETOL VO EE0PAVIGTOVV TANPMOS OTAV TEPAGEL 1] VITOTPOTY], GAAL Oplouéva
TpoPAf LT EVOEYETOL VO TTOPAUETVOLV.

Iog dpa to Dimethyl fumarate Accord
To Dimethyl fumarate Accord gaivetonr 011 dpa pmodilovTag To APVVTIKO GUGTILO, TOV OPYUVIGHOD

G0G OO TO VO PAATTEL TOV EYKEQOAAO KO TOV VOTIOHO0 HVELD Gag. Avtd pmopei emiong va fondnoet
otV Kabvotépnon peldovtikig emdsivaoong g I,
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2. T apéner va yvopilere Tpv wapete To Dimethyl fumarate Accord
Mnyv napete To Dimethyl fumarate Accord

- o€ TEPINTOGT GALEPYIOG GTOV POVROPIKO OLpEBVAESTEPQ 1) OE OTO100NTOTE GALO Ao TOL
GLOTOTIKG GVTOD TOV PAPUAKOL (AVOUPEPOVTIL GTHV TOPAYPOPO 6).

- €4V VApYEL VITOYIX OTL TAGYETE MO LK GTTAVIO, EYKEQUAMKT AoipmEn Tov AéyeTan
npoiovoa ToAVESTIOKN AevKogykeQaAiomaBera (PML) 1 gav £xel empPeforwOei PML.

M[pocdomou]oeis Ko TPoPVAAEELS

To Dimethyl fumarate Accord umopei va etnpedost Tov aplOpod TV AEVKOKVTTAP®V GOG, TOVG
veQpovg kot to Nrap cog. [pw Eexivioete va naipvete Dimethyl fumarate Accord, o ylotpog cag ba
00G KAVEL Lo eEETAOT OULOTOS Y10 VO LETPNOEL TOV OptOd TV AEVKOKLTTAP®V cag Kot Oo eEAEYEet edv
AerTovpyoV KOAG o1 veppol kat To Nrap cag. O yiatpog cag 0o cog Kavel TEPLOSIKA QVTEG TIC
e€etdoeic katd ) dudpkela g Oepaneiag. Edv o apBuog tov Aevkokuttapov cog Helwbel Kotd ™)
dbpkela g Bepameing, o YlTpog cog Uropel vo EeTAcEL TO EVOEXOUEVO EEETACEMV 1 O1OKOTNG TNG
Bepaneiog cog.

Azrgv0uvOseite otov ywotpd oog npv mapete to Dimethyl fumarate Accord gav £xere:
- cofapn ve@piki] voco

- cofopn etk v6Go

- vOGO TOV GTOREYOV 1 TOV EVTEPOV

- cofopn Aoipmén (6mwg mvevpovia)

Mropei vo ekdnrmBei épmng Loompoag pe ) Bepaneio pe Dimethyl fumarate Accord. Xe opiopéveg
TEPIMTAOGELG, EYOVV TPOKLYEL GOPAPES EMTAOKES. O TPETEL VUL EVIILEPADGETE TOV YLATPO GO
OUECMG, £V VTTOTTEVESTE OTL £XETE OMOLUONTOTE CLUTTMOUATO EPTNTA (OGTHPA.

Edv motevete 6T [1X amd v onoia mhoyete yepotepedel (m.y. advvouio 1 aAlayég otnyv opacn) 1
€0V TOPOTNPNCETE OTOLAONTOTE VEN CLUTTONOTA, amevBuvheite apESmG oTOV YLOTPd GOG, EMELDT| OVTA
UTOpEl Vo £IVOL TO GUUTTMMOTO UIOG OTTAVIOG EYKEPAAKN G Aoipwéng tov PML. H PML givor o
cofapn Tabnon mov umopel va empépel cofopn avamnpia 1 Oavaro.

"Exet avoeepBei o omdvia aAld cofopn veppikn dwatapayn mov Aéyeton cuvopopo Fanconi pe
YPNOM EVOC PUPUAKOD TTOV TEPLEYEL POVUOAPIKO OUEBVAECTEPQ, GE GUVOVAGLO e GAAOVG EGTEPES TOV
@ovpopkov 0&€og, To omoio ypnoiponoteital yuo ) Bepaneia g yopioong (Log depUaTIKNIG
acBévewnc). Eqv mapatnpnioete 6Tt amofdrdete peyaldTEPN TOGOHTNTO OVPOV, SWATE TEPICTOTEPO KO
mivete meplocdTEPE VYPA amd 0,TL GLVHOWCE, EGV OIGOAVESTE TOVG UVE GOG TTLO AOVVOUOVG, EAV GTOCETE
KAmo10 06Té M| amAd Tovdrte, angvbuvleite oTov YLoTpd G0OG TO GLVTOUOTEPO dVVATO, DGTE VAL
depeuvNBOLY TEPULTEP® OVTA TO CUUTTOLLOTOL.

Howowd xon Epnpor

Mn divete 10 @apLOKO 0vTO 6€ TOdLd NALKiag KAt TV 10 eTdv, ETedN dev VTTAPYOLVY SLOBECIL
OEJOUEVE GE QLTI TNV OLLASO NATKIDV.

Alha pappoxa kar Dimethyl fumarate Accord

Evnuep®ote Tov Y10TpO 1| TOV QUPROKOTOLO GG EAV TAIPVETE, EXETE TPOSPATO TAPEL 1| UTOPEL VOL

nhpete GAAO PapUaKO, EIOIKA:

- (APLLOKO TTOV TTEPLEYOVV EGTEPES POVRAPLKOV 0EEOG (POVLOPIKA) TOV YPTCLUOTOIOVVTOL Y10,
TNV OVTIHETMOTION TNG YOPIaoTg,

- PapROKa TOV ETNPEALOVY TO AVOGOTOLTIKO GUGTILO, TOV OPYAVIGLOD GUG
CUUTEPTAAUPAVOUEVDY YNMUELOOEPUTELNG, AVOCOKATUGTUATIKAV 1] GAALOV QUPPUIK®OV TOV
ypnoomorovvtal Yo T Oepancia g 11X,

- QPapRAKaA TOV ENNPEALOVY TOVS VEQPOVS, CUUTEPLAAPBAVOPEVAOV OPIGLEVOV AVTLPLOTIKAOV
(xpnowomotovvtal yia t Ogpomeio Aolpuméenv), «drokimv drovpnong» (diovpntixd),
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OPLOUEVOV TOTTOV TEVGITOVAOY (OTTMC 1POVTPOPAivn Kot GAAN TOPOLOLOL AVTLPAEYLOVAOON,
KaBmG Ko PApLOKa TOL £X0VV AYOPACTEL YWPIC IOTPIKT GLVTAYY]) KOl QAPLAK®V TOV TEPLEXOLY
Aifvo,

- n Aqyn tov Dimethyl fumarate Accord pe optopévoug tomovg epPoliov (sufodia ue (ovieg
HIKPOOPYavIaUODS) EVOEYETUL VO GOG TPOKOAESEL AOTUMOEN Kal, GUVETMC, B TPEMEL VOl
aropevyetal. O yatpds cog Bo cag cupfoviedost GyeTika pe to eav Ba Tpémel va yoprnynbovv
dAlot Tomot epuPoriov (un {ovra eufolia).

To Dimethyl fumarate Accord pe owvortveopat®on

H peyoddtepn amod pio pikpr mocotnta (teptocotepo amd S0 ml) Kotavilmon 1oyLpOY GAKOOAODY MV
TOTAOV (e aAK00AKO Babud peyardtepo and 30% kat’ dyKo, m.y. OTocTAyUaTe), B0 TpEmel va
amoPEVYETOL Y10, Stdotnua piag mpag amd th Ayn tov Dimethyl fumarate Accord, kafd¢ to
OLVOTIVEL LTSN UITOPOVV VO GAANAETIOPAGOLV UE 0V TO TO QAPOKO. AvTo Oa propovoe va
TPOKOAEGEL PAEYLLOVT] TOV GTOUAYOV (yaoTpitidn.), E10IKA G ATOLM T OTOla Elval 101 ETPPETT OE
Yoo TpiTida.

Kinon ko Onioopog

Edv giote éyxvog 1 OnAdlete, vopilete 0TL umopei va iote €ykvog 1 6xe01ALETE VAL ATOKTHOETE TOUD,
{ntote Tt GLUPBOVAN TOL YIATPOD 1| TOV PUPLOKOTOLOD GO TPV TAPETE AVTO TO PAPLLUKO.

Kvnon

Eival mepropiopévec o1 mAnpopopieg Tov VITAPYOLV Y1d TIG EMOPAGEIC LTOV TOV PAPUAKOV GTO
ayévvnto moudi av ypnopomombei katd ™ dudpkela g eykvpocvvng. Edv eiote éykvog un
ypnotponotioete to Dimethyl fumarate Accord mpwv o cv{nthoeTe pe TOV Y1oTpd Go¢ Kot EQOGOV
ovTO TO PAPLOKO EIVOL CAPDS ATOPAITNTO Y10 GOG.

OnAacpodg

Aev givar yvooto €dv 1 dpaotik ovsia tov Dimethyl fumarate Accord nepva 6to pntpucd yara. O
ywTpdc oag Ba cag cupPoviedcet gdv Ba Tpénel va drakdyete To Onhacud M T ypion tov Dimethyl
fumarate Accord. Avt 1 andéeacn TephapBavet T otdOuon tov oeéAovg Tov Bnlacuod yio To moudi
00G KOl TOL 0PEAOVG TNG Bepameiog Yo GG,

Oonynon Ko YEPIGROS PNYOVRATOV

To Dimethyl fumarate Accord dev avapéveTol vo EXNPedceL TV IKAVOTITA 001YNONG KOl XEIPLGLOV
Unyovnuatoy.

To Dimethyl fumarate Accord nepiéyet vatpro

To edppaxo avtd mepiéyel Myotepo amd 1 mmol vatpiov (23 mg) avd koyakio, eivat avtd o
ovopdlovpe «erevBepo vatpiovy.

3. IMog va wapete To Dimethyl fumarate Accord

[Tédvtote va TaipveTe TO PAPLOKO AVTO AVGTNPE GOUPOVE, LE TIC 00N Yieg TOV YLoTpov cag. Edv €xete
applBoMec, pmTAGTE TOV YTPO COG.

Adbon évapéng: 120 mg 6vo @opéc Ty nuépa.

No maipvete auth TN 8001 EvapENg Y10 TIg TPAOTEC 7 NUEPES KO, KUTOTLY, VO TOAPVETE TNV KOVOVIKN
doon.
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Kavovikn 66on: 240 mg 8v0 @opéc v nuépa.
To Dimethyl fumarate Accord mpoopiletar yia yprion omd GTOUATOC.

Kotarivetre kKG0g koayaxkio oAdkANpo, Le Alyo vepd. Mny kofete, Bpoppartilete, dStaidete,
amopvleite | pocdTE T0 KOWAKL0, KOOMOG evOEyeTOL va avé&nBobv opiopévec avemBounteg evépyeleg.

Na maipvere To Dimethyl fumarate Accord pe @aynto — umopei va fondnoet vo peiwbolv kamoteg
Ao TIg TOAD GLYVEG AVETBVUNTES EVEPYELES (AVOPEPOVTOL GTTV TTOPAYPOPO 4).

Eav napete peyordtepn d6on Dimethyl fumarate Accord amé thv Kavoviki

Edv mépete mapa moAAd kaydkioa, angvBuvlsite apécwg otov yatpd oag. Evoéyetar va
TOPOVGIACETE OVETIOVUNTEG EVEPYELEG TTOPOUOIEG LE EKEIVEG TTOV TTEPLYPAPOVTAL TAPAKATM, TNV
mopdypoo 4.

Eav Eeyaoete vo mapete To Dimethyl fumarate Accord

Edv Eeydoate | mopareiyate pio 661, UV TAPETE H1TA 001

Mmropeite va, ThpeTe T 00GT TOL TAPUAEIYOTE EAV OPNGETE LEGOOLATTNUA TOVANYIOTOV 4 OPDV
petalhd TV 600emV. ALOQOPETIKG, TEPLUEVETE PUEYPL TNV ETOUEVT] TPOYPUULOTIGUEVT] HOCT GOC.

Edv €yete meprocdTEpEg EPOTNCELG GYETUKA LLE TN XPTOT) AVTOV TOL PUPUAKOV, POTNOTE TOV YLOTPO 1)
TOV QUPLLOKOTOLO GOG.
4. MBavéic avemBounTeg evépyereg

Onwg 6Aa ta papuoka, £TGL Kot 0VTO TO GAPLOKO Uopel Vo TpokaAécel avemBOUNTES EVEPYELES, AV
Kot 6gv TOPoLGLalovTal G€ OAOVG TOVG AVOPMOTOLG,.

XoPapic avemBountee svEpysLeg

To Dimethyl fumarate Accord umopei va peidoet tov apifud Aeppokvtrdpmy (évag THmog
Aevkokvttdpov). Eqv &xete yapnho apBpo Aevkokvttdpwv uropei va avénbei o kivovvog Aoipméng,
CUUTEPTAAUPOVOUEVOD TOL KIVOHVOL UI0G GTIAVING AOT®ENG TOV €YKEPAAOV TOV OVOUALETOL TPOTOVGH
molveaTtiokt Aevkogykepaionadeio (PML). H PML propel va odnynoetl oe coPapn avamnpio 1
Bavato. H PML gpgaviotke petd amd 1 éoc 5 £t Beponeiag, ondte o yiatpdg cag Ba mpémet vo
ouvveyioel vo Topakolovdel Ta Agvukd cag apoceaipta ko’ 0An ™ didpkela TG Bepaneiog cog, EVD
Kot goeig Oa mpémel va mapakolovdeite Tuydv duvnTikd cvurtdpato tg PML, 6mmg meptypapetan
mapokato. O kivovvog e PML evdéyetal va eivar vymiotepog eav eiyate Aapel 6To Toperdov
KOO0 QAPLLOKO TOL £XEL EMNPEACEL TN AEITOLPYIKOTITO TOV ALVOGOTOMTIKOD GG GLGTNHOTOG.

Toa copmtopata g PML pmopet va etvan mopdpota pe avtd e vrotpomig e [1X. 1o cuuntdpota
umopel va mepriapfavovtaor véa advvapio 1| emdeivmon g advuvapiog ot pic TAELPE TOV GOUATOC,
a0e&10TNTO, GAAAYEG OTNV OPAGCT), TN OKEYN 1 TN LVALN, ] GOYYLON 1 CAAAYEG TNG TPOSOTIKOTNTAS, 1
SVOKOMEG TNV OUIAMO KO TNV ETIKOVOVIO, TTOV SLOPKOVV Y10 TEPIGGOTEPEC OO APKETEC UEPES.
Emopévaog, edv motevete 6t 1 [1X amd v omoia TAGYETE EMOEWVDVETAL 7| EAV TOPOTNPTCETE
onolodnmote véa cupmtdpato eved Aappavete Oepaneio pe Dimethyl fumarate Accord, sivon mold
ONUAVTIKO VO MANGETE LLE TOV Y1OTPO GOG TO GLVTOUOTEPO duvatd. Emiong, tidnote e Tov cuvipoeo 1
TOVG PPOVTIGTEG GO KOL EVIUEPDGTE TOLG GYETIKG LE TN Oepameia cag. Mmopel vo eppavietovy
GUUTTOUOT TOV VO UV avTIAnebeite ot idtot.

2>  Evnuepocte apicmg Tov Y1oTpo 600G £G4V EPQAVIGETE 0TOL0ONTOTE 0O OVTAE TU
CUUTTTOUATO,
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Yofapég aAAEPYIKES UVTIOPAGELS

H ocuyvomto tov cofapdv aArepyik®v ovidpdoemv dev umopel va extiundei pe fdon ta dtebéoipa
dedopéva (LN YvooTég).

To KoKKIVIGHE TOV TPOGMTOV 1] TOL GMUATOS (pvlpioon) lvar pio TOAD GV avemBOUNTY
evépyewa. QoT0G0, 0 TEpinT®ON oL 1 EpLOpincT GuvodedeTal Ao £pLOPO e£AvON UL 1] KVIO®OTN Ko
TOPOVGIAGETE OTOLOONTOTE OO OVTE, TO, GUUTTOUALTO:

- TPNEWO GTO TPOGMOTO, TA XEIAT], TO GTOUA 1) TN YADCSQ (AyyeL00idonua,)
- ovptyud, duckorio otV avamvon N dvorvola (ddorvora, vrolia)
- {aAn M andieln cvveionong (vrotaon)

TOTE OWTO UTOPEL VO AVTITPOCOTEVEL Uie, GOPapT) oAAepYIKN avtidpacn (avapvialio)
2>  Awxkoyte ™ Myn Tov Dimethyl fumarate Accord kot kaiéste apéomg évav yiaTpod
Alreg avemBOUNTES EVEPYELEG

IToAd ovyvég (umopei vo emnpedlovv nepiocdtepa omd 1 ota 10 dropa)

- KOKKIVIGLOL GTO TPOGMOTO 1| 6TO chua, oicOnua Oeppdmmrag, (Eotng, Kayipnatog 1| ayovpog
(epvpiaon)

- Yolopd kKOTpava (didppora)

- aioOnua adwdeciog (vavria)

- GTOHOYIKOG TTOVOG 1) GTOUAYIKES KPOLITES

2>  HMwyn tov gappdaxov 6og pe @aynto punopei va coufdriel otn peioon tov mopamdve
AVETBOUNTOV EVEPYEIDY

Ovoiec Tov ovopalovTol KETOVEG, Ol OTTOIEG TAPAYOVTOL PLGIOAOYIK( OO TOV OPYOVIGLO,
enpaviovrol ToAd cuyva otig e€gtdoeig ovpav katd t Ay tov Dimethyl fumarate Accord.

AnegvBuvOeite 6TOV Y10TPO GOS GYETIKA e TOV TPOTO OVTIUETMMIONG AVTOV TOV AVETIHOUNTOV
evepyelmv. O yotpog 6ag UToPEl Vo LELMGEL TN 000N 60G. MNV HEW®GETE TN 300N GaG, EKTOG EAV GOG
10 TEL O Y1TPOS GOC.

Yuyvég (umopel va emmpedlovv éoc ko 1 ota 10 dropa)

- (QAEYLLOVT] TOV EGMTEPLKOD TOLYDUATOC TOV EVIEPOL (YACTPEVIEPITION)
- adlabeoia (suetdg)

- ovomeyio

- (PAEYUOVT] TOV EGMTEPIKOD TOYDUATOS TOV GTOUAYOV (YaoTpitido)
- YOOTPEVTEPIKT| dLoTapayn

- alobnuo Koyiporog

- e&dyelg, aicOnpa BeppotnTog

- Qoyovpa 6To dépuo. (kvnoudg)

- eEdvOnua

- po( 1 kOKKveg KnAidec oo déppa (pdnua)

- prydntoon (alwrexia)
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AvemB0unteg evEpyeleg Ol Omoiec EVOEYETAL VO TAPOVOLACTOVV oTIC eEETAOELC aipatog 1] oVpmV
- YOUNAG eTineda AeVKOKVTTAPWV (Aeupomevia, Aevkomevia) oto aipa. O petpEvog
ap1OpOG AELKOKLTTAP®V Bo LTOPOVGE Vo GNUALVEL OTL O OPYOVIGLOC GOG Eivat AtydTEPO
KAvOG Vo, AVTILETOTIGEL o, Aoiuwén. Edv €yete pia coPapn Aoipwén (6mwg mvevpovia),
EVIUEPADOTE OUECHS TOV YIUTPO GOG
- npwteiveg (Aevkwuativy) ota 0bpa
- avénon tov emnédmv Tov nratikov eviopwv (ALT, AST) oto aipa

Oy ovyvég (umopet va ernpedlovv émg kot 1 ota 100 dropa)
- aAAEPYIKEG avTIdpaoELS (vmepevaronoia)
- peimon TV apomeToliov

Yravieg (umopei va emnpedlovv émg kot 1 ota 1000 dropa)
- pAeypovn Nratog kol avénon ot eninedo nratikdv evidpwv (ALT 7 AST oe ovvovaouo ue
xoAepvOpiviy)

Mn yvootig (1 cuyvotnta dev pmopel va ektipndei pe paon ta drebéoio dedopévar)

- £pmng COoTAPOC UE GUUTTOWUOTA OTMG POVOKAAES, KAYILO, PayoDpa 1} TOVOC GTO dEPLL,
ouvifmg ot pia TAELPE TOL TAVED PHEPOVG TOL CAOUATOG 1] GTO TPOGMTO, KoL UE AAAML
GUUTTOUATO, OTIMG TVPETOG KOl AdLVOUIN 6Ta TPMOTA 6TAdL0 TNS AoTU®ENG, akoAovBodueva amd
UOVSIOC O, POyOUPO. 1] KOKKIVES KNAIOES LLE EVTOVO TTOVO

- owvay (pvoppoia)

Howwd (ikiog 13 eTOV Ko Gvem) ko £pnpor

O mopamdve avemBOunTes eVEPYELES 1GYHOLY KO Y10 TA TOUdLE Kot TOLG €PN fOVG.

Kémoteg avemBdunteg evépyeleg avapépOnKay mo cuyve € TodLd Kot PNV 6€ GYECT LLE TOVGC
EVINAIKEG, TT.). TOVOKEPAAOG, OTOLAYIKOG TOVOG 1| GTOUAYIKES KPAuTeS, adtobdecia (suetdg),
ToVOLOLpOG, Prxag Kot Exd@duvn TePiodog (Eupnvog poon).

Ava@opd avemBOunTmv gvepystav

Edv mapatmpnoete kKamowo avemBOUNTN eVEPYELD, EVILEPDOTE TOV YLOTPO 1) TOV PUPUOKOTOLO GO,
Av10 1oy0et ko Yo kBe mhovr avemBOUNTN EVEPYELD TOV OV AVAPEPETAL GTO TAPOV PVAAO 0OMYIDV
ypronc. Mmopeite emiong va avagépete avembounteg evépyeleg amevbeiag, Lécw Tov eBvikond
GUGTNUOTOG OVOQOPAS TOV ovaypapeTor oto Tapdptnua V. Méow g avapopds avembountwoy
evepyelmv pnopeite va fonbnoete ot GLAAOYN TEPIGCOTEP®V TANPOPOPIDY GYETIKA LE TNV OCPAUAELL
TOL TAPOVTOC PAPLLAKOV.

5. IIag va pvraoeste To Dimethyl fumarate Accord

To @apuako ovtd TPETEL Vo PLAAGGETOL GE UEPT) OV OEV TO PAETOVV KoL OV TO POAVOLV TO TOUdLA.
Na pn gpnoponoleite avTd T0 PAPUAKO LETA TNV UEPOUNVIL ANENG TOV OVOPEPETUL GTO KOVTL KOl GE
ka0e koywéAn petd ™ «AHZH». H nuepounvia Anéng eivor n televtaio nuépa Tov pnvo. wov
OVOPEPETOL EKEL.

To @apuokevtiKd owtd TPoidv dev amattel Woitepeg cuVONKeEG PUAAENGS.

Mnv metdite @APUAKO GTO VEPD TNG OMOYETEVGNC 1] OTA OIKLOK( amoppinpota. Potiote tov

(POPLOKOTTOLO GOG Y10, TO TAC VO, TETAEETE TAL PAPUAKE, TTOV JEV PN CILOTOLELTE T AvTd Ta pétpa Oa
BonBnoovv oty mpoctacio Tov mePPAriovtoc.
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6. Iepreydpeva TS GVOKELUGTUG KOL AOUTEG TANPOPOPIES
T agpréyer to Dimethyl fumarate Accord

H dpaotuc) oveia gival o povpapikdg Sipeduiectépag.
Dimethyl fumarate Accord 120 mg: Ka&bg xoydxio mepiéyel 120 mg @ovpopikod diuebviectépa.
Dimethyl fumarate Accord 240 mg: Ka&bg xoydxio mepiéyel 240 mg @ovpopikod diuebviectépa.

- Ta drro cvotoTikd etvor:

[epieyduevo kawakiov (Livi diokio pe evieptkn| extkdAvyn): MikpoKpLGTOAAKN KuTTApivn pe
KaTEPYAGia [LE TVPITIO, TAAKNG, KapUEALOLN VATPLOVYOG SLUCTAVPOVLEVT], TVPITIO, KOAAOEDEC AVVIPO,
OTEATIKO LAYVIO10, COUTOAVUEPEC PEBaKkPLALKOD 0EE0c —eBakpLAKoD LeBLAEaTEPQ, KITPIKOG
TproBuiectépag, cLUTOAVUEPEG LeBakPLATKOD 0&€0G — akpuALKoD atfviestépa (1:1), oe daomopd
30%.

Ké pog kayaxiov: Zehativn, d10&eidio titaviov (E171), Aaurpo kvoavo FCF (E133), péhav o&eidio
ownpov (E172), xitpivo o&eidio cidnpov (E172).

Extonmon kayoakiov (poopn peddvn): Kopuea Adxkag (E904), uélav o&eidio odnpov (E172),
vOpoéeidio Tov kaAiov (ES525).

Epgavien tov Dimethyl fumarate Accord kau epieydpeva TG 6VoKEVOGIOG

Ta yootpoaviektikd okAnpd kaydkio Dimethyl fumarate Accord 120 mg givot peyé0ouvg «0x»
(mepimov 21,3 X 7,5 mm) oxAnpd kaydxio (eAativng pe Tpaovn Kopuen Kot AEVkd oo, 1
TOROUEVT TNV €vdeldn «HR1» pe podpo peddvi 6To cdpo Tov Kayakiov, mov Tepleyouy Agukd £mg
VTOAEVKO, GTPOYYLAL, OUPiKVPTO pivt dokia e EVTEPIKY EmKAALYT), Y0Pl evOeiEels kKot oTig 30O
TAEVPEC.

Ta yootpoaviektikd okAnpd kaydxio Dimethyl fumarate Accord 240 mg givot peyé0ouvg «0x»
(mepimov 21,3 X 7,5 mm) oxAnpd kayaxkio (eEAativg Le TPAGIvn KOPLEN KoL GO0, LE TUTMUEVT TNV
évoelén «HR1» pe povpo HeAGvVL GTO GO TOL KOWOKIOV, TOL TEPLEXOLV AEVKE £MC VTOAEVK,
OTPOYYLAL, OUQIKLPTO Hivi S1oKio e EVIEPIKT EMIKOAVYN, YOpig eVOEIEELS KAl OTIG OVO TAEVPEG.

Kaowyéuxio 120 mg:
14 xaydxio o€ cvokevacieg Tomov blister PVC/PE/PVDC-Alu.

14 x 1 koydkio og S14TpNTES GLOKEVAGIES TOTOV KLWEANG Hovadiaiog dOoNG AAOLUVIOL
PVC/PE/PVDC-Alu.

Koducro 240 mg:

56 1 168 kaydkia oe cvokevaoieg Tomov blister PVC/PE/PVDC-Alu

56 x 11 168 x 1 xonydxio oe d1UTPMTEG GLGKEVAGIES TOTOL KLWEANG povadiaiog OGNS GAOLUVIOV
PVC/PE/PVDC-Alu.

Mmropei va, unv KoKAOPOPOLY OAEG Ol GLOKEVAGIEC.
Karoyog Adcrag Kvkiogopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Iomavia

opoockevaotig

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

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, MéAta

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

Accord Healthcare single member S.A.
64th Km National Road Athens
Lamia, Schimatari, 32009, EALGSa

INo omoladnmote TANPOPOpic GYETUCH LE TO TOPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEITTE VO
amgvBuvbeite otov TomiKd avtimpdommo Tov Katdyov tng Adsiog Kvuihopopiag:
AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK

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

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

To mwapév eviio 0dN YOV YpRoNs avabempOnke Yo TeAevTaia @opd Tov.

Aemtouepeic TANPoPopies Yo 10 QAPLOKO aVTO ivol lafEGIES 6TO dIKTLOKO TOTO ToVv Evpmmaikod
Opyavicpov Papudkev: https://www.ema.europa.eu
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