ITAPAPTHMAI

IEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpoavOeKTIKd GKAN PG KOWOKLOL
Dimethyl fumarate Accord 240 mg yaotpoavOeKTIKA GKAN PG KOWOKLOL

2. HOIOTIKH KAI HOXOTIKH XYN®EXH

Dimethyl fumarate Accord 120 mg yootpoavOektikd okAnpd Kowdkio

Kabe yaotpoavOektind ordnpo koydiio mepiéyet 120 mg govpapikod dipueduieotépa.

Dimethyl fumarate Accord 240 mg yaotpoovOekTikd oxAnpd. KowdKio,

Kda6e yaotpoavOekticd ordnpod kaydicio mepiéyel 240 mg povpapikod dipebuiectépa

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

3.  ®APMAKOTEXNIKHMOP®H
INaotpoavOektikd orkAnpd KaydKlo (YooTpoavOeKTIKO KaWAKLO)

Dimethyl fumarate Accord 120 mg yoaoctpoavOektucd okAnpd Kowdkio

Zidnpa koydxio Celativg, peyébovg «O» (mepimov 21,3 X 7,5 mm), pe Tpdotvn Kopuer Kot AEUKO
ooua, Pe Tummuévn TV Evoelln «HR1» pe povpo perdvi 6To coUe TOL KOWOKIOV, TOL TEPLEYOLY
AEVKA £mC VITOAELKA, GTPOYYVAL, OLOIKVPTO UiV S10KI0 LE EVTEPIKT] EXIKAALYT, XOPig EVOEIEELS KO
OTIG dVO TAELPES.

Dimethyl fumarate Accord 240 mg yaotpoovOektikd oxAnpd. Koywdkio,

Zinpa koydiio Celativig, peyébovg «O» (mepimov 21,3 X 7,5 mm), pe Tpactvi Kopuer| Kot GOUO., Ue
TUTLOUEVT] TNV €vdeldn « HR2» pe povpo pedvi 6To ompa Tov Koyaiov, Tov TEPLEXOUV AEVKA £MG
VIOAEVKA, GTPOYYVAQ, QUPiKLPTA LIV SIoKIOL LE EVIEPIKT EMKAAVYT), Y 0PI EVOEIEELS Kot 6TIG dVO
TAELPES.

4. KAINIKEX ITAHPO®OPIEX

4.1 OsgpoamevTikég Evocigealg

To Dimethyl fumarate Accord evdeikvotot yio ) Ogpameio evnAikov Kot TodloTpikay actevov
niiag 13 etd@v kat dvo pe vrotponidlovoa daAsitovco molhamAr okAnpuvon (YAITY).

4.2 Aocoroyia Kou TPOTOS Y0 pRYNOTS

H Bgpaneio o mpémer va Eextvd vd v exiPAeyn wotpod pe gumeipio 6N Oepomeio TG TOAAATANG
oKAnpuvong.

Aocoloyia

H 8601 évapénc eivar 120 mg dvo @opég v nuépa. Metd amd 7 nuépeg, n 06om Ba mpémer va avén el
OTI GLVIGTOEVN 6061 cuvTHPNoNG TV 240 mg 600 Popég TV Nuépa (BA. mapdypapo 4.4).



Edv évag acBevnc mapaleiyet pio 6o, dev Ba mpémet va Aapfdvetatl dutin o6on. O achevig umopel
va TépeL T dO0T TOL TAPEAEIYE LOVO EGV APNGEL LecodtdoTna 4 @pdv PETAED TV SOCEWY.
Aropopetikd 0 0oBevg Bo TPETEL VOL TEPLLEVEL LLEYPL TNV ELOUEVT] TTPOY POUUATIGUEVT] SOOT).

H npocwopivny peimon g d6omg ota 120 mg d00 @opég TNV NUEPO. EVOEYETOUL VAL LELDCEL TNV ELPAVION
gpubpiaong Kot yaoTpevtepikdv avemfountmv evepyeidv. Evidg 1 unvog, Oa tpéner va Eavapyioein
GULVIGTOUEVT 0001 GuvTipnong tv 240 mg 600 Qopég TV NUEPA.

To Dimethyl fumarate Accord 6o wpémel va Aappdavetor pe tpoen (BA. Tapdypao 5.2). o toug
aoBeveic o1 omoiol evogyeTal va EKONADGOVY £pLOPINGT 1) YUGTPEVTIEPIKES AVETIBVUNTEG EVEPYELES, M)
Aym Dimethyl fumarate Accord pe tpogmn evoéyetat va Bertidoet Ty avektudtnto (BA.
napaypapovg 4.4, 4.5 ko 4.8).

Ewdwol mAnfvopol

Himawuévor

Y1ig kKMvikég pedéteg tov Dimethyl fumarate Accord vanpye meplopiopévn ékBeon acbevav niikiog
55 etav Kkat avo, eved dgv cupmeptAappovotay exapkng aptdpuoc acevav niikiog 65 eT@v Kot dvo,
(MOTE VO, TPOCOIOPLOTEL €AV VTOL OVTOTTOKPIVOVTOL OLOLPOPETIKA 0o TOVG veOTEPOLS aobeveic (BA.
Topaypa@o 5.2). Me Bdomn tov Tpdmo dpdomng Tne 0pacTIKIG 0LGiaC, 0EV LITAPYOLY BempnTikol Adyol
Y10 OTLOLOLONTOTE AMALTION TPOSAPLOYTG TG OO GE NATKUMLEVOUG,.

Neppikn ka1 nrotixn dveieitovpyio,

To Dimethyl fumarate Accord dev éyetl peretn0ei oe aobeveig pe veppiki | nmatiky duoiettovpyia.
Me Bdion Tig peréteg KMVIKNG QOPLOKOAOYING, OEV OmaLTEITOL TPOCAPUOYT TNG dOoNC (BA.
napdypapo 5.2). Aratteital tpocoyn katd tn Bepomeio acOevdv pe cofopn NTatikh 1\ veepikn
duoertovpyia (BA. mapdypapo 4.4).

Haoudrarpixos nAnBoouog
H docoloyio givarn id1a 6g eviAikeg kot og TodtaTpikodg aobeveic nAudag 13 etav kot dve. Ta
TopovTa StoBéoia SedopuEva TEPLY pPAPOVTUL GTIG Tapaypapovs 4.4,4.8, 5.1 kot 5.2.

Eivaieplopiopéva ta diabéciua dedopévo o mondid niwkiog petald 10 kot 12 etov.

H aopdieto kot 1 omoteAeGHOTIKOTNTA TOV QOVLLOPIKOD SUEBVAESTEP OE Tad1d NALKING KATW TV
10 etchv dev £xovv aKOpo TEKUN PLWDEL.

Tpomog yopriynong

Mo yprom amd otopeToC.

To xaydkio Ba mpénel va katamivetar oAdkANpo. To koydkio 1 To mepieyOpevo Tov dev Ba mpémer va
Opvppotileton, va dapeitar, va StaAvetal, vo, amopuleitol 1 vo Loc1ETal, KuBmg 1) eVTEPIKNI
eMKAAVYN TV pivi dtokimv amotpénet Ti¢ peoTikég eMOPACELS GTO EVTEPO.

4.3 Avtevoeigag

Y mepevoicOnoia otn SpacTiK: 0VGia 1] 0 KATOL0 0t T EKOO0Y ML TOV AVAPEPOVTOL GTIV

Topdypopo 6.1.

Y moyia Tpoiovcog moAvesTIokN G AevikoeykeparondBeiag (PML) 1 emPeformpévn PML.

4.4  E101kég TPOELOOTOMOELS KO TPOPVAGEELS KUTA TN Yp1ion

Eéstdosic aipatoc/spyactnplokéc eEeTdosls

"Exovv mapatnpnel adlayég oTic veppikég epyaotnplokés e£eTaoelg o€ KAMVIKEG dokipé o€ acbevelg
nov vroPAnnkav og Oepaneio pe povpapkd dSpuebviestépa (PA. mapdypapo 4.8). Ot khvikég
EMMTAOCELS QVTAV TOV OAAAY DV OEV EIVOAL YVMOTEG. ZVIoTATOL AE10AGYN O™ TNG VEPPIKNG AEtTovpyiog



(.. kpeativivn, almto ovpiag aipaTog Kot avaivon ovpwv) Tpw amd Ty Evapén g Bepameiag, Letd
amd 3 kot 6 piveg Bepameiog, kot katomy kabe 6 £ 12 pnveg, kabhg Ko 6mwg evoeikvotol KAVIKA.

Ddappokoyevng nratikn PAAPN, copmeprapfavopévne g adEnomng tv nrotikav eviduwov [> 3 popég
70 avATATO PLGIOAYKS Oplo (ULN)] kot tev emmédmv ohkng yorepuBpivng (> 2 X ULN) umopei va
npokAnOel amod ) Oepameia pe povpapikd dpebvrectépa. O ypdvog £mg TV EKONAMOT UTTOPEL val
elval duecog, apketég efdouddeg N Teptocotepo. 'Exel mapatnpndei vroympnon twv avemfountov
EVEPYELDV HETA TN O10KOTY| TNG Bepameiag. ZuvicTdTol 0ELOAGYTON TV AUVOTPOVGPEPIGHY GTOV 0pO
[(m.x. apwvotpaveeepdon tng adovivng (ALT), acmaptic apvorpavepepdon (AST)] kot v
eMmESV OMKNG YOAEPLOPIvIG TPV 0O TNV Evapén TG Bepameiog Kot KoTd Tn SIPKELR AVTNG, OTMS
evoelkvuTal KMVIKG.

Ot acBeveic mov Ehapav Oepameio pe povpaptkd duebvAestépo UTOpEl va eEKONAMOOLY Aep@onevia
(BA. mapaypago 4.8). Ipwv and v Evapén g Bepameiog pe povpapiko diuebuiestépa, TPEmel va
TPOLY LOTOTOLNOEL Lot TPOGPOITY YEVIKY €EETOGT] OULOTOC, CUUTEPIANUPOVOLEVOV TMV AEUPOKVTTAPWY.
Edv dramiotwdel 6t1 0 apiBuodg tov Asppokuttdpov givar xapunAdTEPOS amd TO PUGIOAOYIKO EVPOG
TILOV, B0 TPETEL VOL TPOLY LOTOTOLEITOL EVOEAEYNC AE10AOYNOT) TOV TOOVEV OLTIOV TPV Ao TNV EVapEn
g Oepameiag e ovpapikd dpuebviestépa. O povpapidc dipeduiestépag dev €xel peletndel o
aoBeveic pe TpodmapyovTes Y opnA0DS aplOpoDg AELLPOKVTIAPMY KoL OITOLTEITOL TPOGOYT] KOTA TN
Bepomeia avtdv TV acdevav. O povpapucdc dipuebuiectépag dev Ba mpémel va Eexiva og aoBeveig pe
copapn Asppomevio (aptOudc Aeppokvttapav < 0,5 x 10%/1).

Metd v évapén g Bepameiag, TPETEL VA TPOLY LOTOTOLOVVTOL Y EVIKEG EEETAGELS OLALTOC,
GUUTEPIAQUPAVOUEVOV TV AELPOKVTTAP®Y, KAOE 3 LNveC.

Y100¢g acbevelg e Aeppomevio GuVIGTATOL AGY® 0VENUEVOL KIvEDVOL Y10 TPOTOVGO TOAVEGTIOKN
Aevkoeykeparonadeia (PML), avéEnuévn enaypdmvnon wg eENg:

. O povpopkdg dipeBvreostépag Ba mpémel va dakontetal o acOeveis Le TapaTeTopnéVn
copapn Aepgomevia (apOpdg Aepgokvttdpav < 0,5 x 10%/1) mov empéver yo
MEPLGGOTEPOLS ATd 6 PUNVEC.

. Ye aobeveig pe péTpieg HEL®OELS TOL adAVTOL aptBuod Aepgokvuttdpav > 0,5 x 1091 éac
< 0,8 x 101 wov mopapévouy Yo TEPIGGOTEPOVG 0md 6 UAVES, 1| GYEGT KIVOHVOV-0QEAOVG
g Bepameiog pe povpapikd dpebviestépa Bo mpémel va emavasioloynOel.

. Y& aoOeveic pe aplopd AepPoKLTTAp®Y KAT® 0o TO KATMOTATO pUGIoA0YKO 0pto (LLN),
onmwg opiletal amd to €HPOg AVOUPOPAS TOL TOTIKOD EPYOGTIPIOV, CLUVIGTATOL TOKTIKY
TOPOKOAOVON O™ TV ATOATOV 0pOU®Y AeppoKkVTTap®Y. o Tpénel va Aapufavovtol
VoY oL TPOSHETOL TAPAYOVTES TTOL EVOEXETOL VO ALEAVOLY TEPOLTEPD TOV LLEUOVOUEVO
kivouvo yio PML (BA. vrorapdypopo oyetikd pe tv PML ntapokdto).

OrapBpoi tv Asppokuttdpuv Bo Tpémel va mopakorovbovvtal pueypt Ty avaxopuym (PA.
napdypapo 5.1). Metd v avakapym Kot arovsio eVOAAUKTIKOV BEpUmELTIKOV ETAOY MV, OL
OTOQAGELG GYETIKY LLE TNV ETAVEVAPEN 1] OX1 TOV POLUAPIKOD SUeBLAESTEPA LETE TN SloKOTTN TG
Bepameiag O Tpémer va Pacilovtal otny KAvikn kpiom.

Moyvntu touoypaoic (MRI)

[pwv amd v évapén tng Bepameiag pe povpopkd dipebvieotépa, Bo mpémel vo eivar dtabécipo Eva
apykd MRI (cuvnBog evtdg 3 unvav) ag avagopd. H avaykn yio tepartépom amewkovion pe MRI 0o
npénel va e€etaletol cOpPva Le Tig e0vikég Kat tomikég cvotdoelc. H anewovion ue MRI pmopei va

egetaleton oTo TAAIG10 TNG ALENEVIC ETaY pUTVIOTG O€ 0loBEVEiG ToL Bempeitar 611 Sratpéyovv
avEnpévo kivouvo gpeaviong PML. e nepintoon kavikng vroyiog PML, 8o tpérel va

npaypatoroeiton apéomng MRI yio diayvootikodg okomode.

Ipoiovca molveotiokn Asvkogykeoaronadewn (PML)

‘Exet avapepbet PML oe acBeveig mov éErafav Oepameio pe povpapikd dyrebvieotépa (PA.
napdypapo 4.8). H PML &ivau o, evkoipraxy Aoipmén mov tpokadeitor omd tov 16 John-Cunningham
(JCV),n omoia umopet vo amoderyet Bavoatneopa 1} va tpokarésst coPfapr| avomnpia.
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"Exovv mapovciactel mepiotatikd PML pe tov @ovpaptko dipueburectépa Kot GAAL QOPUOKEVTIKA
TPOIOVTO TOV TEPLEYOVV EGTEPEG POVLLAPIKOV 0EE0G €Ml £0GLPOVG Asppomeviag (aptOpos
Aeppoxvttdpov pkpotepog amd to LLN). H mapatetapévn pétpia €og cofapn Aepponevio paiveton
va avEdver Tov kivouvo PML pe povpapiid dipebuiecstépa, wotdc0, 0 Kivouvog dev Umopet vo
amokielotel o€ acbeveig pe NI Aepponevia.
O npdobetor mapdyovteg Tov evoéyetal vo cupfdilovy oe avEnuévo kivouvo PML eni eddpoug
Aeppomeviag ivot:
- 1 ddpketa g Bepameiog pe povpapikd dipebuieotépa. Ilepiotaticd PML epupaviomnkov petd
and mepimov 1 éwg 5 € Oepameiog, ®oT060 1 0KPPNC oYEom Le T ddpkela Tng Oepameiog dev
gVl YVOOTY).

- Ol GNUOVTIKEG HEIDGELG TOV aplfpod Tmv CD4+ kot e1dikd twv CD8+ T Aepgpokuttdpwv, To
omoia etvot onUavTIKE Y10 TNV avocoAloY ki apova (BA. Tapdypago 4.8) kot

- 1 TPONYOVLEVT] OlVOGOKOATACTOUATIKY 1] AVOCOTPOTOTOINTIKY Oepameia (BA. Tapakdtm).

Orwtpol Oa Tpémerl va a&loloyodv Toug acbeveig TOVg Yo Vo TPOcd1opicovV €6V T GUUTTOUNTO EIVaL
EVOEIKTIKG VEVPOAOYIKNG SVGAEITOVPYING KOl, EPOGOV 1GYVEL AVTO, EAV TO GUYKEKPIUEVO GUUTTMOUATOL
gtvar tomikd g [1X M mbavog vrodnAidvovy PML.

Koatd to mparto onpeio 1 ovpmntope vrodniontkd e PML,n 6epaneia pe povpopikd dipebuiectépa
Bo Tpémel vo ovOoTELAETOL KO Y PELALETOL VAL TTPOLY LLOTOTOLOVVTOL KOUTAAANAES O100Y VOO TIKEG
a&ohoynoelg, ovpmeptiapfavopévov tov tposdiopicpod DNA tov JCV 610 eykepalovotiaio vypod
(ENY) péom g pebodoroyiog tng mocotikng aivcdmtg avtidpacnc toivpuepaons (PCR). Ta
ovumtopato, ™ PML evoéyetor va eivar Tapdpoto pe avtd piog vrotponic e [1X. Ta
YOPUKTNPLOTIKA CUUTTOUOTA TOV oyeTilovTan pe v PML elval mowiia, eEeMocovion o€ d1doTnia
nuepmv £w0g ROoUAd®Y Kot TEPIAAUPAVOUY TPOOSEVTIKN adLVOLic TN Lo TAEVPE TOL COUATOG N
ade&10TNTA TV APV, dlaTapayn TG OPOCTG Ko AAAAYEG OTOV TPOTO GKEWYNC, OTI LVILT], KOOMG Ko
GTOV TPOCAVATOAMGLO TTOV 031 YOUV GE GUYYVGT Kot ALY EG OTNV TpocwrikotnTa. Ot otpol Ba
TPEMEL VO Elval o€ 1010{TEPT EYPIYOPOT| OG TTPOC TO. CLUTTOWATA TTOL VITOdNAMVovy PML ta ool
umopel va tepdoovy amapatipnta ard tov acbevn. Ot acbeveig Oa tpénetl emiong va cuppfoviedovtal
V0, EVI|UEPDOVOLY TOV GOVIPOPO 1] TOLG PPOVTIOTEG TOVG OYETIKG e TN Oepameia Tovg, kabmg exeivol
EVOEYETAL VO TOPATI|PICGOLY GUUTTMUATO TTOL 0 acBevi|g dev avTihauPavetal.

H PML pmopei va tapovsiaotel povo mapovsio Aoipméng omd tov JCV. Oa tpémnel va AneOei vmoym
OTL M emidpaioT T™NG Aeppomeviog otnv akpifela e eE€taong avTicopdtov kotd tov JCV atov opd
dev &yel peket et o€ acbeveig mov Aappdvovy Bepaneia pe povpapikd dyuebviestépa. Oa Tpémet
emiong va onueiodel 6tt o apvntikh e&étaom yio avtioopota katd tov JCV (mapovsio

(QULGIOAOYTKOD apOLOD AEUPOKLTTAP®Y) dEV amoKAEiel TNV T1BAVOTNTA ETOKOAOVON G AoTuwENC amd
tov JCV.

Edv kdmorog acBevig exdnimoer PML, o govpapikdg dipeburestépog mpemel va S10K0TEL OPLOTIKG.

ITponyovuevn Bepomeio. LLE OLVOGOKOTOOTAATIKEC | 0LVOGOTPOTOTOMNTIKEC Oepateiec

Agv &yovv mpaypotomoin el LEAETEG TOV VA aE10A0Y 00V TNV OTOTEAECLATIKOTNTA KO TV AGQAAEL
TOL POLLLAPIKOVL JEBVAESTEP KATA T LeTAPf oo aoBevdv amd GAlec Bepameieg TPOTOTOMTIKEG TG
vooov 6 Povpoptkod dpeduieatépa. H oupfoir mponyodevng avocokaTtasTaATikng Bepaneiog otnv
ekdnAwon ¢ PML og acBeveic mov Aapfdvouvv Bepameio pe povpopikd dipebuiestépa givar mbov.

[Teprotatikd PML €yovv eppaviotel oe acbeveic mov elyav AdPet mponyovpéveg Bepameio pe
vataAilovpdunn, yio thv omoio n PML armotelet texunpiopévo kivovvo. Ot iatpol Bo mpémet va £xovv
voyn ot teptotatikd PML ov epoavifovron petd amd Tpdc@atn S10KomH TG VOTOALOVUAUTNG
EVOEYETOL VO LTV GUVOSEVOVTOL OTTO AELPOTEVIML.

EmumAéov, n mhetovomta tov emPefaropévay tepiotatikav PML pe govpapud dipueburectépa
eupaviotnke og acteveic pe mponyovpevn avocoTporonolnTiky Oeparneio.



Koatd ) petdfaon acbevav amod kdmola GAAN Oepameio TpOTOTOMTIKY TNE VOGOL GE (POLUOPIKO
deBvieotépa, o povog niicetag Lmng kot o Tpdmog dpdong g dAANG Bepameiog Tpénel va
AopBévovtor vToyn TPOKEWUEVOL VoL 0o@eLy el 1 TPOSOHETIKN 0VOGOAOYIKY ETIOPOCT), LELDVOVTOG
TOVTOYPOVA TOV KivOLvo enavevepyomoinong g [1Z. Zuvietdrol vo Tpoy oTomoleiTon pio Yevikn
e&étaomn aipatog Tpv amd v Evapén e Bepaneiog e eovpaptkd SUEBVAESTEPY KOl TOKTIKG KATH
T dudpketn TG Oepaneiog (PA. «EEETAGELS QLOTOC/EPYOGTIPLOKES EEETAGEIC) TAPUTAV®).

2oBapn VEQPIKN Kol NTOTIKH QVCAELITOVPYiO.

O povpaptkog dpebuieotépag dev Exel pehetn el og acbevelg [Le coPapr| veQpPIK) 1 NTATIKY
ducAeltovpyia, GUVETMG amALTEITAL TPOoOYT KOTd T Bepameio avtadv TV acbevav (BA.
napdypapo 4.2).

2oBapn evepyn vOGOC TOV YO.OTPEVIEPIKOD

O povpaptkog dpebBuieotépag dev £xel pehetnBel oe acbeveig e coPapn| evepyn vOGo TV
YOGTPEVTEPIKOD, GUVETMG OTULTEITOL TPOGOYN KaTA TN Bepomeio avtv Tav acbevav.

EpvOpiaon

e KMvikég dokpég, 34% tav acBevav ot omoiot Ehafav ovpapikd diyeBviectépa Tapovciocay
gpubpiaor. v TAeovotnTo TV acbevav ol onoiol Tapovsiocay epuBpiaocT), AVt HTAV HTLOG TN
pétplog coPapdrag. Asdopéva amd PLeALTEG pe VY1EiC BEAOVTEG LITOSEKVDOUV OTL 1) OYXETILOMEVT] e
oV ovuapIkod diuebviestépa, epuBpiaon sival Thavo va pecoraPeitar amd mpoostayAavdives. Evog
Bpay e khkhog Bepameiog pe 75 My akeTVAOCOAIKVAIKOD 0EE0G Y MPIC EVIEPIKT EXKAAVYT| UTOPEL VO
elval emmeelng og acBeveig mov gppaviovv un avext epubpiaon (PA. Tapdypaeo 4.5). e dvo
UEAETEC VY1V €0EAOVTOV, LEIMBNKE 1) ELGAVIOT] KOl 1] GOPapoTnTa TNE EpLOPlOoTC Y10 TO SLAGTI IO
NG TEPLOOOL YOPTYNONG dOGTG.

e KMvIKEG doKIUES, 3 aoBeveig amd Toug cuvolikd 2.560 acbeveic mov EAafov @ovpopikd
debvieostépa Tapovciacay cofapd courtopata epudpiaong, Ta oroia NTay ThAVOV avTIdpAcELg
vepevatotnciog 1 ava@LAAKTOEDES AVTIOPACELS. AVTA TO GUUPANATO OV TOV ATEIMNTIKA Y10 TN
{om, aAAd o0 ynoav og voonieio. Ot cuvtayoypa@obvTeg 1Tpol kot ot achevelg o mpénel va eivol o
€YPNYOPOT) CYETIKA LE TO EVOEYOLEVO ELLPEVIOTG GoPapiv avTidpacemy epubpiacns (PA.
napaypapovg 4.2, 4.5 ko 4.8).

AvoQUAOKTIKEC OvTIOPEOELC

"Exovv avagepbel meptotatikd avapula&iog/ava@uiakToeldode avTidopacnc LETE T YOp1 YN oT TOL
QOVLLOPLKOV SUEDVAESTEPOL LETA TNV KUKAOQOPIO TOVL TPOIOVTOG GTNV YOpd. XT0 GUUTTOUOTO, WTOPEl
va TepAapPavovtal SueTvol, vio&ia, vVToTaoT, ayyeloidnua, Edvonua | kvidwor. O pnyoviopog
EMOY®YNG TNG AVOPLAETOG 0O TOV POVHOPTKO SUEBVAECTEPD OEV Elval YVOOTOC. AVTIOPAGELG YEVIKA
eppaviCovrol petd v Tpdt 6601, 0ALG UTOPEL ENIONG VO, EUPOVIGTOVV OTOLOONTOTE GTLY LT KOTA TN
dudpkela g Oepameiog kot umopet vo givatl coPapéc kat aneiinTikég yio tn {on. Oa tpéne va
dtvovton 0dnyiec otovg 060eveilg va S1OKOTTOVY TOV POLUAPIKO dueBLAESTEPA KAt Vo avalnTovV
GLLLECT] TPIKT] PPOVTION EAV TAPOLCIACOLY GNLEia 1 cvpmTOpaTa avapvrasioc. H Bepameia dev Oa
npénelva Eekva ek véou (BA. Tapdypapo 4.8).

Aowwméelg

Ye eheyyouevec pe kovikd eappaxo peréteg edong I, n enintoon tov Aopuanéemv

(60% évovti 58%) kot twv coPapmv Aoudéemv (2% Evavtt 2%) nTov mapduola o€ acbeveic Tov
érapoav Oepomeia pe ovpapikd SYHEBLAESTEPO 1) EIKOVIKO PAPHOKO, AVTIOTOLYA.

Q61600, AOY® TOV ALVOCOTPOTOTOLTIKMY 1010THTMV TOL GOvLapikoD dipedulectépa (PA.

Tapdypoo 5.1), edv kdmolog acBevig ekdnimostl coPapr] Aoipwén, Oa Tpénel va e€etaotel To
evogydpevo avactolg T Bepaneiog pe ovpapkd dyuebvieotépa kot Oa Tpémet va
emava&ohoynBolv ta o@éAn Kot ot kivovvor Tpwy amd v enavévapén g Oepaneiog. O acOeveic mov



Aappavovv povpopikd diueduiectépa Ba Tpémel va KaBod1youvTaL Vo, OVOQEPOUY TO CUUTTMOUOTO TV
rowwméemv otov 1atpd. Ot acbeveis pe coPapég AoymEelg dev Ba mpémer va Eektvolv Bepameia e
QOLUAPIKO dpeBLAEsTEPO PEYPL TNV VITOYOPNOT TNG(TV) AoiwEng(ewv).

Agv mapatnpnbnke avEnpévn enintwon cofapdv Aoumnéewnv o€ acbeveic pe aptpong
Aepgokvttdpmv < 0,8 x 1011 < 0,5 x 10%1 (BA. wapdypago 4.8). Edv 1 Ospomeio cuveyiotet
TOPOLGIQ LETPLOG MG GOP AP TAPUTETAUEVIC AEUPOTTEVING OEV UTOPEL VO, OTTOKAELOTEL O KivOuvog
eukapLokNg Aoipwéng, copmeptiappovopévng tng PML (BA. mapdypago 4.4 vronapdypoagpo PML).

Aowdéeic amd £pnnta {ootnpa

"Exouv mpokdyel mepiotatikd Epnnto {OoThpa Le @OVUAPIKO SebuleoTtépa. TNV TAEIOVOTNTE TOVG,
T TEPLOTATIKG OVTA TAY U GoPapd, ®oTdc0, Exovv avapepbel cofapd TeploTaTikd, oTH OToia
cvopumepthappavovtot o d1dyvtog £pnng Lot pac, o £pnne Lmotpag opOaAUIKOS, 0 £pnng LooThPaC
WTIKOG, 0 £pmn¢ LOoTNPOG LE EKONAMOELS OO TO VELPIKO GUCTN LA, 1) LNVIYYOEYKEPAAITION 0O
épmnra Lootpa Ko pnviyyopveditido ond Epnnrta {ootmpa. Ta coppdvio avtd propei va
TPOKOYOLV OTOL0ONTOTE GTLY LT KOTA T didpkela TG Oepameioc. [Taparxorovbeite Toug acbeveic Tov
Aoppévouv @ovpapikd StuebvAesTéPO. Y10, OTLEID KOl GUUTTOUOTO £pTnTo {OGTNPA, EWOIKA 0TV
TEPIMTWOOT TOL AVOPEPETAL CLVVTTAPYOVGA AEUPOTEViN. LE TEPITTMOT EKONAMONG épmnTo (WOt pal,
Oa mpémel va yopnynOel katdAAnin Oepomneia yio tov Epnnta (wotpa. EEetdote To evoeyduevo
TPOSMPIVIG Slakomng TG Bepameiag pe povpapikd dipebviestépa og aoBeveic pe coPapéc AoUMEELS
HEXPL TNV vVIToydPNon TG Aoipméng (BA. mapdypapo 4.8).

"Evapén tne Oepomeiog

H Bepaneio pe povpapucd dyuebvieotépa Oa mpémel va Eekvd oTad10KA TPOKELEVOD Vo, LELMDEL M
EUOAVIOT) EpLOPIOOTIC KOl YUOTPEVIEPIKMDV ovemBOUNTOV evepyeldv (BA. mapdypago 4.2).

2Hvdpouo Fanconi

"Exovv avagepBei meptototikd cuvdpopov Fanconi pe tn yprion evog GopuUakeLTIKOD TPOIOVTOS TOV
TEPIEYEL POLUAPIKO OUEBVAESTEPO GE GUVOVAGHO LE AAAOLC ECTEPEG TOL (POVLLPLKOD 0&€og. H
PO d1dyvmon Tov cuvdpopov Fanconi katn diokonn g Oepaneiog pe eovpapikd dpuedulestépa
ELVOLL ONUOVTIKES Y10 TNV TPOANY TG ELPAVIOTG VEQPIKTG SUGAEITOVPYIOG KOl OGTEOLOAAKUVONG,
KaBmc To chvdpopo gival cuvinBwg avaosTpéyipo. To o onUavTIKA onpeia sival Tpoteivoupia,
yAvkolovpio (LLE PVOIOAOYIKE ETITESU GUKYAPOL GTO QifLN), VTEPAUIVOELOVPIN KOl POGPATOVPIN
(mBavag cuvurdpyovsa pe vropwopataipio). H e£€En g vocov puropel va tepthopPdvet
GUUTTAOLOTO OTTMG 1) TOAVOLPLO, 1 TOAVIYIN Kol 1) €YYV PLiKN advvopio. & OTAVIEG TEPUTTAOCELS
VITOPOGPOTALUIKIC OGTEOUOAAKVVGTC LE LUT] EVTOTIGUEVO OCTIKO TOVO, LITOPEL VO TPOKOYOLV
avEnuéva emimedo AAKOUAIKNIC POCEATACTS GTOV 0pd Kol KATAY LT, 0o vitepfoitkn exidpovon.
Eivot onpoavticé va onpeimbet 6t 1o ouvopopo Fanconi propet va ekdnimbel xopic avénuévo eninedo
KpeaTvivng 1 xounAo pubpd orelpapatikig Smononc. Le tepintmon 0oup®@v COUTTOUAT®Y, Oa
npénel va eEeTooTel To evogyOpEVo cuvdpouov Fanconi kat va dievepynBodv ot katdAnAeg eEetdoelc.

TIToudwoTpkods tAnBvoudg

2100g TOd10TPIKOVG AoBEVEIG, TO TPOPIh ACPAAELNG EIVAL TOLOTIKA TAPOLLOLO0 [LE TV EVNATK®Y Kol
KOTG GUVETELDL Ol TTPOEISOTOIMNGELG KOl TPOPLAAEELS 1GYVOVV KOl Y10 TOVG TadlATPIKovg acbeveis. [a
TOGOTIKES O10POPEG GTO TTPOPIA AGPAAELNS, PA. Tapdypapo 4.8.

H paxpoypévia aceaieio Tov povpaptkod diuebuAectépa 6Tov TodaTptkod TANBUGLS dev el axdua
TeEKUNPLdEL.

"Exdoyo

To @dppoko awtd mepiéyetl Ayodtepo and 1 mmol vatpiov (23 mg) avd kaydkio, givatl avtd ToL
ovopdlovpe «erevBepo vatpiov».



4.5 Alniemopacseis pe GArho QUPROKEVTIKA TPoidvTa Kon dAdeg popeéc ariniemidopaocc

O povpoptkog dpebuAeoTépag dev £xel LehetnBel 6 GUVILOCLO LLE OVTIVEOTAUGLOTIKEG 1)
OVOGOKOTOOTUATIKEG OEpATEIEG, GUVETMG AMALTEITOL TPOGOYT KUTA TV TAVTOYPOVT] XOPNYNOT. X
KAMVIKEG LEAETEC Y10l TV TOAAQTAN GKANpUVET), 1| TOTOYpovn Bepameia vtoTpomv pe Ppoyd KHKAO
EVOOPAEPLOV KOPTIKOOTEPOEIOMV OV GUOYETIGTNKE e KMVIKG OYETIKN AOENGT TV AOUDEE®Y.

H ovyyopiynon pn {ovtav epforiov ocdpgmva pe ta eBvikd Tpoypdppata epforlocudv o Tpémel va
egetaleton katd T ddpreto TG Bepameiog e ovpapikd dipebuiestépa. e pio KAVIKN PHEAETN OTNV
onoio cuppeteiyov cuvolikd 71 acbeveic pe votpomidlovso SUAEITOVGH TOALATAY] KA PUVGT], Ol
aoBeveic Vo aywyn pe eovpaptkd dyuebviestépa 240 Mg 600 POPES NUEPTGIMS Y10 TOVAGYIGTOV

6 unveg (N = 38) N pe un TeyKLMOUEVN VTEPPEPOVT Yo TovAdytotov 3 uiveg (N = 33), avéntuéay pia
GUYKPIGIN 0VOGOAOYKT amdkplot (ov opileton wg adENOT =2 PopéG amd TOV TITAO TPV Kot LETA
TOV EUPOAMAGIO) GTO TOEOEIDEG TETAVOL (aVaUVNOTIKOG EUPOALACIOC) Kot o€ Eva GVLELYUEVO
TOAVGAKY PO EUPOMO UNVIYYITIdOKOKKOL 0poopddag C (veoavTtydvo). QoTtdc0, 1 0VOCOAOYIKN
AmOKPLOT GE SLOPOPETIKOVG OPOTLTTOVG EVOG LT GLLELYUEVOL 23-GUVOLOV TOAVGUK)YOPLOTKOD
gufoAiov mvevpoVIOKOKKOL (avTyOvo ave&aptnto oo to T-K0TTOp0) TOIKIAE GE AUPOTEPES TIG
opadeg Bepameing. TN 0VOGOAOYIKY AmdKpPLoT, 1) omoio, opileTal ¢ o avénon >4 eopéc otov
TITAO AVTICOUATOV GTO TPio ERPOALA, EMLTEVYONKE GE AIYOTEPA ATOLO OE OUPOTEPES TIC OUAOEG
Oepomeiag. [TapatnpnOnray pKpég aptOUNTIKEG O1POPES OTNV OITOKPIOT) GTO TOEOELOEG TETAVOL Kot
TOV TVELHOVIOKOKKIKO TOADGOKYOPITI OpOTLTIOL 3 LILEP TNG OULASNG TNG LT TEYKVAOUEVNG
WTEPPEPOVTG.

Agv drotifevtan KMVIKG SES0UEVO GYETIKA LLE TNV OTOTEAECIOATIKOTITA KOl TNV 0GQAAEL0 TV (OVTmV
eEacbevnuévav euforiov oe acbeveic mov Aapupdavovy Bepameio e povpapicd diuebviestépa. Ta
euPoMa e CDVTEG LIKPOOPYOLVICHOVG EVOEYETOL VO, EVEXOLV ALENUEVO KIVOUVO KAMVIKAG AOTU®ENC Ko
dev Ba mpémel va yopnyobvtal og acbeveic mov Aapfdavouv Bepameio pe povpopikd duedvdectépa
eKTOG €4v, o€ EEAIPETIKEG TEPITTMOOELS, AVTOGC O SLVNTIKOG Kivouvog Bewpeiton 611 avtictadpileTon omd
TOV KIvOUVO TOL SO TPEYEL TO ATORO AGY® TOV [N EUPOAAGHOV.

Kotd ) dudpkeia g Oepomeiog pe povpopikd dipebdvuiectépa, Oa Tpémel va amopedyeTot n
TAVTOYPOVT] (PO GAL®Y TOPUYDY®OV TOL POVUUPIKOD 05E0C (TOTIKMOV 1 CLGTNLUTIKMY).

e avOpdmovg, o povpapikds dipebBuiectépag LetaforleTan EKTEVMG 0O E0TEPAGEG TPOTOL PTACEL
OT1] GUGTILOTIKT KUKAOPOpia, Ve HeTABoAleTon TEPAUTEP® LEGH TOV KOKAOL TOV TPIKAPPOELAIKOD
0E£0G, Y ®PIG TN GLULUETOYN TOL GLGTIHHATOS TOL KuToypOHatos P450 (CYP). Agv avayvopiotnkov
duvNTIKOL KIVEUVOL POPLOKEVTIKOV OAANAETIOpAcE®Y 0mtd N Vitro PHEAETES AVOGTOANG KOl ETAYWYNG
tov CYP, and perétn pe p-yAvkompwteivn 1 amd LeAETEG SECUEVOTG TOV POVUAPIKOD dlpeBuiecTtépa
KOlL TOV QOLUAPIKOD povopebduieotépa (Paotkold LETaBOALTI) TOL POVUOPIKOD O1ueBuiecTépa) omd
TPOTEIVEC.

YuviOn (PNCUYLOTOLOVUEVA POPUOKEVTIKE TPOTIOVTO 0 0GOEVEIC e TOAMOTAT] GKANpUVGT, EVOOUVIKT
wtepPepOvT Prita- 1o Kot 0&1kn YAQTIPAUEPT, SOKIUAGTIKAY KAIVIKG Y100 SUVITIKEG AAANAETIOPACELS
LE TOV POVLUAPIKO OeBuAesTtépa Kol dev PETERAANY TO PAPUOKOKIVITIKO TPOPIA TOV POLUOPIKOD
oyeBureotépa.

Yroyyela amd PeAETEG Pe VY1ElG BEAOVTEG VITOSELKVDOUV OTL 1) GYETILOUEVT] LLE TOV POVLLOPIKO
deBvieotépa epuBpiaom sivar TBavo va pecolafeitar amd mpootayAovoives. e 000 HEAETES VYLDV
ebedovtav, n yopnynon 325 mg (1] 100dVVALLOD) KETLVAOGOAKVALKOD 050G Y MPIG EVTIEPIKN
emkaivym, 30 AEmTd TPV oo TOV QOvLPIKO S10UEBVAESTEPA, TTOL YopN YR ONKAY Yia StdoTna

4 nuepmv kot yio ddotnpa 4 efdopdowny, avtiotorya, Ogv LeTEPOULE TO QOPUAKOKIVITIKO TPOPIA TOV
@ovpopkoy dpeduiestépa. Oa mpémetl va AneBody voyn ot Tibavoi kivovvor Tov oyetilovtol e ™
Bepameia [e AKETLVAOGOAKVAIKO 05D TPV 0 T GLUYYOPNYNOT LE POLUAPIKO SipedulecTtépa o€
acbeveic pe Yrotpomialovoo Awndeimovoa ITX. Agv &yl peketOein poakpoypovia (> 4 efdopddwmv)
oLVEYNG XPNON AKETVAOGOAKVAIKOD 0EE0G (PA. Tapaypdpovg 4.4 kat 4.8).



H tovtoypovn Oepaneion pe vepotolikd ¢opuaKeLTIKA TpoiovTa (OTMG opVOYAVKOGIOES, dLOVPNTIKG.,
LLT] GTEPOEIDT AVTLPAEY LOVADOT PAPHOKO 1) AlB10) EVOEXETOL VL ALENCEL SUVTTIKA TIG VEPPIKEG
avemBounteg evépyeleg (n.y. mpwteivovpia PA. Tapdypapo 4.8) og acbeveic o omoiol Aapfdvouv
eovpaptko dpebvieotépa (PA. Tapdypapo 4.4 E&etdoeic aipotog/epyactnplokég eEETACELS).

H xotavdiwon pétpumv ToGoTHTOV OVOTVEDLOTOC OeV LETEROAE TNV £KBECT GTOV (POLULOPIKD
oueBuAeoTtépa Kot Oev CLCYETIOTNKE PE avENoT TV averiBountwv evepyelmy. H katavdimon

pey AWMV TOGOTNTMY 1GYVPAOV AAKOOAOVY MV TOTAV (pe aAkooikd Badud peyardtepo and 30% xat’
0YK0) B0 TPEMEL VOL OTTOPEVYETOL Y10l LL10L DPOL OTTO TY AYN TOL POVLLOPIKOD deBVAECTEPD, KaBAG TO
OWVOTVELLL EVOEYETOAL VO, 00N YN OEL GE AVENLEVT] GUYVOTITO YOO TPEVTEPIKDY OVETIHOUNTOV EVEPYELDV.

In vitro peléteg emaywyng tov CYP dev katédei&av aAAnAenidpoon HeTOED TOL GOLUAPLKOD
SUeBLAESTEPA KOl TV AVTIGVAANTTIK®OV 07TO TOV GTOUOTOC. L€ [0 iN VIVO peAétn, ) cvyxopiynon
TOV (POVULOPLKOV OeBvAEaTEPL e £VO, GUVOLUGUEVO OVTIGUAANTTIKO OTO TOV GTOMOTOC
(vopyeotiudtn kot otBtvololoTpadiorn) dev TPoKAAESE OTOLONTOTE OYETIKN LETABOAN TNV Ekbeom
0€ OVTIGLVAAMTITIKA 0O TOL GTOUOTOC.

Agv &youv Tpoypotomoin el LEAETEG AAANAETIOPACEDV E OVTICVAANTITLKG OTO TOL GTOUOTOG TTOV
TEPLEYOLV AN, TPOYESTAYOVO, MGTOGO OEV OVOUEVETOL ETIOPACT] TOV POLUOPIKOD deBLAEGTEPOL
otV ékBecn| Toug.

Houdwapukde tAnbvoudc

Mehéteg aAnAemidpdcewv Exovv TpayUaTonomBel Lovo 6€ EVAMKEG.
4.6 Tovipétnto, KMo Ko yohovyio
Kvnon

Ymapyovv Sed0UEVH OO GYETIKA TEPLOPIGUEVO APLOO EYKDMV YUVOIKOV (TEPITTAOGELS EKPOoNC
komong peta&v 300-1000), pe Bdon évo uNTPOO KVHGEDVY Kot TIG CVOOPUNTEG AVAPOPES LETA TV
KUKAOQOpPI TOL TTPOIOVTOC BTNV Ayopd. XTO UNTPOO KVHGEMY TOV POVLOPIKOD dtuebviecstépal,
Kataypaenkayv 289 wpoontikd cvlleyOeioeg exPdoeic kimong og acbeveic ue 11X mov eiyov extedel
oTOV POVUPLKO dpebureotépa. H didpeon didpketa tng €kBeonc otov @ovpaptko dipebuiectépa
nrav 4,6 efdopddec kKinong pe meproptopévn EkBeomn Hetd Ty éktr efdopdda kimong (44 exfaocelg
xomong). H ékBeom otov povpapid dipebuiestépa KaTA T d18pKEL TOCO TPOUMY GTOJIWY TNG
KON ONG KATOOEUVEL T U1 DTapEN CLYYEVAOV SLOTAAGLOV 1 TOSIKOTNTOG 6TO EUPpLo/veoyvo ot
oVYKPLoN UE TOV YEVIKO TANBuopd. O kivduvog Tng o LaKpoypoviag EKBEGTC GTOV POVULAPIKO
oweBuieotépa N ¢ €kBeomc og o Gy oTadI TG KUMoNG dgv elval yvaoToc.

Mehéteg oe {ha katédei&ay avamapaywytkn tosikdtnra (BA. Tapdypao 5.3). Q¢ TpoANTTIKO UETPO,
ELVOL TPOTUUNTED VA ATTOPEVYETOAL 1) YPTIOT TOL POVHOPIKOD dpeBudectépa Kot TN S1dpKeld TG
Komong. O eovpapikos dipeBuieotépag Bo TPEmeL va, yopnyeiTol Katd T S1dpKeLd TG KNGOS LOVO
€AV ATOLTEITOL GOPAG KOl EAV TO TOOVO OPELOC d1kaoA0YEL TOV TOOVO Kivauvo yia To EUfpvo.

Oniocudg

Agv glvarl yvooTto €0V 0 povpapikog dipeBuiestépag 1 o1 LETAPOAITEG TOV AMEKKPIVOVTOL GTO
avBpamivo yaia. O kivduvog ota veoyévvnta/Ppépn dev umopet va anoxetotel. [Ipémet va
amoQaoloTel €Gv Oa drakonel 0 OnAacuogn av Ba Srakomel 1) Bepaneia e TOV QOVLLOPIKO
oebvieotépa. Oa mpémel vo AneBovv vtdyYn To 6PELOG TOV BNANGLLOV Y10 TO TOdT KoL TO OPEAOG TNG
Oepomeiog yio ™ yovaiko.

Toviwdmnta

Agv vmdpyovv deSOLEVO GYETIKA LE TIG EMOPAGELG TOL POLUAPIKOV SieBLAESTEPO TNV avOpdITIVY
yovipotnto. Aedopéva amd TPOKAVIKES LEAETEG dEV VTOSEKVOOLY OTL O POLULAPIKOG deBVAETTEPOG
umopel va oyetiCetan pe avénuévo kivouvo peimong g yovipotnrtag (BA. mapdypago 5.3).



4.7 Emdpacseis otV iIkavoTTe 001 YN01|S KOL YELPLOLOD PNYUVI|LATOV
O povpoptkog deBVAECTEPAG eV EYEL KOO 1] £YEL ACTLOVTY EXIOPOCT) GTNV IKOVOTI T 0O1YTONG
KoL EPIoRO0 punyovnuatov. Agv Egovv dteEay el peléteg oyxetikd e Ty exidpacn oty KavoTnTo

00N YNONG KO XEPLGUOV UMY OV UATOV, OAAG Kapio ETI0paoT TOL SuVNTIKG EXNpedlel ot TV
wovotro ogv fpédnke va oyetileTon pe Tov ovpaptko d1ueduiestépa og KMVIKEG LEALTEC.

4.8 AvemOOuntes evépysreg

2OVOWT TOL TPOPIA OLGQAAELOC

O 1o ouyvég avemBounteg evépyetes (emintwon > 10%) yia acbeveic mov Ehapav Bepamneio pe
@ovpopkd duebuiestépa NTav 1 epubpiaoT Kot To YOoTPEVTEPIKA cupuPduato (dnAadn diappola,
voTia, KOIMaKO GAyoc, dAyog avo kotlakng xwpac). H epubpiacn kot to yooTtpeviepikd coppauoto
teivouv va Eektvobv 6Ta apyikd otddla g Bepameiog (1d10iTepa KOTA TOV TPOTO PAVA) KAl GE
aoBeveic ol omoiol epeavifovv epubpiacn Kol yooTpeVTEPIKA GUUPAOTA, EVOEXETOL OUTA VO
ouvveyicovv va gupoavifovtat, katd Stuotiuata, kKo 0An ) didpkela g Oepameiog pe eovpUapIKo
debvreotépa. O1 10 GLYVE AvaPEPOUEVEG OVETIOOUNTEG EVEPYELEC TTOL OONYN GOV GE SLOKOTT
(eminton > 1%) oe acbeveic o1 omoiol EAafav Bepomeia pe ovpaptkd dSiuebvAeotépa TOV M
gpuBpiaon (3% ) kot ta yaotpeviepikd coppapata (4%).

e eleyyOLEVEG [LE EIKOVIKO (PAPLLOKO KO OE 1] EAEYYOLEVES KAVIKEG LEAETEG, £XOVV GUVOALKE AdPet
eovpapikd dpebviestépa 2.513 acbeveic yia xpovikég meplodovs £mg ko 12 €n, pe cuvolikn ékbeon
tooduvapn pe 11.318 avBpwmo-£tn. Zuvoikd 1.169 acbeveic xovv Adfel Bepameia e povpopikd
debviestépa Yo ToLAG1oTOV 5 €11 Ko 426 acBeveig Exovv AaPel Bepameia pe povpaptko
duebvreoatépa Yo tovddyiotov 10 £tn. H epmeipia oe un eheyyOpeves KMVIKEG SOKIUES Elval COUG®V
LE TNV EUTELPIOL OE EAEYYOLEVES LE EIKOVIKO PAUPHOKO KAVIKEG OOKILLEC.

2Hvoyn TV oVETLHOUNT®V EVEPYELDV GE LOPON TTIVOKO

YT0V TOPOKATE Tivaka, TopoLcldlovTal ot aVETIBOUNTES EVEPYELEG TTOV TPOKVITOVY OTTO KAIVIKES
UEAETEC, LETEYKPITIKEG LEAETEC ACPAAELOG KO AVOOPUNTES AVAPOPES.

Ot avemBounteg evépyeleg mapovoidlovtol facel Tpotiumpevov opwv kotd MedDRA, avd
Koatmyopia/Opyoviko Zuotpa. H enintwon tov Tapakdto avemfipuntov eVepyELmv S10TUTOVETAL
GULQ@OVO, LLE TIG TOPOKAT® KOTIYOPIES:

- [ToAb cuyvég (= 1/10)

- Yoyvéc (> 1/100 éwg < 1/10)

- Oy1ovyvéc (>1/1.000 éwg < <1/100)

- Ymdavieg (> 1/10.000 éac < <1/1.000)

- IToAv oravieg (< 1/10.000)

- Mn yvwotég (n ovyvotnta dev pumopei va ektiun el pe Paon ta drobéoipo dedopéva)

{‘(ﬁamyo pia/o PYEVIKO OOTNRA |\ oounTy ] ]
po®va pe TN paon , Katnyopio cvoyvotntog
ocoonévov MedDRA ovTispoon
AOYOEEIS KAL TOPAGITACELS Taotpevtepitida Zoyvég
[poiovoa worvesTIOKN
Agvkogykepalondbeio Mn yvootég
(PML)
‘Epmng Coompag Mn yvootég
Aatopayéc Tov aipotoc Kot Tov | Aguponevia Yuyvég
AELOIKOD GUOTNLOTOC Aegvkomevia Yuyvég
Opopporevia Oy ouyvéc
Aratapay g 0VOGOTOI TIKOV Y nepevasOncia Oyt ouyvéc
GULOTILOTOG Avagulaéia Mn| yvootég
Abdornvola Mn yvooTég
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Yro&ia Mn yvooTég
Ynotoon Mn yvootég
Avyyelooidnpa Mn yvooTtég
Aqupaxég TOV VEUPIKOD AioOnon kavoov Toyvég
GULOTNLOTOG
Ayyelokég droTapoyg Epubpiaon IToA0 cuyvég
‘EEaym Yuyvég
AvamvevoTikég, Bmpakicég
Srotapory£G Ko SLoTopayEg Pwoppoia Mn yvooTtég
uecobwmpaxiov
laotpevrepucés draTapoyég Adppora IToA0 cuyvég
Noawvrtia, IToAb cuyvég
A’kyog GvV® KOIAOKNG TIoks ovyvéc
XOPOg
Kotuakd diyog IToA0 cuyvég
"Eperoc Xoyvég
Avoneyia Toyvég
laotpitida Toyvég
Awatopoyn o0 Suyvéc
YOG TPEVTEPIKOD
Hratoyolkég dtotapoyéc AvEnpévn aomaptikn Supvéc
OULVOTPOVGPEPAOT
Avgnuévn
QULVOTPOVGPEPACT TG | Zuyvég
alavivig
Hnar,ucn prop no Mn yvaotég
EMOYOUEVT OO QAPLLOKO
AaTopayég Tov OEPLOTOC Kol Kvnoudg Toyvég
TOVL VITOSOOPLOL 1GTOV EEavOnua Yuyvég
Epvbnuo Yuyvég
Alomexio Yuyvég
Arortapays VEpP v ot [Tpwreivovpia Toyvég
OLPOTOINTIKOV GLGTILLOTOS
Ievikég Srataparyés Ko
KOTOoTAGELG ot Béom AicOnon Beppov Yuyvég
xopnynong
Atepguvnoelg Metpncm KETOVOV OTOL | o ovyvéc
ovpa
Hapm’)ma AguKopaTivig Tuyvéc
610 0VPO.
Mewopévog aptfpo .
?\sumpllcurr(gipola)v " 2Uve

Ieprypoon smreyuévov avemiountav EVEPYELDV

Epvbpiaon

2116 EAEYYOUEVES JLE EIKOVIKO QAPLOKO HEAETEC, 1 eMimTon TG epubpiacnc (34% évovti 4%) kot Tav
eEayenv (7% évavtt 2%) rav avEnpévn o acBeveic ot omolor Ehafav Oepameio e povpapikd
oyebuAeotépa cUYKPLTIKA pe acbeveic ol omoiot EAafav euovikd eapuako, avtiotoya. H epubpioon
ouyva mepLy papeTat o epubpiacn N eEdyelg, aAld propel va meptAapPaver kot dAlo copBdpota (mT.y.
Beppomnta, epubpdTnTa, KVvNouod Kot aichnomn kavcov). Ta copfapata epubpiacng teivouy va
Eexvovv 6Ta apyikd otddio g Bepaneiog (1daitepa KATE TOV TPMOTO UNval) Kot 6€ acbeveig ol omoiot
napovcetalovy epubpiact, avtd ta cuppauata gival duvotdv va cuveyicovy va speavifovton katd
Swotuata ko’ 0An ™ didpkela g Bepameiog pe povpapkd dyuebvieotépa. e aceveig e
gpubpiacm, N TAEOVOTNTO TOPOLGinGe GUUPALOTE EpLOPIOCTG TOV NTOV NTLUG N LETPLOG
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cofapodmrag. Xvuvohikd, 3% twv acBevav ot omoiot EAafav Bepameia pe ovpapikd debvlectépa
diékoyav Adym gpubpiacng. XoPapn epvbpiaon, n oroia puropei vo yopaktnpileTol omod YEVIKELUEVO
epuOnua, edvOnpa /Kot kvnopd, mapatnpnnke o Ayotepo and 1% twv acbevav ot oroiot Eafav
Bepomeio pe ovpopko duebvieotépa (BA. mapaypdeovg 4.2, 4.4 ko 4.5).

Taotpevrepirés

H enintmon tov yaotpeviepikav cvpfapdtov (.. swdppota [14% évavtt 10%], vavtia [12% évavtt
9%], dyog ve kotakng xmpag [10% Evavtt 6% ], kotkakd aihyog [9% Evavti4%], éuetog [8%
évavtt 5%] kai dvomeyia [5% évavti 3%]) nrav avénuévn os acbeveic ot omoiot Elafav Bepameia pe
QOLUAPIKO SUEBVAEGTEPO GUYKPITIKG. L aoBeVEIG 01 omoiol EAafav Elkoviko @apuako, avtictorya. Ta
YOOTPEVTEPIKA GUUPBALOTA TEIVOLY VO EEKIVOVV GTOL 0pyIKG 6TAd1 TG Bepameiog (1dlaitepa Katd Tov
TPAOTO UNVA) Kot o€ 0.60gVELG 01 0moiol TaPOLGIALOLY YOGTPEVTEPIKA CLUBANATA, CVTA Elval SuvaTOV
vo, cuveyicovy va epupovifovtol katd dStaotnipota Ko’ oAn ) didpkela g Oepameiog pe povpopikd
oeBvreotépa. LTy TAELOVOTNTO TV OICHEVAOV O OTOI0L TAPOLCIOGAV YAUGTPEVTEPIKA GUUPALOTOL,
avtd NTav NS 1 pétprag coPapdtnrtag. Téooepa Toig ekatd (4%) tawv achevmv ot omoiot EAafav
Oepameia e Povpaptkod Sipeburestépa SLEKOYAY AGY® TV YAGTPEVIEPIKOV GUUPBOUATOV. XoPapd
YOOTPEVTEPIKA GUUPALOTO, CUUTEPIAOUPBAVOUEVIC TNG YOOTPEVIEPITIONG KOl TNG YAOTPITIONG,
wapatnpiOnkav oto 1% tev acbevav ot onoior Ehafav Bepaneia pe ovpapkd dpedurectépa (PA.
napdypapo 4.2).

Hraozixn Lertovpyia

Bdoel dedopévav amd eEAeYOUEVES LE EIKOVIKO QAPLLOKO LEAETES, 1) TAEIOVOTITO TV 0GOEVQOV e
aVENUEVA ETTITESOL NTOTIKDV TPAVOUUIVOS®Y ELPAVIGE TIHEG < 3 POPEG TO OVATUTO PVGLOAOYIKO OPLO
(ULN). H awénuévn enintmon g avodov Tmv NTATIKOV TPUVOUUIVOcOV 6€ acbeveig ol omoiot
EaPav Bepameia pe povpopikd duebudectépa oe oxéon e Tovg acbeveic ol omoiol EAafav ElKoviKod
(QappoKo TapatnpRONKe Kuping KaTd T ddpkeln Tov Tpatev 6 unvev Bepansiog. [Tapatnpndnkay
OVENGCELS TV EMUTESWMV TG AUIVOTPOVGPEPACTG TNG AANVIVIG KO TG OLOTTOPTIKNG OLULLVOTPOVGPEPEOTC
kot > 3 popéc and to ULN, avtictoryo, oe 5% Kot 2% tov acbevav ot omoiol ELafav ikovikd
@appako kol og 6% kot 2% Tov acbevav o1 oroiol Edafav Oepameia pe povpapikd dpebdvieotépa. Ot
OLOKOTTEG AOY® OUENUEVOV EXTESDY NTOTIKAV TPAVSOUVOc®V Tov < 1% Kot tav TopOpoleg o€
aoBeveig ol omoiol Elafav Oepameio pe POVUOPIKO OUEBVAESTEPO N EIKOVIKO QAPUOKO. XE LEAETEG
EAEYYOLEVEG LLE EIKOVIKO QAPLOKO OEV TopaTrpriniay auENGELS TMV EMTEIWY TV TPOVSOULVOCHV
Kotd > 3 eopég To ULN pe tavtdypoves avénoetg g olkng yorepupivng katd > 2 popég to ULN.

Ao TV gumelpia LETA TNV KuKAOQOpia TNy ayopd, £xouv avopepbel adéEnon Tov nroTikov evidpwy
KOl TEPUTTAGELS POPUAKOYEVODG NTaTkNG PAAPNG (avENoels Tmv EMIESWV TV TPOVOUUIVOCHY KOTH
> 3 popég 1o ULN pe tantoypoveg avEnocelg tng oAkng yohepubpivng katd > 2 popéc to ULN) petd
a7 T LOPNYNOT TOL POLUAPIKOD SUEDVAETTEPO, OL OTTOIEG LITOYDPNOAY LUE T OLOKOTT TNG
Bepameiog.

Agugomevia

Y€ eheyyOUEVEC LE EIKOVIKO QAPUAKO LEAETEG, O1 TEPLOTOTEPOL aoBeVELS (> 98%) elyav puoIOhOYIKEG
TIUEG AELQOKLTTAPV TPV amod TV EvapEn g Bepanciag. Katd ) Oepansia pe povpopiko
deBvreotépa, o PEGOG aplBdG AEUPOKLTTAPOV LELMONKE GTO SIACTN LA TOV TPOTOV £TOVG, LIE
emakoOAoLON otabeporoinon. Katd péso 6po, o apiBuog tav Aeppokuttdpov peiddnke Katd

nepinov 30% oe oyéon pe v T Evapéng. O pésog kot dtipecog aptBds AEHPOKLTTAPMY TOPEUEIVE
EVTOC PLGLOAOY KGOV opimv. TTapatnprdnke aplOpds Aeppokvttdpmv < 05 x 1091 oe < 1% tav
acBevav ot omoiotl Elafav etkovikd @apuaKo Kol oto 6% twv acdevav ol ortoiol Elafav Bepaneiol e
@ovpapiko dipuebvieotépa. Mapatnpndnke apOudc Aepgorkvrtapov < 0,2 x 10%1 oe 1 acbevi o
omnoiog glye MPer Oepameio pe ovpapikd dipebBuiectépa Kot o€ KavEVaY amd Toug acbevelg ol omoiol
glyov AdPet elkovikd QAappaKo.

Ye 1kMvikég peréteg (1600 eleyydpeves 660 Kot Un ereyyopeves), 41% tov acbevav mov Edafav
Oepameio pe povpapikd dyuebvleotépa elyav Aepponevia (0pLlOUEV OTIG GUYKEKPIUEVES LEAETEG (OC
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<091 x 109/0). 'Hma Agppomevio (aptuoi > 0,8 x 10°%/1 £mg < 0,91 x 10°%/1) mapotnprOnke 6o
28% tv acBevav, pétplo Aspponevia (appoi> 0,5 x 1091 éog < 0,8 x 10%/1) mov enépeve yia
TovAdytoTov €€ pnveg mapatnpnnke oto 11% tov acbevav, cofapn Aepponevio (optBpot

< 0,5 x 10°%/) mov emépeve yio tovAdyiotov €L pives mapotnpridnke 6to 2% tov achevav. Xty
opada. e T coPapn Aeppomevia, 0 aplfpog AEUPOKVTTAPMY GTNV TAEIOVOTITO TOV TEPITTOCEDV
napéueve < 0,5 x 10%/1 pe ) cvvéyion g Ogpomeiog.

EmuwAfov, g pia pn eheyyOLEVT], TPOOTTIKN LEAETY] LETA TIV KUKAOPOPIOL GTNV ayopd., KOTA TV
gfdopdoa 48 g Oepaneiog pe povpaptkd dpeburestépa (N = 185), mapovoidotke péTpio (aptOpog
>0,2 x 10%1 émg < 04 x 10%/1) f cofapn (< 0,2 x 10%/1) peiwon tov CD4+ T Aeppokuttdpov o
1060010 £0G 37% 1 6% TV acBevav, avTicToryo, EVM TOPOLCLAGTIKE IO GLY VN Heiwon tav CD8+
T Aeppokuttdpwv o€ T0c0oTto £mg 59% tmv acevdv pe Tyuéc < 0,2 x 10%/1 kat oto 25% tov acbevav
ue opdpd < 0,1 x 10%/1. e eheyydueveg kot un ereyyOUEVES KMVIKEG HEAETEC, oL acbeveic Tov
diékoyav T Bepameia pe ovpaptko dipuebvieotépa pe aplipd AEUPOKLTTAPOV KAT® amd TO
KOT®TOTO PLGL0A0Y1KO 0pto (LLN) mapakolovbovvtav mg Tpog v avakoym tov aptopon
Aeppokvttapmv oto LLN (BA. mapdypago 5.1).

Ao éeg, ovurepiloyfovousvns tne PML kou twv evkoupiaxaov Loywéewv

"Exovv avaeepBei pe o povpopikd diueduleotépa mepiotatikd Aotuméemy and tov 16 John
Cunningham (JCV) mov mpokdAesav mpoiovoo moAvesTioky| Asvkogykeporonddeio (PML) (BA.
wapdypoeo 4.4). H PML pmopei va sivar Bavatnedpa 1 vo 0dnynoel o coPfapn avarnpio. X pio omod
TIG KMVIKEG SOKLUES, Evag aoBevig Tov AdpPave povpopikd dipebuieotépa ekdnimoe PML emi
£dG.povg TapateTapivng coPapng Aspponeviog (apduds Aeppokvttdpmv kupimg < 0,5 x 10%/1 yia

3,5 étm), ue Bavameopa ExPacn. Metd v kukhopopio Tov TpoidvTog oty ayopd,n PML
ekdNAdONKe emiong mopovoio pérprag kat frioag Aspponeviog (> 0,5 x 10°%/1 éoc < LLN, 6mac opiletat
a7 TO €0POG AVAPOPAS TOV TOTIKOV EPYOCTIPIOV).

e apketég nepurtaoelg PML pe kaBopiopéveg vmoopddeg T AEUPOKLTTAPWOV KOTA T (POVIKT| GTIYLUN
g dudyvmong g PML, o apiBuodc tov CD8+ T Aeppokuttdpmv Slomict@inKe 0TI TV LELOUEVOG
éwg < 0,1 x 10%1, eved o1 peidoetg Tov aptdpod CD4A+ T Aepokvttdpmv diépepay (Kopaivovtay amd
< 0,05 éawxg 0,5 x 10%/1) kau cuoyetiloviov oe peyakvutepo Padud pe T GLVOAKN PapdTnTo TG
repgoneviag (<05 x 10%/1 éac < LLN). Zvvendc, n avaroyio CD4+/CD8+ awEndnke og avtodg Toug
aoBeveic.

H nopatetapévn pétpia émog coPapn Aepponevia paiveror va av&avel tov kivovvo PML pe to
@ovpaptkd dipebviestépa, wotdc0, £xel epeavictel PML kat o aoeveic pe Nmia Aepponevia.
EmumAéov, n mhetovotnta tav tepiotatikav PML petd tnv kuikkhogopia Tov Tpoiévtog oTtnyv ayopd
&yovv eueaviotel o€ aobeveig nhkiag > 50 etmv.

"Exouv avapepbel Aowpméelc and Epnnto {OoThpa e TN PO TOL Povpapikol dipebuiectépa. Ze pia
Lokpoypovia LEAETN enéktaong ov Ppioketal o eEEMEN, otV omoia 1.736 acBeveic pe [1X
Aoppévouv govpapikd dipuebviectépa, Tepimov To 5% TV achevdv eKONA®oAY Eval 1] TEPICCOTEPA
cupupavrta épnnta (OoTpa, To omoio NTaY 6TV TAEWOVOTNTA TOLG NTTiag Emg pETPLag fapitntag. Ta
TEPICCOTEPQ ATOLLOL, CUUTEPIAAUPAVOUEVAV EKEIVAOV TTOV EKONAMGAY GoPapn AoTuwén amd EpmnTa
Lwotpa, elyov aplfpodc AEPEOKLTTAP®Y LYNAGTEPOLG OO TO KATDTEPO PUGLOAOYIKO Oplo. X [
TAELOVOTNTA ATOLMY TO. OTTOL0L ElY AV TOVTOYPOVA APBLLOVG AEUPOKLTTAPV LkpdTEPOLG amd To LLN,
N Agppomnevio a&loroynonie og pétplo | coPapr. Metd tnv KukAoQopia TOL TPOIGVTOG GTNV ayopd,
T0 TEPLOCOTEPO, TEPIOTATIKG AOIH®ENG amd EpmnTo {OoThpa fTav U GoPapd KOl VITOYMPNOAVY LE TN
yoprynon Bepomeiog. Metd TV KUKAOPOpPIO TOL TPOIOVTOG GTNV Alyopd., dtaTifevTon Teplopiopéval
dedopéva oy eTIKA pe Tov omodivto aptBpd Asupokvttdpov (ALC) oe acbeveig pe Aoipmén amd Epmnrta
{ootpa. Q6T600, GTIC TEPITTMOELS OMOV avapEpPOnKe, oL TEPIocdTEPOL 0abeveic mapovsiacay pétpla
(>0,5 x 10%/1 émg < 0,8 x 10°%/1) 1y coPapn (< 0,5 x 10%1 mg 0,2 x 10%/1) Aepponevia

(BA. mapdrypago 4.4).

Mn pO10AOYIKES TIES EPYOOTHPIOKDV ECETATEWV
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€ EAEYYOUEVEC LUE EIKOVIKO QAPIOKO LEAETEG, O TIUEG TV KETOVMV oTa, ovpa (1+ 1 ueyardtepeg)
ntav vynidrepeg oe acbeveic ot omoiot EaPav Bepameia e ovpaptcd dipedurestépa (45%) oe
ovyKplon e tovg acheveic ot omoiot EAafav ekovikd @appako (10%). Aev wapotnpnnkav
VETBOUNTES KMVIKEG GUVETEIEG OTIG KAMVIKEG SOKIUES.

Ta enineda g 1,25-0wdpo&uPrrapivne D peiddnkay oe acBeveic or omoiot EAafav Oepomeia pe
@ovpopkd debuiectépa oe oyéon pe Toug aoeveig ol omoiol EAafay eikovikd apuoKo (d1dpueso
T0600TO elwong 6e GYEoN e TNV TN ovapopds ota 2 £tn 25% Evavtt 15%, avtictoya), evo ta
enineda g mapabopurovng (PTH) avénbnkav oe acBeveic ol omoiot Elafav Bepameio pe povpapicd
debvreotépa o€ GyEon pe Tovg 0oBeveic oL omoiot EAaPav EIKOVIKO (APLLOKO (S1AUEST) TOGOOTIONN
avénon amd v TN avaeopdg ota 2 £t 29% évavtt 15%, avtictorya). Ot HEGEG TILES Kot Yid TG dVO
TOUPUUETPOVE TTOPEUEIVOLY EVTOG (PLCLOAOYIKDV Opimy.

[ToapatnpnOnie Topodikn adENGN TS LESTS TG TOV OCIVOPIA®MY KOTA TN SIUPKELN TV TPOTMY
2 unvav Bepamneiog.

Ioudrotpikde TAnfuoude

X€ J10 VoL TG EMIGTLOVOT|G, TUYOLOTTOUN UEVT], EAEYYOUEVT] LE OPUCTIKO PAPLLOKO SOKIUN

96 efdouddwv oe madiatpikovs acheveic pe YAITE nlxioag 10 émg kétw tov 18 etdv (120 mg 6o
Qopég TNV NUEPa Yo 7 Nuépeg axorovBovpeva amd 240 mg 500 Popég TV NIEPA Y10, TO VITOAOUTO TG
Oepomeiog, TAnOvopdg perétng N = 78), To TPOPIL AGPAAELNG GTOVG TOUSLOTPIKOVG AGHEVEIS PavIKE
TOPOLOL0 LLE EKELVO TTOV €lye NON TapaTnpnbel o evilikeg acOeveis.

O 6Yed10.6AG TNG TALSATPIKNG KAMVIKN G SOKIUN G NTAV S1OpOPETIKOG OO EKEIVOV TV EAEYYOUEV®V LE
EIKOVIKO PAPLLOKO KAIVIK®Y JOKLUDV Y10, EVAAKES. XVOVETMG, OV UTOPEL Vo OTOKAELGTEL 1) GUUBOAN
TOV GYESOGLOD TNG KAVIKNG SOKLUNG OTIG OPLOUNTIKES SLOPOPEC TMV AVETIOVUNT®Y EVEPYEIDV UETAED
TOL TTOLSLOTPIKOD KOl TOV EVIAIKOL TTANHLGLOD.

Ot axdrovBeg avemBounteg evépyeieg avapépdnkay o cuyva (> 10%) otov Tadiotpikd Tinduoud

o€ oYéoMn L Tov EVIjAIKO TANBuGuO:

o  Kepararyio avapépOnke oto 28% twv acBevav mov Ehafav Bepaneia Le OVHOPIKO
deBvreotépa Evavtt 36% otovg acBeveic mov Ehafav Bepaneia pe vteppepdvn Pta-la.

o T aotpeviepikég draTapoyés avapéptniay oto 74% tmv acbevav mov Ehafav Bepameia pe
eovpaptkd dpebviestépa Evavtt 31% otovg acbeveic mov EhaPav Bepomeia pe vTeppepovn PTo-
la. Meta&h avtmv Tov S1oTapay oy, To cuyvEa avaeépnKe e To OVHOPIKO diuedulectépa
KOWMOKO AAYOC Kol ELLETOG.

e  AvamveuoTikeES, Bopakiés datapayEs Kot drotapayés pecobwpaxiov avapépbnkov oto 32% twv
acBevav mov Ehafav Bepameia pe povpapkd dpebulectépa Evavtt 11% otovg acbeveig mov
Erapoav Oepomeio e wvtepeepovn Prita-lo. Meta&d avtdv Tmv draTopoymv, To GUYVA
avapEPONKE LE TO POLUAPIKO SUEBVAESTEPA GAYOC CTOLOTOPAPVYYO Kol By aG.

e Avounvoppota avapépdnke 6to 17% tav acBevav mov éhapav Bepaneia pe povuaptkod
dweBvreotépa Evavtt 7% otovg aobeveic mov EhaPav Bepaneia pe vteppepdvn Prta-1la.

g [oL PIKpR, 0VOLY TG EMIGNHOVOTG, 11 EAEYYOMEVN HeAéTn 24 Bdopdadmv oe Tadlotpikong acbeveig
pe YAITZ nhkiog 13 éwg 17 tdv (120 mg dbo gopég tnv nuépa yio. 7 nuépes, akorovbodueva omd
240 mg 600 Popég TNV NUEPA Yia To VITdAoTo TG Bepaneiog, TAnBvouds acpdietog N = 22), Tov
axolovdnOnke and o perétn enéktoong 96 efdopddwv (240 mg dvo eopég v nuépa, TANBLGHOG
ac@dieiag n = 20), To TPoPik 0oPAAELNC PAVIKE TAPOUOLO LE EKEIVO TTOL TTAPATNPTIONKE GTOVG
eviiAkes aoBeveic.

Eivar teplopiopéva ta dabécipa dedopévo o mondid niudag peta&d 10 kot 12 etdv. H acedieio kot

1 OOTEAEGLLOTIKOTITO TOV POVLLOPIKOD dpebudectépa og mandid nuiog kato tov 10 etdv dev £yovv
OKOLLOL TEKUNPLOOEL.
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Avopopd mHovoloyoduevay overtfOUNToV EVEPYELHV

H avagpopd mbovoroyovpevov avemiBoupunTmy EVEPYELDV LETA OO T YOpNyNoN (OE0G KUKAOPOPIaG
TOL PUPLOKEVTIKOD TPOIOVTOG eivat onpavTiky. Emirpémetl tn cuveyn mapakolovdnon g oyéong
0PELOVG-KIVOUVOL TOV (OPIOKEVTIKOD TPOIOVTOG. ZNTEITOL 0TO TOVG EMAYYEALOTIES VYELOG VAL
aVaQEPOVY OTTOLEGONTTOTE TIOUVOAOYODUEVES AVETIHOUNTES EVEPYELEC LEGH TOV €BVIKOD GUGTHUATOG
avapopds mov avaypdeeror oto [Hopdpmua V.

4.9 Ymepoocoroyia

"Exouv avagepbel mepiotatind viepdocoroyiog pe @ovpopikd dipeduiectépa. To GUUTTOUATO TOV
TEPLYPAPN KOV GE QVTA TO, TEPLGTATIKA N TAV CLUPATE LE TO YVOOTO TPOPIA AVETIOOUNT®V EVEPYELDV
TOV (POVULOPIKOD OuebvrecTépa. AEV VITAPYOVY YVMOOTEG OEPATEVTIKEC TAPEUPAGELS Y10 TV EVIGYLON
NG ATOPOANC TOL POVLLAPLKOV OLEBVAESTEPO OUTE VITAPYEL YVOOTO AVTIOOTO. XE TEPITTMOON
VIEPOOGOAOYING, GUVIOTATAL 1) EVOPEN CUUTTOUOTIKIG VTOGTIPIKTIKNG Oy YN S, OT®G EVOEiKvVLTOL
KAVIKGL.

5. ®APMAKOAOI'IKEX IAIOTHTEX
5.1 ®@uppokodvvopikég1o10TNTES

Ddappokobepamevtinn kotnyopio: AVOCOKUTOGTAATIKOL TOPAYOVTEG, AAAOL 0LVOCOKOTOGTAUATIKOL
napdyovtes, kmdkog ATC: L04AX07

Mnyoviopdc dpdonc

O pyoviopoc pe Tov omoio 0 Povpaptkog dueBudectépag aokel Tig Bepamevtinég Tov SpAcelg 6TV
TOAMOTAN GKANpLVET) dEV Elval TAN PG KATAvonTog. Ot TPOKAVIKEG LEAETES DITOSEIKVOOLV OTL |
(OPLLOKOSVVAULKT OTTOKPLGT) GTOV POVLPIKO SlpeduAEcTEPO pecolafeiton Kupiwg HESH TNG
EVEPYOTOINGNG TNG LETOY PAPIKN G 0000 Tov Tupnvikov Tapdyovta Nrf2 [Nuclear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpopikoc diuebvureotépag £xet amoderyOei 6t ennpedlel pécwm aviodoog
pVBuIoNG TO AVTIOEEIOWTIKA YoVidia Tov eaptmvTal amd Tov Nrf2 tewv acbevav (1.). apudpoyovdon
NAD(P)H, kivévn 1, [NQOT1]).

Daopuokodvvaukéc ETOPAGELC

Emidpdoeis oto avooomontixo aborna

€ TPOKAVIKEG KOl KAVIKEC LEAETEG, O POVUAPIKOG SUEHVAETTEPOC TOPOVGIOGE OVTIPALY LLOVADOELS KOl
(VOGOTPOTOTOUTIKEG 1O10TITEG. 1€ TPOKAIVIKG LLOVTEAQ, O (POLHAPIKOG OUEBVAECTEPOG KOl O
(POLUAPIKOC LOVOUEBVAESTEPAG, O KUPLOG LETOPOAITNG TOL POovApIKOD dpeBvAesTEPQ, LEI®oOV
OTMOVTIKY TNV EVEPYOTOINGT) TV VOGOKLTTAPMV Kol TV ETOKOAOVON amelevfépmon
TPOPAEYLOVAOIDV KVTOKIVAOV (MG AVTOTOKPLIOT] 6T PAEYUOV®IN gpediopata. e KAMVIKEG LEAETEG
acBevav e yopioon, 0 QOLUAPIKIG SUEBVAESTEPOG EMNPENGE TOLS POIVOTUTTOVS TMV AEUPOKVTTAPWOV
péow katiovncag pudpiong tev Tpoeil tov mpopieypovadav kutokvev (Tyl, Tyl7) kot tpodiébece
o€ TOPUY YT AVTIPAEY LOVOSDV KuTOKVaVY (TH2). O povpapikos duyuebvieotépog Kotédel&e
Bepamevtikn dpdon o€ TOAATAL LOVTELD PAEYLOVOOMY KOl VEDPOPAEY LOVAOO MV TPOVLATICU®OV. ZE
ueréteg daong 3 oe acbeveic pe I (DEFINE, CONFIRM ka1t ENDORSE), katd t Ogpamneio pe
QovUaPKO dpuebviesTtépa, o1 LEGOL aptOpOl AEUPOKLTTAPOV HELOBN KV, KATO LEGO OPO

nepimov katd 30% oo TNV ap)IKi TOVG TN, OTO JECTN O TOV TPATOV £TOVC, LE ETaKOA0LON
otabepomoinot. e avtéc TG peAETeg, oL aiobeveic mov diékoyay T Bepameia e ovUAPIKO
dpebvreotépa pe aptipd AUPOKLTTAPOV KAT® 07T TO KATOTOTO pUGI0A0YIKO Opto (LLN,

910 kbdrrapa/mm?) Tapakorlovfoiviay mg TPOg TNV avaKouyT ToL apldpod Aepgokuttdpmy oto LLN.

To oynpa 1 deiyvel To T0606To TV acdevav mov ektundnke ot éptacav to LLN, pe Bdon m pébodo
Kaplan-Meier, ympic mtapatetopuévn coPapn Aepgomnevio. Q¢ tiuf avoaeopdg g avaxkouyne (RBL)
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opiotnke o tedevtaiog ALC katd ™ Bepameio, Tpv 1 dtakom] Tov eovpapikd dyuebviestépa. To
EKTILMUEVO TOGOGTO TV acbevdv Tov avékapyay 6to LLN (ALC > 0,9 x 10%/1) tnv EBSoudda 12
kot v EBdopdda 24, ou omoiot giyav Amia, pétpia | coPfapn Aepponevia otnv RBL, mapatiBetol otov
Mivaka 1, Tov ITivaxa 2 kot tov [ivaka 3 pe dtactipata epumiotocivng 95% katd onpeio. To Tumikd
opaiua tov Kaplan-Meier extiunt thg cuvaptnong eniimong el VITOAOYIGTEL e TOV TOTTO TOL

Greenwood.

Yynpo l: M£0odog Kaplan-Meier, mo606t6 a60svadv pe avakapyn 6to > LLN 910 kotrape/mm?
oo TNV TN avaeopas g avakopyng (RBL)

aw LLN

2 avanagt oo ALC

¥
*

EfSopade:

Inueioon: Ta 500 kottape/mm?, ta 800 kbrtapa/mm? kot ta 910 kottapo/mm?® aviictoryody o
0,5 x 10%/1, 0,8 x 10%/1 ka1 0,9 x 1091 avrictorya.

IMivakog 1: M£00dog Kaplan-Meier, to606t6 a60evdv mov ektipdron 611 é@rocay 6to LLN,
N Aep@omevia 6TV TIP ovoopas s avakapyng (RBL), Empovpévov acevav pe

TopaTeTOREVY cofapt) Aep@omevia

ApOpog acOeva v pe nma Twn avagopés Epoopéda 12 Epoopdoa 24
AERLQOTTEVIO” 6E KiVOUVO N=86 N=12 N=4
[Mocootd Tov £pTace 010 0,81 0,90
LLN (95% CI) (0,71, 0,89) (0,81, 0,96)

* AcOeveic ue ALC <0,9 x 1091 ko1 > 0,8 x 10°/l otnv RBL, £opovpévav acbevdv pe Tapatetapévn coBapy

AELQOTEVIQL.

IMivakog 2: M£00dog Kaplan-Meier, 1060616 060sv@v mov ektipdron 611 é@rocay 6to LLN,
pEéTPLO Aep@omevia 6TV TP ava@opds TS avakapyns (RBL), Empovpévav acOevav pe

nopoTeTapévy cofapi) Aepeonevia

ApOpog acOevav pe pétpra Twn avagopdg Epoopdda 12 Epodoopada 24
AENQOTTEVIU” 6E KIVOUVO N=124 N=33 N=17
[Mocootd Tov £PTOcE 6TO 057 0,70
LLN (95% CI) (0,46, 0,67) (0,60, 0,80)

* AcOeveic ue ALC <0,8 x 1091 ko1 > 0,5 x 10%/l otqv RBL, sEoipovpévov acdevav e Tapotetapévny coBapy

AELQOTEVIML.
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IMivoxag 3: Mé00dog Kaplan-Meier, 1060616 060ev@v mov ektipdron 6Tt é@rosay oto LLN,
cofapi] Aep@onevia oty TIp] avagopds s avakopyns (RBL), Empovpévov acdevav pe
nopaTeTapév cofapr) Aepgomevia

ApOnog acOevav e cofapn Twn avagopdg Epodoopdda 12 Epdopada 24
AENQPOTTEVIN® 6E KiVOUVO N=18 N=6 N=4
[Tocootd Tov £ptace oto 043 0,62
LLN (95% CI) (0,20, 0,75) (0,35, 0,38)

* AcOeveic ue ALC <05 x 10%1 otv RBL, e&apovpévov acdevdv ue mopotetouévn cofoph Aepgomevio.

KAMvikn oroteAeo LotkOTTO, KOl 0CQAAELDL

[TpaypatoromnOnkoy d0V0 TUYAOTONUEVES, OITAN TVEAEG LEAETES, O1apKELNG 2 €TV, EAEYYOUEVES UE
eikoviko eapuako (DEFINE pe 1.234 acBeveic kat CONFIRM pe 1.417 acbeveic) oe acheveic pe
vrotpontafovca-oiaieintovon TolhonAn okinpuvon (YAIIY). Ze avtég Tig peréteg dev
GLUTTEPIAN PO KOV 0.60EVEIC pe Tpoiovoeg popeég T1X.

H amoteieopatikdtna (PA. mopakdto wivaka) kot 1 ac@dieio katadeiyOnkay oe acOeveig pe
BaBuoroyieg otn Atevpopévn Kiipoka Katdotaong Avannpiog (Expanded Disability Status Scale,
EDSS) mov xupaivoviav and 0 £og kot 5, o1 omoiot eiyov Topovctdosl TovAdyiotov 1 vroTpony| Katd
1 SEPKELDL TOV £TOVG TPV OO TNV TLYOOTOIN G 1 6TIS 6 ERS0UAdEC TPV AT TNV TUYOLOTOINGT) ElY 0V
poyvntikn topoypagio (MRI) eykepdiov mov kotadeikvue TovAdyiotov pio Gd Tposiapfavovca
BAGPN (Gd+). H Merétn CONFIRM mepiddppave topin a&tordynon (dniadn o 1atpodc/o epeuvnTig o
onoiog a&loloyovoe TV avtamokpion otn Oepameio g peAéng dev yvapile tn Bepameia) Tov
GUYKPLTIKOD QUPUAKOD avapopds TG 0SNG YAOTIpAUEPT|G.

Y MeAémn DEFINE, o1 ac0gveig elyov To mapakdtom S1GUesa apyikd xapaktnpiotikd: niuia 39 ém,
dbpxeta vooov 7,0 €, Babporoyio kiipaxag EDSS 2,0. EmmAéov, 16% tav acBevav eiye
Babporoyia khipaxag EDSS > 3,5, 28% eiye > 2 vmotponég katd To Tponyovpevo £toc ko 42% eiye
AaPel Tponyovuévaes aAiec eykekpluéveg Bepameieg yia v IX. Xtnv kodptn MRI, 36% twv acbevdv
ot ortoiol evtaynkayv otn perétn eiye katd v apyun aSohdynon PAaPeg Gd+ (péoog aptBudg
Bropov Gd+ 1,4).

Y Meriétn CONFIRM, o1 acBeveig elyov T TopakaTm SIAUESH Oy LKA ¥ OPOKTNPLOTIKE: NAtKio

37 £, duapkela vooov 6,0 £tn, faduoroyio kiipakag EDSS 2,5, Emmiéov, 17% tov acBevav eiye
Babporoyia khipaxag EDSS > 3,5, 32% eiye > 2 vmwotponég katd to mponyovpevo £toc kot 30% eiye
Aapel Tponyovuévas aAAec eykekpluéveg Bepameieg yia v I1X. Xty kodptn MRI, 45% t@v ac0evdv
ot oroiol evtayOniay otn perétn elye katd v apy a&loddynon PAdPeg Gd+ (néoog aptBudg
Bropov Gd+ 2,4).

Y& GUYKPLOT LE ALTOVG TTOL EAAPaV EIKOVIKO ApPLLAKO, 01 06OEVEIC Ol omoiol EAafav POVHOPIKO
SUeBLVAESTEPQ ELY OV KAVIKG OTLLOVTIKT KOl GTOTIGTIKG GTUOVTIKT HEIDGT) GTO KUPLO KATUANKTIKO
onueio g perétng DEFINE, dnAadn to 1060616 Tav acbevav o omoiol vrotporiccay oto 2 £,
KoOme Kot 670 KOpLo KatoAnkrikd onueio g perétmg CONFIRM, dnAadn to etnolomotnpuévo
1060010 vtotponv (ARR) ota 2 £.

To ARR yia tnv o€ yAotipapépn Kot 1o eikovikd gappoxo ntav 0,286 ko 0,401, avtictoya, ot

perétn CONFIRM, avtictoymvtag og peimon 29% (p = 0,013), to onoio cuppwvel e tig
EYKEKPILEVES TANPOPOPIEC GUVTAYOYPAPTONG.
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DEFINE CONFIRM
Ewkoviké| ®ovpapik Ewkovikd| ®ovpapik O&un
oappax | 6¢g oappox | 6¢g YioTipopé
0 ownedvieot 0 ownedvieot p
épog épog
240 mg 240 mg
000 Qopég 000 Qopég
™mv nuépa ™mv nuépa
KMvika teMké onueia
Ap. acBevav 408 410 363 359 350
Emolonomuévo tocootd | 0,364 0,172%** 0,401 0,224*** 0,286*
VIOTOOLEV
Avoroyio T060oToD 0,47 0,56 0,71
(95% CI) (0,37, 0,61) (042, 0,74 (0,55, 0,93)
[Toc001T6 LE VTOTpOTH 0,461 0,270*** 0,410 0,291** 0,321**
Avaroyia Ktvdvvou 051 0,66 0,71
(95% ClI) (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
[Tocooto pe 0,271 0,164** 0,169 0,128° 0,156"
emPeformpévn
emdeivaon avamnpiog
12 gfdopdadmv
Avaloyio kivdvuvoo 0,62 0,79 0,93
(95% CI) (0,44, 0,87) (052,119 (0,63, 1,37)
[Tocooto e 0,169 0,128# 0,125 0,078# 0,108#
emPePaiwpévn
emdeivoon avamnpiog
24 gBdopdowv
Avaroyia Ktvdvvou 0,77 0,62 0,87
(95% CI) (052, 1,14) (0,37, 1,03 (0,55, 1,38)
Katoinktiké onueio MRIP
Ap. acBevav 165 152 144 147 161
Méoog (duapecoc) apiBuog | 16,5 3,2 199 57 9,6
véwv M TpdoPaTo (7,0) (1,0)*** (11,0) (2,0)*** (3,0)***
otevpopévav Brapfov T2
o€ ddotnuo 2 etV
Méomn avoroyia 0,15 0,29 0,46
(95% CI) (0,20, 0,23 (0,21, 041) (0,33, 0,63)
Méoog (duapecoc) apibuog | 1,8 0,1 2,0 05 0,7
BArapav Gd ota 2 £t 0) (0)*** (0,0) (0,0)*** (0,0)**
Avoroyia mbavotitov 0,10 0,26 0,39
(95% ClI) (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
Méoog (duapecoc) apBuog | 5,7 2,0 8,1 3,8 45
aplfpdg véwv vtomvkvov | (2,0) (1,0)*** 4,0 (1,0)>** (2,0)**
Brafov T1 og didotnua
2 TGV
Méomn avoloyia 0,28 0,43 0,59
Brapav
(95% CI) (0,20, 0,39) (0,30, 0,61) (0,42, 0,82)

“OMLeg 01 0VOLDGES TOV KAIVIKOV KOTOANKTIKOV onpeiov ftav otov aIAnbucuod pe tpdeon Oepaneiog.
PH avérvon tov MRI ypnoonomdnke omv kodptn MRI
*Tyn p < 0,05, **tyun p <0,01, ***tun p < 0,0001, #un oTATIGTIKE CNUOVTIKT

Yg U ovoIKTI G emonavong, Un eaeyyopevn perétn enéktoong 8 etwv (ENDORSE), evtdayOnkav
1.736 emié&ipot acbeveig pe YAITE and tig facikéc peréteg (DEFINE kot CONFIRM). O kdplog
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oTOY0G TNG MEAETNG TaY 1 A&1OAOYN O TNG LOKPOYPOVIOG AOPAAELNG TOL POVHLOPLKOV dieBuAecTEPQ
og acbeveic pe YAITE. Ano tovg 1.736 acOeveic, mepimov ot pucoi (909, 52%) Adppavay Oepomeio yio
6 £t 1 meprocotepo. 01501 acBeveig Aappavay cuveyn Bepameia e ovpapikd dipebviestépa

240 mg 600 popéc Ty Nuépa kot oTig 3 pedétec ko 249 acbeveig, Tov giyav Tponyovpévmg Aapet
ewovikd pappoko otig perétec DEFINE kor CONFIRM, Adupavay Bepameio pe 240 mg 600 popég
v nuépa ot perétn ENDORSE. Ot acBeveic mov AauPavay cuveyduevn Bepomeio 500 popéc tnv
nuépa érapav Oepomeio yio éwg 12 £tm).

Koatd ™ dudpkeia g perétng ENDORSE, o1 mepiocdteporl amd Toug piocovs acbeveic mov eiyov AdPet
Bepameia pe povpapko dypebuleotépa 240 mg dvo opég TNV NUEPa dev Tapovsiacay vtotpont. o
Toug 0.oBeveic VIO cuveyduevn Bepameio dVO POPEG TV NUEPA KAl OTIC 3 LEAETES, TO TPOGUPLOGLEVO
ARR ftav 0,187 (95% CI: 0,156, 0,224) otig peréteg DEFINE kot CONFIRM ko

0,141 (95% ClI: 0,119, 0,167) otn perétn ENDORSE. I'a tovg acbeveic mov eiyav mponyovpévag
Aafetl eikovikd @appoko, To Tpocapuocuévo ARR petmdnke arno 0,330 (95% CI: 0,266, 0,408) otic
peréteg DEFINE kot CONFIRM cg 0,149 (95% ClI: 0,116, 0,190) otn pedétn ENDORSE.

>t perdétn ENDORSE, ) mhetovotnto tov aclevav (> 75%) dev giyav emPeParmpévn endeivaon
avamnpiag (LeTpodpEVN MG ETOEIVOGT avamnpiog S1oTpovpevn Yo 6 uveg). To GLYKEVTPOTIKA
OTTOTEAEGLOTOL KO OTTO TIG TPELS MeAETEG kaTédel&ay OTL o1 acBevelg wov elyav Aafel povpopikd
dyebuieotépa glyov otabepd Kot YopUNAG TO0c0oTA EXPERAOUEVIIC ENOEIVOONC VAT plog UE
erappa avénon otig péoeg fabporoyiec e khipaxag EDSS otn perétn ENDORSE. Ot a&iohoynoelg
™ MRI (¢ t0 170G 6, CLPTEPAAUPavOpEVOVY 752 acbevdV oV giyov 6T0 TaperdOV cupmeptinEel
otV ko6pt MRI tev peretmv DEFINE kot CONFIRM éde1&av 6111 mAgiovotntao tov acevov
(mepimov 90%) dev eiyav Gd Tposrapfavovoes PAGPes. Katd ta 6 £1n, 0 £T1610¢ TPOGOPLOCUEVOG
UéGOC aptBpdg vémv 1 Tpdceato dievpupévav Prafav T2 kot véav Prafav T1 mapéueve younidc.

Amotelecpatikotnta og acbeveic pe vynin dpactnplotra. TG vooov:

Y115 pedéreg DEFINE kot CONFIRM, og pio vroopddo acBevav pe vynmin dpactnpotnta g vosov,

TapoTnpnOnke otabepn enidpaon tng Bepameiog OTIG VITOTPOTES, EVA 1| EMIOPAOT GTIV EXOEIVOOT TNG

VO PLOG TTOV TOPAUEVEL Y10 3 UVEG OEV TEKUNPLOONKE GOP®DG. AOY® TOL GYESAGLOD TOV UEAETMV,

n VYNAN dPAGTNPLOTNTA TS VOGOV OpioTNKE ¢ EENG:
Aocbeveig pe 2 1 TeplocoTepES mtorponsg o€ éva srog Ko pe pio ) meproodtepeg Gd
npocAoupavovoeg PAAPeC, o LayvnTiKn Topoypapio eykepdiov (n = 42 ot pehétn DEFINE,
n =51 o perétn CONFIRM) iy

- Aocbeveig ol omoiol dev TAPOLGIACAV AVTOTOKPLIOT GE EVOV TANPY| KOl ELOPKN KOKAO Bgpameiog
(TovAdyiotov €va £tog Bepameiog) e wTepPepdVT PTa, TOPOVGINGOY TOLAXYIGTOV 1 LITOTPOTN
TO TTPONYOVLEVO £TOG EvOo® AduPavay Bepameia Kot iyov TovAdyiotov 9 vépmukveg PAAPES
T2 o1t poryvnriky topoypaeio kKpaviov 1§ tovAdyiotov 1 Gd mpociapfdvovca BAGEN 1 ot
aoBevelg elyav apetdfANTo 1 ALENUEVO TOCOGTO VTOTPOTMOV GTO TPOT|YOVLEVO £TOC, GE
oVUYKpLoT UE To Tporyovpeve 2 £t (n = 177 ot pehétn DEFINE, n = 141 ot pelém
CONFIRM).

Ioudrotpikde TAnfuoude

H aopdietla ka1 n amoteheopatikdTnTo, ToL Govpapkod diuedudectépa otny Todlatpiky YAIIX
a&ohoyOnKav G Lo TUYOLOTTOLNLEVT], OVOLY TG EMICT LOVOTC, EAEYYOLEVT] LE OPOGTIKO PAPLLOKO
(wvtepeepdvn Prita-la) perét mopdAiniov opddwv o€ acbeveic pe Y AITE nhkiog 10 £ kdtm Tov
18 etdwv. Exatov mevivta acBeveig tuyaioromdniay vo Aapovv gite povpaptko dipebuiestépa

(240 mg dvo popég TV Nuépa amd 6ToOHATOC) gite vTepPepdvn Pta-Lla (30 pug IM pia opd v
gfoopdda) yio 96 efdopadec. To kOPLO KATOANKTIKO 6NPE0 NTOV TO TOG00TO TV AGOEVOV Y mpig VEES
N tpdopata devpopéveg vrépmokves PAGPec T2 ot MRI eykepdiov v efdoudda 96. To Pacikd
dguTEPELOV KATUANKTIKO oTpeio Tov 0 aptBog TV VEmV 1 TPOGPATH SIEVPLUEVOY VITEPTUKVOV
Brafav T2 ot MRI gykepddov v fdopdda 96. [MapatiBevton meptypapid oToTIOTIKG GTOLYEIN
KaBmg dev elye mpooyediaotel emPeParwtikn vToOeoT Y10 TO KHPLO KUTAANKTIKO GTLELO.

To 1060016 TV 0.60evdv oToV TANBLGHO pe TpodBeon Yo Bepameio (ITT) mov dev elye véegn
wpocpato dievpopéves PAaPeg T2 ot MRI v efdoudda 96 o oyéon Ue TIg TIHEG avapopic fTav
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12,8% y1a Tov eovpapkd dipeburiestépa Evavtt 2,8% otnv opdda e vtepeepovng Prta-la. O pécog
apBpog véwv 1 Tpoéoeata dtevpupévav Prafav T2 v ERdoudda 96 oe oyéon ue T1g THEG avapopd,
TPOCOPUOGUEVOS V1o TOV aptBud avoeopds tav PAafav T2 kot tnv nikia (tAnbvopog ITT
eEIPOVUEVOV TOV 0lGOEVDY YMPIG LETPNOELS LY VITIKNG TOpOYpapiag), nTov 12,4 yio Tov Qovpapikd
dpebureotépa ko 32,6 yro TNV vtepeepdvn Prita-la.

Kot ) didpreta tng meptodoov g LEAETNG 0voLyTNG Mo avong 96 efdopdowv, n mbavotnto
KAMVIKG vrtotpong NTav 34% otnv opdda Tov @ovpaptkol dipeduiectépa kot 48% oty opdda g
wteppepovng Pnta-lo.

To wpo@ik acpdieing oTovg ToudtoTpikovg aobeveig (Mikiag 13 émg katm tov 18 etdv) mov Ehafav
QOLUAPIKO SUEBVAEGTEPO MTOV TTOLOTIKA GUVETEC JLE EKEIVO TTOL glye 1ON mopotnpnOel o€ eviAikeg
acBeveic (BA. Tapdypoapo 4.8).

5.2 ®oppoxoKivnTIKEG 1010TTES

O o6 TOL GTOUATOG YOPNYOVUEVOG POVUAPIKOS SUEDVAEGTEPOG VPIGTATOL TAYEIN TPOGLGTNLOTIKN
VOPOAVOT OO TIG EGTEPACES KOl LETATPEMETOL GTOV KUPLO UETAPOAITT TOV, TOV POVLLOPIKO
povopebuieotépa, 0 omoiog etval emiong opaotikdg. O povpapikd SiueBuiestépag dev eival TOGOTIKA
TPOCOIOPIGIUOG GTO TAAGLO LETA At TIV OTO TOV GTOLOTOG YOPT YN OT) TOL (OLUOPIKOD
deBvreotépa. Emopévmg, OAEG 01 PUPLLOKOKIVI TIKES OVOADGELS TOL GYETILOVTOL LLE TOV QPOVLLOPIKO
OHEBVAESTEP TTPOAY LATOTO BN KOV LLE TIG CUYKEVIPMOELS TOV (POLUAPIKOV LLOVOUEBVAESTEPO GTO
mAdopa. Ta poppokokivntikd dedopévo EANeONcay amd acOevelg e TOAAATAY CKAPUVGT) Kot VY1E(G
ebelovtéc.

Amoppoéonon

H Tprax 00 @ovpopikod povopebuieotépa ivon 2 £ag 2,5 apes. Kabmg ta yaotpoaviektikd ordnpd
Kodikia @ovpoapikod dipebviestépa mepiéyovv pivi Sickia, TO 0TOi0 TPOGTATEVOVTOL OO EVIEPIKT
EMKAADYT, 1] ATOPPOPMOT| OEV EEKIVA TPV AT TNV OTOUAKPVVGT] TOVG OO TO GTOUAYL (YEVIKA GE
Myotepo and 1 dpa). Metd amd yoprnynon 240 mg 600 @opég T uépa e QaynTo, 1) SLAUEST) HEYIOTN
ovykévTpmot (Crax) MTav 1,72 mg/l kaimn cuvolikn £kBeom TN TEPLOYNG KATM oo TNV KOUTVAN (area
under the curve, AUC) fytav 8,02 h.mg/l o€ acbeveic pe molomAr] okAnpuvern. ZovoAkd, 1 Cuex KoL
AUC avEnbnkoav oyeddv avaroyikd og oyéon e T 0601, 0T0 €0pog d0cewv ov peretOnke (120 mg
€mc 360 mg). Xe peléteg o€ acbevelg e TOAAATAN GKANPLVGT), yopnyHOnKay docelg Twv dvo 240 mg
pe dtapopd 4 mpiv 6To TAAIC10 EVOG SOGOAOYIKOD GYNILOTOG TPELG POPEG TNV NUEPA. AT glye (¢
OTOTELEG L, EAGY1OTT GLOOMPELGT TNG EkDEOTG, AmOdidovTog pa avénomn g S1aueong Cpx KOTA
12% og ovykplon pe ) docoroyia 600 eopég nuepnoing (1,72 mg/l yio tn dosoroyia 600 @popéc v
nuépoa évovtt 1,93 mg/l yio m docoA0yio TPEIS POPES TNV NUEP) Y MPIC EXTTAOCELC Y10, TV OGP AAELQL.

H tpopn) dev £xet idhvikd onpavtiky enidpacn oty €kbect Tov povpapkod dipeduieotépa. Qotdoo,
0 @ovpaptkoc dipebudectépag Ba mpémel vo Aappaverar pali pe eoynto yio vo fertiobein
OVEKTIKOTNTA OGOV 0.pOopd. TNV epubpiacm N TG YOoTPEVTEPIKEG avemBounteg evépyeteg (PA.
napdypapo 4.2).

Koatavoun

O pawvopevikdc GyKog KATavoung LETA T YOp1YNOoT oo Tov 6Topatog 240 mg @ovHaPKon
deBvreotépa Kopaiveran petald 60 L kot 90 L. H décpevom Tov povpaptkod povopeduiestépa amod
TPWTEIVES 6TO TAAG A KOUOTVETAL, YEVIKG, LeTalD 27% kot 40%.

Blougtaoynuatiopnoc

2tovg avBpmmovg, o povpaptkos debvieotépag petaforilerat ektevag, pe Ayotepo and 1o 0,1% g
SO0 G VOl ATEKKPIVETOL OG AUETAPANTOG POVLLOPIKOG SeBuAesTEPOG OTaL OVPa. Apyikd petoforileTon
a0 E0TEPAGES, LE TOVTOY POV TAPOLGILO GTO YUGTPEVTEPIKO COAN VL, TO GOl KOl TOVG 1GTOVG, TPOTOV
@0dcel 6N GuoTNHATIKY KUKAOPOpia. MetafoAiletal TepUITEP® HEGH TOL KUKAOV TOV
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TpKapPoEvAlkod 0EE0g, ¥®PIg TN GUUETOXT TOL GUGTHUATOS TOV KuToypouatog P450 (CYP). Mia
peAétn epamoas doong 240 mg HC-gpovpapikod dyuedulestépa TaVTOTOINGE TN YALKOLN MG TOV KOPLO
LETAPOALTN OTO TAAGLO. TOL AVOPMITOL. LTOVG VITOAOITOVG UETAPOATES TOL VI POV GTIV KUKAOPOpPia
GLYKATAAEYOVTOL TO POVHOPIKO 0ED, TO KITPIKO 0EL Kol 0 ovpaptkds povopedureotépag. O
KOTOBOAIKOG PLETAPBOMOOC TOV POVUAPIKOD 0EE0C TPOLY LLOTOTTOLEITOL LEGH TOV KUKAOL TOV
TprkapPfoSvikod o&éog, pe tnv ekmvor] CO, va amotelel TN Kupla 006 amofoAng.

Amofoin

H exnvon CO, amotehel v kOpLo. 006 amoPfoing Tov Govpoptkon SueBudectépa, 1 ool ovTicTOolYEl
070 60% TG 660MG. H amofoln amd Toug ve@pog Kot To KOTPOVe 0TOTEAOVV SEVTEPENOVGES 000G
amofoAng, ot omoieg avtioToyoby 610 15,5% Kat 0,9% tng ddong, avtioToryo.

O tehKog ypovog nuicetag (mng Tov eovpaptkol povoueduieotépa gival wikpde (mepimov 1 mpa), Evad
OV aveVPIoKETOL POLUAPIKOG HovopeBuAEsTEPAG TNV KuKAOPOopio LETd amd 24 mpeg, otV

TAELOVOTNTA TV AVOPOTOV. AEV TOPATIPEITOL GUGGMPEVCT UNTPLIKOD POPUAKOV 1] (POVLLOPIKOD
povoueBvAesTtépa pe TOAMATAEG 6OGELG PovUaPIKoD dipedudesTépa 61O oyfua Oepomeiog.

poppkdTnTa

H éxbeon otov povpapid dipebuiestépa avEdvel oyedov avaloyikd TG d0oNG og epamas Kot
TOAOTALG 8O0ELC, 6TO €0pog dOcemV omd 120 mg Emg 360 mg wov pedeTONKe.

DapUOKOKIVITIKA 6€ E101K0VC TANOvouodc acbevmv

Béoel tov anotehecudtov g Avaivong Atokopovong (ANOVA), o copatikod Bapog amotelet tnv
Kopta coppeTafintn g €kbeonc (Baoel Crax Kot AUC) o acBeveig e YAILE, aAld dev ennpéace Tig
LLETPNOELG TG OCPAAELNG KO TNG OATOTEAECLATIKOTNTAG TOV 05100y ONKOV OTIG KMVIKEG LEAETEC.

To @VA0 Kol 1 NALKio dev £(0VV KAMVIKG OTILOVTIKY ETLOPOCT] T QOPLLOKOKIVITIKT TOL (POLUOPTKOD
debvreotépa. H pappaxokivntikn o€ acBeveig nikiog 65 kot v dev &yl peletnOe.

THoudwotpirog tAnBooudg

To pappoxokvnTikd Tpopik twv 240 Mg povpapikod dSeBviestépa dVO POPEG TV NUEPD
a&lohoynOnke 6€ ol KpT, OVOLKTHG ETIOTLLOVONG, T EAEYYOLEVT] LEAETN o€ aobeveig pe YAITZ
niiag 13 éwg 17 etdv (n = 21). H @oppokokivntiki Tov QOvpoptkod SteBulestépa 6€ antodg Toug
epnPouc acbeveig NTov GUVERNC LE 0T TTOL £lye NON TapatnpnOel og eviihikeg ac0evelg (Copx:
2,00£1,29 mg/l, AUCq.12n: 3,62+1,16 h.mg/l, mov avtiotoryei o€ po cuvolkn nuepricta. AUC g
TaEng tov 7,24 h.mg/l).

Negpicy dvalerrovpyio,

Kabmg 1 veppua 000¢ amoteAel pio deutepehonso 000 amofoAng Tov Govpapkod dipebviestépa, 1
onoia avTioToryEl oe Ayotepo amd 16% g yopnyovpevng d66mc, dev mpaypatomodnie a&loAdynon
NG POPUOKOKIVI TIKNG O (TOUN LLE VEPPIKT SUGAELITOVPYid.

Hratixn dvoierrovpyio

Kabmg o povpapikdg dipebuiestépag kot 0 povpapikdg povopedureotépag petaforilovior omd
€0TEPAGES, YWPIG TNV CLUUETOYT] ToV cvothpatog Tov CYP450, dev mpaypatorodnie a&lordynon
NG POPUOKOKIVITIKNG OE (LTOLLO LLE TTOTIKT) SUGAELITOVPYidL.

5.3 Ipoxivikd 6£dopéve yro TV ac@aiero,
Ot avemB0OUNTEG EVEPYELEC TTOL TTEPLYPAPOVTOL OTIG TAPUKATO evOTNTES «ToE1KO oY1 Ko

«AvomTapoy Ytk ToEKoOTNTOY deV TapaTnpRONKaV 68 KAMVIKEG PEAETES, 0AAG TapatnprOnkay og (ha,
o€ emimeda Ek0ecNG TOPOLOLN LLE TO KAVIKG emimedo ExBeonC.
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Merariaéroyéveon

O @ovpoptkos SEBVAEGTEPOG KOl O POVHAPIKOG LOVOUEOVAESTEPAG TAY CLPVTTIKOL GE L0l GELPA 1N
Vitro dokipooidv (Ames, YPOUOCOUIKEG avopaAies e KOTTopa INAACTIKGOV). O QOVHOPKOS
duebuleotépag NTav apvnTikodg 6TV iN VIVO S0KIHOGTO [IIKPOTUPTVEL GE 0POVPOLIOUE.

Kapkivoyéveon

[MpaypotoromOniay PHeEAETEG KOUPKIVOYEVEST|G TOL (POVLLLAPIKOL SeBLAESTEPD £mC Ko 2 €T o€
TOVTIKLAL KO aupovpaiong. Xopnynonke govpopikdg SpebuAestépog oo ToL GTOUATOG GE OOCELS
25, 75, 200 o1 400 mg/kgmuépa oe movtikia kot o€ ddoelg 25, 50, 100 kot 150 mg/kg/muépa oe
apovpaiovg.

€ TOVTIKLOL, 1] ETITTMOGT TOV KOPKIVOUOTOS TOV VEPPIKDV COANvapiov avéndnke otn 060m TV

75 mg/kg/muépa, o 1c0dvvaun ékbeon (AUC) pe tn cuvictmpevn 66om otov dvlpwno. Xe
apOVPOIONG, 1 ETITTMOT TOV KOPKIVAOHOTOG TOV VEPPIKOV GCOANVOPI®mY Kol TOL AOEVAOIOTOG TMV
kuttdpov Leydig avéndnke ot 60om tov 100 mg/kgmuépa, og ékbeon mepimov 2 popéc vymAdTepn
o TN GLVIGTGOWEVT 66T 6ToV AvOpwro. H onpacio autdv Tmv evprudtoy yio Tov Kivouvo 6Tov
avBpamo gtvar dyvootn.

H enintwon tov nAdLOTOg ToOv TAAK®OOVG ETBNAIOD KOl TOL KOPKIVMLLALTOG TOV LT 0OEVIKOD
TUNLOLTOG TOL GTOLLAYOV (TPOSTOLO0G) & ke oTa TovTiKio 68 160d0vaun ékBeon pe
OLVIGTOUEVT 800T GTOV AVOPOTO Kol 6TOVG apovpaiovg avéNdnke oe Ekbeon yapnAdtepn amd
ouviIeTOUEVN 8601 atov avOparo (Bdoet g AUC). Agv vapyel avtictoryo U 6Tov avOporo e
aVTO TOL TPOGTOUAYOL TMV TPOKTIKMV.

To&woloyia

[MpaypotomomOniay pn KAVIKEG LEAETES OE TPOKTIKE, KOUVEALN KOl TIBNKOVG LLE EVALOPTLLOL
@ovpaptkov dpuebviestépa. (povpopikog dyuebvieotépog o 0,8% vdpo&umporvropedviokutTopivig)
oL YopnyNOnke pe otopatikd kabetnpa. H xpodvia perétn oe okdrovg mtparypotonodnke e amod Tov
GTOUOTOG Y0P YO TOV KAWAKIOL pOVHapLKoy SieBuAecTépa.

HopatnprOnkoay veppikég oAy £ LETA 0O EXAVOAAUPOVOLLEVT XOPTYTOT] (POVLLLOPIKOD
OeBLAESTEPO (TG TOV GTOUATOG GE TOVTIKLAL, LPOLPOIOVG, GKOHAOVG Kot TBNKOVG. Xe OAa TaL 10N
TapoaTNPNONKE avaryEvvnon Tov ETBNAIon TV VEPPIKMOY COANVOPI®OV, 1) OTOL0L EIVOL EVOEIKTIKT
BAGPNG. MapotnprOnke vIEPTANGIN TOV VEPPIKDY COANVOPIOV GE 0POVPAIOVG KATA TI| XOPNYNOT|
000G €' Opov Lmnc (LeAétn drdpkelog 2 €TAV). Xe oKOAOLS OV EAaPay Kabnuepvd dOGELG
QOVHLOPLKOV JEBVAESTEPO 0TO TOV oTOTOG Yo 11 pnvec, To VToAoY1G0EV OpLO Yio TNV ATPOPic TOL
@Ao1o0 TapatnpnOnke og 000 3 Popég peyarvtepn amd T cuviotopevn 66om Pdoel g AUC. Xe
TN Kovg Tov Elafav Kabnpepva 606e1C Povpapikol dpeBudectépa 0md TOL GTONATOG Yol 12 piveg,
TOPOTN PN ONKE VEKPOON HELOVOUEVOV KUTTAP®OV GE 00T 2 POPEG LEYOAVTEPT] OTO TI GUVIGTMLEVT
d0om Pdoer g AUC. Atdpeon ivmor Kot oTpo@io Tov Ao100 TTapatnpinkay cg d6om 6 Popég
peyodvtepn omod ) cvvictopevn doon Bacel tng AUC. H onuoacio avt®@v Tov eupnudTtev Yio Toug
avOpdmovg dev eivat yvoon.

2100g OPYELG 0POVPAIMY KOl CKOAMY, TapATPNONKE EKPOAIGT] TOVL EMONAIOL TV CTEPLATOPOPMV
cwinvapiov. Ta evprjpata Topatnpndnkay 6Tovg apovpaiovg o€ 6001 TEPITOL 101 LE TN
GUVIGTMUEVT OO0 KOl GTOVG GKOAOVG G€ 000™ 3 pOopEG LeyoluTepPN 0lTd T cLVICTOUEVT doom (Pdost
g AUC). H onpocio cvtadv Tav supnudtoy yio toug avipmmovg dev ival yvooTi).

Ta evpNUATO GTOV TPOGTOUAYO TOVTIKMY KOl 0,POLPOImY OITOTEAOVVTAV OO VITEPTANGIO Kol
VIEPKEPATMOON TOL TAAKADOOLG EMONALOL, PAEYOVN, KaBdS Kot OAmpa ToL TAAKDOS0VG EmONAioL
KOl KOPKIVOUO 08 PHEAETEG SLAPKELNG 3 1| TEPICCOTEPWV UNVDV. AEV VILAPYEL OVTIGTOLYO TUN O GTOV
GvOp®TO LE AVTO TOV TPOGTOUAYOV TV TOVTIKMY KOl TV pOVPOimy.
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Avormapoywyikn toéikdtnTo

H am6 tov 61op0T0G Y0P Y101 POVLOPIKOD SUEBVAESTEP GE CPOEVIKOVG apovpaiong og dOGELG

75, 250 ko 375 mg/kg/muépa Tpv Kot Kortd T S1dpkelo. Tov (EVyapdpaTog dev iye Kapia exidpaon
OTN YOVILOTNTO TOV APCEVIKDV OTOUMV £00C KoL TNV VYnAoTEPT 8601 TToL e£€TAoTNKE (TOVAGYIGTOV

2 opég peyoiutepn amd ) cuviotodpevn doon Bacel tng AUC). H amd tov otoépatog yopriiynon
@ovpaptkoy duebviestépo. oe OnAvkong apovpaiovg oe ddoelc 25, 100 kot 250 mg/kgmuépo mpv Kot
Kotd T drdprela Tov {evuyapdpatos, kabag kot puexpt v Huépa 7 tng kimong, mpokdieoe peimon
ToL apBpoL TV 6Tadimv Tov oioTpov avd 14 Nuépeg kot avénce Tov aplipd Tav {owv e
TOPUTETOUEVO ST0LeTPO otV VYMAOTEPN dO0M TTov eetdotnke (11 Qopéc peyalvtepn omd ™
ouvioTopevn 06or Bacel g AUC). Qo1060, duTd To EDPHUATO OV EXNPEAGAV TT) YOVILOTITO 1} TOV
apud Tov Pracipumy ufpiov Tov dnovpynonkay.

O povuaptkog dyueduieostépag Exel amoderyOel 0Tt damepvd T LeUPpavn Tov TAOKOOVTH GTO
eUPPLIKO aipLo opoVPAiY KOl KOUVEAMY, LE AVAAOYIEG GUYKEVIPOCE®MY GTO TAAGHLO TOL EUPPOOL
TPOG TO TAAGHO TNG UNTéPag omod 0,48 €mc 0,64 ko 0,1, avtiotoya. Agv mapatnpndnkav Svomiacieg
o€ 0moLOdNTOTE 6OGM POVLLOPLKOD dpedvAeoTépa G€ apovpaiovg 1 kovvéMa. H amd tov otépartog
YOPTYNON POVLOPIKOD dipebduieotépa o dooelg 25, 100 kon 250 mg/kg/muépa o€ KVOPOPOHVTEG
apovPaiong KaTA TN O18pKELN TG TEPLOOV TNC OPYOUVOYEVESNG TPOKAAESE OVETIOVUNTES EVEPYELEG OTN
untépa o€ doom 4 Popég vynAdtepn amd T cvviotopevn 06on Pdocel g AUC, kabmg kot yopunio
Bapog epPfpdov ko KaBuoTEPNOT TG 00TEOTOINONG (LETATAPSLO Kol PAAAYYES TV TIGM AKPWOV) GE
d0om 11 popég vymAidtepn and ) cuvicTopevT d6om Pacel g AUC. To yauniotepo fapog tov
euPpoov kat 1 kabvotepnpévn ooteonoinon BempnOnkay erakoA0LOC TN TOEIKOTNTOG Y10 TN UNTEPO
(Hel®pEVO COUOTIKO BAPOG KO KOTAVAANMGT) TPOPNG).

H an6 otopatog yopnynon eovuaptkod diypebvrectépa og ddoelg 25, 75 ko 150 mg/kg/muépo oe
KLOPOPOVVTO KOLVEALD KOTE T SIAPKELD TNG OPYOVOYEVEST|C OEV ElYE Kaplia eXidpaot otV avAaTTLEN
TOL EUPPVOV, EVD TPOKAAESE PEIOUEVO COUATIKO BAPog TG UNTEPAG o€ 000 7 POPEG LYNADTEPT] TG
GUVIGTMUEVNG dOONG Ko avénon tav amofoidv o€ d0on 16 gopéc vymAdTEP OO T1 GUVIGTAOUEVT
d6om Pdaoer g AUC.

H an6 otouatog yopiynon eovuaptkod duebvrestépa oe ddoelg 25, 100 ko 250 mg/kg/muépo o
apPoLPAioVg KATA TN O1EPKELN TNE KUNONG KoL TNG YUAOVYI0G TPOKAAESE YOUNAOTEPO COUATIKO BAPOG
omv F1 yevid, xaBag kon kabBvotépnon g ceovalikng mpipavons ota apoevikd g F1 yevide, og
doom 11 popég vymAidtepn and T cuvicTopevT 0601 Pacel Tng AUC. Agv mapatnprniay emdpaceis
ot yovipomnta g F1 yevidg. To yopuniotepo copatikd Papog tmv amoyovmy Bewmpnnie
EMOKOAOVOO NG TOEIKOTNTOG OTN UNTEPO.

Ao perETEG TOEIKOTNTOG O VEQPOLS CLPOVPAIONE [1E KOO LEPTVT OTO TOV GTOLOTOC XOP1 YO
@ovpopkov dipedvrectépa and v nuépa petd t yévvnon (PND) 28 émg v PND 90-93 (nAwia.
avtioToyn He mepimov T 3 £T1 Kol Avm 6Tov AvOpOTo) PavEPOGAY TAPOPOLEG TOEIKOTNTES OPYAVOV-
OTOY WV GTOVG VEPPOVG KOl TOV TPOSTOUAYO LE EKEIVES TOV Tapot P OnKay og evilika {oa. v
TPMTN UEAETN, O POVLLOPIKOG SUEBVAESTEPUC OEV ERNPENGE TNV OVATTVET, TN VEVPOCSLUTEPLPOPIKY
KOTAOTOON 1 T YOVILOTNTO ApGEVIKGOV Kot ONAvkdv £mg Tnv vymAotepn 66on tov 140 mg/kgmuépa
(mepimov 4,6 popéc TN cuvicTduevn ddomn otov avOpwro Paoel Tepropiopévav dedopévav e AUC oe
odratpikong acbeveic). Opoimg, otn de0TEP UEALTT, GE OPCEVIKONGS VEAPOVS OPOVPIOVS, OEV
TopoTN PN ONKe Kopio EMIOPOOT GTA AVATOPOYOYIKA KO EXTTKOVPIKE OPYOVOL TV OPCEVIKAOV £0G TNV
vymAdtepn d6om povpaptkod dpedurestépa tav 375 mg/kgmuépa (tepimov 15 popég v
ewalopevn AUC ot cuvietdpevn Toadotpikn §0om). Qotd60, GE APGEVIKONG VEOPOVS 0LPOVPOLIOVS
VI PYE ELPOVIC LEIOUEVT) TEPLEKTIKOTITO GE AVOPYOVOL AANLTO TMV OGTAOV KOl LELOHUEVT] OGTIKN
TUKVOTNTO GTO UNPLei0 0GTO KOl TOUG 0G(PLIKOVS GTTOVOVAOLS. MeTafBoAEG ot HETPNON TG OGTIKNAG
TUKVOTITOG TOPOTIPNON KUY GE VEQPOVG 0POVPAIONS KOl LLETA TNV OO TOV GTOLTOC YOPNYNoN
QOVUAPIKNG SIPOEEANGC, EVOG GAAOV QOVHAPIKOD £0TEPE. TTOV LeTOBOAICETAN IN VIVO oTOV 1810 Evepyd
petapoAirn, tov govpapikd povopedvreotépa. To NOAEL yia Tig petaforéc otn pétpnon g
OGTIKNG TUKVOTNTAG GE VEAPOVG apovpaiovg givor mepimov 1,5 popéc tnv mibavoroyodpevn AUC ot
CLVICTOMEVT TadLOTPIKY| 000m. H oyéon tev emdpdoemv 6Ta 06T 6TO YAUNAOTEPO COUATIKO Bépog
givat Thoavn, ®oTOCO 1) GUUUETOYT MLOG GpeonG emidpaomg dev pmopel va amokielotel. To 00Tk
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ELPNUOTO EVOL TEPLOPIOUEVT|G ONUOGTOG Y1 TOVC EVIALKEG aoBeveis. H onuacio yio Toug
TodTpikos acbeveic dev eivar yvmot.

6. @®APMAKEYTIKEX TAHPO®OPIEX
6.1 Kotdloyogekddymwv

Iepreyouevo konyoxiov (Livi diokio, pe EVTEPIKN EmtkdAvwn)

MiKpokpLGTOAAKY KUTTAPIVY] KOTEPYOOSUEVT LLE TVPITIO

Tahng

Kopuerrdin vatpiodyog diactavpodevn

KoMoe1dég avudpo 0&eidio Tov mopitiov

Mayvniolo oteatikd

Yvpumolvpepés pebapuiikod o&éog —pebakpovikod pebuieotépa (1:1)

Kutpikoc tprobvrectépag

Svumolvpepéc pebaxpuiikod o&éog —akpulikov aBvieotépa (1:1), oe dracmopd 30%

ITepiBAnupo Tov KowwoKiov

Zehotivn

Tutaviov d10&eidio (E171)
Kvavo (E133)

Z10Mpov o&gidlo pérav (E172)
Z1dnpov o&eidro kitpvo (E172)

Extinmon kawokiov (Lowpo peidvi)

Koppea Maxkag (E904)

O&¢eido o1 pov péhav (E172)

KaXiov vdpo&eidio (E525)

6.2 AocvpparoTnreg

Agv gpappoletat.

6.3 Awapkero Long

3 ypévia

6.4 Idwitepeg TPOPUAGEELS KOTA TN QVAUEN TOV TPOTIOVTOG
To QoPUOKELTIKO aVTO TTPOIOV Oev amattel 11aitepeg cLVONKeEG POANENC.
6.5 @von Kol GVGTATIKA TOV TEPLEKTN

120 mg koKL

14 koydkio e cLoKeVOGiEG TUTTOL KLYEANG akovpviov PVC/PE/PVDC-Alu.
14 x 1 kondio 6e SIUTPNTEG CLOKEVOUGIEG TOTOV KUWEANC Lovadiaiag OGN GAOLUVIOV
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PVC/PE/PVDC-Alu.

240 mg KowoKLoL:

56 1 168 kaydkio 6e Guokevacies THmoL KuwéANG arovpviov PVC/PE/PVDC-Alu.

56 x 11 168 X 1 koydkio 6€ S18TPNTEG GUGKEVOGIEG TOTOV KLYEANG HovadLaiog 600G AAOLLLVIOL
PVC/PE/PVDC-Alu.

Mropet va unv KukAo@opodv OAEG Ol GUGKELUGIES.
6.6 Idwuitepeg TPOPUAGEELS UTOPPLYNG

Kda6g aypnolonoinTo @opuokentiko Tpoiov 1 VITOASIULLO TPETEL VO ATOPPITTETAL COUPMVO, LLE TIG
KOTA TOTOVG 10 VOVCES GYETIKEC OLUTAEELS.

7. KATOXOX THX AAEJIAX KYKAO®OPIAX

Accord Healthcare S.L.U.

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

08039 Barcelona,

Iortavia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAX
120 mg koyducio:
EU/1/24/1811/001
EU/1/24/1811/002
240 mg xonyducio:
EU/1/24/1811/003
EU/1/24/1811/004

EU/1/24/1811/005
EU/1/24/1811/006

9. HMEPOMHNIA TPQTHX ET'KPIXHX/ANANEQXHY. THX AAEIAX

Huepounvia mpmtng £ykpiong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentouepeic TANPOPOpPIES Y10 TO TAPOV QOPUAKEVTIKO TPOiOV eival S1aBECIES GTOV SIKTVOKS TOTO
tov Evpornaikod Opyavicpod @oapudkmv: http://www.ema.europa.eu.
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IHAPAPTHMA 11

IHHAPAYXKEYAXTHX(EY) YILEYOYNOX(OI) I'TA THN
AIIOAEEMEYZH TQN TAPTIAQN

OPOI'H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAT AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXZMATIKH XPHXH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EYX) YILEYOYNOZX(OI) I'TA THN AIIOAEEMEYXH TQN
IHAPTIAQN

Ovopa kot 51e0fuven Tov TOPUCKELOOTH TOL £ival VITEVBVVOC Y10 TNV ATOOECUEVCT) TOV TOPTIOMV

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

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

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, O avdia

370 EVTLTTO PVAAO 0NV YPNIGTG TOV POPUOKEVTIKOD TPOIOVTOC TPETEL VOL CLVOLY PALY ETOL TO GVOLLOL
Kot 1 01evBuVeN TOL TOPACKEVAGTH TOL EIVAL VITELOVVOG Y10, TNV OTTOOEGUEVOT) TNG OYETIKNG TOPTIONG

B. OPOI'HIIEPIOPIEMOI ZXETIKA ME TH AIAOEXH KAI TH XPHXH

DoploKEVTIKO TPOIOV Y10 TO OO0 UTALTEITUL TEPLOPIOWEVT 10TPikT| cvvToyn (BA. TTapdpmuo I:
[MepiAnym tov Xapokmmprotikav tov [Tpoidvtog, Tapdypoapog 4.2).

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

O azmartioelg yo. v voPoln tov PSURS yia to ev Adym @appoakevtikd mpoiév opilovtal 6tov
KoTdAOYo e TIg Npepopnvies avapopds e Evaong (katdioyog EURD) mov mapatifetot oty
Tapdypopo 7, tov apbpov 107y, g odnyiog 2001/83/EK Kot kébe emaxdrlovdng
EMKOLPOTOINGNG OIS OMLLOGIEVETAL GTNV EVPMITOTKT OIKTLOKT TOAT Y10l TOL QAP LLOKOL.

A.  OPOI'H HEPIOPIZMOI ZXETIKA ME THN AX®AAH KAI AITOTEAEEMATIKH
XPHXH TOY PAPMAKEYTIKOY ITPOIONTOX

o Yyéo10 drayeipiong Kivovvov (XAK)

O Kdatoyoc Adetog Kukhopopiog (KAK) Oa die&aydyet Tig amattovpeve dpaotnptoTnTes Kot
TOPeUPACELS POPLOKOETOY pOTVIOTG OTLMG Tapovctldovtal 6To cuppmvn ey ZAK wov
napovotdleton otny evotnta 1.8.2 g ddelog KUKAOQOPIaG Kol OTOIECONTOTE ETAKOAOLOEC
eykekpiuéves avabewpnoelg tov TAK.

"Eva emikoporompévo ZAK o mpénet va kotoTedet:

o Metd and aitnpa tov Evponaikod Opyavicpod @appdakov,

o OmoTedNTOTE TPOTOMOLEITAL TO CVOTN LA JLaYEIPLONC KIVODVOUL, EIOIKA (G ATTOTEAEC O ANYNC
VE@V TANPOPOPILAY TOL LTOPOVV VO EXPEPOVV GTLOVTIKY] AAAAYT) GTN GYECT] 0OQELOVG-KIVOHVOL
N ©C ATOTELEGHLA TNG EMITEVENG EVOG OGN UAVTIKOD OPOCTIHOV ((QOPILOKOETOY POTVIION 1)
EAOYLOTOTOIN O KIVOVUVOD).

27



IHAPAPTHMAIII

EINIXHMANXH KAT®YAAO OAHI'TQON XPHXHX
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A. ENIXHM ANXH
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ENAEIZEIX ITIOY IPEIIEI NA ANAT'PA®ONTAIZTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpoavOektikd okAnpd Koydiio
(QOLUAPIKOS d1peBudecTépag

| 2. TYNOEZH LE APAXTIKH(EX) OYEIA(EY)

Kabe yaotpoavOektind ordnpo koydiio mepiéyel 120 mg govpapikod dipueduieotépa.

| 3.  KATAAOIOX EKAOXQN

| 4. OGAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavOektikd ordAnpod Koydiio

14 yaotpoavOekticd orAnpd Koyakio
14 X 1 yootpoavOeKTIKd GKAN PG Koydikiol

|5.  TPOMOX KAI OAOX(OI) XOPHI HEHE

Amd otOpATOG Y PHION.
Awofaote 10 pUALO 0N YLDV TPV 0o TN XPNON.
Koartamrivere 1o Konydkio oAOKANpo.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OITOIA TO PAPMAKEYTIKO
ITPOION IIPEIIEINA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEI'TIZOYN TA ITAIAIA

Noa puAdocetal og Oéon TV omoia dev fAémovv kot dev Tpoceyyilovy Ta Tatdid.

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

| 8.  HMEPOMHNIA AHEHE

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX
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10. TAIAITEPEX TIPO®YAAEZEIXT'TA THN AITIOPPIYH TQN MH
XPHXZIMOIIOTHOENTQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATON ITOY TIPOEPXONTAI AITIO AYTA, EOOXON AITAITEITAI

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

Accord Healthcare S.L.U.

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

08039 Barcelona,

Tonovio

| 12. APIOMOZX(OI) AAEIAY KYKAO®OPIAL

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

| 13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEHTITA TH AIAGEXH

| 15. OAHTIEX XPHIHX

| 16. NAHPO®OPIEXXE BRAILLE

Dimethyl fumarate Accord 120 mg

17. MONAAIKOXZ ANAI'NQPIXTIKOX KQAIKOX — AIXAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

Awed1d0T0Tog YpoppmTos kmdkas (2D) mov pépet Tov Teptin@Bévta LovadKO avayvOPLoTIKO KMOTKO.

18. MONAAIKOZ ANAI'NQPIZTIKOX KQAIKOX — AEAOMENA ANAT'NQXIMA AITIO
TON ANOPQITO

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

YYXKEYAZXZIA TYNIOY KYYEAHX PVC/PE/PVDC-ALU

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 120 mg yaotpoavOektikd konydiio
(QOLUAPIKOS O1peBuAeaTépag

| 2. ONOMA KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA YTOIXEIA

Amd otépaTog ypnon.
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ENAEIZEIX ITIOY IPEIIEI NA ANAT'PAOONTAIZETHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 240 mg yaotpoavOeKTIKA GKAN PG KOWOKLOL
(QOLUAPIKOG d1peBudeaTépag

| 2. TYNOEZH IE APAXTIKH(EX) OYEIA(EY)

Kda0e yaotpoavBekticd oxinpd koydkio wepiéyet 240 mg eovpopikod dyuebuiestépa.

| 3. KATAAOI'OX EKAOXQN

| 4. OGAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

laotpoavOektikd orAnpod Koydiio

56 yootpoavOekTikd oKANPA Koydiciol

168 yaotpoavOextikd orxAnpd Koydkio

56 X 1 yooTpoavOEKTIKA GKANPA Konydikiol
168 X 1 yaotpoavOektikd okAnpd Koyakio

|5.  TPOMOX KAI OAOX(OI) XOPHI' HEHE

Amo otoHaTOG Y PIoN.
Al aoTe TO QUAAO 0ONYIDV TPV OO T (PNOT.
Kotanivere 1o kaydakio oAdKAn po.

6. EIAIKH ITPOEIAOINIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPENEINA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puAdocetal og 0éon v omoia dev PAETOVY Kot dev Tpoceyyilovv Ta TaLdid.

| 7. AAAH(EZX) EIAIKH(EL) TPOEIAOTMIOIHEH(EIZ), EAN EINAI ATAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX 2YNOHKEYX ®YAAEHX
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10.

IATAITEPEX IPO®YAAZEEIXT'TA THN AITOPPTYH TQNMH
XPHXIMOITIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY TIPOEPXONTAI AIIOAYTA, EOOXON AITAITEITAI

11.

ONOMA KATAIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Accord Healthcare S.L.U.

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

08039 Barcelona,

Tonovio

| 12.

APIOMOZX(0OI) AAEIAY KYKAO®OPIAX

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

| 13.

APIOMOX ITAPTIAAX

Lot

| 14,

I'ENIKH KATATAZEHTTA TH AIAOEXH

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Accord 240 mg

17.

MONAAIKOZ ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160146T0TOC YPoU®OTOG KOdKAS (2D) mov pépet Tov TePIAN@OEVTo LovadIKO avVayVOPLOTIKO KOJIKO.

18. MONAAIKOZ ANAT'NQPIXTIKOX KQAIKOX - AEAOMENA ANATI'NQXIMA AIIO
TON ANOPQIIO

PC

SN

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

YYXKEYAZXZIA TYIIOY KYYEAHX PVC/PE/PVDC-ALU

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Accord 240 mg yaotpoavOekTikd Konydiio
(QOLUAPIKOS O1peBuAeaTépag

| 2. ONOMA KATOXOY THX AAEJIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5.  AAAAXTOIXEIA

Amd otéuaTog ypnon.
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B. ®YAAO OAHI'TQN XPHXHX
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D10 00N IOV prions: [TAnpoopics yra Tov acOevi)

Dimethyl fumarate Accord 120 mg yaoTpoavOekTKa 6KAnpa Koy aKio
Dimethyl fumarate Accord 240 mg yaoTtpoavOekTiKd oxinpd Koy axio
@OLUAPIKOC d1pebudecTépag

AwoPaoTe TPOGEKTIKG 0AOKA PO TO PUALO 0ONYIDV YPIGNG TPV UPYICETE VU TALPVETE CVTO TO

(pap LOKO, O10TL naplkapﬁava on ;mwﬂksg AN PO QPO Pieg YLO USS
(kaaire aVTO TO (pUMo 0611710)\/ xpncng Towc xpswcra VoL 10 SLaBacsrs Eava.

- Edv éyete mepartépm amopieg, pOTHOTE TOV Y1OTPO 1) TOV QUPHAKOTOLO GOGC.

- H ovvtayn yu’ avtd 10 @apuoko yopnynOnke 0mokAEIGTIKA Y10 GOC. AEV TPEMEL VA SDGETE TO
QAapuoKo og AAAOLS. Mmopel va TOLC TPOKOAESEL BAGPT), OKOWO KO OTAY TO, GOUTTOUOT TNG
acBévelng Tovg etvat 1010 Le ToL 01K GOC.

- Edv mapatnpioete kdmolo avemBupntn evEPYEL, EVILEPMOTE TOV Y10TPO 1| TOV POPLLOKOTOLO
00G. Avtd 1oy vEL Kal Y10 KABe mBav avemiBounTn evEpPyELD TOL OEV OVOPEPETOL GTO TAPOY
@O0 odnyimv yprione. BAéne mapdypapo 4.

T epréyel To Tapov QOALO 00N YLAOV:

Tt givar to Dimethyl fumarate Accord kot mowa givotn xprion Tov
T npémel va yvopilete mpwv napete To Dimethyl fumarate Accord
Mg va tapete to Dimethyl fumarate Accord

[MBavég avemBOunteg evépyeteg

IMag va puidooete to Dimethyl fumarate Accord

[Tepreydpeva TG CLOKELAGTOG KoL AOUTEC TANPOPOPIES

ok wpdE

1. Tuveivor o Dimethyl fumarate Accord ko oo givan 1 xp1ion T0V
T givon To Dimethyl fumarate Accord

To Dimethyl fumarate Accord sivat £va @apuoaKo Tov TEPLEXEL TN OPOOTIKY OLGIN POVUAPLKO
opedviestépa.

Iove givor n yprion Tov Dimethyl fumarate Accord

To Dimethyl fumarate Accord ypnowponoicitar yio ) Ogpomsio TG vTOTPOMALOVGAG
owlreimovoag worhamii g ok poveng (IX) og acOeveic nhkiog 13 etV Kol GVO.

H ITX etvan pio pokpoypdvia Tdbnon mov ennpedlel 1o kevpikd vevpikd cuotnue (KNX),
GUUTEPIAQUPAVOLEVOL TOL EYKEQPAAOD Kail TOV VOTLoiov puehov. H vrotpornialovca draieinovca [T
yopaktnpiletor amod exavolapPavopeva enelcodio (VTOTPOTES) CUUTTOUATOV TOV VELPIKOD
ovotnuotog. Ta coumtopata Stapépovy Heta&d Tav acbevav, oAl cuviBug teptiapufdvouy
dvuokoAiec otn Badion, aicOnuo aotdbelog Kot ontikég SuokoAieg (.. Boum 1 S 6pach). Avtd
TO GUUTTTAOLLOTO EVOEXETOL VO EEQPOVIGTOVV TAT P®G OTAY TEPAGEL 1] LILOTPOTT], AAANL OPLO LLEVAL
TPOPANLOTA EVOEYETOL VO TOPALUETVOLV.

Mg dpa o Dimethyl fumarate Accord
To Dimethyl fumarate Accord @aiverat 6t dpa eumodilovTag To AUVVTIKO GUGTIUO TOV OPYOVIGLOD

oac amd To vo BAATTEL TOV EYKEPAAO KOl TOV VAOTLAO e cag. Avto pmopet eniong vo, Bondnoet
otV KaBvotépnon pellovtikig emdeivoong g 11X,
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2. Tvapéra vayvopilete apwv mapere to Dimethyl fumarate Accord
Mnyv napere to Dimethyl fumarate Accord

- Y& mepinTOon ahhepYiag 6TOV PovPapPIKé dipeduiecTépa 1| 6€ OTOL0ONTOTE GALO OO TOL
OLOTATIKA AVTOD TOV POPUAKOL (aVoPEPOVTUL GTNV Tapdypao 6).

- Eév vndpyer vroyio 6T maoyeTe 0md pro owavia eyke@airki) AoipmEn wov Afyeto
POI0VOU TOAVESTLOKI] AevkogykepahionmaBero (PML) 1 gav £xe emPePorwBei PM L.

IIpoedomonoels Ko TPpoPuAdEeLg

To Dimethyl fumarate Accord pmopei vo emnpedcetl Tov aprtOpnd TmV AEVKOKVTTAP®OV GOC, TOVG
veQpovg Kot To fap cag. [pw Esxivioete va naipvete Dimethyl fumarate Accord, o yatpdg cog Oa
ooc Kavel o eEétaom aipatog yio vo LETPoel Tov apliud Tav Aevkokuttdpov cog kot 0o eAéyEerl edv
Agrtovpyobv KoAd ot veppol kot to Nrop cag. O yiatpdc oag 0o ooc KAveL TEPLOSTKA QVTEG TIG
egetdoelg kotd ) didpkela g Oepomeioc. Edv o aptBpdg tov Agukokuttdpov cog Letmbel Kotd )
ddpkela g Bepameiog, o YTpodg oag Pmopel va eEETAGEL TO eVOEYOUEVO EEETACEMV 1) SLOKOTTNG TNG
Oepamneiag cog.

Amev0uvOcgite 6Tov YioTpo 6ag npwv napete To Dimethyl fumarate Accord v éyete:
- cofapn ve@pIKY VOGO

- cofapn NraTiky voco

- vOGO0 TOL GTOPAYOV 1) TOL EVTEPOV

- cofapn AoipmEn (6mwg Tvevpovia)

Mmropei va ekdnimbel éprng (owotpog pe t Oepaneio pe Dimethyl fumarate Accord. Xe opiopévec
TEPIMTAOGELS, £YOVV TPOKOLYEL GOPOPES EXMMAOKES. O TPETEL VO, EVI|LEPD GETE TOV YLOTPO GO
AUESMG, EAV VITOTTEVECTE OTL EYETE OMOLNONTOTE GUUTTOUATO EPTNTO. {OGTNPO.

Edv motevete 6t 1 [1Z amd v onoio mdoyete yewpotepevet (.. advvapio 1 oAlayég oty dpaocn) 1
€AV TOPOLTIPIGETE OTOLUONTTOTE VEN GUUTTOLOTA, 0TteEVOVVOEiTE OUESMS GTOV Y1ATPO GOG, ETELON AVTA
UTopel va €IVl To GUUTTAOLOTO POG CTAVIOG £YKEPOAKTG Aoipwéng mtov PML. H PML givon puia
cofapn TdOnon wov umopel vo emipépetl cofapr avomnpia 1) Bdvarto.

‘Exet avapepbet pia omdvio aAAd coPapn veepikn datapoymn (chvopopo Fanconi) pe t ypnon evog
(OPUAKOL TTOL TEPLEYEL POVHOPIKO OUEDVAESTEPQ, GE GUVILACLO LE GAAOVG EGTEPEC TOL (POLLLAPLKOV
0&£0g, 1o omoio ypnoionoleital yio t Oepomneio tng yopioong (pag deppotiknig acbévelag). Eqv
TOPOTNPNGETE OTL OMOPAAAETE PUEYAADTEPT] TOGOTITO, OVPWV, SWYATE TEPICCOTEPO KO TIVETE
TEPIOTOTEPQ VYPA OO O,TL cLYVNOWC, EAV AIGOAVESTE TOLG LVG GAG O OOVVALOVS, EAV CTACETE
KGO0 06To 1 0TAAQ ToVATE, amevbuvOsite GTOV Y10TPO GOG TO GUVTOUOTEPO dUVATO, OOTE VO

depeuvn 0oV TEPUITEP® AVTA TOL GUUTTMOUATO.

Hooré ko £pnpor

Ot Tapomdve Tpogldomooels Kot Tpo@LAAEELS 1oybovv Kat yia ta. toudid. To Dimethyl fumarate
Accord uropei va ypnoiponomdei og madid kot eprBouvg nhikiag 13 etd@v kot Gvw. Agv vIapyovy
Swbéoipa dedopéva og Tandid nAiog katw tov 10 etdv.

Alo pappaxo ko Dimethyl fumarate Accord

Evnuep@dote tovy10Tpo 1] TOV QUPLOKOTOLO 60g 0V ToipveTE, £xeTE TPOCOATA TAPEL N UTOPEL VOl

TAPETE AAAL QAPLLOKOL, ELOTKA:

- QAPUOKO TTOL TEPIEYOLY EGTEPES POVUAPIKOV 0EE0G (QOVLLOPLKE,) TOV YPTCIULOTOLOVVTAL Y10
TNV AVTLETMORLOT TG Yopioong,

- PapROKa TTOV e PEALOVY TO GVOGOTONTIKO GUGTILO. TOV OPYEVIGHOD GUG
GUUTEPIAOUPOVOUEVOV Y1 LELO OEPUTELNS, (VOGOKUTUGTUATIKAOV 1) AAA®DV QUPPLAK®V TOV
xpnopomorovvtor o 1 Oepamneio tng X,

- PapRaKa oV enn PEALOVY TOVS VEPPOVS, CUUTEPLAUUPAVOLEVAOV OPIGUEVOY AVTLBLOTIK®V
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(xpnowomolovvtal yia tn Bepomeio Aotudéemv), «drokimv drovpnenc» (diovpnukd),
OPLOREVOV TOTTOV TOVGITOVOV (OT®G ovmpopaivn Kot GAAN TapOLOLL AVTUPAEY LOVAOOT,
KoOMG Kot pAPLLOKO TTOL £XOVV OYOPOUCTEL Y MPIGC LOTPIKT] GUVTAYT) KOl POPUAKOV TOV TEPIEYOLY
Ao,

- H Myn tov Dimethyl fumarate Accord pe opiopévoug Tomovg epuforiov (sufolio ue (ovreg
HIKPOOPYOVIGUODS) EVOEYETOL VO, GOG TPOKAAEGEL AOTILOET KL, GUVERMC, Ba TPEmEL val
amopevyetatl. O yaTpdc cag Bo oag cuUPOVAEDsEL OYETIKA e TO eV Ba, Tpémet va yopnynOovv
dArot Tomot euforiav (un {odvra eufiotia).

To Dimethyl fumarate Accord pg owvoavevpot®on

H peyolvtepn amd pia picpn tocdmta (tepiocodtepo and S0 ml) KotavaAmoT 1ovpmv aAKOOAODY MV
otV (Ue aAK00AIKO Pabuod peyaivtepo arnd 30% kat’ dyko, T.). 0mosTayuat), Oo Tpénel va
amo@evyetal yia didotnua piog dpog and T Ayn tov Dimethyl fumarate Accord, xabmg To
OWVOTTVELLLATMOT LTOPOVV VO OAANAETIOPAGOUV LE QVTO TO PApLaKo. Avtd Ba LTopovsE va
TPOKOAEGEL PAEYLOVT] TOV GTOUAYOL (YaoTpiTidn), EWOIKA GE ATOLN TO. OTOl0 EIVOIL 1|0 ETPPENT| OE
yaoTpitida.

KbYnon ko Onroopdg

Edv giote éyxvog 1 Onhalete, vopilete 611 pmopel va glote £yKvog 1 oy eddleTe VoL ATOKTNGETE T,
{ntote Tt GLUPOLAT TOL Y1UTPOV 1| TOL POPLOKOTOLOD GG TPV TAPETE AVTO TO PAPLLOUKO.

Kinon
Eivol mepropiopévec ot mAnpopopieg mov vdpyovy yio Tic EXOPACELS CLTOD TOL PAPUAKOL GTO
ay€vvnTo modi v ypnoytomoin et katd T S1dpkela TG eykvposuvng. Edv elote £ykvog pn

ypnotporomoete to Dimethyl fumarate Accord mpv to cu{nticeTe e TOV Y1Tpd GOIG KOl EQOGOV
avTd T0 PAPLLAKO EIVOL CAPDS ATOPAITITO Y10 GOG.

OnAacpog

Agv gival yvooto av 1 dpaoctikn ovsio tov Dimethyl fumarate Accord nepvd oto untpikod yaia. O
yatpos cag Ba oag fondnoel va amopacicete edv Ba mpémel va dSakdyete To OnAacud 1) T Y1 oN Tov
Dimethyl fumarate Accord. Avti 1 andeacn Teplapfaver tn 6tdOpcn Tov 0PEAOVG Tov INAacoD
Y10 TO oSl GO Ko ToV 0PEAOLG TNG Bepameing yio 04,

0o yN o1 Kol EPLOUOS LY OVI|LATOV

To Dimethyl fumarate Accord dev avapéverot vo, ETnPedoel TV IKOVOTNTO 001 YNONG KOl XEPLGUOD
IOV LOTQV.

To Dimethyl fumarate Accord mwepiéyst vaTpro

To @dppoko awtd mepiéyet Aydtepo and 1 mmol vazpiov (23 mg) avé kaydkio, givatl avtd Tov
ovopalovpe «glevbepo vatpiovm.

3. Iogvenapere o Dimethyl fumarate Accord

[T&vtote va maipvete To QEpUOKO ALTd ALGTNPE COLPOVA LE TIC 00N Yieg TOL YroTpov cag. Edv €xete
aUEPOAIES, POTNOTE TOV Y1UTPO GG,

Adon évaping

120 mg 3v0 @opic TNV Nuépa.
Na maipvete ovt ) 6061 Evapéng yio Tig TpMTEG 7 NMUEPES KO, KOTOTLY, VO, TAIPVETE TV KOVOVIKT|
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doom.

Kavovikn d6on

240 mg 6vo Qopig TNV NUéPa.

To Dimethyl fumarate Accord npoopiletot yia yprion omd oTOUATOG

Kotomivere k60g ko dxio oAoKIN po, Lie Alyo vepd. Mnv kofete, Opvppartilerte, SiaAlets,
amopLLElTe 1] LOGATE TO KOWAKLO, KOOMG evOEYETOL VO avéENB00V OPIGUEVES AVETIBVUNTES EVEPYELES.

No aipvere To Dimethyl fumarate Accord pe paynté — propei va fonbnoet vo petwbody kdmoteg
a7td TIg TOAD oLy VES avemifOuNTeg evépyeteg (avapépovtat 6TV Topdypago 4).

Eav napete peyorvtepn 06on Dimethyl fumarate Accord amo Tnv kavoviki

Edv mapete mapo moALG Kaydkio, angvduvOeite opécmg otov yiotpo cag. Evoéyetat va
TOPOVCLAGETE AVETIHOUNTEG EVEPYELEC TAPOLOLES LLE EKEIVEG TTOL TTEPLYPAPOVTOL TOPAKAT®, GTNV
Topaypa@o 4.

Eav Egyaoete va mapere To Dimethyl fumarate Accord

Edv Egydoate  mopoieiyote pio S00m, pnv TAPETE dH1TA 000N .

Mropeite vo TApeTE TN OGN TOV TOPOAEIYOTE EAV APTCETE LEGOIIAGTN O TOVAAYIGTOV 4 mPDV
UETAED TV 00GEWY. ALOLPOPETIKG, TEPIUEVETE LEYPL TNV ELOUEVT] TPOY POUUOTIOUEVT OOCT] GOG.

Edv &xete meplocoTEPES EPMTNCELS GYETIKA LLE TN XPTOT] AVTOV TOV PAPUAKOV, POTNGTE TOV Y1UTPO 1|

TOV (POPHLOKOTOLO GOG.

4. MBavég avemBOuNTES EVEPYELEG

Onog 6A0 To QAPLLOKa, £TCLKOL AVTO TO QPAPLOKO UTOPEL VO TPOKAAECEL OVETIBOUNTES EVEPYELEG, OV
Kot OgvV TAPoVGIALOVTOL GE OAOLS TOLS AVOPOTOUGS.

Tofapsc avemOounTes evEPYEIES

To Dimethyl fumarate Accord pmopei vo petmoet tov aplfpd Aeuokuttdpmv (évag Tomog
Agvkokuttapov). Edv éxete younio aptBud Aevkokuttdpwv pmopet va avénbet o kivovvog Aoipnméng,
GUUTEPIAQUPAVOLEVOL TOL KIVOUVOL L0 OTLAVIOG AOTHUMENG TOL EYKEPAAOV TOV ovoudleTal TPOoiovsa
moAveoTlokn Asvkogykepoionddeio (PML). H PML propei va odnynoel oe cofapn avamnpio
Odvato. H PML gpopaviotmnke petd and 1 émg 5 €t Oepomeiog, ondte o yiatpog oag Oo mpémel va
ocvveyioel va moparkolovBel o Aevkd cog aposeaipla ko’ 0An ) didpkela g Bepaneiog cag, evd
Ko €o€ig O mpémel vo maparkohlovbeite Tuydv duvntikd countopata g PML, dnwg meprypapetan
rapokdte. O kivovvog g PML evdéyetar va etvar vymAdtepog v elyate Aafet 6to Taperfov
KOO0 (PAPLLOKO TTOV £)EL ENXTPEAGEL TI AELTOVPYIKOTITO, TOV OLVOGOTOLNTIKOD GOG GUGTI|LLOTOG.

Ta copntdpate g PML propel va eivor mapdpoa pe avtd g vrotponng g [, Zta copntopata
umopet vo meptlapfavovtol véa advvapio 1 erdeivoon g odvvapiog otn pio TAEVPE TV COUATOGS,
ade&10tNTa, aAAOYEC OTNV OPOIGT), TN OKEYT] 1] TN VU, 1] GUYYLOT 1] CAAAYEG TNG TPOCOITIKOTNTOGC, 1)
OVGKOMEG GTNV OALDL KOl TNV EMKOV@VIO, TOL SLOPKOVV Y10 TEPIOCOTEPEG OO OLPKETEG T|UEPES.
Emopévac, edv motedete 6t 1 [IZ amd tnv onoio TACYETE EMOEWVMVETAL 1] EAV TAPATIPICETE
OTOLOONTOTE VEN GLUUTTTOMOTO EVD AapPavete Oepaneia e Dimethyl fumarate Accord, eivot ol
OTLOVTIKO VO JUANGETE LE TOV Y1UTPO GO TO GUVTOUOTEPO duvatd. Emiong, pidnote pe Tov chvipopo i
TOVG PPOVTIOTES GOG KOl EVILEPMOTE TOVG GYETIKA Le TN Bepaneio cag. Mmopel va epgavictody
GUUTTTMUOTO, TOV VO UNV avTIAN@OEeite ot 1d101.

40



2>  Evnuepodote opécmg Tov Y1uTpo 60G EAV ERQPUVIGETE 0TOLOONTOTE U6 GVTA TA
CUUTTTA PLOTA

Yofapic Allepyikéc avTiopdcelg

H ovyvémta tov coPapiv aliepyikav avTiopdcewny oev umopel vo ektiundet pe fdon ta dtabéoiua
dedopéva ([N YVeoTEG).

To KOKKIVIGLLOL TOV TPOGHONOV 1) TOL COUATOS (epvlpiacy) eival Pia TOAD GLYVT AVETIOOUNTN
evépyela. Qot660, 6€ TEPITTMOT TOL 1) EpLOPiacT GuVodEDETOL OO £pLOPO e£AVON LA 1 KVIdWON KoL
TOPOVGLAGETE OTOLOOTTOTE OO VT TOL GULTTOMOTOL:

- TPNEUO GTO TPOCHTO, TA YEIAN, TO GTOUA 1] TN YADGGA (ayyeiooionua,)
- oLPLYHO, Suckoria, otV avamvon 1| dvemvoln (ddarvoia, vEodia)
- LaAn M anoAielo cuveidnong (vroToon)

TOTE QVTO UTTOPEL VOl VTITPOCOIEVEL Lo Gofopn aAAepykn avtidpaon (avapvialio)
2>  AwxkoyTte ™ Myn Tov Dimethyl fumarate Accord kon keAéste apécmc évav ylatpod
Addreg avemBOUNTES EVEPYELES

IMoAb cvyvég (Lmopel va ennpedlovv nepiocdtepa omd 1 ota 10 dropa)

- KOKKIVIONO 6TO TPOCOTO 1 6TO OO0, aictnua Oeppotntoc, (EoTng, Kayilatog 1 Goryovpag
(epvlpiaon)

- YOAPA KOTTpaVaL (diappoio,)

- aicOnpa adiabeciag (vavria)

- GTOLLOLYIKOG TTOVOG 1 GTOULOYLKEG KPALUTTES

2>  H My 10V goppdkov 60G pe ayntod pmopei vo GOUPAAAEL 6T UEI®OT TV TOPOTAV®D
AVETIOOUNTOV EVEPYELDV

Ovoieg Tov ovopdalovtol KETOVES, Ol OTOIEC TOPAYOVTAL PUGLOAOYTKA OTO TOV OPYAVIGUO,
eneaviovtal oAl cuyva otig e&etdoelg ovpmv katd th Ayn tov Dimethyl fumarate Accord.

Anev0vvOEiTE 6TOV Y1OTPO GOG GYETIKG LE TOV TPOTO OVTILETMTIONG AVTMY TOV OVETIOOUNTOV
evepyewmv. O yoTpdc oag UTopel va LemoeL T 00om oag. Mnv peunoete T 6001 6ag, EKTOG 6V Gag
TO TEL O Y10TPAG GOG.

Yuyvég (umopel va ennpedlovv €mg kat 1 ota 10 dropa)

- (QAEYLLOVT| TOL ECOTEPIKOV TOLYDLLOTOG TOL EVTEPOL (YATTPEVTEPITION)
- adlabeoio (uetog)

- dvomeyia

- (QAEYLLOVT| TOL ECOTEPIKOV TOLYMLLOITOG TOV OTOUGY OV (yaoTpition)
- YOOTPEVTEPIKN S10TAPAYT

- aicOnpo kayipotog

- e&ayelg, aictnpa Beppotntog

- (QOryovpo. 6TO OEPUA (KVIOoUOQ)

- e&avonpua

- pol M kOKKveg knAideg oto dépua. (epvbnua)

- pyomtoon (alowexio)
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AvemBountec evEPYELEC 01 OTTOLEC EVOEYETUL VO TOPOLGLOCTOVV OTIC EEETACELS QLLATOC | OVPWV
- YOUNAG eximedo Aevkokuttapwv (Asuporevia, Asvromevia) oto aipa. O PHELOUEVOG
apOpOC AEVKOKLTTAP®V B0l LTOPOVGE VO ONLAiVEL OTL O OpYOVIGUOG GOG Etval AtyOTEPO
KOVOG VO ovTIpeToniost po Aoipmén. Eav éyete o cofapn Aoipmén (6nwg Tvevpovia),
EVNUEPADOTE AUECHG TOV Y1ATPO GOG
- TpaTEIve (Aevkwuativy) ot 00pa
- avEnon Tev emmédnv Tav Nratikav eviopmv (ALT, AST) oto aiua

'Oy svyvég (umopei va ennpedlovv £ kot 1 ota 100 dtopa)
- aAAepYIKEG avTdpaoels (vepevaiatnaia)
- HEel®oN TV OUOTETAAIDV

M yvootég (1 ovyvotnta dev pmopet va ektiun0ei pe fdon ta dtabéoipo dedopéva)

- QAeypovi rotog kot avénon ota exineda nrotikav evidpwv (ALT 5 AST e ouovdvaouod ue
x0Aepvlpivn)

- €pmng LOoTNPOG LLE CUUTTMUOATO OTWG POVOKAAES, KAWILO, POyoVupa 1] TOVOG GTO OEPLLO,
owvNOmG 6N Lo TAELPE TOV TAVO LEPOVS TOL CAOUNTOG 1) GTO TPOCHOTO, KoL e GAAN
GUUTTAOOTO, OTTOG TUPETOG Kol AdLVOIO 6T TPMTA 0TAdL TNG AoimENG, akolovbovpeva amd
LOVOLOGLLOL, GOYOLP 1) KOKKIVEG KNAIOES e EVTOVO TOVO

- ovvayl (prvoppoia)

Hoord (makiog 13 et@v kon dvem) ko £pnpor

O Topamdve averBOUNTEG EVEPYELEG 1IOYVDOVY KOl Y10, TO TOLOLH KoL TOVG EPTBoug.

Kdamnoleg avemBounteg evépyeteg avapépinkay mo cuyva 6€ Toidid Kol EpnBovg G € oYECT LLE TOVG
EVINAIKEG, .Y TTOVOKEPOAOC, GTOUAY KOG TOVOG 1) GTOLOIKEC Kpaumes, adtabeoia (euetdg),
Tovolapog, Bryac kot enddvvn mepiodog (Euunvoc poon).

Avo@opd avemOOunNTOV EVEPYELDOV

Edv mapatnproete kdmolo avemiBOunTn evEpYELd, EVIUEPDOOTE TOV Y10.TPO 1] TOV QOPLOKOTOLO GOG.
AvTto 1oy0eL kat 1o kaOe OV avemBOuNn T EVEPYELX TTOV OEV AVAPEPETOAL GTO TOPOV GVAAO 00N YLDV
ypons. Mmropeite eniong va avagépete avemBounteg gvépyeleg anegvbeiog, pécw tov eBvikold
GLOTNLOTOS avVapOpdG Tov avaypdeetor 6to [Hapdptmua V. Méow g avapopds averBopntov
EVEPYELDV UTOPELTE Vo fon O GETE 0TI GUAAOYT TEPIGGOTEPWOV TAPOPOPLAV GYETIKG. LLE TNV AOPAAELD
TOV TOPOVTOG POPLLEKOU.

5. Ilogve gurdcoete To Dimethyl fumarate Accord

To @dpuoKko avtd TPETEL VO PUAGCCETAL GE LEPT TTOL dEV TO PAETOVV Kol deV TO POAVOLY Ta TAALA.
Na pn xpnOIHOTOLEITE QVTO TO PAPLLOKO LETA TV UEPOUNVIC AENG TTOV AVAPEPETAL GTO KOVTI KOl G
ka0g koyédn petd ™ «AHEH». H nuepounvia AéEng eivai n televtaio npépa tTov Uiva mov
avopépetTal exel.

To papprokevTiKd avTd TPOidY dev amortel 1Wiaitepeg cLVONKEG PUAAENC.

Mnyv metdte AapLaKe 6TO VEPO TG ATOYXETEVOTG 1| 6T OKlOKA amoppippote. Potiote tov

(POPLLOKOTOL0 GOG Y10, TO TAG VO TETAEETE TOL PAPLLOKE, TOV OEV Y PN CILOTOLEITE Lol AVTA TaL ETPaL Hal
Bononcovv otV Tpootacic Tov tepPdAlovToc.
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6. Iepreydpeva 6 6VOKEVAGLAG KO AOLTTES TAN PO PO Pisg
Tvmepréyer to Dimethyl fumarate Accord

H dpactiki oveia sivol o povpapikds dipebvleotépoc.
Dimethyl fumarate Accord 120 mg: Kd0e koyakio mepiéyet 120 mg povpapikod dypebvieotépo.
Dimethyl fumarate Accord 240 mg: Kd0e koyakio wepiéyet 240 mg povpapikod dipebvieotépo.

- Ta é\o ovotatika sivat:

epreyduevo koyaxiov (Uivi diokio Pe EVIEPIKN EXKAAVYT): MIKPOKPUOTUAAKY KOTTOPIVY LE
KOTEPYOLGIO LE TVPITIO, TAAKNG, KAPUEALOLN VOTPLOVY0G SLOCTOVPOVLEVT], TUPITIO, KOAAOELOEG GvLdpo,
OTEATIKO LOYVIGL0, GUUTOAVIEPES LeBOKPLALKOD 0EE0G —eDaKPLAIKOD PEBVAESTEPO, KITPLKOC
TPLBVAESTEPOG, GUUTOALUEPES pHeBapLALKOD 0E€0g — akpuikold aiBvAeotépa (1:1), o€ draomopd
30%.

Kéweog xayaxiov: Zehativn, so&eidio titaviov (E171), Aapurpd koavo FCF (E133), péhav o&eidio
ownpov (E172), kitpvo o&eidio oidnpov (E172).

Extonoon kayaxiov (povpn peddavn): Koppeo Adxxag (E904), nélav o&eidio oidnpov (E172),
VOpPo&eidio Tov kariov (ES25).

Ep@avien tov Dimethyl fumarate Accord ko wepieydpeva TG 6VGKEVAGIAG

Ta yaotpoavOektikd orAnpd koydkie Dimethyl fumarate Accord 120 mg ivat peyéfoug «O0»
(mepimov 21,3 X 7,5 mm) oxkinpd koydkio (eAaTivig LE TPAGYT] KOPLQT KOl AEVKO OO, UE
Tonopévn Ty évoelén «HR1» pe povpo perdvi 6To oo ToL KoyoKiov, Tov TEPEYOLY AEVKE EmC
VTOAEVKO, GTPOYYLAL, AUQIKVPTO Iivi S1oKia e EVTEPIKT EXTKAALYN, XOPIC EVOEIEELS KOl OTIC dVO
TAELPES.

Ta yaotpoavOektikd okAnpd kaydkwe Dimethyl fumarate Accord 240 mg sivat peyéfoug «O0»
(mepimov 21,3 X 7,5 mm) oxAnpd kaydkio CEAATIVIG LE TPAGIVI KOPLON KOl GOUA, LLE TUTTMUEVT TNV
évoeln «HR1» pe povpo peddvi 6To ompa ToL Koyakiov, Tov TEPEYOLY AEVKA EmE VITOAEVKO,
OTPOYYVAL, OUETKUPTO Livi SloKia [Le EVIEPIKN EXKAAVYN, XOPIC EVOEIEELS KO OTIC dVO TAEVPES.

Koydxia 120 mg:

14 xaydxio o€ cuokevooieg tomov blister PVC/PE/PVDC-Alu.

14 x 1 kondio 6g SIUTPNTEG CLOKEVOUGIEG TOTOV KUWEANC Lovadiaiag OGN GAOLUVIOV
PVC/PE/PVDC-Alu.

Koydxia 240 mg:

56 1 168 kaydxio 6e cuokevacieg tomov blister PVC/PE/PVDC-Alu

56 x 11 168 X 1 koydkio o€ S14TPNTEG GUGKEVOGIES TVTOV KVYEANG Hovadlaiog 060G AAOLLIVIOL
PVC/PE/PVDC-Alu.

Mmropei va unv KokAo@opodv OAEC Ol GLCKELAGIES.
Karoyog Adsiog Kukhogopiog

Accord Healthcare S.L.U.

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

08039 Barcelona,

Iomavia

Hoepackevaoctig

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

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

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, O \avdia

Mo oo dnToTE TANPOPOPIL. GYETIKG, LE TO TAPOYV PAPUOKEVTIKO TPOIOV, TOPOKOAEIGTE VO
anevBuveite otov Tomkd avimpdowno tov Katdyov g Adetog Kvihopopiag:
AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LX/MT/
NL/NO/PL/PT/RO/SE/SI/SK

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

EL

Win Medica A.E.

TnA: +30 210 74 88 821

To mapév @OAL0 00N VIOV YpoN G avade®P1)OnKe Yia TEAELVTALN POPA TOV.

Agmtopepeic TANpopopies yio To paprako ovtd givor Sabéoipeg 6to diktvakd Tomo Tov Evponaikon
Opyavicpov Gopudkov: http://www.ema.europa.eu
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