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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Dimethyl fumarate Neuraxpharm 120 mg yoaotpoavOektikd koydkio, oKANpa
Dimethyl fumarate Neuraxpharm 240 mg yootpoavOektikd Koydkio, oKANpa

2. IMOIOTIKH KAI IIOXOTIKH XYNGEXH N
&
Dimethyl fumarate Neuraxpharm 120 mg: 0
Ka0e xoydxio mepiéxet 120 mg povpopikod dipebviectépa. ()A
@

Dimethyl fumarate Neuraxpharm 240 mg: N~
Ka0e kaydxio mepiéyet 240 mg povpaptkov dipebuiectépa. \Q

IMa tov TAnpn kaTdloyo TV ekddyw®V, PA. Tapdypapo 6.1. N \A
@
A}
3. OAPMAKOTEXNIKH MOP®H ;D((/
TaotpoavOektiKd Koayakio, ckAnpd . 0(/‘

N
Dimethyl fumarate Neuraxpharm 120 mg: oxAnpé koydio CSX(@Q@, pfikoc: 19 mm, pe Aevkd oo
KoL KEADQOG 0voLyTOV TPAGIVOL YPMUATOG, LUE TUTMUEVT TNV ?’&elé’;n 120 mg o710 oo,
O
Dimethyl fumarate Neuraxpharm 240 mg: ocxAnpd Ka\yd@zﬁarwng, pfiKoc: 23 mm, avotytov
TPAGIVOL YPDLOTOG, LE TUTOUEVT TNV EvoelEn 240 mg 9% GMLLOL.

E
o

4. KAINIKEX IIAHPO®OPIEX q}
4.1 OgpomevTikég gvositelg (&)

To Dimethyl fumarate Neuraxpharm sv@wvmt v T Ogpomeio evnAikov Kot TS TpIKOY 0oBeEVdOY
nAkiog 13 etdv kat avo pe Unorpon@vca drodeimovoa moAlomn oxifpvvon (YAIIY).

O

4.2  Aocoloyio kol TpOTOG YOPNINONG

H Bepomeio Oa wpémel va és@b V7o TV emifAeymn 1otpod pe gumelpio otn Bepoameio NG TOAAATANG
oKANpLVONC. A

, o
Aocoloyia . \()
H 660m évapénc @9 120 mg dvo @opég v nuépa. Metd amd 7 nuépec, 1 0601 Ba Tpémet va
avéavetal ot c@wt(busvn doom cuvtipnong tev 240 mg dvo eopéc v nuépa (PA. Tapdypapo
4.4). O
Edv svo@v@svng mapoleiyel pa 660m, dev Ba pénet va Aapfdvetal duthn doon. O acbevig umopei
va Té M 80601 OV TapPEAEIYE LOVO €AV OLPTGEL HLEGOJIAGTNIO 4 ®PDOV PETAED TV SOCEMV.
At €TIKA 0 0oBevig Ba TpEmeL val TEPIUEVEL LEYPL TNV EXOUEVT TPOYPUULATIGUEVT] OOCT.

pocwpvn peimon g d6ong ota 120 Mg 300 QopEG TNV NUEPA EVOEYETOL VO LELDCEL TNV ELPAVIOT
VOPlOoNG Kot YOOTPEVTEPIK®Y OveEmBOUNTOV evepyelmv. Evtog 1 unvog, Ba mpénet va Eavapyicel n
& oUVICTOUEVT 600N cuvtipnong Tv 240 mg 500 @opég TV NUEPAL.

To Dimethyl fumarate Neuraxpharm 6o mpénet va Aappdavetor pe tpoen (PA. mapdypago 5.2). Ta
Tovg aebeveic o1 0moiol evOEyETOL VO EKONAGDCOVY £pLOPIRoN 1 YOOTPEVTEPIKES OVETIOVUNTEG
evépyeteg, 1 Aqyn Dimethyl fumarate Neuraxpharm pe to gaynté evdéyetot vo fedtidoet v



avektikotnra, (BA. mopaypdpovg 4.4, 4.5 ka1 4.8).
Eidwcoi thnBoouoi

Hliiowouévor ~0
2TIG KAWIKEG LEAETEG TOL POVUAPIKOD SebvAestépa VI PYE TEPLOPIOUEVT EkBeO 0IoOEVDY nkmio@*
55 etdv ko Avm, Evo dev cupmeptAapuPavotay enapkng aplduog acbevov niikiog 65 eT@V Kot AVE)

MOTE VO, TPOGOIOPIOTEL EAV ALTOT AVTATOKPIVOVTOL SIAPOPETIKA 0Td TOVG VedTEPOVG acheveic (
mopaypaeo 5.2). Me Bdon tov TpomTo dpdong TS OpUCTIKNG 0VGIag, eV VITAPYOLY esmpnnK&i Yot

Y10, OTOLOONTOTE AMAITNON TPOCAPLOYNG TNG OOOTG O NAIKIMUEVOUG. S

Neppixh kot nrotikn ovoleitovpyio, }(0
O povpapikdg dpuebovrectépag dev €xel peletn el oe acheveic pe veepikn 1 NraTiKn @Skattoupyia.
Me Bdon tig pehéteg KAMVIKNG QUpUAKOAOYIOG, OEV OMALTEITAL TPOSAPUOYN TNG 8()@ (BA. mapdypago
5.2). Anauteiton mpocoyr Kotd tn Oepancio aobevdv pe coPapn vEPPkn 1 nnqr.\t.m dvchettovpyia

(BA. mapdypago 4.4). @
, , S
THoudrorpirog ninBoouog @
H docoloyia givar 1 id1a 6€ eviAKeS KOl GE TodLOTPIKOVG acbeveic n @g 13 et0dv xon dvw. Ta

TapovTa, Sabéoya dedopéva TEPTYPAPOVTOL GTIC Tapaypdpovg 4.4, 6 75.1 ko 5.2.
N

Eivow mepropiopéva ta dtobéoipa dedopéva oe mandd nitkiog u?@%) 10 ko 12 etcdv.
H acpddeio kot 1 amoTELEGUOTIKOTITO TOV POVUOPIKOS 61u89&crépag o€ o018 NAKinG KATO TV

10 etddv dev €xovv akoua TEKUNPLOOEL. @)
Tpémog yopfynong Q\P
T'a xpion amd Tov GTOHTOC. 0

N

To koydkio B mTpénet vo, kaTomiveTon OX()K&@% 0 KOWAKLO 1) TO TEPLEXOUEVO TOV deV Ba TpEmeL va
OpvppartiCetar, va dtonpeital, vo dStoAdeTal, vadmopvleiton 1| va poctétal, Kafog 1 eviepikn
EMKAAVYT TOV KOKK®OV OTOTPEMEL TIC sps(ﬁpm(ég EMOPACELC OTO EVIEPO.

4.3 Avtevocigeag NO)

o

Yrepevaichncio 6tn dpacTiky 06Q{'0L N 6€ KAmo1o amd Ta £KS0Y0 TOV AVOPEPOVTOL TNV TOPAYPUPO
6.1.
Ymoyia mpoiovcag nokvsorbo@']g Aevkoegykeparonddeiog (PML) v emiPeParopévn PML.

4.4  Ewowkéc npoaﬁo&u’loag K0l TPOPUAAEELS KaTA TN (pion

Eé&etdosic aiuaroc/g\@ucm plokéc eEetdoglc

"Exovv mapon p‘@m aAAOYEG OTIC VEPPIKEG EPYACTNPLOKEG EEETAGEIG 08 KAMVIKES HEAETEG O 0oBEVElg
oV UnOBMG@OW o€ Bepameia pe povpaptkd dyuebviestépa (PA. mapdypago 4.8). O KAvikég
EMNTMOGCEL B&)‘rd)v TOV 0AAOYOV OeV Elval YVOGTES. ZuvioTdTol aEloAOYNoN TNE VEPPIKNG AEITOVPYING
(.. kps@revivn, alwto ovpiog aipatog kot avidlvon o0pwv) Tptv amod v Evapén g Beponeiog, petd
amo 3 6 pnveg Bepameiog, kot kaTomy Kabe 6 £0g 12 pnivec, Kabodg Kot OTme EVOEkKVOTOL KAVIKA.

Depliokoyevig nratikn PAAPN, cvumeptiapfavopuévng tng avénong Tov Nrotikav eviipmy [> 3

£G T0 avdTaTo PLG10A0YIKO Opto (ULN)] ko tev emimédmv oAkng xorepvOpivng (> 2 ULN)

opei va TpokAnBel amod ) Bepaneia e povpapikd dpebviestépa. O xpOVOG MG TNV EKONAMON

umopel va eivar dpecog, apketéc fOoUadeg 1 mepiocdtepo. ‘Eyxel mapotnpndel vroyodpnon tov
avemBouuNTOV EVEPYEIDV UETA T dlokonY| Tng Oepameing. Zvviotdtatl a&loAdynon Tov
OUVOTPAVOPEPASHOV GTOV 0pO [(T.Y. apvoTpavepepdon tng araviving (ALT), aomaptikn
apwotpavopepdon (AST)] kot TV emmédwv oMknG xorepLOpivng mpy amd v évapén g Oepameiog
Ko Kot T O1GpKELD aVTNG, OTMG EVOEIKVLTOL KAVIKA.



Ot acBeveic mov Elafav Bepaneio pe povpopikd dypuebviectépa pmopel vo eKdNAMGOVY AEUPOTEVI
(BA. mapdypago 4.8). TIpwv and v évapén g Oepameiag pe povpopikd dyuebviectépa, Tpimel va
mpayparonombel (o Tposean YeVIKN eEETaon aipatog, CUUTEPIAAUBUVOLEVOV TOV AEUPOKVTTAP®YV.
Edv dwomotwbei 6T1 0 ap1Bpog Tov AeppoKuTTap®Y Eval YoUNAGTEPOS OO TO PLGIOAOYIKO E0POG
TILDV, B0 TPETEL VO TPOYLOTOTTOLEITOL EVOEAEYNC 0ELOAOYNOT TOV TOOVOV QUTIDV TPV Old TV £Vl
g Oepameiag pe povpopikd dyuedvieotépa. O povpapikds duebviectépag dev Exel peletn el oe N
acBeveic e TPODTAPYOVTEG YAUNAOVG aPOUOVE AEUPOKVTTAP®Y KOl ATULTEITOL TPOGOYT| KOTA
Oepamncio avtdv TV acbevdv. O povpaptkdg dipuebvieotépag dev Ba mpémel va Eekivd o 0c0eVEIC e
coPapn Aepgomnevia (apOpdg reppokvttdpov <0,5 x 109/1). ()A

@

Metd v évapén g Bepaneiog, TPETEL Vo TPAYULATOTOLOOVTAL YEVIKEG EEETAGELG aiumﬁ;

GUUTEPIAOUPAVOLEV®Y TV AELPOKVTTAP®V, KEOE 3 Unvec. \Q

Ttovg acfeveic pe Aeppomevia GLVIGTATAL AOY® GVENHEVOD KIVSHVOD Y10 TPOIQHSH TOAVECTIOKT

Aevkoegykeparonadeia (PML), avEnuévn enaypidmvnon wg eEnc: »

. O povpapkdg dpedvieotépag Bo Tpémet vo SIOKOTTETAL G 00OEVEIGJAE TOPATETAUEVT cOPopT|
Lepomevio (ap1Opodg Aeppokvttapmv <0,5 x 10%1) mov empévet xﬁpwcérapovg anod 6
HIVES.

o e 000eveig Le PETPIEG LELDGELS TOV OTOAVTOL OplOpLOD Xsu@@ﬁdpw\/ >0,5 x 10%1 £w¢<0,8 x
10%1 mov mapapévouy 1o TePIecOTEPOVG amd 6 PNVEC, 1 GYEER KIvOUVOL- 0QEAOVG TNG
Bepaneiog e povpapko dipuebviestépa Ha mpenet vo enagySroroynoei.

. Y& aobeveic pe aplBpd AeppokvTTdpov KAT® amd To Ka&raro puotoroyikd 6pto (LLN), dnwg
opiletar amd 10 €HPOG AVAPOPAS TOV TOTKOD EPYOL v, GLVICTATOL TOKTIKY TopaKoAovONom
TOV AmOALTOV aPOUGV AEUPOKVTTAPOV. B0 TPET Aappdavovoar veoyn ot Tpdchetor
TOPAYOVTEG IOV EVOEYETAL VO ALEAVOLY napanf’)@rov pepovopévo kivévvo yia PML (BA.
VROTAPAYPAPO oYETIKA e TV PML mopoakdte

wapaypao 5.1). Metd v avdkapyn kot 0mgdoio EVOALUKTIKGOV BEPATEVTIKOV ETIAOYMOV, Ot
OTOQACELS GYETIKG e TNV emavEVapEN 1 oYL QOLHLOPIKOD dueBvAESTEPQ LETA T SloKOTY| TNG
Oepamncioc 0o mpénel va Pacilovtal otnv K%'Kﬁ Kpion.

Ot apBpol tov Aeppokvttapov Ha Tpénel va 1@@07\01)906%&1 uéyxpt v avdiopym (PA.

Mayvntikn touoypooio (MRI) *O\O

Ipwv amd v évapén g 68p0m§§ e povpapikod dpebvieotépa, Oa mpémel va givar Sabéoun o
apy] MRI (cuvhBmg gvtog ®V) og avagopd. H avaykn ywo tepattépm answkovion ue MRI Oa
npénel va eEetdleTon cﬁu:@xs T1G €Bviég Kot Tomikég cvotaoels. H anewkdvion pe MRI pmopei va
g€etaletal oTo MANIG0 T Enuévng emaypbmvnong o€ acheveig mov Bempeitar 0Tt datpéyovv
avgnuévo kivéuvo eppawong PML. Te nepintmon khvikig vroyiag PML, Bo mpémet va
TPOYLOTOTOLEITOL au?;\@)g MRI ywo S10yveootikohg 6Komove.

IIpoiovoa no?w-s&o@mﬁ Aevkoeykeparonddeio (PML)

4.8). H PM eivon puor eukaiplokn Aoipmén mov mpokokeital oo tov 16 John-Cunningham (JCV), n
omoia (Up@ el va amodeydel Bavatneopa 1 va tpokarécel coPapn avomnpia.

Ex@k Tapovolactel mepiototikd PML pe tov govpopicd dpebuiectépa Kot GALN QOPUOKEVTIKG

VIO TOV TEPLEYOLV EGTEPEG POVLLAPIKOV 0EE0G eml £0GPOVG Asppomeviag (aptOpog
Qj‘?(pom)ﬂdpmv pucpotepog and to LLN). H mapatetapévn pétpo émg cofapn Aepponevio paiveton
OV(x avédvet Tov kivouvo PML pe tov @ovpapikod dipebuiestépa, wotd60, 0 Kivduvog dev pmopet va
& anokAelotel o€ acBevelg pe Nma Aepponevia.

Ot tpdcbetol Tapdyovteg TOL EVOEXETAL VoL GVUPAAAOVY 6€ avénpévo kivouvo PML emi eddgpovg
Aeppomeviag etvat:

- n ddpkewn g Bepameiog pe povpapikod dipebvriestépa. Iepiotatikd PML gppaviomkay petd

a6 mepimov 1 émg 5 £t Bepaneiog, ®oTdOG0 N axpiPnic oyéon pe tn ddpkela g Oepaneiog oev

‘Exet owoupsg@ PML g acbeveig mov éhafav Oepaneio pe povpapikd dpebviestépa (PA. mapdypopo

4



glval yvoot.

- 01 OTHOVTIKES PELMGELG TOV 0ptBpol Tov CD4+ kot g1d1kd tov CD8+ T Agppokvttdpav, To
omoio elvol GNUOVTIKA Y10, TNV 0VOGOA0YIKT dpova (BA. mapdypago 4.8) kot

- 1 TPONYOVUEVN OVOGOKOTUGTAATIKN 1) AvOcOoTpoTomointikn Oepomeia (PA. TapaxdTm).

<
N
Ot wzpot Ba mpémet va a&loloyohv Tovg acBeVEIC TOVG Y10, VoL TPOGOI0PIcOVY EQV TO, CUUTTOUATO 1 At\‘
EVOEIKTIKG VEVPOAOYIKNG OVGAEITOVPYING KO, EPOCOV 1oYVEL AVTO, EAV TO GUYKEKPIUEVA CUUTTOD um§
givar Tomkd 12 1 mbavadg vwodnidvovy PML. @

Koatd to mpdto onueio | copmtopo vrodnimtikd g PML, n Bgpaneio pe povpopikd 81“89&7\, Tépol

Ba mpémel va avaoTEALETOL Kot YPpElGLETOL VO TPOYLATOTOLOVVTOL KOTAAANAES S1OYVOOTIKE
a&lohoynoelg, copmeptlopfoavopévou Tov Tpoadiopicpod DNA tov JCV 610 gykepaiov
(ENY) péow g pnebodoroyiog Tng TOGOTIKNAG QALGIOMTNG OVTIOPUOTG TOAVUEPAONS
ocvuntodpota e PML evdéyetat va givor mapopoa Pe anTd LG VTOTPOTNG TOAATARS CKATpLVONGC.
Ta yopokTnploTiKd cuprTTOaTo ToL oYetilovtor pe v PML gival mowila, e&gliggovtar katd
d1apreto UEPGOV EmG EPSOUASMY Kat TEPIAAUBAVOLY TPOOSEVTIKY adVVapic GTHNIA TAEVPE TOV
oMUOTOG 1 AdeELOTNTO TV AKPOV, dATOPAY| TG OPUCTC KAl 0ALNYEC GTOV TEPRO OKEYNG, OTN
pvnun, KeOmg Kol 6TOV TPOGAVOTOMGHO OV 0dMNY0VV GE GOYYLOTN Kol GAAAYEG GTNV TPOCMTIKOTNTOA.
Ot 1atpoi Oa wpémel va gival o€ 1d1aitepn eypyopon G TPOG TO, GUUMTC 7ov vrodnimvovv PML
T0, OTol0 Popel va mEPAGOoLV amapatipnTa ornd tov acbevn. Ot acbeveicBo npémet emiong va
GLUPOVAEVOVTOL VO EVILEPDVOLY TOV GOVIPOPO 1] TOVG (ppovucstéi YETIKA pe TN Bepameia Toug,
KaODC eKEIVOL EVOEXETAL VO TAPOTNPGOVY GUUTTMOTO TOV O OC ¢ dgv avtilouPaverat.

H PML pmopei va Ttapovciaotel Lovo mapovsio Aoipméne amod 5 JC. Oa npémet va AnpOel voym
OTL M emidpaocmn ¢ Aepponeviag oty akpifeta g eE€Toonc (@cmpdrmv katd tov JCV otov opd
dev €xel pereOet o acbeveig mov Aappdavovv Bepancio pe QOVpapKo Sytebviectépa. Oa Tpémet
emiong va onuelndel 0TL pia apvntikn e&€taon yio aviio@ueta kotd tov JCV (napovoio
(QUVGIOAOYIKOV ptBod AEPPOKVTTAP®YV) deV AmOKAELEL @%—ntea\/émw enoKkorovONg Aoipwéng amd
tov 16 JC. {-

Edv kdmoloc acBevig ekonidoel PML, o (pouuapug debuiectépag TPEMEL VoL SIOKOTEL OPIOTIKA.

Hponyovuevn Beponceia pe owocomchwkm@] OVOGOTPOTOTOMTIKES Bepameieg

Agv &govv mpaypotomon el perAéteg mov va 0@07»0}/01’)\/ TNV OTOTEAECUATIKOTNTO KOL TNV AGPAAELDL
TOV POVLHAPIKOD SueBVAESTEPA KoTd T PETEPAoT 0oEVOY amd GAleg Oepaneieg TpomomomTiKég TG
vdG0oL 6€ POoVpPIKO dpeBvAiesTépal. H@ UPOAY TPONYOULEVIC OVOCOKOTAGTAUATIKNG Bepameiag otnv
exdnrmon g PML og acBeveic mow \@Ldeouv Oepamneio pe eovpapikd dyuebviectépa sivor Thav.
ITepiotaticd PML éxovv sucpowm&focs aoBeveic mov etyav AaPet Tponyovpévmg Bepameio pe
vataMlovpaun, yuo v onoio PML amotelel tekunpropévo kivovvo. Ot atpoi Ba tpénet va Exovv
VoY OTL TEpLoTaTIKG PM eppavifovral HeTd amd TpOcEATN SOKOT TNG VOTAALLOVUAUTNG
EVBEYETAL VO U1V GUVOSEDEYTOL OO AEPOTIEViDL.

Emumiéov, nketovéfr@ TV enifefaopévav tepiotatikav PML pe tov povpopikd dyueboiectépa
gpoaviotnke og ac@sig LLEe TPONYOVUEVT BVOGOTPOTOTOWTIKT Ogpameio.

Koatd ™ usrd[}(@l acBevov and kdmoa dAAN Bepameio TpoTOTOMTIKN TG VOGOV GE POVLOPIKS
SueLAESTENE) 0 ¥POVOC Nicewag CmNg Kot 0 TPOTOC Spdong g GANG Bepanciog Tpémet va
kadevovxﬁré\yn TPOKEWEVOL va. amoPevydel 1 TPposheTIKN dvOCGOAOYIKY| EMIOPAOT|, LELDVOVTOS
wvréx;@& Tov kivduvo ernavevepyomoinong g I[IZ. ZuvioTtdtal vo TpoyLoTOTOLEITOL L0 YEVIKT
siéwq, ipoTog Tpv amd v Evapén g Bepameiog pe eovpopikd Sebviectépa Kol TAKTIKG KOTA
™ el g Oepamneiag (PA. «E&etdoeig aipatog/epyaotnplokés eEETAGEID) TAPATAVD).

@apﬁ VEQPIKN KOl NTOTIKT) SLGAEITOLPYIO

& O povpapikds dipeBuiectépag dev Exel peretndet o acbeveig pe cofapn veppikn 1 cofapn NTATIKN
dvodettovpyio, GUVERMS omatteiTan TPOcoyN KoTd T Bepameio avtmdv TV acbevav (BA. Tapdypapo
4.2).

2ofapn evepyn vOGOC TOV YOOTPEVTEPLKOD




O povpapkdg dpuebulectépag dev £xerl peletn el oe acbeveic pe coPapr| evepyn voco Tov
YOGTPEVTEPIKOV, CUVENMS AMALTEITOL TPOGOYN KOTA TN Oepameio oVT®OV TV 06OEVDOV.

<
EpvOpiaon A\?
e KhMvikés dokipéc, 34% tov acBevav ot omoiot EAafav povpapikd dyebviectépa Tapovciocay \O

gpubpiaon. Xtnv mhetovotta TV acbevav o1 otoiotl Tapovciacay epubpiaoT, ovTH NTOV NI, ﬁj
pétpiag cofapdtnroc. Asdopéva amd pehéteg Le vyelg eBelovtéc vTodetkviovy 0TI 1) oxeTlo ue

Bpayvc kOoKkAog Bepameiag pe 75 MY akeTLAOGOAKVALKOD 0EE0G Y®PIG EVTEPIKN EMIKAAY opel va
glval emmeeAng og acbeveic mov epeaviovv pn avektn epvbpiaon (BA. Tapdypapo 4.5)KXe dvo
UEAETEC VYLDV €DELOVTOV, petmBnKe 1 eLPdvion Kot 1 cofoapdtnto TG epuOpiacng YInTo S1AGTLO
NG TEPLOSOV YOPNYNONG dOGNG. Q)

S
Xe KMVIKEG SoKLUES, 3 aoBevelc amd Toug cuvorikd 2.560 acbeveic mov éxaﬁafﬁ}ovuapu«')
dpedvieotépa mapovciacav coPapd cuuntdpato eppbpiacng, Ta omoio Ndy mOavov avtidpdoelg
vrepevarctneciog | avapLANKTOEWEIG avTdpdoelc. Avtd ta cuuPauat ATOV OTEIATIKA Y10, T
Con, aAld 0dnynoav ce voonieia. Ot cuvTayoypapoOVTES 1Tpol Ko%cgv'2 evelg Bo mpémel va elvar og

EYPNYOPON GYETIKA LLE TO EVOEYOLEVO ELPAVIONS GOPapdV ownSpd\c pvBpiaonc (PA.
napaypaeovg 4.2, 4.5 ko 4.8). Q\
AvVoQUAOKTIKES avVTIOPAGELS &O

O

@OLLAPIKOD JUEBVAESTEPA LLETE TNV KVKAOPOPIN TOV TPOIOVTOC GTNV ayOPd. TO GUUTTMUOTA LITOPEL
va eptiapfavovton dvomvola, vro&ia, vrdtao, owy&{eoi?}n ua, e€avOnua 1 kvidwon. O unyoviepog
EMOYOYNG TNS ovaPLAAEING 0O TOV POVUAPIKO SUEQUAESTEPQ dEV Eival YVMOTOG. AVTIOPAGCELS YEVIKA
eppavifovrol pHetd v TpdT S00T|, OALA unops'(gucng VO ELPAVIGTOVV OTOLUONTOTE GTIYLN| KATA TN
duapketa g Bepameiog Ko pmopel va givat q@)ég Kol amenNTIKéS Yo T {on. Oa mpémel va
dtvovtan 0dnyieg otovg acheveic vo daKOTTOBY TOV Povpapikd dyedviestépa kat va avalntody
Gpeon wTpIkh Ppovida edv mapovotcov snueia 1 cupntdpate avaguraios. H Beponsia Sev Oa
npémel va Eekivd ek véou (PA. napéwpa(@4.8).

"Exovv avagepbel mepiotatikd avapuiatiog/ avacpukamosﬁbbg avTidpaoNG HETA TN XOPNYNOT| TOV

Aooéeig QO\

e ELEYYOUEVEC E EIKOVIKO (pdpguco ueréteg edong 1, n enrintoon tov Aowmnéewv (60% évavtt
58%) ka1 twv coPapdv AotudEEmv (2% Evavtt 2%) nrav mopduota o acbeveic mov Ehafav Oepaneia
He @ovpopkd duebuieotgpe’n ikovikd pdppoko, aviictolyo. 261060, AdY® TOV
OVOGOTPOTOTOUMTIKAV 13I0THT®V TOV POLLOPLKoD dipebuiestépa (PA. mapdypaeo 5.1), edv Kdmolog
aocfevng SKSnM)GSIﬁ@pﬁ rolpwén, Ba Tpémetl va e€etaotel To evogyOUEVO 0VAOTOANG TNG Bepameiog
LE POVULOPIKO SIUE otépa ko Ba Tpémet va emovaéloloynBodv Ta 0@EAN Kat ol Kivouvol Tpv amd
v enavévapén tQQ Bepameiag. Ot acbeveig mov Aapfdavovy povpapikd duebviestépa Oo Tpémel va
KkaBodnyodvtor @’owa(pépouv TO CUUTTONATO TOV AODEEDV 6TOV Y1Tpd. O acbeveic e coPapég
AolmEelg Bsﬂa npénel va EeKvovy Bepameia e povpaptkd dipebviestépa LEXPL TNV VITOYDOPNON
me(twv) Eng(eav).

VA

Agv m:&m pnbnke avénuévn emintwon coPapdv Aopuncemv o acheveic pe apBpovg

Ae ttapov <0,8x10%1 1 <0,5x10%1 (BA. mapdypago 4.8). Edv n Oepancia cvveyiotel mapovsio

usplog £0¢ cofapne TapaTeETOUEVNG AEUPOTTEVIOG OEV LITOPEL VO ATOKAEIGTEL O KIVOLVOG EVKOIPLUKTG
®&Ng, svpmeptrappavouévng e PML (BA. Tapdypapo 4.4 vromapdypapo PML).

& Aowméelc and Eépmnrto {wotpa,

"Exovv mpokidyel mepiotatikd £pmnTo {moTnP LE TOV POVUAPIKO SUeBLAESTEPQ. TNV TAELOVOTNTA
TOVC, TO TEPLOTATIKG AVTA TAV LN coPapd, moTdc0, £YovV avapepbel coPapd TePIGTATIKA, GTA OTOiN
ovumeptropfavovtotl o didyvtog £prng LmoThPag, 0 0PBOAUIKOC £png (OOTAPAG, O WTIKOG EPTNG



Lootpag, 0 £pang Lmotnpug e EKONADCELS OO TO VEVPIKO GOUGTIUA, 1] UNVIYYOEYKEPAAITION OO
épmnra {oothpa Kot 1 unviyyopveAitida and épmnta {ootipa. Ta coppdavta avtd pumopet vo

TPOKVYOLV OTOONTOTE OTIYUN Katd TN didpkela g Oepamneiag. [Tapakorovdeite Tovg acheveic mov
Aappdvouv povpapid dipebviectépa yio onueio Kot cupnTOHOTo EpInTa (OGP, E0IKH GTNV .
TEPIMTOOT) TOL AVOPEPETAL GUVLTTAPYOVGO AEUPOTEVia. Xg TEPINTMOT EKONAmONG EpnTa LMot PO, )
Oa mpémel va yopnynOei katdAAnin Bepaneia yio tov Epmnta (wotipa. EEetdote T0 evoeydpevo A\‘
TPOCWPIVIC dlakonng TG Bepameiog pe povpapiko dipebvieotépa oe acbevei e coPapég Aoumé

UEYPL TNV VoY D pNon TG Aoipwéng (BA. Tapdypago 4.8). o

"Evapén e Ospameiog ()4
3
@

H Ogpoameia pe povpapuco Suebvieotépa o npémet vo Eektve 6TadioKkd TpOKeEVOL YOHEIOEL N
eUPavion epupiocng Kol YOOTPEVIEPIKOV avemBOuUNTOV evepyeldv (BA. napdypa(po\ é).
Zvvdpopo Fanconi N Ao
%
‘Exovv avagepOel mepiotaticd cuvdpopov Fanconi pe t ypnon evog QopraRELTICOD TPOIGVTOG OV
TEPLEYEL POVULOPIKO SUEBVAESTEPA GE GUVOVAGLO e AALOVG EGTEPEC T (p,ov papikov o&éog. H
Tpdwun dtdyvmon tov cvvdpdpov Fanconi ko 1 drakonn g Oepomneia %Q(povuapucé deburectépa
€lval GNUOVTIKEG Y100 TV TPOANYT] TG EUPAVIOTG VEPPIKTG OVGAELTO, G K0l OGTEOHOAGKVVOTG,
KkaBdc To cvvOpopo givar cuvnBwg avaotpéyyo. Ta o onuavtt 4 peta givor: mpwteivoupia,
yAvkolovpia (e PLOIOAOYIKG ETITEDN CUKYAPOV GTO OipLaL), VTE vo&vovpia Kol pOcoTOVpin
(mbavmg cvvumdpyovoa pe viopoopatoio). H eEEMEn g &Sou umopei va meptlopPavel
CLURMTOUOTO OTMG 1 TOAVOVPia, N TOALSWYia Kt N €YYDG HOIRY advvopic. Xe OTAVIEG TEPITTOCELG
VTOPOCPATOIUIKNG OGTEOLOAGKVVONG LE T svromcpég%rmé OVO, UTOPEL Vo TPOKHYOLV

avénuéva eminedo AAKOAMKNG @OCPATACT|G GTOV 0p0 KUWROTAYUATO, artd VIepPoikn exiapovvon.
Eivar onpavtikd va onueimdei 6t1 To cuvopopo FanCQQ-L umopel va ekdnAmBel yopig avénpéva emineda
KPEATIVIVIG 7] XOUNAO PLOUO GTEPALOTIKNG 81ﬁ9n@g. Y& mEPIMTMOT GAPDY GCUUTTOUATOV, O
TPEMEL VOl EEETAGTEL TO EVOEYOLEVO GLVOPOLLOV FgDeoni Kol va 01evepyn0ovv ot KaTAAANAES eEETAGELC.

Y
Mowwrpikde tAnbvouodc 0

Y1ov¢ Tadlotpikovg acbeveic, To npO(pf@xc(pdksng glval TO10TIKA TOPOUOL0 LE TOV EVAIKOV Kol
KOTG GUVETELD O1 TTPOELSOTOM|GELS KAUTPOPVLAGEELS 1GXDOVV KOt Yiol TOVG TTandtatplkovs acheveic. ['a
TOGOTIKES O1APOPEC GTO TPOPIA ao@iretac, PA. Tapdypapo 4.8.

H paxpoypdvia acpdareio Tov (p@uotpu«')g dyebvreotépag otov Tandlatpikd TANOVGUO dev ExEl
oKOpO TEKUNPLOOEL.

&O
"Exdoya
Av16 10 (papumcsmpt@po'i(')v nepiExel Mydtepo and 1 mmol vatpiov (23 mg) oe kdbe koydxio,
dnAaon onmammd@\m «eAevBepo vatpiovy.

4.5 Akknksnﬁ“pacsug RE GAAa QUPRUKEVTIKG TPOTOVTH KOl AALES HOPPES aAANAETIOpaONG

O gov uap@; dyeBurectépag dev €xel peretnOel 6 GLVOVAGO LE AVTIVEOTAAGUATIKEG 1)
avocwﬁdnwhmég Oepameiec, CUVERMG AMOITEITOL TPOGOYN KATE TNV TAVTOYPOVN YOPIYNOT. X
KAMVIKEGUEAETEG Y1l TNV TOAAATAT GKApUVON, 1] TaVTOYpOVY Bepamneio vTOTPOT®V PE Ppoyd KOKAO
&VO Blov KopTIKOGTEPOEIODY dEV GUGYETIOTNKE e KAWVIKE GYETIKY a0ENOT TV AOU®EEMV.

vyxoprynon un Loviav epuporinv chpemva pe ta gdvikd npoypaupata epfoiocudy o tpénet vo
etaletal Katd ™ didpkela ¢ Oepameiog e povpaptkd dypuebviestépa. Te pio KMVIKN LEAETN OTNV

omoia cvppeteiyov cuvoAlkd 71 acBeveic pe vmotpomidlovoa daAeimovca TOAAATAY GKANPLVGT, Ol
aoBeveic Vo aymyn pe povpopkd dypebviectépa 240 Mg 6Ho Popég NuePNGims Yo ToLVAd IGTOV 6
unveg (N=38) N pe un meyKLAM®UEVN vTepeepdvN Yo TOVAGIoTOoV 3 piveg (N=33), avéntuéav ua
GLYKPIGIUN aVOGOAOYIKN amoKkpilon (mov opiletat wg avénon =2 eopéc amd Tov TiTAO TPLV Kot HETA
TOV EUPOAAGHO) 6TO TOEOEDEG TETAVOL (OVOUVTOTIKOG EUPOAAGLOC) KOt GE Eva GLLELYUEVO



TOAVGOKYOPLOKO EUPOALO UNVIYYITIdOKOKKOV 0poopadag C (veoavtryovo). Qotdco, 1) 0VOGOA0YIKN
OTOKPLOT| GE SLOPOPETIKOVS 0POTVTOVG EVOG U1 GLLELYUEVOL 23-FUVALOV TOAVCAKYOPLOUKOD

gpporiov Tvevpovidkokkov (avtrydovo aveEdptnTo amd 10 T-k0TTaPO) TOIKIAE GE AUPOTEPES TIC

opadeg Bepomeiog. Oetikn avocoroykn anokpion, 1 onoia opiCeton wg pa avénon >4 popég otov
Titho avticoudtov ota Tpia epPolia, emtedydnke o AMyoTepA ATOUN OE OUPOTEPES TIG OUAOES )
Oepamncioc. [TapatnprOnray pikpéc aplOunTIKES S10PopEC TNV AmOKPLOT GTO TOEOEIGEC TETAVOL K“b+
TOV TTVEVLOVIOKOKKIKO TTOAVGUKYOPITH 0pdTLTTOV 3 LIEP TNG OUASAG TNG UT) TEYKVAIOUEVNC N
wtepeepOVNG. O(U

Agv dwotifevtor KAMVIKE 0£00UEVO CYETIKE LLE TNV OTOTEAECUATIKOTITO KOl TNV ACQIAELD T OVTOV
eEacbevnuévov eufoliov oe acbeveig mov Aapupavouvy Bepomeio pe povpopikd dyuedvie o. Ta
eUPOMOL e LOVTEG PIKPOOPYUVIGHODG EVOEXETOL VaL EVEXOLY VENHEVO KivEUVO KAVIKASROIM®OENG Kat
dev Ba pémet va yopnyobvtal oe acbeveic mov Aappdvovy Bepaneia e povpaptkd 812361))»8&@(1
eKTOC €0V, 68 EEUIPETIKEG TEPIMTMGELG, AVTOG O dVVNTIKOG Kivovvog Bempeitat 6Tt @wwGMCarm ano
TOV Kivduvo mov S1oTpéyeL TO ATopo AOY® Tov Un EUPoAlacoD. RN

@
Katd m dapreio g Oepaneiog pe povpapikd diuebvrestépa, 0o mpénel voomopedyeton
TAVTOYPOVT] YPNON GAL®V TOPAYDY®OV TOV POVUAPIKOV 0EE0G (TOTIKMOV z’éb(m] LOTIKOV).

Xe avBpmdTOVG, 0 PoVpaPKOS diueBuiectépag petafoAileTon smsvoﬁﬂ) gotepdoeg mpotol pBdoeL
GTN CLGTNLOTIKY KuKAoQopia, v petafoliletol Tepartép® Pé > KOKAOL TOV TPIKOPPOELALKOD
0&£0c, YpiG TN GLUUETOYN TOV GLGTILOTOS TOV KVTOXPDLOTOC (CYP). Agv avayvopiomkov
duvnTikoi Kivduvol QopUOKELTIKOV OAANAETIdpdoe®Y and in @0 UEAETEC OVOIOTOANG KOl ETOLYMYNG
oV CYP, and perétn pe p-yAvkompwteivn 1 amd peréteg 6Ghevons tov povpapikod diuedurestépa
KoL TOV @ovpaptkov povopeduiestépa (Pactkov uewﬁoi' 7OV Povpaptkoy duedvriestépa) amd
TPOTEIVEC. @

SuvnOn XPNOLOTOIOVUEVO POPUOKEVTIKE npo’iévr@s acOeveic pe ToALUTAY GKANPLVGT], EVOOUVIKN
wtepeepovT Prta-la ko o&ikn yAatipapépn, So@amm«w KAVIKA Y100 SUVNTIKEG OAANAETIOPACELG
e Tov eovpaptko Syebudectépa kot dev T OV TO QOPHAKOKIVITIKO TPOPIA TOL POVUOPLKOD
dyebvreotépa.

Yroyeio amd peréteg Le vyieic seslovr:{gmof)suwbovv OTL 1) GYETWLOLEVT] LLE TOV POVUAPIKO
Sipebvieotépacpudpioon sivar mOavIo pecorafeiton amd Tpoostayravdiveg. e dVo ueréteg VYOV
gbelovtav, n yopnynon 325 mg (1 @&')vauov) OKETVAOGAMKVAIKOD 0EE0G YMPIC EVTEPIKT
emkdioym, 30 Aentd mpv amod T ovpapkd deburiestépa, Tov yopnynonkay yo didotnua 4
NUEPDOV Kot Yo Stdotnua 4 efdoptdowv, avtictotya, 6ev LETEPALE TO PUPLAKOKIVITIKO TPOPIA TOL
@oLLOPLKOD dtuedvAiesTépa Qi wpémel va, AneBovy vdyn ot mhavoi kivduvol Tov oyetiovtol pe ™
Oepaneio pe (X.KSTDKOGOLKWQ{QK() 0&0 Tpv amd TN cLYYOPNYNON UE POLLOPLKO duebuieatépa og
aocBeveic pe Yrotpomalguoa Awieintovoa I1X. Aev €xetl peretnfel n poaxpoypovia (> 4 efdopddwv)
GLVEYNG XPNOM (szr})“\@mMKDMKOf) 0&éog (BA. mapaypdpovg 4.4 ka1 4.8).

H tavtoypovn Bedoneio pe veppoto&ikd QuproKeLTIKA TPoiovTa (OTMG apvOYAVKOGIOES, S10VPNTIKA,
LLT] GTEPOELIN O EYLOVAOON Qappako 1 AiB10) evdéyetar va av&noet SuvnTikd TIC VeEPPIKEG
avembount @/épyswg (.. Tpoteivovpia PA. Tapdypapo 4.8) og acbeveic o1 omoiol Aaufavouvv

4

(POVLHLOPIK ebureotépa (PA. mapdypopo 4.4 E&etdoels aipatog/epyactnplokés eEETACEL).

H KOL’E@L(DGH UETPL®OV TOGOTNT®YV OVOTTVEDUATOG Oev UETEROAE TNV £kBEGN GTOV POVUAPIKO
oy £0TEPO KO OEV GUGYETIOTNKE LE avENon TV avemBountov evepyeimv. H koatavilmon
it @V TOGOTNTMV 0YXVPOV GAKOOAOVY®V TOTMV (Ue aAkooAKO Pabud peyarivtepo amd 30% kot
0) Ba TPEMEL VAL moPEVYETOL Y10 LLdL POl OTO TI AYT TOL POVLLOPIKOV dteBVAETTEPX, KABDG TO
VOTIVEDLOL EVOEYETOL VAL 0O YN OEL GE ALENUEVT CLYVOTITO YOOTPEVIEPIKAOV OVETIOOUNTMV EVEPYELDV.

In vitro peAéteg emaymyng tov CYP dev katédei&av aAAnAienidpaon ueta&d 1oL GOVUOPIKOD
SUEBVAESTEPA KO TOV AVTIGVAANTTIKOV 0T0 TOV GTOUATOC. L€ ia iN VIVO uehétn, n cuyxopnynon
TOV POVUAPIKOD SPEBVAESTEPX [IE EVOL GUVOVAGUEVO OVTIGVAANTTIKO OO TOV GTOHOTOC
(vopyeoTindtn Kot o1B1vololoTpadlodn) deV TPOKAAEGE OTOLNONTOTE GYETIKN LETOPOAN otV EkBeon



G€ OVTICVAANTTIKA 0O TOL GTOUATOG. AgV £Y0VV TpayLoTonon0el HeAETEC OAANAETIOPACEDVY LE
OVTIGVAANTITIKG OTO TOV GTOUOTOG OV TEPIEXOVLV GAAL TPOYEGTAYOVA, MGTOGO OEV OVAUEVETOL
EMOPOOT TOV POVLHOPIKOV dpeBviestépa otV £KBECT TOLC.

r r ~
Howwrpikde tAnbvoudc A\?

Meléteg aAANAETOPACEDMY £YOVV TPAYUOTOTOUN0EL LOVO OE EVIAIKEC. (U\
46 TovipdétnTa, KVNGN KoL yolovyio Ao
Kinon ‘(UO

Agv dwotifevtor 1) sivon TEPLOPIGHEVH TO KAVIKE OEOOUEVA GYETIKE, LLE T YPTOT) TOL (pgyuapu(of)

dyebvreotépa o Eykvo yuvaika. Meréteg oe (Do KaTESEIEOY AVOTAPOUYDYIKN ’EO% tnto (BA.
Topaypao 5.3). O PovHAPIKOS SYEBVAECTEPAC SEV TPEMEL VAL PN CILOTOLEITOA KATA T SIAPKELN TG
EYKVUOOHVNG, KABMG KOl GE YOVOIKEG VATOPAYOYIKNAG NAIKING Ywpic TV Xpﬁ(fq}ardkknkng
avticOAANYNG (BA. mapdypago 4.5). O povpapikdg Sipebvrectépag Oa mpémdl va xopnyeitar kotd
SUIPKELD TNG EYKVUOGVVNG LOVO €AV OTTALTEITOL GOPDS KOl AV TO m@owé@zkog dwkatoloyel Tov
TOavO Kivouvo yia to EpPpvo. C

QO

OnAacuog Q\
Agv glval yvootd €6v 0 povpaptkog dipebvuiectépag 1| ot LET 1TEC TOVL OTEKKPIVOVTAL GTO

avOpamvo yéAa. O kivduvog ota veoyévvnta/Bpéen dev pmapst va anoxAeotel. [pénet va
amo@oolotel edv Ba dtakomel 0 Oniacuoc M av Bo dwakon mﬂsp(ma{a LLE TOV POVUAPIKO
debuvreotépa. Oa mpémel va Anebovv vdym 1o (’)(psk%%n OnAacpov yio To modi Kot To 6QEAOG TG
Oepamneiog ylo T yovaika. {-

O
N
ok

Agv vLapy oLV SESOUEVH GYETIKA LUE TIC smSstu; TOV POVUAPIKOV dpeBvAectépa oty avlpdmivn
yovipomta. Agdopéva and mpokAvikég pekEseg Sev vTodevHOLV OTL 0 POLUAPKOG SUEBVAESTEPQG

umopet va oyetileton pe avénpévo Kiv&,@ peiwong g yovipodtnrog (PA. mapdypoeo 5.3).

Tovipdétta

4.7 Emopaocgig 6tV mavémro@ﬁchug KOL {ELPLOROV PNYAVIILATOV

O govuapkdg dpebviectépa Qf éxel kopio M xel acUOvVIN ETIOPACT GTNV KOVOTNTO 0O YNONG
KoL XEPIoUOD UnyavnUaTomy. &v &yovv dteEaybel peréteg oETIKG LIE TNV EMIOPOCT) GTNV IKAVOTNTA

001 YNONG KOl YEPICUOD MUATOV, dALd Kopia eTidpaoT Tov SuVNTIKE ETNpedlel oty TV
Kavotnto dev Ppédnke AL oyetileton pe Tov QovpopKo StUeBVAESTEP GE KAVIKEG LEAETEC.
NO)

4.8 Avsm%pnr@vépyswg

2Hvoyn Tov th(QfX OCQAUAELNG

O

avemBounteg evépyeieg (emintmon >10%) ywo acbeveic mov ElaPav Bepomeia pe

owebuieotépa Tav N epubpiaon kot Ta yaoTpevTepikd cuufauoto (dnAadr didppola,

voti MoKO GAyog, AAyog v kotliakng xdpag). H epubpiaon kot ta yaotpeviepikd coufauoto

rsivo&v va Eextvohv ota apyikd otddia TG Oepaneiog (10104TEPA KATA TOV TPMOTO UNVE) KOL GE

o €lc o1 omoiot epgaviovv gpubpiacn kat yoaotpevteptkd coupdpata, evoéyetot avTd vo

gyicovv va gpeavifovtal, Kotd dtuotiuato, kaboAn T didpkela g Bepameiog Le OVLOPIKO

pebuieotépa. Ot o GUYVE OvVAPEPOLEVEG AVETIBOUNTES EVEPYELES TOV OONYNCAV GE O10KOT

(emintwon >1%) oe acBeveic o1 onoiot Elafav Bepaneio pe povpopkd dpebviectépa Tav M

gpvBpiaon (3%) kot ta yootpevieptkd copupdpata (4%).

e ELEYYOUEVES LE EIKOVIKO QUPLOKO KOl OE U1 EAEYYOUEVEG KMVIKEG LEAETEC, £XOVV GUVOAKE AGPeL
@ovpopkd dyuebuiectépa 2.513 acbeveic yo ypovikég meplodovg Emg kot 12 étr, ue cuvolkn £kbeon



toodvvaun pe 11.318 avBpwmno-£tn. Xvvorikd 1.169 acbeveig govv AdPet Oepameio pe povpaptkd
dyeBuieotépa Yo TovAGytoTov 5 £t ko 426 acBeveic Exovv AaPet Bepamneia e povpapko
dyebvreotépa yuo tovAdyiotov 10 £, H eumeipio o un eheyydpeveg kKMvikEg S0KIUES givat

GOLLPOVT LE TNV EUTEIPIO GE EAEYYOUEVES LLE EIKOVIKO QAPLOKO KAVIKEG SOKIUEG. ~0

2Ovoyn TV avemBounT®v EVEPYEIDV GE LOPQT) TTIVAKOL 0\‘

2T0V TOPOUKATO TIVOKO, TOPOVSIALOVTOL 01 OVETIBVUNTEG EVEPYELEG TTOL TPOKVTTOVV OO KXlVlI@I
UEAETEC, LETEYKPLTIKEG LEAETEG AOPAAELOG KOl ALOOPUNTEC OVOPOPES. A

O avemBdunteg evépyeieg mapovaialovial fdost mpotipdpevav opmv kotd MedDRA,
Katnyopio/Opyavikd Zootmpe. H enintwon tov napakdto avemBountmv evepyelmv g’mno’)vswl
CUUP®VA [LE TIG TOPUKATW KOTNYOPIES:

- TIoAb cvyvéc (>1/10) )

- Zuyvég (= 1/100 éwg < 1/10) A\

~ Oy ougvéc (21/1.000 £wg <1/100) @

- XZuévieg (>1/10.000 £wg <1/1.000) N

~ TTokb oméviec (<1/10.000) 19‘0

- Mn yvootég (n ovyvotta dev umopet va ektiun el pe faon to Elg €olLa dedopEVAL)

O

(&)
Katnyopio/opyaviké cootypa Q\<
ocoppmva pe ™ faon Avem@ounTy avriﬁpac@ Katnyopia coyvétnrag
dsdopévov MedDRA <\
AOIUDEEIC KOl TOPACITOOELG [aotpevtepition \\&.\‘ PoyvEC
[poiovoa oAy, &Roucﬁ Mn YvooTég
Aevkogykepopronafeio (PML)
Epmng Cogaqptic Mn yvootés
Atotapoy€G TOU OULOTOMTIKOD Kol Asu(pm@x' Zoyveég
TOV AEUPIKOD GLGTILLOTOG Agvkortelio Zoyveég
®p0@bnav1’a Oyt cuyvég
ALoTapoy€G TOV 0VOGOTOUTIKOD Y@psvmoencia Oyt cuyvég
GLOTNLOTOG “JAvaguiatio Mn yvooTtég
QOAI')GTWOUJ Mn yvooTtég
Q) Ymo&ia Mn yvooTtég
0 Ymotaon Mn yvooTtég
Ne) IAyyelooionua Mn yvootég
Alotapoyég Tov vsvpm&)v IAicOnon kovcov ZoyveEg
GLOTNLLOTOC oS
IAyyelokég Btamm')ké% EpvBpioon [ToAb cuyvéc
f\o E&dwelg Zoyvéc
Arotapoyég ’E@)&VGTNSUGTLKOl’)
GLOTN L oV Odpaka kol Tov [Pvdppoia Mn yvooTég
paconp@m
Atar(@fg TOV YAOTPEVTEPIKOD  |Aldppota [ToAb cuyvéc
@ Novtio [ToAD cuyvéc
\&_ AAYOG v KOUMOKNG YDPOS [ToAb cuyvéc
,0 Kot\axo aAiyog [ToAd cuyvég
Q\? Epetog 2y VEQ
O Avomeyia Euyvéc
[ootpitida >uyvEc
AL0TapoyT] TOL YOOTPEVIEPIKOD  [XVyVEC
Atotapoy€ ToL HTOTOC KOL TOV  |AGTOPTIKY OLUIVOTPOVGPEPUCT  [Zuyvég
0ANQOP®V avEnpévn

10



A LULVOTPOVGPEPACT TNG ZoyvEg

aAavivng avEnuévn

Dopuaxoyevig otk PAASN Mn yvooTég
Atatapoyéc Tov dEpHOTOC Kot Tov  |[Kynopog >uyvéc .
VTOOOPLOL 1GTOV EEavOnua Zoyveg N

Ep0Onua Zoyvéc AV

IAloTekio Zuyvég . N
Awotapoyés Tov veppav Kot tav  [[Ipoteivoupia ZoyveEg ow
0VPOPOP®V 0ODV \
["evikég drotapoyés Ko . 6‘
KOTOOTAGELS TG 0000 yopriynong |Aicbnon Oeppod Soyvég @

AN

[opaxkivikég eEetdoelg Métpnon KeTovdv G6To ovpa [ToAd cvx\@g\

Agvkopativn o0pov Betikn Zoyvég \0‘

IApLOLLOG AEVKOKLTTAP®Y EUXV’Q\

LetpEVOg

Teprypagn emheypévov avemtountwv EVEPYEIHOV

Epvbpioon

e eheyyOUEVES LLE EIKOVIKO PAPLLOKO

eEayeav (7% évavtt 2%) ftav avénuévn oe aobeveig ol omoj
debuvdeotépa cvykpitikd pe aocbeveic ot omoiot Elafav
ovyvé meptypdpetat oG epuBpiaon 1 eEdwels, aAld pmo
Oeppoma, epubpoTNTO, KVNoUO Ko aicnon Kou')csm%
Eexvolv ota apyikd otddia tng Bepameiog (Wraitepa
mapovcidlovv epvbpiocn, avtd ta cvoppduato et
dwotnuate kaBoAn ) didpkeia tng Bepameio;
gpubpiaom, N TAelovotnTa Topovcioce cupPY

3
‘D(U
%

QO

AN

peAéTeC, 1 eminTmoN NG

piaong (34% évavtt 4%) kot tov
afav Oepomeio pe povpapikod

K6 edpuako, ovtiotorya. H epvbpiaon
Vo TepAappavet ko GAAa coppdpata (.
cuppdpata gpubpiacng teivovy va
Té TOV TPOTO PNva) Kot og aceveic ol omoiot

vVoTOV Vo cuveyicovy va epeavifovtol Kotd
oV povpapIKo dpebvlectépa. e acbeveig pe
o epuBpiaong mov fTav Nmag N HETPLOG

cofoapoétntag. Xvvorikd, 3% tov acesvd)v(z;\onoim éhaPav Bepaneio pe povpapikd dpebviectépa

dékoyav AMdym epuBpiaonc. Xofapr| epvdp

gpuonpa, e&avonuo 1/kan Kvnouo, mo,
Bepomeio pe povpaptcd Siebvieotépd(p

<

Tootpevrepirég @)

o1, 1 omoio umopel va yopaktpiletal amd yeVIKELUEVO
pnOnke o€ Aydtepo amo 1% tov acbevav ot omoiot Erafayv
A. Tapaypdeovg 4.2, 4.4 ko 4.5).

H eninttwon tev yaotpeviggxmv copPopdrov (m.y. Swappoto [14% vavtt 10%], vavtio [12% &vavt
9%], éhyog v kotmakn g xopog [10% évavtt 6%], kothakd diyog [9% évavtt 4%], éuetog
[8% &vavtt 5%] kan dueRreyia [5% évavtt 3%]) tav avénuévn o acbeveig ot omoiol Ehafav Oepaneia
LE QOVUOPIKO SUEBVAECTEPA GUYKPLTIKA LE acOeVeEig 01 0moiotl EAUPaV EIKOVIKO PAPLLOKO, OVTIGTOLYOL.
Ta yootpevtepikd Bapata teivouv va Eektvodv ota apyikd otdola ¢ Oepanciog (1Gwaitepa Katd
TOV TPAOTO UMV 1 o€ 000gveig o1 0moiotl TaPoVGIAlovV YUoTPEVTEPIKG cvuPauata, avtd sival
duvatov va iﬁg iocovv va gppavifovtor katd dtuotipoata KaBoAn ) didpkela e Bepameios pe Tov

QOVULAPIKO

Bvdeotépa. TNV TAEOVOTNTA TOV AGHEVOV 01 OTO101 TAPOLGIUGOV YUCTPEVIEPIKA

ouuPapogdycvTd NTaY HIog N LETPLag coPapotntoc. Téooepa toig ekatd (4%) Tmv acbevdv ot
omoiot Moy Oepaneia e ovpapikd SeAVAEGTEPD SIEKOWOY AOY® TV YOGTPEVIEPIKMOV
oLl Tov. ZoPapd YooTpeviepkd cuuPapato, GOUTEPIAAUPOVOLEVNS TG YOOTPEVTEPITIONG KOl
T otpitidag, mapatnpndnkay oto 1% twv acBevov ot omoiot ELaPav Bepameia e povpapikd

Bvieatépa (PA. Topdypago 4.2).

©)

& Hromiren Aeirovpyio

Bdoet dedopévav amd eELeYYOUEVES LLE EIKOVIKO QAPOKO LEAETES, T TAEWOVOTNTA TOV 0.60EVOV [
avénpéva eminedo NIOTIKAOV TPAVCAUVOCHOY ELPAVIGE TILEG <3 (POPEG TO AVATAUTO PLGLOAOYIKO OPLO
(ULN). H av&npévn enintoon tng avodon Tov NToTIKOY Tpoveauvac®v oe acbeveic ol omoiot
éhoPav Bepameio pe povpopikd dyuebvieotépa og oyéon e Tovg acbeveig ot omoiol EAafay EKOVIKO
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QApLHOKO TapATNPNONKE KLPIMG KOTA TN SLpKELN TOV TPDOTOV 6 Pnvav Bepameiog. [Tapatnpndnkav
aVENCELG TOV EMTESMV TG OUIVOTPOVGPEPAONG TG OANVIVIG KO TNG OAOTAPTIKNG CLUIVOTPAVGPEPAOTS
Kkatd >3 popéc and to ULN, avtictorya, oe 5% kot 2% tov ac0evdv ot ortoiotl Ehafoav eikovikd

PappoKo Kot o€ 6% Kat 2% tev acbevav ot omoiot EraBav Bepameio pe povpopiko Sipebvrestépa. Ot
SKomES A0V aUENUEVOV EMTESOV NTATIKOV TPOVOAUVAC®V NTav <1% kot Tav Tapooleg o )
aoBeveic o1 omoiot Ehafav Bepomeia e POVLOPIKO SYUEBVAESTEPA 1] EIKOVIKO PAPLLOKO. XE LEAETES O+
ELEYYOUEVEC UE EIKOVIKO PAPLAKO OV Tapa TP ONKay 0vENGELS TV EMTESWDV TOV TPAVGUUVOCHW
Kkatd >3 popég 1o ULN pe tantdypoveg avénoelg g oAkng yorepubpivig katd >2 @popég o Ub%

Ao Vv gumepia HETA TNV KuKAOQOpia otV ayopd, Exovv avapepBel abénon tov nrotikay-sviopony
KO TEPIMTOGELG POPLOKOYEVOVG NIATIKNG PAAPTG (ALENGELS TV EMTESDV TOV TPAVCAHIWASOV KOTA
>3 popéc 1o ULN pe tautdypoves avénoelg g oAMKng yoAepudpivig katd >2 popéc g‘ro ULN)

UETA ATtd TN YOPTYNOT TOL POVLAPIKOD SYUEBVAEGTEPA, Ol OTOIEG VTOYDPNCAV LE TN OKOTH TNG
Oepaneiog. Q)

R
Aeupomevio. Q}

e ELEYYOUEVES L€ EIKOVIKO QAUPLOKO UEAETES, Ol TEPIOTOTEPOL 0IoDEVETL fﬁ%%) gly0vV PUOIOAOYIKES
TIUEG AEUQOKVTTAP®V TPV otd TNV Evapén g Bepamneiog. Katd t Oepanreio e povpopicd
debuvreotépa, 0 H€cOG aplBIdC AEPPOKVTTAP®V LEIOONKE 6TO 016! TOV TTPOTOV £TOVG, L€
enokorlovdn otabepornoinon. Katd péso 6po, o apuog tov ksucps TAp@V petmonKe KTl TEPITOV
30% o¢ oyéon pe Vv Tiun évapéng. O pnecog kot Sl pecoc aptOPdSAeLPOKVTTAPOV TAPEUELVE EVTOC
QLO1O0A0YIKOV opimv. [Tapatnprnke apBudc Aeppokvttépw ,5 % 1091 6& <1% 10V 0cdevav ot
omoiot Ehafav ekovikd Pappako Kot 6To 6% tov acdevov dipmoiot Elafav Bepancio pe povpapikd
dyebvreotépa. [apoampnonie apBuodg Aeppokuttdpmy m x 10%1 oe 1 ac0evn 0 omolog eiyxe AaPet
Oepamneio e povpopkd dpuebviectépa Kot o Kowévow\ﬂ% Tovg acbeveic o1 omoiot elyav AdPet
EIKOVIKO PAPLOKO.

Oepameio pe povpapikd dipuebviectépa glyay omevio (0pllOUEVT OTIC GUYKEKPIUEVES LEAETEG G
<0,91 x 10¥I). Hma Aepgomevio (apdpoi >0%8/*% 10%1 éog <0,91 x 10%1) napotnpndnke 610 28% Tmv
acbevav, pétpra Aepomevia (apdpoi >0,53510%1 émg <0,8 x 10%1) mov enépeve yio T0LAGIGTOV EEL
uveg mopampiOnke 610 11% t0v achedhv, cofaph Aepponevia (aptbuoi <0,5 x 10%/1) mov emépeve
Yo TOVAGYIoTOV €EL IVEG napampﬁ@s 010 2% tov achevav. Znv oudda pe ™ coPopn
Aeppomevia, 0 aplOLOC AEUPOKVTTERDY GTNV TAELOVOTNTA TOV TEPTTOCE®V TTapéustve <0,5 x 10%1 pe
™ ovvéyton g Bepaneiog. O&

e KMvikég peréteg (tooo eheyydpeveg 660 Kaé ;(EDgsyxéusvsg), 41% tov acbevadv mov Erapav

Emumiéov, og o pun ereyyo, , TPOOTTIKT HEAETN UETA TNV KLKAOQOPID 6TV ayopd, KATA TNV
eBdopada 48 g Bepaneiof Jre povpapicd duebviestépa (N=185), mapovoidotnke pérpia (aptdpog
>0,2x10%1 éag <0,4><1(m|) 1M coPapn (<0,2x10%1) peiwon tov CD4+ T Aep@okvTtdpmv 6e T0GOGTO
£€0¢ 37% 1 6% tov a?@vo’w, avtioTorya, EVO TOPOVGLACTNKE o cuyvN Helwon tov CD8+ T
AELOOKVLTTAPOV Gs@somé £0c 59% 1oV 0cdevav pe tuéc <0,2x10%1 kot 610 25% TV 060evav pe
apOpé <0,1x10° Qa eleyyOueveg Kat un eEleyyOLEeVEC KAMVIKEG LEAETEC, Ol acBevelg Tov diékoyay T
Oepomeio pe poﬁxpmé debvreotépa e apliud AePPOKVTTAP®Y KATM ad TO KOTOTUTO
(VOIOAOYIKE @10 (LLN) mopoakorovfovviay og Tpog TNV avaKayn Tov aptdpol AEUPoKLTTAP®Y GTO
LLN (Bkﬂ%&ypa(po 5.1).

Aoz,u\céyg, ovumeptloufavouévne e PML kot twv evkaupraxaov Aoyuwlewv

’ v avaeepOet e Tov povpaptkd dyuebuieotépa meplotatikd Aounéemv and Tov 16 John
ningham (JCV) nov tpokdiecav mpoiovoa molveostioky Asvkoeykepaionddeia (PML) (BA.
apaypapo 4.4). H PML uropet va givatl Bavatnedpa 1 va 0dnynoet o€ cofapr| avarnpio. X pio amod
& TIG KAMVIKEG SOKIUES, £vag acBevic mov Adppave eovpopucd dypuebdviectépa ekdniwoe PML emi
£d6povg mapoteTapévng copapng Aepgoneviag (apdudc Aeppokvttdpanv kuping <0,5 x 1091 yio 3,5
€m), pe Bavameodpa xPacn. Metd v KukAopopia Tov Tpoidvtoc oty ayopd, 1 PML exdnimOrnke
emiong mapovsia pétprag kot fmiog Aeppomneviog (>0,5 x 1091 éog <LLN, émog opiletar omd to e0pog
ovapopdg Tov TomKoV epyacTnpiov).
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Xe apketég mepurtmoel; PML pe koBopiopéves vroopddeg T AEUPOKVTTAP®V KATE TN YPOVIKN GTIYUN
g odyvmeng g PML, o apBuog tov CD8+ T Aeppokuttdpmyv Slomictd@bnke 0Tt NTov HEIOUEVOS
gwg <0,1x10%1, evid o1 perdoelg Tov aptdpod CDA+ T Aeppokvttdpav Siépepav (Kvopaivovtay omd

<0,05 o 0,5%10%1) xon cvoyetilovtav oe peyaidtepo Baduod pe T cuvolky BapdTnta TG ~0
repgoneviog (<0,5 X109/ éog <LLN). Zvvendc, n avaroyia CD4+/CD8+ avéfdnke og avtovg rovgoA\‘
aocfeveic. N

&
pe T vo

H mopatetapévn pétpuo émg cofapn Aepponevia gaivetar vo avédvel Tov kivouvo PML S

Qovuapkd dpebuAiectépa, wotdG0, Exel eppaviotel PML kot e acBeveic pe fmio Aepoomeiie.
EmumAéov, n mhelovotnta tov tepiotatikav PML petd v kuklogopia tov tpoidvtog o yopd.

&yovv eppaviotel og acbeveic nlkiog >50 etov. Q

"Exovv avaeepBel botudéeic and Epmnta (OoThpa LE T XPToT TOV GOVLUPLKOD 81@ukscrépa. e o
HaKpoypOVia, LeAéTn eméktaomg Tov Ppioketal oe eEEMEN, oty omoia 1.736 (xsseéysig He TOAAUTTAN
oKkAnpuvon AapPavovv povpapkd dipuebviectépa, mepinov 1o 5% tov achevd \.:Kéﬁkmcav évan
neplocdTEPE SLUPGaVTA Eprnto. {woTPa, To OToin oV 6TV TAEOVOTNTA TOVG HTAG £OG HETPLIG

Bapumtag. Ta tepiocodTEPQ GTOLO, CLUTEPIAAUPOVOLEVOV EKEIVOV TTO NAoocav cofapr] Aoipnmén
amo épmnta {ootipa, eiyav aplBpong AEUEOKVTTAPOY VYNAOTEPOLS 00 TO KOTMTEPO PLGIOAOYIKO
0p1o. Xe [ TAEOVOTNTO ATOHMV T0L 0Toiat Eiyay TanTOYPOVE APOUBETELPOKVTIAPOV HIKPOTEPOLG

omd 1o LLN, n Aeppomevia aglohoyndnke og pétpia 1 coPapi. M@& TNV KuKAoPopio TOV TPoidVTOg
GTNV AYOPQA, TO TEPLGGOTEPO TEPLOTATIKA AoipmENg arnd épm]w@ TP Tav pn cofapd ko
VIOYMPNOOV LE TN Yopnynon Bepaneiog. Metd v KUKXO(pOp@OD TPOIOVTOG GTNV ayopd,
Sorifevton mepropiopéva dedopéva oyetikd pe tov amdlvto @popud Aepgorxvttdpwv (ALC) oe
aoBeveic pe Aolpwén and épnnra Lootpa. ‘k’

Q6T060, 0TI TEPITTMOCELC OOV AvVAPEPONKE, Ot nsptc&erspm acbeveic mapovoiocay pétpa (<0,5 x
1091 émc 0,8 x 10%1) 1§ soPapt (<0,5 x 10%1 g ()\@2< 10%/1) Aepgomevia (PA. mapdypapo 4.4).

&
Mpn pooroloyirés TyES epyaocTnplaK®y efgrdq@

e eheyyOUEVES LLE EIKOVIKO PAPLLOKO usk@t}, o1 TIHEG TV KETOVOV oto oVpa (1+ 1 peyoddtepeg)
ftav vynAdtepeg o acbevels ot onoiotghaBav Oeponeio pe povpapkd diuedvrectépa (45%) ot
oVYKPLoN pe Tovg acbevelg ot omoiot APy eikovikd eappoako (10%). Aev mapatnpndnkov
avemBdunteg KAMvIKéG cvvéneleg CTUOKAMVIKEG SOKIUEG.

QovLaPIKO dpeBvAectépa ¢om Le Toug acBeveig ol omoiot EAafav EKoViKO eappoko (SLAUECO
T0G00TO Pelmwong oe oyé ™V T avagopds ota 2 £t 25% Evavtt 15%, avtictoryo), eve ta
emineda TG napa@opu()mg (PTH) avéndnkov oe acBeveic o1 onoiot ElaPav Bepaneio pe povpopikd
debuvdeotépa o€ © 5@ ne toug aobeveic ot omoiot ELafav eikovikd eappaKo (S1dpecn ToGooTIONN
avénon and v Tt vapopds ota 2 £t 29% évoavtt 15%, avtiotorya). Ot péceg Tipég Kot yia tig 0vo
TOPAUETPOVG n%Qewow EVTOG PLGLOAOYIK®DV OpieV.

Ta emimeda g 1,25—8108p0§u?§19u1’vng D peiovdnkav oe aobeveig o1 onoiotl Erafav Bepaneia pe

Mopatnpno ~@nocpo&m'] avEnon g HECTG TIUNG TOV NOCIVOPIA®MY KATE TN S1APKELN TOV TPHTOV 2
Unvov Gs&mg.

Hm&u{gs' KOc TAnfuoude

Z&JH0 OVOLYTNG EMICTLOVOTG, TUYALOTOMUEVT, EAEYYOUEVT LE OPUCTIKO QAPLLOKO OOKIUN
Boouddowv oe mardiatpikovg acbeveic e YAIIE nhikiag 10 émg kdto tov 18 gtdv (120 mg dvo
pEc TV NUéPa Yo 7 nuépeg akolovbovpeva amd 240 mg 600 POPES TV NUEPA Y10 TO VTTOAOLTO TNG
& Oepamneiog, TANBLoUOG peAETnG N = 78), TO TPOPIAL ACPAAELNG GTOVG TOSLATPIKOVS acBEVELS PavNKE
TapOUOt0 UE eKEivo oV giye NN TapatnpnOel oe eviihikeg acheveic.

O oyedlaopds TG ToUdTPIKTG KAVIKNG SOKUNG NTAV S1opOPETIKOS Ol EKEIVOV TMV EAEYXOUEVDV LLE
EIKOVIKO PAPLOKO KAVIK®OV SOKIUMV Y10 EVAAIKES. ZUVETMG, 0V UTOPEL VO, ATOKAEIGTEL 1] GLUPBOAN
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TOV GYEJGUOV TG KAVIKNG SOKIUNG OTIC aptOunTikég S10popég TV avemBuunT@y evepyeidv petald
TOV TOLOLALTPLKOD KOl TOL EVIIAMKOL TANOLGLOD.

O1 akolovBeg avemBounteg evépyeleg avapépdnkay o cuyva (> 10%) otov madiatpikd TAnbvoud

o€ oY£€o| e TOV EVIAIKO TANBvouo:

o Kepararyio avapépBnke oto 28% tmv acbevav mov éhaPav Bepameio pe povpapikds A\‘
Sdebvleotépag Evavtt 36% otovg acbeveic mov EhaPav Bepameio pe wrepeepdvn Prita-la. N

e Alatapoyég Tov YOoTpeEVTIEPIKOV avapipOnkay oto 74% tmv acbevdv mov élafav Bepomei
Qovpopkog ouebvieotépag Evavtt 31% otovg acheveic mov EhaPav Oepaneio pe wrsp&p ul
prta-la. Meta&d autmv Tov SotapaydVv, To GUYVE avaEEPONKE LE TO POVUAPIKOG
Sebovdeotépoc KOIMOKO GAyoC Kal ELETOC. YU

o Alotapoy£c TOV aVAmVELGTIKOD GLGTHUATOC, TOV BdpaKe Kot Tov Hecobwpdkiov Vpép@nmw
670 32% tev acbevdv ov Ehafav Bepaneia e @ovpaptkdg dpebvAecTEPag éva§ 11% otovg
acbeveic mov Edafov Bepomeio pe wiepeepdvn Pta-lo. Metadd avtdv Tov d@Fapaydy, o
oLYVA avaPEPONKE e TO POLUAPIKOG duebuleaTépag GAYOg GTOLOTOPAP Ko Bryog.

o Avounvoppota avaeépnke oto 17% tov acbevav mov Elafav Bepomeio povpapikdg
debvreotépog Evavtt 7% otovg acbeveic mov Ehafav Bepaneia pe v epovn Prita-lo.

e o (IKpT, ovVoLyTHG ETCTLOVGTG, U EAEYXOpeVN peAétn 24 eBdoud, € TS TPIKOVG 0oeveic

pe YATIE nliog 13 éwc 17 etdv (120 mg dvo gopéc v nuépa yio 7 UéEpes, akoAovfodpevo amd

240 mg dvo eopég TNV NUEPA Yia To vTdAoumo TG Bepamneiag, n)m&v& ac@dielag N = 22), mov

akoAovONOnKe and o pekét enéktaong 96 efdouddmv (240 m QOpPEC TNV NEPQ, TANOVGUOG

acedAetog N = 20), To Tpo@il ac@aAslog pavnKe TOPOLOLO UE EKEIVO TOV TOPATNPHONKE GTOVG

eviilkeg aobeveic.

O

Eivar meplopiopéva ta dabéoipo dedopéva 6€ malold nk@ peta&y 10 kon 12 etdv. H acpdieln kot
1 ATOTEAEGLATIKOTITO TOL POVUOPIKOG Stusﬁukscrépiibs noudd nAkiog kdtw tov 10 etdv dgv

€YoV aKOUa TEKUNPLOOEL.

Avopopb mbavoloyoduevaov avembountwy S\ﬁ&h(bv

H avagopd mboavoroyoduevov avam%untc&@vspyambv UETA 0o TN XOP1YNOT ASEWG KUKAOPOPIOG
TOL QUPUAKEVTIKOV TPOIdVTOG Elvar om pa@&ﬁ. Emtpénel n cuveyn mapoakoiovbnon g oxéong
0PEALOVG-KIVOVVOV TOV PUPHIKEVTIKOD @o’iéwog. Znteiton and Tovg ETayyEAIOTIEG VYEiNG VO
avVaQEPOLY 0T01EGINTTOTE THAVOLOYOUREVES avemBOUNTES EVEPYELEG HEG® TOV EBVIKOD GVGTHHATOG
avapopds Tov avaypdeetot oto L1 tuo V

<

49 Ymnepodoooloyia @)

‘Exovv avagepBet nepiotanify vrepdocoroyiag pe Tov povpapikod dyuebviestépa. Ta copntdpata
OV TEPLYPAPTKAY GE AVTOTO TEPLOTATIKA NTOV GLUPATA [LE TO YVOOTO TPOPIA avemBOUNTOV
EVEPYELDV TOV (pouuo.pue&') owebvieotépa. Agv vtapyovv Yvwotég Bepamevtikég TopeUPAcELS Yo TV
gvioyvon g amofos 0V POVUAPIKOV SLUEBVAEGTEPD, OVTE VTTAPYEL YVHOOTO AVTIOO0TO. LE TEPIMTOON

VIEPOOGOAOYING, oTATOL 1] EVOPEN CUUTTOUOTIKAG VTOGTIPIKTIKNG 0Y®YNG, OTMG EVOEIKVLTAL
KAMVIKA. Q
O

£

5. (I)A‘?MAKOAOFIKEZ IAIOTHTEXZ
51 @apuakoﬁnvapmég 1010TNTEG

&uameepammmﬁ Katnyopic: AVOCOKOTAGTOATIKOL TAPAYOVTES, AAAOL OVOCOKOTAGTAUATIKOT
o payovteg, kwdwkog ATC: LO4AX07

Mnyaviopog dpdong

O unyovioudg e Tov omoio 0 ovpaptkog duedvAiestépag aokel Tig OepamevTiKéC TOV dPACEIS GTNV
moALOTAN oA pLVON dev elvarl TAMP®S KoTavonTds. Ot TPoKAVIKEG LEAETEC VTTOSEIKVHOLY OTL |
QOPUAKOSVVALIKT OTOKPLOT GTOV GOVUAPLKO dluebviectépa pecorafeital Kupimg HEG® TG
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EVEPYOTOINGTG TNG LETAYPAPIKNG 0600 TOV Tupnvikov mapdyovte Nrf2 [Nuclear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpopikdc dpebvrectépag €xel amoderydei 6T emnpedlet péow aviovong
pOOoNg To avtio&edwtikd yovidia mov e€aptdvtor and Tov Nrf2 tov acbevov (). agudpoyovion
NAD(P)H, kwovn 1, [NQO1]).

O
Dapuokoduvaukés emdpdoels O+
N

Emidpdoeis aro avocomomtiko abornuo, @
X MPOKAMVIKEG Kol KMVIKEC LEAETES, O POVLLOPIKOC OUEDVAESTEPOG TOPOVCINCE OVTIPAEYLLOVMDDELG
KOl 0VOGOTPOTOTOMTIKEG 1O1OTNTEG. LE TPOKAIVIKG LOVTEAQ, O POVUAPIKOS O1UeBVAECTEPOC KL O
QOVLHOPIKOG povopueduiesTépag, 0 KOpLog petafforitng Tov govuapikod dyedvieotépa, GOV
ONUOVTIKA TNV EVEPYOTOINGN TOV OVOGOKVTTAP®V Kol TNV ENAKOA0VON amelevfépwo V
TPOPAEYLOVOIDY KUTOKIVAOV (O AVTATOKPLOT OTO PAEYLOVOIN epedicpata. Xe KMVUé UEAETEC
acfevav e yopiaot, 0 POvUAPIKOC SIUEBVAESTEPAG EANPEAGE TOVES PAIVOTITOVS

AELPOKVTTAPMV [EGH KATIOVNGAG POBUIONG TMV TPOPIA TV TPoPreypovoddv kudokvay (THI,
TH17) kot podiébece oe Tapaymyh avigreyLovaddv kutokivay (TH2). O ¢auitapikog
duedurectépag katédeite Oepomevtiky dpdon oe TOAATAG LOVTELX PAEYHOV®MIGDV Kat
VEVPOPAEYLOVMOOIDV TPUVUATIOU®Y. Xe pehéteg Pdong 3 oe aocbeveic | (DEFINE, CONFIRM xa1
ENDORSE), katd t Oepaneio pe povpopikd dpueduiestépa, ot pécopaplbpol AepeokvTTépmv
petmdnkav, katd pEso 0po mepimov katd 30% and Vv apyKn Tovg '@ , 0TO OLAGTNLLO TOV TPATOV
£100G, Le emakOA0VON oTafepomoinomn. Te avTég TIC LEAETES, Ol ac@sig 7oL diEKoyav TN Bepameia pe
povpaptd Sipuebvrectépa pe aplOpd AELPOKVLTTAP®Y KAT® omd@d KatdTato euotoroyko opto (LLN,
910 kotTapa/mm?) TapakolovdovVToy Mg TPOS TNV avdu«xu&&m aplBpod AePPOKVTTAP®YV GTO

LLN.
X

To oynua 1 d&iyvel 10 T0606TO TOV 0lGOEVOY TOL SK‘;?T]KS ot éptaoav to LLN, pe fdon ™
pébodo Kaplan-Meier, yopig mopotetapévn cofapn A&feomevia. Q¢ Tiun avapopas g ovakopyng
(RBL) opiotnke o televtaioc ALC katd ™ Gspan@ TPV T1] SLKOTY TOL POVLAPLKS dipebBvieoTtépal.
To eKTIUOUEVO TOGOGTO TOV OCHEVDOY TOV AVE av 6to LLN (ALC > 0,9 x 10%I) v EBSopdda 12
wat v EBdopdda 24, o1 onoiot elyav fmia, p@u N coPapn Aepponevia otnv RBL, tapatifetor otov
ITivaxa 1, Tov [Mivaka 2 kot tov [Tivaka 3 pe Stactuota epnictoovvng 95% katd onueio. To tumikd
opdiua tov Kaplan-Meier extiunt g G&mecmg emPioong éxel vTohoyiotel e ToV THTO TOL
Greenwood.

<O

N
Tympa 1: M£0odog Kaplan-Meieritocoot6 a60cvdv pe avaxapyn oto > LLN 910 kotrape/mm?
nymg (RBL)

aml TV TN avVoaQOopas TG Ve

p—
..........

(1) RBL ALC <500 (m= 18}
(2) 500<= RBL ALC <800 (n=124}
(3) 800<= RBL ALC <910 in= 86)

%}zweuﬁ\- e avéxapym tov ALC oto LLN

RBL 2 24

: . Epopddes
C uofevav oe kiviovo
; ALC < 500 sirrapemm® 18 6 4

& RBL: ALC = 800 &g < 910 corrapo mm® 86 12 4

L: ALC = 500 &m¢ = 800 sitrapa /mm* 124 33 17

Iivaxkac 1: M£0odog Kaplan-Meier, mo606t6 0.60svdv mov ektipdrot 6t1 £ptacay oto LLN,
N Aepgonevio oty Ty ava@opdg s avakapyng (RBL), s&apovpévov ao0svav pe
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napoteTopéivny cofapi Aeponevia

ApOpoc acBevarv pe nma T avagopag Epodopdda 12 Epdopdoa 24
Aepgomevia® o€ Kivouvo N=86 N=12 N=4

IToGoo10 MOV £PTOCE 6TO 0,81 0,90

LLN (95% CI) (0,71, 0,89) (0,81, 0,96) Av

* AcOeveic pe ALC < 910 xon > 800 xbttapa /mm? oty RBL, eEatpovpévev acdevov pe mopotetopévn coﬁ@
Aeppomevia. OCU

Iivakag 2: Mé6odog Kaplan-Meier, 1060616 060gvav mov ektipdron 611 £épracay oto LLN,
pETpLa Agp@onevio oty T ava@opds s avaxkapyng (RBL), s&apovpévov acﬂa&)@us

napateTapivn cofapi Aepgonevia }
Q
ApOpoc ac0evarv pe pétpro T avagopdg Epodopdda 12 \Eﬁﬁopdﬁa 24
Aspgomevia o€ Kivouvo N=124 N=33 O N=17
060616 TOL £QTUGE GTO 0,57 RN 0,70
LLN (95% CI) (0,46, 0,67) ) (0,60, 0,80)
* AcOeveic pe ALC < 800 kar > 500 kottapa/mm?® otqv RBL, e€atpovpévav acdeyey e napatetopuévn cofopn
Agppomevia. AD
Iivaxag 3: M£0odog Kaplan-Meier, 1060616 0.60ev@v mov kTl ot é@Tacay oto LLN,
coBupn Lepgomevia oty TIUY avagopds g avakopyng (RBLEEmpovpévov ac0evdy pe
napateTopivny cofapi] Aepgonevia @)
Q
ApOpoc acOsvarv pe cofapn T avagopis. (O Epsopasda 12 Epdopéda 24
Agp@omevia® o€ Kivouvo N=18 QN N=6 N=4
[Mocootd mov éprace oto 0\- 0,43 0,62
LLN (95% CI) 4= (0,20, 0,75) (0,35, 0,88)
* AcBeveic pe ALC < 500 xdttapa/mm?® oty RBL, aéa@v‘ué\/wv acBevov pe mapatetapévn copapn
Agppomevia. Q}

4 4 , )
Khwvikn amoteheopoticotnto kot acedieie )

gicovikd eappako (DEFINE pe 1.234@g0pa kot CONFIRM pe 1.417 acBeveic) oe acheveic pe
VIOTPOTIALOVGU-O10AEITOVTH TOA. N okAnpoven (RRMS). Xe avtég Tig peréteg dev

ocoumepAneonkay acbeveig pe np@oncag popoég IX.
O

[Ipaypoatoromdnioy dHo Tuyotomom ua’v:j%nkd TUPAEG LEAETEG, OLOPKELNG 2 ETAOV, EAEYYOUEVES LE

H anoteleopaticotnto (PA. @amﬁnw mivaka) Kol acedieio katadeiydniov o acbeveig pe
Babuoroyieg otn Atgvpu H)F{@Kkiumca Koatdotaong Avannpiog (EDSS) mwov kopaivoviav and 0 €mg
KoL 5, ot omoiot ety Tapovcldcel TOVAGYIGTOV 1 VTOTPOT KOTA TN d1dPKELD TOV ETOVE TPLY OO TNV
Toyouonoinon 1N otig 6£Bdopade npv amod v toyaonoinon eiyav poyvntich topoypagio (MRI)
gyKealov oL kaTadEtkvue TovAdyiotov pia Gd tpocraupdvovca Brafn (Gd+). H Melétn
CONFIRM mepieddipPave topin agloloynon (dniadn o wtpdc/o epevvnng o omoiog a&loloyovoe tnv
OVTOTOKPLOT © pameia TNG LEAETNG OV Yvdpile TN Bepameior) TOL CLYKPITIKOD QUPUAKOV
ovapopdg n@e’;mﬁg YAQTIPOUEPTG.

2 Me)é o) DEFI NE, ot acBeveig siyov o mapakdTm SEIEGH OpyIKA YOpaKTNPIoTIKA: NAkio 39 £,
dapk o6cov 7,0 étn, Babporoyia kKAipakag EDSS 2,0. EmnAéov, 16% tov acbevov giye
Bad yio kiipoaxag EDSS > 3,5, 28% &iye > 2 vnotpoméc Kotd T0 mponyovpevo £toc Kot 42% eiye
AGfer Tponyovuévag dAieg eykekpiuéves Bepamneieg yo v IIX. v kodptn MRI, 36% twv acBevov
0101 EVTAYONKOV 0T HEAETT glye KOTd TV apyikT| a&toldynon PAGRec Gd+ (Lécog aptOpog
@»GB(I)V Gd+ 1,4).

2 Meiétn CONFIRM, ot acBeveig elyav T Tapakdto SIGpUes apyikd YopoKTnPIoTIKd: nAtkio

37 étn, duapkela vocou 6,0 étn, Pabporoyia khipaxkag EDSS 2,5, EmmAéov, 17% tov acevav giye
Babporoyia kiMpokag EDSS > 3,5, 32% eiye >2 vrotpomnés Katd To Tponyovpevo £toc Kot 30% eiye
AdPel mponyovuévag diheg eykekpuéves Bepamneieg ya v IIX. v kodptn MRI, 45% twv acBevaov
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o1 omoiot evtayOnioav otn peAét eiyxe kotd v apykn a&lohdynon Prafec Gd+ (uécog apBudc

B

afov Gd+ 2.4).

g GUYKPLON UE QVTOVG TTOL EAAPOV EIKOVIKO PAPUOKO, 0L 0oOEVEIS 01 0moiol APV POVLOPIKO

dyeBuieotépa glyav KAVIKA GNUOVTIKT KOl OTOTIOTIKG CGTUOVTIKY UEIMOT 6TO KOPLO KOTOANKTIKO
onueio g perétng DEFINE, dnAadr| to m0606Td Tedv acBevdv o1 omoiol vrotponiocay ota 2 €11,
KkaOd¢ kot 610 KotaAnktikd onueio tng pehétng CONFIRM, dniadn to emmotomompuévo To6oetd N

vrotpontdv (ARR) ota 2 €.

To ARR yuo v o&1k1 yAatipapépn kot 1o iovikd eapuako nrov 0,286 kai 0,401, avt
perétn CONFIRM, avtictotydvrog o€ peiwon 29% (p=0,013), o onoio coupovel pe Tt

ioT ,
EKPLUEVEG

N
SY
o‘u

om

TANPOQOPIEG CLVTAYOYPAPNOTG. g
DEFINE CONFIRM N
Ewkoviké |[@ovpapikog Ewkoviké (@ovpe B’Q O&ukn
dincOurestépog dncOvpLoTépOg
pappoxo 240 mg pappoxo  [240-mg yAaTipapép
000 POpég TNV lé»ipopég mv mn
mpépa cMiépa
KX vika tehkéd onpeio® N 0\"‘
QS
Ap. 060evhy 408 410 363 O [359 350
Etnclomompuévo 0,364 0,172*** 0,409, 0,224%** 0,286*
M0GOGTO VITOTPOTAOV O
Avaioyio TOGOGTOD 0,47 ﬁv 0,56 0,71
(95% CI) (0,37, 0,61) ,Q (0,42, 0,74) (0,55, 0,93)
[Mocoo16 pe vrotponn0,461 0,270*** T 0,410 0,291** 0,321**
Avakoyio KivdHvov 051 O 0,66 0,71
(95% CI) (0,40(,@6) (0,51, 0,86) (0,55, 0,92)
[Mocooto pe 0,271 O,l’t’@* 0,169 0,128* 0,156*
emiPefaiopévn Q
emdeivoon avommpiog q
12 gfdopddmv R (\\)
Avoroyio Kivduvov O\v 0,62 0,79 0,93
(95% CI) Q) (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
1060016 e 0,169 0,128%# 0,125 0,078# 0,108%#
emiPefoiopévn )
eMOEivoT) ovamnpiog &3
24 efdouddowmv
IAvoaroyio Kw&)vobo 0,77 0,62 0,87
(95% CI) (0,52, 1,14) (0,37, 1,03) (0,55, 1,38)
Telka 0‘1!‘3“%
WIY"TIT““IG ypagiog’
Ap. acee\zf)v 165 152 144 147 161
Méo tauscsog) 16,5 3,2 19,9 5,7 9,6
ap1@Loc vémv 1 (7,0) (1,0)*** (11,0) (2,0)*** (3,0)***
(QoTol
NOtEvpvuévav Brapav
Q\ T2 og ddotTnuo 2 ETOV
O™ Méon avoroyia prapodv 0,15 0,29 0,46
(95% CI) (0,10, 0,23) (0,21, 0,41) (0,33, 0,63)
Mécog (d1dpecoq) 1,8 0,1 2,0 0,5 0,7
ap1Opos Prapav Gd (0) (0)*** (0,0) (0,0)*** (0,0)**
oto. 2 £t
Avaroyio TBoavoTiTov 0,10 0,26 0,39

17




(95% Cl) (0,05, 0,22) (0,15,046)  [0,24, 0,65)

Mécog (dipesoq) 5,7 2,0 8,1 3,8 4.5
0p1OpLog VEmV (2,0) (1,0)*** (4,0) (1,0)*** (2,0)**

vrémukvev Brapov T1
o€ S10oTNUO 2 ETOV

O

(95% CI) (0,20, 0,39) (0,30, 0,61) (0,42, 0

Méon avoroyia PAafdv 0,28 0,43 0,59 829‘\*

*O)eg o1 AVOADGELG TMV KAVIKOV TEAIK®V onpeiov NTav otov mAnbucud pe mpoddeon espomswué

PH ovélvon poayvnTikig Topoypapiog xpnotuomotdnke oty KoOpTn LOyVNTIKHG TOLOYPUp &g
*Tyn p < 0,05, **tyn p < 0,01, ***tun p < 0,0001, #un 6TOTIGTIKA OTLLOVTIKY

Y& [0 aVoIKTNG EMCTHOVONG, Un eAeyxOpevn pelétn enéktaong 8 etov (EN DORSE axemcow
1.736 smré€ot acOeveic pe RRMS amd 1tig facikéc perétec (DEFINE kar CONFI ) O kOp1og
GTOY0G TNG MEAETNG TV 1) A&LOAOYNOT) TG LOKPOYPOVING OLGPAAELNS TOV (pOl)].lOLpl@ ebvieotépa
o acBeveig pe RRMS. Ano tovg 1.736 acbBeveig, mepimov ot puooi (909, 52%) avav Bepameia Yo
6 &t M meprocotepo. O1 501 acbeveig AdpPavav cuveyr Bepameio pe ovpo o SyeBureotépa

240 mg dv0 @opéc v nuépa kat oTig 3 peréteg kot 249 acbeveic, mov eiy %&ponyovusvmg AGPer
gwoviko apuaxo otig peréteg DEFINE ka1t CONFIRM, Adaupavoy Gspé& pe 240 mg %0 @opéc
v nuépa otn peaétn ENDORSE. O acBeveic mov AduPavay GUVSX()@/H Oepameio dOVO Qopég TNV
nuépa Erapav Bepameio yio émg 12 . . \0

Kotd ™ didpkera g perétng ENDORSE, o1 mepiocdtepot om(')@% pioovg aceveic mov glyov Aapet
Oepameio pe povpapikod dipebviectépa 240 mg dvo popég T \&tépa dev mapovsiocsov vrotpomy. o
ToVg acbeveic Vo cuveyduevn Bepameio 600 POPES TNV NUEPA KL OTIG 3 HEAETEG, TO TPOCAPUOGUEVO
ARR 7tav 0,187 (95% CI: 0,156, 0,224) otic perétec D E ka1t CONFIRM kot

0,141 (95% CI: 0,119, 0,167) ot perétn ENDORSE. Ly tovg ac0eveis mov giyov mponyovpévag
AGBet etkoviko papuako, to Tpocsapuocuévo ARR u&’t&lﬂnKS and 0,330 (95% CI: 0,266, 0,408) otig
uerétec DEFINE kor CONFIRM e 0,149 (95% C@ 116, 0,190) ot perétn ENDORSE.

¥t uedétn ENDORSE, 1 mhetovdtnra tov e z@/mv (> 75%) dev eiyav emPeforopévn emdeivoon
avamnpiog (Letpoduevn og emdeivmon owam@ag Statnpodpevn yo 6 unveg). Ta cvykevTpoTIKa
QTOTEAECLLOTO KO OO TIG TPELS LEAETES K e1&av 011 o1 acBeveig mov glyov AdPet povpapio
diuebvieotépa siyav 6Tabepd Kat YAUNAD TOGOGTH emBePatmpévng emdeivoong avammpiog e
ghappd advénomn oTig LEGEC ﬁa@uo?»o}qgamg KAipaxog EDSS ot peiétn ENDORSE. O a&lohoynoelg
¢ MRI (¢mg to étog 6, cupmePM vopévav 752 acBevav mov giyov oto mapelBov cuumepiAnedel
otV koopt MRI 10V peretmv @E kot CONFIRM édei&av 611 1 Thetovotnta tev aclevov
(mepimov 90%) dev eiyav Gd mpoSAaufdavovoeg PAdPec. Katd ta 6 £t, 0 £11610¢ TPOGAPUOGUEVOC
HLEGOG aplOOG VEDV 1 npéc&a dtevpopévav Prapav T2 kot véov Brapav T1 tapéueve youmidc.

AmoteleopoTikOTTo, 6£\c0evVeElS pe VYNAN dpacTnPLOTNTO TG VOGOU:
g peréteg DEFINEGm CONFIRM, og pio vtoopddo acfevav pe vynin dpactnplotto e
vocov, mapatnpnOnKs ctadepn enidpaon g Oeponeiog 6T VIOTPOTES, EVO M EMIOpUCT GTNV
emdeivoon g npiog mov mopapével yio 3 unveg dev Tekunprdbnke capms. A6y Tov
OYEOLAGHOD TOVHELETMV, 1 VYNAN SpaoTnPrOTNTA TG VOGOL 0pioTnKe w¢ e&Nc:
- Acbe Q UE 2 M| TEPLOGOTEPES VTTOTPOTESG G Eva. £T0G Kat Le pia 1| mepiocodtepeg Gd
@uﬁéwoncag PAdPeg, oe payvntiky topoypaeia eykepdiov (=42 otn peiétn DEFINE,
otn uerétn CONFIRM) 1y
- Ac0eveig o1 00101 SeV TAPOVGINGOY OVTATOKPICT GE VOV TARPN KAl ETAPKH KOKAO Bepameiog
‘&(’tovkaxmov éva étoc Bepameiag) e wvteppepdvn Prta, Topovsiccay TovAdyiotov 1 vToTpomy
Q 70 TPONYOLLEVO £TOG EVOSM AdpPavay Bepameia kot lyov TovAdyiotov 9 vtépmukveg PAAPeg
T2 ot poyvntikn topoypogio kpaviov 1 tovAdyiotov 1 Gd mpociaufdvovca BAABN 1 ot

®0 acBeveic glyav apetdfinto 1 avéNpuévo TOGOGTO VITOTPOTOV GTO TPOTYOVUEVO £TOG, GE

ovykpion pe Ta Tponyodueva 2 £tn (=177 otn pedétn DEFINE, n=141 otn peiét
CONFIRM).

Hodratpucodc TAnfuvopude
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H acpddeio kot 1 amoTeAeGHOTIKOTITO TOV POLUOPIKOS dipuebviectépag otny ToudtoTpikny YAIIE
a&lohoynOnKoY Gg Hid TUYOLOTOMUEVT], AVOLYTNG EMIOTLAVONG, EAEYXOUEV HUE OPACTIKO QAPLOKO
(wvtepeepdvn Prita-la) perétn Topdiinlomv opddwv og acbeveic pe YATTZ nikiog 10 émg kbt tov

18 etdv. Exatov mevivto acbeveic ToyatomomOnkoy va Adpovv gite povpopikd dyuebviectépa .
(240 mg db0o popég TV NUéEPQ amd TOL GTOLNTOS) Eite VvTEPPEPOVN Prita-Lla (30 pg evoopvikd pio )
@opd TV efdopdda) yio 96 eBdouadec. To KOPLo TeEMKO oNUEio NTAV TO TOCOGTO TOV 0CHEVDOV X(Dp6+
véEC N TPOGEOT SIEVPVUEVES VTTEPTLKVEG PAGPEC T2 01N HoyvnTIKY TOLOYPO®Io EYKEPAAOD TNV
gfdouada 96. To Pacikd devtepevov TeEMkd onpeio NTav o aplBuds TV vémv 1| Tpdopata o
dtevpupévav vEpTUKVOVY PAaBdv T2 o1 pLayvntikn Topoypaia eyke@diov v efdoudoa 96.
[MopatiBevrtal meptypapikd oTatioTikd oTotyeio Kabmg dev elxe TPpooyedoTEL smBsBmoonSi»né@son
Yo TO KOP10 TEMKO onpeio. ‘(U

To 10600610 TV 060evdv otov TANBVopd pe Tpdbeon yio Oepaneio (ITT) wov dev sixgésg 1
TPoOoeaTo dtevpvpéves PraPec T2 otn poyvntikn Topoypapio v efdoudda 96 G@écn UE TIG TIUES
avaopdc frav 12,8% yio Tov povpaptkd StueBvuAestépa EvavTt 2,8% 6TV opddd TG VIEPPEPOVIC
prra-la. O pécoc apBuog véwv | tpodceoata dievpovuévav Prapav T2 v ER3gpidda 96 o oyéon ue
TIG TWEG AVaPOPEG, TPOCUPHOCHEVOS Y1 TOV aptdud avapopds tov PAafoyi 2 kot vy nlikio
(mnOvoude ITT eEatpovpévav Tov aobevdv yopic LETPNOELS uowvnm(ylé) poypagiag), rav 12,4
Yo TOV @OVpaPIko dipebviestépa Kat 32,6 yio TV VIEPPEPOVN Br’]m—&

KAWVIKNG VIoTpomnG Ntav 34% oTrv Opdd TOL POVLUAPTKOD Ot otépa kar 48% oty opdda ™G
wtepPepoVNg Prita-La. &

O
To Tpopik acparelng oTOVG TAUSIOTPIKOVG 0cOeVElg (n?u@ 13 émg kdTo TV 18 g1dV) oV ELafav
(QOVLOPIKOG SUEBVAESTEPAG T TAV TOLOTIKG GUVETEG He £ tvo mov eiye NoN maparnpnBel oe eviikeg

acOeveic (BA. mopdypago 4.8). £

O
N
ok

O amd TV GTOLATOG YOPNYOVUEVOS (povuapl@ dyeBuiectépag veicTATOL TOYEID TPOGVOTNUATIKNY
VOPOAVOT] OO TIG ECTEPAGEG KO uawrpéw@m GTOV KVUPL0 HETOPOAITN TOV, TOV POVHOPIKO
povopeBuvieotépa, 0 omoiog etvat snicnépacrmég. O govpapkds dpueBurectépag dev givorl TocoTIKA
Pocdlopiclpog 610 TAAoUo HeTd arO@RY amd TOL GTOUATOG XOPHYNOT TOL POVUAPIKOD
dwebvreotépa. Emopévmg, Odeg ot &uammvmucég avaADGELG TOV GYETILOVTOL JLE TOV POVUAPIKO
dweBvAeotépa npayuaron01ﬁ9n§ps TIG GLYKEVIPMGELG TOV POVHOPIKOV povoueduleotépa 6To
mAdopa. Ta eappokokvnTika d&dopéva eANencav and acOeveic [Le TOAATAT GKANPLVOT KOl VYLElG

Kotd ™ dibpkeia g meptddov Tng LEAETNG OVOLYTHG ETTICT uavc%ﬁ‘?gﬁﬁoudéwv, N mBavotnTa

5.2  @appoKoKIVNTIKEG 1O10TNTES

eberovtéc.
| Q
Amoppopnon A
RS

koydxio Dimet umarate Neuraxpharm mepi€yovv KOKKOLG, 01 00101 TPOGTUTEVOVTOL OTO EVIEPIKN
EMKAALYT, 1 AEQPPOPNON OEV EEKIVA TPV OO TNV ATOUAKPVVGT] TOVG OO TO GTOUAYL (YEVIKA GE
Alyétepo am ’@d)pa). Metd amd yoprynon 240 mg b0 Qopéc T HEPA e PaynTo, 1 SIAUEST] LEYIOTN
(Cmax) frrav 1,72 mg/l ko 1 ouvoAiky £kBeom T TePLOYNGC KATM 0td TV KaumwoAn (area
rve, AUC) fitav 8,02 h.mg/l oe acBeveig pe moAlamin okAnpuvet). Zovolkd, 1 Cmax kot 1
NONKOV oYEOOV AVOAOYIKA G GYECT LE TN 000N, 6TO €0POG dOGEMV oL pedethOnke (120 mg
£m mQ). Xe pekétec o€ acbeveig e ToAaTAN oKApLVGTY, YopnyHOnKav d6celg Tmv dvo 240 mg
aeopd 4 ®POV 6TO TAAIGI0 EVOC SOGOAOYIKOD GYNIOTOS TPEIG POPES TNV NUEPA. AvTo El)E ¢
% TEAEC LA EAAYLOTT CLGGMPEVOT] TNG £KBEONC, amodidovTag o avEnon g SLaUESNG Cmax KOTA
12% o€ ohykpion pe tn docoroyia 600 popég nuepnoing (1,72 mg/l yio m docoroyia dHo popic v
& nuépa évovtt 1,93 mg/l yio m docoroyia Tpelg popég Ty NUEPD) YOPIG EMTTMOCELS Y10, TIV AGOAAELA.

H Tmax 00 (povtg' povopeBureotépa etvan 2 €mg 2,5 dpeg. Kabag ta yootpoavOektikd okAnpd
h

H tpoen dev €xetl KAvikd onpavtikn enidpacmn otny EkBeon tov povpopikov dipebviestépa. QoTdGO,
0 povpapikog diuebviecstépag Oa mpémet va AapuPavetar poli pe eayntd yia vo Pedtiodei n
OVEKTIKOTNTO OGOV 0popd TNV gpubpiaon N Tig yaoTpeviepkég avemBountes evépyeteg (PA.
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Tapdypopo 4.2).

Kotavopn

O pavopevikdg GYKog KOTAVOUNG HETE T xop1ynon and Tov otopatog 240 mg govpaptko ~0
debuvreotépa kopaivetor peta&y 60 L kol 90 L. H déopevon tov povpapicod povopedviestépa a@A\‘
TPWOTEIVEC 6TO TAAGHO KLpaveTat, Yevikd, peta&d 27% kot 40%. (U\
Biopetaoymuotiopdc o

3

2100¢ 0vOpOTOVG, 0 PovuaPLKOg diuedvAiesTtépag petafoAileTol EKTEVAC, e MYOTEPO a@% 0,1%
NG 0O0NG VO AEKKPIVETOL G APETAPANTOC POVLOPIKOG dieBLAETTEPUG OTa 0Vpa. A

petaforiletar and €0tePAOES, e TAVTOYPOVN TAPOVGIO GTO YOOGTPEVIEPIKO COANVA, T@ OO KO TOVG
16T00G, TPOTOL POACEL ot GuoTNUATIKN KVKAoPOopia. MetafoAileTon Tepattépm TOV KOKAOL
oV TPIKAPPoELAIKOD 0EE0G, Y®PIG TN CLUUETOYN TOLV GLGTHIOTOG TOV KLTOYPR &kog P450 (CYP).

Mio, pedé epdmoé 06ong 240 mg 14C-(p01)uapu<01’) dyebvreotépal wvronoﬁf@e TN yAvko{n og tov
KOp10 peTafolritn ot TAGGHO TOL AVOPMTOL. ZTOVG VITOAOITOVS LETAPOAITES TTOV VANPYAY TNV
KUKAOQOPIO CUYKATOAEYOVTOL TO POVUAPIKO 0ED, TO KITPIKO 0&D Kot 0 PIKOG
povopedvieotépag. O Katafoikdg PLeTOBOAICUOG TOV POVUAPIKOD o&@g TPOYLOTOTOLEITAL LEGM TOV
KOKAoL ToL TpKapPoLAkoD 0&éoc, ue v extvon CO2 va anorske\@nv KOplo 006 0ToPOANC.

R
L

H exnvon CO2 amotekei tnv kvplo 066 amofoArng Tov go KoV dlpebvrectépa, 1 omoia avTieTotKEl
610 60% G d6onG. H amofoin and Toug veppoig Kol ToWKOTPavVe AmoTELOVV SEVTEPEVOVGES 0S0VG
amofoAng, ot omoieg avtiotoryobv oto 15,5% ko 0,9‘@g doomng, avtictoyya.

Amofoln

O telkdc ypdvog Muicelag {mNg Tov PoVRaPKoD 4@0 pebvieotépa eivan pikpods (mepimov 1 wpa), Evd
dev avevpiokeTal Povpaptkos povopedvuieoté TNV KuKAo@opia petd and 24 dpeg, oTnv
TAELOVOTNTO TV 0vOpOT®V. Agv Tapotn psit@ GOMPELGT UNTPIKOV QUPLAKOL 1] POVHAPIKOD
povouebvieotépa pe TOAATAEG HOGELG (p(?&(lleOﬁ dyebvreotépa oto oynua Bepaneiog.

Cpoppikotnta 0

N
H éxbeom otov povpopikod 51“890@5}[)0. avEAvel oxedOV avaAoYIKa TG 000MG o€ EQATas Kot
TOAMOMAEG 0GELS, 6T0 £0pOg OGOV amd 120 mg éwg 360 mg mov peretbnke.

DapUOKOKIVNTIKY GE 816112@; TAnOvouove achevayv

Béogl tov amoteheow Tedv g Aviivong Atoxbdpaveng (ANOVA), to Sopatiko Bapog arotehet v
KOpra coppeTafAnTiamg ékbeong (Baoet Cray kot AUC) oe acbeveis pe YAITE, oA dev emnpéace Tig
LETPNOELS TNG OC 10IC KOUL TNG OMOTEAEGUATIKOTNTAG 1OV a&10A0YHONKaY GTIC KAWVIKEG EAETEG.

To @OAO KA AKio dEV EXOVV KAVIKA CNUOVTIKT EMIOPOCT) OTN QOPUAKOKIVITIKT TOL (POVUAPIKOD
Slusevkscr\éga. H poppokokivyntikn oe acbeveic nhkiag 65 kot dve dgv &yl peketnOet.

A
Haléz%‘l);b(o'g wAnBoouog

To@eppoxoxvnticd Tpoeil v 240 Mg eovpaptcoy SEBVAESTEPO, SV0 POPEG TNV NUEPQL
AOYNONKE GE pio PUKPT), OVOIKTAG EMONUOVOTG, U] EAEYYOUEVT HEAETN o€ aobevelg pe YAIIZ
wiag 13 éwc 17 etdv (n=21). H @opprokokivnTiKn Tov Qovuapikol SHEBVAESTEPA G OVTOVE TOVG
gpnPovg aceveic NTav cuvenrc pe avT mov eiye NOM mapatnpnOel oe evijhikeg acevels (Cmax:
2,00£1,29 mg/l, AUCoq.12nr: 3,62+1,16 h.mg/l, mov avtictoryel o€ pa suvolky nuepricta AUC g
t6éng tav 7,24 h.mg/l).

Negpixh dvolertovpyio.
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Koabmdg 1 veppikn 000G amotelel o deVTEPEVOVGA 000 ATOBOANG TOL POVLHOPIKOD dUeBVAETTEPQ, 1|
omoia avTioTo el o€ Aydtepo amd 16% tng yopnyovuevng d0omgc, dev mpaypatomomOnke a&lordynon
NG PUPUUKOKIVITIKAG O ATOUN LLE VEQPIKT SVGAELTOVPYiO.

Hratikn dvolerrovpyio S\?

Kabdc o povpapikde dipebuiectépag Kot 0 govpapikog povopedviestépogc petapforilovrat amd
€0TEPAOES, Y®PIC TNV cLUUETOYN TOL cuathatog Tov CYP450, dev mpayuatoromOnke a&loAdynohs

NG PUPUUKOKIVITIKAG O ATOUN [LE NTTATIKY ducAetTovpyia. O(U
5.3 TIpoxivikd dedopéva Yo TNV acQaLELd ()A
O1 avemBOpnTeg evEPyeLEg TOV TEPTYPAPOVTUL OTIG TOPOUKAT® EVOTITEG «To&mokoy{w“ﬁm
«Avamopayytkn ToEiKoTnToy dev TapaTnPNONKaY 68 KAVIKEG LEAETES, OAAL napam@@nmw o€
{oa, o€ enineda £kBeong mapopola e To KAMviKd enineda Ekbeonc. Q\

R
Merarho&rloyéveon Q}

A
O povpapKkdg S1eBVAESTEPAG KOL O POVLLOPIKOG LOVOLEOVAEGTEPOG ﬁrgéﬁpvmmoi o€ | oelpad in
Vitro dokiuacimv (Ames, ypoOUOCMUKES AVOUOAES og KOTTOPO ONAacTiROY). O EoLUAPIKOG

Suebvieotépac NTov apvnTIKOG oTNV iN Vivo dokipocio uthom)pﬂv povpaiovg.
N
Koapkivoyéveon OQ

[paypotomomOnkoy HeAETES KAPKIVOYEVEGTC TOV POV uapu&us@ukamépa émc ko 2 €1 o€
TOVTiKLOL KOl apovpaiovs. Xopnynonke povpapikog StUedpAEGTEPOG amd TOL GTOUATOG GE BOGELS 25,
75, 200 kou 400 mg/kg/muépa oe TOVTiKLO KAl GE 8()(58%3%, 50, 100 ko 150 mg/kg/muépa oe
apovpaiovg. {-

Y& TOVTIKLO, 1] EMMTOOCT) TOV KOPKIVALOTOG TV YPEPPIK®OV cOAnvapiov avnonke ot

d6om tov 75 mg/kg/muépa, o€ 16odHvaun £k (AUC) pe t ovvictdpevn 66om otov dvBpwmo. Xe
0povpaiovs, N EMMMTOGCT TOL KAPKIVOLOTOG VEQPPIKOV COANVAPI®V KOl TOL 0OEVOUATOG TV
kuttapov Leydig ovénbnke ot doom towl80 mg/kgmuépo, ot ékbeon mepinov 2 popég vymAdTepn
omd 11 GLVIGTOUEVT 06O GTOV (Swep(mQ)H oNUOGIO AVTOV TOV EVPNUATOV Y10, TOV KivOUVo GTOV
avBpomo sivar dyvoort. R

H enintwon tov Oniodpatog tov &»«béong eMONAIOL KOl TOL KAPKIVOLOTOG TOV [UT] AOEVIKOD
TUALATOG TOV GTOWAYOV (TPoaTOray0c) avénbnke ota movtikia o€ 160dHvaun ékbeon pe ™
GLVIGTAOUEVT OGN GTOV GVOP@ITO Kot 6TOLG apovpaiovg avéNdnke oe kbeomn younAotepn amd
ovvicTdpevn 860m otov Grdpeno (Bacet g AUC). Aev vmapyet avtictor o Tufpa 6tov avOpomo e
ovTO TOV npocroudx«zu JQV TPOKTIKOV.

To&woloyia O\O

Hpayuaronouﬁ@@ow Un KAWIKEC LEAETEG OE TPOKTIKE, KOLVEALD KO TTIOKOVG UE EVALDPT AL
(poopapmoﬁﬁseukscsrépa (povpapikoc dyuebvieotépag og 0,8% vopo&umporviopedviokutTapivig)
OV YOPN z'q'élTKs pe otopatikd Kabetpa. H xpovia perétn og oxdAovg Tpaypatonomnke e omd Tov
oTOHOT PNYNON TOL KOWYAKIOV POVLHOPLKOD deBviesTépal.

Mo B&-r] pNnonkav veppucég aAroyég Hetd amd emavaiapufavopevn YopnyNon GOVLAPIKOD
ot &DKSG’EépG 0O TOV GTOLOTOG O TOVTIKLA, 0POVPAIOVE, CKOAOVG Kot TONKOVC. Xe OA0 Ta €10
gfgam pNndnke avayévvnon tov emONAioL TOV VEPPIKOV GOANVAPI®V, 1) 0ol Elval EVOEIKTIKY
apnc. Mapanpndnke vrepmlocio TOV VEPPIKOV COANVAPI®V GE 0pOVPAIONG KOTA TN YOPNYNoN
& d0omc¢ €¢' 6pov [N (Lerétn ddpkelag 2 eTmV). Xe oKOAOVE oV EAafay KaBnUeEPIVA SOCELG

@ovpapikol dyebBvieostépa amd Tov 6TopaTOC Yo 11 pivec, To VToAoYloBEv 6plo yio TV aTpoPic Tov
@Ao100 TopatnpOnKe og d0om 3 Popég peyaAvTepn amd T cuvieTdpevn do6on Pacel tng AUC. Ze
mOnKovg mov Erafav kabnuepvd 66celg povpaptkov dipueduiectépa amd Tov GTONATOG Yo 12 unvec,
TopATNPNONKE VEKPWOOT LELOVOUEVOV KVTTAP®V GE 000N 2 POPEG LEYOADTEPT OO TN GUVICTMOLEVN
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doon Pdaoer g AUC. Adpeon ivoon kot otpo@ic Tov eAo1ov wapatnpidnkay og 3661 6 PopEg
HeYoADTEPT amod T cuvicTdpevT door Paoet g AUC. H onpocic autdv Tov eupnpdtov yio Toug
avBpamovg dev eival YvooT.

2T0VG OPYELS APOVPAImV Kol GKOA®V, Tapatnpninke eKpOAION TOL EMONAIOL TOV CTEPUATOPOPOV S\?

coAnvapiov. Ta eupHuate TopaTnpHONKAY GTOLS APOVPAIOVG GE dOGT TEPIMOV ioM LE TN Q
GLVIGTAOUEVN SOGT KOl GTOVG GKDAOVG 6€ d00T 3 POpEG LeyaAvTepn and T cuvieTOuevn doon (B
g AUC). H onpocic autdv Tov eupnuatav yio Toug avipmmovg dev ival yvmoTr). O(U

Ta gupnHOTA GTOV TPOGTOUOYO TOVIIKAV KOl APOVPUImY OTOTEAODVTAY OO VIEPTAAGIN K
VIEPKEPATMOT TOL TAAKDOOOVG EMONALIOV, PAEYLOV, KOOMG Kot ONA®UN TOV TAAKMDOOVE, mAiov
Kol KOPKIVOUO 6€ HEAETEC SLAPKELNG 3 1) TEPLOCOTEPOV UNVDV. AEV VTTAPYEL avricrow@pn po. 6TovV
avOpmTO LE AVTO TOL TPOCSTOUIYOV TOV TOVIIKAOV KOl T®V 0pOVPAiV. “

o

Avomopoywykn To&koTnTa. A\

H ano6 tov otopatog xoprynon eovuapucon diuedvrectépa e apoevikods gRovpaiovg oe d6aels 75,
250 kat 375 mg/kg/muépa mpv Kat Kotd T Siépketa Tov evyapdpatoc Sy Eixe kopia enidpacn ot
YOVILLOTNTO TOV OPCEVIKAV ATOU®V £0G KL TNV VYNAOTEPN d00T OV £E8¥GGTNKE (TOVAd) IGTOV 2
QOPEG LEYOADTEPT Ao TN cuvicT®peVN d0on Pacel Tng AUC). H amg Gov GTOLOTOC YOPTYNON
povpaptkod dipeBvrectépa o MAvkovg apovpaiovg oe ddcelg 25, kot 250 mg/kg/Mmuépa Tpv Kot
Kt TN d1apKeLn Tov {guyopduatos, kadng kot uéxpt tnv Huép Mg KONOMNG, TPOKAAEGE pEi®ON
oV aplfpov TV oTadimV ToL oicTpoL avd 14 Nuépeg Kot avERTE Tov aplfud Tov (Oov e
TOPOTETOUEVO I01GTPO 6TV LYNAOTEPN 800N oV £eTdoTnRE (11 Popég peyokvtepn and
ocuviotopevn doon Pacet g AUC). Qotdco, avutd ta an@aw dev ennpéacayv TN YOVILOTNTA 1] TOV
apBpd tev Prooctuov eufpov mov dnpovpyRonKay.

O povpapikodg dueBuiectépag Exel amoderydel 6TL 81(:@%de ™ HeUPpdvn Tov TAAKOVVTO GTO
EUPPLIKO aipa apovPUiMY Kol KOUVEAM®MY, LLE AVAAPKIEG CLYKEVIPDOGE®Y GTO TAAGLA TOV EUPpHov
TPOG 10 TAAGH TG untépag amod 0,48 éwg 0,64 ,1, avtictoya. Agv TapatnpnOnkav dvomiacieg
G€ 0TOL0ONTOTE SOGT POVLLUPLKOV Sm.seuksq@ o€ apovpaiovg | kKovvéila. H amd tov otépatoc
YOPNYNON Qovpaptkov diueduiectépa oe 5O 25, 100 ko 250 mg/kg/muépa o KLOPOPOVVTESG
0pOLPOIOVG KOTE TN BpKELD TNG TEPLOBOUTING OPYAVOYEVEST|G TPOKAREGE OvemBOUNTES EVEPYELEG 0N
untépa og d6om 4 Popéc vYNAGTEPT an@n ocuviotapevn doon Bacet tng AUC, kabmg kot yaunio
Bapog epPpvov kot kabvatépnon mc\@tsonoincmg (HeTaTapota Kol PAANYYES T®V oM AKPMV) GE
86om 11 popég vynAdtepn omd  qOytotdpevn S6om Paoet tng AUC. To yaunAdtepo Bapog tov
guppvov ko 1 Kabvotepnpuévn o noinon Bempnnkav erakdiovdo TG TOEIKOTNTOS Yo TN UNTEPAL
(petopévo copatikd Papog Kat kelTavAaA®on TPOPNC).

H om6 tov otopatog xopr’p@q eovuapikoy dpebvieotépa o d6oeic 25, 75 kot 150 mg/kg/muépa og
KLOPOPOVVTO KOUVEALD KOTA TN SLAPKELR TG 0pYovoYEVESNS Oev lye Kapia eXidpacT oty avamTuén
TOV EUPPLOL, EVD ngb@ £0€ LLEWMUEVO COUOTIKO PAPOG TNG UNTEPOC GE dOOT 7 POPES LYNAOTEPT| TNG
GLVICTAOUEVNG 00C 1 avénon Tov anofoAdv ce doom 16 opég LYNAOTEPN A0 TI GUVIGTMOUEVT
doon PBaoel g ADEC.

H oand tov cs?@arog yoprynon eovuapikod dipebuieotépa o€ 66celg 25, 100 kot 250 mg/kg/muépa ot
apovpaio TA TN SLAPKELD TG KUNONG Kot TNG YOAOLYioG TPOoKAAESE YaUNAGTEPO COUATIKO BAPOG
omv F1 Jevid, kabohg kot kabBvotépnon g oe&ovalikng wpipovong oto apoevikd g F1 yevide, oe
doom opég vYNAOTEPN amd TN cuvietduevn doon Paoet tng AUC. Aev mapatnpndnkav emdpdoeig
oT &vtuémw g F1 yevidc. To yapmAdtepo copatikd Bapog tv amoyovay Bewmpnonke
8&7&0090 NG To&IKOTNTAG 0T UNTEPQL.

&60 peAéteg ToEIKOTNTAG GE VEAPOVG apoVPaiovs e KaONUEPIVT] 0Td TOL GTOUATOG XOPNYNOT
@ovpaptkoy dipebvieostépa and Ty nuépa petd ™ yévvnon (PND) 28 éwg v PND 90-93 (nAia
avtioToyn pe mepinmov ta 3 €11 Kot Ave oTov AvOp®To) PavEPOoAY TAPOUOIES TOEIKOTNTEG OPYAVMV-
STOY®V GTOVG VEPPOVG KO TOV TPOGTOLOYO LE EKEIVEC TOV TapaTNPNONKaV 6e eviAika (oa. XTtnv
TPDOTN UEAETN, O POVHOPIKOG S1eBVAECTEPOG eV EMMPENCE TNV AVATTVEN, T VEVPOGLUTEPLPOPIKN
KOTAOTAGN 1) TN YOVILOTITO APCEVIK®OV Kot ONAvkdV Emg v vynAdtepn d6on tov 140 mg/kg/muépa
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(mepimov 4,6 popéc T cuvicTOpeVN dOGN 6ToV GvBpwTo Pacel teplopiopévav dedopévav g AUC ot
odlatpikovg acbeveic). Opoime, otn debTepN HEAETT, GE OPOEVIKOVG VEAPOVG BLPOVPAIOVS, OEV
TopoTNPNONKE Kopio EXTIOPOCT OTO AVATAPAYOYIKH KOl EXLKOVPIKE OPYOVO TMV OPCEVIKOV £MG TNV
VyNAdTEPT 8001 PovUaPLKoD dipebvuriesTtépa v 375 mg/kg/muépa (tepimov 15 popég v .
ewoalopevn AUC ot ovvietopevn Todtorpikn 06om). 26T060, 68 0pCEVIKOVS VEAPOVG APOVPOIOVS )
VINPYE ELPAVIG LELWUEVT] TEPLEKTIKOTNTO GE AVOPYOVO, GAATU TOV 0GTMOV KOl LLELMIEVT OCTIKY 0+
TUKVOTNTA GTO UNPLaio 06T Kot TOVE 00PLTKOVG 6TovOvAOVS. MetafoAég otn péTpnon ¢ OoTIKIS.
TUKVOTNTOAG TOPATNPHONKOV O VEAPOVS APOVPAIOVG KOl LETA TNV OTO TOV GTOLOTOC XOPﬁYHGb

Qovpapikng dipo&uéing, evog GArov eovpaptkod eotépa Tov petofolileton in Vivo otov idt pyo
petaforitn, tov povpapikd povopedvieotépa. To NOAEL yio tic petaforéc o uérpncr&
0CTIKNG TUKVOTNTOG GE VEAPOUG apovpaiovg sivan mepinov 1,5 popéc v nteavokoyoﬁus‘@ UC om)

cuviotopevn Toudlotpikn door. H oyéon tov emdpdoewv 610 06Td 610 OUNAOTEPO &“{imm«') Bapog
glval mBavi], ®GTOCO 1) GLLLETOYN UOG AUESTG EMidpaonc Oev pmopel va amokAeloteiNT o 00TIKA
EUPNLOTA ElVOL TEPLOPIGUEVTG OMHaGiag Yio Tovg eviidikeg acbeveic. H onuacia y@tong

TondloTpikovg acheveic dev givarl yvoor. N \A
@
A
6. DOAPMAKEYTIKEXZ TAHPO®OPIEX ;D(U
6.1 Kotaroyog ekdoywv . 0(/‘
N
[epreydpevo konyakiov OQ
KopueAhdln votplovyog S106Tanpodeyn O&
KoAhoedég avudpo 0&gidio Tov Tupitiov 5

ZTEOPLAIKO QOVLOPLKO VATPLO N

Yopmorvpepéc pebakpvikot o&éoc —pebakpuitkon p&%ksorépa (1:1)

Svpmodvpepég pebakpouAtkov 0£E0G — 0KPLALKOD a@kactépa (1:1), oe dwwomopa 30%
TéaAxng q}

Kitpucodg tproburestépag . ‘D

[MoAvcopPikd 80 (&}

MovooTteatikn] yAvkepoin 40-55 LQN

Kawakio . O0

o
Zehativn Q
Tutaviov do&eidio (E171) S
Z16Mpov o&gidio kitpvo (E

Kvavo (E133) A

Meldvt kowakiov ,‘O

Koéppea Mixkog %O
Z10Mpov oé’;ei&@ av (E172)

Hponvkavo@é)m (E1520)
Y 8poceibialtov appwviov 28%

A
6.2 %@uﬂatémrag

A@(papuéqswt.

®§3 Awdpxera ong

3 ypdvia

6.4 Idwitepeg TpoPuLAAEELS KOTA T POLAEN TOV TPOIGVTOG
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Mn puAdooete og Beppokpacio peyarvtepn tov 30°C.

6.5 ®@Yon Kol GLVOTUTIKA TOV TEPLEKTN

120 mg koo

14 7 56 xoydkia og cvokeLOGieg TOHTOL KLYEANG alovuviov/PVC/PVDC. N
14 x 1 kéyovleg o€ diatpnteg KuyéAdec povadag 66omg arlovuviov//PVC/PVDC O(U
240 mg ko dxios: Q

14, 56, 168 1 196 kaydxia o€ cuokevacieg THTOL KOYEANG adovpvion/PVC/PVDC. ‘(UO
56 X 1 kdyovieg oe dtdTpnTeg KOYELEG povadag doong adovpvion//PVC/PVDC g

Mropei va unv KoKAOQPOPOLY OAEG Ol GUGKEVAGIEC. O\
R
6.6 Idwitepeg mpouvrdierg amoppryng Q}

A
Ka0e aypnoiponointo @opuokevtikd Tpoidv 1 VTOAEULO TPETEL VO wuzegarswl GUUPAOVA [LE TIC
KATO TOTOVS 1GYVOVGEG OYETIKEG OLUTAEELS. C

O

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Laboratorios Lesvi, S.L.

Avda. Barcelona 69 5
08970 Sant Joan Despi - Barcelona )
Iomtavia {-

o

N
8. APIOMOZ(OI) AAEIAX KYKAO® AX

EU/1/22/1637/001 Q
EU/1/22/1637/002 S
EU/1/22/1637/003 o)
EU/1/22/1637/004 o
EU/1/22/1637/005 Q
EU/1/22/1637/006 O)
EU/1/22/1637/007 D
EU/1/22/1637/008 O

o

9. HMEPOMI-@}A NPQTHX ETKPIZHX/ANANEQYXHY THX AAEIAX

Huepopnvia np@qg éykprong: 13 Maiov 2022.
O
N\

10. I-@‘EPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

)

As?*papsig TANPOQOPIEG Y10 TO TAPOV POPLUKEVTIKO TPOTIOV £ival S1BEGILES GTOV SIKTLOKO TOTO

togFvponaikod Opyovicpov @appdkev: http://www.ema.europa.eu.

~
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A. MAPAXKEYAXTHY YIIEYOY T'IA THN

AITIOAEXMEYXH TON IAPTIAGN
B. OPOI'H ITEPIOPIZMOI z@%nm ME TH ATAGEXH KAI

TH XPHXH .

(o)

T. AAAOI OPOI KAI A{TAITHZEIE THE AAEIAX

KYKAO®OPIAZ

<O

A. OPOI'H HEPIQ}IZMOI YXETIKA ME THN AX®AAH KAI

ATIOTEAE TIKH XPHZH TOY ®PAPMAKEYTIKOY

MPOIONT

o
A
N
A8
QO
O
A
N
&
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A. TIAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITOAEXMEYXH TQN ITAPTIAQN

Ovopo kat d1evfuven Tov TOPUCKELAGTN TOL £ival LITEVHLVVOC Yo TNV ATOSEGUELCT) TOV TOPTIOWY

Zaktady Farmaceutyczne POLPHARMA S.A. ‘Q
ul. Pelplinska 19, 83-200 Starogard Gdanski, IToAwvia C)+

U o‘u
Zaktady Farmaceutyczne POLPHARMA S.A.

D
Oddziat Produkcyjny w Nowej Debie %
ul. Metalowca 2, 39-460 Nowa Deba, ITolovia g

L S
)

Laboratorios Lesvi, S.L. q}

Avda. Barcelona 69 AN

08970 Sant Joan Despi ‘D(U

Barcelona — Iomavia

1

. OQ
neuraxpharm Arzneimittel GmbH &
Elisabeth-Selbert-StralRe 23 @)
40764 Langenfeld - I'eppavia 5

210 éVTUTO PUALO 00N YLDV ¥PNONG TOL POP uoucsmm@&-npo‘iévrog TPETEL VAL OVOLYPAPETOL TO GVOLLOL
Kot 1 1evBuven TOL TAPAGKELOCTNH TOL Eivat vnsﬁ@bwog Y0 TNV OTOOEGUEVOT) TNG CYETIKNG TOPTIOOC.

N
o
B. OPOI'H OI IEPIOPIZMOI EXETKRA ME TH AIAOEZH KAI TH XPHZH
DoppoxevTikd TPOioV Yo To 0moio ana@ﬁm TEPLOPICEVT 10TPIKT cvuvtayn (PA. mapdptnua I:
[epiinyn Tov Xapaktnpiotikdv toy @)o'i(')vrog, wapdypapog 4.2).

QO

I.  AAAOI OPOI KAI ATAVTHEEIE THE AAEIAX KYKAO®OPIAE
. Ex0écerg nspwﬁm@apakokof)ﬂncng ¢ as@aisrag (PSURS)

Ot amoutioelg yio ﬂ].\?@oﬁoxﬁ twv PSURS y1o 10 €v AOY® Qopuokevtikd Tpoiov opilovtal otov
KOTAAOYO LE TIG M u@unvisg avaeopds ¢ Evmong (katdioyog EURD) mov mapatiBetot oty
TapAypoeo 7, ronpOpov 107y, g odnyiag 2001/83/EK kot kaOe emakdiovdng emkapomroineng
OT®G oM uockab OTNV EVPOTATKT SIKTLOKT TOAN Y10 TOL QALK

S

A. O "H IIEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPH OY ®PAPMAKEYTIKOY ITPOIONTOX

. QO 2yé0r0 owaygiprong Kivovvov (EAK)

Kdatoyoc Adsiog Kukhopopiog (KAK) Ba die&aydyel TIc amaitodpeves SpactnploTnTeES Kot
TOPEUPACELS PUPUOKOETOYPVTVIOTG OTTd¢ Tapovotdlovial ato cupenvndéy ZAK mov tapovcidaletan
otV evotnta 1.8.2 g ddelog KukAoeopiog Kot 0moleGONTOTE EMAKOAOVOES EYKEKPIUEVEG

avabewpnoelg Tov TAK.

‘Eva emucaiporomuévo XAK Oa npémel va katotedei:
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. Meté and aitnpa tov Evponaikov Opyoviopod Goappdxwov,
o OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUA OLUYEIPLENG KIVOHVOD, EOIKE MG AmOTEAEGLO ANYNG
VE®V TANPOPOPIDOV TOV HTOPOVV VOl EMOPEPOVLY GNUAVTIKT GAAAYT OTN GYECT] 0PEALOVG-KIVOHVOL
N ©G OTOTELEG A TNG EMTEVLENG EVOG GNUAVTIKOD OPOCTLOV (POPHOKOETAYPVTVIION 1

Ao 1oTOTOINGN KIVOUVOU).
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1.  ONOMAZIA TOY ®APMAKEYTIKOY IPOIONTOX AY
N

Dimethyl fumarate Neuraxpharm 120 mg yootpoavOektikd koydkio, GKANpa O(U
Dimethyl fumarate Neuraxpharm 240 mg yootpoavOektikd konydkio, GKANpa

S
R T 2
&

D,

‘ 2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Ka0e xoydixro mepiéyet 120 mg povpopikov dipuebviectépa. A
Kabe xoydro mepiéyet 240 mg povpopikov dipebviectépa.

(3. KATAAOTOZ EKAOXQN RN |

oX
Q
‘ 4. P®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO |
v
Taotpoaviektikd KoyaKlo, GKANPO {9\&'
120 mg koo O
14 yaotpoovOekTikd oKANPA KoyaKio q>
56 yooTpoavOeKTIKG GKANPE Konydikciol N éD
14 x 1 yaotpoaviexticd okANpa KoyaKio

240 mg kayakio: Q
14 yaotpoaviektikd oxAnpd Ka\udm@
56 yootpoavOeKTIKA GKANPE Koo

168 yaotpoavOeKTiKG GKANPE KeRPOKLOL

196 yaotpoavOeKTiKd GKANPAKIYAKLO
56 x 1 yoorpoavOektuch 0&@’1 Koy aKioL.

A
=\
| 5. TPOIOX KAKOAOX(OI) XOPHTHIHE

Xpnon amnd Tov @Jatog.
Awpdote ro%x 0 0MNYLOV XPNONG TPV O TN XPNOT).
&
6. IKH ITPOEIAOITIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO

\&_ OION IIPEIIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAETIOYN KAI
_()'AEN ITPOXEITIZOYN TA TTAIAIA

090( puAdooeTal o€ Béon, TNV onoia dev PAETOLV Kot deV TPOGEYYiLovV T TOLOIAL.

Q

| 7. AAAH(EX) EIAIKH(EX) MIPOEIAONIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EY) |
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8. HMEPOMHNIA AHEHX ‘

AHZEH:

O

\
9.  EIAIKEX *YNOHKEX OYAAZHE AY

N
Mn puAdooete og Oeppokpacio peyoivtepn tov 30°C O(U
Y
.0

10. TAIAITEPEX IPO®YAAEEIX I'lA THN AITIOPPIYH TQN MH }(U

XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN.
YIIOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AHAITEITAI

\9,
D

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAX KYKAQ(I)ESPIAZ

‘D(U
Laboratorios Lesvi, S.L.
Avda. Barcelona 69 0(/\
08970 Sant Joan Despi - Barcelona N
Iomavia OQ

O&
(>
N

N

)

EU/1/22/1637/001 £
EU/1/22/1637/002 o
EU/1/22/1637/003 @
EU/1/22/1637/004 )
EU/1/22/1637/005 &
EU/1/22/1637/006 LQ
EU/1/22/1637/007 )
EU/1/22/1637/008 <O

N
QO
O
13. APIOMOX IMAPTIAAZ
O\J
A
o
.~\O
14. TENIKH ATAZEH I'TA TH ATAGEXH
QY

fl)apuaKsmmédtpo'iév Y10 TO OTtO10 ATALTEITON TEPLOPIGLLEVT] LOTPLKT] GLVTOYN.

L
| 15. OAHTIEL XPHIHE |

*_V
Ke)
|@p° MAHPO®OPIEX XE BRAILLE \
0\
& Dimethyl fumarate Neuraxpharm 120 mg
Dimethyl fumarate Neuraxpharm 240 mg

12.  APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

Hoprida:
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KQAIKAX (2D)

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX

A165106T0T0¢ YPOUU®TOC KddKag (2D) mov pépet Tov meptineBévta. Lovadiko avoyvmpPLoTIKO KMOKO.,

)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAT'NQXIMA é}[

&Y
10

TON ANOPQIIO
N \39
NN \Q
S
E(}A
‘o“’A
N \0(/‘
Q
@)
Q
@)
hy
S
&
‘o‘a
S
N
N \O0
o)
oé\
A&O
RS
®)
&
O
&
>
&
QQ
o
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EAAXIELTEZ ENAEIZEIZ IOY IPENEI NA ANATPA®ONTAI XTI L YLKEYAXIEES
KYWEAHX (BLISTER) H XTIZ TAINIEZ (STRIPS)

OEPMOKOAAHMENH KAPTEAA TYIIOY BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Neuraxpharm 120 mg yaotpoavOektikd Koydkio, SKANpa A
Dimethyl fumarate Neuraxpharm 240 mg yootpoavOektikd Koydkio, oKANpa YUO

Qovpopude Sedvhectépag &

| 2. ONOMA KATOXOY THE AAEIAY KYKAO®OPIAY A

Laboratorios Lesvi, S.L.

3.  HMEPOMHNIA AHEHZ Y

EXP &

1o

4. APIOMOX MMAPTIAAY R

Lot O

5. AAAA XTOIXEIA
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®Vviro odNYIOV ypiong: IIAnpoeopiss yio Tov a60evi|

Dimethyl fumarate Neuraxpharm 120 mg yootpoovOsktikd Koydkio, ckinpa
Dimethyl fumarate Neuraxpharm 240 mg yootpoovOektikd Koydkio, ckinpa

<
QOVLOPKOG dyeBvieatépos A\?
O
AP aoTte TPOGEKTIKA 0AOKANPO TO QVAAO 0OMYLAOV PN OIS TPLV UPYIGETE VO TAIPVETE amﬁb%
PapROKOo, O10TL TEPLAUUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.
- DvAGETe VTO TO PUALO 001 Y1V Ypriong. Towg ypetaotel va To dafdoete Eavd. 3
- Edv éxete meportépo amopieg, poTNGTE TOV Y1OTPO 1 TOV PAPUOKOTOL) GOG. ‘(UO

- H cvvtayn yio avtd to pdpuoko yopnynonke omokAEIGTIKA Yo 60G. Agv Tpé Rva dMOETE TO
Qapuroko og dAlovg. Mmopet vo Toug TpokaAiésel PAAPN, akopa Kot 6Tav TO SUUTTOUOTO TG
acBévelog Tovg givatl idlo pe ta S1kd Gog. D

- Edv Tapotnpioete KAmola ovemdOpun T eVEPYELL, EVILEPOGTE TOV YIOTPOT) TOV PUPUAKOTOLO
G0c. AVt 1oyhEL Kot Yo KABe mhovn avemBountn evépyeia Tov dev avEQEPETOL GTO TAPOV
@OALO 0ONYL®V xpiong. BAéme mapdypago 4.

A
L
T epréyel To TOPOV OALO 0ONYLOV C

T1 eivon To Dimethyl fumarate Neuraxpharm xat mowa givat h oM TOV
Tumpénet va yvopilete Tpv mapete To Dimethyl fumarate raxpharm
IMog va napete to Dimethyl fumarate Neuraxpharm &

ITBavég avemBOunTEg EVEPYELEG @)

Mo va purdccete o Dimethyl fumarate Neuraxp yam

[Tepreydueva g cvokevaciog Kot AOES TANpogepieg

ocouarwNE

1. T givor to Dimethyl fumarate Neu raprgg'l KOl 7wov0, ivan 1 yp1)o1) Tov
Tt given To Dimethyl fumarate Neuraxphafii

To Dimethyl fumarate Neuraxpharm gi\@ £VOL QAPLLOKO TTOV TEPIEYEL TN SPUCTIKY OVGIN POVHAPIKO
onegBuviectépa. N \Q

Iow gival 1 xpien Tov Dimet%%marate Neuraxpharm

To Dimethyl fumarate Neurdxpharm ypneponotsitay yia T Ogpansia g vroTpomaloveac-
OwAgimovoag TOMAOTAN Npvoveng (IIX) og acbeveic nhkiog 13 eTOV Kol GVO.

H IIX givon por pakpoypovia mabnon mov ennpedletl o keviptkd vevpikd cvotnua (KNZ),
coumeptropfavo ué\:g@ v EYKEPAAOV Kal TOV voTiaiov puerov. H vrotpomidalovca- dwaeimovoa [1E
yopaxtnpiletor amd varapuBoavopeva, enelcodia (VTOTPOTES) CUUTTOUATOV TOV VEVPIKOD
ocvotnpotog. To c%nr(b pato Stopépouvv PETAED TV asevav, aAld cuviBwng Tteptiappdvouy
dvokorieg atn Badiomn, aicOnua aotabelog Kot onTikég dOuoKoAies (.. Oapmn 1 S dpacn). Avtd
TO GUUTT® ué@ EVOEYETUL VAL EAPAVIOTOVV TANPWOG OTOV TEPAGEL 1| VTOTPOTT], AAAGL OPIGUEVA
npoBM]uaK OEYETOL VO, TOPALEIVOUV.

Haog Qg‘jpro Dimethyl fumarate Neuraxpharm

OVIGHOD GOG amd TO Vo PAATTEL TOV EYKEQAAO KOl TOV VOTLONO Loeld coc. Avtd pmopet eniong va

T (bimethyl fumarate Neuraxpharm eaivetat 6Tt dpa epmodiovtag To apvvTiKd GHGTNA TOV
ﬁeﬁca oV Kabvotépnon pelhovtikng emdeivoong g X,

2. T apéne vo yvopilets mpwv mapete to Dimethyl fumarate Neuraxpharm

Mnyv mtapete o Dimethyl fumarate Neuraxpharm:
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- 0€ TEPITTOGT dAAEPYING GTOV POVUAPIKO dueBvreoTépa 1 6€ OTO100NTOTE GAAO A0 TOL
GLGTOTIKG 0VTOD TOV PAPUAKOL (aVaPEPOVTAL BTNV TAPAYPOPO 6).

- €0V VTapyeL vroyia 0TL TACYETE 0O PLU GTAVIN EYKEQOAMKY] Aoipén mov AéyeTal
TPOI0VGA TOLVEGTIOKY Asvkogykepaiomadela (PML) 1 gav &xar emPeporwOei PML.

O
[pocdomomoeis Kot TPOoPUVAAEELS 0+
N

To Dimethyl fumarate Neuraxpharm pmopei va ennpedoet Tov aptOpué TmvV AEVKOKVTTAP®OV cggooug
vEQPOVG Kol o Nrap cog. [Tpotod Eekivioete va taipvete Dimethyl fumarate Neuraxpharm

YwTpog cag Ha cog Kavel po eEETOON ALOTOC Y10, VO LETPNGEL TOV plOd TV AELKOKLTTO (e]vla
Kot Bo eAéyEet edv Aettovpyohv Kadd ot veppoi kot To Nrap cag. O yiatpdg cag Ba cag Kg

TEPLOOIKE aVTEG TIg e€gThoELS KATA TN O1dpKeLn, TG Oepoameiog. Eav o aplOudc tov Aev }mrtdpmv loJvla
pewmBel katd tn didprela tng Oepameiag, o YaTpog oag umopel vo eEETAGEL TO EVOEXO[EVO ANYNG

TpocheTmv PETPOV avaivong 1 dtokomng tng Bepaneiag oag. O\
S

Azngv0uvOsite oTov YwoTpd cog npv mdpete To Dimethyl fumarate Neuraxphaﬂa? EQv EyeTe:
- coPapn ve@pikn voco AN
- cofopn etk voco ‘D(U
- vOGO TOV GTORAYOV 1] TOL EVTEPOV
- cofapn AoipmEn (6mmwg mvevpovio) 0(/\

~N

Mmropei va ekdnAwbel épnng (ootpog pe ) Bepaneio pe @o %u«') debvreotépa. e oplopEVEG
TEPUTTMGELS, EXOVV TPOKVYEL GOPOPESG EMTAOKES. Q0 TPETEL VACEVI|LEPDGETE TOV YIO0.TPO GUG OLLECHOC,
€6V VTOTTEVEDTE OTL EYETE OMOLOONTOTE GLUTTMLOTOL épnm&mﬁpa.

Edv motedete 611 n 11X oag xepotepevet (). aduvopioNFoAllayEéc 6Ty OpacT) 1 0V TOPOTNPTCETE
OTOLONTOTE VEN COUTTOUATO, ATeEVOVVOEITE AUECOCETOV Y10TPO OaG, EMEON ALTA LITOPEL Vo, Eivat To.
GUUTTOMOTO LLOG OTAVING EYKEPAAMKNG AOTH®ENS ovopaleTol TPoToVca TOAVEGTIOK)
Aevkoeykeparondfelo (PML). H PML egivon pia &y opn Tabnomn mov umopel va empEpet cofapn
avommpio 1 Odvaro. ~0

‘Exet avopepBei puo ondvio oAra cofopr VEBpIkT dwtapoyn (cOvEpopo Fanconi) pe t ypron evog
QOPUAKOD TOV TEPLEYEL POVLLOPIKO Sm@)»scsrépa, € GLVOLUGUO [E AAALOVG EGTEPEG TOL POVHLOPIKOD
o&€og, 1o omoio ypnoiponoteitar yiowt §epancio g yopiaong (mag depuotikic acbiveiag). Eav
Topatnprcete Ot amoPdailete peyakyrepn TocOTNTA OVPOV, SLYATE TEPIGCOTEPO KU TIVETE
TEPLOGOTEPA VYPA aTd 0,TL GLVNORE, EAV MGOAVESTE TOVG HVG GOG TTLO ASVVALLOVS, £V OTACETE
KATO10 00TO 1| ATAG TOVATE, anbwes{rs GTOV YLTPO GOG TO GUVTOLATEPO OLVOTO, DGTE VO

d1epeuvnBovV TEPUTEP® OVTAIO GUUTTMLOTOL.
Howowd ko Egnpor K
)

Ot TOPaTGVE TPOEWBIROMGELS Kot TPOPLAGEELS 1oyvoVY Kot yio T, Tondtd. To Dimethyl fumarate
Neuraxpharm wu@t va yproonoindel og madtd kot prfovg niikiog 13 etdv Kot dvo. Agv
vIdpyovV 81(16@0& dedopéva og Toudid nikiog kéto tov 10 eTov.

Aldo (pd/pd{&-m ko Dimethyl fumarate Neuraxpharm

Evnugpmote 0V Y10.TPO 1] TOV QUPROKOTTOL0 60G AV TAlPVETE, £XETE TPOGPATO TAPEL 1 LTOPEL VoL

ThpeTeE aAAL PAPUAKD, EIOTKA:

O (OAPLOKO TTOV TEPLEYOVY EGTEPES POVUAPIKOV 0EE0G (POVUOPIKA) TOV YPTCLOTOLOVVTOL Y10,

Q TNV OVIYETMONION NG Yopioong

@ PappoKa Tov enNPEALOVY TO AVOGOTOMTIKO 6VOTNLA TOV 0PYAVIGHOD GOG

& GUUTEPTAOUPAVOUEVOY GALOV QUPRAK®OY TOV YpriciorotovvTal Yo T Ogpameio tng X,
OT®S PLVYKOAUOON, vaTalovpaunn, tepipAovvoion, aieptovfovpdaunn, okpeMlovpdunn 1
KAadp1Bivn, 1 Kamola amd TIC AvVIIKAPKIVIKES Oepomeieg TOL YP1GILOTOI0VVTOL GUVIBW®E
(prrov&yapmn M prto&ovopovn)

- PappraKa wov exNPealovy TOVS VEQPOUS, COUTEPILALPAVOUEVOV OPIGUEVEOV AVTIPLOTIK®V
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(xpnowomotovvtat yio ) Bepaneio AopmdEemv), «diokimv drovpnons» (diovpntikd),
OPLOPEVEOV TUTTOV TEVGITOVEOV (OTOS PovTpo@aivn Kot GAAN TAPOHOL0 OVTUPAEYLOVAOIN,
KaBmG Kot PAPUOKO TOL £XOVV AYOPAGTEL YWPIG WTPIKT GLVTAYN) KOl QOPUAK®OV TOV TEPLEYOLV
AiOwo

- H Aym tov Dimethyl fumarate Neuraxpharm pe opispévoug tomovg epporiov (sufiodia pe ~0
{VTES HIKPOOPYOVIGUODS) EVOEXETAL VO GOG TPOKAUAEGEL AOTUWEN KA, CUVETMGS, Oa TPEMEL Vo A\‘
amoeevyetatl. O yiutpdc cog 0o cag cupPovAedoel GYETIKA LE TO €V Ba TpEmet va yopnynoo
dAlot Tomot epPorimv (un {ovra sufolia). O(U

To Dimethyl fumarate Neuraxpharm pe owonvevpotdon 04

H peyaddtepn and pio pikpn mocodtnto. (meptocdtepo and 50 ml) kotaviiwon wxl)pd)%oo?»oﬁxmv
TOTAOV (1€ aAK0OAKO Babuod peyarvtepo amd 30% kat’ YKo, ). amooTayuata), Oo tpénet va
AmOPEVYETOL Y10, S1doTNa pHiog dpag amd tn Afyn tov Dimethyl fumarate Neura rm, kofmg ta
OWVOTVELILATMSN HTOPOVY VoL AAANAETISPAGOVV HE OVTO TO PAPHAKO. AVTO Dol tepovsE Vol
TPOKOAEGEL PAEYLLOVT] TOV GTOUAYOV (yaoTpitidn), EI01KE 0 ATOUM TO. OTtola L 11ON emppent) o€
yoaotpitida.

A
o
Kdnon kot Onraocpog
G

7 r 7 A 7 7 4 r r 7 A Ie A r
Edv giote éykvog 1| Onhalete, vopilete 6T pmopel va giote £yKv0og €014(eTe va amokTNoeTe ToUdi,
{ntote T GUUPBOVAN TOL YITPOV 1] TOL POPLOKOTOLOD GG TPT €1€ AVTO TO PAPLOKO.

Q

Kimon o

Edv giote éykvog pn ypnoponotcete to Dimethyl fum\s;k[e Neuraxpharm ektdg kot v to £xete
cL{NTAGEL LE TOV YI0TPO GOC. {_

o

Oniacudg N

Agv givol yvmoto gdv 1 SpacTiki ovsio Tov pféfhyl fumarate Neuraxpharm nepvd oto untpikod
yéio. To Dimethyl fumarate Neuraxpharm 56000 npémetl vo, Aappavetol katd to Oniacud. O yatpdg
cog Ba cag Ponbroet va amopacicete v Gopénet vo Stakdyete To Bndacud N xprion tov
Dimethyl fumarate Neuraxpharm. Aurf%(mé(pacm neptAapPavel T oTdBuion Tov 0eEAOVG TOV
OnAacuov yio To modi cog Kol Tov QQ\)@ODQ ¢ Oepameiog yio €64G.

@)
Odnynon Ko (ELPLopog pnyov v

H enidpaon tov Dimethyl fumarate Neu raxpharm oty kovotntd oag vo odnyeite 1 va yepileote
punyavipote dev givat YVOQHH. To Dimethyl fumarate Neuraxpharm dev avapévetat va ennpeaoet Ty

KAVOTNTO 001 YNONG Kwslpwuo{) UnavnUaToy.

To Dimethyl fumagdte Neuraxpharm mepiéyer varpio
To @dappaxo avto@ePLEXEL Mydtepo and 1 mmol vatpiov (23 mg) avd kaydxio, ivol avtd Tov
ovopalovpE «E £p0 vaTpiovy.

S

S

3. Igg.\va napete To Dimethyl fumarate Neuraxpharm

o 0MEG, POTNOTE TOV YIOTPO GOG.

80?6611 évaping

120 mg %0 @opéc v nuépa.
Noa maipvete avtr T 6001 EvapEng Yo TIg TPAOTEG 7 NUEPES KO, KOTOTLV, VO TOAPVETE TNV KAVOVIKN
doon.

Hd?i&‘!fi VO TOUPVETE TO QAPLOKO CVTO GVGTNPE GOUPOVA LE TIC 00TYiES TOV YloTpov cog. Edv €xete
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Kavovikn 000
240 mg 8%0 @opéc Ty nuépa.

To Dimethyl fumarate Neuraxpharm npoopiletot yio xprion and Tov GTOUATOS S\?
Koatoanivete ka0g koywdkio oAOKANPO, Lie Alyo vepo. Mnv k6Bete, Opvpupoatilete, StadveTe, \O
amopvleite N LocATE TO KOWAKL0, KAOMG evogyeTal va avénbodv opiopéveg avemBounteg svépwgeg.

No maipvere To Dimethyl fumarate Neuraxpharm pe @oynto — pnopsi va Bondnoet va Bovv
Kdmoteg omd TIg TOAD cLYVEG avemBOUNTES EVEPYELES (AVOPEPOVTOAL GTNV TOPAYPAPO 4). ‘(U

Eav napere peyorvrepn d6on Dimethyl fumarate Neuraxpharm amoé tnv Kevovudy

N
Edv &yete mapel mépa oG Koydkia, axevduvleite apéomg 6Tov Y1Tpo © ﬁ%éxarm va
TOPOVCLAGETE AVETIOVUNTEG EVEPYELEG TAPOLOIEG LLE EKEIVEG TTOV nspwpd(povr%apaKdrm, otV
TopAypaQo 4.

AN
‘o
Eav Egyaoete vo mapete o Dimethyl fumarate Neuraxpharm C

QO

Edv Eeydoate | maporeiyate pio 661, UV TAPETE H1TAN 001 Q\

Mmropeite va, Tapete T 0001 TOL TAPUAENYOTE EAV QPN OETE p&) LAGTILLO. TOVAAYLOTOV 4 POV
Heta&d TV S0GEMV. APOPETIKA, TEPIUEVETE PEYPL TNV ETOLEVT) TPOYPUUUATIGUEVT SOGT GOC.

Edv éyete meprocdTepeg EpOTNGELS GYETIKA LE TN Xpﬁc@kro{) TOV QUPUAKOV, POTACTE TOV YIOTPO N
TOV PUPHOKOTOLd GOC.

o
. éo
Onwg 6Aa To pAPLOKD, £TGL KOL 0VTO TO (p@ﬂw(o UTOPEL VO TPOKOAECEL OVETIBVUNTEG EVEPYELES, OV
Kot Ogv TOPOVGLALOVTOL GE OAOVG TOVG @po’mong.

4, IMBavig avemBounTeg EVEPYELES

LS

Yopapég avemOBOUNTES EVEPYELEG O\

Aevkokvttapov). Edv éxete A6 apOud Aevkokvttapwv umopel va avénbei o kivovvog Aoipméng,
GUUTEPTAAUPAVOUEVOD TOM REVEHVOL piag 6Taviag AOHOENG TOV EYKEPAAOD TOV OVOUALETOL TPOTOVGO!
TOAVECTIOKN KSDKOSYKER(XKOTB(&@SI(X (PML). H PML pmopei va. 0dnynoet o€ coPapr| avamnpia 1
Odavato. H PML swpﬁ@mm petd omd 1 éoc 5 € Bepomeiog, ondte 0 YloTpog cog O mpémel va
cuveyioet va Topa v0el Ta Aevkd oag apoopaipta Ko’ OAn T didpkela g Bepaneiog cog, EVE
Ko €ogig Oa pén€tva mapakolovbeite TuxOV duvnTikd cvurtdpata g PML, 6mwg meprypdpsto
napokdtm. O Kﬁ%\)vog G PML evoéyetat va givor vymAdtepog edv eiyote AaPet oto Taperdov
K&mTo10 (pdpi@O OV EYEL ENNPEAGEL T AELTOVPYIKOTNTO TOV OVOGOTOUTIKOV GOC GUGTHILOTOC,

To Dimethyl fumarate Neuraxsf@m UTOpEL VO LELDGEL TOV aplBpd Aeppokuttdpwv (§vag TOmog

Ta oo ato ¢ PML pmopei va givat moapopota pe avtd g vrotponng e [IX. Xta copntdpata
uropetye teplapfivovtar véa advvapia 1 emdeivoon g advvapiog otn pio TAELPE TOV COUOTOC,
adefbnTa, aALoyEG GTNV OpaGT, TN OKEYN 1 TN LVAUT, 7| o0YYLoN 1 GARXYEG TG TPOSOTIKOTN TG, 1
) Aleg TNV oAl Kot TV ETKOV®VIN TOV S10pKOVV Y10 TEPIOCOTEPES OO UPKETEG TUEPEC.
pHévag, edv motevete 6T N [1X cog emdevadveral 1 €6V TOPATNPNCETE OTOIAONTOTE VEQ

untdpoto eve Aapfavete Oepaneio pe ovpapikd dpebviectépa, glval oD onuavtikd vo
WIANGETE UE TOV Y1OTPO GO TO GUVTOUOTEPO dLvaTo. Emtiong, wilnote pe Tov cOVIPOPo 1 ToVg
(POVTIOTEG OOG KOl EVILEPDOTE TOVG OYETIKG pe TN Oepameia coc. Mmopel va eppavictody
GUUTTOLOTO TOV VO UV avTtidngbeite ot id1o0t.

2>  Evuep®ote opécmg Tov YIoTpd 604G £G4V EPQAVIGETE 0TOL0ONTOTE 0T6 OVTAE TU
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CUUTTOUATO,
Yopapég AlhepYIKEG OVTIOPAOELS

H ocvuyvomta tov cofoapdv aliepyik®v avidpdoemy dev umopel va extiundei pe faon ta dwwbéopa ~0
dedopéva (Un YVooTéc). 0+

To KOKKIVIGLLA TOV TPOGHIOV 1) TOV GduaTOC (epvbpiact) givan pa ToAd cuyv avem®oun
gvépyeln. QoT660, 6 TEPinT®ON TTOL N pLOpiacn cuvodedeTal amd gpvOpd e£avOnua 1| KVIdWGH Kt
TOPOVCIAGETE OTOLOONTOTE ATO CVTE, TO. GUUTTAOLOTAL AN

O
- TPNEWO 6TO TPOGMTO, TA YEIAT], TO OTOUA 1 TN YADOCOW (aryyel00idnua,) AW
- GUPLYHO, SOLGKOALD TNV avaTvon | dVGTVOLd. (dDorvola, vrwolia) Q
- {6\ M andrewo cuveidnong (vadraon) O\

S
TOTE OVTO UTOPEL VO OVTITPOCHOTEVEL Uit GOPapT| CAAEPYIKT aVTIOPOOT) (avago@éz’a)

2>  Awxoyre ™ AMyn tov Dimethyl fumarate Neuraxpharm ko }(D@Qﬁs‘rs apuéeg Evay YoTpo

oAb cvyvéig avemBOunTeg evépyereg 0(/\
N
Avtég pumopet va emnpealovv wepioootepa amd 1 ota 10 droua: Q
- KOKKIVIGLLO GTO TPOCMOTO 1] 6TO OO, oicOnua Oeppot , (€otng, Koyipatog N eoyovpog
(epvlpiaocn) @)
- yohopd kKOTpava (digppoia) N\
- aicOnpa adwbeciog (vavtio) 0‘&'

- GTOHOYIKOG TTOVOG 1] CTOUAYIKES KPAUTTES {_,

2>  HMyn tov ¢oppdxov 6og pe Goynto p&i v GOUPGALEL GTN PEI®OT TOV TOPATAV®D
AVETOOUNTOV EVEPYELDY .

Ovoieg mov ovopdlovtol KETOVES, Ol onoistpo’wovwm QLGLOAOYIKA OO TOV OPYOVIGHO,
gupavifovrol ToAd GLUYVA OTIS aésrdcsm@{)pmv katd ™ Aqym tov Dimethyl fumarate Neuraxpharm.

S
ATgv0VVOEITE 6TOV Y10TPO GUC GYETKA [LE TOV TPOTO OVTIUETAOMIONG AVTAOV TV AVETIODINTOV
gvepyelmv. O y1aTpdg o0 pmopsi@usw’ocm T 060om coc. Mnv Letdoete T d00T GOG, EKTOC EAV Gag
TO TEL O Y1TPOG COC.

Yoyvég avembounTeg své&@tsg

Avtég pmopel va emmp v ¢ kat 1 oro 10 arouo.:
- QAEYLOVT] TOV-BSOTEPIKOD TOLYDOUATOC TOV EVIEPOL (YaoTPEVTEPITION)
- adiobeoio 0¢)
- dvomeyio™
- (p)»syut@'] TOV E6MTEPIKOD TOLYDOUATOC TOV GTOUMY OV (YaoTpitido)
- yacm&wspmﬁ doTopoyn
- aieﬁl\wa KOYILOTOC
€1g, aiocOnua Beppotrog

ayobpa o10 dépua (Kvouog)

) eEavonua
—Q’ po( 1 kOKKIveS KNALdeg 610 déppa (epvOnua)

o TP OnT®OT (CAMTEKIO)

AvemBounteg evEpyeleg 01 OTOTEC EVOEYETAL VO TAPOVGLOGTOVV OTIS EEETAGELS QHLLATOC 1) 0OVP®V

- YOUNAG emineda AevKoKLTTApwV (Aeupomevia, Aevkomevia) oto aipo. O petopévog aptpog
AevKOKLTTAPWV o LTopovGE VO, oNLAivEL OTL 0 0PYOVIGUOG GOG Etvat AMYOTEPO IKOVOG VO
avtuetonicstl po Aoipwén. Edv éxete o cofapn Aoipmén (dnwgmvevpovia), evnuepdote
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OUECMC TOV YLOTPO GOG
- TpwTeives (Aevkwuarivy) ota 0vpa
- avénon tov emmédov Tov nratik®v eviduwov (ALT, AST) oto aipa

Oy ovyvég avemBOUNTES EVEPYELEG S\?
Avtég pmopet va emnpedlovv éwg kar 1 ota 100 drouo: \o

- aAlepyikég avTidpaoelg (vrepevaictnoic) 7

- Heimon TV ooTETAAI®V o

Mn yvootéc (1 cvyvotnta dev pumopel va ektiun et pe faon ta dabécipa dedopévar) YUO

- QAeypovi NTatog Kot avénomn ota enineda nratik®dv eviouwv (ALT 7 AST oe o&aa,ué ue
x0lepvlpive) N

- £€pmnc {OoTNPOG LLE CUUTTOUOTO OTOC POVOKAAES, KAWILLO, Payovpa 1 qé@?cro déppa,
ouvnbwg ot pio TAELPA TOL TAVE UEPOVG TOV CAOUATOG 1| GTO npéc(mut(}m ue Ao
CUUTTOUATO, OTMG TLPETOG KoL AdVVAUIN GTO TPDOTA GTASIN TNG koi&{mg, akolovBovpueva and
povdG A, Qoyovpa. 1] KOKKIVEG KNAIDES [IE EVTOVO TTOVO (D)

- ouvay (prvoppora). ‘D

G

Modua (Mkiog 13 1@V Kot Gve) Kot £pnpor ‘\0

Ot topandve avemBOUNTEG EVEPYEIEG 1IGYXVOVV KO Y10l TO TOdLY 0VG epNPovg.

Kamoteg avemBountec evépyeleg avapipdnkay To cuyvd oe 1 Kol ePPovg oe GYESN LE TOVG
EVIMKEG, T.). TOVOKEPOUAOG, GTOLOYIKOG TOVOC 1| GTOUOYIKE umeg, adlabecio (guetog),

TOVOLOLLLOG, PY0G Kot ETMOVVT TTEPI0dOg (EPUNVOS poon).

Ava@opd avemOounTOV evepyELOV O

Edv mapatmproete kamowo avemBOUnTn eVEPYELD, SNLEPDOTE TOV YIOTPO 1) TOV POPUAKOTOLO GO,
AvT0 1oyt Ko Yo kéBe mbovi avemBount st%&gla OV O&V AVAPEPETAL GTO TTAPOV PVAAO 0ONYLDV
ypnons. Mropeite eniong va avagépete owsp@@ TEG EVEPYELEG amevBEeing, LEG® TOL EBVIKOD
GUGTHLATOS avapopdg Tov avaypdpeton oto (hepdptnua V. Mécm g ovagopdc avemfvumtov
gvepyeumv pnopeite va fondnoete ot cv)@gyﬁ TEPIOCOTEPOV TANPOPOPLOV CYETIKA [LE TNV AGPAAELD
TOV TOPOVTOG POPUAKOV. 0

N

5. IIog va poideeete TO Din@gyl fumarate Neuraxpharm
To @appoko avtd TPEMEL va QUAGCGETAL GE EPT TOV dev To PAETOVY Ko Sev T0 POAVOLY Tol TaUSIdL.

Mn evAdccete o€ Gspu&p%cia peyoarvtepn tov 30°C.

Noa un Xpnmuonms'. Om() TO (PAPUOKO UETE TNV Nuepounvia ANENG TOL AVOPEPETAL GTO KOLTI LETA
mv «AHEH». H ounvia ANENG etvar n teAevTOiN MUEPO TOV VO TOV AVAPEPETOL EKEL.

Mnv TTeTATE PEPLAKO GTO VEPO TNG OMOYETELONC 1 OTA OKLOK( amoppippata. Pothote tov
(pappou(onoé-cag Y10 TO TAC VO TETAEETE TAL PAPUAKE TTOV JEV YPTCILOTOLEITE TTIo. AvTd T péTpa Ot
Bon%c&‘u\sm\/ Tpootacio Tov mePPaAlovTog.

@
6..O Tiepieydpeva TG GVOKEVAGIOG KAl AOUTEG TANPOPOPIES
OQl aepréyer to Dimethyl fumarate Neuraxpharm
H dpacTtiki] ovsia gival o povpapikdg dyebviestépag.
Dimethyl fumarate Neuraxpharm 120 mg: Kafe koydxio nepiéyet 120 mg povpaptkon

dyebvreotépa.
Dimethyl fumarate Neuraxpharm 240 mg: Kdafe konydixio nepiéyet 240 mg povpaptkon
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dyebvreotépa.

Ta dGhro ovoetaTiké gival:

[epreydpevo kayokiov: kapueAloln vatplodyog SGTOVPOVIEVT, KOAALOEIDES Avudpo 0&eidio Tov
TUPLTIOV, GTEAPLAIKO POVUAPIKO VATPLO, GUUTOAVUEPES HeBaKpLALKOD 0EE0C —UeBaKkpVAKOD
pebvieotépa, cvpmoivpepés pebakpuiikod o&éog — axpvikol atbviestépa (1:1), o dSaomopd 30% A\‘
TEAKNG, KITpKOG Tprofuiestépag, ToivcsopPikd 80, povooteatikn] yAvkepoin 40-55.

Kawyaxio: {erativn, titaviov dto&eidio (E171), odnpov o&eidio kitpwvo (E172), kvavo (E133). avi
Konyakiov: kdpueo Adkkog, odnpov ofeidio pélav (E172), tpomvievoyivkoin (E1520), u6p&§

Tov appoviov 28%.

RS

Epgavien tov Dimethyl fumarate Neuraxpharm ko agpieyopeva g m)mcammig

Dimethyl fumarate Neuraxpharm 120 mg: okAnpd koydxia (ehativing, uikog: 19mR; Le Aevkd oo
KoL KEMDQOG AVOLYTOD TPAGIVOV YPMUOTOC, te TUTmuéVY TV EvEelén 120 Mg crelsdpa Kot
dwatiBevion o€ cvuokevacicc Tov TePEYovy 14 1 56 koydkio kat 14 X 1 kdyovkes oe dratpnteg

KLWELEG Lovadag dOaNG. (UA
Dimethyl fumarate Neuraxpharm 240 mg: oxAnpd koydxia Celativng, pfikog: 23 mm, avotytod
TPAGIVOL YPDOUOTOG, LE TUTOUEVT TNV EvoelEn 240 Mg 6To GM0 Ko {Bevtal oe GVoKELAGIEG TTOV
nepiéyovv 14, 56, 168 1 196 kawydkio ko 56 X 1 kéyovieg o BwLTQ €G KOYEAEC LOVAdag 6OGTG.

, . , O
Mmropel va v KokAo@opoOV OAEG 01 GUCKEVAGIES. &

O
Karoyog Adsrag Kvkhogpopiog ko I[Mapackevaostiig 5
Katoyog Adsrog Kukhoopiag N)
Laboratorios Lesvi, S.L. £
Avda. Barcelona 69 O

08970 Sant Joan Despi - Barcelona @©

Iomavia . ‘D

Tnh. +34 93 602 24 21 (&)

E-mail: medinfo@neuraxpharm.com LQN

MopackevaoTig O0
Zaklady Farmaceutyczne POLPHA@IA SA.
ul. Pelplinska 19, 83-200 Starog&?‘Gdanskl
IToAwvia

Q

Zaktady Farmaceutyczne K&PHARMA S.A.
Oddziat Produkcyjny w Nowej Debie

ul. Metalowca 2, 39- 4@9 owa Deba
IToAwvia

Laboratorios Le@i, S.L.
Avda. Barcelgha 69
08970 Sal an Despi
Barcelo Iomavio

ne harm Arzneimittel GmbH
Elisabeth-Selbert-Stralke 23
64 Langenfeld - Tepuavia
)

Q

I"o omoladnmote TANPOPOPio. GYETIKE LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEISTE VA
anevBuvleite otov TOMIKS avTpdsmmo Tov Katdyov g Adstog Kukiopopiog:
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Belgié/Belgique/Belgien
Neuraxpharm France
Tel/Tel: +32 474 62 24 24

Buarapus
Laboratorios Lesvi, S.L.
Ten.: +34 93 602 24 21

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
Laboratorios Lesvi, S.L.
Tel: +34 93 602 24 21

EX\ado
Brain Therapeutics PC
TnA: +302109931458

Espafia
Neuraxpharm Spain, S.L.U.
Tel: +34 93 602 24 21

France
Neuraxpharm France
Tél: +33 1.53.62.42.90

0\3
A
Hrvatska o
Laboratorios Lesvi"@.

T +34 93 602 2469

Ireland -«
Neuraxph;@reland Ltd.
Tel: +358(0)1 428 7777

islwé:
Neraxpharm Sweden AB
Simi: +46 (0)8 30 91 41

on\n'pjoa)

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

0\3

o
$

Lietuva
Laboratorios Lesvi, S.L.
Tel:4+34 93 602 24 21

Luxembourg/Luxemburg
Neuraxpharm France
Tél/Tel: +32 474 62 24 24

Magyarorszag
Neuraxpharm Hungary Kft. Y
Tel.: +3630 464 6834 ~(00

Malta g

Laboratorios Lesvi, S.L. 0\
Tel:+34 936022421 .-\

o

Nederland ((/4
Neuraxpharm N t‘fglands B.V.
Tel.: +31 70 2(§?211

N

K

Norge O
Neuraxpharm Sweden AB
TIf: 748 (0)8 30 91 41

(Swerige)

\0 Osterreich
AD(U Neuraxpharm Austria GmbH
ko) Tel.:+43 2236 389836
Q

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

Portugal
Neuraxpharm Portugal, Unipessoal Lda
Tel: +351 910 259 536

Romania
Laboratorios Lesvi, S.L.
Tel: +34 93 602 24 21

Slovenija
Laboratorios Lesvi, S.L.
T +34 93602 24 21

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)
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Kvmpog Sverige

Brain Therapeutics PC Neuraxpharm Sweden AB
TnA: +302109931458 Tel: +46 (0)8 30 91 41
Latvija United Kingdom (Northern Ireland) O‘\‘
Laboratorios Lesvi, S.L. Neuraxpharm Ireland Ltd. N
Tel: +34 93 602 24 21 Tel: +353 (0)1 428 7777 O(U

Y

To mapdv eOALe 00N VIOV YpoNS avaBempOnke Yo TELEVTOIO POPE GTIC {MM/EE’B&.

Aemtopepeic TANPOPOpieg Yio TO PAPLOKO AVTO givol 100EG1EG GTO dIKTLAKO TOTO r@ Evponaikon

Opyavicpod Ooppdxov: http://www.ema.europa.eu 0\
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