ITAPAPTHMA 1

HEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Mylan 120 mg yaotpoovOektikd okAnpd Koy aKio
Dimethyl fumarate Mylan 240 mg yaotpooavOektikd okAnpd Koy aKio

2. HOIOTIKH KAI ITOXOTIKH XYNOEXH

Dimethyl fumarate Mylan 120 mg yactpoovOektikd cKANPE Kow GKLo,

Kdébe yaotpoavBektucd oxinpo kaydkio mepiéyel 120 mg povpapukcon dipebourectépa

Dimethyl fumarate Mylan 240 mg yactpoavOektiKd cKkANpd Kow aKLo

Kdébe yaotpoavhekticd oxAnpo koydkio mepieyel 240 mg povpopikon dipebvuiectépa

IMa tov TAMpn katdroyo Tov ekddywv, PA. Tapdypapo 6.1.

3. DPAPMAKOTEXNIKH MOP®H
lNootpoaviektTikd okAnpo Kaydklo (YooTpoavlekTikd Koy dKlo)

Dimethyl fumarate Mylan 120 mg yactpoovOektikd cKANPE Kow aKLo,

TlNohalompdotva Ko AEVKA Yo TpoavOeKTIKd oKANPA Kaydkio, pikovg 21,7 mm, pe tomouévn Ty
évoertn «MYLAN» mavo ard tnv £voeién «DF 120», mov mepiéyovv Aevka £0¢ LTOAEVKO GPAIPidL
tomov pellet pe eviepukn emucdioyn.

Dimethyl fumarate Mylan 240 mg yoostpoavlekTikd orAnpd Ko dio

Thalonpdova yooTpoavlekTikd okANpa Kaydakio piKovg 21,7 mm, pe tomopévn v Evoelén
«MYLAN» méve omd tnv évoeién «DF 240», mov mepiéyovv Agukd £mg VTOAELKA GPOLPIdIO THTOV
pellet pe gvrepikn emkdivyn.

4. KAINIKEX HAHPO®OPIEX

4.1 Ogpamevtikég evositelg

To Dimethyl fumarate Mylan evdsikvoton yio T Ogpomeio evniikov Kot matdlaTpikdy achevov
nAkiog 13 etdv kou ve pe vrotpomdiovoa dtaAeimovca tolhanAn ckAnpuven (YAIILY).

4.2 Aocolroyio Kol TPpOTOG YopryNoNS

H Bepameia Oa mpémer va Egkivd vtd Ty emifreyn watpod pe gumelpio otn Bepaneio Tng TOAAATANG
GKANPLVOTS.

Aocoloyia

H 6601 évapéng etvar 120 mg dvo popéc tnv nuépa. Metd and 7 nuépeg, n d6on Ba mpémel va
avEGVETOL 0T GUVIGTOEVT 0601 cuvinpnong Tev 240 mg dvo eopéc Tnv nuépa (PA.
Tapdypago 4.4).

Edv évag acOevig mopoaieiyet pia d6om, dev Ba mpémet vo Aapfavetor SumAn d6om. O acBevig umopel
VoL TAPEL TN 3OGT) OV TAPEAELYE LUOVO EAV OPNOEL LEGOILATTNLO 4 OpdV PETAED T®V SOGE®V.
Awagpopetid o acBeviig Oo Tpémetl va mePIEVEL PEYPL TNV ETOUEVT] TPOYPOLLUOTICUEV dOOT).



H npocwpiv| peiwon g 66omg ota. 120 mg 600 QopEG TNV NUEPH EVOEYETOL VOL LLELMGEL TNV ELGAVIOT
epuOpiaong Kol YOO TPEVTEPIK®Y ovemBuuNToV evepyeldv. Evioc 1 unvog, Ba tpénetl va Eavopyicel n
ovvioT®pevn 8601 cuvtipnong Tav 240 mg 300 Qopég TNV NUEPOL.

To Dimethyl fumarate Mylan 6o mtpénet va. Aappdavetar pe tpoen (PA. mapdypago 5.2). T'a Tovg
acBeveic o1 omoiol evoéyetal vo EKONAMGOLY pLOpiocT 1 YOSTPEVTEPIKES OVETOOUNTEG EVEPYELES, M
Mwyn Dimethyl fumarate Mylan pe to @ayntéd evoéyeton vo fedtidoet Tny avektikoOTnTa (PA.
noapoypaeovg 4.4, 4.5 ko 4.8).

Edwkoi mAnBvcuol

Hlawuévor

2115 KMVIKEG PLEAETEG TOV POVHAPIKOD d1edvuAesTEPO VINPYE TTEPLOPIOUEVT £KBECT aoBEVmDV NAKiog
55 etV ko1 dve, evd dgv cuumEPAapPavotay exapkng apldpuoc acBevav nlkiog 65 eTdv Kot dvo,
MGTE VO TPOCOIOPIOTEL EAV OVTOL OVTOTOKPIVOVTOL S10POPETIKG ad TOVG vedTEPOLS 0obeveig (PA.
Tapdypaeo 5.2). Me Bdaon Tov tpomo dpdomng tng SpacTikng ovciog, dev vdpyovv Bempnrtikoi Adyol
Y10 OTOLUONTOTE AMALTION TPOGAPLOYNG TNG OOGTG G€ NAKIOUEVOUG.

Neppixn kor nroatikn ovoAeitovpyia

O povpopikoc diuebuvisotépag dev Exel pekemOei og aocbeveig pe veppikn 1 NrOTIKN SLVGAELTOVPYIOL.
Me Bdon tig perETeg KAMVIKNG GOPLOKOAOYING, OEV OmOUTEITOL TPOGAPOYH TNG 000G (PA.
Topdypaeo 5.2). Anarteitar mpocoyn katd tn Oepancio acOevav pe cofapn NItk 1| VEQPIKT
dvorertovpyia (BA. mapdypapo 4.4).

Toudrozpirog winBooog

H docoloyia eivon 1 1010 o€ eViAikeg Ko 6€ Toudlatpikovg acbeveic nikiog 13 €TV Kot Avo.
Eivon mepropiopéva ta dabécipa dedopéva og mandd nikiog petadd 10 kou 12 etdyv. Ta mopodvta
draféopa dedopéva meprypdpovion 6TiG Topoypdpovg 4.8 kar 5.1, oALG dev pumopel va yivel cvoTaoN

v T docoroyia.

H aopdieto kot 1 0moTEAES LOTIKOTNTA TOL POVUOPIKOD d1pefvrectépa o€ Tod1d NAKING KAT® TMV
10 etmv dev €yovv tekunplobel. Agv vapyovv dtobécia dedopuéva.

Tpomoc yopfymong

I"a xpnon and oToéHATOG.

To kaydxro Oa mpénet va katamivetol oAoKANPo. To koydkio 1 1o mePlEXOUEVO TOoV dev Ba Tpémel va
OpvppatiCeron, va dtapeitor, vo dtoAveTol, vo amopvleitol 1| va poct€tal, Kabdg 1 eviepikn
emKOALYM TV ceaptdiny Tomov pellet anotpénet T1g £peBIOTIKEG EMOPAGEIS GTOV YOGTPEVIEPIKO
COANVO.

4.3  AvtevoeiEeig
YnepevaroOnoio o1n 6pacTikn ovcio 1 6€ KATO10 0o T £KS0Y0 TTOV OVOPEPOVTOL GTIV

napdypopo 6.1.
Ynoyio tpoiovcag ToAvesTiokng Agvkogykepaiondadetog (PML) 1 emPeforopévn PML.



4.4 E10kég TPOEOOTOMGELS KAl TPOPVAGEES KATA TN Yp1ion

E&estdoeic aiporoc/epyoctnplokéc eEETAGELC

Negppixn Acrtovpyia

"Exovv mapotnpndel allayég oTic veQpIKEG epyacTNplokes e€etdoelc oe KAVIKEG pehéteg oe aobeveig
oL LVIoPANONKay ce Oepameia pe povpapikd dyuedviestépa (BA. mapdypapo 4.8). Ot KAVIKEG

EMATOGELG CVTMV TOV OAAAYDV eV lval Yoo TEG. Zvviotdton a&loAdynoTn g veepikng Asttovpyiog
(m.y. kpeoTvivn, dlmTto ovpiog aipatog ko avdiveT ovpwv) Tptv and Ty Evapén Tng Oepaneiag, Letd
amo 3 kon 6 pives Bepaneiag, kon Koromy ke 6 £wg 12 pveg, kabds Ko OTmg evoeikvuToL KAVIKA.

Hronikn Aeirovpyia

Dappoxoyevig nratikn BAAPN, cvuneptlapfovoprévng tg adénong tov Nratikov eviopmy

[> 3 popéc 10 avdtato uotoroyko 6pto (ULN)] kat tov emmédmv oMkng yorepubpivig (=2 x ULN)
umopel va tpoxindel amd tn Oepaneia pe povpapiko dipebviectépa. O xpodvog £mc TV eKdNAwoN
pmopei va gtvon NuéPeG, apketég efdopnddeg | mepiocotepo. Eyel mopatnpnBel vroydpnon twv
OVETIOVUNTOV EVEPYELDV LETA T1| Olakonn TG Oepomeiog. Zvviatdtor a&loAdynoT TV
QUVOTPAVGPEPAS OV GTOV 0pd [(T.y. auvotpavopepdon tng oravivng (ALT), acmoptikn
apvotpoveepdon (AST)] kon Twv emméd v olxng xorlepvBpivng Tptv amd v Evapén tng Bepameiog
Kot Kot T S16pKeLd anTng, OTmMG eVOETKVUTOL KAVIKA.

Agppoxdrropo.

Ot acBeveig mov EhaPav Oepameia pe povpopikd dipuebviectépa Hmopel va EKONAMGOVY AepLpoTevia
(PA. mapaypogo 4.8). Ipwv and v Evapén g Bepaneiog pe povpapikd dSuebviestépa, mpEmeL va
mpaypororomfel pa TpdS QAT YEVIKT EETOOT OIHOTOG, GLUTEPLOUPAVOUEVOV TV AELPOKVTTAPWV.

Edv dwamietmbel 0Tt 0 aplOpuoc Tov AEPUQoKVTTAP®OV Elval YOUNAOTEPOC OO TO PLGTIOAOYIKO EVPOC
TIL®V, B0 TPEMEL Vo TpayLoToToleiTon EvOELeNG aELOAGYNON TV TOAVOV OLTIOV TPV otd TNV Evapén
g Oepaneiag. O povpapikdg dpedviestépag dev Exel peketndel oe acleveic pe Tpodmapyovreg
YOUNAOVG ap1BLOVG AEUPOKVTTAPMV KoL OIONTELTON TPOGOYN KOTA TN Bepaneio avtdv TV acBevav. H
Bepancia dev Ba mpémel va Eekivd oe acBeveig pe cofapn Aepgomevia (aptBpog Aepokuttdpov

< 0,5 x 109/1).

Meztd v évapén g Bepomeiag, TPETEL VO TPAYLOTOTOIOVVTOL YEVIKEG EEETACELS QULOTOG,
CUUTEPIAOUPAVOUEVOV TOV AEUPOKVTTAPWV, KAOE 3 Hveq.

Ytoug acBeveig pe Aeppomevia cuvicTdtaor, Aoym avénpévov kvdvvov yio PML, owénuévn
EMAYPOTYNON ®G €ENG:

. H Bepancia Oa mpémel va drokonteton og acheveig pe napatetapévn cofapn Aepgonevia
(op1Opog Aeppoxvrtdpwv <0,5 x 10%9/1) mov empével yio TEPIoGOTEPOVS ATO 6 LNVES.

. Ye aoBeveig e PETPLEG HEIDOGELS TOV amOAVTOL optBpov Aeppokvttdpav >0,5 x 109/ éwg
<0,8 x 10%/I mov mapopévouy yio TePLocdTEPOVS 0mtd 6 UAVES, 1 oYEon KIVOHVOL-0QELOVG TG
Oepameiog pe povpapucod dipebviectépa Ba mpémel va emavosloroynOet.

. Y aobeveic pe oplBpo AEUPOKLTTAPOV KATM 0O TO KATMTATO PUGLOA0YIKO O0pto (LLN), 6mwc
opileton 0o TO EVPOG AVOPOPES TOL TOTIKOV EPYUSTNPION, GUVICTATOL TOKTIKT TOPOKOAOVOTON
TOV AmOALTOV aplOPdV AeppokuTTapmv. Oa mpénel va AopPavovion VoY ot TpdGHeTo
TAPAYOVTEG OV EVOEXETAL VO AEAVOVY TTEPOITEP® TOV LELOVOLEVO Kivouvo yio PML (BA.
VIOTAPAYPOPO oyeTIKA pe Tnv PML mopoakdto).

O1 opBpol Tv Aeppokvttdpav 8o tpénel vo Tapakolovdovvtol pEypL Ty ovakapyn (BA. mapdypopo
5.1). Metd TV avaKopyn Kot orrovucio VOAAAKTIKOV 0EpaneuTiKOV ETAOY®DV, Ol ATOPACELS CYETIKA
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UE TNV emavEVOPEN N OYL TOL POLULOPIKOV dipuedvAecTépa LeTd T dlakomn tng Oepaneiog Oa mTpémetl va
Bacilovton oty KAMvikn kpio.

Moayvntikn topoypaoio (MRI)

[pw and v évapén tng Bepaneiog pe povpapikd dpuebvriectépa, Ba tpémel va eivar Stobéoun pia
apyikn MRI (cuvBwc evtog 3 punvav) og avaeopd. H avaykn yia ntepartépm ansikdvion pe MRI Ba
TPEMEL va eEeTAleTon COUEMVA [LE TIC E0VIKEG Kot TomkéC cvoTdoelc. H ameikdvion pe MRI umopel va
eetaletorl 6to TAaic10 TG AENUEVNC EmaypOTTVYNONG o€ aobeveig mov Bewpeiton 0TL daTpEyovy
avénuévo kivouvo epeaviong PML. Xe mepintoon khvikng vroyiog PML, Oa mpénet vo
npayporonoteiton apécwg MRI yio dtoyvootikodg 6Komong.

IIpoiovca Tolveotiaxn Asvkoeykeporomddeio (PML)

"Exel avapepOei PML ce acBeveic mov élaPav Oepomeio pe povpapikd dpuebovrestépa (PA.
noapdypaeo 4.8). H PML givar piia svkarpiakn Aoipmén mov mpokadreiton omd Tov 16 John-Cunningham
(JCV), n omola pmopet va amoderyfel Bavatneodpa 1 va tpokorécel coPfapn avamnpia.

"Exovv mapovoiootel mepiotatikd PML pe tov povpopikd dipeBulestépa Kot GALL GOPLOKEVTIKA
TPOTOVTA TOV TTEPLEYOLV EGTEPEG POVULAPIKOL 0&€0g eml eddpovg Aeppomeviag (aplOuog
Aep@okLTTAp®V HiKpoTepog omd To LLN). H mapatetopévn pétplo £0¢ cofapr Aepponevia @aiveton
vo avédvet Tov kivovvo PML pe tov povpapucod dipeburiestépa, wotdc0, 0 Kivovvog dev pmopel va
amokAglotel og aoBevelc pe Nma Aeppomnevia.

O1 pocBeTol mapdyovieg mov evogyetar va cupfdriovy oe avénuévo kivouvo PML eni €ddpoug

Aeppomeviog givar:

- N ddpkela g Bepameiag e povuapiko dyuebviectépa. [epiotaticd PML gpgaviotnkay LeTd
amd mepimov 1 €wc 5 ypovia Bepaneiog, moTdC0 M 0KPIPNG oYEoN e T dtdpkela Tng Bepameiog
dev givan yvoot.

- 01 ONUOVTIKEG HELDOELS TOL aptBpov Twv CD4+ kot 101k twov CD8+ T Agppoxvttdpav, Ta
omoia gival GTLOVTIKA Y10 TV 0vosoAoYikn dpvva (PA. mapdypago 4.8) kot

- 1 TPONYOVLEV (VOGOKATAUGTOATIKY 1] VOGOTPOTOTOMTIKY Bepameio (PA. ToPOKAT®).

Ot wpot Ba mpémet va aELlohoyov Tovg ac0eVeic TOVG Y10 VO TPOGIL0PICOVV EGV TO GUUTTOUATO. Elvor
EVOEIKTIKA VEVPOLOYIKNG SVCAEITOVPYIOG KoL, EPOCOV IOYVEL AVTO, EAV TO GCVYKEKPLULE VO, CUUTTOLOTO
eltvar Tomikd I[1X 1 mbovadg vrodonidvovy PML.

Katd 1o mpidto onpeio 1 cvprtopo vrodniotikd tng PML, ) Oeponeio pe povpopikd dyuebviestépa
Ba mpémel var avooTEAAETON KoL ¥PELALETOL VO TPOYLOTOTOLOVVTOL KATOAANAES d1OYVOOTIKEG
agloloynoeic, ovpumeptiapfovorévov tov Tpocdiopicod DNA tov JCV oto gykepalovotiaio vypd
(ENY) péom g pebodoroyiog tng mocoTikng cAvc1d®tg avtidpaong moAvpuepdons (PCR). Ta
ocvuntdpoata g PML evdéyeton va eitvon Tapdpota e autd Liog VTOTPOTG TOALATANG CKANPLVOTG.
Ta yapaktnpiotikd cvopntopate tov oxetitovron pe tnv PML givon mowiia, eEghicoovton kKatd T
d1aprela NUeP®V £m¢ RSOUAd®V Kot TEPIAAUPAVOVY TPOOSEVTIKT adVVOLi0 O 1io TAEVPE TOL
oMUATOC N adeSIOTNTA TOV AKP®V, d10TAPaYN TNG OPACTS Kol GAAAYEC GTOV TPOTO OKEYNG, OTN
UV, KaO®DG Kol GTOV TPOCOVATOALGUO TOL 001 YOUV GE GUYYLOT Kol GAAAYEC GTIV TPOCOTIKOTNTO.
Ot wrpot Ba mpémet va givar o€ 1310iTEPT EYPRYOPON MG TPOG TO CUUTTMUATO, TTOL VTTOdNA®VovY PML
T, ool pumopel va mepdcsovy amapoatrpnta amd Tov acevr. Ot acBeveic Ba mpénet emiong va
oVUBOVAEDOVTAL VO EVIILEPMVOLY TOV GUVTPOPO 1 TOLG PPOVTIOTEG TOVG GYETIKG e TN Oepameia Tovg,
KaOMDG EKEIVOL EVOEXETOL VO TOPOTNPTICOVY GUUTTAOWATO TTOL 0 acBeVIC dev avTihapPdaveTar.

H PML pmopet va mopovctoctel Loévo mapovasio Aoipwéng and tov 16 JC. o npénet va Anedel vroyn
ot N enidpaon G Aeppomeviag otny akpifeia tng e€étaong aviicopdrov kotd Tov JCV otov opd
oev €xel peretnBel oe acBeveig mov AapPdvouv Bepaneia pe povpapikd dpedviectépa. Oa mpémet
emiong va onuelmdel 0Tt pa apyntikn e€€taom yia avticopate Kotd tov JCV (tapovoia
QLVG1OAOYIKOD aPlOOV AEUPOKVTTAP®YV) dev amokAgicl TV mBoavoTnTa EMaKOA0LONG Aoluméng amod
tov 16 JC.



Edv kdmolog acOevrg exdnidoet PML, o povpapikdg diuebviectépoc mpémel va. 010KOTEL OPLOTIKA.

IIponyoduevn Oepomeio LE OVOGOKATOCTOATIKES ] OVOCOTPOTOTOINTIKES OEpomeiec

Agv éxovv Tpaypoatonombel peAéteg mov va aELOA0YOVV TNV OTOTEAEC LOTIKOTNTO KOl TV 00 QOAELN
TOL POVLUOPIKOV dpueBuieotépa katd T petdfocn acbevav amd dAieg Depameieg TPOTOTOMTIKEG TNG
VOGO 6€ oLLaPIKo dipeBviestépa. H cupBoin tponyoduevng avocoKataoTaATIKNG Oepaneiog otV
exdnrioon g PML o ac0eveic mov Aappdvovy Bepaneio e povpopucd dipeburectépa givor mbovn.

[eprotaruca PML £xouv avapepBel og acBeveig mov elyav Aafer mponyovpévmg Bepameia e
votoMEovpaunr, yio tnv onoio. 1 PML anotedel texunplopévo kivouvo. Ot atpoi Oa tpémet va £xovv
oy 01t Tepiotatikd PML mov epeovifovtor petd and npdcseatn d1oakomn g vatoAl{ovLapumng
EVOEYETUL VO, UMV cVVOOEDOVTUL OO AEUPOTEVIQL

Emn\éov, n mieiovotnra tov emPefoumpévov tepiotatikov PML pe poopopikd dipuebviestépa
EUQavioTNKe € AGOEVEIC e TPOTYOVLLEVT] OIVOGOTPOTOTONTIKT Oeparmeia.

Katd ™ petéfaon aobevav and kdmoio GAAN Bepameia TPOTOTONTIKY TNG VOGOV GE (POVLLAPLKO
opuebvreatépa, 0 ypovog nuicelog CoNg kot o TPOTOG dpdong T GAANG Bepaneiog mpémet va
Aapévovton vdYn TPOKEEVOL VO, amoPeVyDel 1 TPOcHETIKY OVOCOLOYIKY EXIOPACT], LELOVOVTOG
TOVTOYPOVA TOV KIVOLVO ETAVEVEPYOTOINGTG TNG TOAANMANG GKANPUVGTG. ZUVIGTATOL VOl
TPOYLOTOTOLEITOL Lol YEVIKT €EETOoN aipaTog Tpy amd tnv Evapén tng Oepameiag e povuapiko
dpefuiecTépa Ko TOKTIKA katd T drdpkeia tng Bepameiog (PA. «E&etdoeig aipatog/epyaotnplokég
e€eTdoEID) TUPUTAVD).

2oBopn VEOPIKA | NTOTIKH OVGAELTOVPYIO.

O povpopukcog dpuebvieostépag dev €xel pehetnBel o acBeveic pe cofapn veppikn 1 NroTIKn
OVGAELTOVPYIN, CUVERMC AmOLTEITOL TPOGOYN KaTd TN Oepaneia avtmdv TV aclevav (PA.
Topdypago 4.2).

YoBopn evepyn vOGOC TOL YOG TPEVIEPLKOD

O povpopukcog dpnebviestépag dev €xel pehetnBet oe acbeveic pe cofopn evepyn voso tov
YOO TPEVIEPIKOD, CUVETME OMULTEITAL TPOGOYN KaTd TN Ogpameia avTtmdv TV aclevay.

Epufpiacn

g KAMvikég dokipéc, 34% tov acBevmv ot omoiot Elafav @ovpapukd dipnebviestépa mapovsiacay
epvOpiaon. Xy mAerovotnta tov acbevdv ol onoiol mapovciocav epudpiact, avTi NTOV NG 1|
puétprag cofapotnrag. Asdopéva amd LEAETEC e VYLElG €0EAOVTEG VTTOOEIKVOOLY OTL 1 GYETILOMEVT] LLE
TOV POVpLOPIKO duebvisatépa epubpiaom givar mBavo vo pecorafeiton amd mpostoayravdives. ‘Evag
Bpoydc kbxkdog Bepaneiog e 75 MY akeTVAOGAAKLAIKOD 0E£0G YMPIg EVIEPIKTN EMKAAVYT UITOPEL VO
glval emmeeAng o acbeveic mov gpeaviCovv un avektn epvbpiacn (PA. mapdypago 4.5). Xe 6vo
peAETES VY1V BEloVImY, LEIOBNKE 1 ELEAVIOT] Kot 1] GoPapdtnTa Tng £pvbpiacmng yio To ddoTnua
NG mePLOO0L YopNynong d0cmng.

Ye Khvikég dokipég, 3 aobeveig and tovg cuvolikd 2 560 acBeveig mov Elafov povpopikd
dpebvrectépa mapovsiocav coPapd cvuntdpata epvbpiocng, To omoio TV TOAVOV OVTIOPAGELG
vrepevacOnoiog 1 avaeLAOKTOEIDEIG aVTIOPACELS. AVTEC 0L aveTBOUNTEG EVEPYELEG OEV NTAV
amenTcég yia ) {on, aAld 0dnynoav oe voonieio. Ot cuviayoypapovvieg 1aTpoi kon ot acBeveig Ba
TPETEL VO, EIVOL GE EYPTYOPOT) GYETIKA LLE TO EVOEYOLEVO ELPAVIONG COROPDV 0vTId pacE®Y £pLOpioomg
(B\. mapaypdgpovg 4.2, 4.5 ko 4.8).



AvoQulaxtikéc avTidpacELC

"Exovv avapepBei meprotatikd avapuia&iog/avapuAaKTogldong avtidpaong LeTd T Yop1ynon
eovpaptkol dipebviecTtépa petd TV Kukho@opia Tov TPoidvTog oty ayopd (PA. mopdypago 4.8).
Yto ovpumtopoato propel vo mepiiopfévovron dvomvola, voéia, vTOTAoT, ayyelooidnua, e&avlnua
Kkvidwon. O unyavicpog eraywyng tng avopuiosiog and tov povpopikd dipebviestépa dev givar
YVOGTOC. AVTIdpacelg Yevikd eppavifovtal Letd Ty TpadTn 6001, 0AAA LTOPEL ETIONG VA ELOAVIGTODY
OTOLOONTOTE OTIYUN KOTA TN d1dpKela TG Oepameiog Kot umopel va, eival coPopéc Kol ameAnTIKEG Yo
™ Con. Oa Tpémet va divovton 0d1yieg 6Tovg acOeVElS Vo, S10KOTTOVY TOV POVHOPLKO d1eBLAESTEPQ
Kot va. ava{nTovV GUECT] LOTPIKT PPOVTIdN EAV TOPOVCLAGOLY onpein 1] cvunTdpoTa avagvAiasiog. H
Oepomeia dev Oa mpémel va Eekva ex véou (PBA. mopdypogo 4.8).

Aodéeig

Y eELeYYOUEVES LE EIKOVIKO PApLOKO LEAETEG PAoNS 3, 1 eMiTTOOT TV AOUOEE®V (60% Evavtt 58%)
Kot TV coPapadv Aopadtemv (2% Evavtt 2%) Nrav moapopola og aobeveic mov EhaPav Oepaneia pe
QOVLLOPIKO dUEBVAECTEPQ 1) EIKOVIKO PAPLOKO, OVTIGTOLYO. L25TOCO, AOYM TMV VOCOTPOTOTOUTIKMV
1010TNT®V TOV PoLpaPIKoD dipedviestépa (PA. mapdypapo 5.1), edv kdmolog acHevig exdNA®GEL
cofopn Loipwén, Oa tpémel va eEeTacTel TO EVOEXOUEVO AVOGTOANG TNG Bepameiog e Povpoptkd
dpuebvreatépa kot Oa Tpémet va emava&toAoynovv ta opELT Kot o1 Kivouvol Tptv amd Ty enavevapén
g Bepameiag. Ot acBeveigmov Aapfdvouv povpopuco dipeduleotépa Bo Tpémel vo Kabodnyovvtar va
AVOQEPOVY TO CUUTTMOUATO TOV AOUOEEDY oTOV 10Tp0o. O acbeveig pe coPapég Louméelg dev Ha
npénel vo Eektvov Bepomeia pe povpaptkd dpedviestépa uéypt TV VIOYOPNCT THG(TOV)
Aotpoéng(ewv).

Agv mapatnphnke avénuévn erintmon coPapdv Aonbtemv e acheveic pe aptdpovg
Aeppokvttapwv < 0,8 X 10%/1 1 < 0,5 x 10%/1 (BA. mapdypogpo 4.8). Edav n Ogpaneia cvveyiotei
Tapovcia PETplag £mg coPapng TOPATETAUEVNG AELPOTEVIAS OeV Umopel va amokAEloTEl 0 KivOuvog
gukonplokng Aoipméng, cvumeptapPavopévng tmg PML (BA. mapdypapo 4.4 vromapdypoapo PML).

Aowoéeic and Epmnto LooTnpo

"Exovv avagpepBel nepiotatikd Epmnto {ootrpa e Tov povpoptkd dipedviectépa (PA.

Topaypa@o 4.8). Ttnv mlelovotnTd ToVg, Ta TEPIGTATIKG T T Un cofapd, ®oTdG0, EX0VV
avaeepBel coPfopd meprotatikd, ota omoia cvupmeptAapufdvoviat o didyvtog Epmng {wotnpag, o
opBaiukog Epmng Lwotnpoag, 0 oTikog £pmng Lwotnpag, 0 €pmng (oTNPaC Le EKONADCELS OO TO
VELPIKO GUGTNUA, 1 UNVIYYOEYKEPOAITIOO amtd Epmnto {MOTNPO Kot 1) UNVIYYORVEAITIOO 0o EpmnTal
{wotnpa. Avtég ot avemBounteg evépyeleg UTopel vo TPOKHYOUV OTOLOONTOTE GTIYUN KUTA TN
diapxeta g Bepoameiog. O acbeveig Ba mpémet vo TapoakolovBovvToL Yo GTLELN KOl GUUTTOLATO
épnnra LooTNpa, E01KA GTNV TEPITTMOGT) TOV AVOPEPETAL GLUVLTTAPYOVGH AELLPOTEVIQ. XE TEPIMTMOT)
ekdNAmong épmnra Lwotipa, Oa tpénet va yopnyndel katdAAnin Bepancia yio tov épnnta {oothpa.
Oa mtpémel va eEeTdleTan To EvOgYOUEVO dloKOmNG TNG Oepaneiag o acbeveic pe cofopéc AOUMEELG
uéypt v voydpnomn g Aoipwéng (PA. mapdypapo 4.8).

"Evopén tne Bepomeiog

H Bepancia Oa mpémetl va Eekivad otadioxd Tpokelévou va petwdel n epedvion gpubpioong kot
YOG TPEVIEPIKOV avemBOUNTOV evepyeldv (PA. Tapdypago 4.2).

>ovopopo Fanconi

"Exovv avapepOel tepiotatikd cuvdopdpov Fanconi pe tn ypnomn evog QopraKeLTIKOD TPOoidvTog Tov
TEPLEXEL POVULAPIKO d1ueBvAETEPA GE GUVOLAGLO LE GALOVG EGTEPEG TOV POLLLAPIKOL 0&Eoc. H
TpOIUN d1dyveoT Tov cuVOPOoL Fanconi ko 1 drakornn tng Oepanciog pe povuapikod dipuebviestépa
glval oNUOVTIKEG Y10 TNV TPOANYN TNG ELPAVIOTC VEPPIKNG OVCGAEITOVPYIONG KOl OGTEOUOAAKLVONC,
kabag To ocvuvdpopo givar cuvnBmg avaotpéyipo. Ta mo onpovtikd onueio eivol: Tpmteivovpia,
yAvkolovpia (e PLGIOAOYIKA EMITES O CAUKYAPOL GTO OiLa), LIEPAUIVOELOLPIN KOl POSPATOVPIN



(mBavadg cvvumdpyovca pe vropowopatopic). H eEEAEN g vocov pmopet va meptiopPavet
CUUTTOUOTO OTTOC 1) TOALOVPLN, 1 TOAVI WYL KOL 1) EYYOC UVTKT advvopio. Xe CTAVIEC TEPINTOCELS,
UTOPEL VO TPOKVYOVV DTOPOC POTULLIKT OGTEOLOANKVUVG LLE 1] EVIOTIGUEVO OGTIKO TOVO, OENUEVL
EMMED O AAKOAIKNG POGPATACNS GTOV 0pO Kol KaTAypoTo omd vrepPoiikn emniapovvon. Eivar
onuavtikd va onpelmdet 6t1 To cHvdpopo Fanconi umopel va exkdnrwbei yopic avénuéva emimeda
KPEATVIVIG 1] YOUNAO pOUO omelpopatikig S1nong. X TEPITTOON AGAPMY GLUTTOUATOV, Oa
npénel va eEETaoTEL TO EVOEXOLEVO GUVEpOUOL Fanconi kot va dievepynBolv ot katdAinieg e€etdoelc.

Ilepieyduevo o vatplo

AvTo TO PUPLOKEVTIKO TPOTOV TTEPLEYEL Aydtepo amd 1 mmol vatpiov (23 mg) avd ko diio, givar
avtd mov ovopdlovpe «ehevBepo vatpiovy.

4.5  AMAemOpacels pe GALA QUPUUKEVTIKA TPOIOVTU KOl GAAES popPES aAnieniopaong

Avtiveomhaonatikéc Oegpaneiec, ovoookataoTalTikEC Depaneiec N Oepomeiec e KOPTIKOOGTEPOELON

O povpopikog dipedvrectépag dev Exel pehetndel 6 GULVOVAGHO LLE OVTIVEOTANG LOTIKEG N
OVOGOKATUGTOATIKEG Beparmeieg, GUVENMG AOLTEITAL TTPOGOYN KATA TNV TOVTOYPOVI] YOPNYNOT). L€
KMVIKEC LEAETEG YL TNV TOAAOTTATY, CKANPLVGT, M TOwTOYPpOoVN Bepomeia vTOTPOTTAOVY UE Ppoyd KOKAO
EVOOPAEPLOV KOPTIKOGTEPOEIODV OEV GUGYETIOTNKE LE KAIVIKA GYETIKT OENCT TV AOUMOEEWDV.

Eppora

H ovyyoprynon un {ovrov epuforiov cOpeova pe to eBvikd Tpoypappioto epporitacumy 0o mpémel va
eetaleton katd ) d1dpkela Tng Oepameiog pe povpapikd dipebuieotépa. Xe Lo KMvua] LeEAETN otV
omoia cvppeteiyov cuvolikd 71 acBeveic pe YAIIE, or acBeveic vid aymyn e povpapikod
duebvreotépa 240 mg 600 popég nuepnoimg yia tovAdytotov 6 uiveg (N = 38) N pe un TeykvMopévn
wtePEEPOVN Yo ToVAGytotov 3 pveg (N = 33), avéntuéav pio cLYKPIoIUT aVOGOAOYIKY amdKplon
(mov opiletan ¢ avénomn > 2 eopég amd TOV TITAO TPV Kol LETA TOV EUPOAAGIO) 0TO TOEOELOEC
TETAVOL (OVOUVNGTIKOG EUPOALOGIOG) Kal GE £VO GLLEVYUEVO TOAVGOKYOPLOKO ELPOALO
UNVLYY1TI00K0KKOV opoouddag C (veoavtiyovo). Q6T0060, 1 avOGOLOYIKT OTOKPLGT) GE S10POPETIKOVG
opOTVTOVG €VOG U1 GLEELYUEVOL 23-3VVOLOV TOAVGAKYOPLOTKOV EUPOAIOV TVELILOVIOKOKKOV
(avtryovo ave&aptnro and 1o T-k0TTOPO) TOIKIAAE GE aUPOTEPES TIG Opddeg Bepameing. OeTucy
OVOGOAOYIKT] aOKPLoN, 1 ool opileton g pia avénon > 4 eopég 6Tov TiTAO aVIICOUATOV 6T TPia
euPortLo, emTedyOnKe og AydTEPO ATOUO GE OUPITEPES TIC OpLadeS Oepameiag. [TapatnpnOnikoy uikpég
ApOUNTIKEG S10POPES BTNV OTOKPLOT 6TO TOE0ELDEG TETAVOV KOl TOV TVEV LOVIOKOKKIKO
TOAVGOKYOPIT 0POTLTOV 3 VIEP TNG OUASAC TNG UN TEYKVAMMUEVNG VTEPPEPOVIG.

Agv drotiBevtor KAVIKE S€00UEVO GYETIKA LLE TNV OITOTEAEGUATIKOTNTO KOl TV ACPAAELD TV {OVIOV
eEacBevnuévov epuPorwv oe acBeveig mov Aappdvovv Beponeia pe povpopucod dpedviectépa. Ta
euPorto pe COVTEC LIKPOOPYOVIGLOVE EVOEYETAL VO, EVEYOLV aENUEVO Kivouvo KAvIKNG Aoipméng Kot
dev Ba pémel va yopnyovvtal e acBeveic Tov AapPdavovv Bepameia pe povpapikd dipebviecTépa
EKTOG €0V, 0€ EENPETIKEG TEPIMTMOELS, LTOG O dVVNTIKOG Kivovvog Bewpeitan 0Tt avtictaduileton and
TOV KIvOUVO IOV d1aTPEYEL TO ATOUO AOY® TOV Un EUPOALOCLOV.

A0 TOPAY®YO TOL QOLLLOPLKOVD 0EEOC

Katd ™ didpreia g Bepaneiog pe povpoapikd dipebviestépa, Oo mpémel vo omoedyeTon 1
TAVTOYPOVN YPNOT GAA®V TOPAYDY®OV TOV POVLAPIKOD 0EE0G (TOTIKMY 1) GCUGTNUOTIKMV).

e avBpadTous, o povpapikog dipeduiectépas petaforiletor exteEvmg omd £6TEPAGES TPOTOD PHAGEL
0T GLGTNUOTIKY KUKAOPOPia, EVOD LeTaPOMIETON TEPALTEP®D LEC® TOL KUKAOL TOV TPIKOPPOELAIKOD
0&£0¢, YPig TN GLUKUETOYN TOV GLGTNHOTOC TOL KLTOYPp®uatog P450 (CYP). Agv avayvopictnkay
dvvntikoi kivovvor oAANAemdpdocwv amd in Vitro uedéteg avaotolng kat exoymyng tov CYP, omod
LEAETN LE P-YAVKOTPMTEIVI 1] 0O HEAETEC DEGLEVOTG TOV POVLAPIKOD dUEBVAEGTEPO KOL TOV
eovpapkol povopedvieatépa (tov Pactkol petafoiitn Tov povpapikol dipebvieotépa) omd



TPOTEIVEC.

Emdpaceic GA®Y 00610V 6TOV @OLULOPLKO dpnedulesTépo

Yuvi01 XPMCILOTOLOVLEVE POPLOKEVTIKG TPOIOVTA G€ acBevels e TOAAUTAT, CKAPUVGT], EVOOUVIKN
wepeepovN Prta- 1o ko o0&k YAATIPAUEPT], SOKILACTIKAY KAVIKA Y10, SUVITIKEG OAANAETIOPACELS
LLE TOV QOVLULOPIKO duefvAEcTEPQ KOt OV LETEPOAAY TO QOPLLUKOKIVIITIKO TPOPIA TOL POVULOPIKOV
ouebvieatépa.

Yroyeio amd peréteg e vylelg e0eAoviég vITOdEIKVDOVY OTL 1) GYETILOUEVT LE TOV POVUOPLKO
opebuieatépa epubpiacm eivor mbBavo vo pecorafeitor omd TposTayravdiveg. e d00 LEAETEG VYLDV
gfelovtmv, N yoprynon 325 mg (| 1000VVOLOV) UKETVAOCUAIKVAIKOD 0EE0G YMPIC EVIEPIKT
emkdivym, 30 AenTd TPV oo TOV POVHOPIKO dpeBVAESTEPQ, TTOV YopMYNONKAY Y10 SLAC TN

4 nuepav Kat yio Staotnpo 4 foopnadwv, avtictoryd, v LETEPAAE TO PAPULOKOKIVNTIKO TPOPIA TOV
QovpapLkoD dipebvieotépa. Ba Tpémel va AneOovv vToY™ o1 Thavol kivduvol Tov oyetilovion pe T
Oepameio pe akeTVAOCOAKVALKO 0D TTPLY amd TN GLYYOPNYNON HE POVUOPIKO diuedviecTépa o€
acOeveic pe YAIIZ. Aev £xet peletnBei n poaxpoypovio (> 4 efdopdadmv) cuveyng xpnon
AKETLAOGOATKVALKOV 0&E0G (PBA. Ttopaypapovg 4.4 ko 4.8).

H tavtoypovn Oepameio pe veppoto&ikd QoplakevTIkd TpoidvTo (OTmMG apivoyALKOGIdES, d10VPNTIKA,
L1 GTEPOEIDT OVTIPAEYLOVOON QappaKa 1 AB10) evdéxeTon vo avENCEL SVVITIKA TIC VEPPIKES
avemBounteg evépyeteg (m.y. mpwteivovpia, PA. mapdypago 4.8) ce acBeveic o1 omoiol Aapfdvouy
@ovpopikod owpedvieatépa (PA. mopdypoago 4.4 E&etdoelg aipatog/epyaotnplokéc eEETAGEL).

H xatavidlmon LETPL®V TOGOTNTOV OVOTVEDLLOTOG OV LETEPOAE TNV £KBEGT] GTOV POVULOPIKO
ouebvdeatépa Ko 0ev cVoYETIOTNKE e aénon Tev avemBountev evepyeimv. H kotavilmon
UEYEA®VY TOGOTHTMV IGXVPDV AAKOOALOVY®V TOTMV ([Le 0AKOOAKO Bafpd peyardtepo omd 30% kat’
0YK0) Oo TPETEL VAL AMOPEVYETOL Y10l LL10L DPOL OO T AT TOV ovpaptkol dpedvuiectépa, KaBOG TO
OVOTVELLLOL EVOEYETAL VAL 00N YNOEL GE QLENUEVT GUYVOTNTO YOG TPEVIEPIKMY OVETLHVUNTOV EVEPYEUDV.

Emdpdoeic Tov @ovpoptkov StueOVAEGTEPH GE GALEC OVGIEC

In vitro peAéteg emaywyng Tov CYP dev katédei&av aAAnAenidopoct HETAED TOV POVULOPIKOD
SUEOVAESTEPA KOL TOV AVTIGVAANTTIK®OV 0tO TOV GTOMOTOG. X [iol iN VIVO peAétn, n cuyyopriynon
TOL POVUOPLKOV d1eBvAeaTépPa e £Va GUVOVAGIEVO AVTICVAANTTIKO atd TOL GTOUATOG
(vopyeotiudrn kot a0 vorloloTpadiorn) dev TPOKALECE OMOLUONTOTE GYETIKN LETAPBOATY oTnV £kOeon
0€ OVTIGCVAANTTIKG amd TOV 6TONATOG. AgV £XOVV TPoyLaTomomOel HEAETEC AAANAETIO PACEDVY LLE
OVTIGVAANTTIKA OO TOL GTOUOTOG OV TEPLEXOLY AALA TPOYEGTAYOVA, MGTOGO OEV OVOUEVETAL
EMOPOCT) TOL POVLAPIKOV dpeBvAesTEPO GTNV £KBEGT TOVG.

ITondratpikdc tAnfvondc

MeAéteg aAANAETO pACEDY £XOVV TPAYLOTOTOMOEL LOVO GE EVIAIKEG.
4.6 Tovipémro, kinon kat yaiovyio

Kdnon

Yndpyovv dedopéve and oYeTIKA TEPLOPIOUEVO aplOd YKOOV YOvaIKOV (TEPTM®GELS EKPaomg
komong peta&d 300-1.000), pe Baon Eva unTpm®O KVAGEDVY Kot TIG awOOPUNTES AVOPOPES LETE TNV
KLKAOQPOpPia TOV TPOTOVTOG GTNV Ayopd. XTO UNTPMO KLHGEMY TOL POVUAPLKOVL dipedviectépa,
Kataypaenkov 289 mpoontikd cvAAieyDeiceg ekfacelc KiMong o€ acBeveig e TOALUTAT GKANPLVOT
mov glyav extedel oTov povpapicd dipebvreotépa. H didpeon didpkela tng £kBeong oTov POVLLAPIKO
opuebvreatépanray 4,6 efdouddeg khnong e mepropopévn EkBeom LeTd TV £kt €fdOUAd KOOGS
(44 exBhoeic komong). H ékBeon otov povpoptkd diuebviectépa KOTA TN SLAPKELD TOGO TPDIUOV
oTadi®V TNG KOOGS KATAdEIKVOEL TN LN VTapén ovyyevoy SueTAAGIOV 1| TOEIKOTNTAS GTO
éuPpvo/veoyvd oe olhykpion pe Tov yevikd mAnfucud. O kivouvog Tng mo paxkpoypdviag EkBeong otov



Qovpoplko dtpedviestépa 1 TG £kbecmng o€ mo Oy oTdd1o TG KONoNG dev gival YvwoTOG.

Melétec o (da katédei&av avomapaywyikn to&ikdtnra (PA. mapdypapo 5.3). Q¢ mpoinmtikd pétpo,
glval TPOTIUNTED VO ATOPEVYETOL 1 YPNOT] TOL POVUOPIKOD dpuedvAecTEPO KT TN S1bpKELD TNG

Komomng. O povpopikog S1eBvAecTEPOG Ba TPETEL VO, XPTCLLOTOLEITOL KATA TN SLUPKELD TNG KONONG
LOVo €Gv omotteiTon cop®S Kot Gv TO TOAVO OQeLOC dikatoroyel Tov mBavd Kivovvo yia To Eufpuo.

Oniaoudc

Agv givon yvoot6 gdv 0 povpapikdg dipebuiectépac 1 ol petaforitec Tov amekkpivovtal 6To
avBpomivo yéAa. O kivdvvog ota veoyévwnta/Bpéen dev umopet vo anokieiotel. [pénet va
amo@aciotel v Oa droxomel 0 ONhacpog 1 av Ba dtoomel 1 Oeponeio Le TOV POVUOPIKO
dpebvreatépa, AapPavovtog Loy To0 OQELOG TOL ONAAGLOD 1o TO TOLdL KOl TO OPEAOG TNG
Oepameiog yio T yovaika.

Tovipdtnta

Aev vmdpyovv 6ed0UEVO CYETIKG LLE TIG EMOPAGELS TOV POVLLAPIKOD SIUEBVAESTEPA OTIV OvOpOTLVN
yovipotnro. Aedouéva omd TPokAMVIKEG LEAETES HEV DTTOSEIKVOOLY OTL O POVLLAPIKOG O1EBVAESTEPOC
umopel va oyetiCeton pe avénuévo kivovuvo peimong g yovipotnrog (PA. mapdypago 5.3).

4.7 Emdpaceig 6Ty IKEVOTITO 001YN0NG KL (EPICHOV PN OVHLATOV

O povpapikog diueBvriectépag dev £xet Kopio 1 £l AGNULOVTY ETOPACT] GTNV IKOVOTITA 0ONYNONG
KO XEPLGLOD UNYOvVNLLAT®V.

4.8 AvemBounteg evépyeieg

20VOYT TOV TPOPIA 0GQAAELOC

Ot mo ovyvég avemBounteg evépyeteg eivar 1 epvpioon (35%) ko Ta yootpeviepicd coppdpota

[6nradn drappora (14%), vavtio (12%), kothakd dhyog (10%), diyog dve kothokng ydpog (10%)].
H epvBpioomn kot ta yaotpeviepikd coppapato teivouv va EEKIVoUV 6Ta apyikd oTddia tng Bepameiog
(1draitepa Kot TOV TPAOTO PvaL) kot o€ aobeveig o1 omoiot eppavifovv epubpiacn Kol yooTpEVTEPIKA
ovupdpata, evogyeTal avTd vo cuVEXIGOLY Vo, epeavilovtal, Katd dtacTiuata, KaBoin t dibpkela
g Oepameiog pe povpapiko dyuebviectépa. O o GLYVE OVOPEPOLEVES OVETIOVUNTES EVEPYELEC TTOV
odfymoav o draxomn tng Oepanciog eivar n epvBpiaomn (3%) kot T yaoTpeviepikd cvppdapota (4%).

Ye eheYYOLEVEG LLE EIKOVIKO QAPLLOKO KOl GE U1 ELEYYOUEVES KAMVIKEG PLeEAETES pAoNg 2 Kot 3, £xOUV
ovvolkd AaPet povpapikd dipedviectépa 2.513 acBeveis yia ypovikéc mepliodovg Emg kan 12 €n, pe
ovvolkn £ékBeon toodvvapn pe 11.318 avBpomo-£m. ZvvoAika 1.169 acBeveig £yovv AdPel Oepancia
LE POVLOPLKO duebLAEGTEPO Y00 TOVAGYIGTOV 5 £ Kot 426 acBeveic £xovv AaPetl Oepameio pe
Qovpopko dipebvisotépa yro tovAdyiotov 10 étn. H epmeipia oe pun eheyydpeveg KMvikég SOKIUES
glval cOPUEMYN LE TNV EUTTELPIO GE EAEYYOUEVEC LE EIKOVIKO QAPLLUKO KAIVIKEG OOKIEG.

Kozdhoyoc Tov avemBounT®mv EVEPYELOV GE LOPON TIVOKAL

2TOV TOPUKATM TIVOKO, TOPoLSTIAloVTaL Ol AVETIOVUNTEG EVEPYEIEC TTOL TPOKLITTOVY OO KAIVIKEG
LLEAETEG, LETEYKPITIKEG LEAETEC AGPAAELNS KO VOOPUNTEG OVAPOPEG.

Ot avemBounteg evépyeleg mopovotdlovial BAcel TPOTIU®HEV®Y dpav Katd MedDRA, avd
Katnyopioa/Opyovikdé Zvompo. H exintoon tov mopokdto avemBOUnTov evepyeldv S10TuTmVETOL
COLOOVA LE TIG TOPOKAT® KOTyopies:

- [ToAd cvyvég (> 1/10)

- Yuyvég (= 1/100 g < 1/10)

- Oyt cvyvég (= 1/1.000 émg < 1/100)

- Ynavieg (> 1/10.000 émg < 1/1.000)
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IToAb omdvieg (< 1/10.000)

Mn yvootég (n ovyvotnta dev umopel va, ektiundet pe fdon ta drobéoipa dedopuéva)

Katnyopia/opyavikd cdotpa

ocVp@ova pg 1 Pdon oedopévav | AvemBount evépyera f&%ﬁ;ﬂ :1(1@
MedDRA
AOOEELS Kal TOPAGITDOGELG Taotpeviepitidon Yuyvég
[Ipoiovoo TOALEGTIOKY M .
Aevkogykeparomafeio (PML) 1l YVOOTES
"Epnng {ootpag Mn yvootég
Awotapoyég Tov aipatog Kot Tov Agpopomevia Xuyvég
AELLPIKOV GLUGTNLLOTOG Agvkomnevia Xuyvic
®pouponevia Oy cuyvég
Alotapoyég ovosomomTIKon YrepegvasOnoia Oy ouyvég
GUGTNUOTOS Avapoiatio Mn yvooTéC
Abvomvola Mn yvooTé
Yro&io Mn yvoGTéC
Yrotoon Mn yvooTéC
Ayyelooidnua Mn yvooTéC
Aqupaxég TOL VELPIKOV AicBnon Kavsou Suyvéc
GUGTNHLLOTOC
Ayyelokéc dratapayés EpufBpiaon [ToAV cuyvéc
‘E€aym Yuyvég
AvomvevoTikeg, Bopakikég
SaTopoyEG KoL d1aTapPoyEG Pwoppora Mn yvootég
uecobwpoakion
Tlaotpeviepikég droTapayéc Aldppoia IToA0 Guyvég
Noavtia IToA) Guyvéc
ALlYOC Vo KOIALOKNG YDPOS IToA0 Guyvég
Kou\oxod dAiyog IToAV Guyvéc
‘Epetoc Zoyvég
Avomeyia Xuyvég
loaotpitidn Suyvég
Awatopoym T Suyvéc
YOGTPEVIEPIKOD
Hrotoyolikég dratapayég Avénpévn aoTopTIKY Suyvéc
QULVOTPOVGPEPACT)
Avinpgvn AULVOTPOVO PEPAOT) Svyvéc
NG CAOVIVIG
Hn’uru’dﬁ BAGPN emayopevn SHéviee
amd QAPLOKO
Awtoapoyég Tov déppatog kot tov | Kymopdc XuyvEC
VTOSOPLOL 1GTOV E&évOnua Suyvéc
EpvOnua Suyvég
Alonexia Xoyvég
AloTapayes VEop v ot [Ipwteivovpia Yuyvéc
OVPOTONTIKOD GUGTHLOTOG
I'evikég dratapoyég Ko KATOoTACELG , , .
o1 0£6n YopiyoTC AioOnon Beppod Yoyvéc
Alepevvicelg Mé£Tpnon KETOVAOVY GTa, 0VpaL IToA0 Guyvég
ngovma Aevkopativng ota Svyvéc
olpa
Melopévog aptfpog Suyvéc

AEVKOKVLTTOPMV
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Ieprypaon emAeynévev avemOUNTOV EVEPYELDV

Epvbpiaon

3T16 EAEYYOEVEG LLE EIKOVIKO QAPLOKO LEAETES, 1) emimTmoT) TNG pLBpinong (34% évavtt 4%) kot Tov
eEayenv (7% &vavtt 2%) Nrov avénpévn o acBeveig o1 omoiot EhaPav Bepancia e POLLOPLKO
ouebuvrectépa cLYKPITIKA e aoBevei ol omoiol Edafav etkovikd pdppako, avtictorya. H epvbpiacn
ovyVa TEPLYpapETOL G EpLBpiacT 1 e&dyels, oA pmopel va mepthapPével kon dAlo copPapoTa (mT.y.
Bepuotnro, epuOpoTNTa, KMo o Kot aicOnomn kavcov). Ta copPdapata epuBpiacng teivouv va
Eexvouv oTa apykd otddia tng Bepaneiog (1diaitepa Katd TOV TPOTO Pivey) Kot o€ acBeveis o1 omoiot
Tapovctdovv epulpiacn, ovtd To copfapata eivar Svvatody Vo GLUVEXIGOVY Vo ELEOVICOVTOL KOTA
draotpato kKaBOAN ™ didpkela tng Oepomeiog pe eovpapikd dipebviectépa. Te acheveic e
gpvOpiaon, n TAelovotnTa TApovGiace cuuPdpata eppdpiacng Tov HToy NG 1 LETPLOGC
cofapdtnrog. Zuvortkd, 3% tmv acBevav ot omoiot Eafav Bepameio pe povpapikd dipnebviestépa
dtékoyav ALoyw epvBpiaong. ZoPapn epvbpiact, n onoia puropel vo yopaxtnpileTor amd YEVIKELUEVO
epuONua, e€avinuo /kat kvnopd, Tapatnpndnke og Aryodtepo amd 1% tov acbevov ot omoiot Elafav
Oepoameio pe povpopikd dyuedviectépa (PA. Topaypdapovg 4.2, 4.4 ko 4.5).

Tootpevrepixéc avemBountes evépyeieg

H enintoon tov yootpeviepikmv copfopdtov (1., odppow [ 14% évavtt 10%], vovtia [12% &vavtt
9%)], dAyog v kothtoxng xopag [10% évavtt 6%], kothoxo dAyoc [9% évavtt 4%], éuetog

[8% évavti 5%] kon dvomeyia [5% Evavtt 3%]) nrav ovénpévn o€ acbeveic o1 omoiot Elafav Oepameio
LE POVLOaPLKO dipeBuAeoTépa GLYKPLTIKG e acBeveig ot omoiot EAaPav EIKOVIKO GAPLOKO, AVTioTOT 0
Ot yootpevtepkéc avemBounteg evépyeleg Teivouv va EEKIvoOV GTa apykd otddta tng Oepameiog
(1draitepa KaTd TOV TPAOTO PVEL) Kon 6€ 0o0gVEG 01 00101 T POVGLALOVY YOO TPEVTEPIKA CULUPALLATO,
avtd elvor duvatdv va cuveyicovv va epeavifovral Katd dtactiuoata KoBoAn ) didpKela Tng
Oepameiog pe povpopucod dipuebviectépa. XNy TAelovoTnTo TOV 0c0EVAOY 01 0Omoiol Tapovsiacay
YOO TPEVTEPIKA GLUPAN 0T, aVTA fTay oG 1 uétprag cofapotntas. Téooepa To1g ekatod (4%) TV
acBevav ot omoiot EAafav Bepancia e povpopikd diuebviestépa diékoyav AOY® TmV

YOO TPEVIEPIKMY AVETIOOUNTWOV EVEPYELDY. XoPapd YaoTpeEVTEPIKAE GUUPAUATO, GCUUTEPIAUPBAVOUEVS
NG Yoo TpeVTEPITIONG Kot NG yaoTpitidag, mapatnpndnkav 6to 1% tov acBevav ot omoiot Edafav
Oepoameio pe povpapiko dpuebviectépa (PA. Topdypago 4.2).

Hrozixy Aeitovpyio

Bdoet dedopévev and eheyyOUEVEG LLE EIKOVIKO QAPUOKO HEAETEG, 1| TAELOVOTNTA TV acOEVOY pe
avENUEV ETITED U NTOTIKOV TPOVGAUIVOCOV epeavice TIEG < 3 popég To ULN. H avénuévn
EMMTOOT TNG VOG0V TMOV NTOTIKOV TPOVCAUIVOCOV o€ 060gveig o1 omoiotl EhaPav Bepaneia e
Qovpapiko dipedviestépa og oyéon pe Toug acBeveic o1 omoiol EAafav elkovikd PAPLLOKO
mapoTnpHOnKe Kupimg katd TN SidpKeln TV TPAOTOV 6 unvav Bepanciog. Tapatnprdnkay avénoelg
TOV EMTESOV TNG OUIVOTPAVEPEPAONS TNG GAAVIVIG KoL TNG OCTAPTIKNG OUIVOTPAVOPEPACTG KOTA
> 3 popég and to ULN, avtictoya, og 5% kar 2% tov acBevdv ot omoiot EAaPav EIKOVIKO QAPLLOKO
ka1 o€ 6% xar 2% tov acBevov o1 omoiot ELaPav Bepameia pe povpapid dipebuieotépa. Ot droKomeg
AOYO owENEVOV EMTESOV NTATIKOV Tpaveoptvacov fTav <1% kot frav topopoleg o€ acbeveic ot
omoiot éAaPav Oepameia e PovLapIKO SIHEBVAEGTEPD 1] ELKOVIKO QAPUOKO. Xg PLEAETEG EAEYYOLEVES
LLE EIKOVIKO QAPILAKO OV TOPATNPNONKAY AVENCELS TV EMAEI MV TOV TPOVOUUIVOCHY KOTA > 3 POPEC
a6 to ULN pe tantdypoveg avéRoelg tng oAkng yoiepubpivng katd > 2 gopég amd to ULN.

Ao Ty gumelpio peTd TV KVKAOQOPia oV ayopd, £xovv avaeepfel abénon Tov nrotikodv evidpmy
KOl TEPUTTAOCELG POPLOKOYEVODS NIATIKNG PAAPNS (éNoElS TV EMTEd OV TOV TPOVOAUIVOCHV KOTA
> 3 popéc amd to ULN pe towtdypoveg avénoelg tng oAKng yoAepudpivng xotd > 2 popég amd 1o
ULN) petd amd tn yopnynor ovpaptkon StuefvAectépa, Ol 0TTOIEC VTOYDPNCAV LE TN SLOKOTN TNG
Oepoameiog.
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Agupomevio,

Y eELEYYOUEVES [LE EIKOVIKO PAPLOKO LELETES, Ol TEPLOGOTEPOL 0o OEVEIS (> 98%) elyov puGLOLOYIKOVG
aplBpovg Aeppokvttapmv Tpty omd Ty Evopén tng Bepanciag. Katd t Oeponeia pe povpopkod
opeburectépa, 0 HEGOG APOUOS AEUPOKVTTAPOV LELOONKE GTO S1AGTNLO TOV TPATOV ETOVGS, LLE
emaxoAovdn otabepomnoinom. Katd péco 6po, 0 aptipog tmv AepeokuTTapmy PLetminke Kotd Tepitov
30% o oyéon pe v Tiun Evapéne. O uécog kot S10uecog aplOpog AELPOKVTTAPWOV TOPEUELVE EVTOG
eLololoYikdvy opimv. Tapatnprdnke apdpodg Aeppokvttipov < 0,5 x 10%/1 oe < 1% 10V acbevdv ot
onoiot EAafav elKovViKo apako kot 6To 6% Tev actevov ot omoiot Elafav Bepomeia e ovpapkd
debvreotépa. IapoatnpnOnke apbuog Aeppoxvtapmwy < 0,2 x 10%1 o€ 1 acbevn 0 omoiog eiye AaPet
Oepancia pe povpapikd dpebuiectépa Kol o€ Kavévay and tovg acbeveig o1 omoiot glyav AdPet
ELKOVIKO QOPLLOKO.

e KAMVIKEG peréteg (TG0 eheyyOreveg 060 Kat Un ereyyoueveg), 41% tov acBevav mov Elapav
Oepancia pe povpopikd dipuedviectépa giyav Aepponevia (0plLOLEVI] GTIG GUYKEKPIUEVEG LEAETEC G
< 0,91 x 109/1). 'Hmwo Aepomevio (apiBupoi > 0,8 x 10°%/1 xar < 0,91 x 10%/1) mapatnpndnke oto 28%
tov acOevav, pétpla Aepponevia (opdpoi > 0,5 x 10%/1 kou < 0,8 x 10%/1) mov enépeve ya
TovAdyLoTOV €& Nveg mapatnpnOnke oto 11% tov acbevav, coPopn Aepgomnevia (aptbuot

< 0,5 x 109/1) mov enépeve yo tovAdyiotov &L unveg TopatnpnOnke oto 2% TV achevdv. Tny
oudoo pe tn coPapn Aeppomevia, o aplirdg AEUPOKVLTTAP®Y GTNV TAELOVOTNTA TOV TEPUTTDOCEMV
nopépeve < 0,5 x 109/ pe m cvvéyion g Oepomeiog.

Emmléov, oe pio un ereyyOnevn, TpoomTikn LEAETT LETE TNV KVKAOQOPia GTNV ayopd, Kot tnv
efoopdda 48 tng Oepanciog pe povpapikod dyedviestépa (N = 185), mapovoiactnke pétpia (apidpog
> 0,2 x 10°%/1 éwg < 0,4 x 10%/1) 1} soPapn (< 0,2 x 10%1) peiwon twv CD4+ T Aeppokuttdpov og
10606710 £m¢ 37% 1 6% TV acbevdv, avtioTtolyd, VO TaPOoVCIAcTNKE Mo VYV peiwon tov CD8+
T Leppoxvttdpav o€ 1060616 £0G 59% TV 060evav pe Tyés < 0,2 x 10%1 kot 610 25% TV acOeviv
pe apOpd < 0,1 x 10%1.Ze eheyyopeveg kat pun eAeyyOUEVEC KMVIKEG LEAETEC, Ol 0oBEVEIC TTOV
otékoyav t Beponeio pe povpapikd dipuebviectépa pe aplOpud AepeokLTTp®V KdT® and To
KAT®TOTO PLGLOA0YIKO 0pto (LLN) mapakolovBodviay ¢ Tpog TNV avaKaiwyn Tov aptdpuod
Aeppokvttdpmv oto LLN (BA. mapdypapo 5.1).

Ipoiovoo morveatioxy levioeykepolondaBeio (PML)

"Exovv avapepbei pe tov povpoptkod dipuebviectépa nepiotatikd Aouméemy amd tov 16 John
Cunningham (JCV) mov npoxdiesov PML (BL. mapdypogpo 4.4). H PML propei va. givar Oavarneopa
N va odnynoel g cofapr| ovammpia. Xe pia and Tig KAvikég dokipés, 1 aobevig mov AapPove
eovpapkd dpedviestépa exkdnrimoe PML eni eddpovg mapateTapnévng coPapng Aepeomeviog
(aptOpdg Aepoxvttdpov koping < 0,5 x 1091 ya 3,5 £tn), pe Bavatnedpa ékPacn. Metd v
KuKAoQopia Tov Tpoiovtog otnyv ayopd, N PML ekdnimbrke emiong mapovoio pETPLOg Kon AILog
Aeppomeviag (> 0,5 x 10%1 émwg < LLN, 6mwe opileton amd to €0pOg avapopds TOV TOTIKOD
gpyootnpiov).

Ye apketéc meputdoelg PML pe kobopiopévec vmoopdadeg T AEUPOKVTTAP®OV KATH TN XPOVIKT CTIYUN
g didyvawong tng PML, o apBpog tov CD8+ T Aeppoxvttdpnv d1omiot®inKe 0Tt NToV LELOUEVOC
éwc < 0,1 x 1091, evid o1 pewwoeigtov aptuod CDA+ T Aeppokvttdpov d1épepav (Kopaivovtay amd
< 0,05 éw¢ 0,5 x 10%1) xar cvoyetiCovtay oe peyolvtepo Babud pe tn cvvolikn Papvnto g
Aepgomeviag (< 0,5 X 1091 éwg <LLN). Zvvenmc, n avoloyio CD4+/CD8+ awénbnke o€ antode Toug
acOeveig.

H mopotetopévn pétpla €éwg coPapn Aepponevia paivetorl va avédvel tov kivovvo PML pe tov
Qovpapkod dpebviestépa. Qotdo0, £xel eppaviotel PML kon og aoBeveic pe fmia Aeppomevia.
EmmAéov, n mhelovotnrto tov nepiotatikdv PML petd thv xokloeopia Tov Tpoidovtog oty ayopd
&xovv gpeaviotel oe acBeveig nAtkiog > 50 eTdv.

Aowaéeig amo éprnta {wotipo.
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"Exovv avapepOel hotpuméelc amod Epmnta (ooThipa LE TN XPTOT TOV GOLUAPIKOD duebdviecTtépa. X1
LoKpoypOvia LEAETT emEKTOOTG, oTnV omoia 1.736 acOeveig pe moAlamAn okAnpuven Elafav
Bepomeia, mepimov 10 5% TV acHevav ekdNAwcay Eva 1 tepocdtepa cupfavta Epmmra {ootnpa,
amd T omoia to 42% Moy fmia, To 55% ftav pétprog Bapvtnrag kot to 3% frav Papidg popeng. O
YPOVOG £1G TNV EKONAMON OO TNV TPDTT OGT] TOV POVLLAPIKOV SUEOVAESTEPQ KULOVOTOY OO
nepimov 3 punveg €wc 10 €. Téooepelg acBeveic Tapovoiacav cofapd cupPdvra, Ta omoin
vroyopnoav oia. Ta teptocdTepa dtopa, cvuneptiopPavouévav ekeivav mTov eKdNAmaay cofapn
Aotpwén amd épnnro {wothpa, giyov aptBpods AEUPOKLTTAP®Y VYNAOTEPOVS OO TO KOTOTEPO
(QLG1I0A0YLKO Op10. T€ L0 TAEIOVOTITO ATOU®Y T OTTO10L YOV TOVTOYPOVA aPlOLODS AEUPOKVTTAPOV
pikpotepovg and to LLN, n Aepporevia a&loAoyndnke w¢ pétpia 1 cofapr). Metd tnv kukhogopia
TOV TPOIOVTOG GTIV AYOpd, T TEPLGGOTEPO TEPIGTATIKA AOIL®ENG amd Epmnta CmoTnpa fTav U
cofopd KoL vIoympNoaV LE TN Yopnynon Bepaneiog. Metd v KukAOPOpPia TOV TPOIGVTOC GTTV
ayopd, dratibevion meplopiopéva dEdOUEVA GYETIKA pLE TOV amOAVTO 0pBpd Aepgokvttdpwv (ALC) oe
acBeveic pe Aolumén omd Eépmnta {wotpa. QoT6G0, OTIC TEPINTOCELS OTOV AvoPEPONKE, Ot
neplocotepot acbeveic tapovaiocav pétpr (> 0,5 X 1091 émg < 0,8 x 10%/1) 1 coPfapn (< 0,5 x 1091
émg 0,2 x 10%/1) Aepgomevio (BA. mapdypagpo 4.4).

Mn pooiodoyikéc Ties pyaocTPLOK®V ECETATEWY

e eAEYYOUEVEG LE EIKOVIKO QAPLLOKO LEAETEG, O TIUES TV KETOVAOV ot ovpa (1+ 1 peyodvtepec)
nrav vynAdtepes oe acbeveig ol omoiot Elofav Oepaneia pe ovpapikd dpedviestépa (45%) ot
o0yKplom e Toug acBeveic ol omoiot ElaPav eikovikd edppako (10%). Aev mapatnpndnkay
OVETOOUNTEG KAVIKEG GUVETELEG OTIC KAIVIKEG OOKIEC.

Ta enineda g 1,25-6wdpoéuPrrapiving D peimbnkav oe aobeveig ol onoiol EAaPav Bepaneia pe
QOVLLOPIKO dpeBvAecTEPQ OE GYéam e Tovg aoBeveig ol omoiol EAafav elkovikd apuoKo (d1dpueco
T0G00TO Pelwong oe oyéon He TNV TN avapopds ota 2 €t 25% &vavtt 15%, avtictoya), eve ta
emineda g mapaboppdvng (PTH) avéndnkav oe acBeveic o1 omoiol EdaPav Bepancio pe povpapikd
ouebvrectépa oe oo pe Tovg acbeveic ol omoiotl ElaPav elkovikd QAPAKO (O10LECT TOGOGTIOLN
avénon oo TV TN avoapopds ota 2 £11 29% &vavtt 15%, avtiotorya). Ot péceg Tipég Kot yio Tig d0o
TOPOUETPOVS TAPEUEIVOV EVIOC PUGLOAOYIKDV OpimV.

Mopatnpndnke Tapodikn avénon g HESNS TIUNG T®V NOCIVOPIA®MV KOTA T1) S1UPKELN TOV TPAOTMOV
2 unvav Bepaneiog.

IHoudratpikdc tAnbvondc

Yg [0 ovoyTNG EMGHUOVONG, TUXOLOTOINUEVT], EAEYXOUEV LUE OPACTIKO PAPLOKO OOKILLY|

96 gfdopadmv o moudtoTpikovg acbeveig pe YAITZ (n = 7 nhxiog 10 éog kdto tov 13 etd@v Kot

n =71 nuxkiog 13 éog kato tov 18 e1dv) élaPav Oepomeia pe 120 mg dHo popéc v nuépa yo

7 nuépeg akorovBovueva amd 240 mg dvo popég Tnv NuéPa yia To vdAouro TG Oepamneiog. To Tpoeid
OCQAAELOC GTOVG TOLOLATPIKOVG aoOEVEIC PpAavNKE TOPOLOL0 LE EKEIVO OV giye NOM Tapatnpnbdel og
evnlkeg acBeveic.

O o%ed1001OG TNG TS OTPIKNG KAVIKNIG SOKLUNAG NTAV OLOPOPETIKOG OO EKEIVOV T®V EAEYYOUEVOV LLE
EIKOVIKO QAPLLOKO KAIVIK®V SOKIULMV Y10 EVIAMKES. ZUVETMG, 0EV UTOPEL VO, OTOKAEIGTEL 1] GLULPOAN
TOL GYEOLOC OV TG KAMVIKNG SOKLUNG OTIG aplOuntikés dtapopés Tov avembountov cuppaviov
UETAED TOV TTOLd1OTPIKOD KOl TOV EVAALKOV TANBLGOD. ALOTOpuyES TOV YOO TPEVTIEPIKOD KOOMDE Kot
d10TapayEG TOL AVATVEVGTIKOD GLUOTHUOTOC, TOL BmMpaKa Kot TOL LeEGOBOPAKIOL Kol TO aveTBHUNTOL
ovppavta tng Ke@oAaAyiog Kot Tng Svounvoppotag avapépnkay mo cvyva (> 10%) otov maudiatpuod
TANBLG IO o€ oo Ue ToV EVALKO TANBVoIS. AVTd Ta avemBounTa cupPavta avaeépnkay oTovg
TondlaTpikovs acbeveig e to akdAovdo T0c0GTA:
o Keoparodlyio avaeépOnke oto 28% tov acevav mov ElaPav Oepameia pe eovpaplko
dwebvreotépa Evavtt 36% otovg acbeveig mov Elafav Bepaneia pe wrepeepdvn Prita-1a.
o Taotpeviepkég dratapoyss avapépniay oto 74% tov acBevav mov ElaPav Bepaneia pe
oovpapiko dpedvieatépa Evavtt 31% otovg acheveic mov EAafav Oepameio pe wTtepEePOVN
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Prta-1lo. Meta&d antdv Tev S10Tapay®my, TLo GLYVA ovaPEPONKE LE TO POLLLAPTKO d1edviecTépa
KOWMOKO AAYOC Kot ELETOC.

o AvanvevoTikég, Bopakiéc dtatapayic kot dtatapayés pecobmpaxiov avapépdnkay 6to 32% TtV
acBevav mov ElaPav Bepaneio e povpapikd dipebviectépa évavtt 11% otovg acBeveic mov
élofoav Oepameio pe vtepeepovn Prta-la. Metod avtdv Tomv datapaymdy, To cuyva
avapEPONKe pe To Povpaptkd dpueduiestépa GAYOg GTOLATOPAPVYYQ Kot Prxag.

o Avounvoppoia avapépnke oto 17% tov acBevov mov Elafay Bepameia pe povpopkd
dpebuvrectépa Evavtt 7% otovg aoBeveig mov EhaPav Oepaneia pe vtepeepdvn Prita-lo.

e pio LKpr), ovoryTNG EMGTUOVOTG, U EAEYXOUEVT LeALTT 24 eBSopdd v o€ TandlaTpikovg aceveig
ue YAITE nhkiag 13 émg 17 etmv (120 mg 00 @opég tnv nuépa yia. 7 UEPES, akolovbovueva omd
240 mg dv0 Qopég TV Nuépa Yo To VITOAOo NG Bepameiag, N = 22), mov axolovOnONKe amd pio
perétn eméktaong 96 efdopadmv (240 mg dvo popég v nuépa, N = 20), T0 TPOPIA AGPALELNG
Qavnke TopdpHolo e gkeivo Tov TopatnpnOnKe 6ToVg EVAMKEG 0o0eVE(S.

Avooopd THovoAOYOOUEVEV OVETIOVUNTOV EVEPYELDV

H avagopd mihavoroyodpevaoy avemBOunTov evepyEL®V LETA amd T Xop1ynomn doeiag KukAopopiog
TOL PUPUOKEVTIKOV TPOTOVTOG elvan onuavtikn. Emtpénel tn cvveyn napakorlovdnon tng oyéong
0PEAOVG-KIVODVOL TOL POPLLAKEVTIKOD TPOTOVTOG. ZNTeitan and Tovg emayyeALOTieS VYEing v
avaPEPOLVY 0TOLEGONTOTE TLHOVOLOYOVLLEVEG AVETIOVUNTESG EVEPYELEG LEG® TOVL £0VIKOD GLOTNLOTOG
avaeopdg mov avaypapstol oto I[opapnua V.

4.9 Ymgpdocoloyio

"Exovv avapepbel mepiotatikd vrepdocoloyiag e Tov povpapikd dpebviestépa. Ta cupntopato
OV TTEPLYPAPNKAY GE OVTA TO TEPLGTATIKA MTOY SVUPATA LE TO YVOGTO TPOPIA aGPAAELNG TOV
@OLLLOPIKOD d1peBVAEaTEPA. AEV LITAPYOLV YVOGTESG OEPamMEVTIKEG TAPEUPACELS YL TNV EVIGYLON TNG
amoPoAng Tov PovpapIKoD SiueBVAETTEPH 00TE VIIAPYEL YVOGTO 0VTid0TO. X TTEPITTOON
VIEPOOGOAOYING, GUVIGTATOL 1) EVOPET GUUTTOWATIKNG VIOGTNPIKTIKNG OY®YNS, OT®S VOElvLTOL
KAVIKA.

5. ®APMAKOAOTIIKEXZ IAIOTHTEX
5.1 ®@oppokodvvopikés 1010TNTEG

Dappoxobepamevtikn Katnyopio: AvocoKaTAGTOATIKOL TAPAyovTeg, GALOL OVOCOKOTOCTAATLKOL
napdyovieg, kwdikog ATC: LO4AAX07

Mnyovioudc 6paonc

O punyoviopdg pe Tov omoio 0 povpaptkdc dipebviectépog aokel Tig Oepanevtikég Tov dpdoelg otV
TOAAATAY] GKANPLVGT] OV glval TANP®G kaTavontdg. Ot TPOKAIVIKEG LEAETEG DTOOEIKVOOLV OTL 1)
(QOPLOKOSVVOIKT OTOKPLGT GTOV POVLLAPIKO dipebuiectépa pecorafeitol Kupiog HEGH TNG
EVEPYOTTOINGNG TNG UETAYPAPIKAG 000V TOL Tupnvikoy mapdyovto Nrf2 [Nuclear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpapikdc diuebvreotépag £xet amoderydel 0T ennpedlel péow ovioHoog
pOOIoNg To avtio&eldoTikd yovidw mov egaptavrol amd Tov Nrf2 tov acbevav (T.y. agpudpoyovion
NAD(P)H, xwvowvn 1, [NQOT1]).

DapUoKOOVVOUKES ETLOPACELS

Emdpdoeic oto avooomontikd adotnuo.

g TPOKAIVIKEG KO KMVIKEG LEAETEG, O POVUOPIKOG OLUEOVAECTEPOC TAPOVGINGE AVTIPAEYLOVMOELS
K01 0VOGOTPOTOTOMTIKES 1OLOTNTES. X€ TPOKAMVIKA LOVTEAD, O POLLAPIKOG OlLeBLAECTTEPOC KOt O
QOVULOPIKOG LOVOUEOVAESTEPOC, O KOPLOG LETAPOAITNG TOL POVUOPIKOD diebvAeaTEPQ, LEi®GAY
OMUOVTIKA TNV EVEPYOTOINGT] TOV OVOGOKVTTAP®V KOl TIV EXAKOAOLOT amelevBépmaon
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TPOPAEYUOVOIDV KVTOKIVAV MG OVTOTOKPLOT GTO, QAEYLOV®DOT epediopato. Xe KMVIKEC LEAETEG
0c0evav e yoplact, 0 POVHAPIKOS SIUEOVAECTEPUC ETNPENCE TOVS PALVOTOTTOVE TOV
AELPOKVTTAP®V HEC® KATIONGOG pOOIGNG TOV TPOPIA TV TPOPAEYHOVOI GV KuToKVOVY (TH1, TH17)
Kot Tpod1Edece og mapaymYN ovTIPAEYLOVOOIDY KLTOKIV®V (TH2). O @ovpoptkog dipuedulestépag
KatédelEe Bepamevtikn|] SpAoT o€ TOALATAN LOVTELD PAEYLOVOIDV KOL VEVPOPAEYLOVOI DV
TpovUATIOR®Y. X peréteg aong 3 og acOeveic pe ITX (DEFINE, CONFIRM kot ENDORSE), kotd
TN Oepameio pe povpapikd dipuebuiectépa, o1 uEcol aplfpol AepeokvTTapmV HEI®ONKaY, KoTd HEco
Opo mepimov katd 30% omd TNV apPyLKT TOVG TN, GTO JLACTILLA TOV TPATOV ETOVC, LLE EXOKOALOLOT
otafepomoinon. Xe autég Tig peAéteg, ol acbeveic mov diékoyav tn Bepaneio pe apOpo
AELPOKVLTTAP®V KAT® 0td TO KOT®TATO PLooA0Ykd 6pto (LLN, 0,9 x 10%/L) napoakoiovBoidviay wg
TPOG TNV avakapy”n Tov aptipov Aeppokvttapov oto LLN.

To oyua 1 deiyvel 10 1060016 TV 060evAY OV eKTIUNONKE OTL épTocav to LLN, pe Bdon
uébodo Kaplan-Meier, ywpic naporetauévn cofapn Aepeomevio. Q¢ TIUn avapopds TNe avaKoyng
(RBL) opiotnke o televtaiog ALC kotd t Ogpancio, Tpiv ) dtokonn tng Ogpaneiag. To extipndpevo
10606710 TV acbevov mov avékapyav 6to LLN (ALC > 0,9 x 10%/1) v EBdoudda 12 kot tnv
EBdondada 24, o1 omoiot giyav fmio, pétpia 1 cofapn Aepgomnevia otnv RBL, mopoariBeton otov
[Mivaxa 1, tov [ivaka 2 kou tov [ivaka 3 pe dwaotiuota epmiotocuvng 95% kotd onpeio. To Tumikod
oedAipo tov Kaplan-Meier exktiunti g cvvaptnong emPioong £xel VIOLOYIGTEL LE TOV TOTO TOV
Greenwood.

Tyfqpa 1: Mé0odog Kaplan-Meier, mo606t6 a60svav pe ovakapyn oto > LLN 910 kbrrapa/mm?
(0,9 x 10°/) amé ™v T avagopdc ™c avakapyne (RBL)
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Meowstd ooy ue aviraiyy o ALC o LLN
A
by
.
-
[
[
[
[
- i

Apuisd mallevdny ag vl
FHL ALC < 500 civrapeimm 1] L]
FHL- AL = 400 box; = 800 cimsaps em' 14 1 1

FHL: AL = B0 b = FIDwimaps ‘mm' 8 12 |

Inueioon: To 500 kottapa/mms, ta 800 kdttape/mm? kot to 910 kdttapa/mm? avtioTol oV o€
0,5 x 10%/1, 0,8 x 109/l kon 0,9 % 10%/1 avrictouyo.

IMivaxag 1: MéBodog Kaplan-Meier, 1060616 a60cv@v mov ektipdton 6Tt £é@tacav oto LLN,
Nma Aepgomevia oty TN ave@opds g avakopyns (RBL), sgopovpévov ac0evov pe
napateTopévny ocofapn Aepomevio

ApOnog acOevaov pe Nma Ty avagopdg Epoopdda 12 Epoopdoa 24
AEp@omevia” o€ Kivouvo N=86 N=12 N=4
ITocoot6 oL épTacE GTO 0,81 0,90
LLN (95% CI) (0,71, 0,89) (0,81, 0,96)

* Acbeveic pe ALC < 0,9 x 1091 xar>0,8 x 10%lotnv RBL, e€atpovpévav acdevdv pe mopatetapuévn coBapn
Aeppomevia.
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IMivaxkag 2: MéBodog Kaplan-Meier, 1060616 a60sv@v mov ektipdton 6Tt £é@tocay oto LLN,
péTpra Aepgomevia oty TN ave@opdc ¢ avakepyns (RBL), sgopovpévov a60svov pe

napateTopévny ocofapin Aepgomevio

ApOnég acBevaov pe pétpra

Ty avagopdg

Epdopéda 12

Epdopada 24

Aeppomevia” og Kivouvo N=124 N=33 N=17
[Tocooto Tov £pTace 6TO 0,57 0,70
LLN (95% CI) (0,46, 0,67) (0,60, 0,80)

* Acbeveic pe ALC < 0,8 x 10%1ko1>0,5 x 10%lomv RBL, e£atpovpévav acdevdv e mapatetapévn coBapn

Aeppomevia.

IMivaxag 3: MéBodog Kaplan-Meier, 1060616 0.60cv@v mov ekTipdton 6T é@Tacav oto LLN,
cofapn Aepgomevio oV TY| ava@opag s avakapyns (RBL), sapovpévov aclevav pe

napateTopévny ocofapin Aepomevio,

ApOpog acBevarv pe cofapn

Ty avagopdg

Epoopada 12

Epdopada 24

Aep@omevia” o€ Kivouvo N=18 N=6 N=4
[Tocoot6 mov éptace 6to 0,43 0,62
LLN (95% CI) (0,20, 0,75) (0,35, 0,88)

* AcOeveic ue ALC < 0,5 x 1091 otmv RBL, eéatpovpévov acdevav e mapotetopévn coPoapn Aepgomevia.

KAvikn omoTeAEG LOTIKOTNTO KoL A OOAELOL

[paypoaromomfnkav 600 TVYEOTONUEVES, SUTAL TVPAES LLEAETES, O1APKELNG 2 ETMV, EAEYXOLEVES LUE
ewovikd eappako (DEFINE pe 1.234 acbeveic ko CONFIRM pe 1.417 acBeveic) oe acbeveic pe
YAIIZE. e autéc T1g peAétec dev oupmeptineOnkay acOeveic e Tpolovceg LopPEG TOALATANG
GKANPLVOTG.

H anoteleopatucotnra (PA. [ivaka 4) kol n acedreln katadeiydnkav oe acOeveig pe Pabporoyieg
o1 dtevpopévn KAipoka katdotaong avannpiog (expanded disability status scale, EDSS) mov
Kopaivovtav oo 0 £mg Kot 5, o1 0moiot elyov Topovc1acel TOVAGYIGTOV 1 VTOTPOT KaTd TN dldpKeELD
TOV £TOVG TPV OO TNV TVYOLOTOINGT 1} 0TIS 6 €fdopddeg TPy omd TNV TVYaLoToineT giyov MRI
£YKEQAAOV OV Kotadeikvue TovAdyioTov pia Gd Tpochaupavovso PAaBN (Gd+). H MeAétn
CONFIRM mepidapPove Toprn a&lordynon (dnAadn o 1atpds/o epevvntig o omoiog agloloyovse tnv
avtomokplon o1r Oepaneia tng peAétng dev yvapile ™ Bepomeia) Tov GLYKPITIKOD EAPUAKO
aVOPOPAC TNG OEIKNG YAATIPAUEPTG.

¥t Melétn DEFINE, ot acBeveic glyav to mopakato S18pecn apyikd xopaKTnplotucd: nAtkia 39 €,
dtdpketa vooov 7,0 €1, Babporoyia khipakag EDSS 2,0. Emutiéov, 16% tov acBevav elye
Badporoyia khipaxag EDSS > 3,5, 28% eiye > 2 vnotponég Katd 10 mponyovpevo €tog Kot 42% elye
AGPel tponyovpévas dAheg eykekpipéveg Oepameieg yio tny IZ. nv kooptn MRI, 36% tov acbevav
ot onoiot evtayOnkav ot perétn glye katd v apykn a&loloynon PraPeg Gd+ (nésog apBuodg
Brapov Gd+ 1,4).

Y Meiétn CONFIRM, ot acOeveig elyav o TopakdTtm S1GUESH OPYLKA XOPUKTNPIOTIKE: NATKia
37 £, dudpketo vooov 6,0 £tn, Babuoroyia kiipoxag EDSS 2,5. EmmAiéov, 17% twv acOevav iye
Badporoyia khipaxag EDSS > 3,5, 32% elye >2 vrnotponég Katd 1o mponyovpevo étog Kot 30% elxe
AaBel mponyovuévag dhAeg eykekplpéveg Oepamneieg yia Ty X, Xtnv kodptn MRI, 45% twv acBevov
o1 omoiot evtayOnKav otn LeAén gixe katd v apykn afloddynon PrdPec Gd+ (uéocog apBuog
Brapav Gd+ 2,4).

Xg oVYKPLoN UE 0WTOVG oL EAaPav ELKOVIKO ApIaKO, ot acBeveic ol omoiol EAafav @ovuapikod
dpefurecTépa giyov KMVIKG GTLOVTIKY KOL GTATIGTIKA GTLOVTIKY LEIDOT) GTO KOPLO KOTUANKTIKO
onueio g perétng DEFINE, dnladn 1o mocooto tev acfevdv ol omoiot vrotponiocay ota 2 €11,
KaBmg Kol 0To KOP1o KotaAnkTikd onpeio g peaétng CONFIRM, dnAadn to etnolomomuévo
1060676 vrotpon®v (ARR) ota 2 €.
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Mivoxkoag 4: KAvikd katoinktika onpeio kol ketoinktikd enpeio MRI ywo tig peréteg DEFINE

kar CONFIRM
DEFINE CONFIRM
Ewoviké | ®ovpapukdg Ewoviké | ®ovpapukdg O&ikn)
@pappaxo | dpeBviestépog | pappoko | dSipebuviestépog | yhaTipa-
240 mg 240 mg pépm
000 Popég TV 000 Popég TV
npépo npépo
Khlwvikd koatoinktikd onpeio®
Ap. acBevav 408 410 363 359 350
Etnolonompuévo 0,364 0,172%** 0,401 0,224*** 0,286*
TOGOGTO VITOTPOTDV
AvaAoyio T0G0GTOD 0,47 0,56 0,71
(95% CI) (0,37, 0,61) (0,42, 0,74) (0,55,
0,93)
ITocooto pue vrotpony | 0,461 0,270*** 0,410 0,291** 0,321**
Avaioyia Ktvdvvov 0,51 0,66 0,71
(95% CI) (0,40, 0,66) (0,51, 0,86) (0,55,
0,92)
[Mocooto pe 0,271 0,164** 0,169 0,128* 0,156*
emPePoropévn
emoeivoon avamnpiog
12 gfdoudadwv
Avoloyia Ktvdvvou 0,62 0,79 0,93
(95% CI) (0,44, 0,87) (0,52, 1,19) (0,63,
1,37)
[Mocooto pe 0,169 0,128% 0,125 0,078# 0,108#
emPefonopévn
eMOEIVOOT ovammpiog
24 gfdoundadwv
Avaioyio KtvdHvov 0,77 0,62 0,87
(95% CI) (0,52, 1,14) (0,37, 1,03) (0,55,
1,38)
KotolKTika onueio poyvntikng tTopoypoeiog?
Ap. acBevav 165 152 144 147 161
Méooc (d1apecog) 16,5 3,2 19,9 57 9,6
apBpog véov M (7,0) (1,0)>** (11,0) (2,0)*** (3,0)***
TPOGPaTA
dtevpopévov rapddv
T2 ce didonua 2 eTav
Méom avaroyio PAaPdv 0,15 0,29 0,46
(95% CI) (0,10, 0,23) (0,21, 0,41) (0,33,
0,63)
Méooc (d1apecog) 1,8 0,1 2,0 0,5 0,7
apBpog Propav Gd (0) (0)**>* (0,0 (0,0)*** (0,0)**
ota 2 €t
AvaAoyio TOavoTiTmV 0,10 0,26 0,39
(95% CI) (0,05, 0,22) (0,15, 0,46) (0,24,
0,65)
Méoog (d1aec0q) 57 2,0 8,1 3,8 4,5
apOpog véwmv (2,0) (1,0)*** (4,0 (1,0)*** (2,0)**
vrémokvev Brapav T1
o€ ddoTnua 2 TV
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DEFINE CONFIRM
Ewoviké | ®ovpapukdg Ewoviké | ®ovpapukdg O&wkn)
oappoko | oypueBviesTtépac | pappoko | dipedviestépag | yraTpa-
240 mg 240 mg pépm
000 Popég TV 000 popég TV
npépo npépo
Méom avaroyio PAaPdv 0,28 0,43 0,59
(95% CI) (0,20, 0,39) (0,30, 0,61) (0,42,
0,82)

“O)eg 01 AVAADOELG TV KMVIKOV TEAIK®V onpeimv ftav otov tAnducud pe npodbeon Bepomeiog.

PH avéluomn poyviTikng TORLOYpaeiog xpnoLoTomONKe 6Ty KOOPTY LOYVITIKNG TOLOYPAPIiOg
*Tyn p < 0,05, **tyun p < 0,01, ***tunq p < 0,0001, #un 6TOTIGTIKA GMLOVTIKY

Y pio ovolkTy], un ereyyouevn perétn enéktoong 8 etov (ENDORSE), evidydnkav 1.736 semAéEpnon
acOeveig pe YAITE and t1g facikég peréreg (DEFINE kou CONFIRM). O k0prog 6t0)0G Thg Heréng
Nrav 1 a&loAdYNoT TG LOKPOYXPOVING ACPAAELNG TOL (OLLOPLKOD dipedviectépa o acbeveig e
YAIIZE. And tovg 1.736 acBeveic, mepinov ot pisoi (909, 52%) Adupavav Oepaneio yia 6 £tn M
neprocotepo. O 501 acbeveic AapPavay cuveyn Bepameia pe povpopikd dipedviestépa 240 mg dvo
Qopéc TV Nuépa kot oTig 3 peAéteg kot 249 acbeveic, mov eiyov TpPoNyoLHEVOS AAPEL EIKOVIKO
oappoxo otig peréteg DEFINE ka1t CONFIRM, AdpBavay Oepameio pe 240 mg 600 @opég tnv nuépa
otn pehétn ENDORSE. Ot acfeveic mov AdpuPavay cuveyduevn Bepomeia 500 @opéc tnv nuépa
éhafav Bepameia yio €og 12 €.

Katd tn dugpkeia tng peréng ENDORSE, o1 nepiocdtepot amd Toug Hicovs acheveic Tov elyov Adfet
Oepancia pe povpopikd dipebvisectépa 240 mg dvo Popég TNV NUEPA BEV TOPOLGIGaY VIToTponY|. [a
Tovg acbeveig VIO cuvexOUEVT Bepameia dVO Popég TNV NUEPO. KoL 6TIG 3 LEAETES, TO TPOCUPLOCUEVO
ARR ftav 0,187 (95% ClI: 0,156, 0,224) otic peréteg DEFINE ko CONFIRM kau

0,141 (95% CI: 0,119, 0,167) otn perétn ENDORSE. I tovg acOeveic mov giyav mponyovuévmg
AaPet erkovikd @appako, to mpocappoopévo ARR perwbnke and 0,330 (95% ClI: 0,266, 0,408) otig
ueréteg DEFINE ko CONFIRM o€ 0,149 (95% CI: 0,116, 0,190) otn pelétn ENDORSE.

1t pedétn ENDORSE, n mhetovotnto towv acBevav (> 75%) dev siyav emPePoropévn emdeivmon
avannpiog (netpoduevn og emdeivwon avarnpiog dratnpovpevn yo. 6 punivec). Ta cVYKEVIPOTIKG
OmOTELEG LOTO Ko ol TIG TPELG peAéTeg Katéder&av Ot o1 acBeveig mov elyav Adfel eovpaplco
oebvreatépa glyav otabepd Kot younid tocootd emPeParmpévng emdeivoong avarnpiog pe
elapd avénomn otig néoeg Pabuoroyieg g khipokoac EDSS ot pedét ENDORSE. Ou a&loloynoelg
™™g MRI (éw¢ 10 €106 6, Guumep apPavopévev 752 acBevav Tov giyav 6to mapehbov cuumepiAnedel
otV k0optn MRI tev peretdv DEFINE koau CONFIRM) é6gi&av 6t1 1 mAgtovotnto tev acbevov
(mepimov 90%) dev eiyav Gd nposiappdvovoec PAaPec. Katd ta 6 £tn, 0 £TNG10¢ TPOCUPUOGUEVOS
pécog apBog véwv N mpoceata drevpupévav Profav T2 ko véov Brafov T1 mapépeive younioc.

Armoteleouatikotyro o aolevels ue vWnin dpooTNPLOTHTA THS VOGOD:

Y1ig pedéteg DEFINE ko CONFIRM, o€ pio voopddo acOevav e vynin 6pactnplotnto g

vocov, mapatnpninke otabepr| enidpoaon tng Oepaneiog 6TIG VIOTPOTEG, EVM 1) EXLOPACT TNV

EMOEIVMOT TNG OVOTNPiag TOL TOPOPEVEL Yo 3 UIVEG OEV TEKUNPLOOINKE Gap®S. AOY® TOL

OYEOLOC OV TOV LEAETAV, 1| LYNAN SpaGTNPLOTNTA TNG VOGOV 0pioTNKe g EENG:

- AocBeveic pe 2 1 meplocOTEPEG VIOTPOTEC 0€ Eval £T0G Kol e pio M) mepiocotepeg Gd
nwpocAoupdvovceg PAGPeC, o poyvnTikni Topoypopio eykepdiov (n =42 otn peAétn DEFINE,
n =51 ot perétn CONFIRM) 1

- AcBeveic o1 omoiotl d&v TapoVGINGAV AVTATOKPION GE EVav TANPT Kol ETAPKT KOKAO Oepameiog
(TovAdyiotov éva £T0¢ Bepaneing) Le vtepeepovn Prita, Topovciacay TovAdylotov 1 votpomn
TO TPONYOLLEVO £TOG £VOS® AdpPavav Bepansia Ko glyov TovAdyoTov 9 vIépmukves PAdPeg
T2 ot payvntikn topoypogio kpaviov | tovAdyietov 1 Gd mposiapfdvovsa AN 1 ot
acBeveic elyav auetdfAnto 1 awENUEVO TOGOGTO VITOTPOTAOV GTO TPONYOVUEVO £TOC, GE
o0yKpion pe ta mponyovpeva 2 £t (n = 177 ot pedétn DEFINE, n = 141 o1 peAiét
CONFIRM).
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Ioudratpikdc tAnfvoudc

H acoedieia Kot 1 anotelesLatikdOTNTo TOV POVHOPLKOD dipneduiectépa oty Todtatpiky] YAIIZ
a&loloynOnKav o€ [ TUYOOTOINIEVT, OVOLYTNG EMCNLOVOTS, EAEYXOULEVT] LE OPOUCTIKO PAPLLOKO
(wrepeepdvn Pta-la) pelétn mapdAinlov opddov og acbeveig pe YAITE nikiog 10 éwg kbto Tov
18 etddv. Exatov meviivta acBeveig tuyatomomOnkay va Adfovv gite povpopikd dyuedviestépa
(240 mg 800 Popéc TV NUEPQ 0o TOL 6TOpATOC) £ite Tep@epdvn Prita-la (30 ug IM pia opd v
efoopdada) yo 96 efdopadec. To kOPLO KATOANKTIKO GNELEI0 NTAV TO TOGOGTO TOV AG VOV YOPIG VEES
N Tpodc@ato dievpopéves vaépmukveg PAdPeg T2 otn MRI eykepdiov v efdopdda 96. To Pacid
OEVTEPEVOV KATUANKTIKO OMEElo NTav o aplfpdg Tov VEOV 1] TPOcEAT H1EVPVUEVAOV VTEPTUKVOV
Brofav T2 oty MRI gykepdrov Ty efdopdada 96. Iapatibevion meptypaikd oTaTioTiKG GTOKElD
kabag dev giyxe mpooyediactel emPePoriwtikny VLOHEST Yo TO KOPLO KOTOANKTIKO GMUELO.

To 1060616 TV 060evdY 6TOV TANOVLONO pe TpdBeom ya Oepameio (ITT) mov dev eiye véeg M
npoceara devpvuéveg PAafeg T2 otn MRI v efdopndda 96 ce oyéon Ue TIC TIUEG aVaPOPAS TTaV
12,8% vyia tov povpaptkd dipuebvurestépa vavit 2,8% oty opdda tng wvtepeepdvng prta-la. O
pécog aplfpog véwv N Tpdceata dtevpupévav Prafav T2 tnv efdopdada 96 oe oyxéon pe Tic Tipég
aVaPOPAS, TPOGAPIOGLEVOS Yia. TOV aptdud avapopds tov BAafodv T2 kat tny nhkia (mAnbvopdc ITT
e&apovpévav Tov acbevov yopic petpnoeic MRI), frav 12,4 yio tov govpapikd dipuebviestépa kot
32,6 yio v wteppepovn Prita-lo.

Kotd ) didpketa tng meptddov TG LEAETNG ovoyThG emtonuavong 96 gfdopnddwv, n ThavotnTa
KAk vrotpomng rav 34% oty opdda tov povpapikov dyeBviestépa ko 48% oty opdda g
wiepeepoVNg Prita-lo.

To mpopik acpdlelag otovg Toudtatpikovs acbeveic (nhkiog 13 g kdto Tmv 18 etdv) mov dafav
QOLLLOPIKO JLUEBVAESTEPA NTAV TOLOTIKG GUVETEG e gkeElvo TTOL glye NOM mapotnpnOel o6& evijhikeg
acBeveig (PA. mapdypago 4.8).

5.2  ®oppokoKvnTIKES 1O10TNTEG

O am6 ToL GTONATOG YOPTYOVUEVOSG POVLLAPIKOG SIHEBVAESTEPOS VPIGTATAL TOYEID TPOGVGTNLLATIKY|
VOPOALOT OO TIG EGTEPACEG KOL LLETATPEMETAL GTOV KUPLO LETAPOAITN TOV, TOV POVHLAPLKO
povopefuiestépa, o omoiog eivar emiong dpactikdg. O ovpaptkds dipebuiectépag dev elval TOGOTIKA
TPOGOLOPICIILOG GTO TAAGLO, LETE ad TNV OT0 TOV GTOUOTOG YOPTYNOT] TOL POVUAPIKOV
dpebvreatépa. Emopévmg, OAeg o1 GOPLOKOKIVITIKEG OVAADGELS TOV GYETICOVTAL LE TOV POVULOPIKO
OUEBVAEGTEPO TPAYLLATOTONONKAY [LE TIG CUYKEVIPMOOELS TOV POVLAPIKOD LoVOopeOVAEGTEPO GTO
mAdopo. Ta pappokokivnTikd dedopéva eAnedncoy and acOeveic |Le TOALOTAT CKANPLVOT] Kot VYLELG
efelovréc.

Amoppoonon

H Tmax Tov povpaptkov povopeduieotépa givor 2 éwg 2,5 opec. Kabmg ta yaotpoavextikd oxinpd
Koy dkio povpoptkod dipuebviestépa mepiéyovv ooipidia tomov pellet pe evrepikn emkdioyn, ta
0TO10 TPOGTATEVOVTAL OO EVIEPIKY EMKAAVYT, 1] AToppOPNoN deV EEKIVA TPV 0o TNV

QO LLAKPLVGT] TOVG 0O TO oTOdYL (Yevikd og Atydtepo and 1 dpa). Metd and yoprynon 240 mg 6vo
QOPEG TN UEPA LE QayNTO, M d1dpecT pHEYIoTN oVYKEVIP®AOT) (Cmax) NTav 1,72 mg/l ko 1 GuvoAlkn
éxbeon tng meproyng koo amd v Kapumdin (AUC) frav 8,02 h.mg/l oe acBeveig e moAlamAn
oKANpLVET. ZVVOAKE, N Cmax kKot 1 AUC av&ndnkav oxeddv avaroykd oe oyéon pe t 6661, 610
gvpog d00cewv ov peretOnke (120 mg g 360 mg). Xe peAéreg oe acbeveic pe moAramin
oKANpuve, yopnyndnkav d6ceic Tv dvo 240 mg pe d1popd 4 ®pdv 610 TAAIG10 EVOG 0GOA0YLKOD
OYNLOTOG TPEIS POPES TNV NUEPA. AVTO €lYE G UTOTEAEGILO EAGYIGTT) GLGGMOPELOT TG £KOEGTG,
amodidovtag pia adénon tng d1apeonc Cmax kot 12% e ovykpion pe tn docoroyia 500 POpég
nuepnoing (1,72 mg/l yio tn docoroyia dvo opég tnv nuépa Evavtt 1,93 mg/l yio tn docoroyia Tpelg
(QOPEG TNV NUEPX) YOPIG EMTTMOCELS Y10 TNV 00 POAELAL.
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H tpopn dev £xel KAMVIKA GMLOVTIKT ETLOPACT] GTNV £KOEGT) TOV POV poplkov debuiestépa. 26T0G0,
0 Qovpaptkog duebviectépac Ba mpémetl va AapPaveton pali pe eoynto yio vo fertimbel n
OVEKTIKOTNTO, OGOV apopd TNV £puBpiaomn M TIg YooTpeEVTEPIKEG avemBOpunTEG evépyeleg (PA.
Topdypago 4.2).

Katovoun
O oparvopevikdg 0YKoG KOTOVOUNG LETA TN yopnynon omd tov otépatog 240 mg eovpaptkon

dwebvreotépa kopaivetar petaéy 60 | kon 90 1. H déopegvon tov @ovpapikod povopedviestépo and
TPOTEIVEC 0TO TAACLO KVOpLOAVETOL, YeViKd, LeTagy 27% kot 40%.

Buopgtaoymuotiopog

Y10 avBpmmovg, 0 povpaptkdg dipnebviectépag petoforileton extevac, pe Atyotepo amd 1o 0,1%
NG SO0oMG VoL AEKKPIVETOL MG AUETAPANTOG POVLLOPIKOG SUEBVAESTEPUG GTO 0Vpa. ApyuKd
petafoAileTar amd €0TEPATES, LE TAVTOYPOVN TOPOLGIO GTO YOS TPEVIEPIKO GOANVA, TO GO KOL TOVG
1GTOVG, TPOTOV POACEL 6TN GLGTNUATIKY KuKAoopio. MetaBorileton mepattépm PEc® TOV KOKAOL
ToV TPIKOPPOELAIKOD 0EEDG, YMPIC TN CLUUETOY TOL GLGTNIATOG TOL KuToYpwpatog P450 (CYP).
Mio perétn epdma& doomg 240 mg 4C-povpopikod dipuebviestépa tantomoince T YALKOLN ®G TOV
KOpLo peTaforitn 6T0 TAAG L TOV avOPOTOVL. XTOVE VTOAOUTOVE LETOPOAMTEG TOL VINPYOY TNV
KUKAOPOPIO GLUYKOTAAEYOVTOL TO POVHOAPIKO 0&D, TO KITPIKO 0&D KOl 0 POVULOPIKOG
povopedvieotépag. O katafoAMKoc LeETOPOAIGUOC TOV POVLAPIKOD 0EE0G TPAYLATOTOLEITOL LEG® TOV
KOKAOL ToV TprkapPoEuiikod o&Eog, pe Tnv ekmvor] CO2 va amotelel Tnv KOpLa 080 amooAns.

AmoBoln

H exnvor} CO2 anotehel Tnv kOptla 036 amoBoing Tov povpaptkov dipuebviectépa, N onoia avticTotyel
o710 60% g d6onc. H amoPolrr and tovg veppolc Kot To KOTPAVO amroTEAOVV SEVTEPEVOVC G 000G
amoPoAng, ot omoieg avtiaTolyovy 6to 15,5% wan 0,9% 1tng 660mg, avtictoryo.

O tehkdg gpovog nuicelag Long Tov PovHoptkod povopreBuAestépa etvon Likpog (Tepimov 1 dpar), evd
OEV avELPICKETOL POVUOPIKOC LovoreBVAESTEPAG GTNV KuKAOPOpPia LeETE and 24 dpeg, oTNV
TAELOVOTNTO TOV AVOPOTOV. AEV TOPATNPEITOL GLCCMPEVCT POVULAPIKOV SEBLVAEGTEPQ 1
(QOVLLOPLKOD LOVOLEBVAESTEPQ LLE TOAAOTAES DOGELC POVLLOPLKOD deBVAECTEPA GTO GYNLLL
Oepameiog.

Cpoppkdtnro
H éx0gom otov povpopikd dyuedviestépa avédvel oxedoV avaroyikd Tng 601G oe edmas Kot

ToAOmAES HOGELS, 6TO €0pog docemv and 120 mg £mg 360 mg mov pereTnONKe.

Qaprokokvntikn o€ £101KoV¢ TAndvopove achevav

Béoet tov anotedespdrov tng avdivong dwxdpovens (ANOVA), to copatikd Bapog amotedel tnv
KOpla cuppetofintn ng £kBeong (Pacel Cmax ko AUC) oe acBeveic pe YAILY, aAld dev emnpéace
TIG LETPNOELC TNG ACPAAELNG KO TNG ATTOTEAECLLATIKOTNTOG TTOV 05L0A0YNONKAY GTIC KAMVIKEG LEAETEG.

To @OA0 Kou N NALKio deV £X0VV KAMVIKA GNUAVTIKY EXIOPACT] OTN QUPULOKOKIVITIKY TOU (POVLLAPIKOD
ouebvreatépa. H papuokokivntikn o acBeveic niukiog 65 kon v dev Exel peietnel.

Neppixn dvolertovpyio

KaBdmc n veppikn 0d60¢ amoterel pio dgutepenonso 000 amofoAng Tov povpapikod diuedviecstépa, M
0mo10 AVTIOTOLYEL 0€ AydTEPO 0O 16% TNg yopnyoduevng d6omg, dev Tpaypatomomdnke afloldynon
TNG QUPUOKOKIVITIKNG O€ GTOUO [LE VEQPPIKT SVGAELITOVPYICL

Hronikn dvelertovpyio
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Koabmg 0 povpapikoc dipuebviestépag Kot 0 eovpopikog povouedvieotépac petaforilovion amd
E0TEPACEC, YOPIG TNV GLUUETOYN TOL cuaThiuatog Tov CYP450, dev mpayuatorotdnke a&toldoynon
NG POPLOKOKIVITIKNG GE GTOWN [LE NTOTIKT SVCAELTOVPYICL.

Houdrazpixos winBoouos

To pappoxokiynTikd mpoeid tv 240 Mg govpaptkov diuebviectépa 6VO POPEG TNV NUEPQ
aflohoyndnke e pio ikpn, ovoikTr, un ereyyonevn uerétn oe acbeveic ue YAIIZ nikiog 13 éwc
17 etdv (n = 21). H @appokoKivntikn Tov ovpoptkod diuedvuiestépo o€ antodg TOVG EPNPOVGS
acBeveig NTav cuvemc e avt Tov eiyxe NoM mopotnenOei oe evijdike aoBeveig (Cmax:

2,00 + 1,29 mg/l, AUCo.12nr: 3,62 £ 1,16 h.mg/l, mov avtictoei o€ pio cuvorikn nuepnota AUC g
T4Eng tov 7,24 h.mg/l).

5.3 Ipoxivikd dgoopéva Yo TV AoQaAEL
Ot avemBounteg evépyeleg ToLv TEPLYPAPOVTUL OTIG TOPaKdT® evotnteg «To&tkoloyion Kot
«Avoamapaymyikn ToEikotnToy dev mapotnpnonKoay og KAMvikéC nehéteg, oAAG TapatnpnOnKay o

Loa, og emineda £kBeomng mapdpola pe To KAVIKA enimeda Ek0eong.

T'ovoto&ikdtnra,

O povpapikog dueBVLAECTEPAC KOt O POVUAPTKOG LOVOLEOVAEGTEPOG TAV APVNTIKOL G€ pio 6elpd in
Vitro dokipactdv (Ames, YpOUOCOUIKES avouoAies og KOTTAapa OnrlooTikdy). O EOLUOPIKOG
dpebvrecTépag NTaV aPVNTIKOG GTNV IN VIVO SOKIHOGio [LIKPOTUPVO, GE 0POVPOIOVG.

Koapkivoyéveon

[paypatomomOnkav peAétec KApKIVOYEVESTS TOL POVUAPIKOL d1peBviestépa mg Kot 2 €11 o€
movtikio Ko apovpaiovg. Xopnyndnke govpoapikdc dipuebviectépog amd ToV GTOPATOC GE OOGELS
25, 75, 200 ka1 400 mg/kgmuépa oe movrikio kot o€ docelg 25, 50, 100 kon 150 mg/kgmuépa oe
apovPaiovg.

Y& movTiKla, 1 EMNATMOOT] TOV KOAPKIVAOLOTOG TOV VEPPIKMOV SOANVApiov avénonke otn d0on Tov

75 mg/kg/mpépa, og 160d0vaun ékbeorn (AUC) pe tn cvvietdpevn 66om 6tov avlpomo. Xe
apOVPOIOVE, 1 EMIMTOON TOV KUPKIVAOUATOG TOV VEPPIKMOV COANVAPI®V KOl TOL 0OEVOUATOS TOV
Kuttdpov Leydig avénbnke otn 6601 tov 100 mg/kg/Mmuépa, oe €ékBeon mepimov 2 Qopéc vYNAOTEPT
amd TN CVVIGTMOWEVT 3001 G6ToV GvBpwno. H onpacio avtdv Tov eupnudtov yio Tov Kivduvo 6tov
avBpwmo givar dyvootn.

H emintoon Tov ONAGLOTOC TOV TAAKOIOVS EMONAIOD KOl TOV KOPKIVAOLLOTOG TOV LT 0OEVIKOD
TUNUOTOG TOV GTOUEYOL (TPocTONIY0G) awéndnke ot TovTiKia 6€ 100dVvauT €kBeon e
CLVICTOWEVN dOGT] GTOV AVOPWOTO Kol 6TOVG apovpaiovg awéndnke ce EkBeon yaunAotepn amd ™
ouvieTOpeVN 3001 atov dvBpomo (Bdoet tng AUC). Aev vrdpyet avtioTtolyo TUAILO GTOV AvOp®To e
OVTO TOV TPOCTOUAYOL TOV TPOKTIKAOV.

To&uoAoyio

[paypatomomnOnkay un KAMVIKEC LEAETEC GE TPOKTIKA, KOVVEALN Kol TLOTKOVG LLE EVOLMPTLOL
eovpaptkol dpebvieostépa (ovpaptkoc dyeburestépag og 0,8% vdpoLumpomviopedvrokutTapivig)
oV YopnyNonke pe otopoticd kobetnpa. H perétn ypoviag to&ikdtnrog 6e oKOAOVG
TPOyUOTOTOMONKE e OO TOL GTOUATOG YOPYNOT TOV Koyakiov povpoptkod dipuedvuiestépa.
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[MopatnpnOnkav veppikég oAAYEC LETA OO ETOVUAALBOVOLLEVT YOPTYTIOT] POVULOPLKOD
O1UEBLAEGTEPO OO TOV GTOUOTOC GE TOVTIKLA, 0POVPOIiOVS, GKOAOVG Kot TOMKoLS. e OAa. Ta €101
TapaTnPNONKE avayEvvieT ToL ETONAIOL TOV VEPPIKOY COANVOPI®OVY, 1| 0TTola givon EVOEIKTIKN
BAGPNG. Hapatnpnnke vepmiacio TOV VEPPIK®OY COANVAPI®V GE APOLPAIOVS KATE TN Yoprynon
d0omg €¢' 0pov {ong (HeAéTn dudpkelag 2 eTMV). Xg 6KOAOVG oL EAafav Kadnpeptvd 66 Gelg
(QovpapLkoD duebvieotépa and Tov otopatog Yo 11 uiveg, To vwoAoyloBév 6plo yio TV aTpopic Tov
@A0100 TTapatnpnOnKe og 6661 3 Popéc PeyoldTEPT Amd TN GLVIGTOWEVT 000 Pacel tng AUC. Ze
MKV oL EACPov KaONneptva SOGELG poLLaPLKOD d1UEBVAECTEPQ OO TOL GTOUOTOG Yo 12 unveg,
TaPATPNONKE VEKPMON LELOVOLEVOV KUTTAP®V G€ 000N 2 (pOPEG LEYOADTEPT] OO TN GUVIGTAOUEVN
060om PBaoel ng AUC. Audueon tvoon Kot atpo@io Tov GAOL0L Ttapatnpidnkav ce 6001 6 Popég
peyolvtepn oo 1 cvviotopevn doon Pacel tng AUC. H onpacio outdv Tov supnpdtov yio Tous
avBpamovg dev elvan YvooTH.

2T0Vg OPYELS OPOVPOL®Y KOl CKUA®Y, TOpaTPNONKE EKQUALCT] TOV EMONAIOV TOV CTEPLATOPOP®V
coAnvapiov. Ta evprpota TapatnpHnKoy GTOVS ApovVpaiovs 6 SO0 TEpimov ion He T
GUVIGTMOUEVT 0OGT Kol GTOVG OKOUAOLS € 0OaT 3 popEg LEYOADTEPT OO T GLVIGTMUEVT 000N (Pdoet
¢ AUC). H onpocio oavtdv Tov evpnudtov Yo Toug avOpmmoug dev ivol yvooT.

To gvpUOTO GTOV TPOGTOLOYO TOVTIKMV KOL 0POVPOIMY OTOTEAOVVTIAY OO VIEPTANCTOL Kot
VIEPKEPATMOT) TOV TAOKMOOVG eMONALOL, PAeyLovy, KaOdC Kot ONAmpo Tov TAakmdovg exiniiov
Ko KopKivopa oe LELETEG O10pKELNG 3 1 TEPIOGOTEPOV UNVDV. AEV VITAPYEL AVTIGTOLYO TUNLLO GTOV
GvOpmTO e 0VTO TOL TPOGTOUEYOV TMV TOVTIKMV KOl TOV CPOVPILMV.

To&kdTNnTo GTNV OVOTOPOYMYIKN TKOVOTNTO KOl avamTvuén

H and tov otépatog xopmynon ovpaptkon diuefuAectépa o€ apoeEVIKOVG apovpaiovg o dOGELG
75, 250 ko 375 mg/kg/muépa mpiv Kou katd T didpkela tov {evyapaopatog dev giye Kopio enidpoon
GTN YOVILOTNTA TV OPCEVIKAOV ATOU®MV £MG KOL TNV DYNAOTEPT 0001 Tov e€eTdoTNKE (TOVAGYIGTOV
2 popég peyoAvtepn amd ™ cvvietodpevn do6om Pacel g AUC). H and tov 6toépatog yopnynon
@ovpaptkov dpebvuiestépa oe OnAvkoic apovpaiovg oe 66celg 25, 100 kar 250 mg/kgmuépa Tptv kon
Katd ™ S1dpKele Tov {guyopmdpatoc, kabng kol péypt tnv Hpépa 7 tng kbnong, mpokdlecse peimon
TOoL aplOpov TV oTadiv Tov oioTpov ava 14 nuépeg ko avénce Tov apldnd Tv {Oov pe
TaPATETOUEVO 101GTPO GTNY LYNAOTEPT dO0oM Ttov e&etdotnke (11 @opég peyaivtepn amd ™
ovviotopevn d6on Bacel tng AUC). Q61600, vt To. EVPHLOTE OEV EXNPEACAV TT) YOVILOTNTO 1) TOV
aplOpd tev frociuov epfpdmv mov dnuiovpynonkay.

O povpopikog dipedvlestépog Exel amoderybel 6TL damepvd T pLepPpdvn TOL TAAKOVLVTA GTO
eUPPLIKO aipLa opovPai®mY KOl KOUVEAL®Y, ILE OVOAOYIEC CVYKEVIPMOCGEMY GTO TAAGHO TOV EUPpOov
TPOG TO TAAG L. TN punTépag and 0,48 £mg 0,64 ko 0,1, avtiotoryo. Aev mapatnpndnkav dSvoThacisg
o€ OMOLOONMOTE BOGT) POVLAPIKOV SeBLAESTEPQ GE apovpaiovg 1| Kovvéra. H amd Tov otopartog
yopnynom eovpapikov dipebviestépa og d6celg 25, 100 kon 250 mg/kg/muépa oe kKvoPopoHvteg
apoVPOLOVE KATA TN OIAPKELD, TNG TTEPLODOV TTG OPYOVOYEVEGSTG TPOKAAECE OVETOVOUNTEG EVEPYELEG
ot Untépa og d6om 4 popés vynihdtepn amd tn cvvictoOpevn 8o Pdoet g AUC, kabmg Ko
YouUnAo Bapog euPpdov kot kabvotépnon g 0oTEONOiNoNG (LETATAPSO KO PAAAYYES TOV TOW®
dxpwv) og 660om 11 popég vymAdtepn amd T cvvictdpevn d6on Paoel Tng AUC. To youniotepo
Bapog Tov guPpdov kon n Kabvotepnév ooteoToiNoT Be@pnONKay eTocoOAovO TNG TOEIKOTNTOS Yo
™ uNTépa (LEIOUEVO SOUATIKO Pdpog Kol KATOVAA®GT TPOPTS).

H and tov otopatog yopnynon eovpapikod dipebulestépa oe 601G 25, 75 kon 150 mg/kg/muépa o
KLOPOPOVVTO KOVVEALD KATA T SIUPKELN TNG OPYOVOYEVESTG OEV ElYE Kapia EMIOpaoT GTNV avamTLEn
TOL EUPPVOV, EVD TPOKAAECE LEIMIEVO COUATIKO BAPog TG UNTEPAS GE OGN 7 POPEC VYNAGTEPT TNG
GUVIGTOWEVNG 00NG Kot avénon Tov anofolmv 6g 6661 16 popéc VYNAGTEPT OO T1 GLUVIGTOUEVT
doon Paoet g AUC.
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H and tov otouatog yopniynomn eovpopikod dyuebvieotépa e ddoelg 25, 100 ko 250 mg/kgmuépa o
0poOVPOLOVE KATA TN d1dPKELN TNG KONONG KOl TNG YOAOLYIOC TPOKAAESE YOUNAOTEPO COUATIKO BAPOg
otnv F1 yevid, kaBmg kot kaBvotépnon g oeEovaticng opipaveng ota apoevikd g F1 yevidg, o¢
0601 11 popég vyniotepn and 11 cvvicTdpevn d6om Bacel Tng AUC. Aegv mapatnpndnkay endpacelc
ot yovipotnto g F1 yevidg. To youniétepo copotikd Bapog tmv amoydovov Bewmpndnie
emaxoAov0o g To&IKdTNTOG 6T UNTEPQL

To&wkotnta oe veapd (oo

AVO pelétec ToEIKOTNTAG GE VEAPOVS OPOLPAioNs e KaBNUepIV amd TOV GTOUOTOG YOPTYNoN
eovpaptkol dipebvieotépa and v nuépa petd tn yévwnon (PND) 28 éwg tqv PND 90-93 (mAikia
avtioTolyn ne mepimov Ta 3 £I1 Kot Avem 6Tov AvOpmno) eavépmeav TopOUoleg TOEIKOTNTEG OpYavOV-
OTOY®V GTOVG VEPPOVG KOL TOV TPOSTOUOYO UE EKEIVEG TOV TapaTnpnOnKay og evijiika {da. XtV
TPAOTT LEAETT, O POVUOPIKOG OUEDVAEGTEPOG dEV ENNPEACE TNV OVATTLEN, T1) VEVPOGVUTEPLPOPIKT
KOTAGTOON 1) T YOVILOTITO 0pGEVIKAV Kot OAvkdv Eog Tnv vynAdtepn doom tov 140 mg/kgmuépa
(mepimov 4,6 Popéc TN cLVIGTOWEVY dOGT 6TOV AvBpmTo Pdcel Teplopio puévav dedouévmv tng AUC oe
noudiorpikove acOeveic). Opoimg, otn debtepn LEAETN, O APCEVIKODC VEAPOVS 0POVPOiovS, dEV
mapatnpnonKe Kopio eTidPOCT GTA OVOTOPOYOYIKE KO ETIKOVPIKE OPYOVOL TOV OPGEVIKAV £1OG TNV
vyNnAOTEPN d0GT Povpopikoy duedviestépa Tmv 375 mg/kgmuépa (tepimov 15 popéc v
ewcalopevn AUC o1t cuvicTdpevn Tondtotpikn 66om). Q61060, 6€ 0pCEVIKOVS VEAPODS APOLPAIOVS
VINPYE ELGOVIG LELOUEVN TEPLEKTIKOTNTA GE AVOPYOVOL GAOTO TOV OGTMOV KOl PLELMHUEVT] OGTIKY|
TLUKVOTNTO GTO UNPLOL0 0GTO KoL TOVG 00 PLIKOVG omovOVAOLS. MeTafoAEg TN HETPNGT TNG OCTIKNG
TUKVOTNTAG TOPOTTPHONKOY G€ VEAPODS 0pOVPOioLE Kol LETE TNV 0T0 TOV GTOUOTOG YOPT YN O
QOVULAPIKNG OPOELUEING, EVOG GALOV POLLOPLKOD EGTEPN OV peTOfoAIleTon N VIVO GTov 1810 gvepyod
petaforitn, Tov povpapikd povopedviectépa. To NOAEL ya tig petaforég otn pétpnon g

00 TIKNG TUKVOTNTOG GE VEOPOVS apovpaiovg eivan mepinov 1,5 popéc v mbavoroyodpuevn AUC o1
ouvieToOpeVN TodlaTtpikn S6on. H oyéon tov emdpaoemy 6Ta 06TA 6TO YoUNAOTEPO GOUATIKO Bdpog
elvar mBovr], ®oTOGO 1 CVUUETOYN U0 AueoTg emidpaong dgv pmopel va amokAgiotel. Ta ootk
gupnuato ival TePLopIouévg onpaciog yio Toug evidkes acbeveic. H onpocia yia tovg
Tod1oTPIKovg acbevelc dev glvon yvootn.

6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kaotahloyog ekdoywv

Iepeyduevo kowaxiov (coopidia Tomov pellet ue eviepikn exikdown)

MikpokpOGTOAAIKY] KLTTOPIVY

Kaopperdoln varprodyog diactowpovpevn

Kolhogdéc dvoudpo 0Eeidto tov muptitiov

2TEATIKO LOYVIG10

Yvunolvpepég pebakpuitkov o&foc — pebakpuitkod pebviectépa (1:1)
Yvpmorvpepég pnebakpuiicod o&gog — akpviucod abvieotépa (1:1), og drouomopd 30%
Kurpikdg tpronbviectépag

Téhxkng

IepifAnuo Tov Kowokiov

Zehativn

Awoé&gidio Titaviov (E171)
Kvavo FD&C #2 (E132)
Kitpwo o&eidro o1dnpov (E172)
Mélav o&gidio oonpov (E172)
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Extonmon kowokiov (Lowpo LEAGVL)

Koppea Adkiog

[Ipomvievoylvkoin

Ydpo&eidio tov appmviov

Méhav o&eidio o1ompov (E172)

6.2 AocvupoatotnTeg

Agv gpapuoletan.

6.3 Awpkewa {ong

3 xpovia

6.4 Idwitepeg Tpo@urhaiers katd ™ @UAEEN TOV TPOIOVTOG
Mn pvAdoocete og Beppokpoaoio peyolvtepn twv 30 °C.

6.5 @von KAl GVETATIKA TOV TEPLEKTI

120 mg yootpoovOekTiKd o KANPA KOWEKLOL

14 yooTpoovOekTikd KANPA KOWAKLO 6€ GVOKELOTiES TOTTOL KuYEANG adovpuviov PVC/PE/PVAC kot
OVGKEVAGIES TOTOV KVYEANG Hovadlaiag SO0 Kot AEVKEG PLAAES 0O TOAVOOVLAEVIO LYMANG
nokvotntag (HDPE) pe Aevkd adtopavég Pomwtd Topo amnd ToATPOTLAEVIO te TopEufocua
EMAYMYIKNG SOPAYLOTG oAovpviov mov meptéyel 14 1 60 yooTpoavlekTikd oANpa Koy aKia.

240 mg yoosTpoavOeKTIKA GKANPE Ko GiKLo,

56 1 168 yaoTpoavOeKTIKA GKANPE KAOWAKIO GE GLOKEVAGIEG TOTOV KLWEANG OAOVULVIOD
PVC/PE/PVAC kot cvokevacicg TOTOV KOYEANG povadiaiog 60omg Kot AEVKES QLOAEG 0o
nolvatBviévio vyning mokvotntog (HDPE) pe Agukd adtapavég PomTo Tde amd TOAVTPOTLAEVIO
Le TopEUPLG LA ETAYMYIKNG GPPAYIOTG 0AoLHIVIOL oV TTepLEyel 56 1 168 yacTtpoavlexTikd oxAnpd
Koy aKioL.

Mrmopel va. v KuKAOQOPOUV OAEC 01 GLGKEVOGIEG.

6.6 Idwitepes Tpo@LAGEES amoppIyYNg

Kda0e aypnoipomointo gopuokeutikd Tpotov 1 VITOAEIUL TPETEL VO, ATOPPITTETOL GOUPOVA [LE TG
KaTO TOTOVG 16YVOVGEG GYETIKEG O1OTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited

Unit 35/36 Grange Parade

Baldoyle Industrial Estate
Dublin 13

Iphavodio

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

Dimethyl Fumarate Mylan 120 mg yactpoavlekTikéd oKANPA Koy dKio
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EU/1/24/1814/001
EU/1/24/1814/002
EU/1/24/1814/003
EU/1/24/1814/004

Dimethyl Fumarate Mylan 240 mg yaotpoavOeKTikd oKANpa Koy dKkio

EU/1/24/1814/005
EU/1/24/1814/006
EU/1/24/1814/007
EU/1/24/1814/008
EU/1/24/1814/009
EU/1/24/1814/010

0. HMEPOMHNIA IIPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX

Hpepounvia npotng £yxpiong: 22 Anpiriov 2024

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentouepeic TANPOPOPIEG Vi TO TAPOV PAPUOKEVTIKO TPOIOV givar d100EG1LES GTOV SIKTVOKO TOTO
tov Evpondikov Opyaviopod apudkov: http://www.ema.europa.eu.
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IHAPAPTHMA 11

IHAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYZXH TQN ITAPTIAQN

OPOI'H IIEPIOPIEMOI £XETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TAPAXKEYAXTEX YIIEY®YNOI I'A THN AITOAEXMEYXH TQN ITAPTIAQN

Ovopa kon d1e00vven TOV TOPUSKELAGTOV TOL £ival LITELOVVOL Y10 TNV OTOJEGUELGN TOV TAPTIO®V

Mylan Hungary Kft.
Mylan utca 1
Komarom, 2900
Ovyyapia

Mylan Germany GmbH
Benzstrasse 1, Bad Homburg
61352 Hesse

Ieppavia

10 évtumo @UALO 0O YLDV YPTOTG TOV POPHOKEVTIKOD TPOIOVTOC TPETEL VAL OVOYPAPETAL TO OVOLLAL
Kot 1 31e00VVCT TOL TOPAGKEVAGTY| TOV Elval LIELHVVOC YO TNV OTOJIEGUEVCT) TG CYETIKNG TOPTIOOS.

B. OPOI'H HEPIOPIXMOI XXETIKA ME TH AIAOEXH KAITH XPHXH

Dappoxevtikd TPoidv Yo To omoio amonteiton tepropicévn wpikn ovvroyn (PA. mapdptnpa I:
[Mepiinyn tov Xapaktnpiotik®v tov IIpoidvtog, mapdypapog 4.2).

I. AAAOI OPOI KAT AITAITHZEIX THX AAEIAYX KYKAO®OPIAX
. Ex0é¢oe15 meprodikng mapakorovdnong g asparewng (PSURS)

Ot anoutnoeglg yo v vwoPoin tv PSURS yio 1o ev Ady® popprokevtikd mpoidv opilovton
OTOV KATAAOYO e TIG NUEpOUNVies avapopdg e Evoong (katdhoyoc EURD) mov mapatiBeton
otV mapdypapo 7, Tov apbpov 107y, tng odnyiog 2001/83/EK kot kabe emakorovOng
EMKOLPOTOINONG OTMG OMNIOCIEVETOL GTNV EVPOTATIKT SIKTVOUKT) TOAT Y10l TO, POPLOKOL.

A. OPOI'H NEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHZH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yy o0 owayeiprong kKivovvov (ZAK)

O Kdroyog Aderag Kukhogopiog (KAK) Oa die&aydyet T1g amontodpeves dpacTnploTnTeg Kot
TOPEUPACELC PUPULAKOETOYPVTVIONG OT®S TapoLvotldlovial 610 cuppmvnBév XAK mov
napovctdleTon otny evotnta 1.8.2 tng ddelag kKukAopopiag Kol 0molecdNToTE EnaKOAovOEg
eykekpléveg avabempnoelg tov TAK.

‘Eva emucoiporoinpévo ZAK Ba npémnel va katorebei:

. Metd and aitnpa tov Evporaikod Opyavicpod @appdakov,

. OnoTedNMOTE TPOTOMOLEITOL TO GVGTNLLA SLOYEIPLOTG KIVOUVOUL, E101KA O AOTELEG LA AMYNG
VE®V TATNPOPOPLDV TOL UTOPOVV VOL ETLPEPOVY CTULOAVTIKT CAAYT] GTT) GYECT] OPEAOVS-KIVOVUVOL
N ®G AMOTEALEG O, TNG EMTEVENG EVOG GTLLAVTIKOD OPOCTILOL (PUPLOKOETAYPOTVIGT 1|
€AO16TOTOINGT KIVODVOL).
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IHAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIZHMANXH

30



ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAZXIA

KOYTI KYWEAHE (BLISTER)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY TIPOIONTOX

Dimethyl fumarate Mylan 120 mg yoaotpoavOekTikd cKANPA Koy dkio
(QOLLLOPLKOG d1peBvAecTEPOG

| 2. TLYNOEZH IE APAXTIKH(EX) OYXIA(EY)

KdaBe xaydxro mepiéyel 120 mg povpaptkov dipebviectépa.

|3.  KATAAOIOX EKAOXQN

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

loaotpoavlekTikd GKANPO KOaKLO

14 yaosTpoavOEKTIKA Koy dkLoL
14 X 1 yootpoavOekTiKd Koy dikio

| S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Xpnon and cTOUATOG
AwPdcte To PUALO 0OMYLBV ¥PNONG TPV Ao 1| YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEITIOYN KAI
AEN IIPOXEITIZOYN TA ITAIAIA

No puAdcoeton og 0€om, v onoia dev PAETOLVY Ko dev Tpoceyyilovv To Toudid.

| 7. AAAH(EX) EIAIKH(EX) HPOEIAONIOIHZH(ELY), EAN EINAI AITAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHE

AH

[1]

H

| 0. EIAIKEY YYNOHKEY OYAAEHX

Mn pvrdocete og Beppokpacio peyodvtepn tav 30 °C.
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10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphavdio

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/001
EU/1/24/1814/002

| 13. APIOMOX IMAPTIAAX

[Moptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Mylan 120 mg

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A160146T0T0G YPOUI®OTOS KMoukaS (2D) mov pépel Tov TEPIANEOEVTA LLOVOIIKO OVAYVOPIOTIKO KOOTKO.

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

PC
SN
NN
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EAAXIZTEX ENAEIZELE [TIOY HPENEI NA ANATPA®ONTAI ITIZ L YZKEYAZIEZ
KYYEAHZ (BLISTER) 'H ETIZ TAINIEZ (STRIPS)

KYYEAH (BLISTER)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Mylan 120 mg yaotpoavOektikd konydiio
(QOLLLOPLKOG d1peBvAecTEPOG

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Mylan Ireland Limited

| 3. HMEPOMHNIA AHEHX

AHEH

| 4. APIOMOX TITAPTIAAX

[optida

| 5.  AAAA LTOIXEIA

Ao TO0V GTOUOTOG YPNoN
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ENAEIZEIX ITIOY HPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI KYYEAHX (BLISTER)

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY TIPOIONTOX

Dimethyl fumarate Mylan 240 mg yaotpooavOektikd okAnpd Koy aKio
(QOVLLLOPIKOG d1peBviecTéPOg

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

KdaBe xonydxro mepiéyel 240 mg povpaptkov dipuebviectépa.

| 3. KATAAOI'OX EKAOXQN

| 4, OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

laotpoavOekTikd GKANPO KOAKLO

56 Yoo TpoovOEKTUKH Koy GKLoL

56 X 1 yaoTpoavOeKTIKd, Koy diKio
168 yoaoTpoavOeKTIKA KonyaKio
168 X 1 yootpoavOeKTIKG Ko/ aKio

|5.  TPOIOX KAI OAOX(OI) XOPHTHEHE

Xpnion amd oTOUOTOG
Awofdote 1o OALO 0ONYIDV ¥p1oNG TPV ad TN YPNoN.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na evrdocetan g 0€om, Tnv omoia dev PAETOLY Kou dev Tpoceyyilovv To Toudid.

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

| 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEY XYNOHKEY OYAAEHX

Mn pvAdoocete og Beppokpacio peyolvtepn twv 30 °C.
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10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphavdio

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/005
EU/1/24/1814/006
EU/1/24/1814/007
EU/1/24/1814/008

| 13.  APIOMOX MAPTIAAL

MMoptida

| 14. TENIKH KATATAEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TMAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Mylan 240 mg

17. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX — AIXAIAXTATOX T PAMMQTOX
KQAIKAY (2D)

A168146T0T0G YPOUR®OTOS KDoukag (2D) mov pépet Tov TEpIANEHEVT LLOVASTKS avayVmOPLETIKO KMOTKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITO
TON ANOPQITO

PC
SN
NN
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EAAXIZTEX ENAEIZELE [TIOY HPENEI NA ANATPA®ONTAI ITIZ L YZKEYAZIEZ
KYYEAHZ (BLISTER) 'H ETIZ TAINIEZ (STRIPS)

KYYEAH (BLISTER)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Mylan 240 mg yaotpooavOektikd Koy dkio,
QOVLLOPIKOG dLeBVAESTEPOG

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Mylan Ireland Limited

| 3. HMEPOMHNIA AHEHX

AHEH

| 4. APIOMOX TITAPTIAAX

[optida

| 5.  AAAA LTOIXEIA

Amd Tov oTONATOC YPNIoN

36



ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI ®IAAHX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY INPOIONTOX

Dimethyl fumarate Mylan 120 mg yaotpooavOektikd okAnpd Koy aKio
QOVLLOPIKOG OedVAEGTEPOC

2. XYNOEXH YE APAXTIKH(EY) OYXIA(EX)

Kdabe koydxio mepiéyer 120 mg govpapicod dipedviectépa.

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavlekTikd GKANPO KOAKLO

14 yoaoTpoavOEKTUCH Koy GKLoL
60 yasTpoovOEKTIKA Koy oKL

| S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Xpnon and cTOUATOG
AwPdote To PUALO 0O YLDV YPNONG TPV OO T XPNOT).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na gvrdocetan g 0€om, Tnv omoia dev PAETOLY Kou dev Tpoceyyilovv To Toudid.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHZH(EIL), EAN EINAI ATIAPAITHTH(EY)

|8.  HMEPOMHNIA AHEHE

AHEH

0. EIAIKEY YYNOHKEY OYAAEHX

Mn pvrdocete og Beppokpacio peyodvtepn twv 30 °C.
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10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iplavdia

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/003
EU/1/24/1814/004

| 13. APIOMOX IMAPTIAAX

[Moptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Mylan 120 mg

17. MONAAIKOX ANAT'NQPIXTIKOXZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A160146T0T0G YPOUI®OTOS KMoukaS (2D) mov pépel Tov TEPIANEOEVTA LLOVOIIKO OVAYVOPIOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITO
TON ANOGPQITIO

PC
SN
NN

38



ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAHX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY INPOIONTOX

Dimethyl fumarate Mylan 120 mg yaotpoovOektikd ckAnpd Koy dio
QOVLLOPIKOG OedVAEGTEPOC

2. XYNOEXH YE APAXTIKH(EY) OYXIA(EY)

KdaBe xaydxro mepiéyer 120 mg povpapikov dipebviectépa.

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavlekTikd GKANPO KOAKLO

14 yoaoTpoavOEKTUCH Koy GKLoL
60 yasTpoovOEKTIKA Koy oKL

| S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Xpnon and cTOUATOG
Awfdote To PUALO 03MYLBV YPNONG TPV OO 1| YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidoocetar o 0€om, TV omoia dev PAETOLY Kou dev Tpoceyyilovv Ta Toud1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHZH(EIL), EAN EINAI ATIAPAITHTH(EY)

|8.  HMEPOMHNIA AHEHE

AHEH

0. EIAIKEY YYNOHKEY OYAAEHX

Mn pvrdocete og Beppokpacio peyodvtepn twv 30 °C.
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10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iplavdia

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/003
EU/1/24/1814/004

| 13. APIOMOX IMAPTIAAX

[Moptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNQPIETIKOX KQAIKOZ — AIZAIAXTATOX TPAMMQTOX
KQAIKAE (2D)

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITO
TON ANOPQIIO
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAZXIA

KOYTI ®IAAHX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY INPOIONTOX

Dimethyl fumarate Mylan 240 mg yaotpooavOektikd okANPA Koy aKio
QOVLLOPIKOG OedVAEGTEPOC

2. XYNOEXH YE APAXTIKH(EY) OYXIA(EX)

Kdabe koydxio mepiéyer 240 mg govpapicod dipedviectépa.

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavlekTikd GKANPO KOAKLO

56 yooTpoovOEKTUKH Koy GKLoL
168 yooTpoavOeKTIKA KonyaKio

| S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Xpnon and oTOUATOC
Awfdote To PUALO 03MYLBV YPNONG TPV OO 1| YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvrdocetar o 0€om, TV omoia dev PAETOVY Kon dev Tpoceyyilovy Ta ToLdLd.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHZH(EIL), EAN EINAI ATIAPAITHTH(EY)

|8.  HMEPOMHNIA AHEHE

AHEH

0. EIAIKEY YYNOHKEY OYAAEHX

Mn pvrdocete og Beppokpacio peyodvtepn twv 30 °C.
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10. TAIAITEPEX HPO®YAAEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iplavdia

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/009
EU/1/24/1814/010

| 13. APIOMOX IMAPTIAAX

[Moptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Mylan 240 mg

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A160146T0T0G YPOUI®OTOS KMoukaS (2D) mov pépel Tov TEPIANEOEVTA LLOVOIIKO OVAYVOPIOTIKO KOOTKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITO
TON ANOGPQITIO

PC
SN
NN
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ENAEIZEIX I1IOY IIPEIIEI NA ANAT'PA®ONTAI XTH XTOIXEIQAH XYXKEYAZXIA

ETIKETA ®IAAHX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY INPOIONTOX

Dimethyl fumarate Mylan 240 mg yaotpoovOektikd ckANPE Koy dkio
QOVLLOPIKOG OedVAEGTEPOC

2. XYNOEXH YE APAXTIKH(EY) OYXIA(EY)

KdaBe xaydxro mepiéyer 240 mg povpaptkov dipebviectépa.

| 3. KATAAOI'OX EKAOXQN

| 4. OPAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavOekTikd GKANPO KOWAKLO

56 yooTpoovOEKTUKH Koy GKLoL
168 yooTpoavOeKTIKA KonyaKio

| S. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Xpnon and cTOUATOG
Awfdote To PUALO 03MYLBV YPNONG TPV OO 1| YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION ITPENEI NA ®YAAXXIETAI XE OEXZH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvrdoocetar g 0€om, TV omoia 6ev PAETOLY Kot dev TPOGEYYILovV T TALd1dL.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOMIOIHZH(EIL), EAN EINAI ATIAPAITHTH(EY)

|8.  HMEPOMHNIA AHEHE

AHEH

0. EIAIKEY YYNOHKEY OYAAEHX

Mn pvrdocete og Beppokpacio peyodvtepn tav 30 °C.
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10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITOPPIYH TQN MH
XPHEIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITOY MPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iplavdia

| 12.  API®OMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1814/009
EU/1/24/1814/010

| 13. APIOMOX IMAPTIAAX

[Moptida

| 14. TENIKH KATATAZH I'lA TH AIAOEXH

| 15. OAHI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNQPIETIKOX KQAIKOZ — AIZAIAXTATOX TPAMMQTOX
KQAIKAE (2D)

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITO
TON ANOPQIIO
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B. ®YAAO OAHTTQN XPHYXHX
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®viro ooV ypione: IIinpogopiss yio Tov acOeviy

Dimethyl fumarate Mylan 120 mg yootpoavOekTiKd 6KANpE Koy KL
Dimethyl fumarate Mylan 240 mg yactpoavOekTikd 6KAiNpa Koy aKo
POVULOPIKOG d1eBvAeaTEPOG

A PaoTe TPOGEKTIKA 0LOKANPO TO PVLAO 00N YIAOV PGS TPV APYICETE VO TAIPVETE AVTO TO

PappoKo, N6TL TEPLAPPAVEL CNUOEVTIKES TANPOPOPIES Y10 GOG.

- DovraEte avtd To POALO 0dNyL®Y Xprong. Towg ypelaotel va to draPdoete Eava.

- Edav éxete meportépm amopiec, poTNOTE TOV Y1ATPO 1] TOV GUPLLAKOTOLO GOG.

- H cvvtoyn yio ovtd 1o edpuoko yopnyndnke oamokAEloTIKA Yo oG, AgV TPETEL VO SDCETE TO
@approko og dAlovg. Mmopel va tovg Tpokaiésel PAAPN, aKoOLa Kol OTOV TO CUUTTOULATO TNG
ac0évelog Toug elvar 1010 pe Ta d1kd Gag.

- Edv mapatnproete kdmola avemBountn evEpyeLn, EVUEPDOGCTE TOV YIATPO N TOV PUPULOKOTOLO
c0g. Avtd oydel Ko yio KaBe mhovi avemBopuntn evépyela mov dEV AVOPEPETAL GTO TOPOV
@OAAO 0dMYLDV Yprione. BAéme moapdypago 4.

T mepréyer To mapov VA0 0ONYIOV:

Tt eivan To Dimethyl fumarate Mylan kot oo eivon 1 gprion tov
T npémer va yvopilete mpv mapete to Dimethyl fumarate Mylan
[Mwg va mépete to Dimethyl fumarate Mylan

[Bavég avemBOuNTEG evépyeteg

[Mog va purdcoete To Dimethyl fumarate Mylan

[Teprexdpeva g cvokevaciog ko Aoumég TAnpoPopieg

ocogakrwnhr

1. Tuveiver to Dimethyl fumarate Mylan kot wow givar n yprion Tov

T givar To Dimethyl fumarate Mylan
To Dimethyl fumarate Mylan sivat £éva @appoko mov mepEyel T SPAGTIKN OVGI0 POVRAPIKO
owpedviestépa.

Iow. givar n ypion tov Dimethyl fumarate Mylan
To Dimethyl fumarate Mylan ypnoiponoteiton yio T Ogpomeio tng vrotpomidlovcac-dlaleinovoog
mollamAng oxkAnpuvong (I1X) o acBeveig niikiog 13 eTdv kot Gvo.

H IIZ eivon puo pokpoypdvia tabnon mwov ennpedlel to Kevipikod vevpikd cvotnuo (KNX),
GUUTEPIAOUPAVOUEVOD TOV EYKEPALOV Kol TOV veTiaiov pvelov. H vrotponidlovca-diaieinovca [T
yapakTNPileTar and emovorlapPovopreve eelc0d10, (VTOTPOTESG) GUUTTOUATMY TOV VEVPLKOD
ovotnpotoc. Ta copuntopato daeépovy Hetabd TV acevavy, oAld cuvmbwg Tteptlapfdvouy
dvokolieg ot Padion, aicOnua actabewg Kot ontiKéc dvokorisg (m.y. Oaum 1| dumAn 6pacmn). Avtd
TOL GUUTTAOLOTO EVOEYETOL VO EEAPAVIGTODV TANPWOS OTAV TEPAGEL 1] VILOTPOTH|, CALAL OPIOUEVA
TPOPANUOTO EVOEYETAL VO TAPALLETVOVV.

IMaog dpa to Dimethyl fumarate Mylan

To Dimethyl fumarate Mylan @aiveton 6Tt dpo. epmodifovtag To ApVVTIKO GUGTNILO TOV OPYAVIC OV
cog oo TO Vo PAATTEL TOV £YKEPOAO Kol TOV VOTIOH0 LVEAO 00G. AvTd pmopet emiong va Bondnoet
otnv kabvotépnon perloviikig emodgivoong tng T1Z.
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2. Tvrpérer va yvopilete mpwv mwapete ro Dimethyl fumarate Mylan

Mnyv wapete o Dimethyl fumarate Mylan

- o€ TEPIMTOGT arlepyiog 6ToV Povpapiko dpedviestépa 1| o€ onolodNmoTE GAAO amd TO
GLGTOTIKG OVTOL TOV PAPUAKOL (OVOPEPOVTOL TNV TOPaypopo 6).

- €av vrapyel vroyio 6TL TAGYETE OO P10 OTTAVIN EYKEQAAKY Loipén Tov AéyeTan
TTPOT0VG U TOAVESTIOKT Agvkoeyke@aronmdOsiwa (PML) M edv £xer emPeforwbdei PML.

I[Ipogdomomoeig Kol TPoPLAAEELS

To Dimethyl fumarate Mylan pnopsi va etnpedoet Tov apOpé TOV AEVKOKVTTAP®V GaC, TOVG
ve@povg kat To Nrap cag. [Ipotov Eekvnoete va maipvete Dimethyl fumarate Mylan, o ywotpdc cag
0o Gog Kavel o EETAGT QLOTOC Y10, VO LETPNOEL TOV ap OO TV AEVKOKVTTAP®V Gag Kot B eAéyEet
€Gv Aertovpyohv Kokd o1 veppoi kot To Nrop cac. O yatpdc cag Oa 6o KAvel TEPLOdIKA AVTEC TIG
e€etdoelg katd t didpketa tng Oepaneiog. Edv o aplBudg tov Aevkokuttdpov cog peimbel Katd
didpxetla tng Bepoameiog, o yloTpdg cog Umopei vo eE€TAcEL TO evOEOLEVO TPOGHETOV eEETAGEWV 1)
dtaxomng tng Beponeiog coc.

AmevBuvlsite 6Tov YwTtpo cag mpwv napete to Dimethyl fumarate Mylan gav €xete:
- cofopn veppikn voco

- cofapn NrATIKY VOGO

- VOGO TOL GTORAY OV 1] TOV EVTEPOV

- cofapn roipmén (61w mvevpovio)

Mmnopei va ekdndlmbei Epang Lootnpag pe ™ Oepomeio pe Dimethyl fumarate Mylan. e opiopéveg
TEPUITAOGELS, £XOVV TPOKVYEL GOPOPES EMTAOKES. Oa TPEMEL VAL EVILEP DGETE TOV YWITPO GOS
apéoms, €AV LITOTTEVESTE OTL £YETE OMOLUONTOTE CUURTMONATO EPTNTA (OGTHPA.

Edv motevete 6111 [IX cag yeypotepedet (m.y. advvapio 1] oAAayéc oty Opac™) 1 AV TOPATPNOETE
OTOLO0NTTOTE VEN GLUTTMUATO, aTeLOVVOEITE OUEC MG GTOV Y1OTPO GOC, EMELON AT Umopel vo ivar Ta
CUUTTOUOTO LLIOG CTAVIOG EYKEQOAKNG AOIL®ENG oL ovopdleTon TPOTOVGO TOAVEGTIOKT
Aevkoeykeparonddeio (PML). H PML givon piio cofopn mdBnomn mov propel va empépel cofopn
avormpio 1 Odvato.

"Exet avopepOei pio omdvia oAhd coapn ve@pikn dtatapayr Tov ovopdleton cuvdpopo Fanconi pe
PO EVOC POPULAKOL TOV TTEPLEXEL POVUOPLKO d1UEBVAESTEPD, G€ GUVOVOCHS LE AAAOVG EGTEPEG TOV
QOVLLOPIKOD 0EEOC, TO O0moilo ypnotponoteiton yio T Oepameia Tng yopioong (LLog dEpUOTIKNG
acBévelng). Edv mapatnpnoete 61t amoPaliete peyodvtepn mocoTNTO 00POV, S1YATE TEPIGGHTEPO KOl
mivete mePLocOTEPA VYPA 0d O,TL GLVHOWG, GV GOAVESTE TOVG VG GG TLO AOVVOLOVG, EAV OTTACETE
KGmolo 06To 1 amAd movate, angvfuvleite 6TOV YIOTPO GG TO GUVIOUOTEPO dVUVATO, DGTE VO
dtepevvnBovy TEPMTEP® AVTA TOL GLUTTMOWATO.

Mowd ko Epnpor
Mn ddoete owtd TO PAPHOKO 0€ Tond1d nAkiog kato tov 10 etdv, Kabmg dev vITapyoLvV drabéctpa
dedopéva 6g VTNV TNV NAKLOKT ORLdda.

Alha @appoka kot Dimethyl fumarate Mylan
Evuepdote Tov ylotpd 1| TOV QUpULOKOTOLd Gag €0V TAIPVETE, EXETE TPOCPATO TAPEL 1] LTOPEL VoL
TapeTE GALA PAPULOKD, EOLKAL

- (PAPLLOKOL TTOV TEPLEYOVY EGTEPES POVLLAPIKOV 0EE0G (POLLOPUCHL) TTOV YPTGLUOTOLOVVTAL YL, TNV
OVTILETMMIOT TNG YOPloong

- QPapROKa TOV EXNPEGLOVY TO AVOGOTOMTIKG GUGTI|LO. TOV OPYUVIGHOY G OG
GUUTEPILOUPOVOUEVOV YNUELOOEP OTTELNS, VUG OKOTOGTUATIKAV 1] GALOV QUPUIK®OV TOV
xpnowomowovvral yio ) Oepaneia g X

- QapROKO TOV EANPEGLOVY TOVS VEPPOVS, CUUTEPIAGUPAVOUEVOV OPIGUEVOY AVTIPOTIK®OV
(xpnowomotovvton yio tn Oepaneio Aopndéewv), «MeKimv dovpnong» (drovpntika),
0P PEVOV TOTTOV VG ITOVOV (O0TT®G 1BovTtpoPaivn Kot GALN TOPOLLOLN AVTIPAEYLOVAOIN,
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KOOMC Kot PAPLLOKO TTOV £YOVV AYOPUCTEL YMPIC LTPIKT GLVTAYT) Kol QUPULAK®Y TOVL TEPLEXOVY
AiGwo

- n Aqyn tov Dimethyl fumarate Mylan pe opiopévoug tomovg epPorimv (eufotio ue {wvreg
HUIKPOOPYaVIGUODS) EVOEYETUL VO COC TPOKOAESEL AoipmEn Ko, GLVETMG, Ba Tpémetl va
amopevyetal. O ylatpds cos Ba cag svpPfovievost oyeTIKA e To gqv Ba Tpémet va yopnyndodv
GArot Tomot epforiov (un {dvra ufidiia).

To Dimethyl fumarate Mylan pg owonvevpatdon

H peyodvtepn oo pia pupn mocdtnta (nepiocdtepo omd S0 ml) Kotavdiwoon 1oyupdv dAKOOAOVY MOV
Tot®V (He aAKooAko Babuod peyaivtepo and 30% xot’ dyko, m.y. amoctdypota), Oo Tpémetl va
amoeevyeTal ylo dtdoTtnpa piog ®pag and ) AMyn tov Dimethyl fumarate Mylan, ka6dg ta
OLVOTVELLOTAOOT UTOPOVV VO, CAANAETIOpACOLY e aVTO TO PaproKo. Avtd Ba propovoe vo
TPOKOAEGEL PAEYLLOVI] TOV GTOUGYOV (yaotpitida), €1O0KE GE ATopa Ta oTola lvo 1O EMPPETT G
yooTpiTida.

Kdnon ko 0nhaopog
Edv giote éyxvoc 1 OnAdlete, vouilete 0T1 pumopet va elote £ykvog 1) oyed1ALETE VO OMOKTNGETE TTodi,
{ntnote 1 cupfovAn Tov YaTPod N TOV PUPLAKOTOI0D GOG TTPLV TAPETE AVTO TO PAPLLOKO.

Kvunon

Etvon mepropiopéveg o1 mAnpo@opieg mov vadpyovv yio T1G ETOPAGELS VTOV TOL PAPLAKOL GTO
ayévvnro moudi edv ypnopomondel kKatd T drdpkela TG eykvpocvvig. Edv elote €ykvog un
ypnotponomoete to Dimethyl fumarate Mylan extdc kot v to éyete cu{NTAGEL Pe TOV YIUTPO GOG
KoL EPOGOV OVTO TO PAPULOKO ELVAL GOPDS OTAPAITNTO Yl GOG.

Oniocuog
Agv givon yvootd gav n dpacTtikh ovsio tov Dimethyl fumarate Mylan nepvd 6to punTpikd yaro. O

ytpdg oag Ba cog cvpfovisvoet av Ba Tpénet va drokoyeTe To ONAacpd 1t yprion tov Dimethyl
fumarate Mylan. Avtf n amdpoon tepthopfavel Tn oTAOUIGT TOL 0PEAOVE TOL ONAAG OV Y10l TO TTOLdi
o0C Kol TOL 0QPEAOLG TNG Oepameiag yio 5GC.

Oomynon ko (EPoPUOS PN OVIRATEOV
To Dimethyl fumarate Mylan dev avapévetot va emnpedcel TNV IKavOTNTO 00NYNGNG Kot YEPLGHOD

unyovnuétmv.

To Dimethyl fumarate Mylan ngpiéyel vatpio
To @dppako antd meptEyet Arydotepo amd 1 mmol vatpiov (23 mg) avd koydkio, ivar avTd TOL
ovopalovpe «elevBepo vaTpiovy.

3. Maog va napete to Dimethyl fumarate Mylan

[Téwvtote va ToipveTe TO PAPHLOKO OVTO AVCTNPE COLPOVA LLE TIG 0d1Yieg TOV YiaTpov cag. Edv éxete
apeiforisg, pOTNOTE TOV Y1OTPO GOC.

Aodom évapEng: 120 mg dvo @opég v nuépa.

Na maipvete avti ™ 6661 Evapéng yia Tig TpdTEG 7 NMUEPES Kal, KATOMLY, VO TOIPVETE TNV KOVOVIKT
doom.

Kavovikn 6061 240 mg dv0 @opég Ty nuépa.

To Dimethyl fumarate Mylan mtpoopileton yio ypnom omd 6TOUATOC.

Kortarivete ka0 kowydkio ohékinpo, pe Aiyo vepd. Mny koPete, Opvuparilete, diahdete,
amouvleite | Locdte To Kaywaklo, KaOdc evoéyetar vo avEnBobv oplouéveg avemBOuNTeg eVEPYELEC.

Na waipvere To Dimethyl fumarate Mylan pe gaynté — pnopei va fondnost va peiwbodv kdmoteg
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and T1G TOAD oVYVEG avemOOuNTES eVEPYELES (avapépovTol otV mapdypago 4).

Eav napete peyarvrepn 666n Dimethyl fumarate Mylan ané v kavoviki

Edav éyete mhpel mopo ToALG kaydkio, amrevdovleite apéoms atov yuTpod cag. Evoéyetar va
TOPOVCIAGETE AVETIOVUNTEG EVEPYELEG TAPOLLOLEG LLE EKELVEG TTOV TEPTYPAPOVTOL TOPOUKAT®, CTIV
Tapdypopo 4.

Eav Egyadoete va napete to Dimethyl fumarate Mylan
Edv Eeydoate N maporeiyote pia 6601, pnv wapete oAl 6061).

Mrmopeite vo TAPETE T dOCT TOL TAPUAEIYOTE EAV OPNOETE LEGOIAGTNLA TOVAGYIOTOV 4 OPpDV
LETOED TV 30GEWMVY. ALAPOPETIKA, TEPIUEVETE PEYPL TNV EXOUEVT TPOYPOULUOTIGUEV dOCT GOG.

Edv éxete meptocOTEPEG EPMTNGELS GYETIKA LLE TN YPNOT CVTOV TOL POPLLAKOV, POTNGTE TOV YOTPO 1M
TOV QOPULOKOTOLO GOG.

4, MOavég avemBounTes evépyereg

Onmg 6A0 o QapLoKa, £TCT KL 0VTO TO PAPULOKO UTOPEl VoL TPOKOAEGEL OVETOOUNTEC EVEPYELES, OV
Kot 8ev mapovo1afovTol 6€ OAOLS TOVG oV PAOTOLC.

YoPapég avemBOuNTEG EVEPYELES

To Dimethyl fumarate Mylan pnopei va peidoet Tov aptOpd Aeppokuttdpv (£vag THI0g
Aevkokvttdpov). Edv £yete younid aptBuod Aevkokvrtapav umopel vo avéndel o kivduvog Aoipnwéng,
GVUTEPIAOLPBAVOLLEVOD TOV KIVOVVOL LL0G OTTAVIOG AOTH®ENG TOV EYKEQAAOL TTOL OVOLLALETOL TPOTOVoN
moAveaTiokn AgvkoeykeporondBeio (PML). H PML punopel va odnynoet oe coPapn avamnpio 1
0dvato. H PML éyel mapovoraotel petd amd 1 éwc 5 £tn Bepamneiog, ondte 0 yiatpodg cog Oa mpémel va
ovveyicel vo mapakolovdel To Aevkd cog atpocspaipia ko’ OAn T didpkela tng Oepameiog cag, evm
Kol €o€ig Oa mpémel vo, mopaorovbeite Tuydv dvviTikd cvuntodpata tng PML, dnwg meprypdepeton
mapoxdto. O kivovvog tng PML evdéyeton va etvon vymAdtepog edv eiyote AdPel 6To maperbov
KOO0 QAPLLOKO TTOL EYEL EXNPEACEL TN AEITOVPYIKOTITO TOV OIVOGOTONTIKOD GOG GUGTNLLOTOG.

Ta cvpntopato tng PML propet va eivar mapdpota pe autd tng vmotponig g 11X, ta copuntdpota
umopel vo meptiapfavovral véa advvapia 1 extdeiveoon tng advvapiog ot pio TAELPA TOV CMOUATOC,
ade&loTNTa, aAlayEc otV Opac, T OKEYT 1 TN LV, 1] 6VYYLoN 1| GALOYES TG TPOCHOTIKOTNTOG, 1|
OVOKOAEG GTNV OIATL KO TNV EMKOIVAOVIK TTOL d10PpKOVV Y10 TEPLGCOTEPEG AMO APKETEG NUEPEC.
Enopévac, edv motevete 6t n [1X cog emdevavetal 1 €6v TAPATNPHCETE OTOLAONTOTE VEQ
cvounTOpata eved Aapupavete Oepancio pe Dimethyl fumarate Mylan, givor ToAd onpovtikd va
WANGETE LLE TOV Y1OTPO GOG TO GLVTOUOTEPO dvvato. Emiong, Anote pe Tov oOVIPoQo 1 Tovg
(QPOVTIOTEG GOG KOl EVIUEPDOTE TOVG GYETIKG e TN Oepaneia cag. Mmopel va, eneovicTobV
CUUTTOMOTO TOV Vo UMV avTiAnebeite ot id1ot.

2>  Evnuep®ote opéoms Tov YuTpod 60G £G4V ERPOVIGETE 0TO0ONTOTE A6 AVTE TO
CUUTTONOTO

YoPapég arhepyikéc avTIOPAGES
H ovyvotnta tov cofapdv aAlepyikdv aviidpdoemv dev pumopel va ektiundei pe faon ta Stwbéopa
dedopéva (LN YvooTEg).

To KOKKIVIGLO. TOV TTPOGMOTOV 1] TOL GAOUATOG (epvlpiacy) givol Lo TOAD LYV AveETOOUNTT
evépyeln. Qo1660, o€ TEPUTTOON OV 1) £pVOPiacT GVVOdEHETAL aTd £pLOPO e&dvOMpa N KVIdMOT Ko

TOPOVGIAGETE OTOLOONTOTE OO AVTA TO, CUUTTMOUOTOL

- TPNEWO GTO TPOGMOTO, Ta XEIAN, TO GTONA ) TN YADGGO (ayyElo0idnuao)
- GLPIYHO, SLGKOAA GTNV avarvon | dvoTvola (ddomvora, vrolia)

49



- (& N amdiera coveidnong (vedtaon)

TOTE AVTO PIOPEL VO OVTITPOCSOTEVEL i, oPapn adiepyikn avtidpaon (avoapovialia)

-2  AwxéyTte ™ Myn tov Dimethyl fumarate Mylan kot kaAéste apéomg Evay yrotpod
Alreg avemBOUNTEG EVEPYELES

IMoA¥ evyvég (umopel va ennpedlovy meptocotepa and 1 ota 10 dropa)

- KOKKIVIGLO 6TO TPOGHOTO 1| 6TO SMOWa, aicOnua Oeppotntag, (£0TNG, KOWiaTog 1 poyoupog
(epvBpioon)

- YOAOPA KOTpavVA (d10ppoia,)

- aicOnua adabeciag (vavtio)

- GTOUOYLKOG TOVOG 1 GTOWOYIKEG KPALLTES

2>  H My t0v QappaKov 60g HE QayNTd UTopsi vo GVUPIALEL 6T LEI®ON TOV TOPOTAVED
AVETOOUNTOV EVEPYELDV

Ovoieg mov ovopdlovtal KETOVES, Ol OTOIEG TAPAYOVTAL PLUGLOAOYIKA IO TOV OPYOVIGLLO,
enpaviCovrar moAd cvyvd otic e€gtdoelg ovpwv Kotd ™ Anyn Tov Dimethyl fumarate Mylan.

Amgv0uvleite 6TOV YI0TPO GOG OYETIKA LLE TOV TPOTO AVTIUETOMIONG AVTAOV TOV AVETIOOUNTOV
evepyelav. O yatpdg cag umopel va LELMOEL TN 0001 Gag. MNV LELOGETE TN 0001 GOC, EKTOC €AV GOG
TO TEL O YLOTPOG GOG.

Yoyvég (umopel va ennpedlovv émg kot 1 oto 10 dropo)

- (QAEYLLOVI TOV EGMOTEPIKOL TOLYDUOTOG TOV EVTIEPOV (PATTPEVTEPITION)
- adtabeoio (euetog)

- dvomeyia

- (QAEYLLOVI TOV E6MOTEPIKOD TOLYDOUOTOS TOV GTOUAYOV (yaoTpitidn)
- YOGTPEVIEPIKT dLaTOpOyN

- oioOnpa koyiporog

- eEayelg, aicOnpa Beppotnrag

- @ayoOpo. 6T0 déppa (kvyouog)

- e&avOnua

- poC M kOKKIveg KnAideg oto dépua (epdfnua)

- TpOTTOON (CA®TEKIN)

AvemBountec evEpPyElEC Ol OTTOLEC EVOEYETOL VO TAPOVGLAGTOVV GTIC EEETAGELS OLULOTOC | OVPWV

- younAd emineda Aevkokvttapwv (leuporevia, Aevkomevia) 61o aipo. O pelwpévog aptBpog
Aevkokvttapov 8o pmopovce va GMUAivEL OTL 0 OPYOVIGILOG GO Elval AyOTEPO 1KOVOG VoL
avtipetonicel pia Aoipwén. Edav éxete pa cofopn Aoipwén (0nwmg mvevpovia), EVIUEPDCTE
apéomg Tov Yatpd Gog

- mpwrteiveg (Aevkwuoativy) oto ovpa

- avénon tov emrédmv Tov nratikav eviopov (ALT, AST) oto aipa

Oy ooy vég (umopet va ennpedlovy émg ko 1 ota 100 dropo)
- aldepyikéc avtidpdoel (vrepevarobnoia)
- HeI®ON TOV AUOTETAAIOV

Yravieg (umopei va emnpedlovv éwg xon 1 ota 1.000 dropa)
- QAEYHOVI NIOTOC Ko avénon ota emineda nroatikev eviopwv (ALT # AST o auvdvaouo e

xolepvlpivn)
Mn yvootig (n ovyvotnto dev pmopet va. ektiundel pe Pdon ta dtobéciuo dedopéva)

- €pmng {OOTNPAG LE CVUTTMOUATO OTMG POVGKAAES, KAYILO, POyoupo. 1] TOVOG GTO dEPU,
ovvBmg ot pia TAELPE TOL TAVEO PEPOVS TOV CAOUNTOG 1| GTO TPOCMMO, Kot LLE GALM
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GUUTTOUOTO, OTMG TVPETOC Kol AOVVOULN GTO TPMTO 6TAdL TNG AOTUENS, akoAoVOOVUEVD OO
LOVILOC LD, QOyoVpa 1) KOKKIVEG KNAIOEG e EVTOVO TOVO.
- ovvay (pvoppora)

Moowa (mikiog 13 e1dv kot Gve) ko £pnpor

Ot Topomdve avemBOUNTEG EVEPYELES 1GYXVOVV KOL Y10 T TOAO10 KoL TOVG EQTBOLG.

Kdamnolec avembBounteg evépyeieg avapépOnkay mo cuyvd oe Toudid Ko epnPovg o€ GYEGN LE TOVG
EVNAIKEG, T.Y. TOVOKEPAAOG, CTOUOYIKOC TTOVOG 1| GTOUAYIKES Kpaumes, adtadeoia (uetdg),
TOVOAULLLOG, Pryog Kot ercddvvn mepiodog (ELpnvog poon).

AvaQopa avETIOOUNTOV EVEPYELDV

Edv mopotnpnoete kdmoto avemBOUNTn EVEPYELD, EVILEPDGTE TOV YIOTPO 1] TOV POPLLAKOTOLO GOG.
A1 1oy0eL Kou o kaOe Tl ovi) avemBOUNTY EVEPYELD TTOV OEV OVAPEPETOL GTO TOPOV PVALO 0ONYIDV
¥pNoMs. Mropeite emiong vo avopépete avemBOuNnTeC evépyeleg amevbeiag, LEG® TOL €0VIKOD
CUGTNILOTOG avaPopds mov avaypdeetar 6to [lopdptnua V. Méow tng avapopdsg avembountmv
evepyeldv pumopeite vo fondnoete 61N GLAAOYN TEPIGGATEPMVY TATPOPOPIDY GYETIKE LLE TNV OCPAAELD
TOV TTOPOVTOG POPLLAKOV.

5. TIlag va guracscete To Dimethyl fumarate Mylan
To @dppoko avtd mpémel va puAdcoeTol o€ PEPT oV dev To PAETOVY Ko 6ev TO POAVOLY Ta TOLd14L.

Noa pn ¥pnNOLOTOEITE AVTO TO PAPLOKO LETE TNV ULEPOUVIC AENG TTOV OVOPEPETAL GTT] GLOKELAGIN
KOWEANG I 0T PLOAN Ko 670 kouTi petd tnv « AHEH». H nuepopnvio Anéng eivon ) televtaia nuépa
TOL LIVO TOV OVOPEPETOL EKEL.

Mn puAidocete o€ Oeppokpacio peyoarvtepn v 30°C.

Mnyv metdte pdppako 6To vepo TNG AmoYETELGTG 1 6T OIKLoKE amoppippate. Potote tov
(QOPLLOKOTOLO GOG Y10 TO TMG VO TETAEETE TO PAPLLOKA TTOV OEV YpMoLLoTTOLEiTE oL AVTd To pétpa Bal
Bonfnocovv otny Tpoctocio Tov TEPPAAAOVTOG.

6. Iepreybpeva ™G 6VOKEVAGING KL AOUTEG TANPOPOPIES

T mepiéyer To Dimethyl fumarate Mylan

H dpaoctikni ovsia eivar 0 povpapikodc dipuedviestépag.

Dimethyl fumarate Mylan 120 mg: Ka0e kaydkio mepiéyet 120 mg govpapikod dipuebvrectépa.
Dimethyl fumarate Mylan 240 mg: Ka0e kaydkio mepiéyet 240 mg govpapikod dipuebviestépa.

Ta dAAo cvoTaTikd lval LIKPOKPVGTOAAIKT KOTTOPIVY, KOPUEALOLN VATPLoUY0G S100TAVPOVUEV
(BAéme mopdypago 2 «To Dimethyl fumarate Mylan nepiéyet vatplo»), TAkng, KOALOEWDES Gvudpo
0&eid1o0 Tov TuptTiov, OTEATIKO LAYVIG10, KITPIKOG TPLOtBVAESTEPAS, CUUTOAVUEPEC LEBUKPVAIKOV
o&éog —pueBaxpovikod pebvieotépa (1:1), cvpmorvpuepic pebakpvitkod 0&E0g — akpLALKOD
atBvreotépa (1:1), oe dracmopd 30%, Cerativn, dro&eidio Titaviov (E171), Aaunpd kvavd FD&CH2
(E132), xitpwvo o&eidio odnpov (E172), koupea Aakkag, TpomvuAevoyAvkoAn, vdpoEeidio Tov
oppmviov ko pélav o&eidro oonpov (E172).

Epgavien tov Dimethyl fumarate Mylan kot epieyopeve g svokevaciog

Tao yootpoavOektikd oxAnpd kaydkie. Dimethyl fumarate Mylan 120 mg eivor yoloalompdova Kot
AEVKA YOO TPOUVOEKTIKA GKANPA Koy diio, Le Tomopévn v Evoelen « MY LANy tdvo and tnv
évoelén «DF 120», mov mepiéyovv Aevkd £mg vtodevka cearpidw Tomov pellet pe evrepikn emkdivym
ka1 dratifevrol o cuokevacieg KVWEANG Tov mepiEyovy 14 yaotpoaviekTikd orAnpd Koy dKia,
OVOKELOCIEG KOYWEANG povadiaiag 66omg mov weptEyovy 14 yaotpoavlekTikd orAnpd Koy dKio Kot
TAOGTIKEG QLOAEG TTOL TTEPLEYOLY 14 1 60 YooTpoavOEKTIKG CKANPE KOy AKLAL.
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Ta yootpoaviektikd okAnpd kaydxia Dimethyl fumarate Mylan 240 mg eivor yolalompdoiva

YOO TPOOVOEKTIKA GKANPA Kaydkia, te Tomouévn T €vdelén « MY LAN» tdvo and tnv évdeién «DF
240», mov eP1EXOVV AEVKA £mg VITOAEVKO ooipidia TOTov pellet pe evtepikn emkdioyn ko
dlatifevion 6€ GVoKeEVAGTEG KOYEANG TOV TTEPLEYOLY 56 1| 168 KOy AKL, GVOKEVOGTIEG KUYEANC
povodtaiag 66ong mov mepiEyovy 56 1 168 Koy dxio Ko TAAGTIKES QLIAEG TTOV TEPIEXOLY 56 1

168 yootpoavOeKTIKE GKANPE Koy aKLO.

Mrnopel va punv Kokho@opolV OAEC 01 GUGKELUGIEC.

Karoyog Adsrwog Kvkhogopiog

Mylan Ireland Limited
Unit 35/36 Grange Parade
Baldoyle Industrial Estate
Dublin 13

Iphavdio

HopoockevaoTtég
Mylan Hungary Kft.
Mylan utca 1
Komarom, 2900
Ovyyopia

Mylan Germany GmbH
Benzstrasse 1

Bad Homburg

61352 Hesse

Teppavia

IMa omoladnmote TANPOPOpic GYETIKA e TO TOPOV QOPUAKELTIKO TPOIdV, TOpUKaAeioTE VO
amgvbuvieite otov TomKO avtimpocswno Tov Katdyov tne Adsiag Kukiopopioc:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bovarapus
Maiinman EOO/]
Ten.: + 359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: + 4528 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: + 49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052
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Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgigue/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: + 36 1465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 356 212201 74

Nederland
Mylan BV
Tel: + 31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00



ElLGoa
Viatris Hellas Ltd
TnA: + 30 2100 100 002

Espafia
Viatris Pharmaceuticals, S.L
Tel: + 34 900 102 712

France
Viatris Santé
Tél: + 334 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: + 385 1 23 50 599

Ireland
Viatris Limited
Tel: + 353 1 8711600

island
Icepharma hf.
Simi: + 354 540 8000

Italia
Viatris Italia S.r.1.
Tel: + 39 (0) 2 612 46921

Kvbntpog
GPA Pharmaceuticals Ltd
Tn\: + 357 22863100

Latvija
Viatris SIA
Tel: + 371 676 055 80

Osterreich
Viatris Austria GmbH
Tel: + 431 86390

Polska
Viatris Healthcare Sp. z.0.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 21 412 72 00

Romania
BGP Products SRL
Tel: + 40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: + 4212 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: + 358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited

Tel: + 353 18711600

To mwapov evLho 0dNY1OV Yp1ong avabewpnOnke Yo TeAevTOIO QOPA OTIG

Alreg INYEG TANPOPOPLAV

Agntopepeic TANPoPopieg Y10 TO APLLOKO 0VTO ivar d1aféatieg 6To dKTLaKO TOTO ToV Evpmmaiko

Opyoviopov @apudkev: http://www.ema.europa.eu
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