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MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Neuraxpharm 120 mg yoaotpoavOektikd okAnpd konydxio.
Dimethyl fumarate Neuraxpharm 240 mg yootpoavOektiKd okAnpd Konydio.

2. HHOIOTIKH KAI IOXOTIKH XYNGEXH

Dimethyl fumarate Neuraxpharm 120 mg yactpoov0ektikd ckAnpd kowdiio

Ka0e yaotpoavOektikd oxkAnpd kayakio tepiéyel 120 mg govuapikod dyuebvieotépa.

Dimethyl fumarate Neuraxpharm 240 mg yactpoov0ektikd ckAnpd kowdiio

Kda0e yaotpoavOektikd oxkAnpd kayakio mepieyel 240 mg povpapikod dyuebvieotépa.

IMoa tov TA7pN KaTdloyo TV ekddy®V, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
loaotpoaviektikd oKANPO Kayaklo

Dimethyl fumarate Neuraxpharm 120 mg yootpoovOektucd okAnpd koo

ZKAnpa kaydxio Cehativing, pnkovg: 19 mm, pe Aeuko o Kot KEAVQOG avoLyToD TPAGIVOL
APOUATOG, e TOTOUEVT TNV €vdelén 120 mg 610 coua.

Dimethyl fumarate Neuraxpharm 240 mq yaoctpooavOektikd ckAnpd KowaKio,

SiAnpd kayakio (eAativng, uKkovg: 23 mm, avolytov TPAGIVOL YPDUNTOG, IE TUTMUEVT TNV EVOELEN
240 mg ot0 cOUA.

4. KAINIKEY IIAHPO®OPIEX

4.1 OgpomevTikég Evositelg

To Dimethyl fumarate Neuraxpharm gvdgikvotat yio t Bepameio evnAikov Kot TodaTpikdv actevov
nikiog 13 etdv Kot Gve pe vrotponidlovoa daieitovoa tolhandn okAfpoven (YAIIZ).

4.2  Aocoloyio Kol TPOTOG LOPNYNONS

H Ogpancio Oa mpémet va Eexva vid v eniPieyn watpod pe eunelpio otn Bepameio TG TOAAATANG
GKApLVONC.

Aocoloyia

H d60m évapéng eivar 120 mg dvo popég tnv nuépa. Metd and 7 nuépeg, 1 66on Ba mpénet va
av&AvETAL GTI CLVIGTOEVT dO0T cuvTipPNonG TV 240 My dvo eopég v NuéEpa (BA. Tapdypapo
4.4).

Edv évag acBevig mapoaieiyel pia 66on, dev Ba mpémet vo Aappdvetol StmAn d6or. O acbevic pmopet
va Thpel T 006N OV TOPEAELYE PLOVO €AV APOEL LEGOIAGTNLO 4 0PV LETUED TWV SOGEWV.

AwopopeTikd 0 acbevig Oa Tpémel vo TEPIUEVEL UEXPL TNV EXOUEVT] TPOYPUUUATICUEVT dOON.

H npocwpiviy peiwon g 06ong ota 120 mg 000 @opég v NUéEPa EVOEXETAL VO LELDGEL TNV ELGAVION



gpubpiocng Kot YooTpevIEpIK@V avemiBountov evepyeldv. Evioc 1 unvog, Oa npénel va Eavapyioel n
cuvioTtdpevn d0om cuvtipnong Tev 240 mg dVo Qopéc TV NUEPAL.

To Dimethyl fumarate Neuraxpharm 6o mpénet va Aappdavetor pe tpoen (PA. mapdypago 5.2). T
ToVG aobeveic o1 0moiol EVOEYETOL VO EKONAGDCOVY £pLOPINON 1 YOOTPEVTEPIKES OVETIOVUNTEG
evépyeteg, 1 Ayn Dimethyl fumarate Neuraxpharm pe to eaynté evdéyetot vo BeAtidost v
avektikdtTa (PA. mapaypdeovg 4.4, 4.5 ka1 4.8).

Eidcol minboouor

Himiouévor

2116 KAMVIKEG PHEAETEG TOV POVHOPIKOD diueBvAecTEPQ VI PYE TEPLOPIopéVN EkBeon acBevov nhkiog
55 etV kol dvo, eved dev cuumePAAUPOVOTAY ETOPKNG aptBpd acBevdv niikiag 65 eTdv Kot dvo,
MOTE VO, TPOGOIOPIOTEL EAV AVTOL AVTATOKPIVOVTOL SLUPOPETIKE 0td TOVg vedTEPOLS aobeveic (PA.
Tapdypoeo 5.2). Me Baomn tov Tpomo dpdong Tng dpacTIKNG ovaiag, dev vrdpyovv BempnTikoi Adyot
Y10 OTOLOONTTOTE AMAITNON TPOCAPHOYNG TNG OOCTG O NAIKIMUEVOUG.

Neppirin kol nrotiKy OveAEITOVPYIO.

O govpapikdg dpuebvieatépag dev €xel peet el oe acheveic pe veQpikn 1 NTATIKY SVGAELTOVPYId.
Me Bdon tig pehéteg KAMVIKNAG QapUaKoA0Yiog, OgV amatteital Tpocappuoyn e doong (PA. Tapdypapo
5.2). Arnarteiton mpocoyn katd ) Oepancio acOevav e cofapn veQpikn 1 NToTIKn SuGAELTOVPYia
(BA. mopdypago 4.4).

Haidrazpixog winBvouog
H doco)loyia eivat 1) 10100 6€ EVMKEG Kol G€ TAdATPIKOVG aoBeveic nAkiog 13 eTdv Kot dvo.

Eivar mepropiopéva ta drabéoipa dedopéva og modid nAatkiog peta&d 10 ko 12 etdv. Ta mapovia
dnbéoipa dedopéva meptypdpovtal oTic mapaypdeovg 4.8 kot 5.1 aAld dev umopel va yivel cbotaon

Yo T d0GoAOYiaL.

H aopdlelo kot 1 amoteAeGLOTIKOTITO TOV POVUAPIKOV dpueBuieatépa e Taudld NAKIoG KAT® TV
10 etwv dev £ovv akopo TeKuNnpLmOel. Agv vtapyovv dtubécio dedouéva.

Tpomog yoprynong

T xpion and otépaTOoC.

To xoydkio Ba Tpémet vo Katamivetal ohdkAnpo. To kaydKio 1 To mepteyduevo Tov dev Ba mpémet va
OpvppatiCerar, va dtoupeitar, va dtadvetal, vo amopvleital 1 vo Haciétotl, Kafdg 1 eviepikn
EMKAAVYT TOV KOKK®OV UTOTPETEL TIG EPEDIOTIKEG EMOPACELS OTOV YAGTPEVIEPIKO CMOANVAL.

4.3  Avtevoeitag

YrepevaicOnoio 6tn dpactiKi ovsia 1] 6€ KATOW0 and Ta £KS0Y0 TOV AVOPEPOVTAL GTNV TOPAYPUPO
6.1.

Ymoyia mpoiovcag molveotiokng Asvkoeykeparondbeiog (PML) v emiPePaiopévn PML.

4.4  Ewkég TPOELOOTOM|GELS KL TPOPVAAEELS KATA TN Ypion

Eéetdosic aiportoc/epyactnplakéc EeTAGELS

Negpixn Acitovpyio

"Exovv mapoatnpnOei oAhayég otic veppikég epyactnplokéc eEeTdoelc o€ KAMVIKEG HEAETEG o€ 0oDEVElg
mov voPAnOnkav oe Beponeio pe povpapco Syebvrectépa (PA. mapdypago 4.8). Ot kKAvikég
EMATOOELS CVTOV TOV OAAAYDV €V EIVAL YVOOTEC. ZVVIGTATOL AEIOAOYNON TNG VEPPIKNG AELITOVPYING
(m.y. kpeatwvivn, almto ovpiag aipatog Kot avaivcn ovpwv) mptv amd v Evapén g Bepomneiag, pHetd
amo 3 kot 6 pveg Bepameiag, kot katomy Kabe 6 £og 12 univee, Kabmg Kot 6mwmg evoeikvuTal KAVIKA.



Hratikn lertovpyia

Doppakoyevig nratikny PAAPN, cvumepriapfavopévng e avéEnong Tov NroTk®y evOOioy [>

3 popég To avdtato euotoroyko opto (ULN)] kot tov emmédmv oAkng xorepvOpivng (=2 x ULN)
pmopet va mpoxAnfet amod ) Bepaneia pe povpoapkd dipebvrectépa. O xpovogs Emg Tnv ekdNAwon
umopet va elval nuépes, apketég efOopadec N meplocotepo. ‘Exet mapatnpnbei vroydpnon twv
OVETIOOUNTOV EVEPYELDV LETA T Olakonn NG Bepamneiag. Zuviotdtar a&loAdynon Tov
QULVOTPOVOPEPUCHY GTOV 0p0 [(T.y. apvoTpavepepdon g aiavivng (ALT), aoraptikn
apwvotpavopepdon (AST)] kot Tov emmédwv 0AKNG YoAepLOpivng TPty amd v Evapén tng Bepameiog
KoL KOTd T O1dpKELe aVTNS, 0TS eVOEikvLTOL KAVIKA.

Agugpoxdrropo,

Ot aoBeveic mov EraPav Bepameio pe ovpopcd dtuebBviectépa pmopel vo ekdNADOCOVY AELLPOTEVia,
(BA. mapdypago 4.8). TIptv and v évapén g Bepaneiog pe povpopikd dyuebviectépa, Tpémel va
wpoypatomombel pio TpocPATN YEVIKY EEETAON ALOTOC, GCUUTEPIAOUPAVOUEVOV TOV AEUPOKVTTAP®V.
Edv dwmiotmBel 6t1 0 0ptBpuog Tmv AEUQOKVTTAP®OV Eival YOUNAITEPOS GO TO PUGIOAOYIKO EVPOC
TILAV, Ba Tpémet vo Tpaypotonoteitan evoeheyns a&loAdynon Tev Thavmy TV TP amd Ty Evapén
g Oepameiag. O povpapiog dipuebviestépag dev Exel peketndel oe 0oOeveig e TPOHTAPYOVTEG
YOUNAOVG aplOUOVC AEUPOKVTTAP®VY KOl ATOLTEITOL TPOCOYN KATd TN Bepamneio avtdv Tov acbevov. H
Oepameio gﬁsv 0o mpémetl va Eekivd oe aoBevelg pe coPapn Aeppomevia (aplBuog AeppokvTTdpmv

<0,5 x 10°/1).

Metd v évapén g Bepameiog, TPETEL VO TPOYUUTOTOOVVTOL YEVIKEC EEETAGELC OULOTOC,
CUUTEPTLOUPAVOUEV®Y TOV AEUPOKLTTAP®V, KAOE 3 pnves.

21oug aoBevelg pe Aeppomevio cuvioTdtol, Adym avEnuévou kivdvvou yio PML, avEnpévn
enaypOTVNON OC €ENC:

. H Bepomeio Oa mpémet va daxdmteTon o 0o0eveig e Topatetapévn coPapn Aepponevia
(ap1Opdg Aepgoxvttapmv <0,5 x 10%1) mov empéver yio mepiocOTEPOVG amd 6 PNVEG.
o Y& ac0eveic pe PETPIEG LELDGELS TOV amdAVTOL aptdpod Aepgokvttdpmv >0,5 x 10%1£wc<0,8 x

10%1 mov mapapévouy 1o tepIocOTEPOVS amd 6 PNveg, N 6yE6T KIvdUVOL- 0QEAOVG TNG
Oepamnciog pe povpapkd dyuebviestépa Ba mpénet va emavasioroynoel.

. Y& aobeveic pe aplBpd AeppoKvTTaP®V KAT® ad TO KATOTUTO PLGLOA0YIKSO Opto (LLN), dnwg
opiletar amd 10 EVPOG AVOPOPAS TOV TOTIKOD EPYAGTNPIOV, GLUVIGTATOL TAKTIKY TapaKoAovONGN
TOV AmOAVTOV aplOU®V AEUEoKVTTApY. Ou Tpémel va Aapupdavovtol vedyn ot Tpodchetot
TAPAYOVTEG TTOV EVOEYETOAL VO ALEAVOVY TEPUITEP® TOV PEPOVOLEVO Kivouvo yio PML (BA.
VROTAPAYPAPO GYETIKA pe TNV PML mapokdtm).

O1 apBpoi tov Aepgokvttdpwv Ba tpénet va mapakorovbodvor puéypt v avaxawyn (BA.
wapaypao 5.1). Metd v avdkapyn Kot 0rovcio eVOAAAKTIKGOV BEPATEVTIKOV ETIAOYMOV, Ot
OTOQACELG GYETIKA e TNV EXAVEVOPEN 1 O)L TOV POVUAPIKOL SeBVAESTEPO LETA TN SLOKOTN TNG
Oepamnciog 0o mpémel va Pacilovtal oTnv KAWVIKT Kpion.

Moayvntkn topoypoeio (MRI)

Ipwv and v évapén g Bepaneiog pe povpopikd dyebvieotépa, Oo Tpémel va etvan drabéotun o
apy] MRI (cuvihfwg evtog 3 unvav) g avaeopd. H avaykn yio tepartépo ansikovion pe MRI Oa
npénel va eEetdleTon cOpEmva pe Tig eBviég Kat Tomikég cvotdoels. H anewkdvion pe MRI propei va
g€etdletal oto mhaiclo TG avEnuévng emaypimvnong o€ acheveig mov Bempeitar 0Tt datpéyovv
avénuévo xivévvo gppdviong PML. Ze nepintwon khvikng vroyiog PML, O tpémetl va
npaypatoroteitan apésmg MRI ya Stayvootikodg okomog.

IIpoiovoca molveotiokn Asvkoeykeparorddeio (PML)

"Exer avapepbei PML og acbeveig mov élafav Oepameio pe povpapkd dipebuiestépa (PA. mapdypopo
4.8). H PML givon puo gukaiplokn Aoipmén mov mpokoeital amd tov 16 John-Cunningham (JCV), n
omoia umopei va amodetyfel Bavatnedpa 1 va mpokorécel cofopn avamnpia.
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"Exovv mapovcaotel mepiotaticd PML pe tov povpopikd dypueboieotépa kot GAAL QOpUAKELTIKA
TPOIOVTO TTOV TTEPLEYOVV EGTEPEG POVULAPIKOV 0&E0G €Ml £dPOVG Asppomeviag (aptOpoc
Aeppokuttdpov pikpotepog and to LLN). H mapatetapévn pétplo émg coPapn Aepponevia paivetan
va av&avet tov kivovvo PML pe tov govpapikod dipebuiestépa, wotd00, 0 Kivduvog dev pmopet va
omokAelotel o€ aobevelg pe o Aeppomevia.

Ot tpdcbetol TapdyovTeg TOL EVOEXETAL VAL GVUPAAAOVY G€ avénpévo kivouvo PML emi eddgpovg

Aeppomeviag eivat:

- n ddpkewa g Bepameiog pe povpapikod dipebvriectépa. Iepiotatikd PML gppaviomkay petd
amo wepinov 1 émg 5 £t Bepaneiog, ®oTdOG0 1 axpIPnic oxéon pe T dudpkela g Oepaneiog oev
glval yvoot.

- 0l OTULOVTIKEG PLELMOELS TOL aplBpod tv CD4+ kat sdikd tov CD8+ T Aegppokvttdapwv, To
omoia glval GNUAVTIKA Y10 TNV 0voGoA0YIKH apova (BA. Tapdypago 4.8) kot

- 1 TPONYOVUEVN OVOGOKOTAGTAATIKN 1) avocoTpomomointikn Bepomeia (PA. TapaxkdTm).

Ot wpoi Ba mpémel va a&loloyohv Toug acBeveic ToUg Y10 va TPocdlopicovy €6V TO GLUTTOUATO Elval
EVOEIKTIKA VELPOAOYIKNG OVGAEITOLPYIOG KO, EPOCOV 1oYVEL AVTO, EAV TO GUYKEKPIUEVA CUUTTOUATO,
givar tomikd [T | mbavadg vrodnidvovv PML.

Koatd to mpdto onpeio 1§ copmtopo vrodniwtikd g PML, n Bgpaneio pe povpapikd dipebviectépa
0o Tpémel vo avacTEALETOL KOl XPELALETAL VO TTPALYLLOTOTOIOVVTOL KATAAANAEG dLOYVOOTIKES
a&oroynoeic, cvumeplapfavopévov tov mpocsdiopiopov DNA tov JCV oto gykeparovotiaio vypo
(ENY) péowm g pebodoroyiag e mocotikng aAvctdwtg aviidpaong moAvpepdong (PCR). Ta
ovuntdpota g PML evdéyetan va eivor mapopola Pe anvTtd Hog DVTOTPOTNG TOAAATANG CKAT|PLVOTNC.
Ta yapaxtnpiotikd copntdpota Tov oyetilovron pe v PML givon mowida, eEghicoovtan Katd
dupkela nuepdV £mg efdopddmv kot mephapdvouy Tpoodevtikn advvapio otr pio TAgvpd Tov
oMUOTOG 1 AdeELOTNTO TV AKPOV, daTopay] TG OPUCTS KAl 0ALNYEC GTOV TPOTO CKEYNG, OTN
LVAUN, KoBMG KoL GTOV TPOGAVOUTOMGHO TOV 001 Y0oVV GE GOYYVON Kot 0AANYEG OTNV TPOCOTIKOTNTA.
Ot 1atpoli Oa mpémet va gival o€ 1d1aitepn ypyopon G TPOG TO, GLUTTOUATO TOL VTodNAdVovy PML
T, omoia pwopel va mEPAGoLV amapatipnTo ord tov acbevn. Ot acBevelg Bo tpémet emiong va
GLUPOVAEDOVTOL VO EVILEPDVOVY TOV GUVTPOPO N TOLG PPOVTIGTES TOVG GYETIKG e TN Oepameia ToVG,
KaOdC eKEIVOL EVOEXETAL VO TAPOTNPCOVY GUUTTMUOTO TOV O acBevic dev avtilapPdverar.

H PML propei va topovcioctei uoévo mapovsio Aoipméne omd tov 16 JC. Oa npémel va Anedel voyn
OTL 1 emidpacT TG Aepponeviog oty akpifeia tng e&étaong aviicoudtov katd tov JCV otov 0pd
dev &yel peleBel og acbeveic mov AapPdvovv Bepamneia pe povpapikod dipebviectépa. Oa Tpémet
emiong va, onuelndel 0t1 wa apvnrikn e€étaon yia aviioopato kotd tov JCV (napovoio
(QVOIOAOYIKOD OplOOD AEUPOKVTTAP®YV) OeV amoKkAgisl TNV mOAvVOTNTO ETaKOAOVONG AoTuwENG amd
tov 16 JC.

Edv xdmoloc aoBevng exdnidcel PML, o povpopikdg dipuebulectépos npémel va Slokonel OptoTikd.

IIponyoduevn Bepameio pe dVOSOKOTACTUATIKES ) VOGOTPOTOTONTIKEC OEpomeisc

Agv &govv mpaypotomon el peréteg Tov va agloAoyovy TNV OTOTELECUATIKOTITO KoL TNV ACGQPAAELN

TOV POVUAPIKOD dedvAieotépa katd T petafacn aclevav and diieg Oepameieg TPOTOTOMTIKES TNG
vocov og povpopikd dyuebviectépa. H cupforn mponyodpevng avocokatactoltikng Oepansiog oty
ekdnAwon g PML og acsBeveic mov Aappdvovv Bepameio pe povpapikd dipebuiectépa ivor mbav.

[leprotatikd PML €yovv avapepbei o aobeveig mov giyav AdPet mponyovpévmg Bepamneio pe
vataMlovpaun, yo v omoia 1) PML amotelel tekunpropévo kivovuvo. Ot atpoi Ba mpénet va Exovv
voéym 0t Teprotatikd PML wov epgoaviCovrat petd amd tpdcseatn dakomn g vaTaMIOVHAUTNG
EVOEYETOL VAL UV GLVOOEVOVTOL OO AEUPOTEVIQL.

EmnAéov, n mhetovotnta tov emPePoaropévav nepiotatikddv PML pe tov ovpopucod dpebvuiectépa
eppaviotnke e aceveic LE TPONYOVLEVT] 0VOCOTPOTOTOINTIKT DEpameia.

Koatd ) petédfoaon acbevodv and kdmoto GAAN Bepaneio TpomomomTiKng TG VOGOL GE POVUOPIKO



dyebvreotépa, 0 ypdvog nuicelag Cmng kat o Tpdmog dpdong g GAANG Bepaneiog Tpémel va
Aoppdvovtotl VoYM TPOKEUEVOL Vo omo@eLyDel 1| TPOGHETIKY 0VOGOLOYIKT EMIOPACT), LELDVOVTOG
TavTOYpOVA TOV Kivouvo emavevepyomoinong g [IZ. Zuviotdrtol vo TpoyLaTomoleital [ic YEVIKN
g&étaon aipatog wpwv amod v Evapén g Oepomeiog pe ovpapko duebVAESTEPO KOl TOKTIKA KOTA
T Sudpkela tng Oepamneiog (PA. «E&etdoeig aipatog/epyaotnplokés EETAGEID) TAPATAVD).

2oBopn VEQPIKN 1 NTTOTIKN SVGAELTOLPYIO,

O povpapikodg dipeBuiectépag dev Exel peretndet o acbeveig pe coPapn veppikn 1 cofapn NTATIKN
dvoAertovpyia, cLVER®G amotteital Tpocoyn Katd tn Bepaneio avtdv TV 0c0evdv (BA. Tapdypapo
4.2).

2ofapn evepyn vOGOC TOV YOOTPEVTEPIKOD

O povpapkdg dpueBulectépag dev £xetl peletn el oe acbeveic pe coPapr| evepyn voco Tov
YOGTPEVTEPIKOV, CUVENMC OMALTEITOL TPOGOYN KOTA TN Oepomeio aVT®V TV 060EVDY.

EpvOpiaon

e kKhMvikes dokpéc, 34% tov acevav ot onoiot EAafav eovpapiico Syebviectépa Tapovsiocay
gpubpiaon. Xtnv mheovotnta Tov acbevav ol omoiol Tapovsiacay epubpiacn, avty NTOV TG 1
pétprog coPfapotntag. Asdouéva and peATeg Le vyielG e0EAOVTEG VTTOJEUKVDOLV OTL 1) OYETILOUEVT] UE
TOV POVUaPIKO dpuebvuAecTEpa epvBpiacn eivar mBavo va pesolafeitatl amd tpootayravdives. 'Evag
Bpaydc kokAog Oepameiag pe 75 MY akeTLAOGOAKVALKOD 0EE0G Y®PIG EVTEPIKN EMKAALYT UTOPEL VO
glval enmeeAng og acbeveic mov epeaviovv pn avektn epvbpiaon (BA. Tapdypapo 4.5). Xe dvo
UEAETEC VYLDV €DELOVTOV, petmBnke 1 epdvion Kot 1 cofapdtnta g epubpiaong yio To SLAGTNHHO
NG TEPLOSOV YOPNYNONG dOGNC.

e KMvikég dokpég, 3 aobeveic amd Tovg cuvolkd 2.560 acBeveic mov Ehafav povpapiko
debuvreotépa Tapovsiocav cofapd countmdpata epvdpiaong, To omoio NTav TOAVOV AVTIOPAGELS
vrepevarcnciog 1 avo@LAOKTOEIOEIG AvTIOPACELS. AVTEC Ol AVETIOOUNTEG EVEPYEIEG OEV TV
amelAntikég yo ) {on, aAld odnynoav og voonieia. Ot cuvtayoypagoivies wTpoi kat ot aodeveic Ha
TPEMEL VAL EIVOIL OE EYPIYOPOT GYETIKA LLE TO EVOEYOUEVO ELPAVIONG GOPapmV avtidpdoewy epuBpiacng
(B\. mopaypbpovg 4.2, 4.5 ka1 4.8).

AvaQuAakTikéc avTdpAoELS

"Exovv avaeepbei mepiotatikd avapuAasiog/oavaeuiloktoedohs avTidpaong LETA T YOpnYNoT TOL
QOVUAPIKOD SUEBVAESTEPA LETA TV KVKAOQOPI TOV TTPOidVTOG 6NV ayopd (BA. mapdypapo 4.8).
2T0 GUUTTONOTA Popel va, teptiapBdvovtal dbomvola, vro&io, VTOTUCT, ayyslooidnua, eEavonua 1
Kkvidwon. O unyaviepog emayoyng g avapuia&iog amd Tov povpopikd dpueduiectépa dev givan
YVOGTOG. AVTIOPAGCELS YEVIKA ELPAVICOVTOL LETA TNV TPOTY SO0, OALG UTopel emiong va ELPAVIGTODV
OTOLONTOTE OTIYUN KOTA TN Sidpketa TG Oepameiog Kot pwopei va, eivat coPapég Kot ametAnTIkEG Yo
™ (on. Oa pénel va divovtar 00nYieg 6Tovg aceveig va S1aKOTTOVY TOV POVUAPIKO dlpebvAecTépa
Ko VoL avalntodv GuecT) Tptkn epovTion v mapovstdcovy onueia | cuurtopate avaeviosiog. H
Oepamneio dev Ba mpémel va Eexvd ek véou (BA. Tapdypago 4.8).

Aowdéeig

e eELEYYOUEVEC E EIKOVIKO QAPHOKO PEAETES paong 3, N eminton TV Aoudéemv (60% évavtl 58%)
Kot TV coPapav Aotdcewv (2% Evavtt 2%) ftav tapdpoe o aceveic mov EhaPav Bepameia pe
QOVUAPIKO OUEBVAEGTEPQ 1| EIKOVIKO PAPUAKO, AVTIGTOL(A. 26TOGO, AOY® TMV 0VOGOTPOTOTOUTIKMY
1010TAT®V TOV POVpaptkod dyedviestépa (PA. mapdypao 5.1), edv Kamolog achevic ekdnAmcet
coPapn Lolpwén, Ba mpénet vo eeTaotel To evOEXOLEVO AVASTOANG TG Bepameiog Le PovLapLKO
debuvdeotépa Kot Bo mpémetl va emava&loroynBoby ta 0QEAN Kol 01 Kivouvol Tptv amd TV emavEVapEn
¢ Oepameiag. Ot aobeveic mov Aapfavovy ovuapikd duebviestépa Oo Tpémel va kabodnyodvtol va
aVAPEPOLY TO, GUUTTAOUATO TOV AOUDEEDY oToV YaTpd. Ot acbeveig pe coPapég Aopuméelg dev Ba



npénel va Eekvobv Bepaneio pe eovpopikd duebuiestépa LeEypt TV vIoY®PN o1 TNG(TOV)
Aotpwéng(ewv).

Agv mapotnpnonie avénuévn enintmon coPfapmdv Aouméewnv oe acbeveic pe apBuong
Aepgpokvttapmv <0,8 x 10%1 9 <0,5x10%1 (BA. mopdypago 4.8). Edv n Oepancio cuveyiotel mapovcia
HETPLOG £0C GOPAPNC TAPUTETAUEVNG AEUPOTEVING OEV LITOPEL VO, ATTOKAEIGTEL O KIVOUVOG EVKOPLOKNG
roipwéne, cvumeprappavouévng g PML (BA. mapdypago 4.4 vromapdypagpo PML).

Aowdégic and épmnta {owsthpa

"Exovv avaeepbei mepiotatikd Epanta (ooThpa Le Tov @ovpaptko dipebuieotépa (BA. Tapdypapo
4.8). Ztnv mAelovoOTNTd TOVGE, TO TEPIGTATIKG 0L TA TOV U1 coPapd, ®GTOc0, Exouv avapepdei coBapd
TMEPLOTATIKG, 6TO 0Toia cvumeptAappdvovtor o didyvtog Epmng Lwotnpag, 0 0POUAUIKOC EpTNG
Lwotpoc, 0 oTkog £pnng Loothpag, 0 £pmng (OoTNPAg e EKONAMGELS atd TO VEVPIKO GUGTNLA, 1
UNVIyYoeYKeQOAITIOO amd £pmnto {moThpa Kot 1 unviyyopvelitida and épmnta {owotipa. AVTEG o1
OVETIOOUNTEG EVEPYELEG UITOPEL VO, TPOKVYOVV OTOLAONTOTE GTIYUN KOTA TN didpkela g Bepaneiag. Ot
acBeveic Oa mpémetl va mapakoiovBovvta yia onpeio Kot courtdpata Eprnta (OoThpa, E01KE oTNV
TEPITTOOT) TOV AVOPEPETAL GUVLTTAPYOVGA AEUPOTEVia. Xe TEPInT®OT EKONAmONG EpnTa LMGTHPO,
Bo mpémer va xopnynOel katdAnin Oepancia yia tov Epmnrta {wotipa. Oa npénel va eEgtdleton 10
€VOEYOLEVO TTPOCMPIVIG dtoKoTNG NG Bepaneiag o acbeveig pe coPapés AotumdEelg puéypt v
vroy®pnon g Aoipwéng (BA. mapdypao 4.8).

"Evoapén e Bepameiog

H Ogpamncio Oo mpémet vo EeKva 6Tad1KA TPOKEWEVOL VO LELDBEL 1] lLpdviorn epuBpilaonc kot
YOOTPEVTEPIKMDY OVETOOUNTOV evepyelmv (PA. mapdypapo 4.2).

Y Ovdpouo Fanconi

"Exouvv avoeepbel mepiotaticd cuvdpopov Fanconi pe m xpnon evog eaprakenTikol tpoidviog mon
TEPLEYEL POLUAPIKO SUEDVAESTEP GE GLVOVAGHO LE AAALOVS EGTEPEG TOL POLHOPLKOV 0&€oc. H
Tpdwun didyvmon Tov cvvdpduov Fanconi kot 1 dwaxonh g Oeponeiog pe ovpapikd dipebvieotépa
€lval GNUAVTIKEG Y100 TV TPOANYT] TNG EUQAVIOT|G VEPPIKNG OVGAEITOVPYIONG KOl 0GTEOUAAAKVLVGNC,
KkaBd¢ T0 cvvopopo gival cuvnBwg avaotpéyyo. Ta o onuavtikd onueio givol TpoTeivovpia,
yAvkolovpia ([e PLGLOAOYIKE ENITESN GOKYAPOV GTO Oila), VIEPULYOELOLPIN KO POCPOTOVPIN
(mBavag cuvurTapyovoa e vropwoeataio). H eEEMEN g vodcov propel va mepthapfavet
GUUTTMUOTO OTT®G 1| TOAVOVPia, 1| TOAVSYia Kl 1) €yyY0G LUIKT aduvapio. e GTAVIEC TEPITTAOCELS,
VTOPMGPATULLIKNG OGTEOUAAGKVVONG LLE U EVIOTIGUEVO OGTIKO TOVO, UTOPEL VO TPOKHYOLV
avENUEVE ETIMEDD, AAKOALKNG QOCPOTACNG GTOV 0pO KAl KOTAYLOTa amrd vITepPoAtkn emPBapuvon.

Eivon onuavtikd va onpeiwdei 6t to chvdépopo Fanconi propei vo ekdnimBei yopic avénuéva enineda

KpeTVIivG N Yo UMAO puOud oTEpaOTIKNG 01 BnonG. Xe TEPITTOON 0CUPOY CUUTTOUAT®V, O
npénel va. eEetaoTel To evogyOuevo cuvdpdpov Fanconi kot va dievepynBovv ot kotdinieg eEgtdoeic.

"Exdoya

AVt 10 PapROKELTIKO TPOidV TTEPLEXEL AydTEPO atd 1 mmol vatpiov (23 mQ) g kdOe koydkio,
dnAadn ovolaoTikd givor «elebBepo vatpiovy.

45  Aliemopaosig ne GALO QUPROKEVTIKG TPOTOVTA KO GAAeS popPEc alinieniopaong

Avtuiveomhaopotikéc Oepaneisc, avocokotooTalTikEC Oepomeiec N Ogpameiec LE KOPTIKOGTEPOELON

O povpapkdg dpeburectépag dev €xel pelen el oe cLVOLAGUO UE AVTIVEOTAOCUATIKEG 1)
OVOGOKOTAGTOATIKESG Bepameies, GUVETMDG AMOITEITAL TPOGOYT KATE TNV TALTOYPOVT YOPNYNON. ZE
KMVIKEG LEAETEG Y10 TNV TOAAATAT GKAN|PLVGT, 1| TOVTOY POV Bepameio VTOTPOTAOV Le Bpayd KOKAO
EVOOPAEPLOV KOPTIKOGTEPOEIODV OEV GUGYETIOTNKE LLE KAIVIKG GYETIKT aENGT TV AOUDEEDV.



Eupoia

H ovyyopnynon un {dviov euforiov copeanva pe to efvikd tpoypaupate epforilacumv Bo Tpénel va
e€etdleton katd ™ ddpkeln TG Oepanciog pe povpapid dipuebviectépa. e o KMVIKN LEAETN OTNV
omoia cvppeteiyov cuvoAlkd 71 acbeveic pe YAIIE, ot acBeveic vmd aywyn pe @ovuapikod
dyebvreotépa 240 mg 500 popéc nuepnoing Yo TovAdyiotov 6 unveg (N=38) 1 ue Un TEYKLAIOUEYT
wTePPEPOVN Yo TOVAGIGTOV 3 pnveg (N=33), avénTuéay Lo GUYKPIGIUN 0lVOGOAOYIKT ammoKpion (TTov
opifetar wg avénon > 2 popég amd Tov TitAo TPV Kot LETd ToV EUPoAacid) 6TO TOE0EWDES TETAVOL
(avapvnotikdc epPorlacudc) Kot o€ £va, GVLELYUEVO TOAVCUKYAPIOKO EUPOAIO UNVIYYITIOOKOKKOV
opoouddag C (veoavtiydvo). QoT1000, 1 0VOGOAOYIKY OTOKPLOT] GE SL0POPETIKOVS 0POTLITOVG EVOG U
oLlevyHEVOL 23-3UVALOL TOAVCAKYOPLOKOD EUPOAIOV TVELHOVIOKOKKOL (avVTlyOvo aveEapTnTo amd
to T-k0TT0pO) TTOlKIAE GE AUPITEPEG TIG OLLAdES Bepameiag. OETIKN 0VOCOAOYIKT ATOKPION, 1| OTTOlN
opifetar ¢ po avénomn >4 Popég 6ToV TITAO OVTICOUATOV GTo. Tpio PO, enttevydnke og AyoTepa
dropa o€ apEoOTEPES TIg opddeg Bepameiog. [lapatnpndnkav pikpég apOuntikég Sapopég otnv
omdKpion 6To TOE0EIDEG TETAVOL KOl TOV TVEVLOVIOKOKKIKO TTOAVGAKYOPIT 0pOTUTTOV 3 VIEP TNG
oG TNG U TEYKVMMUEVNG LVTEPPEPOVIC.

Agv drotifevtot KAVIKE 0E00UEVO GYETIKGL LLE TIV OTOTEAECUOTIKOTITO KOL TNV AOQAAELN TOV {OVIOV
eEaocBevnuévav epufolmv og acbeveic mov Aappdvovy Bepaneia pe povuapikd dipebviestépa. Ta
euPoOra pe COVTEG KPOOPYAVIGLODS EVOEXETAL VO EVEXOVY aENUEVO KIvVOLVO KAVIKNG AoTpmENG Kot
dev Oa mpémel va yopnyovvtol og acheveic mov AapPdvovv Bepameio pe povpapiko dipuebviectépa
EKTOG €0V, 0€ EAPETIKEG TEPITTMOGELC, OVTOG 0 SOLVNTIKOC Kivdvvog Bewpeitat 6Tt avtiotaduiletatl amd
Tov kivouvo mov dratpéyetl To dropo Adym tov un gppoitacpod.

Al\o. TOPAY®YO. TOV QOLLLOPLKOV 0EE0C

Kotd ™ didpkela g Oepaneiog pe povpaptkd dipebuiestépa, Oo Tpémet vo amoedyeToL N
TAVTOYPOVT] YPNON GAL®V TOPAYDY®V TOV POVUAPIKOV 0EE0G (TOTIK®OV 1| GUGTIULOTIKMV).

e avBpamovg, 0 ovpapikog duebviestépag petaforileTol ekTEVAOC 0md eoTePAGES TPOTOH POACEL
GTN CLGTNUOTIKY KuKAoQOopia, evéd petaforileton Tepartép® PES® TOV KUKAOL TOL TPIKAPPoELALKOD
o&toc, ympic TN CLUUETOYN TOV GVOTAKOTOS TOV KuToYphuatog P450 (CYP). Aev avayvopictnkov
dvvntikoi kivduvotl oAniemdpdoemy amo in Vitro pedéteg avaotoing kot exaywyng tov CYP, and
UEAETT] E P-YAVKOTP®TEIVN 1| ad PEAETEG OEGLELONG TOV POVUAPIKOD dUeBLAESTEPX Kot TOV
@ovuapkoy povopeduieostépa (Tov Pacikol PeTafoAitn Tov Povpapikov dipebuAiectépa) amd
TPWOTEIVES.

Emdpdoeic GAA®V ovsidv otov eovuapikd dwebvieoctépa

ZuvnOn XPNOLOTOIOVUEVO POPUOKEVTIKG TPOTOVTa G€ acbeveig Le TOAAATAN GKANPLVGT, EVOOUVIKT
wtepepovT Prta-1a kot o0&k YAATIpaUEPT, SOKIUAGTNKOV KAVIKE Y10 SUVNTIKEG AAANAETIOPACELS
LLE TOV QOVUOPIKO JUEBVAECTEPA KOl OEV LETEROAAY TO PAPLOKOKIVIITIKO TPOPIA TOV GPOVLLOPIKOV
debuvreotépa.

Yroyeio and peréteg pe vytelg e0eAOVTEG LTOJEUKVOOVVY OTL 1] GYETILOHEVT] [LE TOV POVLOAPIKO
debvieotépa epubpiaon eivor mBavd va pecorafeiton and Tpoostaylovdives. Xe 600 HeAETEG VYOV
gbelovtav, n yoprynon 325 mg (1 10060vVaApOL) AKETVAOGAMKVAIKOD 0£E0G YMPIC EVIEPIKT
emkaAvy, 30 Aentd Tpv omd Tov Povpaptko dpuebvAesTtépa, Tov yopnynnkav yio sSidotnua 4
NUePOV Kot Yo dStdotnua 4 efdopddwv, aviictorya, 6ev LETEPALE TO PUPLLOKOKIVITIKO TPOPIA TOV
oovpapikoy duebvieotépa. Oa mpémel va AneBovv vdyn ot mhavoi Kivovvol mov oyetiovion e
Oepameio e 0KETVAOCAAIKVAIKO 0&D TPV Ao T1 GLYXOPNYNOTN LE POLUAPIKO debuAesTépa GE
aoBeveic pe YAITE. Agv €xet peretn el n pakpoypovia (> 4 eBSopradwv) cuveyng xpnon
OKETLAOGOAIKVAMKOD 0E€0c (PA. Tapaypdapovg 4.4 kat 4.8).

H tavtoypovn Bepameio pe veppoto&iKd QupproKeLTIKA TPoiovTa (OTMG apvOyAVKOGIOES, S10VPTTIKA,
LN GTEPOELDN AVTUPAEYLOVAOIT QAppaKo 1) AlB10) evdéyetar va av&Ncel SuVNTIKG TIC VEPPIKEG



avemBounteg evépyeleg (T.y. Tpateivovpia PA. Tapdypoeo 4.8) o acbeveic ot onoiot Aapupdvouv
@ovpopd dpebuieatépa (PA. Tapdypagpo 4.4 E&etdoelg aipotoc/epyastnplokég eE€TAGELS).

H xotavaioon pETpiov ToGoTTOV 0VOTVEDUATOG eV LETEPULE TNV EKOECT] GTOV POLUAPIKO
dyeBvieotépa kat dev cuoyeTioTNKE e avénon Tev avemBountov evepyeidv. H katavdiwmon
LEYOA®V TOGOTNTMV IoYVPDV AAKOOAOVY®V TOTMV (Le aAkooAkd Pabud peyarvtepo and 30% kot’
0YK0) Oa TPEMEL VAL ATOPEVYETOL Y10 L0, OPOL OTO TH AYT TOL POVLLOPIKOD SeBvAecTtépa, KaBmG TO
OLVOTVEVLOL EVOEYETOL VAL OO YNOEL GE ALENUEVT] GLYVOTITO YOOTPEVIEPIKAOV OVETIOOUNTOV EVEPYELDV.

Emdpdoeic tov povpapikod diwebviectépa o GALEC OVOIES

In vitro peléteg enaywyng tov CYP dev katédei&ov arAnAenidpacn HeTa&d TOL POVOPIKOD
SUeBVAESTEPA KOL TOV AVTIGVAANTTIKOV 0TO TOV GTOUATOC. X€ [id iN VIVO pedétn, n cuyyoprynon
TOV POVUAPIKOD SPEBVAESTEPA [1E EVOL CUVOVAGUEVO OVTIGUAANTTIKO OO TOV GTOHOTOC
(vopyeoTipdrn kot afivololotpadiodn) dev TpokGAece OmOONTOTE GYETIKN LETAPOAT oty £kBeom
G€ AVTIGCVAANTTIKA OO TOV GTONATOG. AgV £Y0VV TPayLotomon0el Leléteg AAANAETIOPACE®DY LE
OVTIGLAAMNTITIKE 0O TOL GTOUOTOG OV TEPEXOVY GAND TPOYECTAYOVA, OCGTOGO OEV OVOUEVETOL
enmidpacn Tov povpapkov diuebviestépa oty Ekbeomn Tovg.

TTowwarpikde TAnbvouodc

Meléteg aAiniemdpioemy £govv TpaypoTonotn el HOvo o EVIAIKEG.
46 Tovipétnra, kOO Kot yarovyio

Kvnon

Yrdpyovv d100éciuo deS0UEVA OO GYETIKA TEPLOPIGUEVO APIOUO EYKDMV YUVOIK®OV (TEPITTOCEL
éxPaong xomong peta&d 300-1.000), pe Paon Eva UNTPM®O KVHGEMV Kol TIG AVBOPUNTEG AVAPOPES LETA
TNV KUKAOPOpio TOL TPOIOVTOC TNV Ayopd. XT0 UNTPDO KLGEMY TOL POVUAPIKOD dieBviectépa,
Kkataypaenkav 289 apoontikd cuiieybeiceg exPfaoelg kdnong o 0o0eveig e TOAAUTAY GKANpLVOT
mov giyav ektebel otov povpapkd dyebvieotépa. H didpeon ddpketa g £xbBeong otov povpapikod
debuvreotépa Moy 4,6 gfdopddec KONoNg e Teploptopévn Ekbeon petd v £ktn efdopddo KOMong
(44 exBaoeig komone). H éxbeon otov povpapid diuebviectépa KoTd T SIGPKELN TOGO TPDUDV
OTUdI®V TG KUNONG KATASEIKVOEL TN UN VAPEN GLYYEVDY SVOTAAGI®OV 1| TOEIKOTNTOG GTO
£uPpoo/veoyvd og cUYKPLOT LE TOV YEVIKO TANBuo L. O Kivovuvog TG TTo HoKpoypoviog EkBeong oTov
oovpapkod dpebuAiectépa | TG £kBeong o€ mo Oy 6Tdde TG Kinong dev givol yvwoTog.

Meléteg oe {ha katédelav avamapay@yikn To&iwkotnta (BA. Tapdypapo 5.3). Qg TpoAnTTikd péTpo,
€lval TPOTIUNTED VA ATOPEVYETAL 1] YPNON TOV POVLUOPIKOV SeBLAESTEPO KATH TN SLAPKELD TNG
Komong. O povpapikog diuebviestépag Oa Tpémel va yopnyeitar katd tn d1dpKeld Tng KUNoNg Hovo
€av amarteiton capmg kol edv To Thavo 6@erog dukatoAoyel Tov THavo Kivovvo yia to Eufpuo.

Oniaopdg

Agv gival yvooto dv 0o povpaptkog dSyueBuiectépag 1 ot LeTaPOAITEG TOV AMEKKPIVOVTOL GTO
avBpamvo yaka. O kivduvoc ota veoyévvnra/Ppéen dev pumopel vo amokieiotel. [Ipémnet va
amo@oototel edv Oa dtaxomel 0 Oniacuoc N av Bo dwaxonei n Oepaneia pe TOV POLHOPIKO
dyeBvieotépa Aappdvovtag vToyn To OPEAOG TOV INAAGHOV Y10 TO Tondl Kot TO OPEAOG TNG
Oepameiog ylo T yovaika.

Tovipdtta

Agv vTapyovV HEGOUEVH GYETIKG, LLE TIC EMOPACELS TOV POVUAPIKOD dipebvuieatépa oty avlpdmivn
yovipuotnta. Agdopuéva amd TPOKAMVIKEG HEAETES OEV VTTOSEIKVOOVV OTL 0 POVUAPIKOS dSeBVLAESTEPOG
umopel va oyetifeton pe avénuévo kivovvo peimong g yovipotntog (BA. mapdypago 5.3).



4.7 Emopacslg 6TV IKOVOTITO 001]YN61S KUl YEIPIGHOD PN AVI|LETOV

O povpapikds dipeBuiectépag dev Exel Kapia 1 £XEL ACHUAVTIN ENXLOPACT TNV IKAVOTITO 001 YNONG

KO XEPIOHOD UnyovnUaT®V.
4.8 AvemOopnteg evépyereg

20VoYT] TOL TPOYIA AGOAAELNC

O1 o cuyvég avemBounteg evépyeteg sivar 1 epubpiaon (35%) kot To yooTpevIEpIKA cuufduata
(dnAadn diappota (14%), vavtio (12%), kothaxd diyog (10%), dhyog dve kotmokng ydpog (10%)). H
gpubpioocm kot To YOoTpeEVTEPIKA GLUPapata Teivouv va EEKIVOUV 6Ta apyka oTadia TG Bepameiog
(1Wwitepa KoTd TOV TPAOTO UNVa) Kol o 0cbeveic ot omoiot eppavilovv epuBpiacm Kol YAoTPEVIEPIKA
ouppdpata, EVOEXETOL AVTA VO GUVEYXIGOVV Va. eUpavilovTal, KoTd StacTtAUaT, KaOOAN T didpkeld
g Oepomeiog pe ovpoptko dipebviestépa. Ot o GLYVE OVOPEPOLEVEG OVETIBVUNTES EVEPYELEG TTOV
odnynoav oe daxonn g Bepaneiog elvar | epuBpiaon (3%) Kot Ta yaotpeviepkd cvpfapata (4%).

e ELEYYOUEVEC E EIKOVIKO QUPLOKO KOl GE U1 EAEYYOUEVEG KAMVIKEG LEAETEC PAONC 2 Kal 3, £xovV
GUVOAIKA AdPel povpaptkd dyuebviestépa 2.513 aobeveig yia ypovikég meptdodovg Emg kat 12 €, pe
ovvolikt| £kBeon 1oodvvaun pe 11.318 avBpomo-£tn. Zvvorkd 1.169 acbeveic £xovv AdPet Oepaneia
UE POLLOPIKO duebuleatépal Yo ToVAGyIGTOV 5 €T Ko 426 acBeveic £xovv AaPet Oepaneia pe
@ovpopkd dpebuieatépa yio TovAdytotov 10 étn. H gumepia oe pun ereyyopeves KAVIKEG dOKIUEG
glval cOLPOVN UE TNV EUTELPIN OE EAEYYOUEVEG LE EIKOVIKO QAPLOKO KAMVIKEC SOKIUEG.

Koatdhloyoc tov avemBountmv EVEPYELDV GE LOPON TIVOKOL

2TOV TOPUKATO TIVOKO, ToPoLGLAloVTal 01 OVETIBVUNTEG EVEPYELEG TTOV TPOKDTTTOVV A0 KAVIKES

UEAETEG, LETEYKPITIKEG LEAETEG ACPAAELNG KOl AVOOPUNTEG AVAPOPEC.

O1 avemBdunteg evépyeieg mapovoialovial fdoet mpotiudpevav dpov kotd MedDRA, avd
Komyopia/Opyaviko Zootpa. H enintoon tov mopakdto avenifOuntov evepyeidv S10TuTOVETOL
GUUOMVA [LE TIG TOPAKATO KATNYOPiES:

- IToAb cvyvég (>1/10)
- Yoyvég (> 1/100 émg < 1/10)

- Oy ovyvég (>1/1.000 £mg <1/100)
- Emavieg (>1/10.000 £wg <1/1.000)

- IToAb ondvieg (<1/10.000)

- Mn yvootég (n ovyvotnta dev umopet vo ektiun0ei pe fdomn ta dtabéoia dedopéva)

Katnyopio/opyaviké cvotnpo
cOp@Ova pue T Paon
dedouévov MedDRA

Avem@ountn avriopacn

Koatnyopia cvyvotnrog

IAOUDEELS KOl TOPUCITOCELS laotpeviepition ZoyveEg
[Tpoiovoa TOAVEGTIOKT Mn yvooTég
Aevkoeykepaiomdfeio (PML)
Epnng Cootnpag Mn yvootég
Atatapoyéc Tov aipatog Kot tov  |(Agppomevia Zoyvéc
AELPUCOD CLGTILOTOC Agvkomevia Zoyvéc
®poupforevio Oy cuyvég
Alotapoyég ovoGOomomTIKOU Y mepevaicOnoio Oy cuyvég
GLGTNLATOG Avaguia&io Mn yvootég
Avorvoln Mn yvootég
Yrmo&ia Mn yvooTEG
'Ymotoon Mn yvooTég
Ayyelooidnuo Mn yvooTég
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Alatapoy€g Tov VELPUKOD IAicOnon koveov ZoyvEg

GLGTNLOTOG

IAyYELOKES OLATOPOAYES EpvBpioon [ToAb cuyvéc
E&ayn Zoyvéc

IAVOTTVEVGTIKEC, OmPOKIKEG

OLOTOPOYES KO SLOTOPOLYES Pwéppora Mn yvooTtég

Lecobwpakiov

[aotpevtepikés drotapoyég Aldppota [ToA0 cuyvéc
Novtio [ToAb cuyvéc
AAYOG Ve KOUMOKNG YDPOS [ToAb cuyvéc
Kotmoko diyog [ToA0 cuyvég
Epetog ZoyveE
Avoneyia Zoyveég
ootpitda Zuyvég
Alatopoyn TOV YOOTPEVTEPIKOD  [ZuyvEg

Hratoyolkég dtatapayss IAVENUEVT] OLOTTOPTIKY PoyvEC
OLLLLYOTPOVGPEPAGT
IAVENUEVT] QUIVOTPOVGOEPACT) TNG [ZVYVEG
oAaviving
Hratwn PAGPN emayopevn and  [Emdvieg
PapLOKO

AwoTopayég Tov déppotoc Kot Tov [ Kvnoudc ZoyVveég

VTOSOPLOL 16TOY EEavOnpa ZuyvEg
EpvOnua >uyvéc
AlomeKio >uyvéc

Alatapoyéc VEQepoV Kol [Mpwrteivovpia Zoyveé

0VPOTOMNTIKOD GLGTNUATOS

["evikég dratapayés Kot

Kotaotdoes ot Béon yopriynong |AlcOnon Oeppov Zoyves

Alepevvi|oelg Métpromn KETOVAV 6To. 0VPOL [ToAb cuyvéc
[Mopovoio AevK®UATIVIIG 6TO 0VPO ZVYVEC
Meiwpévog aptBpdc PuyvEC
AEVKOKLTTAPWV

Teprypaon emreypévav avemBdunTtov EVEPYELDY

Epvbpioon

211G EAEYYOUEVES LE EIKOVIKO QAPULOKO LEAETES, 1| eminton g epvBpiaomg (34% évavtt 4%) kot Tov
eEqyeav (7% évavtt 2%) ftav avénuévn oe acBeveig ot omoiot Erafav Bepameia pe povpapicod
dyebvrieoTtépa GUYKPITIKA pe 0o0gveig ot omoiotl EAafav gucovikd edpuaxo, ovtiotorya. H epubpiaon
ouyva Teprypdpetal og epubpiaon 1 e&dyelg, aAdd pmopel va meprhapfavet kot dAla copufapota (w.y.
BepuotTa, epuBpdtnTo, KVNOUo Kot aicOnon kavcov). Ta coufdpata epvbpiacong teivovy va
Eexvolv ot apyikd otddto tng Bepomeiog (1d1aitepa KATA TOV TPMTO PNVa) Kot 6€ aobeveig ol omoiot
mapovcidovv epubpiact, avtd ta cvpPdpata gival SuvaTov va cuvexicovy va eppavifovtal Katd
Sdtothpato KaBoAn ™ didpkela TG Oepameiog [e Tov povpaptkd dyuebviestépa. e acbeveig pe
gpvBpiaom, n Trelovotnta Tapovsioce cupPduato epuBpiacng Tov Nray HIG | LETPLOG
cofapotnTac. vvoAlkd, 3% v acbevav ot omoiot Edafav Oepameio pe povuapikd dipuedviestépa
dékoyav Moym epubpiaong. ZoPapn epvbpiaon, n onoia puwopel vo yopaktnpileTol amd YEVIKELUEVO
gpunpa, e&avonuo 1/xat kvnopd, mapotnpnonke og Aydtepo amd 1% tov acbevov ot oroiot Elafov
Oepameia pe povpapikd dyuebvreotépa (PA. mopaypapovg 4.2, 4.4 ko 4.5).

Tootpeviepiréc avemBountes evépyeieg

H enintoon tov yootpeviepikdv cupfapdrav (m.y. didppota [14% évavtt 10%], vavtia [12% évavt
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9%], dAyog avm kotuakng xopog [10% évavtt 6%], kothokd dAyog [9% évavtl 4%], Euetog

[8% évavtt 5%] kot dvomeyia [5% Evavtt 3%]) ftav avénuévn o acBeveic o1 omoiot ElaPav Bepomeio
HE @ovHapKO dueBuAEcTEPO GLYKPLTIKA L acBevelg o1 omoiotl EAafav e1KOVIKO PAPOKO, AVTIGTOLYO.
O1 yooTpevTEpIKEG avemIBOUNTEG EVEPYELEG TEIVOLVY VO EEKIVODV GTa 0Py Lk oTdo TG Oepameiog
(Waitepa KOTA TOV TPOTO UNva) Kot 6€ acbeveig ol omoiot Tapove1alovy YOoTPEVTEPIKA GUUPALOTOL,
ovTd etvar Suvotdv vo cvveyicovy va epeavifovtol Katd dtacTiprote KaBoAn T didpKeia g
Oepameiog pe Tov eovpaptkd Syuebviestépa. Ty TAEOVOTNTA TOV A0HEVOV 01 00101 TOPOLGIaGAY
YOOTPEVTEPIKA GuUPapaTa, ovTd fTav A 1 pétplag coPfapotntoc. Téooepa To1g exatod (4%) TV
acBevmv ot omoiot ELafav Bepaneia pe povpaptkd dipebviestépa SiEKOYOV AOY® TOV
YOOTPEVIEPIKAV AVETIBOUNTOV EVEPYEIDV. ZOPapd YUGTPEVTEPIKH CLUUPAUATO, COUTEPIAAUBOVOUEVIG
NG YOOTPEVTEPITIONG KO TNG YAOTPiTIONG, Tapatnphinkay oto 1% tev acbevadv ot onoiotl Erafav
Oepamneio e povpapkd dpebviectépa (PA. Tapdypao 4.2).

Hratikn lerrovpyia

Bédioet dedopévav omd eELeyYOUEVES LLE EIKOVIKO QAPUOKO UEAETEC, 1| TAEIOVOTNTA TOV 0G0EVOVY e
ovénpéva eTimeda NIOTIKOV TPOVOALVASHV epPdvice TIHEG <3 @opéc To ULN. H avénuévn ernintmon
NG 0VOdOL TOV NTOTIKAOV TPAVCAUIVOoHY o€ acBeveig ot omoiotl ELaPav Bepaneio e povpaplcd
debovdeotépa og oyéon e Tovg acbeveic o1 omoiot EAafav elKOVIKO PAPUAKO TopaTnpHOnKe Kupiwg
Katd N SdpKelo TOV TPOTOV 6 unvav Bepaneiag. [apoatnpndnkay avENGES TOV EMTEdIWV TNG
QUVOTPOVOPEPACTG TNG OAOVIVIG KO TNG AOTOPTIKNG OUVOTPOVEOEPACTC KATH >3 Qopég amd TO
ULN, avtictoya, oe 5% ka1 2% tmv acBevav ot onoiot Ehafav eiovikod edppoko kot o€ 6% kot 2%
TV 0cbevov ot omoiot EAafav Bepameia pe povpaptkd dipebvieotépa. Ot dSaKonég AOY® avénuévov
EMIEI®V NAATIKOV Tpaveapvacomv fray <1% kot tav mwapdpoteg oe acbeveic ot omoiot Elafav
Oepamneio e ovpapikd SueBLAECTEPO 1] EIKOVIKO QAPUOKO. Xg HEAETEG EAEYYOLEVEG LE EIKOVIKO
@appako dgv TopatnpHOnKoyV avENCELS TOV EMTEI®V TOV TPAVGAULVACOV KaTd >3 popég 1o ULN pe
TOVTOYPOVEG AVENGELS TNG OAKNG YohepuOpivng katd >2 popég to ULN.

Ao TV epmeipio LeTd TV KuKAOQOpia 6TV ayopd, Exovv avapepBel avénon tov nratikov evidpuwov
KO TEPUTTAOCELS POPUAKOYEVOVS NIATIKNG PAAPNG (AWENCELS TOV EMTESWOV TOV TPAVOAULVACHV KATH
>3 popég 10 ULN pe tontdypoveg ovENoelg TG OMKNG yoAepuBpivng kotd >2 gopéc amd to ULN)
LETE 0t TN YOP1YNOT TOL POVUAPIKOL SUEBVAESTEPA, O1 OTTOIEG LITOYDPTCAV UE TN SOKOTT TNG
Bepameiog.

Aeupomevio

e eheYYOUEVES LLE EIKOVIKO QAPLLOKO HEAETES, Ol TEPLOTOTEPOL aoBeVELG (>98%) elyav PLGI0A0YIKODE
apBpovg Aeppokuttdpmy Tpv amo Ty évapén g Oepancioc. Katd ) Oepaneio pe povuapikod
dyeBvreotépa, 0 HEcOG aplOUOS AEUPOKVTTAP®V PEIOONKE GTO S1AGTN L0 TOV TPATOV £TOVG, LE
enokorovdn otabepomnoinon. Katd péso 6po, o aptfuog twv Aepeokuttdpov petmdnke katd mtepimov
30% o€ oyéomn pe v tiun vapéng. O pécog kot S1aUESOC aplOUdc AEUPOKVTTAP®YV TOPEUELVE EVTOG
pucloroykdv opiov. Iapoatnphdnke apBuodg Aepgorvttdpov <0,5 x 10%/L ot <1% tmv acdevav ot
omoiot éAafav eikovikd appako Kot 6to 6% v acbevav ot omoiot Eafav Bepameio pue povpapkd
Suedvieotépa. MopatnpnOnke aptduoc Aeppokvttdpov <0,2 x 10%L og 1 acbev) o omoiog eiye AdPet
Oepameio e eovpopikd diuebvieatépa Kol oe KavEvay omd Toug aobeveic ol omoiot iyav Aapet
EKOVIKO PAPLOKO.

e KMVIKEG PEAETES (TOGO EAeYYOLEVES OGO Kat U EAEYYOLEVES), 41% TV acbevdv mov Elafov
Oepaneio pe povpapkd dpuebdvrectépa giyav Aepponevia (0pllOUEVT GTIC GLYKEKPIUEVEG LELETES MG
<0,91 x 10%L). Hma Aepgonevio (aptdpoi >0,8 x 10%/L éwg <0,91 x 10%/L) mapatnprdnke oo 28%
10V acdevav, uétpio Aeppomnevia (apdpoi >0,5 x 10%/L émg <0,8 x 10%/L) mov enépeve yia
TovAdyiotov €61 unveg Topatnpndnke oto 11% tov acbevav, coPapn Aeppomevia (apduoi <0,5 x
10%/L) mov enépeve Yo tovddyiotov 6L pfveg mapotnpidnke 6to 2% Ttov acdevav. Ty opdda pe
coPapn Aeppomevia, o oplOUOC AEUPOKVTTAP®V GTNV TAEWOVOTNTA TOV TEPIMTOGE®V Tapéusve <0,5 X
10%/L ue ) ovvéyion e Oepamsiog.
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Emumiéov, og por un ereyyopevn, TPoomTIKY HEAETN LETE TV KVKAOQOpPIia oTnV oyopd, KAt TNV
efdopdoa 48 g Bepamneiog pe povpopikd dyebvieotépa (n=185), mapovcidotnke pétpro (apdpodg
>0,2 x 10%/L éwg <0,4 x 10%/L) 1 coPopn (<0,2 x 10%L) peiwon twv CD4+ T Aepgpokuttdpmy og
1060010 £0¢ 37% 1 6% TV acHevdv, OVTIGTOL 0, EVO TAPOVCLAGTNKE Mo oLV Leimon tov CD8+
T Aep@oxvTTdpmv o6& T0606To 0g 59% TV 0cdevav pe tuég <0,2 x 10%/L kot 610 25% Ttmv
ac0evov pe apdpd <0,1 x 10%/L. Ze eheyydueveg kot un ereyyOUeveS KAMVIKEG pHedéTeG, ot acOevelc
oL dLEKoyav T Bepameio e ovpapkd dipebvieotépa e apBud Aeppokuttdpmy kdtm amd To LLN
TOPOKOAOVOOVVTAY MG TPOC TNV AVAKOUYT] TOV aplfuod Aeppokuttdpmv 6to LLN (BA.

napbypago 5.1).

Tlpoiovoa wolveotiaxy Aevkoeykepotonabeio (PML)

"Exovv avoeepbel pe tov povpapikd diuebvieotépa meptotatikd Aoiumdiemy amd tov 16 John
Cunningham (JCV) nov npoxdiecav PML (BA. mtapdypago 4.4). H PML umopei va. givar Bavatnedpa
N va odnynoetl oe cofapn avannpic. Xe pio ond T1g KAvikég dokipéc, 1 aobevng mov AdpPave
oovuapkd dpebuiectépa ekdnimae PML entt eddpovg Tapatetapévng cofapng Aeppomeviog
(apOpodc Aeppokvttépav kKuping <0,5 x 109/L yia 3,5 étn), pe Oavatneopa EkPact. Metd tv
KuKAopopia Tov Tpoidvtog otny ayopd, n PML exkdniadnke emiong mopovcio LETPLOG KO TTLOGC
Aepgpomeviag (>0,5 x 10%/L £wg <LLN, 6mtmg opileton amd To £0pog avapopdg Tov Tomkon
gpyaoTtnpiov).

e apketég mepurtmoelg PML pe koBopiopéveg vroopddeg T AEUPOKVTTAP®V KOTE TN YPOVIKN GTIYUN
¢ dudyvmeong e PML, o apBpoc tov CD8+ T Agppokuttdpov dometddnke 0Tt NTay LEldpEVOC
dw¢ <0,1 x 10%/L, evd o1 perdoelg tov apduod CD4+ T Aeppokvttdpmv Siépepay (Kopoaivovioy amd
<0,05 0 0,5 x 10%/L) kot cuoyetiCoviay og peyoldtepo Padud pe T cGuvolkn PapdTnTa TG
Aepgomeviog (<0,5 x 10%L éwg <LLN). Zvvenamg, n averoyio CD4+/CD8+ awEndnke 6e owtoig Tovg
aocBeveic.

H mapatetapévn pétpua émg coPapn Aepponevio paivetar va avéavel Tov kivouvo PML pe tov
@ovpopkod dpebuieatépa. Qotdco, £xet eppaviotel PML kot og acBeveic pe o Aepponevia.
EmimAéov, n mhelovotnta tov tepiotatikdv PML petd v kuklogopia tov Tpoidvtog otnv ayopd
&yovv gppaviotel o€ acbeveig nlkiag >50 eTdv.

Aowwéeig amo éprnta (wothipa

"Exovv avaeepbei Aotudéelg and Epnnrta (OGTAP e TO POVHAPIKO d1uebvAecTépa. TN LAKPOYPOVIL
LEAETT eméKTaoNS, oty omoia 1.736 acBeveig pe molhamin okAnpuvon élafav Bepaneia, mepitov 10
5% tov acBevov exdnrocav Eva 1| teplocoTepa cvopPdavta Epmnta (ootipa, omd To omoia o 42%
nrav A, 55% Nrov pérprag Papvnrag Kot to 3% NTov Paplic Lopenc.

O ypdvog £m¢ TNV EKOMMAWDON ATd TNV TPMTH dOCT) TOL POVUAPIKOD SUEBVAESTEPA KOPLOVOTAY OTTO
nepimov 3 uveg €wg 10 étn. Téooepeig asbeveic mapovoiacav cofapd cupfavta, to omoio
vroydpnooyv 6Aa. Ta mepiocdtepa dTop, COUTEPILAUPBAVOUEV®Y EKEIVOV TOL EKONAMOAY GOPapn|
Aolpwén amd Epmnrta {ooTthpa, oV oplBpovg AEUPOKLTIAP®Y VYNAOGTEPOVG OO TO KATMTEPO
QLGLOAOYIKO OP10. Z€ Lo TAEWOVOTNTO ATOU®Y T OTTOLn YAV TALTOYPOVA. APIOLOVG AELPOKVLTTAP®V
ppdtepovg amd to LLN, n Aepponevia aoloynnke g puétpia 1§ cofapn. Metd v kukhogopio
TOV TPOIOVTOGC GTNV Ayopd, TO TEPIGGOTEPA MEPLOTATIKG AOTLOENG oo Epmmta {wothipa NTav pn
coPapd Kot vIoydpnoay e T yopnynon Bepaneiag. Metd v KuKAOPOpia TOV TPOIOVTOG GTNV
ayopd, drotifevion TEPLOPIGUEVE, dEBOUEV GYETIKA UE TOV amOAvTO apBud Aepgpokvttapov (ALC) og
aocBeveic pe Aoipmén amod épmnta (ootipa. Q6TOG0, OTIG TEPUTTMGELS OTOL AVAPEPONKE, Ot
nepiocoTepOl acheveic mapovsiocav pétpa (30,5 x 10%/L fwg < 0,8 x 10%/L) | cofapr (<0,5 x 10%/L
gm¢ 0,2 x 10%/L) repgpomevia (BA. mapdypoago 4.4).

Mpn pooroloyixés Tyes epyaotnplaxmy eéetdoewv

Y& eAeYYOUEVEG LE EKOVIKO QAPHLOKO PEAETES, Ol TILEG TV KETOVAV oTo ovpa (1+ 1 peyaAdtepec)
ntav vymiotepeg o€ acbeveig ol omoiot Erafav Oepameia pe ovpapikod dipuebviestépa (45%) oe
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oLYKPLON e Tovg acbeveig ot omoiot Erafav eikovikd eappako (10%). Aev mapatnpndnkov
avemBOUNTES KAMVIKEG GUVETELES OTIG KAVIKEG QOKIUES.

Ta emimeda g 1,25-01wdpoéuPrrapivine D petwbnkav og acbeveic o1 omoiot Elafav Oepameio pe
@ovpopKd duebuiectépa og oxéon Le Tovg acbeveig o omoiot Erafav E1KOVIKO PAppOKO (O1AECO
TOGO0TO UeloNG o€ GYéon Le TV T avapopds ota 2 £t 25% évavtt 15%, avtictoya), evo ta
enineda g mapabopuovng (PTH) avénbnkav og acbeveig ol omoiot EAafav Oepameio pe povuapikd
dyebvreoTtépa o oyéom Le Tovg 0obeveig o1 omoiotl EAaPav 1KOVIKO PapUaKo (SLAUEST TOCOCTININ
avénomn and v T avaeopds ota 2 £t 29% évavtt 15%, avtictorya). Ot péoeg Tinég kot ya tig 0o
TOPAUETPOVE TOPEUEVOV EVTOC PLGLOAOYIKAOV OpimV.

Mopatnpndnke mopodikny adénomn g HEGC TIUNG TOV NOGIVOPIA®MVY KAT TN SAPKELN TOV TPOTOV 2
unvov Bepamneiog.

TMowwarpikde tAnbvoudc

g [0 0VOLYTNG EMICTLOVOTG, TUYOLOTONUEVT), EAEYXOUEV HE OPACTIKO QAPLOKO JOKIUT

96 eBdouddmv tadratpikoi acbeveic pe YAITZ (n = 7 nhikiog 10 éo¢ katm tov 13 etdv ko n =71
nhkiog 13 éoc katm tov 18 etdv) éhapav Bepameio e 120 mg 600 gopég v nuépa. yio. 7 nuépeg
akolovBovpeva amd 240 mg dvo Qopég TNV NUEPA Yo TO VIOAoUTo TG Bepamneiog. To Tpoeik
ACPAAELNG GTOVG TOLATPIKOVG acBeVElG pAavnKe TOpALOL0 Le ekelvo TTov elye 1O Tapatnpnbei o
eviMkeg acBeveis.

O oyedlaopds TG TUdITPIKTG KAVIKNG SOKUNG NTAV S1opOPETIKOS 0l eKEIVOV TV EAEYXOUEVDV LLE
EIKOVIKO PAPLOKO KAVIKOV SOKIUMV Y10, EVAAIKEG. ZUVETMG, 0V UTOPEL VO, ATOKAEIGTEL 1] GLUPBOAN
TOV GYESAGIOV TNG KAVIKNG SOKLUNG OTIG AptOUNTIKEG S1apOpEG TV avemBOUNTOV GLUBAVTOV
peta&d Tov TodTpKoh Kot ToL EVAAIKOL TANBLGHOD. AlaTapayES TOV YOOTPEVTEPIKOL KAODS Kot
JTaPOYEG TOV OVOTVELGTIKOV GUGTILOTOG, TOL Bdpaka Kot TOV HeG00mPAKION Kot To avemifounto
cupPavta g keparodyiog Kot TG dSvounvoppotag ovaeépdnkay mo cvyvd (= 10%) ctov Todlatpicd
TAnBvoud oe oyéon pe tov evijAiko TAnBuopd. Avtd ta avemfounta coppdvto avaeEpbnikay 6Tovg
nodlatpikovg acbeveic pe ta akdiovda T0GooTd:

o Keparadlyio avapépbnke oto 28% tv acBevodv mov EhaPav Bepomeio e POVHLOPIKOC
dyebvreotépag Evavtt 36% otovg acbeveig mov Ehafav Oepameia pe vtepeepdvn fnta-1ao.

o T[aotpevrepikéc dotapayés avapépnkav 6to 74% twv acbevav mov éhafav Bepaneio pe
povpapcog dpeduiestépag Evavtt 31% otovg acbeveic mov Edafav Bepameia pe vtepeepovN
prra-1o. Meta&d avtmv Tov Slotapoymy, To cuyvA avaeEpOnKe e TO POVUAPIKOS
debuvdeoTtépoc KooK GAyog Kol EUETOC.

o AvamvevoTikés, Oopakikég dtoTapayss Kot dratapayéc pecobwpakiov avaeépbnkay oto 32% tov
acBevav mov Elafav Oepameia pe povpapikog diuebviestépag Evavtt 11% otovg acbeveig mov
EloPav Bepameia pe vteppepovn Prita-1a. Metald avtdv Tov dotapoydv, To cuyva
avapEPONKe LLE TO POVLOPIKOS O1UEBLAESTEPOC AAYOS GTOUATOPAPLYYO Kot Py a.

e Avounvoppota avaeépdnke oto 17% tov acbevdv mov Ehafav Bepameia e povpapikdg
dyebvreotépag Evavtt 7% otovg acBeveic mov EdaPav Oepameia pe wteppepovn frta-la.

& oL UIKPT, avoLyTHG EMGNUOVONG, 1N eAeYYOLevn LeAéTn 24 BSopnadmv og madtoTpikoe acbeveic
pe YAITE nlxiog 13 éwc 17 etdv (120 mg dvo @opéc v nuépa yio 7 nuépeg, akorovbodpevo amd
240 mg 000 Popég TNV NUEPA Yo TO VITOLOTO TG Bepaneiog, N = 22), Tov akoAovONONKe and o
perétn enéktaong 96 efdopadwv (240 mg 6vo @opég v nuépa, N = 20), To TPoPIA AGEALELOG
@avnke TopOLo10 e eKEIVO TOL TapaTPNONKE GTOVG EVIAIKEC 0leOeveic.

Avaopd movoroyoduevav avemfounTmyv EVEPYEIDV

H avagopd mboavoroyoduevov avemBOunTov evepyEL®Y PETH amd T YopNyNon Gdelog KukAopopiag
TOV QUPUAKELTIKOD TPOiIOVTOG elvan onpavtiky. Emitpénet n cvuveyn mapakorlobnon g oxéong
0PEAOVG-KIVOHVOL TOV QPUPUAKEVTIKOD TPOIOVTOG. ZNTEITOL A TOVG EMAYYEALATIES VYELNG VOl
aVaPEPOVY OTTOIEGONTTOTE TOOVOAOYODUEVES OVETIOVUNTEG EVEPYELEG LECH TOV EOVIKOD GLGTNLATOG
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avapopdg Tov avaypdpetol oto [Hopaptnua V

49 Yrepdoooloyia

"Exovv avaeepBei mepiotatikd vrepdocoroyiag pe Tov povpopikd dyebvieotépa. Ta copmtopata
OV TTEPLYPAPTKAV GE GLTE T, TEPIGTUTIKA NTOV GUUPATE LLE TO YVOOTO TPOPIA ACPAAELNG TOV
@OoLLAPIKOD SUEBVAEGTEPA. AV VTLAPYOVY YVOGTEG BEPATELTIKES TOPEUPACELS Y10 TNV EVIoYLON TNG
amoPoAng Tov povpapikod diuebviestépa 00TE VAGPYEL YVOOTO 0VTIO0TO. XE TEPIMTMOOT
VIEPSOCOAOYING, CLUVIGTATOL 1] EVOPEN CUUTTMOUATIKAG VTOCTNPIKTIKNG AYWOYNC, OTTMG EVOEIKVUTOL
KAWVIKA.

5. DOAPMAKOAOTTKEX IATOTHTEX

51 ®@oppokodovopikes 1010TNTES

Ddoppokobepamentikn Katnyopio: AVOGOKATAGTAATIKOL TOPAYOVTES, GALOL 0VOCOKOATAGTOATIKOL
napdyovteg, Kodikog ATC: L04AX07

Mnyoviopoc dpdonc

O unyaviocuog pe Tov omoio 0 Povuapkog dueBviecstépag aokel Tig BepamevTikég Tov dpdoelg otV
TOALOTTAT GKApUVEN dev gival TANPOG KatavonTtog. Ot TPokAMVIKEG LEAETES DTTOSELKVDOVV OTL 1|
(QOPLOKOSVVALIKT OTOKPLOT] GTOV POVUAPIKO diuebviectépa pesolafeital Kupimg HEGH TNG
EVEPYOTOINGTG TNG HETAYPAPIKNG 0600 TOV TupnvikoL mapdyovte Nrf2 [Nuclear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpopikdc duebvieotépag £xel anoderydei 6t emnpedlel péow aviovoog
pvOeng 0. avToéedmTikd yovidia mov eEaptdvial omd tov Nrf2 tov acbevav (m.y. apvdpoyovion
NAD(P)H, kwvovn 1, [NQO1]).

DopUoKOdVVOLKES ETOPAOELC

Emidpaoeic oro ovocomontiko abothuo.

e TPOKMVIKEG KOl KMVIKEG LEAETEC, O POVLOPIKOG SIUEDVAESTEPUG TAPOVGINCE UVTLUPAEYLOVAOIELG
KOl 0VOGOTPOTOTOMTIKEG 1O1OTNTEG. L€ TPOKAIVIKA LOVTEAQ, O POVHAPIKOS O1UeBVAESTEPOC KOl O
QOLUOPKOG povopueduleotépag, 0 KOpLog petaforitng Tov povpapikod dyuebviectépa, pelwoay
ONUAVTIKA TNV EVEPYOTOINGCT T®V 0VOCOKVTTAP®MY KO TNV EXAKOA0LOT amerevfépwon
TPOPAEYUOVMOIDV KUTOKIVAOV MG OVTOTOKPLOT 6T0 PAEYUOVDON epedioparta. Xe KAvIKEG peAéteg
acfevav e Ywopiaot, 0 POVUAPIKOS SIHEBVAESTEPAG EMNPEAGE TOVG PALVOTOTOVS TMV
AELPOKVTTAP®V HEGM KOTIOVCAG pOOLIONG TV TPOPIA TV TPoPAeYLOVOODY KuToKvaV (THIL,
TH17) xou mpodiéBece oe mapaywmyr aviipreypovadmv kutokivav (TH2). O povpapicog
dpedurestépag katédeite OepomevtiKy dpdon o€ TOAATAG HOVTELN GAEYHOVMSGDV Kot
VEVPOPAEYLOVAOBDY TPOVUATIOUOV. X pueréteg @dong 3 oe acBeveig pe ITE (DEFINE, CONFIRM kot
ENDORSE), katd t Oepaneio pe povpopikd dipueduiestépa, ot pécot aplfpol AepeokvTTipmv
pemdnkay, katd péco 6po mepinov katd 30% amd TV apyky TOVG TN, 6TO JSIEGTNLO TOV TPMOTOV
£€100G, e emaxOAoLOT otabeponoinon. Le avtég Tig pehéteg, ol acbeveic mov diékoyav ™ Bepamneio pe
aplOpd AEUPOKVTTAP®V KATM 0md TO KOTMOTATO PUSLoloyikd opto (LLN, 0,9x10%/L)
TOPAKOAOVOOVVTOV MG TPOG TNV OVAKALYT] TOV aptBpov Aepeokuttdpwv oto LLN.

To oynua 1 diyvel 10 T0c00TO TV 06hevdY ToL exTyMOnke 0T EépTacay to LLN, pe fdon
pébodo Kaplan-Meier, yopig mopotetapévn cofapn Aepeomevia. Q¢ Tiun avaeopas tng ovakopyng
(RBL) opiotnke o televtaioc ALC katd ) Oepancio, mpv tn dwokony tng Oepanciag. To exTipdUeEVO
T0606To TV acbevay mov avékapyav 6to LLN (ALC > 0,9 x 10%1) tqv EBSopdda 12 kat tv
EBdopdoa 24, ol omoiot eiyov fmia, péTpia 1| coPapn Aepponevia otnv RBL, mopatifetan otov
ITivaxa 1, Tov [Mivaka 2 kot tov [Tivaka 3 pe dtaotipota epmiotocvvng 95% katd onpeio. To tumikd
opdiua tov Kaplan-Meier exktiunth g cuvaptnong emPioong £yl VIOLOYIGTEL LE TOV TOTO TOL
Greenwood.

15


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Tympa 1: M£0odog Kaplan-Meier, 1060616 060evdv pe avaxapyn oto > LLN 910 kotrape/mm?
(0,9 x 10%/L) amé Tqv Tipn avagopds g avakepyns (RBL)
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= = = (2)500<« RBL ALC <800 (n=124)
— —  (3)800<= RBL ALC <910 (n= 86)

ITocootd acBeviv jie avarkapyn tov ALC oto LLN

RBL 2 u

. : .- Epdouddeg
ApBpde acBevov G Kivouvo
RBL: ALC < 500 xiTapanm’ 18 6 4
REL: ALC = 500 éoog < 800 scbrrapo /mm’ 124 33 17
REL: ALC > 800 oo < 910 schrrapo /mm’ 86 12 4

Inpeioon: Ta 500 kotrapo/mm?, ta 800 kotrapa/mm?® kot to 910 kottope/mm? avricTorovy ot 0,5
x 10%L, 0,8 x 10%L ka1 0,9 x 10%/L avticTouyd.

IMivakag 1: M£0odog Kaplan-Meier, 1060616 a60gvdv mov sktipdton 6t £@racayv 61o LLN,
Nma Aspgonevio oty Ty avagopdg g avaxkapyng (RBL), sapovpévav a60svav pe
napateTopivny cofapi Aepgonevia

ApOpog a60evdv pe Naa T avoagopdg Epdopdda 12 Epdopado 24
Agp@omevia® o€ Kivouvo N=86 N=12 N=4
[Mocootd mov éprace oto 0,81 0,90
LLN (95% CI) (0,71, 0,89) (0,81, 0,96)

* AcBeveic ue ALC <0,9 x_10%/L kou >0,8 x_10%/L wdrrapa /mm? oty RBL, eEatpovpévov achevov
He mapateTauévn cofapn Aepeonevia.

MMivakag 2: MéBodog Kaplan-Meier, 1060616 0.60gv®dv mov ektipdrtol 6t1 épTacay oto LLN,
RETPLO Agp@omevio 6TV TYU| ava@opag g avakapyng (RBL), Eatpovpévov acdevov pe
napateTapévny cofapi Aepgonevia

ApOpoc ac0evarv pe pétpro T avagopdg Epodopdda 12 Epdopada 24
Agp@omevia® o€ Kivouvo N=124 N=33 N=17
[Mocootd mov éprace oto 0,57 0,70
LLN (95% CI) (0,46, 0,67) (0,60, 0,80)

* AcBeveic ue ALC <0,8 x_10%/L kou >0,5 x_10%/L xvrrapa/mm?® oty RBL, e€a1povpévov ac0evavy pe
mopateTaévn cofapn Aspponevia.

IMivakag 3: MéBodog Kaplan-Meier, 1060616 060gvidv wov sktipdton 6T £@Tacav 61o LLN,
cofopi] Aep@omevia oty Tip ava@opds ¢ avakopyns (RBL), sEapovpévov acdevav pne
napoteTapévny cofapi Aepgonevia

ApOpoc acBevarv pe cofapn T avagopag Epodopdda 12 Epdopdoa 24
AENQOTEVIQ” GE KIiVOLVO N=18 N=6 N=4
[Mocoot6 mov £pTace 6To 0,43 0,62
LLN (95% CI) (0,20, 0,75) (0,35, 0,88)

¢ AcBeveic pe ALC <0,5 x 10%/L kottapo/mm? oty RBL, e£0ipovpévav acevdv pie TapateTapévn
cofoapn Aepgomevia.
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KMvikn) omoteAeouatikdTnTo Kol 0GQAAELO,

IIpaypatomomOnkay VO TVYOOTONHEVES, OITAG TVPAEG LEAETEG, OOPKELNG 2 ETAOV, EAEYYOUEVEG LE
gioviko pdpuako (DEFINE pe 1.234 aoBeveic kot CONFIRM pe 1.417 aoBeveic) o aobeveig pe
YAIIE. Xg avtég Tig peAéteg dev copmeptdneOnkay aceveig pe mpoiovoeg popeég IX.

H anoteleopaticotnta (PA. [livaxa 4) kot acedieia kotadeiydnkoav oe acbeveig e fabporoyieg
o dtevpupévn KAipaka kotdotaong avarnpiog (EDSS) mov xopaivovray and 0 €éoc kot 5, o1 omoiot
glyav mopovoIdoel TOLAGYIGTOV 1 VTOTPOTH KATA TN SIAPKELD TOV £TOVG TPV ATO TNV TLYOLOTOINCN 1
oTiG 6 gfdopdoeg mptv amd v Tvyotoroinomn iyav MRI eykepdiov mov Kotadeikvue TovAGyIGTOV Mo
Gd mpocrapfavovoa BraPn (Gd+). H Merétn CONFIRM nepieldufave topin a&oldynon (dniadn
0 10TpOG/0 epgLVNTNG 0 omoiog a&loloyovoe TV avtamdkpion ot Bepameia TnG LEAETNG OeV YvdpLiE
T Bepamein) TOV GLYKPITIKOD PAPLAKOV AVAPOPAS TG 0EIKNG YAUTIPAUEPTC.

> Meiém DEFINE, o1 aceveig elyov T Tapakdto SIAUesa apytkd yopoKTtnplotikd: nAtkio 39 ),
dupkela vocou 7,0 étn, Pabporoyia khipaxoag EDSS 2,0. EmmAéov, 16% tov acBevav giye
BaBporoyia kKiipokoag EDSS > 3,5, 28% &iye > 2 vmotpomég katd to mponyoduevo £1og kot 42% eiye
AGPel Tponyovuévag drheg eykekpiuéveg Bepamneieg ya v X, v kodptn MRI, 36% tev aclevaov
01 omoiot evtdyOnkay otn peAétn elye katd v apykn a&loAdynon Prapeg Gd+ (nésog aptBpog
Bropov Gd+ 1,4).

Yt Merétm CONFIRM, o1 acBeveig elyav To TopoKdTm Stpecst opytkd YOUpoKTNPIOTIKA: NALKio

37 &, duapkela vocou 6,0 1, Babporoyia kKhipakag EDSS 2,5. Emmdéov, 17% tov acBevov eiyxe
Babuporoyia kAhipaxag EDSS > 3,5, 32% eiye >2 vrotponéc Katd to mponyoduevo érog kat 30% eiye
AGPel Tpornyovpuévag dAies eykekpiuéveg Bepamneieg ya v [IX. v kodptn MRI, 45% twv acBevov
ot omoiot evtéyOniav otn pneAén eiye Kotd TV apykn a&loddynon PrdPfeg Gd+ (nécog apBpdc
Bropov Gd+ 2,4).

g oUYKPLON PE AVTOVG TTOL EAAPOV EIKOVIKO AppaKo, ot acBeveic o1 omoiotl ELafov povpapLkd
OebuAesTépa elyov KAVIKG OMLOVTIKY KO CTATICTIK( OTLOVTIKY LEl®OT 6TO KUPLO KOTAANKTIKO
onpeio g perétng DEFINE, dniadn 1o 1060610 TV acfevdv ot omoiotl vrotporiccay oto 2 €T,
KkaOd¢ Kot 610 KoTaAnkTiko onueio tng perétng CONFIRM, dniadn to etnolomoinuévo T06octo
vrotpondv (ARR) ota 2 £1n.

ivaxkoeg 4: Kavikd kotoinkTikd onpeio kol katoinktikd enpeio MRI1 yia tig peréteg DEFINE
ko1t CONFIRM

DEFINE CONFIRM
Ewkoviké [ @ovpapikég  [Ewkoviké |@ovpopikidg O&un]
onedviectépag onedviectépag
pdappoko 240 mg eappoko 240 mg yAoTipapsp
000 POpég TNV 000 Popég TV M
mpépa mpépa
Klvika kotoinktikd onpeia®
Ap. acBevav 408 410 363 359 350
Etnclomompuévo 0,364 0,172*** 0,401 0,224%** 0,286*
M0GOGTO VITOTPOTAOV
Avaroyio TOGOGTOD 0,47 0,56 0,71
(95% CI) (0,37, 0,61) (0,42, 0,74) (0,55, 0,93)
[Mocoo16 pe vrotponn0,461 0,270*** 0,410 0,291** 0,321**
IAvodoyia Kivdbvou 0,51 0,66 0,71
(95% CI) (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
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[ToG06To e 0,271 0,164** 0,169 0,128% 0,156%
emiPBefoiopévn
emdeivoon avamnpiog
12 gfdoudadmv
IAvodoyia Kivdbvou 0,62 0,79 0,93
(95% CI) (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
[Mocooto pe 0,169 0,128# 0,125 0,078# 0,108#
emiPefaiopuévn
emdeivoon avommpiog
24 eBdopdowv
Avaroyio Kivduvov 0,77 0,62 0,87
(95% CI) (0,52, 1,14) (0,37, 1,03) (0,55, 1,38)
Kortoinktikd onpeio
MRI?
Ap. acbevav 165 152 144 147 161
Mécoc (d1ipesog) 16,5 3,2 19,9 5,7 9,6
ap1Opoc vémv 1 (7,0) (1,0)*** (11,0) (2,0)*** (3,0)***
mpdGPATA
dlevpLUEVOVY PAafdv
T2 og ddotTnua 2 €TV
Méomn avaroyia Brapdv 0,15 0,29 0,46
(95% CI) (0,10, 0,23) (0,21, 0,41) (0,33, 0,63)
Mécog (d1ipesog) 1,8 0,1 2,0 0,5 0,7
ap1Buoc Prapov Gd (0) (0)*** (0,0) (0,0)*** (0,0)**
ota 2 £t
IAvaAioyia TOavoTTOV 0,10 0,26 0,39
(95% CI) (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
Mécog (d1bpecoq) 5,7 2,0 8,1 3,8 4.5
ap1Opoc vémv (2,0) (1,0)*** (4,0) (1,0)*** (2,0)**
vromukvev rapov T1
o€ dloTUo 2 ETOV
Méomn avaroyia Brapav 0,28 0,43 0,59
(95% CI) (0,20, 0,39) (0,30, 0,61) (0,42, 0,82)

“O\ec o1 AvaAVGELS TOV KMVIK®V TEMKOV SNUEIDV NTaV 6TOV TANOLGUO Le Tpdbeon Bepamneiog.
PH avélvon MRI ypnoiponomdnke oty xodptn MRI
*Twn p <.0,05, **tyn p <.0,01, ***tiun p <.0,0001, #un 6TOTIOTIKA OTLLOVTIKY

& [0 aVOIKTNG EMOTHOVONG, un eAeyyouevn puerétn enéktaong 8 etov (ENDORSE), evtdydnkay
1.736 emAé&pol acBeveic pe YATIE and tig Paoikcég peréteg (DEFINE kot CONFIRM). O kbdpiog
0TOY0G TNG LEAETNG NTav 1 a&lOAOYNON TG LAKPOYPOVIAG AGPAAELNG TOV POVUAPIKO dtpuedvAesTEPQ
ot aobeveic pe YAITZ. And tovg 1.736 acbeveic, nepinov ot picoi (909, 52%) Adupavav Bepaneio yio
6 ¢ 1 meprocdTepo. O1 501 acheveic AauPavoy cuveyn Bepaneio pe povpapikod dipedviectépa

240 mg dvo popéc v nuépa kat oTig 3 peréteg kot 249 acbeveic, mov eiyov Tponyovuévog Adpet
gikovikd dppoko otig peréteg DEFINE kot CONFIRM, AdpBovav Bepaneia pe 240 mg dvo @opég
v nuépa ot perétn ENDORSE. Ot acbeveic mov AduPavav cuveyduevn Bepaneio Vo opég v
nuépa Erapav Bepameia yio €mg 12 €.

Koartd ) owdpxeta ¢ perétng ENDORSE, o1 mepiocdtepot amd toug [sovg acevels mov siyov Aapet
Oepomeio pe eovpapikd dypuebvieatépa 240 mg dvo Popég v nuépa dev Tapovoiacay vrotpony. [
Tovg acbeveic Vo cuveyouevn Bepameia 600 PoPES TV NUEPA Kol oTIG 3 HEAETEG, TO TPOCAPUOGHUEVO
ARR ntav 0,187 (95% CI: 0,156, 0,224) otig peréteg DEFINE kot CONFIRM «on

0,141 (95% CI: 0,119, 0,167) otn perétn ENDORSE. T, tovg aioBeveic mov giyav mponyovpuiveg
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AGaPet eikoviko eappoxo, to tpocapuocuévo ARR peiwbnke and 0,330 (95% Cl: 0,266, 0,408) otig
peiéteg DEFINE kot CONFIRM ¢ 0,149 (95% ClI: 0,116, 0,190) ot peiétn ENDORSE.

¥t perétn ENDORSE, n mietovomta tov acbevav (> 75%) dev eiyov emPefoaropévn emdeivoon
avoammpiog (Letpovpevn o¢ emdeivmon avamnpiog dtatnpovpevn yio 6 pvec). Ta GLYKEVIPOTIKA
OTOTEAEGLATO KO 0Td TIG TPELG HEAETEC KaTESEIENY OTL 01 0leBeveic oL lyav AdPel PovaPIKd
debuvreotépa eiyov otabepd Kot younAd Tocootd emiPefaiwpéving emdeivoong avornpiog e
elappa avénon otig péoeg Pabporoyieg tng khipokag EDSS ot pedétn ENDORSE. Ot a&lohoynoeig
™me MRI (ém¢ 1o ét0¢ 6, cvumeptlapfavouévav 752 acbevdv mov giyov oto Topeldov copmeptAneOei
otV ko0optn MRI tev peletdv DEFINE kot CONFIRM) é6e1i&av 611 | mheiovotnta tov acbevav
(mepimov 90%) dev giyav Gd mposrapfdvovoeg PAaPec. Katd to 6 £t1, 0 £T1610¢ TPOGOPUOGHUEVOG
pécog apBpog vémv N tpdspata dievpopévayv PAafoav T2 kot véov Prapav T1 napépetve yopunAdc.

AmoteleouotinotnTo o€ AoOEVEIS (e DYNAR dPaoTHPIOTHTO. THS VOGO

Y11g peaéreg DEFINE xor CONFIRM, og o vroopdda acevav e vynin dpactnpldtnto g

vocov, mapatnpnonke otabepr| enidpacn g Bepaneiag oTIg LVIOTPOTES, EVD 1| ENIOPACT GTNV

emdeivaon g avamnpiog Tov TaPAIEVEL Yo 3 Uveg Oev TEKUNPLOONKE copdc. Adym Tov

OYEOGLOD TOV UEAETMV, N VYNATY dpacTnpldTnTa TG VOGOL 0pioTnKe MG e&Ng:

- AobBeveic ue 2 1| teplocOTEPES VIOTPOTEG G £va, £T0G Kal e pia 1 meplocdtepeg Gd
npociapfavovoeg PAGPeg, og payvnTikn Topoypaeio eykepdiov (n=42 atn peiétn DEFINE,
n=51 otn perétn CONFIRM) 7

- AocBeveig ot omoiot dev TAPOVGINCAY AVTATOKPION O VOV TANPY Kol ET0PKN KOKAO Bepameiog
(TovAdyioTov éva €10¢ Bepoameiag) e vtepeepdvn Prita, mopovciacay TovAdyiotov 1 vtoTpomn
TO TPONYOVUEVO £TOG evOS® AduPavay Bepareio Kot elyav TovAdyloTov 9 vVIEpmukveg PAAPES
T2 o1 poyvntikn topoypoeio kpaviov 1 tovAdyiotov 1 Gd nposioufdvovco PAAPN 1 o
acBeveic elyav apetdfAnto 1 avENPEVO TOGOOTO VIOTPOTTMV GTO TPOTYOVUEVO £T0C, GE
ovykpion pe to Tponyovpeva 2 £t (n=177 otn pelétn DEFINE, n=141 ot peiét
CONFIRM).

Howdratpikdc TAnfvoude

H ac@dieia kot 1 amoTEAEGUATIKOTNTA TOV POVLAPIKOD dtueBuiectépa otny Taudiatpikny YAITE
a&lohoynOnKaY GE Uio TVYALOTOMUEVT], AVOLYTNG EMCTIUAVONG, EAEYXOUEVT UE OPACTIKO QUPLLOKO
(wtepeepovn Prita-la) perétn Topdiinlov opddwv oe acbeveic pe YATIZ nikiog 10 émg kdto tov
18 etwv. Exatov mevipvia acbeveic tuyatomomOnkay va Adfovv gite povpapikd dipebviectépa

(240 mg &bo popig TNV Nuépa amd Tov 6TONNTOS) £ite vTEPPEPOVN PriTa-Lla (30 pg evdopvikd pia
@opd v efdopdda) yio 96 efdouades. To KOPLO KATAANKTIKO GNUEIO N)TOV TO TOGOGTO TOV 0GHEVOV
yopig véeg N Tpdopata dievpopéveg veépmokveg PAdPec T2 omnv MRI eykepdiov v efdopdda 96.
To Bacikd devtepevoV KATOANKTIKO OTMEio NToV 0 aplBUog TV VEOV 1 TPOGPATO SIEVPVUEVEOV
vrépmokvav Prafov T2 oty MRI gykepdiov v fdoudda 96. IapatiBevion Teprypapikd
OTOTIOTIKA 6TolXEln KoBmG dev glxe Tpooyediaotel emifefatmtikny vTOHEoN Yo TO KUPLO KATOANKTIKO
omnueio.

To 10600616 TV 0.60evdv oTov TANBVGRO pe TpodBeon yio Oepancio (ITT) wov dev iy véeg M
Tpoopato drevpvpéves PAaPeg T2 oty MRI v gfdopdda 96 ce oyxéon pe Tig TIES avapopas TOV
12,8% vyia tov povpapikd duebvieotépa Evavtt 2,8% oty oudda g wrepeepovng Prta-la. O
pécog apBpog vémv N Tpodceata, dievpopévov Prafav T2 tnv efdopndda 96 oe oyéomn ue TIC TIES
avopPOpPAG, TPOGUPLOGLUEVOS Y10 TOV aptOpd ovamopdc tv PrAafov T2 kot v nhwia (mAnboopog ITT
g€apovpévav Tmv acbevdv ympic peTpioelg LoyvnTiknig Topoypapiog), nrov 12,4 yio t1ov ovpaptkod
dwebvieotépa kat 32,6 yio v wtepeepovn Pnto-Lla.

Koatd ) didpreta TS meptodov g LEAETNG avoLyTNG emionavong 96 efdopdadmv, n Thovotnta
KAMVIKN G vtotponng frav 34% oty opddo Tov ovpapikod dtpuebvieotépa Kot 48% otnv opdda TG
wteppepovng pnta-Lla.

To mpogik acealelng otovg maudiaTpikovg acbeveic (nhikiag 13 émg kbt twv 18 £1dv) mov EAafav
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(QOVLLOPIKO OUEBVAEGTEPO TALY TOLOTIKGA GUVETEG e EKELVO TTOL €lye 1OT Tapatnpnbei o eviAIKeG
acBeveig (PA. mapdypopo 4.8).

52  ®appokokivTIKEG 1010TNTES

O amd ToV GTONATOG YOPNYOVUEVOS POVLOPIKOC SUEBVAESTEPAG VPICTUTAL TOYEID TPOGVOTNLOTIKN
VOPOAVOT| ATO TIG E0TEPAOES KO LETOTPEMETAL GTOV KUPLO UETAPOAITN TOV, TOV POVUAPIKO
povopebvieotépa, o omoiog eivan emiong dpaotikog. O povpapikog diuebviestépag dev eival TOGOTIKA
TPOGOIOPICILOG GTO TAGGLO LETE OO TV At TOL GTOLOTOG XOPT YN O TOV POVLOPLKOD
debuvieotépa. Emopévmg, OAEG 01 QapPHOKOKIVITIKES OVOADGELS TOV OYETILOVTAL LLE TOV POVLAPIKO
dyefvAecTtépa TPOYUATOTOMONKAY [LE TIC GUYKEVIPMGELS TOV POVUAPIKOD LovoueBLAEGTEPO GTO
midopa. Ta papuokokvnTikd dedopéva eAednoay omd acheveic pe moAlamin cKANpLUVEN Kot VYEig
ebelovtéc.

Amoppdonon

H Tmax Tov @ovpapikov povopedviestépa givar 2 émg 2,5 dpeg. Kabmg ta yastpoavOektikd okAnpd
KOWYAKLO OVUAPIKOD SYLEBVAESTEPA TTEPLEYOVY KOKKOVGS, Ol 00101 TPOSTATEHOVTAL OO EVIEPIKN
EMKAALYT), 1 ATOPPOENGN 0eV EEKIVA TPV OO TNV ATTOUAKPVVGT] TOVG OO TO GTOUAYL (YEVIKA GE
AMyotepo amd 1 opa). Metd and yoprynon 240 mg dvo popég T HéEpa Pe PaynTo, 1 SIUEST) LEYIOTN
ovykévipwon (Cmax) firav 1,72 mg/l kar 1 cuvolikn| £xbBeon Tng meployfg KATM amd TV KAUmOAN
(AUC) ftav 8,02 h.mg/l oe acbeveic pe molhamdn okApoven. ZuvoAikd, | Crax kot AUC
av&ndnkav oxeddv avaroyikd oe oyéon e T 6001, 610 0pog dOGe®V TTov peretnOnke (120 Mg émg
360 mQ). e pehéteg o acbeveic pe TOALOTAY oKApLVGT, YopnyHonKav d6celg Tv dvo 240 mg pe
dpopd 4 ®pdV 670 TG0 EVOC BOGOAOYIKOV GYNUATOS TPEIS POPES TNV NUEPA. AVTO glxe ®C
AmOTELEC O ELAYIOTN GLGCMPEVSN TNG £KBeONC, amodidovtag pia advénomn g dtdpeons Cmax Katd
12% o€ oOykpion pe tn docoroyia 600 @opég nuepnoing (1,72 mg/l yio ) docoroyio 300 Popég TV
nuépa évovtt 1,93 mg/l yia m docoroyia Tpelg popég Ty NUEPN) Y®PIG EMATMOCELS Y10, TV ACQOAAELA.

H tpoon| dev éxel khvikd onuovtiky enidpaocr oty €kbeon tov povpapikov dpebviectépa. Qotdo0,
0 POVLHOPIKOC deBviectépag Oa mpémel va AapPdvetar pali pe eaynto yio vo BeAtimbel 1
AVEKTIKOTNTO, OG0V 0popd TNV gpubpiacn 1N Ti¢ yaoTpeviepikég avemBounteg evépyeteg (PA.
Tapdypoeo 4.2).

Kotavopn
O eovopEVIKOG OYKOG KOTAVOUNG LETA TN Xop1ynon omd Tov otopatog 240 Mg ovpaptko
debvreotépa kopaivetor peta&d 60 L kot 90 L. H déopevon tov povpapikol povopebuiestépa amd

TPOTEIVEG 6TO TAAGHO KuUaiveTat, YeVika, peta&d 27% ot 40%.

Buougtaoynuotiopdg

2tovg avBpdmovs, 0 povpapikoc diuebuviectépag petaforileton extevag, pe Aydtepo omd to 0,1%
NG 600G VO ATEKKPIVETOL MG AUETAPANTOC POVUAPIKOG SYEBVAESTEPAG GTA OVPA. APYIKd
petaforiletor 0o e6TEPAGES, UE TAVTOYPOVN TAPOVGIN GTO YOUOTPEVIEPIKO COANVA, TO AiLLO, KOL TOVG
16TOVG, TPOTOL PHACEL 6T GLOTNUATIKY KVKAoPopia. Metafolileton Teparttép® PEG® TOV KOKAOL
TOL TPIKaPPOELAIKOD 0EE0C, YWPIC TN CLUUETOYN TOV GLGTHLOTOG TOL Kutoypouatog P450 (CYP).
Mio, pedét epdamoé 06ong 240 mg 14C-(p01)u(xpu<01') dyebvreotépa Tavtonoinoe ™ YAvkoln wg tov
KOp1o peTafolritn ot TAAGHO TOL AVOPMTOL. ZTOVG VTOAOITOVS LETAPOAITEG TTOL VANPYAY TNV
KUKAOQOPIO CLYKATOAEYOVTOL TO POVUAPIKO 0ED, TO KITPIKO 0&D Kot 0 POVHOPIKOC
povopebvieotépagc. O koTafoikcodg HETABOAIGUOC TOV POVUAPIKOD 0EE0G TPOYLOTOTOIEITAL HLECH TOV
KOKAOL TOL TpKapPoSvAkoD o&éog, pe v ekmvon CO2 va amotelel tnv KOpla 006 amoBoAnc.

Amofol

H exnvon] CO2 amotekei Tnv kvpia 086 amofoArg Tov ovpaptkov dipueduiectépa, 1) omoia avtioTolyEl
010 60% g d6onG. H amofoin and Toug veppoig Kat Ta KOTPave anoTeLodV SEVTEPEVOVGES 001G
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amoPoAng, ot omoieg avtiotolyovv oto 15,5% Kot 0,9% tng d6ong, avticTorya.

O 1ehkoc ypdvoc nuicelag {ong tov povpaptkov povouebuiestépa gival pkpog (mepimov 1 dpa), evd
dev avevpiokeTol POLUAPIKOS LovopeBVAESTEPAG GTNV KuKAOQOpPio PLeTd omd 24 dpEG, otV
TAELOVOTNTA TOV OVOPAOTOV. AEV TOPATNPEITAL GUGCHPELCT] POVUOPIKOD SUEBVAESTEPA 1
QOVUAPIKOD LOVOUEBVAESTEPQ. Le TOALATAEC OOGEIC POVUAPIKOD SYLEBVAESTEPH GTO TN
Oepamneiog.

Tpopukodtnta

H éxbeom otov povpopikd dypuebuiectépa av&dvel oxedov avarloyikd e d00mg og ePAmas Kot
ToALOTAEG 0OGELS, oTo €0pOg 60cemv and 120 mg éwg 360 mg mov peieTnOnke.

DapuoKoKIVNTIKE 6€ £101K0VE TANOVGHOVC acHevmv

Bdoet tov amotelespdrov g aviivong dtoxdpaveng (ANOVA), T0 copatikd Bapog arnoteAel tnv
Kopra cvppetaPAnti g Ekbeong (Baoet Cpay kot AUC) oe acbeveic pe YAITE, oAAG Sev emnpéace Tig
LETPNOELS TNG OACPAAELNG KO TNG AMOTEAEGLATIKOTNTOC TOV AEI0A0YNONKOY OTIG KAWVIKEG LEAETECG.

To @Olo ka1 NAkia dev £xovv KAMVIKG ONUOVTIKY EXIOPACT] TN GUPLOKOKIVITIKT TOV (POVLOPLKOD
debvieotépa. H pappakoxvntikng oe acbeveig niikiog 65 Kot v dev €xet pedetndel.

Negpirn dvoiertovpyio,

KaBdg 1 veppikr 080G amoteAel pua deutepedovca 006 amofoAng Tov ovpaptkov dipebuAiestépa, M
omoia avtioTolyel o€ Arydtepo amd 16% g xopnyoduevng 066NG, dev mpayuatomodnke a&loAdynon
NG POPUOKOKIVITIKNG GE ATOUN LLE VEQPIKT SuCAELTOVPYIaL.

Hratikn dvolerrovpyio

Kabdc o povpapikde dipebuiestépag Kot 0 govpapikog povopedviestépagc petaforilovrar amd
€0TEPAOES, Y®PIG TNV cCLUUETOYN TOL cuaTthuatog Tov CYP450, dev mpayuatorombnke a&lordynon
NG PUPLOKOKIVITIKNG OE GTOLLO [LE NTATIKT SLGAELTOLPYIOL.

Houdrozpixog ninboouog

To eappakokivntikd Tpo@id Tov 240 mg ovpapikod diuebviestépa dV0 EOPEC TNV NUEPA
a&loloynOnke g o PKpY|, CVOIKTNG EMOTHAVONG, Un EAeYXOpeVN neAétn o aobeveic pe YAIIZ
niikiog 13 émg 17 etdv (N=21). H @opprokokKivnTiki Tov ¢OVLaptKoy SUeBLAEGTEPO GE AVTOVE TOVG
gpnPovg aceveic NTav cuvenrc pe avt ov eiye oM mopatnpnOel oe evijhikeg acevels (Cmax:
2,00£1,29 mg/l, AUCoq.12nr: 3,62+1,16 h.mg/l, mov avtictoryel o€ pa suvolky nuepriota AUC g
t6&ng tav 7,24 h.mg/l).

5.3 TIpoxivikd dgdopéva Yo TNV 00QPAAELN

Ot avemBOUNTEG EVEPYELES TTOV TTEPLYPAPOVTOL OTIG TOPAKAT® EVOTNTEC « ToEKoAoYioy Kot
«Avamoapaywykn ToEikotnTay dev TapatnpnOnKay o KAViIKEG peAétec, oAAG TopatnpriOnKay o€
{oa, o€ enineda £kBeong mapopold e To KAMVIKG emineda EkBeonc.

Tovoto&ikomta
O @ovpopkdc SLUeBVAESTEPOC KO O POVUAPIKOS LOVOUEBVAEGTEPOG TTAV OPVNTIKOT GE 1o, GELPE. in

Vitro doxipaciov (Ames, ypoOUOC®UKES OVOLOALEG 6E KOTTOPO ONAAGTIKOV). O POLHAPIKOG
duebvieotépac NTov apynTIKOS 6NV iN VIVO SoKILAGI0, LIKPOTLUP VA GE 0POLPAIOVE.

Koapkivoyéveon

IIpaypatomomOnkoy LeAETEC KAPKIVOYEVEGTC TOV POVLLOPIKOV deBuAEcTEPD £mG KO 2 €11 GE
ToVTiKLO KO apovpaiove. Xopnynonke povpapikog diueduvAiestépag amd ToL GTOUATOG GE dOGELS 25,
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75, 200 kou 400 mg/kg/muépa og movrikia kai o€ 60ce1g 25, 50, 100 kot 150 mg/kg/muépa oe
apovpaiovg.

Y& TOVTIKO, 1] EXIMTOOCT) TOV KOPKIVAOUOTOG TOV VEQPIK®OV cOANVopiny avénonke ot

d6om tav 75 mg/kgmuépa, o 1odvvaun ékbeorn (AUC) pe ) cuvietdpevn 66on ctov dvBpomo. X
0POVPAIOVS, N EMMTOGCT TOV KUPKIVDLATOS TOV VEPPIKMY COANVIPI®V Kol TOL 0OEVOLUTOS TV
kuttdpov Leydig avénbnke otn d6on tev 100 mg/kg/muépa, o ékBeon mepimov 2 gopéc vymAdTepn
amo TN GLVICTMUEVT 0601 aTov dvOprmo. H onuacio avtdv tov evpnudtov yio Tov Kivouvo otov
avBpomo sivat dyvoort.

H enintoon tov ONA®LOTOC TOV TAOKDI0VE EMONAIOL KoL TOV KOUPKIVAOUOTOG TOV U1 0OEVIKOD
TUNLOTOG TOV GTOUGYOV (TPOSTONY0G) 0vénOnKe oTa TovTiKio 6€ 160dVVaUN EkBEOT e TN
GUVICTMOUEVT 0OGT GTOV AVOPWOTO Kl GTOVG apovpaiove awénonke og €kBeon yaunAdTEPN Omd TN
ocuviotopevn d06on otov avBpomo (Pacel tng AUC). Agv vdpyet avtioTotyo TUqe. 6Tov dvOpwmo pe
OVTO TOL TPOGTOUAYOV TMOV TPOKTIKADV.

To&uoroyia

ITpaypatomombnkay pun KMvIKEG LEAETEG GE TPMKTIKA, KOVVEALD KOt TIONKOVG LE EVOLDPT LLOL
@ovpopko dipedurectépa (povpapikdc dyuebuiectépag og 0,8% vopo&umpomrviopedviokvtTapivic)
7ov YopnynOnke pe otopatikd kobetnpa. H pelém ypoviag toikdtntag oe GKOAOLS
TPOYUATOTOMONKE [LE OO TOL GTOUATOG XOPYNOT TOV KOWYAKIOL POVUAPIKOV dpueBuieatépal.

IToapatnpnOnkoav veppikés alhayéc Hetd and enavalauBovOpIevn YOpnYNoT GOVUAPLKOD
dyefuAieoTtépa 0md TOL GTOUATOG GE TOVTIKLA, APOLPAIOVS, GKHAOLG Kol TONKOVG. e OAa Tal 0N
mopaTnPNONKE avayEvvnon Tov ETBNAMOL TOV VEQPPIKOV COANVAPI®OVY, 1 OTTolo Vol EVOEIKTIKY
BAGPNS. Tlapatnpndnke vrepmTAacio TOV VEPPIKOV COANVAPI®OV GE 0pOVPAIOVS KATE TN XOPNYN oM
doomg @' 0pov Long (LeAétn didpkelag 2 eTmV). e okOAOVG TOL EAafav Kabnueptvé d0celg
@ovpopko duedviectépa amd Tov oToOHNTOC Yo 11 piveg, To vmoAoylshév dpio yia v aTpopio Tov
@Ao100 TapatnpNOnKe og doom 3 Popég peyaAvtepn and T cvvietduevn do6on Pacel tng AUC. Ze
mOKovg wov Erafav kabnuepvd 50celg povuaptkod dueduiectépa and Tov 6TOUATOG Yo 12 ufvec,
TopoTNPNONKE VEKPWOOT LELOVOUEVOV KVTTAP®V GE 00T 2 pOPEG LEYOADTEPT GO TI) GUVIGTMOUEVT|
d6om Pacel g AUC. Atdpeon tvoon kot atpodio Tov Aotol Tapatnpndnkay e d6om 6 popég
ueyolvtepn amod T cuvictouevn doon Pdoet e AUC. H onuocio cvtdv Tmv EPIUETOY Yio TOVG
avBpaTovg dev eival YvooT.

2T0VG OPYELG aPOVPOimV KOl OKOA®VY, TopatnpinKe eKEOAICT TOL EMONAIOL TOV CTEPUATOPOPOV
ocoinvopiov. Ta gvpAuata Tapatnpinkay 6Tovg apovpaiovg 6g 666N TEPimov ion pe T
GUVICTOEVT 80GT] KOl GTOVG GKVAOVG 6€ 600mM 3 popEg HeyaldTepn amd T GuVIGTMHEVT dOoN (Bdoel
™™g AUC). H onuacic autdv Tmv eupnuUatov Yo Toug avipdmovg dev elval yvootn.

Ta evprHOTA GTOV TPOGTOLOYO TOVTIKMY KOl 0POVPOImY OTOTELOVVTAV A0 VIEPTANGIO Kot
VIEPKEPATMOT] TOV TAOKMDOOVG EMONAIOL, AeyUOVN, KaBDS Kol OfA®a Tov TAAKDOVE EMOMNAIOD
KoL KOPKIVOLO 68 HEAETEC SLAPKELNG 3 1) TEPICCOTEPOV UNVOV. AEV VTTAPYEL AVTIGTOLYO TUNLC GTOV
AvOpOTO e QVTO TOV TPOCTOUMYOV TMV TOVIIKMYV KUl T®V 0POLPAIDV.

To&ikdTnTo OTNV OVOTOPUYDYIKN IKAVOTNTO Kol oVATTLEN

H am6 tov otopatog yopnynon eovpopikod diueduiectépa oe 0poEVIKODG apovpaiovg oe docelg 75,
250 ko 375 mg/kg/Mmpépa mpv Ko KoTd T StdpKed Tov {EVYop®UOTOG Oev giye Kaplia enidpacn ot
YOVILOTNTO TV OPGEVIKOV ATOR®MV £mG Kot TV bYNAdTEPN 0601 oL eeTdotnKe (TOVAdYIGTOV 2
QOPEC PLEYOADTEPT OO TN GLVICT®EVT 0601 Pdoel Tg AUC). H and tov otdpatogyopniynon
@ovpapko dpebuiestépa og OnAvkove apovpaiovg o€ ddcels 25, 100 kot 250 mg/kg/muépa Tpv ko
KaTA TN O1dpkela Tov Lgvyapdpatog, kadmg kot péypt tnv Huépa 7 g kdnong, tpokaiece peiwon
oL ap1BLoY TV oTadimv Tov oloTpov avd 14 nuépeg Ko avénoe Tov apdud twv (dwv e
TOPOTETAUEVO ST010TPO aTnVY LYNAOTEPT 600™ oL e€gTdotnke (11 Popég peyardtepn and
ouviotouevn 66on PBacet g AUC). Qotd660, autd ta suprpota dev EXNPEACAY T YOVILOTNTA 1] TOV
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aplBpd Tev Proctuov eufpowv mov dnpovpyRonKay.

O povpapikds dipeBuiectépag Exetl amoderydel 6TL dramepva T PEUPPAVN TOL TAAKOVVTH GTO
EUPPLIKO aiplo APOVPOI®Y KOl KOVVEAIDV, LUE AVAAOYIEG CUYKEVIPHOGE®DY GTO TAUCUA TOV EUPPLOL
TPOog 10 TAASHa TG untépag amod 0,48 éwg 0,64 ko 0,1, avtiotoya. Aev mapatnpnnkay SvoTAacieg
6€ 0MOLaONTOTE HOCT POLLOPIKOV dpebvAestépa o€ apovpaiovg 1| Kovvérld. H amd tov otéuatog
yopnynomn eovuapikov dpebvieotépa o d6oeig 25, 100 kar 250 mg/kg/muépa o KvoPopoHvieg
apOLVPAIOVG KATA T JEPKELD TS TEPLOGOL TNG OPYOVOYEVESN S TPOKAAEGE AVETIOVUNTEG EVEPYELEG OTN
untépa o€ d0om 4 opES LYNAGTEPT OO T CLVIGTOEVT d00T Bdoel Tng AUC, kabmdg Kat younid
Bapog epPpvov kot kabvotépnon g ooteonoinong (LETATAPGIO Kot PAAAYYES TOV THG® AKPWOV) GE
doon 11 popéc vymAdtepn amod T cuvicTdpevn 6601 Paoel g AUC. To younidtepo Bapog tov
euPpvov kot 1 kebvotepnpévn ooteomoinon Bewpndnkav erakorovda g To&kdTNTAg Yo TN UnTépa
(petopévo cmpatikd Papog Kot KOTOVAA®GT TPOPHC).

H and Tov otdpartog yopnynomn eovpapikol dipedviestépa og ddoeig 25, 75 kot 150 mg/kg/Mmuépa og
KLOPOPOVVTOH KOVLVEAQ KATH TN SLAPKELD TNG OPYOVOYEVEST|G OEV E1YE KON EXIOPAOT OTIV AVATTVEN
TOL EUPPLOV, EVD TPOKAAESE LEIOUEVO COUOTIKO BAPOG TNG UNTEPAG GE 30T 7 POPES LYNAOTEPT| TG
GLVIGTAOUEVNG 600TG KOt avENGT TV amofoAdv ce d0om 16 popég VYNAOTEPN A0 TI GUVIGTMOUEVT|
doom Pacet g AUC.

H and tov 6tdp0Tog Yopnynom eovuaptkod dipeduiestépa oe ddoelg 25, 100 kot 250 mg/kg/muépa og
apoOLPAIOVG KATA TN JEPKELD TNG KONOTG KO TNG YUAOVYI0G TPOKAAESE YOUUNAOTEPO COUATIKO PAPOG
otV F1 yevid, kabmng kot kabvotépnon g oeEovalikng wpipavong ota apoevikd g F1 yevidg, oe
doom 11 @opéc vymAdtepn amod T cuvicTdOpevT 600m Bdoet g AUC. Agv mapotmphOnkay emidpdoelg
ot yovinotnto g F1 yevidg. To yopuniotepo copatikd Pépog tov amoydvemv Bempndnie
eMOKOAOLOO NG TOEIKATNTOG OTN UNTEPQL.

Toéwodtnto og veapd {ma,

AVO peléteg ToEIKOTNTOG G€ VEQPOVS 0POVPOIoVG LE KOBMNUEPIVY OO TOV GTOUATOC YOPYNOoN
@ovpaptko dipebvieostépa and Ty nuépa petd ™ yévvnon (PND) 28 éwc v PND 90-93 (niwio
avtioToyyn Ue mepimov ta 3 €T Kol Ave 6ToV AvOp®TO) PoVEPMGOV TUPOUOLEG TOEIKOTNTES OPYAVOV-
GTOY®V GTOVE VEPPOVG KOl TOV TPOGTOLOYO LE EKEIVEC TOV TapaTNPNONKAV 68 eviAka (da. XtV
TPAOTN HEAETY], O POVHOPIKOC OeBLAESTEPOG OV EMNPEAGE TNV OVATTVED, T VEVPOGVUTEPLPOPIKN
KOTAGTOGN 1] T YOVILOTITO GPOEVIKOV Kol ONAVKOV £m¢ TV vynAdTtepn 860m tov 140 mg/kgmuépa
(mepimov 4,6 popég T GLVICTOUEVT 000N 6TOoV AvBpwTo Pdoetl meplopiouévav dedopévav g AUC oe
modtoTpikovs acbeveic). Opoime, ot 0e0TEPT HEAETT, GE APGEVIKOVS VEOPOVG OPOVPAiovs, OV
TopoTNPNONKE Kopio eXiOPOON OTO AVOTAPAYOYIKA KOl EXKOVPIKA OPYOVO TMV OPCEVIKQOV £MG TNV
vynAoTEPN 606N Povpapikoy dpeburestépa tov 375 mg/kg/muépa (mepinov 15 popéc v
ewalopevn AUC ot cuvictopevn Tadtatpikny 80om). QoT1060, 68 ApGEVIKOVE VEAPOVS ApOVPUioVS
VINPYE ELPAVIG LEIOUEVT] TEPLEKTIKOTITA GE AVOPYOVO AANTOH TOV OGTAOV KOl LEIOUEVT] OCGTIKN
TUKVOTITO GTO UNPLOio 00TO Kol TOVG 0GPLIKOVG GTovOOAOVG. MeTafoAEC GTN HETPNOT TG OGTIKNG
TUKVOTNTAG TAPUTNPNONKAY GE VEAPOUG apOVPOIOLE KOl LETA TNV OO TOV GTOUATOG YOPTYNomn
@ovuaptkng dipo&uéing, evog dArov povpaptkod eotépa Tov petaBoliletot in Vivo otov 1810 gvepyd
petafoiitn, tov povpapikd povopedviestépa. To NOAEL yo tig petafforéc ot pétpnon g
0GTIKNG TUKVOTNTAG GE VEAPOVG apovpaiovg eival mepimov 1,5 popég v mbavoroyovuevn AUC ot
GUVICTOUEVT TAOTPIKY 060om. H oyéon twv emdpdcewv 6ta 06Td 6T0 YUUNAITEPO GCOUATIKO BAPOC
glvar mBav, ®GTOCO 1 GLUUETOYN MG AUESTG ETIOpOOTG deV Umopel va, amokAglotel. Ta 0oTIKd
gupnpata tvor TEPLOPIOHEVNC OTHOCTOG Yo TOVG evijMkeg aobeveic. H onpocio yio Toug
TodLTPIKoVC aebeveic dev givatl Yvootn.

6. DOAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Katdrloyog ekdoymv

IIepeyduevo Kayokiov
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KopueArdln votplovyog d106Tavpodeyn

KoAhoedég avudpo 0&gidio Tov Tupitiov

2TEOPLAIKO QOVLOPIKO VATPLO

Svpmodvpepég pebakpuAtkod 0&éog —pebakpuiicon pebviestépa (1:1)

Yvumorvpepés pebarpuAicol 0EEog — axpuAitkov aBuiestépa (1:1), oe dtaomopd 30%
Télkng

Kitpucog tproburestépag

[MoAvcopPikd 80

Movooteatikn YAvkepoin 40-55

Kowydxio
Zghativn

Titaviov d10&gidio (E171)
Z16mMpov o&gidio kitpivo (E172)
Kvavo (E133)

Melévt koyakiov

Koppea Adxkog

Z1dMpov o&eidio pérav (E172)
IIpomvievoyivikoin (E1520)
Yépo&eido tov appmviov 28%

6.2 Acvppotétnreg

Agv gpapudletar.

6.3 Awdpkero omg

3 ypdvia

6.4 Idwitepeg TPoPLLAEELS KOTA T PVLAEN TOV TPOIOVTOG
Mn evAdccete o€ Beppokpacio peyarvtepn twv 30°C.

6.5 ®@VYon Kol GLVOTUTIKA TOV TEPLEKTN

120 mg yaotpoovOekTikd oKANPE Ko aKLo.:

14 7 56 xoydkio og cvoKevLOGies THTOL KLYEANG aovviov/PVC/PVDC.
14 x 1 kdyovleg o€ d1atpnTeg KuyéAES povadag d6omg arovpviov//PVC/PVDC

240 mQ yaotpoavOekTIKd GKANPA KoyaKio.:
14, 56, 168 1 196 kaydxia 6€ cuokevacieg THTOL KYEANG adovpvion/PVC/PVDC.
56 X 1 kdyoviec oe didTpnTeg KuyYELES povadog doong adovuviov//PVC/PVDC

Mmropei va unv KuKAOQPOPOLY OAEG Ol GUGKEVAGIEC.

6.6 Idwitepeg TpoPUAAEELS ambppLYNG

Kda0e aypnoonointo popuokevtikd Tpoidv 1 VTOAEUUA TPETEL VO OTOPPITTETAL GOUPDVO, [LE TIG
KOTA TOTOVE 16YVOVGEC GYETIKEG Sl0TAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Neuraxpharm Pharmaceuticals, S.L.

Avda. Barcelona 69
08970 Sant Joan Despi - Barcelona
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Iomavia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1810/001
EU/1/24/1810/002
EU/1/24/1810/003
EU/1/24/1810/004
EU/1/24/1810/005
EU/1/24/1810/006
EU/1/24/1810/007
EU/1/24/1810/008

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQYXHY THX AAETAX

Huepounvia tpdng €ykpiong:.

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOPIES Y10 TO TAPOV PAPLOKEVTIKO TPOidV givar dtabéoieg oTov dikTLOKO TOTO
tov Evponaikod Opyoavicpod ®apudkov: http://www.ema.europa.eu.
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ITAPAPTHMA 11

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

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

AIMNIOTEAEZIMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

Ovopa kat d1e06vven Tov TOPUCKELAGTH TOL £ival LITEVHLVVOC Yo TNV ATOOEGUEVCT) TOV TOPTIOWY

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski, IToAwvia

l

Zaktady Farmaceutyczne POLPHARMA S.A.
Oddziat Produkcyjny w Nowej Debie
ul. Metalowca 2, 39-460 Nowa Deba, ITolwvia,

A

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi

Barcelona — Ionavio

!

neuraxpharm Arzneimittel GmbH

Elisabeth-Selbert-StralRe 23

40764 Langenfeld - Tepuavio

270 £VTUTTO POAAO 0ONYIOV YPNONG TOV PAPUAKEVTIKOD TPOIOVTOG TPETEL VOL AVAYPAPETAL TO OVOUA
Kot 1) 91evBvuvon ToL TAPAGKELOGTN TOL Elval VIEHOVVOG Y10 TNV ATOOEGUEVLOT] TG GYETIKNG TAPTISNG,.
B. OPOI'H OI IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
DopproKeLTIKO TPOIOV Y10l TO OTTOT0 OmaLTEITAL TEPLOPICUEVT 1oTPIKT cvuvTayn (PA. mapdptnua I:
ITepiinyn tov Xapoktnpiotikdv tov [Ipotdvrog, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHXZEIX THX AAEIAY KYKAO®OPIAX

o Ex0<ce1g meplodikig rapakorovdnong g acparsiag (PSURS)

Ot amartnoelg yio v vofoArr twv PSURS yia to ev Adym @apuoakeutikd Tpoidv opilovial otov
KaTdAOYO UE TIg nuepounvieg avapopdg e Evoong (katdloyoc EURD) mov mapatifetar otnv

apdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe erakolovdng enkaiporoinong
OT®G ONUOCIEVETAL GTIV EVPMTOIKT] SIKTLOKT TOAN Y10 TO PAPLAKAL.

A.  OPOI'H NIEPIOPIEMOI ZXETIKA ME THN AX®AAH KAI ATOTEAEEMATIKH
XPHXIH TOY ®APMAKEYTIKOY ITPOIONTOX

o Xyéo10 owayeipiong kKivovvov (XAK)

O Karoyog Adetag Kvkiopopioag (KAK) Oa die&aydyet Tig amaitodueveg SpacTtnploTNTES Kot
TOPEUPACELS PAPUOKOETAYPVTVIOTG OIS Tapovotdlovtal oto cuppavndéy ZAK mov tapovcidletan

otV evotnta 1.8.2 ¢ adetog kukhopopiag Kot 0molesdNmoTe EMUKOAOVOEC EYKEKPIUEVEC
avaBewpnoelg tov TAK.
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‘Eva emucaiporomuévo XAK Oa npémnel va katotedei:

. Metd and aitnpa tov Evponaikod Opyavicpuod @appdkov,

o OnoTtedNTOTE TPOTOMOLEITAL TO GVGTNUA SLOYEIPLONG KIVOHVOD, EOIKE MG ATOTELEGLO ANYNG
VE®V TANPOPOPIDOV TOV HITOPOVV VOl EMPEPOVLY GNLAVTIKT GAAAYT OTN GYECT] 0PEALOVG-KIVOHVOL
N ©¢ ATOTEAEG LA TNG EMITEVENG EVOG CTLLOVTIKOV OPOGTLLOV (POPUOKOETOYPOTVIION 1
glay1oTomoinon Kvduvov).
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ITAPAPTHMA IIT

ENNIXHMANXH KAI ®YAAO OAHTI'IQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIZ ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Neuraxpharm 120 mg yootpoovOekticd okAnpa Koydkio
QOVLAPIKOG SUEBVAETTEPOG

2. LYNOEXIH XE APAXTIKH(EX) OYZIA(EY)

Ka0e yootpoavhektikd oxinpd kaydxio meptéyxet 120 mg govpaptkov diueburectépa.

3. KATAAOIOX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 yaotpooavOekTikd okANpa Kaydkio
56 yaotpoavOekTiKd GKANPA KoyaKio
14 x 1 yaotpoavierxticd okANpa KoyaKio

| 5. TPOMOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 PUALO 0INYIDOV XPNONG TPV OO TN XPNOT).

Xpnon amd GTOUATOC.

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

Na puAdooetatl o Béomn, TV omoia dev PAETOLV Kal dev TpooeyYilovv Ta Toudid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHEZH(EIE), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH:

9. ETAIKEX XYNOHKEYX OYAAEHX

Mn puAdooete og Oeppokpacio peyarvtepn tov 30°C.

10. IAIAITEPEX IPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
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YIHOAEIMMATQN ITIOY NIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11.

ONOMA KAT AIEYOYNXH KATOXOY THX AAETAY. KYKAO®OPIAX

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Iomavia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1810/001 14 yootpoavOeKTiKd oKANPA Koy oKLl
EU/1/24/1810/002 14 x 1 yootpoavOekTiKd oKANPE Konydikio,
EU/1/24/1810/003 56 yooTpoavOEKTIKG GKANPE Koyl

13.  APIOMOZX IMAPTIAAX
Hoprida:
14. TENIKH KATATAZH I'TA TH ATAGEXH

DoppaKeLTIKO TPOTOV Y10 TO OTTOT0 ATOLTEITOAL TEPLOPICLLEVT] LOTPIKT) GLVTOYT).

| 15.

OAHT'TEX XPHXHX

| 16.

ITAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Neuraxpharm 120 mg

17.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIXAIAXTATOX TPAMMQTOX

KQAIKAX (2D)

A160146T0TOC YPAUU®TOS KDOKAS (2D) Tov pépel Tov TepAn@OEVTa LOVAOIKO aVayVOPLGTIKO KMOKO.

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

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Neuraxpharm 240 mg yoaotpoavOektikd okANpa Konydkiol
QOLUAPIKOG SeBVAECTTEPOG

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

Ka0e yaostpoaviektikd okAnpd kayakio mepiéyel 240 mg govuapikod dyuebvieotépa.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 yaotpoaviekTikd okAnpd KoydKio

56 yaotpoavOekTikd GKANPA Koy aKio
168 yaotpoaviektikd okANpa KoydKio
196 yooTpoovOeKTIKA OKANPE KOy aKLo
56 x 1 yaotpoavOexTiKd okAnpd KoyakKia.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV XPHONG TPV OO TN XPNOT).

Xpnomn amd GTOUATOC.

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

Na puAdooetatl o Béomn, TV omoia dev PAETOLV Kal dev TpooeyYilovv Ta Toudid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHEZH(EIE), EAN EINAI AAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH:

9. EIAIKEX XYNOHKEY OYAAEHX

Mn puAdooete og Oeppokpacio peyarvtepn tov 30°C.
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAX KYKAO®OPIAX

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Iomavia

12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1810/004 14 yaotpoavOekTikd oKANPA KoydKio
EU/1/24/1810/005 56 yooTpoavOEKTIKG GKANPE Konydikial
EU/1/24/1810/006 56 X 1 yaotpoavOekTikd GKkANPA Koy KL,
EU/1/24/1810/007 168 yootpoovOeKTIKG oKANPG, Koy dkio
EU/1/24/1810/008 196 yaotpoovOeKTIKA oKANPA KoyaKio

13. APIOMOZX ITAPTIAAX

Hoprida:

14. TENIKH KATATAZEH I'lA TH ATAGEXH

DoppokeLTIKO TPOTOV Y10 TO OTOT0 ATOLTEITAL TEPLOPIGLLEVT] LOTPIKT] GUVTOYT].

| 15. OAHTIEX XPHIHE

| 16. MAHPO®OPIEX XE BRAILLE

Dimethyl fumarate Neuraxpharm 240 mg

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A163106T0T0C YPOUU®TOC KddKag (2D) mov pépet Tov meptin@Bévta. Lovadtko avoyvVOPLoTIKO KMOKO.

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

PC
SN
NN
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EAAXIEZTEX ENAEIZEIL TOY MPEMEI NA ANATPA®ONTAI XTIEZ L YEKEYAXIEE
KYWEAHX (BLISTER) H =TIZ TAINIEZ (STRIPS)

®YAAOQO BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Neuraxpharm 120 mg yaotpoavOektikd okAnpd Konydkio
QOLLAPIKOG SeBVAETTEPOG

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Neuraxpharm Pharmaceuticals, S.L.

3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIEZTEX ENAEIZEIL TOY MPEMEI NA ANATPA®ONTAI XTIEZ L YEKEYAXIEE
KYWEAHX (BLISTER) H =TIZ TAINIEZ (STRIPS)

®YAAOQO BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Dimethyl fumarate Neuraxpharm 240 mg yoaotpoavOektikd okANpa Konydkio
QOLLAPIKOG SeBVAECTTEPOG

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Neuraxpharm Pharmaceuticals, S.L.

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®viro odNYIOV ypiong: IIAnpogopiss yio Tov a60evi|

Dimethyl fumarate Neuraxpharm 120 mg ya6tpoavOeKTIKG 6KANPE KOWIKLO
Dimethyl fumarate Neuraxpharm 240 mg yu6TpoavOEKTIKG 6KANPE KOWOKLO

QOVUAPIKOG drucBvieotépag

AW0PaoTE TPOGEKTIKG 0AOKANPO TO QVALO 0ONYLAOV YP1 OIS TPLY UPYIGETE VO TAIPVETE AVTO TO

PapRoKo, O10TL TEPLAUUPAVEL CNUAVTIKES TANPOPOPIES Y10, GOG.

- DvArdEte avTd TO PUALO 0dNYIDV XpNong. Tows ypelootel va to dPdcete Eava.

- Edv éxete meportépm amopieg, pmtNoTE TOV Y10TPO 1 TOV PAPLOKOTOL) GG,

- H ovvtayn v autd 10 @appoko yopnynonKe amokAEIoTIKA Yo 60c. Agv TPEMEL VO ODGETE TO
@appoko 6g ahdovg. Mmopel vo Tovg TpoKaAécel BAAPT, aKOUA Kol OTOV TO. CUUTTOUOTO TNG
acBévelog Tovg givor 1010 pe Tal KA GOG.

- Edv mapatnproete kdmoto avemBOunT EVEPYELD, EVILEPMDOTE TOV YIATPO 1 TOV QOPUAKOTOLO
c0c. AVt 1oyvEL Ko Yo KABe mhovn avemBOunTtn evEpyeELn TOL OV AVOPEPETOL OTO TAPOV
@OAAO 0OMy1BV ypriong. BAéne mapdypago 4.

T epLéyeL To TOPOV QVALO 00NYLOV

Tu eivar To Dimethyl fumarate Neuraxpharm kot mowa givat 1 xprion Tov
T npémer va yvopilete Tpv ndpete To Dimethyl fumarate Neuraxpharm
Iwg va wépete To Dimethyl fumarate Neuraxpharm

[MBavég avemBounteg evépyeteg

I va puidooete to Dimethyl fumarate Neuraxpharm

ITepieydpeva ¢ cvokeLAciag Kot Aoutég TANPOPOpies

oukrwpE

1. Tu givor to Dimethyl fumarate Neuraxpharm kot wowa gival n xpiien Tov
T givor To Dimethyl fumarate Neuraxpharm

To Dimethyl fumarate Neuraxpharm givot évo, appoKo mov mepiéyel T dpOCTIKN OVGI0 POVUAPLKO
owpedviectépa.

Iow givar 1 xpfien Tov Dimethyl fumarate Neuraxpharm

To Dimethyl fumarate Neuraxpharm ypnewponorcitar ywa ™ Ogponsio TG vroTpomaioveas-
owAgimovoag worhamhig okinpuveng (II1X) og aoOeveic nhkiog 13 eTOV Kol Avo.

H I1X givon por pakpoypovia tabnon mov exnpedletl o keviptkod vevpikd cvotnua (KNX),
GUUTEPIAAUPAVOLEVOL TOV EYKEPAAOV KOl TOL VOTLaiov pueroV. H vrrotpomidlovca- dtoheimovoa [1X
yopoktnpiletal and emavalapfovoueva, eTelcoole (VITOTPOTES) CUUTTMOUATMOV TOV VEVPIKOD
ocvotiuatoc. Ta copntdpata Steépovy PETaED TV acbevav, aAld cuvnBng Teptlapfavouy
dvokoArieg otn Padion, aicOnua aotdbelog Kot onTiKEG dOveKoMeS (.. Boumn 1 ST 6pacn). Avtd
TO GUUTTMOUOATO EVOEXETAL VO EEAPAVIGTOVV TANPOG OTAV TEPACEL 1| VITOTPOTN, AAAE OplopHéEVa
TpoPApaTe EVOEXETAL VO TAPALEIVOLV.

IMog dpa To Dimethyl fumarate Neuraxpharm
To Dimethyl fumarate Neuraxpharm gaivetat 6t dpa epumodiloviag 10 OULVTIKO GVGTHILO TOV

0PYAVIGLOV GOG OO TO VO, PAATTEL TOV EYKEPOAO KO TOV VOTIOO HLELD Gag. Avtd pmopei emiong va
BonBnoetl onv Kabvotépnon peldovtikng emdeivoong g [X.
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2. T apéner vo, yvopilete Tpwv napete to Dimethyl fumarate Neuraxpharm
Mnyv napete o Dimethyl fumarate Neuraxpharm

- 0€ TEPITTOGT AAAEPYINS GTOV POVUAPIKO dueBvresTépa 1] 6€ OTO100NTOTE GAAO OO TOL
GLGTOTIKA 0VTOD TOV PAPUAKOL (AVOPEPOVTOL GTHV TAPEYpopo 6).

- €0V VTapyEL vToYia 0TI TACYETE 0T PLU GTAVIN EYKEQOAMKY] Aoipén mov AéyeTal
TPOI0VGA TOLVEGTIOKY Asvkogykeparomadela (PML) 1 eav éxar emPefoarwOei PML.

[pocdomomoeis Kot TPOoPUVAAEELS

To Dimethyl fumarate Neuraxpharm umopei vo, ennpedoet tov apOpé Tov AEVKOKVTTAP®OV Gac, TOVG
veEQPOG Kol To Nrap cog. [Ipotod Eekvioete va maipvete Dimethyl fumarate Neuraxpharm, o
ywTpog cag Oa og kKavel o eEETaon aipLaTog Yo vo. LETPOEL TOV 0plOd TV AEVKOKVTTAPWOV GOG
Kot Ba eAéyEet edv Aettovpyohv KaAd ot veepol kot To frap cag. O yatpdc cog Oa cag Kavel
TEPLOOIKA aVTEG TIg eEETACELS KATA TN OldpKeLn TG Oepomeiog. Eqv o aplBudc tov AeVKOKLTTAP®V GOG
pewmet katd tn didprela tng Oepaneiag, o yotpodg oag umopel va eEETAGEL TO EVOEXOUEVO ANYTG
npdcbetwv eEetdoewv N S1aKOTNG NG Bepameiog cag.

Amgv0uvOsite otov YwoTpd cog npv napete To Dimethyl fumarate Neuraxpharm edv &yere:
- coPapn ve@pikn vOco

- cofopn etk voco

- VOGO TOV GTORAYOV 1] TOL EVTEPOV

- cofapn roipmEn (6mwg mvevpovia)

Mmopei va exdnrobel épmng Lootpag pe T Oepameio pe povpapkd diuebviestépa. Xe 0pIopHEVES
MEPUTTAOCELG, EYOVV TPOKVYEL COPUPES EMTAOKEG. A0 TPETEL VO, EVI|UEPDGETE TOV YIUTPO 60 AUECOC,
€6V VTONMTEVEGTE OTL EYETE OTOLOONTOTE GUUTTMOLOTA EPTNTA. (OGTNPAL.

Edv motedete 6T1 1 IIX cog yeipotepedet (.. advvapio 1 aALoyEC 0TV OpaoT) 1| EAV TAPOTNPTCETE
OTOONTOTE VEN COUTTONOTO, amevBLVOEiTE AUESHOC GTOV Y1OTPO OaG, EMEWON LT LITOPEL Vo, eivat Ta.
CUUTTMOUOTO P0G OTAVIOG EYKEPAAKNG Aoipméng mov ovopdaletor PML. H PML givar pio coPapn
wéOnon mov pmopel va emipépel coPapn avommpia 1| Bévaro.

"Exet avagepbel pia omavia oAl cofapn veppiky dtotapoyn tov ovoudletar chvdpopo Fanconi pe
YPNON EVOC PUPUAKOD TOV TEPLEYEL POVLLAPIKO S1eBVAESTEPQ, G GUVOVAGUO UE GAAOVG EGTEPES TOV
@ovuapkoD 0&Eoc, To 0moio yproonoteital yio T Oepomeia TG Ywpioong (LG SEPHOTIKNG
acBévelng). Eqv mapatnpnioete 6t amoPdidete peyoldtepn mocdTNTO 00PWOV, SWATE TEPICCOTEPO KoL
mivete meplocdTEPA VYPA amd 0,TL GLVHOWC, GV AGOAVESTE TOVG UG GOG TTLO AOVVALOVG, EAV CTOICETE
KAmolo 00Td 1| AmAd movdte, angvbuvieite GToV YI0TPd GOC TO GUVTOUOTEPO dVVATO, MCTE VO,
d1epeuvnBovV TEPUTEP® OVTA TOL GUUTTMOTOL.

Hodra ko Eépnpor

Mn dmoete avTd TO PAPLAKO o€ TOdLd NAKiaG KaTto twv 10 e1dv KaBOG dev vITapyovV dtabiciLo
dedopéva, o€ LT TNV NAIKLOKT] Opada.

Alha @appoxe kar Dimethyl fumarate Neuraxpharm

Evnuep@ate Tov Y10TpO 1| TOV QUPROKOTOLO GG EAV TAIPVETE, EXETE TPOSPATO, TAPEL 1] UTOPEL VoL

TOPETE AAAOL QAPLLOKOL, ELOTKA:

- PApLOKO TOL TEPIEXOVY EGTEPES POVUAPLKOV 0E£0G (POVUAPLKA) TOV YPTCLLOTOLOVVTOL Y10,
TNV AVTILETOTION NG YOpiaomg

- Qappoxa wov exNpPedlovy TO AVOGOTOMTIKO GUGTI|LO TOV OPYUVIGUOV GOG
GUUTEPIAOUPAVOLEV®VY YNUEODEPUTELNS, OVOGOKUTAUGTUATIKMOV 1) GAA®MV QUpUIK®V TOV
ypnowonorovvrar Yo T Oepoamneia Tng X

- Pappoxa wov exNpPedlovy TOVG VEPPOVS, CUUTEPLAAUPAVOPEVAOV OPIGLEVOVY AVTIPLOTIKAY

39



(xpnowomotovvtat yio ) Bepaneio AopmdEemv), «diokimv drovpnons» (diovpntikd),
OPOUEVOV TUTOV TEVGITOVEOV (OTOS PovTpoPaivn Kot AL TOPOLOLN AVIIPAEYLOVAOIT,
KaBmG Kot PAPUOKO TOL £XOVV AYOPAGTEL YWPIG WTPIKT GLVTAYN) KOl QOPUAK®OV TOV TEPLEYOLV
AiOwo

- n Aqyn tov Dimethyl fumarate Neuraxpharm pe opispévovg tomovg epporiov (sufodia pe
{dVTES HIKPOOPYOVIGUODS) EVOEXETAL VO GUG TPOKAUAEGEL AOTUWEN KA, CUVETMGS, Oa TPEMEL Vo
OTOQEVYETOL.
O y1atpog oag Ba cag svpPfovievcel oxetikd e To edv Ba mpémet va yopnyndovv dAlot THmot
suporimv (un {ovra eufolia).

To Dimethyl fumarate Neuraxpharm pe owonvevpotdon

H peyardtepn and piog pikpng mocdtrag (meprocdtepo and 50 ml) katavdiwon ioyvpdv
aAkoorlobywv motdv (e aikooko Babud peyardtepo and 30% kat’ 6yKo, m.y. anocTdypota), fo
TPEMEL VO, 0moQeDYETAL Yo dtdotnua piog dpag and T Afyn tov Dimethyl fumarate Neuraxpharm,
KaODC TO OIVOTVELUATOIN UTOPOVV VL OAANAETIOPAGOLV UE 0VTO TO PAPLHOKO. AVTod B propovoe va
TPOKOAEGEL PAEYLLOVT TOV GTOUAYOV (yaoTpitidn), E10IKA O ATOLM TO. OTOl0 Elval 10N EXPPETT OF
yootpitida.

Kinon ko1 Oniaopdg

Edv eiote éyxvog 1 Onidlete, vouilete 0T1 pmopei va giote £ykvog 1 oYeSGLETE VO OTOKTAGETE T,
{ntote TN GuUPOLAN TOL YATPOV 1) TOV PUPLOKOTOIOD GAG TPV TAPETE AVTO TO PAPLLOKO.

Kvnon

Eivon meplopiopéveg ot TAnpo@opiec Tov vadpyovV yio Tig ETOPAGELS CVTOV TOV POPIAKOL GTO
ayévvnto Toudi eav ypnopomombei kot T didpkelo ¢ eykvpocvuvne. Edv iote éykvog un
ypnoponooete to Dimethyl fumarate Neuraxpharm extdg kot €6v to éyete cu{NTAGEL LIE TOV Y10TPO
00 KoL aVTO TO PAPUAKO EIVOAL GOPDS OTUPLITNTO Y10 GOG.

Oniacudc

Agv givor yvooto edv 1 dpactikn ovsia tov Dimethyl fumarate Neuraxpharm nepvé oto untpikd
vaia. O yutpog cog 0o cog cuppfoviedoet edv Oa mpénel va dakdyeTe To ONAAGHO 1 TN YPTOT TOV
Dimethyl fumarate Neuraxpharm. Avti 1 andpaon neptiappavet t otdfpion Tov oeéAovg TOV
OnAacpoD yia To modi oog Kol Tov 0PELOVS TNG Bepameiog yio €06G.

0onynon Ko YEPIGROS POV RATOV
To Dimethyl fumarate Neuraxpharm dev avapévetat vo EXNpeGoEL TNV IKAVOTNTO 037 YNoNG Kal

YEPIGLOD LUNYOVILATWOV.

To Dimethyl fumarate Neuraxpharm wepiéysr varpio
To @dpuaxo avtd mepiéyet Aydtepo and 1 mmol vatpiov (23 mg) avd kaydxio, ivor avtd Tov
ovopalovpe «elevBepo vatpiovy.

3. ag va mapete To Dimethyl fumarate Neuraxpharm

[Tédvtote va maipvete T0 PAPLOKO AVTO AVGTNPE GOUPOVE LE TIC 001 YiES TOV YloTpoy cag. Edv €xete
apePoriec, poTNOTE TOV Y1OTPO GO,

Adon évaping: 120 mg dvo @opig TV Nuépa.

Noa maipvete avth T 6001 EvapEng Y10 TIg TPAOTEG 7 NUEPES KO, KUTOTLV, VO TOAPVETE TNV KOVOVIKN
doon.
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Kavoviki 6061: 240 mg 800 @opéc v nuépa.
To Dimethyl fumarate Neuraxpharm npoopiletot yio yprion and 6TOHaTOC.

Koatamivete k60g kaydxio oAdkinpo, pe Aiyo vepd. Mnv kofete, Opvppatilete, dahverte,
omopleite N pacdte T0 Koywaklo, Kabmg evoéyetatl va avénbodv opiopéveg avemBOUNTeg EVEPYELEC.

No maipvere To Dimethyl fumarate Neuraxpharm pe @oynto — pnopsi vo fondnoet va peiwbovv
KATOlEG 0d TIG TOAD GLYVES avemBOUNTEC EVEPYELEG (AVAPEPOVTAL OTNV TOPAYPOPO 4).

Eav napete peyordtepn d6om Dimethyl fumarate Neuraxpharm emé tnv kavoviki

Edv éxete mapetl mapo moAAd Koydkia, arevdovleite apécws 6Ttov T1oTpo cac. Evocyeton va
TOPOVCIAGETE OVETOVUNTES EVEPYELEC TAPOLOLES LLE EKEIVEC TOV TEPTYPAPOVTUL TOPUKAT®, GTNV
TopAypapo 4.

Eav Egyaoete vo napete o Dimethyl fumarate Neuraxpharm
Edv Egydoate  mapoieiyote pio 001, pnv TAPETE d1TAr] d661.

Mmopeite va mhpeTe 1 0061 TOL TAPUAEIYOTE EAV APNCETE LEGOOIUTTNUA TOVALYIGTOV 4 OPDV
LeTAED TV dOCEWMV. APOPETIKE, TEPILEVETE HEXPL TNV EMOUEV TPOYPOLUOTIGUEVT OCT GOG.

Edv éxete meplocdtepeg EpMTNCELS CYETIKA LLE TN YPNOT AVTOV TOV QUPLAKOV, POTAGTE TOV Y1OTPO 1)
TOV POPUUKOTOL0 GOG.

4, MBavég avemBOUNTES EVEPYELEG

Onwc 6Ma Ta papuaKa, £T61 Kol 0VTO TO PAPLAKO UTOPEL VO TPOKAAEGEL OVETIOVOUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALOVTAL GE OAOVE TOVG AVOPMITOVC.

YoPapég avemOopnTes gvépyereg

To Dimethyl fumarate Neuraxpharm pmopei vo, peidoet tov aptBud Aeppokuttdpov (§vog Tomog
Aegvkokvttdpov). Edv €xete yapnAd apBud Aevkokvttdpov propet va avénbei o kivovvog Aolpnméng,
GUUTEPIAOUPAVOLEVOL TOV KIVOHVOL HLOG GTTAVIOG AOTHMENG TOV £YKeHAOL OV ovopdletal Tpoiovoa
moAveoTtiokn Aevkogykepoionadeio (PML). H PML umopei va odnynoet oe cofapn avornpio 1
0avaro. H PML gppaviotnke petd and 1 €og 5 €t Beponeiog, omdte 0 yotpog cog Oa mpémnetl va
ocuveyioel va mopakolovdel Ta Agvukd cog aoseaipla ko’ OAn ™ dbpkeln G Bepaneiog cog, Evd
Ko gogig Oa mpémel va mapakolovdeite Toxdv duvntikd cvumtdpate g PML, 6mmg meprypaeetot
mapokato. O kivdvvog g PML gvdéyeton va givar vynAotepog edv giyate Adfel oto maperdov
KATO10 QAPLOKO TOL £XEL EMNPEAGEL TN AELTOLPYIKOTNTO TOV CLVOCOTOUTIKOD GOG GUGTHLATOG.

Ta copntouata g PML pmopet va sivon mapopota e avtd e vrotponng g X, Xta copuntdpoto
umopel va meptilapfavovtal véa advvapio 1 emdeivoon e advvapiog ot pic TAELPE TOV GOUOTOC,
ade&loTNTa, AALOYEG GTNV OPAGT), TN GKEYN 1] TI] LVAUT, 7] G0YYLOTN 1 BALAYEG TNG TPOSOTIKOTNTAG, 1
duoKoAieg oTnV opAic KO TNV ETKOVAOVIK TOV S1OPKOVV Y10, TEPIGGOTEPEG OO OPKETES UEPEG,.
Enopévag, edv motevete 011 11X cog emdevaveton 1 €6v TopatnpGETE OTOLOONTOTE VEQ
CLUTTOUOTO EVO Aapfdvete Oepameio e povuaptkd diuebviestépa, givol TOAD GNUAVTIKO VO
WIANCETE LIE TOV Y1ATPO GOG TO GLVTOUOTEPO duvaTd. Emiong, pidnote pe Tov cOVIPOPo 1 Toug
QPOVTIOTEG OOC KOl EVIUEPMOTE TOVG OYETIKA Lie TN Oepaneio cag. Mmopel vo epepovicTovy
GUUTTOOTO TOVL VO UV avtidngbeite ot 10101

2>  Evuepdcte opfcs Tov Y1oTpd 604G £G4V EPQAVIGETE 0TOL00NTOTE 0O OVTE TA
CUUTTTOUATO,
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YoPapic aAAEPYIKEC OVTIOPAGELS

H ovyvomta tev cofapdv aArepytkdv avidpacewy oev pmopel va ektiunBei pe faon to dtbéoyia
dedopéva, (Un YVooTEG).

To KoKKivVIGUO TOV TPOCOTOV N TOL GOUATOS (epvbpiacn) elvar pia TOAD cuyvy avemBOUNTN
gvépyeuwn. Qot0G0, o€ TEpinTmon oL 1 epubpiaon cuvodedeTal amd epvBpd e£avinua 1 kKvidwon Ko
TOPOVCIAGETE OTOLOONTOTE OO AVTA TO GUUTTMLOTOL:

- TPNEO GTO TPOCWOTO, TA XEIAN, TO GTOUO 1) T YADGOW (ayysiooionua,)

- ovptyud, duekoAia otV avamvon n dvorvola, (dvorvora, vrolia)

- {aAn N ammAglo cvveidnong (vrotaon)

TOTE AVTO UTOPEL VO OVTITPOGMOTEVEL Lot GOPapn aALepYIKN avTidpaon (avapvialia).

=2  Awxoyrte ™ Mjyn Tov Dimethyl fumarate Neuraxpharm ko ke,éote apécwg Evay yloTpo

Aldec avemOounTeg vEpysLeg

IMoA¥ ovyvég (umopel va emnpedlovy mepiooidtepa and 1 oro 10 droua)

- KOKKIVIOUO GTO TPOGMOTO 1) 6TO SO0, aicOnua Oeppotrag, (Eotng, KOYILUTOS 1 poyovpOC
(epvbpiaon)

- YOAOPA KOTpOva (drappora)

- aioOnuo adwbecioc (vavtia)

- GTOLOYIKOG TTOVOG 1] CTOUAYIKES KPAUTTEG

2>  HMyn tov gappdxov 60g pe @aynto pumopei va GUUPBAAAEL GTI HEIMOT TOV TOPAUTAVEO
OVETIOOUNTOV EVEPYELDY

Ovoieg mov ovoudlovtat KETOVEG, 01 0TOlEC TAPAYOVTUL PUGLOAOYIKA OO TOV OPYOUVIGUO,
supaviCovtol ToAd cvyva otig eEgtdoeic ovpwv katd t Aqyn tov Dimethyl fumarate Neuraxpharm.

AmevOuvOeite 6TOV Y10TPO G0S GYETIKG LLE TOV TPOTO AVTILETDOTIONG OLTOV TOV AVETIOOUNTOV
gvepyelmv. O y1otpog 60 UTopEl Vo LELDGEL TN 006N 060G MNV HEWDGETE T 006N Gag, EKTOC EAV GUG
TO TEL O YTPOG GOC.

Yoyvés (umopel va emnpedlovv éwg kar 1 ota 10 droua)

- QAEYLOVI] TOL EGMTEPLKOD TOLYDUATOC TOV EVIEPOL (YaTTPEVTEPITION)
- adrobeoio (suetdc)

- dvomeyia

- QAEYLOVT TOV EGMTEPIKOD TOLYDLATOG TOV GTOUAYOL (yaoTpitido)
- YOOTPEVTEPIKT] dloTapoyn

- aioOnpo Koy ipotog

- eEayerg, aioOnuo Beppotnrog

- Qoyovpa 61o dépuo (kvioudc)

- eEdvOn o

- po( 1 kOKKIveg KNAldec 610 déppa (spvOnuc)

- TpromTmon (aAwmTeKio)

AvemBounteg evEPYELEG 01 OTTOTEC EVOEYETAL VO TAPOVGLOGTOVV OTIS EEETAGELS QLATOC 1) 0VP®V

- YOUNAG eminedo AevKokVTTApwV (Aeupomevia, Aevkomevia) oto aipa. O peloPEVOg aptOpog
AgvukokvTTapVv Oa UTopovoE Vo oNOIVEL OTL 0 OPYAVIGUOG GOG Eval AyOTEPO KAVOS VOl
avTipetoniost o Aoipwén. Edv éxete pia cofapr| Aoipmén (0rmgmvevpovia), EVLEPDOTE
OUECMC TOV YLOTPO GOG

- TpwTEives (Aevkwuarivy) ota 00pa

- avénon Tov emmédwv Tov nratikdv eviopov (ALT, AST) oto aipa

Oy ovyvég (umopei va emnpedlovy éwg kar 1 ota 100 drouon)
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- aAlepyikég avTidpaoelsg (vrepevaioctnoic)
- Heimon ToV oponeTaAimV

Yravieg (umopei va emnpealovv £mg kat 1 ota 1.000 dropa)
- oAeypov NTatog Kot avénomn ota enineda nratik®v eviopwv (ALT 7 AST e avvdvaouo ue

x0lepvlpive)

M’q YVOGTEG (1 cuyvoTnTo dev pmopel va ektiun el pe Baomn ta dabécyo dedopéva)
£pmng LOOTAPOG LE COUTTOUATA OIS POVOKAAEG, KAWHO, Gpayohpa 1] TOVOG GTO dEPLL,
ovvnB®G o pio TAEVPA TOV TAV® LEPOVE TOV CAOUOTOG 1] OTO TPOCMOTO, KOl LE AAAL
GUUATMOUOTO, OTOG TLPETOG KOl AdVVAUIN GTO TPOTA GTASL0 TN AOTU®ENG, akoAovBoldueva amd
HOVIAGHLA, QayoVpo. 1] KOKKIVEG KNAIDES e évTovo TOVo

- ouvay (prvoppora).

HMoudia (mhkiog 13 eV Kot avo) kot £enpor

O Topoamdve avemBOUNTEG EVEPYELEG 1GXDOVY KO Y10 TO TTOUOLE KOl TOVG €PN fOVG.

Kamoleg avembBounteg evépyeleg avapépOnkay mo cuyve o€ Todld Kot EPNPove 6€ GYECT| LLE TOVG
EVINAIKEG, T.). TOVOKEPAAOC, CTOUAYIKOG TOVOG 1) GTOHOYIKESG KpAUTES, adtabecia (guetog),
TOVOAULLOG, Pyag Kot etddvvn Ttepiodog (Epunvog poon).

Ava@opd avemBOunTOV EVEPYELOV

Edv mapatnpnoete kdmowo avemBOUNT EVEPYELN, EVIILEPDCTE TOV YIOTPO 1 TOV POPUUKOTOLO GOC.
AvT10 1oyeL Kot Yo kdOe mhavr avemBountn vEPYELR TOL OEV AVAPEPETAL GTO TOPAV GVALO 0dNYIDV
ypnone. Mropeite emiong va avapépete avembounteg evépyeleg amevbeiag, LEo® Tov BvViKoD
GULOTNLOTOG OVAPOPAG TTOL avaypdpeTal oto [apdptnua V. Méom tng avaeopds ovembountomv
gvepyelmv umopeite vo, fondnoete ot GLAAOYN TEPICCOTEP®V TATPOPOPLDOV GYETIKY LE TNV AGPAAELN
TOL TOPOVTOG PAPUAKOL.

5. IMog va poidseete o Dimethyl fumarate Neuraxpharm
To @dpproko ovTd TPETEL VO, PUAACCETOL GE LLEPT) TTOL eV TO PAETOVY KOl dEV TO POAVOLY TO TOdLAL.

Mn puAdooete og Beppokpacio peyarvtepn tov 30°C.

No pn ¥pnoIonoteite avTd T0 APOKO LETE TNV NepoUnvia ANENG TOL AVUPEPETOL GTO KOVTL LETA
v «AHEH». H nuepopmvio Anéng eivor n tedevtaio nuépa Tov UNvo Tov avapEPETaL EKEL.

Mnv mtetdite @APUAKO GTO VEPD TNG OMOYETELONG 1| GTA OlKLaK( aroppippota. Pothote tov
(OPLLOKOTOLO GOG Y0 TO MG VO TETAEETE TAL PAPLLAKO TTOL JEV YPTOILOTOLELTE Tl AvTd T péTpa Oa
Bonbnoovv oty mpoctacio Tov TepPdAiovtog.

6. Iepreydpevo. TG 6VOKEVOGING KOl AOWTES TANpOPOpieg
T egpréyer to Dimethyl fumarate Neuraxpharm

H dpaotiki oveia givar o povpapikog dyebvriestépag.

Dimethyl fumarate Neuraxpharm 120 mg: Kafe kaydxio mepiéyet 120 mg povpaptkond
debuvreotépa.

Dimethyl fumarate Neuraxpharm 240 mg: Kafe koydxio nepiéyet 240 mg govpaptkon
owebvreotépa.

Ta Ghra oveTaTikd gival:

[epreydpevo kayokiov: kapueAloln vatplohyog SlGTaVPOVUEVT), KOAALOEIDES Avudpo 0&eidio Tov
TUPLTIOV, GTEAPLAKO POVLAPIKO VATPLO, GUUTOAVHEPEG LeBakpLAKOD 0EE0C —ueBakpVAIKOD
pebvieotépa, cvumoivpepég pebakpuitkod o&éog — axpvikov atfviestépa (1:1), o daomopd 30%,
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TAAKNC, KITPIKOG TpLofurectépag, TolvcopPikd 80, povooteatikn YAvkepoin 40-55. Kowydiio:
Celativn, Titaviov d1o&eido (E171), o1dnpov o&gidio kitpvo (E172), kvovo (E133). MeAdvt
Konpokiov: kopuen Adxkag, odnpov ofeidio uéhav (E172), tporvievoyivkoin (E1520), vdpoeidio
Tov appwviov 28%.

Epngavien tov Dimethyl fumarate Neuraxpharm kot mepieyopeva te 6V6KeLOGI0G

Ta Dimethyl fumarate Neuraxpharm 120 mg yootpoavOektikd okAnpd kaydKio gival cKAnpa
Koyl Cedativng, urkovg: 19mm, pe Aevkd copa Kol KEADQOC OvVOTYTOD TPAGIVOU YPMLOTOG, LE
Tomopévn v €voeiEn 120 mg oto copa kot dtotifeviol e cuokevacieg Tov epEyovy 14 1 56
Kayakio kot 14 X 1 kdyovdeg og dtdTpnteg KOWEAES pHovadag 66omG.

Ta Dimethyl fumarate Neuraxpharm 240 mg yootpoavOektikd okAnpd kaydxio gival ckAnpa
Kayakio (erativng, uKovg: 23 mm, avoytov TPAGIVOL XPDOUOTOC, LE TUTOUEVT TNV Evoelén 240 mg
070 oo Kot dtoTifevtal 6€ cuokevacieg Tov tepiEyovv 14, 56, 168 1 196 kaydxio kot 56 X 1
KOWOVAES GE dLATPNTEG KOYELEG LOVEADdAG dOOTC.

Mmopei va. pnv Kokho@opobv OAEG 01 CUGKEVAGIEC.

Karoyog Adsrag Kvkhogopiag
Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi - Barcelona
Iomavio

TnA. +34 93 475 96 00

E-mail: medinfo@neuraxpharm.com

Hopaockevactig

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
IToAwvia

Zaktady Farmaceutyczne POLPHARMA S.A.
Oddziat Produkcyjny w Nowej Debie

ul. Metalowca 2, 39-460 Nowa Deba
TToAwvia

Neuraxpharm Pharmaceuticals, S.L.
Avda. Barcelona 69

08970 Sant Joan Despi

Barcelona - Iemavia

neuraxpharm Arzneimittel GmbH
Elisabeth-Selbert-StralRe 23
40764 Langenfeld - T'eppavia

INo omoladnmote TANPOPOPIo, GYETIKG [LE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPUKAAEIGTE VO
amgvBuvbeite otov Tomiko avtimpdésmmo tov Katdyov g Adeiag Kvkiopopiag:

Belgié/Belgique/Belgien Lietuva

Neuraxpharm Belgium Neuraxpharm Pharmaceuticals, S.L.
Teél/Tel: +32 (0)2 732 56 95 Tel:+34 93 475 96 00

Bouarapus Luxembourg/Luxemburg
Neuraxpharm Pharmaceuticals, S.L. Neuraxpharm France
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Ten.: +34 93 475 96 00

Ceska republika
Neuraxpharm Bohemia s.r.0.
Tel: +420 739 232 258

Danmark

Neuraxpharm Sweden AB
TIf: +46 (0)8 30 91 41
(Sverige)

Deutschland

neuraxpharm Arzneimittel GmbH
Tel: +49 2173 1060 0

Eesti

Neuraxpharm Pharmaceuticals, S.L.

Tel: +34 93 475 96 00

E)ada
Brain Therapeutics IKE
TnA: +302109931458

Espafia
Neuraxpharm Spain, S.L.U.
Tel: +34 93 475 96 00

France
Neuraxpharm France
Tél: +33 1.53.62.42.90

Hrvatska

Neuraxpharm Pharmaceuticals, S.L.

T +34 93 475 96 00

Ireland
Neuraxpharm Ireland Ltd.
Tel: +353 (0)1 428 7777

island

Neuraxpharm Sweden AB
Simi: +46 (0)8 30 91 41
(Svipjoo)

Italia
Neuraxpharm Italy S.p.A.
Tel: +39 0736 980619

Kvnpog
Brain Therapeutics IKE
TnA: +302109931458

Latvija
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Tél/Tel: +32 474 62 24 24

Magyarorszag
Neuraxpharm Hungary Kft.
Tel.: +3630 464 6834

Malta
Neuraxpharm Pharmaceuticals, S.L.
Tel.:+34 93 475 96 00

Nederland
Neuraxpharm Netherlands B.V.
Tel.: +31 70 208 5211

Norge

Neuraxpharm Sweden AB
TIf:+46 (0)8 30 91 41
(Sverige)

Osterreich
Neuraxpharm Austria GmbH
Tel.: + 43 (0) 1 208 07 40

Polska
Neuraxpharm Polska Sp. z.0.0.
Tel.: +48 783 423 453

Portugal

Neuraxpharm Portugal, Unipessoal Lda

Tel: +351 910 259 536

Romania
Neuraxpharm Pharmaceuticals, S.L.
Tel: +34 93 475 96 00

Slovenija
Neuraxpharm Pharmaceuticals, S.L.
T +34 93 47596 00

Slovenska republika
Neuraxpharm Slovakia a.s.
Tel: +421 255 425 562

Suomi/Finland
Neuraxpharm Sweden AB
Puh/Tel: +46 (0)8 30 91 41
(Ruotsi/Sverige)

Sverige
Neuraxpharm Sweden AB
Tel: +46 (0)8 30 91 41



Neuraxpharm Pharmaceuticals, S.L.
Tel: +34 93 475 96 00
To mapov evALo 08N YAV xpRoNS avadsmpOnks Yo Televtaia popd eic {MM/EEEE}.

Aemtopepeic TAnpopopieg Yo 10 PappoKo avtd gival dabfécyeg oto dikTvaKo TOTo Tov Evponaicon
Opyavicpov Ooppdxkmv: http://www.ema.europa.eu
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