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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Dimethyl fumarate Teva 120 mg yootpoavOektikd okAnpa Konydkio
Dimethyl fumarate Teva 240 mg yootpoavOektikd oKANpa Konydkio

2. MHOIOTIKH KAI MOXOTIKH XYNOEXH N

Dimethyl fumarate Teva 120 mg yactpoovOektikd okAnpd Kowdikio 0

3

Kabe yaotpoavOektikd oxkAnpo kawyakio mepiéyel 120 mg povpapikod dipuebuiectépa. ‘(UO
N

Ka0e yaotpoavBektikd oxinpd kaydkio mepéyet 240 mg @ovpoptkon SLMSOULS{&\apa.
@

AN
a5V
3. OPAPMAKOTEXNIKH MOP®H . 0(./\

N
Taotpoaviektikd okANPO kaydakio (YaotpoavOekTikd Kadelo)OQ

Dimethyl fumarate Teva 240 mg yootpoovOektikd oxkAnpd ko dkio,

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

Dimethyl fumarate Teva 120 mg yactpoavOektikd oxAnpd Kdydkio

Koawydxo, peyéboug 0, mepimov 21,7 mm, pe AvKO aodt £€C OO0 KOl UTAE OOL0PAVES TTOLLA. XTO
OO KO GTO GOUN Elval TUT®WEVT 1 EVOEIEn <<D120§&ts Lo0PO HEAGVL.

Dimethyl fumarate Teva 240 mg vacrpoavesmtggxﬂcknpd KOWGKLOL

S
Kawydxo, peyébovug 0, mepimov 21,7 mm, pe ;Qs OOPAVEG GO0 KO PUTAE 0O10(POVEG TN, £TO
OO KOl 6TO OO vl TVTOREVN M évé‘)@\q «D240» pe povpo perdvi.

O
)
4. KAINIKEX IIAHPO®OPI

41 OgpamevTikég evOEiEelg O

To Dimethyl fumarate TeyQQ/SSiK\mwt v ™ Ogpomeio evnAiKOV Kot TodoTpik@y acdevav nAtkiog
13 etV kot avo pe Dn(@omdgonca Swdeimovoa molhamAn okAnpouven (YAILY).

O ,
4.2  Aocoloyia K@\rponog yopfiynong

H Bepaneia o 1@97:81 va Egkvd vtd TV emiPAeym waTpov pe gumelpia otn Bepameio TNG TOAAATANG

GKAN pvvcnip
N\

Aocoko%?}

)
H 50an évapénc eivon 120 mg 600 popég v nuépa. Metd and 7 nuépeg, 1 66on Ba tpénet va
o €TOL 0TI GUVIGTAOUEVT dOOT GuvTHPNoNG TV 240 mg dV0 POPES TV NUEPA
. TOpaypopo 4.4).

& Edv évag acOevig maporeiyet pio d6om, dgv Ba mpémet va Aapfdavetor dimin doon. O acbevig umopsi
va TaPeL T 6001 IOV TOPELENYE LOVO EGV OPT|OEL LEGOIATTN Y 4 OPDOV HETAED TOV dOGEWMV.

Awopopetikd 0 ac0evig Bo TpEmel Vo TEPIUEVEL HEXPL TNV ETOLUEVT TPOYPOUUUATICUEVT dOO.

H mpocmpivi peiwon g d0omg ota 120 mg 600 popég Ty NUEPH EVOEXETAL VO LELDGEL TV EUPAVIOT



epLOPlaoNG KOl YOSTPEVTEPIKAOV avemBOUNTOV evepyeldv. Evtog 1 unmvoc, Ba mpénet va Eavapyiceln
ouvieTOuevn doom cuvtipnong Tv 240 mg dVo Qopic TV NUEPA.

To Dimethyl fumarate Teva 6o mpémel va Aappavetor pe tpoen (PA. mapdypapo 5.2). I'a tovg .
acBevelc o1 omoiol evoéyetal va ekdNAMooVY epuBpiacT N YUOTPEVTEPIKES AVETIOVUNTEG EVEPYELES, M Q

Aym Dimethyl fumarate Teva pe 10 @ayntd evoéyetor va PEATIOGEL TNV OVEKTIKOTNTA 0
(BA. mapaypapovg 4.4, 4.5 ko 4.8). CU\
Ewwoi mAinfBuopoi AO
Himawuévor ‘(UO

2T KAVIKEG LEAETEG TOV POVUAPIKOD S1eBLAESTEPO VI PYE TEPLOPIGUEVT EKBEGN O 'Bgvo'av nAKiog
55 etdv Ko dvm, evad dev cvumeptiapupavotay exapkng aptBpog actevov nhikiog 65 edv Kot dvem,
MOTE VO, TPOGOOPIGTEL EAV AVTOT AVTATOKPIVOVTOL SLOPOPETIKA OO TOVG vs()tspo@ucﬂavsig
(BA. mapdypago 5.2). Me Béon tov Tpdmo dpdong ™ SpacTikig ovsiog, Sev LI oVY HempnTikol
AOyol Yo omoldNmoTe omaitnon TPOGAPHOYNHG TG 300N 68 NAkiopévovs. &)

AN
Negpixn ka1 nrotiky ovoieitovpyio, )
O povuapkdg dpebvieatépag dev Exel pelet el oe acheveic pe veep 1@1 Nmatikny dvcAettovpyia.
Me Bdon tig pehéteg KAMVIKNG QopUAKOA0YIG, OEV amaLTEITAL TPOC M g d6omg
(BA. mapdypapo 5.2). Ararteiton mpocoyn Katd t Oepancio ache v Le cofapn NIATIKY 1] VEQPIKT|
dvohertovpyio (PA. Tapdypogo 4.4). @)

THoidrazrpirog ninBoouog Q&
H docoloyia givar 1 id1a. o€ eviAkeg KoL G nm&mpmof)%esvsig nilkiog 13 etV Kot Gvom.
To mopovto Staféciio dedoUEVE TEPTYPAPOVTOL GTIC m@%pd(poug 4.4,4.8,51«o5.2.

Eivan mepropiopéva ta drtabéoipa dedopéva og nmf@n?mdag petagy 10 kon 12 etdv.
H acpdAeio kot 1 amoTeAEGHOTIKOTITO TOV GOV @ucof) deburieotépa o€ TOdId NAIKIOG KATO TMV

10 etdv dev &yovv oK TeEKUNPLOOEL. ~0

Tpémog yopnynong Q

[ xprion and Tov GTOUATOC, N \O

To xoydkio Ba Tpémel va Komm§m oAoKANpo. To koyakio 1 1o Tepleydpevo tov dev Bo Tpémet vo
OpvppoartiCetar, va dtonpeitar, vodlaAideTal, va aropvleitor 1| va pactétal, Kabog 1 viepiky
EMKAALYT TOV SIoKIOV OV, PYOLV LEGO GTO KEALPOG TOV KOWOKIOV ATOTPENEL TIG EPEOIOTIKEG

eMOPAoEIC 6TO EVTEPO. A
4.3 Avravﬁsi&su;,‘oA
N
YrepevoroOnoio, dpACTIKN 0VGIN 1| GE KATOL0 amd T EKOOY O TOV AVOPEPOVTUL TNV
TopAypopo 6.1:
Yroyia npci;@sag TOAVESTIOKNC AgvkoeykeparondOeioc (PML) 1 emBeforopévn PML.
N\
4.4 Eé\xég TPOELOOTON|GELS KOl TPOPVAGEES KaTd TN Ypiion

Eﬁwéymc oiparod/gpyoctnplokéc eEsThoElc

v VITOPANON KAV 6e Bepameia e povpapkd dpebvieatépa (PA. Tapdypoo 4.8). Ot kKAvikég
EMNTOCELS CLTOV TOV OAAAYDV gV EVAL YVOOTEC. ZVVIGTATOL AEIOAOYNON TG VEPPIKNG AELTOLPYING
(.. xpeoTvivn, A{oTo ovplag aipoTog Kot oviAven ovpmv) TPty amd v Evapén g Bepansiog, petd
amo 3 kot 6 pnveg Bepameiog, kot katomy Kabe 6 £og 12 ufvec, Kabmg Kot 6mwmg evoeikvotal KAVIKA.

0@1}\/ mapatnenOel aAloyég oTic vEPPIKEG epyaoTnplakég eEETAGELG 08 KAVIKEG PeAéTEG og aoBeveic

Ddappokoyevig nratikn PAAPN, cvumeptiappfavopévng tng avEnog TV NTOTIKOV evidpmy [>



3 Qopécg To avdTaTo euotoroykd 6pto (ULN)] ko tev emmédmv oAtkng yorepuOpivng (> 2 ULN),
umopet va TpokAnOel and ) Bepamneia pe povpapikd dpebvriestépa. O ypovog Em¢ TV ekdNAmon
umopel va givar AUecog, apkeTég fOopddeg 1 mepiocdtepo. ‘Exel mopatnpndel vroyopnon tov
avETBOUNTOV EVEPYEIDV UETA TN SlokoTY| NG Bepameiog. Xvviotdtotl 0El0AdYNoN TOV

OULVOTPAVOPEPAGHOV GTOV 0p0 [(T.). apvotpavepepdon g aravivng (ALT), aomaptikni ~0
apwvotpavoeepdon (AST)] kot Tov emmédwv oMK G xoAepuBpivng Tpv amd v Evapén g Ospans'ée\‘
Kot Katd T S1GpKELD aVTNG, OGS EVOEIKVOTOL KAVIKAL. N

&

Ot acBeveic mov ElaPav Oepomeio pe eovpopikd dypebviectépa, umopel vo ekdNAOGOVY Asu@ontevia
(BA. mapdypapo 4.8). Ilpv and v Evapén g Bepaneiog pe povpopikd dypuebviectépa, T 1vol
Tpaypotorotn el pio Tpdoeotn YEVIKY £££TOOT QUOTOG, CUUTEPIAAUPAVOUEVOV TV AE TTAPWV.

Edv SomotmBel 6t1 0 ap1tBpog Tov Aeppokuttépmy eivar younAdtepog and 1o (pucno?@u«') €0pog
TGV, B0 TPETEL VOL TPOLYLOTOTIOLETAL EVOELEYNC AEIOAOYNON TV TOOVHOY TGOV R a6 TV Evapén
g Oepameiog pe povpoptkd diebvrestépa. O Povpaptkdc SipeBvrectépag dev-gyel peketndel oe
acOeveic pe mpodTPYoVTES XOUNA0DS aplOUOVE AEUPOKVTTAPMOV KO OTaLTEITH TPOCOYN KUTA TN
Oepaneio avtdv TV achevov. O povpapicog diuebvrestépag dev Ha Tpéneryo Eexvd og acbeveig pe
coBapn Aeppomevio, (apdudc Aepporvtrdpaov <0,5 x 1091). ;D

Metd v évapén g Bepaneiog, TPETEL VO TPOYLOTOTOLOVDVTOL ye\iuéeiswcssu; aipatog,
GUUTEPTAAUPAVOUEVOV TV AEUPOKVTTAPOV, KGO 3 unvec. Q\

Ytovg aoBeveig e Aeppomevia cuVIGTATAL, AOY® AVENUEVOD @vov Yo TPOIOVGO TOAVEGTIOKT

LevkogykeporomdOeio (PML), avénpévn emaypdmvmon og e&ig:

. O povpapkdg dpeburectépag Bo Tpémel va dtakofTETal o€ acbeveic e mapateTopuévn cofapn
Aeppomevia (apOudc Aeppokvttdpov < 0,5 X 10{1%}00 EMUEVEL Y10 TEPLGGATEPOVC OO

€€ unveg,.

° Ze aobeveic pe HETpleg petdoels Tov amorvTgy optinod Aepgokuttdpmv > 0,5 X 10%1 ¢ <
0,8 x 10%1 mov mopapéVouV Y10, TEPIGGH 6®DC_, amo €51 UNVEC, 1 6YE0T KIVOHVOL-0PEAOVG TNG
Oepamneiog pe povpaptkd dyuebvieotép nmpémel va enavagloloynOet.

. Ye aoBeveic pe aplud AepeokvuTTAPOVKATO 0d TO KOTOTOTO pLGLoAoYkd opto (LLN), dnwg

opiletar amd 10 £0POg AVAPOPAS TOTOTIKOD EPYUSTNPIOV, GUVICTATAL TAKTIKY] TOPAKOA0VON G
TV amdATOV apdpdy Aeppokuagpov. Qo tpinst va hapPavoviar vidyn ot Tpdchetot
TOPEYOVTES TOV EVOEYETOAL VAL @ivouv TEPALTEP® TOV PepOVOLEVO Kivouvo yio PML (BA.
VIOTOPAYPAPO CYETIKE LE @ML TOPOKAT®).

(BA. mapdypago 5.1). Metd, avaKouy”N Kot 0rovcio eVOAAUKTIKGOV OEPUTEVTIKOV ETAOY®V, 0L
OTOPUCELS GYETIKA LE TN vEvapEN N Oyl TOL POVUAPTKOV SIUEOVAEGTEPO LETA TN SLOKOTN TNG
Oepaneiog O Tpémel Y(L&acsﬁ;oth oTNV KAWVIKY Kpion.

Or apBpoi tov Xsu(pomtt:%s/% TPETEL VL TAPOKOAOVOOVVTAL PEXPL TNV AVAKOLLLYN

MoaoyvnTikni to uovp@)\l’a (MRI)

[pw omd Ty év%&n g Oepoameiog pe povpapucd dpeduiestépa, O mpémet va givar dabéoun po
apywn MRI @)vﬁecog €vtOc 3 unvav) og avageopd. H avaykn yia teportépw ansikovion pe MRI Ba
TPEMEL VO}&(&CS‘CGI oOUE®VA, [ TIG €0VIKEG Kot ToTIKEG ovotdoels. H aneucovion pe MRI pmopel va
e€etaleran oto TAaiclo ¢ avénuévng emaypimyvnong o acheveig mov Bewpeitan 6TL daTpEyovv
avEnpéyo kivéuvo epedviong PML. Xe nepintoon khvikig vroyiog PML, 0o npénet va
np@&ronowhm apéonc MRI yio Stoyvootikovg 6komoig.

Qg)'io{)cm TOAVECTIOKT Aevkogyke@arondBeio (PML)

& "Exer avagepbei PML oe acBeveig mov Eafov Bepomeia pe povpapikd dipebuiestépa
(BA. mapdypago 4.8). H PML eivat puo evkoiplokn Aoipmén mov tpokoieitol amd tov 16 John-
Cunningham (JCV), n onoia. pmopel vo amodeydei Boavatneopa 1 va tpokaAiécel coPapn avommpic.

"Exovv mapovciaotel mepiotaticd PML pe tov govpopikd dypueboiestépa kot GAAL QopUAKELTIKA

4



TPOIOVTA OV TTEPIEYOVV EGTEPEC POVUAPIKOD 0EEOC eml eddpovg Aeppomeviag (apBuodg
Aepporuttdpmv pkpotepog omd to LLN). H mapatetapévn pétpla o coPapn Aepponevia gaivetal
va av&avel tov kivovvo PML pe tov povpopikd dyeburiestépa, otdco, 0 kivouvog dev umopel va
OTOKAEIOTEL 0 0IG0EVELG e oL AELPOTEVIaL.

«
N
O1 tpo6cBeTol TOPAYOVTEG TOV EVIEYETAL VO GLVUPAALOVY GE avénuévo kivovvo PML eni eddpovg OA\‘
Aeppomeviog etvat: N
- N dudpketa g Oepameiog pe povpapkd duebviestépa. Ieprotaticd PML eppaviotnkoyetd
amo mepinov 1 émg 5 € Oepamneiag, maTOGO 1 OKPIPNG GYEom Le TN S1GpPKELD TG Ospomség dev
glvol yvoot. Y
+O
- 01 GNUOVTIKEG UELDGELG TOV aptBpod Tov CD4+ ko e1d1kd Twv CD8+ T AepokyTapmy, Ta
omoia gival CNUAVTIKA Y1o TNV 0voGoAoYikn apova (PA. mapdypoeo 4.8) Kot \%

- 1N TPONYOVUEVT] BVOGOKOTAGTAATIKT 1] (VOGOTPOTOTONTIKT Ogpameio (B&QMpuKdrm).

Ot wrpoi Oa mpémet va agloroyovv toug acbeveig Tovg yia va tpocdiopicouedy ta copmtdpata givat
EVOEIKTIKG VELPOAOYIKTG OVGAEITOVPYING KOl, EPOCOV 1GYDEL AVTO, EGV r,gb KEKPLUEVA GUUTTMLLOTOL
etvar Tomkd I1Z 1 mbavadg vrodnAicdvovy PML.

Kotd 10 mpdTo onpeio 1 countopa vrodnimtiké g PML, 1 98p~ o 1e povpapkd dpebvAieotépa
0o Tpémel Vo avaeTEALETOL KOl YPELALETAL VOL TTPAYLLOTOTOLOVVT TAAANAEC SLOYVOOTIKEG
a&lohoynoelg, copmeptlapfavopévou Tov Tpocdiopicpod DNAFov JCV 610 gykepaiovmtiaio vypd
(ENY) péow g nebodoroyiag tng mocotikng aivcidm g agdiopacng toivpepdons (PCR). Ta
cvumtopata g PML evoéyetor va givar mapopota pe avgo, fioag vrotponng [1Z. Ta yopaxtnpiotikd
cuumtopate Tov oyetilovral pe Ty PML etvon motkiAgneEelicoovTol Kot T SIpKELN NUEPDY EMG
efoopddV Kot TEPIAAUPAVOVY TPOOSEVTIKT) a&)vaui{sm pio TAevpd TOL GONOTOG 1 AdEEIOTNTO TV
dKpwv, dlatapoyn g OpacNS Kot OAAAYEG GTOV rp@o OKEYNG, OTN LN, KaBdS Kot Tov
TPOGAVATOAIGHO TTOL 001 YOHV GE GVYYVOT| Ko azg&ewég oV TpocomikdtnTa. Ot 1otpoi Oa Tpénel va
gtvan o€ 1810itEPN €YPIIYOPON MG TPOG TAL GV aTo oLV VIodNAdvovy PML ta omoia propet va
nePAoOVY amapaT)pnTa amd Tov acdevr]. Ot @Gsvsig Oa mpémel emiong va cvpfoviedovral va
EVILEPMOVOLV TOV GUVTPOPO 1) TOVG (ppovn@ég TOVG OYETIKA Ue TN Bepameio Tovg, KabmG exeivol
EVOEYETUL VO TAPUTNPNGOVY CLUTTD HOTOHTTOV O acOevng dev avtihapufavetar.

3
H PML propei va mopovotactel ué@\wpovcia Aoipwéne amd tov 10 JC. Oa wpémel va Anedel vtoyn
OTL 1 €MIOPAOT) TNG AEUPOTTEVING axpifela tng e&€toong aviicopudtov katd tov JCV otov 0pd
dev éyel pehetn el o aobevet Aappévovv Bepameia pe povpaptko dipeBviectépa. Qo mpémet
emiong va onuelmdel 0Tt o, gpdmrtikn e&étaon yia avricodpota Kotd tov JCV (mapovoio
(PLGLOAOYIKOV 0PLOLO Ag
Tov 10 JC. A

TTOpmV) dev amokieiel TV mbavoTTa eTokoAoLONG Aoipméng amd

Edv xdmolog ac@sv@\KSnlc{)Ga PML, o povpapikdc dyueboiestépag Tpémet va S10KOTEL OPIOTIKA.

ponyovuevn Bﬁmsia LLE OVOGOKOTOGTUATIKES 1) 0VOGOTPOTOTOMTIKES Bepameiec

O
Agv &yovv gptypatonombei peAéTeg mov vo aEloA0YOoLV TV ATOTEAEGLOTIKOTNTA KOL TNV 0CQAAELL
TOV POVHAPIKOV dpebuiectépa KaTd TN UeTAPooT 0cOevaV amd aAleg Bepameieg TPOTOTOMTIKES TG
vdG0 @ovpopkd dypebvuieatépa. H copfoin mponyoduevng avocokatooToltikng Oepaneiog oty
SKE@ncn m¢ PML o¢ acbBeveig mov Aapfavouvv Bepameia pe povpapikd dipebduiectépa sivor mbovi.

aMlovpdunn, yo v omoia 1 PML amotelrel tekunpiopévo kivovuvo. Ot watpoi Oo mpémetl va Exovv
& oy otL mepiotatikd PML mov epgavifovtal petd amd tpoceotn dtakomn e vatoilovudumng
EVOEYETUL VAL UV GLVOOEVOVTOL OO AEUPOTEVIQL.

ﬁwrmmd PML &yovv epgpaviotei o acbeveig mov eiyov Aapel mponyovpévmg Bepomeio pe
T

Emutiéov, n mhetovomta tov enifefauiopuévav tepiotatik@v PML ue tov govpopikd duebviestépa
eppaviotnke og aceveic e TPOMNYOLLEVT] 0vOCOTPOTOTOINTIKN BEpameia.



Koatd ™ petdfoaon acbevov amd kdmolo dAAN Oepomeio TpOTOTOMTIKY TG VOGOU GE POVUAPIKO
deBvreotépa, o ypdvog nuicelag Lmng kot o Tpdmog dpdong g dAANG Bepaneiog Tpémel va
Aappdvovtot VoYM TPOKEUEVOD Vo amo@eLyDel 1 TPOcHETIKY 0VOGOLOYIKT ETTIOPAGCT], LEIDVOVTOG
TaLTOYPOVO TOV Kivouvo emavevepyomoinong g 11X, Xvviotdtol vo TporyaTomoleiTon Hiol YEVIKN )
e&étaomn aipartog mpv amd v Evapén g Bepaneiag pe ovpopiKo SUEBVAECTEPA KOl TOKTIKAL Kom'bA\‘
) Sdpketa tng Bepameiog (PA. «E&etdoeig aipotog/epyactnplokég e£ETACEIG) TOPATAV®). N

2ofapn VEQPIKN Kol NTATIKY SVCAELTOVPYI 0

3

O povpapkodg dpeburectépag dev Exel peletn el oe acbeveic pe coPapn veppikn 1 nnd‘q&
duoiettovpyia, cVVER®S anatteitan Tpocoyn Kotd t Bepaneio aVTOV TOV acBevdv V
(BA. mapdypago 4.2). Q

o

2ofapn evepyn vOGOC TOV YOOTPEVTEPLKOD N \A

O @ovpopukdg dipeduieotépag dev £xel puedetnOel oe acbeveic pe coPapn vpyn voco tov

YOGTPEVTEPIKOV, GUVENMDC OTOLTEITOL TPOGOYY KATA T Bepameio avtdv c0svov.
Epubpiaon 0(/‘
<
N

e KAvikég dokipég, 34% tov acBevdv ot omoiot EAafov (pouua@Q debuvrestépa Tapovsiocoy
epubpiaot. Xtnv mAelovoTNTA TOV 0cOEVMY 01 0710101 TOPOVGIEGOY epvBpiacn, avT) NTOV HTTOG 1
uétprag coPapotnrog. Asdopéva amd PHEAETEG e VYIEIG EOEAGVTES VTTOSEIKVDOLY OTL T GYETILONEVT LE
TOV QOLHOPIKO dueBvieotépa epvbpiaon eivar mbavod v olafeitar and mpootayravdives. 'Evag
Bpoyvg KoKAog Bepameiog e 75 mg akETVAOGUMKVAKOB,0EE0C YOPIC EVTEPIKT] EXIKAALYT UTOPEl VO
elvar emoeeAng og acBeveic mov gpeaviovv pn a\/SKiﬁ-epUepiaGn (BA. mapdaypago 4.5). Xe dvo
peAéTeg VYOV ebelovimv, petddnke 1 ueavion Kgty) cofopotnta g epubpiaong yio To dStdoTnU
NG TEPLOSOV YOPTYNONG 0OGMC. ‘OQ

S

e KAMvikéG dokpég, 3 aoBeveic amd Toug 01)\&11((& 2.560 acbBeveic mov EAafav povpaplKo
dipebvrectépa mapovsiacay coPapd copRTHuaTa epOpicong, Ta omoia Nrav TOAVEV avTISPACELS
vepevatctnciog N avo@LAOKTOESELG 0\\?*516pd681g. AvTd To, couPapaTo deV NTAV ATENTIKG Yol T
Cwn, aAhd odynoav oe voonieio. QL GOvTayoypapodvteg 10Tpoi kat ot ocbeveic Oo mpénet va givan o€
EYPNYOPSN GYETIKA UE TO EVOEYO us;@%u(péwwng coPapdv avtidpdcewv epvbpioong

(BA. mapaypagovg 4.2, 4.5 ko 4,

AvoQuAOKTIKES avnSpdcabo

"Exovv avogephel nspw&rmd ava@LAASING/ ava@LAOKTOEIB0DS OVTIOPAOT|G LETA TN XOPTYNOT TOV
(QOLLLAPIKOD Stpseuzx.éqgepa UETE TNV KuKAOPOpia TOV TPOTOVTOG GTNV ayopd. XTO CUUTTMOUOTO UTOPEL
va, tepAapBavovt omvola, vrto&ia, vrdtact, ayyelooidnua, e&avonua 1 kvidwon. O unyaviouods
EMAYOYNG TNG owo@) o&log amd Tov eovpapikd dpeBuiestépa dev eival YvooTdc. AvTidpdoelg yevikd
eppavifovron p@ TNV Tp®TY 6001, OAAG pmopel emiong v ELEOVICTODY OTOLONTOTE GTLYHT KOTA TN
dtdpreln ™ ~®pom8i(xg Kot umopet va, gival coPapéc kot ametAnTikég yio, T (on. Oo Tpénet va
divovrtai 06\ €G 6TOVC 000eVEiC VO SIOKOTTOVY TOV POLLOPIKO diuebvieatépa kot va avalntody
GpEeon 1IPIKN PPOVTIdN GV TaPOVGIAGOLY onpeio 1] coprTdpata ovapuiasioc. H Oepameio dev Oa
npEmeyX Eekva ek vEou (PA. Tapdypago 4.8).

Aewméer

OS¢ eheyydpueveg pe sucovikd eappoxo peréteg eaong 111, n enintoon tov AopbEewv (60% évavtt
58%) ko t@v coPapmdv AoudEemv (2% évavtt 2%) fTav tapdpota oe acbeveig mov Elafav Bepameio
LE POLLOPIKO S1ueBuAecTépPa 1 EIKOVIKO QApuaKo, avTioTotya. 261660, AOY® TV
OVOGOTPOTOTOUTIKAV 13I0THTOV TOL POLLOPLKOD dipeBviestépa (PA. Tapdypapo 5.1), edv kdmolog
acBevig ekdnAdoel coPapn Aoiuwén, Oa tpémnel va eEeTaoTel To EvOEXOUEVO OVAGTOANG TNG Oepameiog
pe eovpopkd dpebuieatépa kot Oa wpénet va emava&loloyndobv ta oéAT Kat ol kivduvol Tpty and



mv emavévapén g Bepaneiag. Ot acbeveig mov Aapfavovy eovpapicd diuebvieotépa Ba mpémetl va
KaBodNyoHVTAL VO OVOPEPOVY TOL GUUTTOLATA TV AOUMEEMY oToV 1aTpd. O1 0oBevels e coPapéc
rowuméelg oev Ba mpémel va Egxvov Bepomeio pe povpapikd dSyeBuiestépa LEYPL TNV LTOYDPN O
mg(tev) Aolpméng(ewv). ~0
Agv apoatnpionke avEnpévn enintwon cofapdv Aopméemv oe 0c0eveic e aptBpovg OA\‘
Lepgpokvttdpov < 0,8 x 10911 < 0,5 x 10%1 (BA. mapdypago 4.8). Edv 1 Ogponeio cuveyiote N
TOPOVCio LETPLOG EMG COPOPTG TAPATETAUEVNG AEpLPOTEVIOG, OV UTTOPEl Vo amoKkAEIoTEL 0 Kivd
gukaplokng Aoipméng, cvpmeptiapfavouévng g PML (BA. mapdypago 4.4 Unonapéwpa(poAP ).

Aowdées and épmnta (wotpa ‘(UO
"Exovv mpokidyel mepioTatikd £pmnto {mOTHPO e TOV POVUAPIKO diuebuAeaTEPQ. Zmthswv()mtd

TOVG, TO. TEPLOTATIKA ALTA NTOV PN coPapd, wGTOCO, EX0VV avapepBel coPapd TepraToTiKd, 6To omoia
cupmep apBivovTot o d1éyvTog £pmng LOGTAPC, 0 0POAAUIKOS PTG {OOTAPAEAD OTIKOS EPTNG
Lootpoc, o épmng (OoTNPag He EKONAMOELS Ao TO VEVPIKO GUGTNLA, T unwﬁp\ymcpa?dnﬁa omnd
épmnto. Cootipo Kot 1 pmviyyopveAitido and épnnto Cwotpo. Ta cuufavidavtd propet va
TPOKVYOLV 0TTOLOONTOTE GTIYUN| KaTd, T d1dpKeL TG Oepameiog.
Mopakorovdeite Tovg acbeveic Tov Aappdvovy eovpopikd diuebvieot
CLUUTTOUOTO EPTNTO (OOTAPA, EOIKA GTNV TEPIMTMON TOL AVUPEPE
nepintoon exdNimong pnnrta (ootipa, Oo Tpémel va yopnynOei \ AnAn Oepamneia yio Tov EpmnTa
Loompa. E&etdote 10 £vdgydEVO TPOSMPIVIG dloKoTn ¢ TG Oe fog pe povpopkod dipebouiectépa
o€ aoBeveig pe cofapég LolmEELS HEXPL TNV LTOYDPNON TNG @w)&ng (BA. mapdypapo 4.8).

O
"Evopén ¢ Bepaneiogc \S

é@@ yio onueio Kot
VOTLAPYOVGO AEUPOTEVIDL. Xg

H Bepancio pe povpopuco dyuebuiestépa Oa mpénet \@Kwd GTOOL0KA TPOKELUEVOL VO, LEI®BEL 1
eppdavion epudpioong Kot YOOTPEVIEPIKDOV avsmei)@,rwv gvepyelov (PA. mapdypogo 4.2).

©
>ovopouo Fanconi N éo

"Eyovv avapepbel neprotatikd GUVSpéum)@nconi LE TN XPNoN EVOC QAPLLOKEVTIKOD TPOIOVTOC TOL
TEPLEYEL POLULAPIKO dpeBvdecTtépa oe @SUacué HE AAAOVG EGTEPEC TOV POVUOAPIKOD 0EEOG,.

H mpdyn didyvmon tov cuvdpopovsFanconi kat 1 dtaxomnh tng Oepaneiog Pe pOvpaptKo
OebuvieoTtépa elvar ONUOVTIKEG ’Yl$ TPOANYN NG ELPAVIONG VEQPIKNG SVGAEITOVPYING Kol
00TEONOAGKVVONC, KaODG To chydQouo eival cuvnBwc avastpéyipo. Ta o onuavikd onpeio ivat:
npwteivovpia, yAvkolovpia (Le POGI0A0YIKE EMiMEdO GOKYAPOL GTO aipa), vepaptvoSvovpio Kot
pocpatovpia (TBavdg GuV yovoa pe vropoopotopio). H e£€Mén tng vooov umopel va
mepriapPavet cuum(buaw\ ™G M ToAvovpio, N TOAVSYia KoL 1) €YYVG LLIKT aduvapio. Xe GTAVIES
MEPUTTAOCELG Unocpcoc(p(mtuucﬁg 0GTEOLOAGKVVOTG LE LT EVIOTIGUEVO 0CTIKO TOVO, UTOPEL Vo
TPOKOYOLV avEN uéyd@mséia OAKOATKNG POOPOTACTG GTOV 0pO KOl KOTAYUATO, ard VIEPPOAIKY
empPdapovon. Eivan @owrucé va onuelmdel 6TL To ovvdpouo Fanconi pmopei vo ekonAwbei ywpig
avénuéva snina&stowwivng N aunAd pvOuod omelpapaTiKking dNdnong. e nepinTtwon acuEmV
CUUTTOUATOV, @npénm va e€etaotel 10 evdgyouevo cuvopouov Fanconi kot va dievepynfovv ot
KOTAAANAES ?@rdcmg.

£

\
Hat&auﬁ%éc mAnBuopodg
[
2TOPETOOLOTPIKOVS aoBeVELS, TO TPOPIA oPAAELNG EIVOL TOLOTIKA TAPOLOL0 UE TOV EVNMK®V Kol
KO GUVETELD 01 TPOELOOTONGELG KO TTPOPVAGEELG 1GYDOVV KOl Y10 TOLG Aol TpLkovg aobeveic. [a
OTIKEG SLOPOPES GTO TTPOPIA acpdAetlag, PA. mapdypopo 4.8.

& H paxpoypdvia acedieto t1ov povpopikod dipuebulectépo otov modlatpikd TANBuGUd dev £xEl aKOUA,
TeEKUNPLoBEL.

Népro



AVTO TO PUPUOKEVTIKO TPOTIOV TTEPLEYEL MyOTEPO ad 1 mmol vatpiov (23 mg) avd yaotpoovOeKTiKod
oxkAnpd kaydxlo, sivor owtd mov ovopdlovpe «eAevBepo vatpiovn.

45 Allemopdosic pe GALO QUPPOUKEVTIKA TPOIOVTA Kot GAheg pop@Eéc ailniemiopacng

O @ovpapikog dueBuiectépag dev Exel peretndel 6 GLVOLAGHO LE OVTIVEOTANCUATIKEG 1) OA\‘
0VOGOKOTOGTOATIKESG Oepameieg, CUVETMG ATOITEITOL TPOGOYT KATH TNV TAVTOXPOVT] YOPNYNON. Z& N
KAMVIKEG LEAETEG Y1a TNV TOAAGTTAT GKANPUVGN, 1] TaDTOYPOVT OEpameio VTOTPOTMVY e PPayd Ky
EVOOPAEPLOV KOPTIKOGTEPOEIOMY EV GUGYETIGTNKE WE KAVIKG GYETIKN aENon Tmv Xomob&:& :

H ovyyopnynon un {dviov epforliov coupova pe ta e0vikd Tpoypaupota suﬁohacudﬁc&npéna va
e€etaletan katd ™ d1dpkelo TG Bepomeiog pe povpapikd duebviectépa. e o kagpgkérn omyv
omoia cuppeTelyay cuvolikd 71 acbeveig pe vrotpomidlovca StoAeiTovso TOALATAY WKANPLVGT), Ol
acBeveic Vo aywyn pe povpopkd dpeduiectépa 240 mg 600 Popég NUeEPNGILS \onkdxlctov

6 pMveg (n=38) N e pun TEYKLMOUEVT VTIEPPEPOVN Yia: TOVAGIGTOV 3 pmve (n=38), avéntvéay pa
GLYKPIGIUN avocOoAOYIKN amoKkplot (Tov opiletal wg avénon > 2 gopég amod r(ﬁ(}irko TPV KoL PETA
oV gpPolacid) 610 T0E0EOEG TETAVOL (avapvnoTikdg epfollocuog) kot aeNéva cuievypévo
TOAVGOKYUPLOKO EUPOAL0 UnviyyrTiddkokkov opoouddag C (veoavtlydovoftPcTtoco, 11 0VOGOAOYIKY
ATOKPLOT| GE SLUPOPETIKOVG OPOTVTIOVS EVOG U1 GLLEVYIEVOL 23-00VOULOVTTOAVCUKYAPIOKOD
guPoriov TVELUOVIOKOKKOV (AVTIYOVO aveEAPTNTO OO TO T—Kl')twp KIAE O€ APPOTEPES TIG
opadeg Bepaneiog. OeTikn avocoloykn amdkpion, 1 omoic opileTad™dS o abEnon > 4 popéc oTov
TiTAO avTIcOUATOV 6T TPio EUPOALN, emTEdONKE 08 MYOTEPU GTOMN GE OUPOTEPES TIG OUAOES
Oepancioc. [MapoampnOnkay pikpéc aptOunTikég dapopés TNOTOKPIGT 6TO TOEOEIOEC TETAVOL Kt
TOV TVELLOVIOKOKKLKO TOAVGaKy0piTn 0poTLTOL 3 LVIEP TNGONASUG TNG U1 TEYKVAIOUEVNG
WTEPPEPOVIG. ‘k"

Agv datiBevtar KAviKd 0edopéva GYETIKA LE TNV an&@acpoml(émm KOL TNV 00QAAELD TOV (OVTOV
eEacBevnuévov epfoliov oe acheveig mov kauﬁdv@.v Bepaneia pe povpapucd dpuebvrectépa. Ta
eUPoOMa pe (OVTEG KPOOPYAVIGLODS EVOEXETOL @\Evéxouv avénuévo kivéuvo KAvikng Aoiuméng Kot
dev Oa mpémetl va yopnyovvtot o€ acbeveic o Lavovv Bepameio pe povpapkd dipebviestépa
eKTOC €4V, 0€ EEAIPETIKEG MEPIMTAOGELG, 0VTOGWdVYNTIKOG Kivovvog Bempeitor 6Tt avtictaduileTor amod
OV Kivduvo 1oV dtotpéyet 1o Gropo Adyo €98 un epBolacpov.

Kotd tn Sidpkeia g Oepansiog pe @dupapiko dipebvieotépa, 0o mpénel va amopevyeton
TV TOYPOVN YPNOoN GAA®Y napowdg@r TOV POVUAPIKOD 0&£0G (TOTIKMY 1| GLGTNUATIKAOV).

e avBpdTOVG, 0 POVUAPIKOS 61@907»scrép(xg petaforileton extevdg and eotEPATES TPOTOL POACEL
OT1 CLGTNHOTIKT KUKAOPOPL @ petaforiletor Tepartép® PEG® TOV KUKAOL TOV TPIKAPPOELALKOD
o&éoc, yopic GUHLHETOYH POV GLOTNLOTOG TOL KLTOXpMuaTOG P450 (CYP). Agv avayvopiotnkav
dvvntikoi kivovvotl (p(xprsuan)v OAANAETIOPAGE®Y 0td IN VItro pelétec avaoToAng Kot ETay®YNG
tov CYP, and uakéqrf@ p-YAvkompmteivn N and peréteg 0EGUEVGNC TOL PovpapKoD dueBuAiesTtépa
KOl TOV OV uapmow@ vopefurieatépa (Pactkov petafolritn Tov @ovpapikod dyuebvAiestépa) amd

TPOTEIVEC. QQ

ToviOn xpNSOTO0VUEVO. PAPUAKEVTIKG TPOIOVTA GE 0GOEVEIS e TOAUTAT GKARPVVOT), EVOOLVIKTH
wrspcpspéﬁa—la Kot 0E1KN YAOTIpapEPN, SOKIUAGTNKOY KAIVIKA Y10 SUVNTIKEG AAANAETIOPACELG
LE TOV apkd dpeBLAESTEPQ Kol OV LETEROAAY TO POPLOKOKIVITIKO TPOPIA TOV GPOLLLOPIKOV
olueb Tépal.

Z\‘;&sw amo peAétec pe vyieig e0elovtég LTOdEIKVOOVY OTL 1] GYETILOUEVT] LLE TOV POVUOPIKO
Q Bvieatépa epvbpiaon eivar mavd va pecorafeitar omd mpootayAavdives. Xe 600 HEAETEC VYOV

Oebehovdv, n xopiynon 325 mg (1] 16080vopov) akeTVAOGEAKVALKOD 0EE0C Ywpig Evieptn

& emkdAvym, 30 Aentd TP omd TOV PovUaPIKO dtpeBvAesTéPa, TOL YOPM Y OTKAY YO SIAGTN A

4 nuepmdv Kot yo Stdotnua 4 BSoUAd®YV, avTioTol a, eV LETEPALE TO PAPUOKOKIVITIKO TPOPIA TOV
povpaptkov duebvieostépa. Oa mpémel va AneBovy vdyn ot mhavoi kivéuvol Tov oyetilovtor e ™
Oepameio e OKETVAOCUAIKVAIKO 0&D TPV OO T1) GLYXOPYNOT LE POVUAPIKO dueBuAesTépa oE
acOeveic pe Yrotpomalovoa Awleinovoa ITX. Aev €xel pedetn0eil n pakpoypovia (> 4 eféoudownv)



oLVEXNG xpNoN akeTLAoGaMKVALKOD 0E£0C (BA. Tapaypdpovg 4.4 kou 4.8).

H tovtoypovn Bepaneio pe veppoTo&ikd QoprOKEVTIKA TPOIOVTA (OTMG UUIVOYAVKOGIOES, S100PNTIKA,

U1 GTEPOELDN AVTIPAEYUOVDON (appaka 1] AiB10) evdéyetar vo av&Noel SUVNTIKG TIG VEPPIKEG .
avemBvunteg evépyeteg (m.y. mpoteivovpio PA. mapdypapo 4.8) oe acbeveic o1 onoiot Aappdvovv )
povpaptko dpebvieotépa (BA. mapdypago 4.4 EEetdoelg aipotoc/epyastnplokés eE€TAoELS). OA\‘

H xotavalmon péTplov mocotteov ovorveduaTog dev LETEPaLe TNV EkOECT] GTOV POLUOPIKO @
duebvAeotépa kat dev cuoyetioTnke pe avénon tev averlBountov evepyeiov. H Karavdkmcno
UEYOA®V TOGOTNTMV 1oYLVPDV OAKO0A0VY®V TOT®V ([e 0AkooAkd Pabud peyorvtepo and Kot
OYK0) B0 TPEMEL VOL ATTOPEVYETOL Y10, IO DPOL OO TN AYT] TOV POVULAPTKOD Stusenlsmémb aBig to
OLVOTVELLLOL EVOEYETOL VAL OOTYNGEL GE AVENEVT] GUYVOTITA YOOTPEVTIEPIKMDVY AVETLOD p@m EVEPYELDV.

>

In vitro peAéteg emaymyng tov CYP dev katédei&av alnienidpaon peta&d tov ¢ PLKCOD
SIUEBVAEGTEPQ KOL TMV OVTIGCLAANTITIKAV 0o TOL GTOUATOG. X Mot iN VIVO peAéad), 1| suyxopiynon
TOV QOVUAPIKOD OUEOVAESTEPQ e £V GUVOVAGUEVO OVTIGVAANTTIKO 0t0 TOVGTOOTOC
(vopyeotipdn kot afvoAotoTpadiorn) dev TPOKAAESE OTOLAONTOTE GYETIKINMETAPOAN 61Ny £kOeoN

0€ AVTIGCVAANTTIKG 0td TOL GTOUATOG. ;D

Agv &yovv paypoatonomOel LeAETEC OAANAETIOPAGEWDY LUE AVTIGLAN & oo TOL GTOUATOG TTOL
r r r r r ’ S 4 r

TEPLEYOLV GALD TPOYESTAYOVA, OGTOCO OEV OVOUEVETOL EMIOPAON (QovpopLko dipueduiecTtépa

oV ékbeom Tovg. @)

Houdrorpikdg TAnOuouog @)

V

Melréteg aAANAETIOPACEDY EXOVV POy LA TOTTOW OEl u(’)v\o;%é EVIMKEG.
4.6 Tovipétnra, kOO KO yorovyia O
%

Aegv dwatiBevton M elval meplopiopéva o KW(& OedopEVOL GYETIKG LLE TN XPTOT] TOV POVUAPLKOD
OebuvreoTtépa og £YKLO YuvOiKaL. MSM'%; oe {ma KoTESEIEAY avVaTaPaUYWYIKN TOEIKOTN T
(BA. mapdypago 5.3). O povpopikde VAECTEPUG OEV TTPEMEL VAL YPTI|CLUOTTOLEITOL KOTA T SIOpKELD
G EYKLHOoHVNG, KABMS Kot 6€ yu& NG AVOTOPAYWYIKNG NAKIoG ympic TNV xpNon KATAAANANG
avticOAANYNG (BA. Tapdaypago 4 QTO Dimethyl fumarate Teva 6o mtpénel va yopnyeitat Kotd
SLApKEL TNG EYKLHOGVVIG u()vogw ATOTEITO CAPAS Kot €6V TO THAVO OPELOG SIKALOAOYEL TOV
mOovO Kivouvo yia To ERPp

, A
Oniacuog QA
Agv gival yvooto 8@\00(pouuapu<ég dweBuieotépag 1| ot petafolriteg Tov ameKKpivovol 6To
avOpdOTIVO YaAa, tvduvog ota veoyévvnta/Bpien dev pumopei va amoxieiotel. [Ipémet va
AmOPUGLOTEL sd@a daxomnet 0 Onhacpog 1 av Ba dakonei 1 Oepomeia pe tov Dimethyl fumarate
Teva. Oa np?@l va, ANeOovY vITOYT TO OPELOC TOV ONAAGLLOV Y10 TO TTOdT KOt TO OPEAOG TNG

OspansiakQO'm Yovaika.

Fov1i§-é' ﬁa

A&ndpxow OEOOUEVO, GYETIKG [LE TIC EMOPACELS TOV POVUAPIKOD SeBvAeaTépa otV avBpdITIvN
WOTNTO. AESOUEVA OO TPOKAVIKEG LEAETEG OEV VTTOOEIKVDOLV OTL O POVUAPIKOS O1ueBvAECTEPOC
®0u opel va, oyetiCeton pe ovEnpévo kivévvo peimong g yovipotrag (PA. mapaypago 5.3).

47 Emopacelg 6Ty IkavOTTO 001]Y161S KOl XEIPLGHOD P oviLdTOV

To Dimethyl fumarate Teva dev €xel kapia 1| (€L AGUAVTY EXIOPOOT] GTIV IKAVOTNTA 001 YNONG KO
XEPOoHO0 unyovnudtov. Aev £xovv defoyBel peéTeg oxeTIKA HE TNV EMIOPACT GTNV TKOVOTNTO



QO,\

00N YNONG Kol XEPIOUOD Unyovnudtwv, oAAd Kopio enidpactn tov dvvnTikd exnpealel avt TV
wavoTnTa Ogv Bpébnke va oyetileTon Le TOV QOLLOPIKO SeBVAESTEPO GE KAVIKEG LEAETEC.

4.8  AvemOOunteg evépyereg

2Z0VoYT TOV TPOPIA AGOAAELNC OAT
N
O mo ovyvég avemBounteg evépyeteg (enimtmon > 10%) yuo acBeveic mov ElaPav Bepaneia pe (QCU

@ovpapko dlueBvAeaTEP TV 1) €pLBPiaoT KOl T YAoSTPEVTEPIKA cLpPapota (dnAadr| d1dp,
mﬁ%

vauTio, KOIAaKO ahyoc, dAyog v Kotlakng ympag). H epubpiacmn kot to yootpevteptkd
teivouv va EeKivodv oTa apyikd otadia g Bepaneiog (10aitepa KOt TOV TPOTO UNVaL)
acBeveic o1 omoiot eugaviCovv epubpiacn Kol YuoTpeEVTEPIKA GUUPBAUATA, EVOEXETOL O
ocuveyioovv va epgavifovrar, katd dtaotiuata, Kad’ 6An  didpkela g Oepaneiog [ts povpapikod
deBvreotépa. O1 o GUYVE OVOPEPOLEVES AVETIOVUNTESG EVEPYELEG TOV 0ONYNG dtoKomn
(eminmtwon > 1%) og acBeveig o1 omoiol EAafov Oepaneio pe povpopikd SLHSOMS&Spa nTav n
epubpiaon (3%) kot ta yooTpevieptkd cvopupduata (4%).

auoTo

Ye EAEYYOUEVEC LLE EIKOVIKO QAPLLOKO KOL OE UT) EAEYYOUEVEG KMVIKEG uﬁag, &Yovv cLVOMKE AGPel
@ovpopkd dpebuiectépa 2.513 aocbeveic yio xpovikEG TEPLOSOVE EMC 2 €11, ue ouvolikn £ékbeon
wwodvvaun pe 11.318 avBpomo-£tn. Zvvolikd 1.169 acbeveig é gxovy L Bepameio pe PovpopKd
oeBureotépa Yo ToLAGyIoTOV 5 €11 Ko 426 acBeveig Exovv 7»(1[3 pomEinl e POLLOPIKO
duebvreotépa yio tovAdyiotov 10 £tn. H eumeipio oe un eheyyd ¢ KAMVIKEC SOKIUEC Elvarn
COHE®VN e TNV eunelpia oe EAEYYOLEVEG LE EIKOVIKO PAPLLOL VIKES OOKLULEC.

)

ZOVoyn TV OVETIOO UNTOV EVEPYELMYV GE LLOPON TTIVOKO \;

2TOV TOPUKATO TIVOKa, TopoLe1alovTol ol avsm%pn&&g EVEPYELEG TTOV TPOKVTTOVV OO KAIVIKEG
UEAETEG, LETEYKPITIKEG LEAETEC AOPAAELNG KO av@@mteg avaQOpPES.
N

O1 avemBounteg evépyeteg mapovoralovron ﬁo@ TPOTHOUEVOV Opav Kotd MedDRA, ava
Koamyopia/Opyoviké Zootnua. H enintoon Q/ TOPOKATO AVETIHOUNTOV EVEPYELDV SOTLTAOVETL
CUUPOVA LLE TIG TOPAKATM KOTIYOpPies: Q

- IToAv cvyvég (> 1/10) N)

- Soyvég (> 1/100 éog < 1/10) « O

- Oyt ouyvég (= 1/1.000 €mg < 0)

- Zmaviec (> 1/10.000 éoc < {]1.000)

- IToAv ordvieg (< 1/10.00
- Mn yvootég ( cuxvéSba dev pmopel va exktiun et pe Paon ta dabéotpa dedopévar)
Al
Katmnyopio/opyaviko Ancﬂ]ua Avem@opuntn avtiopaocn Katmyopia cvyvotnyrog
COPLPOVA BE TN Bo.o@
ocoopévav Med
Aodéelg kot (nm)cag Taotpeviepitidn 2uyvéc
Q IIpoiovoo TOAVESTIOKN Mn yvootég
O Aevkogykeparondbeia (PML)
{- ‘Epmng Lootpog Mn yvootég
Aot g TOV alomonTikoy | Agppomevia 2uyvéc
Kol &gg EUOIKOV GCLGTHLOTOG Agvkomevia Xuyvég
®pouPonevia Oy ovyvég
.%cxwpaxég Tov avocomomTikoy | YmepevaioOnoia Oy ovyvég
GTNLOTOG Avaguiatio Mn yvootég
Avormvoln Mn yvootég
Ymo&ia Mn yvootég
Ymnotaon Mn yvootég
Ayyelooionua Mn yvootég
Alotapoy£C Tov VELPLKOV Aictnon kovcov Yoyveéc
GLGTNUOTOC

10



Ayyelaxég dratopoyég EpvBpiaon [ToAd cuyvéc
E&dyec 2oyvEg

Awotapoyéc tov avamvevstikov | Pwvdppoia Mn yvootég

GULOTNLOTOC, TOL BmpoKa Kot

oV pecofwpdkiov M

Awotapayéc Tov yaotpevteptkod | Adppoia [ToA) cuyvéc (\T
Noavtia [ToAD cuyvéc R N
Alyoc dve KOTMOKNG YOpag [ToAd Guyvéc AV
Kot\okd dAyog [ToAd cuyvéc N
‘Epetog Xuyvég (\N
Avoreyia 2uyvéc ; )
Taotpitida 2uyvéc 1\\‘
Alotapoyn TOL YOSTPEVIEPIKOD | XuyVEC \\

Alotapoy£C Tov NTOTOG KoL TOV | AGTOPTIKI CLUVOTPAVGPEPACT | ZUyVEG AO‘

HOANPOPOY avénuévn N
Apvotpoaveeepdon g Zuxgg‘o
olovivng avénuévn o
Qappokoyevic nuoter PAapn | Ky yveotéc

Alotapoay€c Tov dEPLOTOG Kot Kwvnoudg ((Soyvég

TOV VTOSOPLOL 16TOV EE&avOnua ~ O Zoyvéc
Ep0bnua Q7| uyvec
Alorekia 7 | Suyvéc

Awotapayéc tav veppav kol tov | Ilpmteivovpia O\x Yuyveég

0VPOPOPMV 00DV N~

I'evikég dratapayés kot AioOnomn Beppov o‘k" Xuyvég

KOTAGTACELG TNG 0000 \&,

XopNynong o

Hopaxivikég eEegtdioelg Métpnon KS;MV oT0 0Vpa [ToA) cuyvéc
Agvke uaﬁv;ﬁ/ obpwv Betikn Xuyvég
Ap9 uég‘ﬁ'ulcom)rrdpwv Xuyvég
HELOUEVQS

Heprypagn emheypévav avemBounze§ gvepyeimv
o
EpvOpioon Q

o)

e eEAEYYOUEVEC LE EIKOVIKO @ poxo peAETeG, 1 enintoon g epubpiacng (34% évavtt 4%) kot Tov
eEayewv (7% évavtt 2%) }4\ avénuévn oe acbeveig o1 omoiotl ELaPav Bepaneia pe povpapiKo
deboviestépa (SU’YKpl’ES('X le acBeveic o1 omoiot EAafav ewcovikd eapuaxo, avtictoro. H epubpiacn
ouyva nspwpdcpswyﬁ@epnep{acn N e&ayelg, ahdd pmopel va teptiappavetl kot dAha copfdpoata (T.y.
Oepupotnta, epubpod , kvnopod kot aicnon kavcov). Ta copPdpata epubpiacng teivovy va
Eextvolv oToL ap Qc otadwo ¢ Oepaneiog (18waitepa KOt TOV TPOTO Uva) Kot o acBeveic ot omoiot
Tapovctalovv éﬂpi(wn, avTd Ta cuUPauata gival SLVaTOV Vo cLVEXIcOVY Vo eppavifovtal KaTd
dloTnuoTo ?@9’ oA T ddprela tng Bepameiog pe Tov povpopkd dyebvrieotépa. Xe acheveic pe
epvbpiac ,Qhr?»movérnw mapovcioce cuuPauato epudpiacnc Tov NTay NTOG N LETPLOGC

cofapd . Zuvolikd, 3% tov acBevmv ot omoiot Elafav Bepancia pe povpoptkd dpueBuiestépa
SléKO\(ﬁ'wm epubpiaong. ZoPapn epvbpiocm,  onoia pmopel va yapoaktnpiletor amd YEVIKEVUEVO
epufnpa, e€avOnua 1/xat kvnopd, mopoatnpnnke og Aryotepo omd 1% tov acbevodv ot onoiot Elafav
0 gla pe povpapikd duebvieotépa (BA. Tapaypdpovg 4.2, 4.4 ka1 4.5).

®&zarpsvam&'g

H enintoon tov yaotpeviepik®v cupfoudtav (1.y. odppoia [14% évavtt 10%], vavtio [12% Evavtt
9%], Gryog ave Kothakmg xdpag [10% Evavtt 6%], kotmakd diyog [9% Evavtt 4%], épuetoc [8%
évavtt 5%] kan dvomeyia [5% évavtt 3%]) Nrav avénpévn o acbeveic ot onolot EhaPav Bepameia pe
QOVLOPLKO d1pebuieaTépa GLYKPLTIKA e acbeveic ot omoiot EAafav EIKOVIKO QAPLOKO, AVTIGTOLYO.
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Ta yaotpeviepikd copfauata teivouv va Egkivoiv ota apyikd otddia g Bepaneiog (Wdwaitepa Kotd

TOoV TPAOTO PNva) Kot o€ acbeveig o1 omoiol mapovcidlovy yaoTpevieptkd coufdpata, avtd eival

duvatdv va cuveyicovv va gpeoviovior kKatd dtuotiuato ko’ 6An  didpkela g Oepaneiog pe Tov
POLHAPIKO SpeBLAECTEPQ. ZTNV TAEIOVOTNTO TV AGHEVOVY Ol 0TLO{0L TOPOLGIACAY YUCTPEVTEPIKA
ocvpupdpara, ovtd nNTav Nrog N péTplag coPapotrags. Téooepa toig exatd (4%) Tov acbevav ot )
omoiot éhafav Bepameio pe eovpapikd dipebuiectépa diEkoyav AdY® TV YOGTPEVIEPIKAOV OA\‘
ocuoppapdtov. Zofapd YooTpeEVIEPIKE GUUPAUATO, GUUTEPIAAUPAVOUEVTG TG YOOTPEVIEPITIONG KON

G yaotpitidag, mapoatnphdnkay oto 1% tov acbevav ot onoiot Elafav Oepameio pe @ovOPLKE
duebvieotépa (BA. Toapdypago 4.2). A

Hrorixn Aertovpyio ‘(UO

Bdoet dedopévav amd eLeYYOUEVES LE EIKOVIKO QAPLOKO PLEAETES, 1] TAELOVOTNTA rmv&evd)v pe
aVENUEVA ETIMES O NTUTIKAOV TPAVCAUIVOCHOV ELPAVIGE TILEG < 3 POPEG TO AVMTAT GLOAOYIKO OP10
(ULN). H avénpévn enintmon g avodon Tmv NToTIKOV TPOVCOLIVIcOV OE 0cBLVEIC ot omoiot
EhaPav Bepomeio pe povpapikd duebviestépa o€ GYEoT e TOVG 0loOEVELS OL @01 Elafov EIKOVIKO
QappoKo mapatnpnnke Kuping katd n didpkela TV TpdTOV 6 unvav Bepdgeioc. apatmprOnkav
0LENCELG TOV EMTES®V TNG AUIVOTPAVGPEPAONC TNG AAAVIVIE Kot TNG a@mﬁg
AUVOTPAVOPEPAOTG KOTA > 3 popéc amd to ULN, avtictowya, og 5% kar2% tov acbevdv ot onoiot
Ehafav gucovikd eapuaxo Kot og 6% Kot 2% tov acbevav ol omoio gdeBoav Oepaneia e povpaptkod
SpeBvreotépa. Ot drokomég AOy® avEnpuévav emmedwv nnaru(o')v~ capvacov Nrav < 1% kot
Nrtav mapopoleg o acbeveic ol omoiot Elafav Oepomeio e pov 0 O1uebviectépa 1 EIKOVIKO

PApLOKO. Xe LEAETEG EAEYYOUEVES LLE EIKOVIKO PAPLOKO dEV pnOnKov avENGELS TOV EMTEd®V
TOV TPAVCOUIVACOV KoTh > 3 opég o ULN pe tantdypovequinoels tg oMKNg xoAepuOpivng katd
> 2 popég to ULN. ‘k"

Amo v gumelpia petd v KukAogopia otV oyopd, é&evv avaeepbel avénon Tov NraTk®dv evioumv
KO TEPIMTAOGELG POPLAKOYEVOVG NIATIKNG PAAPNS @)E_,ﬁcmg TOV EMTESMV TOV TPOVGAUVACHY KOTA
>3 popég o ULN pe tawtoypovec avénoeig t g@mﬁg xoAepvOpivng katd > 2 popég 1o ULN) petd

amo T XOpPNHYNo”N TOL POVUOPIKOV dtuedvieg , Ol OTO{EG LTOYMOPNCAV LE T OLOKOTY| TNG
Bepamneiog.
A , \)0
gupomevia
O

e eEAEYYOUEVEC E EIKOVIKO QAP ua@)skérsg, ot teplocdtepot acheveic (> 98%) eiyav pusloloyikég
TIEG AeppoKLTTAP®Y TPV amd T Evapén g Oepancioc. Katd tn Oepaneio pe povpapikod
oeBuAeoTtépa, 0 HEGOG aPOLOCKEUPOKVTTAP®V LELOONKE GTO SLAGTNLO TOV TPADTOL £TOVGC, LE
enakoOA0LON oTabeponoine \bmi LEGO 0po, 0 aplBUOg TV AEUPOKVTTAPOV LEW®ONKE KOTA
nepinov 30% o€ oyfon g TN évapéng. O péoog kot S1apecog aptipdc AEPPOKVTTAP®Y
Tapépeve eviog puotolaykdv opiav. Hapatnpndnke aptduodc Aeppokvttdpwv < 0,5 x 1091 o < 1%
TV acfevov ot onoj.éef afav eucovikd papuako kal 6to 6% tov acbevav ot onoiot Elafav Bepaneia
LE POVULOPIKO 61;18@56:5:;3(1. [opatnpridnke aptOpdc Aeppokvttapov < 0,2 x 10%1 e 1 acdevr| o
omolog elye AMaPel @8pamneia pe povpaptkd dipebviestépa Kot 6€ KavEvay amd Tovg acbeveig ol omoiot
elyav Aapet 811«@@ (PAPLLOKO.
O
e K}»wmédrvnérsg (t6c0 gheyyoueveg 0G0 Kal un ereyyoueveq), 41% tov acBevav mov élafav
Bepamei Qovpopkd dpebuiectépa giyav Aeppomnevio (0pIlOUEVT OTIG CUYKEKPIUEVEG LEAETEC MG <
0,91 /). Hma Aepgomevia (aptdpoi > 0,8 x 10%1 g < 0,91 x 10%/1) mapatnpridnke oto 28% tmv
acOevdv, uétplo Aeppomnevio (apduoi > 0,5 x 1091 éwg < 0,8 x 10%1) mov emépeve Y10 TovAdyioTov £E1
uRYet mopatnpnonke 6to 11% tov acbevdv, coPapn Aepgonevia (apduoi < 0,5 x 10%/1) mov eméueve
TovAdyotov €61 unveg Topatnpndnke oto 2% tov acbevav. Ztnv opdda pe T cofapn
HEOTEVia, 0 aptOUOC AEUPOKVTTAP®Y GTNV TAELOVOTNTO TV TEPITTOGE®Y Topéueive < 0,5 x 101
& LE TN ovvéylon e Bepomeiog.

Emumiéov, oe por un eleyyopevn, Tpoomtiky HeAETN LeT TV Kuklopopia oty ayopd, Katd tnv

efdoudoa 48 g Bepaneiag e povuapikd duebviestépa (n=185), mapovoidotnke pétpio (opOudc >
0,2 x 10%1 éwg < 0,4 x 10%1) ) coPopn} (< 0,2 x 10%1) peioon twv CD4+ T Aeppokvttépov ce
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m0G00T0 £m¢ 37% N 6% TtV acevdv, aviictorya, VO TOPOVCLAGTNKE O LYV peimon Tov CD8+
T AeppokuTTépov o€ 060610 £m¢ 59% TV acbevdv pe Tipég < 0,2 X 10%1 kar 610 25% TV acbevdv
e opOpd < 0,1 x 10%1. Te eheyydueveg kou un eAeyyopeveg KAvikéc perétec, ot acOeveic mov

dtékoyay T Bepaneia pe povpapiko dipebviectépa pe aplOpd AePPoKLTIOP®Y KAT® 0o TO .
KATMOTOTO PLGLOAOYIKS Opro (LLN) mapakorovBohvtay o¢ Tpog TV avakoyn Tov optfpod )
Aepgoxvttdpov oto LLN (BA. mapdaypogo 5.1). OA\‘

Aowaéeig, ooumepiroupovouévns the PML kai twv evkaipioxay Aoyuwméewy OCU

"Exovv avaeepbei pe tov povpopikd dyueboiestépa mepiotatikd Aoméemy and tov 10 Jo
Cunningham (JCV) mov mpokdAiesav mpoiohco ToAveEsTIOKT AevKogyKeQaAoTdOeln (PM‘EU
(BA. mapdypago 4.4). H PML pmopei va eivan Bavameopo fi va odnyficet oe cofapn oymmpia. Ze pia
oo TIG KAWVIKEG SOKIHEG, Evog aoBevig mov AdpPave @ovpaptkd dipebviectépa 81(811%08 PML eni
£dapovg TapoteTapévng copapng Aepgoneviag (apBudg Aeppokuttdpony kupiong Q5 x 10%1 ya
3,5 ), pe Bovatneopa éxPacn. Metd v KukAo@opia Tov TpoidvToc oty oyedd, n PML
ekdnAmOnke emiong mapovsio pétprag kot Hmag Aepgoneviog (> 0,5 x 10%1 4 LLN, énwg opiletan
omd 10 €0POG AVAPOPAS TOV TOTLKOV EPYAGTNPIOV). (UA

MV KOTA TN YPOVIKN GTIYUN
®ONKe OTL NTOV PEIWUEVOG
v S1Epepav (Kopaivovioay amd <
GUVOALKT| BapOdTnTa TNG
4+/CD8+ avéndnie og avtovg TOVg

e apketég mepimtdoelc PML pe kaBopiopéveg vmoopddec T Agppokutt
g odyvoong g PML, o apiBudg tov CD8+ T Aeppoxvttdpwv ot
éwg < 0,1 x 1091, evdd o1 perwoeig tov apduod CD4+ T lsp(pom)f
0,05 éwc 0,5 x 109/1) ko1 ovoyetifoviov oe peyorvtepo faduod
Aepgomeviag (< 0,5 X 1091 éog < LLN). Tvvenmg, n avedoyio
acOeveic. @)

}
H mapatetapévn pétpra éoc soPapn Aepponevia eaive %a avéavet Tov kivduvo PML pe tov
POVLOPIKO dUEBVAECTEPO, MOTOGO, EYEL ELPAVIOTEL RQ% Kot o€ ac0eveic e o AepQomeVia.
Emutiéov, n mhetovotnta tov nepiotatikov PML ;@a v KuKlogopia Tov TPoidVTOg otV ayopd
&xovv gupaviotel og acbeveic nikiag > 50 srd)vQ

S

"Exovv avaeepbei Aotudéelg and Epnnrta Cmc@)a e TN XPNOT TOV PovUapPlKoy dyebvAieoTtépa. Xe pia
HaKpOXPOVIOL HEAETN emékTaong Tov BpickEret oe eEEMEN, oy omoia 1.736 acbeveig pe ITX
Aappdvovv povpopikod dipedviectépa, .@)inou 70 5% TV acevov ekdNAnoay £va 1 TEPLEGOTEP
cvupavta épmnro (ootpa, To omoie §IoV 6TV TAELOVOTNTA ToVg NG Em¢ uéTprag Papvrtag. Ta
TEPLOCOTEPT ATOLLO, GVUTEPIAAUPATOIEVOV EKEIVOV TOV EKONA®GOY GoPapn Aoiumén amd Epmnta
{ootpa, eiyov apBpods Aeppo Gp®V VYNAITEPOLG OO TO KOTMTEPO PLGLOAOYIKO OP10. 1€ UIOL
TAEOVOTNTO OTOUWV T, OTTOi0, ElyaV TOLTOYPOVA aplBUoVG AEUPOKVLTTAPOV HKPOTEPOLG 0td To LLN,
N Aepeomnevia a&toAoynOnke mg pétpia 1 coPapr. Metd tnv kuklopopio Tov TpoidvTog otV ayopd,
T TEPLOCOTEPQL TEPICTATIKY olpuméng and Epmnra (oo pa NTav U Gofapd Kol VIOYMPNCAVY LE TN
yopnynon Bepamneiog. Mgrd tnv xukhogopio Tov TpoidvTog otV ayopd, dtatifevtal mepropiopéva
dedopéva OYETIKA pg”@/ amoAvTo apfpd Aeppoxvtrapwv (ALC) o aobeveis pe Aolpwén and épmnta
{wompa. Qotdc0, \'g TEPIMTMOGELG OOV avapEPONKE, 01 TEPIoTOTEPOL 0I00EVEIS TapoLGiacay HETPLO
(>0,5x 1091 éw % ,8 x 10%1) ) soPapn (< 0,5 x 10%1 wg 0,2 x 1091) repponevio
(BA. napdﬁ/pq@ﬁ? :

O

Mpn qavazo/{@&kég TIUES EPYO.TTHPLOKDYV ECETOOEWY

PN ekeqﬁueveg LLE EIKOVIKO QAPUAKO HEAETEC, OL TIHEC TOV KETOVAV oTa ovpa (1+ 1 peyadvtepec)

Nt NAoTEPEC o€ aobeveig o1 omoiot ElaPav Oepameia pe ovpaptko dipuebviectépa (45%) oe

ovyKpPLoN e Tovg acbeveig ot omoiot Erafav eikovikd eappoko (10%). Aev mapatnpndnkav
TOOLUNTEG KAMVIKEG GUVETELES OTIG KAIVIKEG OOKIUES.

& Ta eninedo g 1,25-01w6poéuPrrapivne D peiwdnkav ce acbeveic o1 omoiot ElaPav Oepancio pe
(QovpOPKO dpebuieatépa og oxéon Le Tovg acbeveig ot omoiot Erafav ekovikd eappaKo (d1dueco
TO0G00TO HelONG o€ GYéon He TNV T avapopdg ota 2 £tn 25% évavtt 15%, avtictowya), Evd To
enineda ¢ mapabopuovng (PTH) avénbnkav oe acbeveic ol omoior Edafav Oepameia e povuaptkd
deBureotépa og oyEon Le Tovg 0cbevelg ol omoiotl EAaPay E1KOVIKO PApHOKO (S1AUEST] TOGOCTIONN
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avEnomn and v Ty avaeopds ota 2 £t 29% évavtt 15%, avtiotorya). Ot péceg Tipég Kot yia tig 600
TOPOUETPOVG TOPEUEIVOY EVIOC PLUGLOAOYIKDV Opimv.

Hopoatnpndnie Topodikn adEnomn g LESTIG TIUNG TOV NOGIVOPIA®MY KATH TN SEPKELN TOV TPDTOV

2 unvav Bepoameiog. “;\9
S

IMowdratpukdc TAnfuoude

&
€ Lo OVOLYTNG EMICTLOVONG, TUYOLOTOMUEVT, EAEYXOUEVT LE OPUCTIKO PAPLLOKO OOKIUN 0

96 efdouddmv o mardroTpikong acbeveic pe YAITE nkiog 10 émg kbt tav 18 etdv (12 400
POpES TV NUEPa Yo 7 Nuépeg axoArovBovpeva amd 240 mg 600 PopES TNV NUEPT Y10 TO 0170 NG
Bepamneioc, TANBLoUOG peAéTne n = 78), TO TPOPIA CPAAELNS GTOVG TOIILATPIKOVS OLG ¢ pdvnke

TOPOUOL0 LE eKEIvo TToL elye NOT Tapatnpnbel o eviiikeg acBeveic.

N
O oYEdGIOG TG TASIATPIKAC KAVIKNG SOKIUNAG HTAV S10POPETIKOS 0T EKEIVOVEDY EAEYYOLEVOV LE
EIKOVIKO QAPUAKO KAVIKOV SOKLUDV Y10l EVAAIKEC. ZUVETMDC, OEV UTOPEL VO, ar@swrai N cvpPoin
TOV GYESAGHOV TNG KAVIKHG S0KIUNG OTIS aptfuntikég 610popéc Tov avemBbuntov evepyeudv petagd
TOV TOSLTPIKOD KOl TOL EVAALKOL TANOLGLOD. ZD

Ot axoAovBeg avemBOunTeg evépyeteg avapépOnkav mo cuyvd (> 10 TOV TS TPIKO TANOLGHO

o€ OY£0T LE TOV EVAAIKO TAnBuouo: N

. Kepararyio avapépOnke 610 28% 10V acbeviv mov el gpameio [e povpapkod
dyeBvreotépa Evavtt 36% otovg aobeveic mov Erafav @(msw ue wtepeepovn Prta-la.

. AlTapayéc ToL YOoTPEVTEPIKOD avapépinkay oto 744 tmv acbsvav mov Ehafav Ospamsio pie
povpapko dpedureotépa Evavtt 31% otovg acbe &nov éhaPav Bepomeia e vTepEepOVN
Priro-la. Metadd autdv Tov Statapaydv, To cuxyd oavapepinke ue 1o OLUAPIKO
dpuefuAecTtépa KOIALOKO GAYOG KO ELLETOC. {-

. AWTAPOYES TOV AVATVELGTIKOD GLGTARATOS DOV BdpaKa Kot ToL HecobpdKiov avapépbniay
010 32% twv acbevav mov Elafav Oep zﬁg{pa eovpapikd dpebvieotépa Evavtt 11% atovg
acBeveic mov Eéhafav Bepaneio pe wrepPepovn Pnra-1o. Meta&d avtdv Tav daTapay®dv, To
oLYVA avaPEPONKE LE TO POVUAPIKO Sgévkscrépa GAY0G GTOLOTOQAPLYYX Kot Pry0g.

. Avounvoppoia avagépdnke oto 17 v acBevav mov élaPav Bepaneio pe povpopikd
SieBuleotépa Evavtt 7% otoug edPeveic mov Ehapav Bepameia pe wteppepdvn Prto-la.

g oL uKpn, ovoryTig emGUOvVoNSady eAeyyouevn perém 24 efoopddmv oe madlatpikons acheveic

pe YAITE nlwiag 13 éog 17 etdv 120 mg 600 QopEg TNV NUEPQ Yo 7 NUEPES, akorovBolueva and

240 mg dVo Qopic TNV NuéEPQ "{l§ volono g Bepaneiog, TAnbvoudg acpdielog n = 22), wov

axolovOnOnke amd o peréty emektoong 96 efdondadmv (240 mg dVo popég TN Nuépa, TANBLGUOG

acodieag n = 20), to npO(pé GOALELNG PAVNKE TAPOLOL0 pE EKEIVO TTOL TTapaTNPNONKE GTOVG

gviAkeg ao0eveic. A

)
Eivor mepropiopéva zddobéotpa Sedopéva oe mondié nitkiag peta&d 10 ko 12 etdv. H acodieto kot
1N omOTELESUOTIKOTADN TOV POVHAPIKOD SieBuresTtépa e moudld nikiog Kéto tmv 10 eTdv dev Exovv

QKOO TEKUT pw&

3
Avoopopd mﬁ@okoyoi) UEVOV OVETIOOUNTOV EVEPYELDV

N
H ava(p@% TOOVOALOYOOLEV®V OVETIOOUNTOV EVEPYEIDV HETA 0t TN Yop1yNon GoEag KukAopopiag
TOL g%éguammmoﬁ TPO1ovToGg givarl onuavtikn. Emttpénet ) cvveyn mopakoiovdnon g oyéong
0PEADVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOTdVTOG. ZnTeitor amd Tovg emayyeAoticg vyeiag va
@épov\/ omo1ecoNmote TOAVOLOYOVUEVEG avETIOOUNTEC EVEPYELEC LEG® TOV €BVIKOD GLOTNUATOG
0@/ Popag mov avaypapetar 6o apdpmua V.

& 4.9 Ymepdocoloyia

"Exovv avaeepbei mepiotatikd vtepdocoroyiog e Tov povpopikd dipuebviestépa. Ta cvuntopata
OV TTEPLYPAPNKAV GE QLT TO TEPIOTATIKA NTAV GLUPATA LLE TO YVOGTO TPOPIA ovemBOUNTOV
EVEPYELDV TOV POVLLLOPLKOV OpebvAeatépa. Agv vITdpyovV YVmOoTé BeponeuTikég TapeuPaoelg yio v
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gvioyvon g amoBoing Tov POVUAPKOD SUEBLAESTEPO OVTE VTTAPYEL YVMOGTO OVTIOOTO. LE TEPIMTOON
VIEPOOCOAOYING, CLVIGTATOL 1] EVOPEN CUUTTMOUATIKAG VITOCTNPIKTIKNG AYWOYNC, OTMG EVOETKVUTOL

KAVIKA.

)
5. DPAPMAKOAOTI'IKEX IAIOTHTEX OA\‘
51 @oppokodVVIPIKES 1O10TNTES OCU
Dappokobepanentikn Katnyopio: AVOGOKATAGTIATIKOL TOPAYOVTEG, GALOL avocsomchsw@&oi
mopayovtesg, kwdwkog ATC: LO4AX07 ‘(U
Mnyovicuog dpdong Q

N

O uNoviopdg P TOV 000 0 POVUAPIKAC SeBVAECTEPAG AOKEL TIG BEPUTEVTUEATOV SPUCELS TNV
TOAMAATAY GKANpLVOT) OgV glval TANP®G KatavonTog. Ot TpokMviKES LEAETEG 1@}6&1(\/1’)01)\/ ot
POPUAKOSVUVOUIKTY amOKPIoT GTOV POVLOPIKO dipedvAiectépa pecoraBeitarivpiog pécm g
EVEPYOTOINGTG TNG HETAYPAPIKAG 0800 TOV TUPNVIKOD mapdryovto Nrf2 lear factor (erythroid-
derived 2)-like 2 (Nrf2)]. O povpapikdc duebvreotépag £xet amodetyei ¥t ennpedlel péow aviodoag
pOOIoNG T avTioEEWmTIKG Yovidia Tov e&apTmdvtal amd Tov Nrf2 réﬂ@svd)v (.. apudpoyovacon
NAD(P)H, xwévn 1, [NQO1]). N

XS

Dapurokodvvakéc mOPAoElC &

)

Emidpdoeic oto avocomomntixd abotnua. !V

e TPOKMVIKEG KOl KMVIKEG LEAETEC, O POVLLOPIKOG OHEsOLAESTEPOG TAPOVGIOCE OVTIPAEYLLOVADIELG
KOl 0VOGOTPOTOTOMTIKEG 1O10TNTEG. € npodwmd@ovréla, 0 POVUOPIKOC deBuAeaTEPAG KOL O
(POVUOPIKOG LOVOUEBVAESTEPOC, O KUPLOG LETA @mg TOV PovuaPtKoD duebvAeaTtépa, peimwoay
OTUOAVTIKG TNV EVEPYOTOINGCT TOV 0VOGOKVTT] KoL TNV enokoAovOn amelevfépwon
TPOPAEYLOVAOIDV KVTOKIVDV MG owwn(')lcpwé; QAEYLOVOOT epebiopota. e KAVIKEG LEAETEG
aclevav pe yopiaot, 0 POVUAPTKOC 81|,L86Qeecrépag EMNPEACE TOVG POLVOTOTTOVS TV
AELPOKVTTAP®V HECH KOTIODGOGC pl’)@pu@g TOV TPOPIA TV TPoPAeyHOVDE®OY KuTOKIVGOV (TH1, TH17)
Ko TpodiEdece o mopaywyn avTipALovaddv kutokvdv (Th2). O govpapikdg Siuedvieotépag
Kat£oeise Oepanevtikn dpdon oe TaZRumTAG LOVTELD PAEYHLOVOODV KOl VEDPOPAEYLOVOODV
TPOVUOTIGUOV. g pueréteg Dao o€ acbBeveig pe [1IX (DEFINE, CONFIRM kou ENDORSE), katd
T Ogpamneio pe povpaptkod dipebvhestépa, ol HEGOL aptdpol AEUPOKLTTAP®V PEIDONKOY, KOTA LEGO
opo mepinov xatd 30% amd OPYIKN TOLG TIUT, GTO SIAGTNLO TOL TPMTOV ETOVG, LE EMAKOAOVON
otabepomoinot. e avtég AL eMéteg, o1 acBeveic Tov diékoyav tn Oepameio pe OVUAPIKO
deBureotépa pe apt@& AEQQOKVTTAP®V KAT® 0O TO KATOTOTO puSLoloyuko opto (LLN,

910 xvtropo/mmd) @G\QyKokovﬁof)vwv ®G TPOG TNV AVAKALYT TOL 0p1OROd AEUPOKVTTAP®V GTO
LLN. @)

To oynua 1 Ssi@ T0 T0000TO TV 0chevdv TTov kTN ONnKe 0TL épTacay to LLN, ue Bdon m

uébodo KapldiyMeier, ywpic mapatetapévn cofapr| Aepgomevia. Qg Tiun avapopag e avaKayng
(RBL) opi € 0 televtaiog ALC katd ) Oepomeio, Tpv T SLOKOTN TOL POLLOPIKOD

¢po.. To eKTIHOUEVO T0G0GTO TV acbevdy mov avékapyav 6to LLN (ALC > 0,9 x 10%1)
&da. 12 xon v EBSopdda 24, o1 omoiot eiyav fmio, pétpia 1 coPapn Aepponevia otnv RBL,
eton otov Ilivaxa 1, tov ITivaka 2 kot tov [ivaxa 3 pe Stuoctpota epumiotoodvig 95% katd

0. To Tomkd opdipa Tov Kaplan-Meier ektiunti tng ocuvaptnong enifioong £xel vroroyloTel pe
Tomo Tov Greenwood.

©)

& Yynpa 1: M£00o0g Kaplan-Meier, 1060676 0.60ev@v pe avaxkopyn 1o > LLN
910 kvtTape/mm? amwé TNV TYEN ava@opds T avaxkapyns (RBL)
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Tocootd aobevav pe avixapyn tov ALC oto LLN

Aptoudc ucbeviv oe kivéuvo
RBL: ALC = 500 xbrrape/mm' 18
RBL: ALC = 500 £oc < 800 wirrepa /mm’ 124

REL: ALC > 800 £og < 910 witrepe /mm’ 86

Mivoxog 1:

Epdopadeg

12

Mé00d0o¢ Kaplan-Meier, 10606t6 060gvav TCOI)@I@.(ﬁ&T(ll o6t £¢pTacav oto LLN,

NI AEPPOoTEVia 6TV TIU) ava@opds TG avakapyngs (RBL), g§mpovpévov acdevov pe

nopoTETUNEVY cofapr) Aepgomevia @)
A
ApOpég aclevav pe nmo Ty ava(popdig Epoopada 12 Epoopada 24
AENQOTTEVIO” 6€ KiVOUVO N=86 (. N=12 N=4
IMocootd Tov épTace oTo ) 0,81 0,90
LLN (95% CI) ‘&' (0,71, 0,89) (0,81, 0,96)

* AcBeveic pe ALC <910 xon > 800 xdtTopa /mm3\®mv RBL, eEapovpévov acbevav pe
&

TOPATETAUEVT coPapr| Aeppomevia.
Mivoxog 2:

napoTETONEVY cofapr) Aepomevia

0

S
Mé00d0o¢ Kaplan-Meier, 09)61‘(') ac0evev Tov ekTipdro 6T £@Tacay 6to LLN,
RETPLO AEPPOTTEVIO, GTNV TIUI AVAQOPAS

avakapyng (RBL), eEmpovpévov acdevov pe

XS
N
ApOpég aclevav pe pétpro QO Ty aveeopag Epoopada 12 Epoopada 24
AENQOTTEVIO” 6€ KiVOUVO o) N=124 N=33 N=17
[Mocooto oL £PTOoE GTO ov 0,57 0,70
LLN (95% CI) o) (0,46, 0,67) (0,60, 0,80)

@ AoBeveic pe ALC < 800%en > 500 kdtropa/mm? otnv RBL, eEapovpévov acbevav pe

TOPOTETAUEVT coBap48A|¢(ponsvi(x.
O.\

Go Agpgomevia oty TY| ava@opag TS avakapyng (RBL), eapovpévov

Mivaxag 3: Ms’%& Kaplan-Meier, 106006t6 060gv@V oV ekTiparon 6t éptocav oto LLN,
0

48 VOV 1E TAPOTETANEVY oofapr) Aep@omevia

A

Aplﬂpé&b}ﬂavd)v pe coPapi) Ty aveeopag Epoopada 12 Epoopada 24
AENQOTBVIO® 6E KivoLvo N=18 N=6 N=4
[Iog08%d ToV £QTAGE 6TO 0,43 0,62

LN (95% CI) (0,20, 0,75) (0,35, 0,88)

“\Qs@svsig ne ALC < 500 xottapa/mm? otnv RBL, e€apovpévov ac0evov pe mapotetapnévn copopn

0 ueomevia.

KMviki) omoTeAeoLaTIKOTNTO KOl 0GQAAELO,

[Ipayuatomomnkoyv VO TVYUIOTOINUEVES, OITAL TVPAEC LEAETES, OLAPKELNG 2 ETOV, EAEYYOUEVEG LE
ewoviko edpuaxo (DEFINE pe 1.234 acOeveic kot CONFIRM pe 1.417 acBeveic) oe acleveic pe
VROTPOTIALOVGa-OloAeimovoa ToALamAY okAnpuver (RRMS). Ze avtég Tic peréteg oev
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ocvumepIAEOnKav aobeveic pe Tpoiovoeg popeég 11X,

H amoteleopatikomta (PA. Tapakdto wivake) Kot 1 ac@dieio Katadeiydnkay oe acbeveig pe
Babuoroyieg otn Atevpopévn Kihipoka Katdotaong Avannpiog (Expanded Disability Status Scale,
EDSS) mov xvpaivovtay amd 0 £0¢ kot 5, o1 onoiot eiyav Tapovcidcel TovVAdy1oToV 1 VITOTPOTY| KOTA Q

TN SIIPKELD TOL £TOVG TPV AT TNV TLYOLOTOIN o 1 6TIG 6 EfdoUddES TPV 0T TNV TLYOLOTTOINGN

elyav payvnrikny topoypaeio (MRI) eykepdiov mov kotadeikvoue tovddyiotov pio Gd
mpocrapfavovso PAGPn (Gd+). H Mehétn CONFIRM nepeddpfove Tophf afordynon (Sniadfio

10TpOC/0 EpgLVNTNG 0 0moiog a&lorAoyoboe TV avtamdkpion ot Bepomeio TG pueAétng dev YK)

Oepamein) TOV GLYKPITIKOV PAPUAKOL AVAPOPES TNG 0EIKNG YAATIPAUEPTC.

O

€N

)

> Meiém DEFINE, ot aceveic elyav o Topakdtm SIGUESH 0pYIKE YOpOKTNPIGTIK 'N%ild(l 39 ém,
dudpketla vocou 7,0 étn, Pabuporoyia khipakag EDSS 2,0. EmmAéov, 16% tov acBevdw eiye

Babuoroyia kKhipaxag EDSS > 3,5, 28% &iye > 2 vnotpomég Kot T0 TPON YOO UEVOE

¢ ko 42% glye

LaBeL Tponyovpéveg dAleg eykekpipéveg Bepansiec yio Ty I1Z. Tty kodoptn MRY, 36% tov acdevidv
ot omoiot evtayOnkov otn puehét elyxe Kotd v apykn a&loAdynon PAafeg G&&uécog appog

Brapov Gd+ 1,4).

3

&
¥ Meiétn CONFIRM, ot acBeveic elyav ta Tapakdto dioueca apxm@apamnpwmcd: niwio
37 €, Sdpketla vooov 6,0 £, Babuoroyia kiipakag EDSS 2,5. Ig

Bobuoroyia kipokac EDSS > 3,5, 32% elyxe >2 vrnotponéc Kotd r;mobpsvo étog kot 30% &lye

AaPel Tponyovpuévag diheg eykekpluéveg Oepameieg yo v I1X.

v, 17% tov acBevov eiye

v k00ptn MRI, 45% tov acOevav

01 OTTO101 EVTU KAV OT EAETT ELYE KATA TNV OPYIKT] ASLO OpEe + (LecOC aplouo
' GO M HEAET gixe Katd ™V apykn agoAqy@on PAdBes Gd+ (pésog aptduog

Brapodv Gd+ 2,4).

)

V

e oUYKPION UE QVTOVG TTOL EAAPOV EIKOVIKO (pdpuaKo\oikcesvsig o1 omoiot EAafov povpaPIKO

oeBuAeotépa glyav KAVIKA oNUOVTIKY Kot cromcru&—c

MNUOVTIKY] PEIOT) 6TO KOPLO KATOANKTIKO

onpeio g perétng DEFINE, dniadn o mocootd T acBevav ot omoiot vrotponiccay ota 2 £€1n,

K0ODC Kol 6TO KOPLO KOTOANKTIKO onpeio Tng
1060010 vrotpondv (ARR) ota 2 .

S

ké&é%ng CONFIRM, onAaidn To €TNCIOTOMUEVO

To ARR yia v o&ikn yAatipapépn kot ro@movu«') odppoxo nrav 0,286 kai 0,401, avrtiotorya, ot
peiétn CONFIRM, avtictoyyoviog o€ @mcm 29% (p=0,013), T0 0010 CLUPMVEL LIE TIG EYKEKPIUEVEG

TANPOPOPIEG CLVTAYOYPAPTOTG.

Ny

Q)
DEEFNE

CONFIRM
E1koviKo6 Dovpapikog Ewoviké | ®ovpapikog O&un
@puko owpedviectép | @appoko | owebuvieotép | YhaTipapép 1
AL ag 240 mg ag 240 mg
A 000 Qopéc TV 000 Qopéc TV
e nuépa nuépa
KMViKG KaTeM]KTIRA onpeio
Ap. acBevov L Q 408 410 363 359 350
Etoctomompévo 0,364 0,172%** 0,401 0,224%** 0,286*
TOGOGTO VEATPOTDV
Avakog@gcocrof) 0,47 0,56 0,71
(95% C (0,37,0,61) (0,42, 0,74) (0,55, 0,93)
[ogé610 pe vrotponyy | 0,461 0,270*** 0,410 0,291** 0,321**
gwm KSHVOL 0,51 0,66 0,71
% CI) (0,40, 0,66) (0,51, 0,86) (0,55, 0,92)
(JTocoot6 pe 0,271 0,164** 0,169 0,128* 0,156*
O emPeformpévn
emdeivwon avormpiog
12 eBdouddwv
Avoloyia kivohvou 0,62 0,79 0,93
(95% CI) (0,44, 0,87) (0,52, 1,19) (0,63, 1,37)
[locootd e 0,169 0,128# 0,125 0,078# 0,108#
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empPePforopévn

emdetvoon avamnpiog

24 gBdouddmv

Avoloyia Ktvduvou 0,77 0,62 0,87

(95% CI) (0,52, 1,14) (0,37,1,03) (0,55, 1,38) \\,
Kotolktiké onpeioc MRIP /\"‘V
Ap. acbevav 165 152 144 147 161 N
Méoog (816p60C) 16,5 3,2 19,9 5,7 96 U
apOuos vémv M (7,0) (1,0)*** (11,0) (2,0)*** (3&
TPOGPATO SLEVPVUEVOV

Brapav T2 oe ST K

2 TV ﬁ\\(U

Méon avoroyia Prapodv 0,15 0,29 \ 0,46

(95% CI) (0,10, 0,23) (0,21,0 4;[0 (0,33, 0,63)
Méoog (S1apecoc) 1,8 (0) 0,1 (0)*** 20(0,00 |05 (0,%‘5* 0,7 (0,0)**
apOpoc Prafov Gd ota

2 £ém ,A

Avolroyia mbavotitov 0,10 ?ﬁ/ 0,39

(95% CI) (0,05, 0,22) (0,15, 0,46) (0,24, 0,65)
Méoog (Siapecocg) 5,7(2,0) |2,0(1,0)*** 8,1(4,0) CP ,8 (1,0)*** 4,5 (2,0)**
apopog vémv Q

vromukvev Prafdov T1 O

o€ didotnua 2 ETOV &

Méon avaroyio PAafav 0,28 § 0,43 0,59

(95% CI) (0,20,0,39) . (0,30, 0,61) (0,42, 0,82)

“O)eg 01 aVOAIGELS TOV KAVIKOV KATOANKTIK®OV CNUEIDV 1| ®OTOV TAnBvoud pe Tpdeon Bepameiog.
PH avérvon MRI ypnoiponowdnke otnv xodptn MRI
*Tun p < 0,05, **tyun p < 0,01, ***tunq p < 0,0001, #@mmtormd ONUAVTIKN

€ Lo ovoLyTh, U EAEYYOUEVT LEAETN snéK@(% et®v (ENDORSE), evtéyOnkav 1.736 emAéEipon
acBeveilc pe RRMS and tig facikég peréte FINE ka1 CONFIRM). O k0p10g 6100 TNG LEAETNG
Nrav 1 a&loAdynon g LoKpOYPOVIaG acw@wg TOV PoVpaPIKOD deBuAestépa o€ acbeveig e
RRMS. An6 tovg 1.736 acbeveig, nepinQy ot piooi (909, 52%) AduPavav Oepaneio yro 6 tn 1
nepiocdtepo. Ot 501 acBeveic Aaup ocvveyn Bepameio pe ovpapikd dpebviectépa 240 mg dvo
popég v Nuépa kot otig 3 peréregicon 249 acBeveic, mov glyav TponyovHEVOc AAPEL EIKOVIKO
oapuaxo otig uehéteg DEFINE ONFIRM, AdpPoavay Bepaneio pe 240 mg 600 popég tnv nuépa
ot pueAétn ENDORSE. Ot ac9eveic mov AduPovay cuveyouevn Bepomeio 600 @opég tnv nuépa
éhaPav Bepomeio yio £ 12&

Kota m didpkeia ™mg nehéme ENDORSE, ot mepiocotepot amd toug uooig acbeveis mov eiyav Adfet
Oepameio pe eovpo, I@SLHSODXscrspa 240 mg 600 Qopéc TV Nuépa. dev Tapovciacay vrotpornh. [
Tovg aobeveic VIO F@i\sxo pevn Bepomeio Vo Popég TV NUEPA Kot 0TS 3 LEAETEC, TO TPOGOUPHOGHEVO
ARR 1tav 0,187, % CIL: 0,156, 0,224) otic peréteg DEFINE kot CONFIRM «au 0,141 (95% CI:
0,119, 0,167) mﬁ}\ ueiétn ENDORSE. I'a tovg aceveic mov elyoav mponyovuévag Aapet etkovikd
@Gppako, Tq Tosappoopévo ARR peibdnke amd 0,330 (95% CI: 0,266, 0,408) otig pedétec DEFINE
kot CON {%VI og 0,149 (95% CI: 0,116, 0,190) ot perétn ENDORSE.

X pérgtn ENDORSE, n mieovomta tov acbevav (> 75%) dev giyav emPeforwpévn emdeivoon
avoanpiog (petpodevn mg emdeivmon avamnpiog dtutnpovpevn yio 6 unveg). Ta cuykevipoTikd
eléopata kot and TIg TPELG peAéteg katédelEav 0Tt ot acBeveic mov giyav AdPel povuapikd
Q\ Bviectépa eiyov otabepd kot yaunid Tocootd emPefutouévng endeivmong ovamnpiog (e
appa avénon otic péoeg faduoroyiec me kiMpokog EDSS ot pedlétn ENDORSE. O a&oloynoeig
& g MRI (émg 10 £€10¢ 6, cupmeptrapPavouévev 752 acbevav ov giyav 610 TapeABdv cuopmepinedei
omv koopt MRI tv peietdv DEFINE ka1t CONFIRM) éoei&av 611  TAgtovotnta Tov aclevav
(mepimov 90%) dev eiyov Gd mpochaupdvovcec PAdPec. Katd ta 6 €T, 0 £TNC10G TPOGAPLOGLEVOG
pécog apBpog vémv N tpocpata dievpopévav Prafov T2 kot véwv PAafav T1 napéueve youniog.
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ATOTELEGLOTIKOTNTA GE A0OEVEIC LLE LYMAT OPAGTNPLOTNTA TG VOGOL:
2116 peaéreg DEFINE kow CONFIRM, og o vrooudda aclevav e vynin dpactnptotnta g
vooov, Tapatnpnonie otabepn emidpacn g Bepaneiog oTIG VTOTPOTES, EVM 1) EMIOPOCT) GTNV
emdeivwon g avamnpiog Tov TaPaUEVEL Yo 3 unveg 0ev TeEKUNPlodnke cap®s. AdYm Tov .
GYENOOLOD TOV LEAETMV, N VYNAT dpacTnpLdTNTa TG VOGOL opiotnKe wg e&ng: )
- AocBeveig e 2 1 meplocdTEPES LIOTPOTEG O€ £val £T0G Kot e pia 1 meprocdtepeg Gd OA\‘
npociappavovceg PAdPec, oe MRI eykepdiov (n=42 ot perétn DEFINE, n=51 otn peAémiN
CONFIRM) 1 @
- Acbgveic o1 0moiot 0ev TOPOVGINGAV AVTUTOKPLOT) GE VOV TANPT Kal ETaPKT KOKAO Ogptuteiog
(TovAdyioTov €va £tog Bepaneiog) pe wtepeepovT PNTa, TAPOLGINGAV TOLAGYIGTOV 'o)corpom']
TO TTPOTYOLEVO £TOG EVOo® AduPavay Bepameia kot elyav TovAdyiotov 9 vépmy AdPeg
T2 ot MRI kpaviov 7| tovAdyiotov 1 Gd mpociappdvovca PAGLN 1 ot acOeveil Etyov
apeTaPANTo 1 aLENIEVO TOCOGTO VITOTPOTMY GTO TPONYOVUEVO £TOG, GE GﬁYKpé] LE ToL
nmponyovpeva 2 £t (n=177 ot perétn DEFINE, n=141 ot peiétn CONF@VI).

Houdratpikodg mAnduopog Q}

H aoc@dieia kot 1 amoTeEAECUATIKOTNTO TOV POVLAPIKOD SIUEBVAECTED ﬁ]% moudtotpikn YAITE
aE0A0YNONKOV GE L0 TUYOLOTOMUEVT], OVOLYTNG EMGTUAVONG, EAEYXOUEVT] LE OPUCTIKO (PAPLLAKO
(wvteppepdvn Prta-lo) perétn TopdArniov opddov o acheveic pe ¥ nhkiog 10 g K4T® TOV
18 etv. Exatév meviivia acBeveic TuoyaronomOnkay va Adfovv ELIENPOL papiko opuedviectépa

(240 mg 600 Qopic TNV NuUéEPA amd TOL GTOUNTOG) EITE WVTEPPEPG Nra-la (30 pg evoopvikd pio
@opa v efdoudoa) yia 96 efdonddeg. To kbplo Kawknmllc(@/lusio NTOV TO TOGOGTO TV 0cHEVOV
xopig véeg N mpocpato Srevpupéveg vépmokveg PAaPec T2 ¢t MRI eykepdrov v efdopdda 96. To
Boaotkd devtepedoV KOTOANKTIKO onueio tav o apdudc T £V 1 TPOGPATO OLEVPVUEVDV
vrépmokvav Prafov T2 ot MRI gykepdiov v €fdo 96. Iapatibevtol TEPLYPAPIKA GTOTIOTIKG
ototyeio kabmg dev giye mpooyediaotel smﬁsﬁalmrmﬁ&méescn Y10l TO KOPLO KATOANKTIKO OTMUELD.

npoceata drevpovpéveg PAdBeg T2 ot MRI ¢ pada 96 og oyéon e TG THEG aVOPOPAg TV
12,8% yo Tov povpapiko dipebviectépa &v 2,8% otV opdda g vreppepdvng Prta-la. O
HEGOG ap1Bpog vémv 1 Tpdopata Sevpupsliv Prafdv T2 mv Edopdada 96 o oyéon pe Tig TipEg
avapopdc, TPOCGAPLOGIEVOS Y10 TOV ap@é avagopds tov Prafav T2 kai v nhikia (tAnbvopuog ITT
eEapovpévav Tmv acevav ympic petphoeig MRI), ntav 12,4 yia tov @ovpoptkd dipebviestépa Kot
32,6 yio. tnv wepeepovn Prita-la. O

To 1060016 TV aclevdy 6ToV TANOLGUO LE T q?% v Oepomeio (ITT) mov dev giye véeg
éb 50

Koatd ™ didpketa e mepiddov 9@ HEAETNG avotyThG emonpoavons 96 efdouddwv, n mbavotnta
KAWVIKNG VITOTPOTN S NTav 34%.6T1V Opada Tov Povpaptikol dipeduiestépa kat 48% otnv opdda tng
wtepeepOVNG Pta-la. A

To mpopir actpdksug@@ovg mondtaTpkovs aobeveic (Mikiog 13 g kdtw Tov 18 etdv) Tov EAafav
(QOVLLLOPIKO O1pedv \rép(x NTOAV TOLOTIKA GLUVETEG LE EKEIVO OV giye NON TapatnpnOel oe evihikeg

acbeveig (PA. n(@pa(po 4.8).
5.2 @api@oanrmég W16TTEG
N

O amd TeD eTOHTOG YOPTNYOVLEVOS POV UAPIKOC dSeBuiecTépag vpioTaTol TayElD TPOGVOTNUATIKY

vopod OO TIG E0TEPACES KO LETATPENETOL GTOV KVUPLO HETOPOALTY TOV, TOV POLUAPIKO
Hov, VAECTEPQ, O 0TOi0¢ elvar emiong dpaotikog. O povpapikog diuebuiestépag dev Elval TOGOTIKA
T 10picIHog 6TO TAGGHA LETE ad TNV OO TOV GTOLOTOG YOPTYNON TOL POVLOPLKOV

Buleotépa. Emopévac, dheg ot pappokokKivnTikés avaldoelg Tov oetilovTol [e ToV pOoVvUApPIKO
UeBVAESTEPQ TTPOLYLATOTOIONKOV LLE TIG GUYKEVIPADOELS TOV POVLAPLKOV LOVOLEBVAESTEPA GTO
& mAdopo. To eappoakokvnTikd dedopéva eAnebncay and acbeveic pe ToALOTAY oA pLVOT Kot VYIElg
eBelovtéc.

Amoppdonon
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H Tmax T0V Qovpaptkov povouebuieotépa givor 2 £wg 2,5 dpeg. Kabog ta yaotpoavOektikd okAnpd
KOWEKLo OV UaptkoD SILEBVAESTEPQ TTEPLEYOLV LUKPOILIOKIN, TO OTTO10 TPOGTAUTEVOVTOL OO EVIEPIKN
EMKAALYT, 1 AmoppdPNoT deV EEKIVA TPV alTd TNV ATTOUAKPVVGT] TOVG OO TO GTOUAYL (YEVIKA GE
AMydtepo ano 1 dpa). Metd ano xopriynon 240 mg 500 @opég ) pépa e paynto, ) didueon uéyotm
oLYKéEVTP®ON (Cmax) tav 1,72 mg/l ko 1 cuvoAlkn EkBeoT TG TEPLOYNG KAT® OO TNV KOUTOAN )
(AUC) frav 8,02 h.mg/l oe acbeveic pe molhanAn okApvver). ZuvoAtkd, N Cmax kar 1 AUC A\‘
avéNOnKav oxeddv avaroyikd o oyéon LE T 0061, 6To 0pog doce®V Tov peeTnOnke (120 mg srb?
360 mg). e perétec oe aobeveig pe ToALATAN oA pLVET, YopNYHONKay 006ElS TV dvo 240 €
dtapopd 4 ®p®V 6TO TANIGL0 VOGS OOGOAOYIKOD GYNILATOG TPELS POPES TNV NUEPA. AvTd glye
amoTELEC LA ELAYIOTI cLooMPEVSN TNG £kBeonc, amodidovtag pia advénomn g ddpeong C atd

12% o€ ovykpion pe T docoroyia 600 popég nuepnoing (1,72 mg/l yio t docoroyia & pEC TNV
nuépa évavtt 1,93 mg/l yio tn 6060A0YI0 TPEIC POPES TV NUEPD) YOPIG EXMTTOCELS yw{;ﬂw ooQAAELDL.

H tpogn| dev £xel Khvikd onuavTikny enidpoot oty £kBeon Tov ovpaPIKoD Se otépa. QQ0T000,
0 POLHOPIKOC dpeBvieotépog Oa mpémel va AapPdaveton pall pe eaynto yio vouBedTimbel 1
OVEKTIKOTNTO OGOV 0popE TNV £PLOPIACT 1 TIG YOAOTPEVTEPIKEG AVEMOOUNTES EYSPYELES

(BA. maparypagpo 4.2).

| &
Katavoun C

O pawvopevikdg 0YKog KOTOVOUNG HETE TN XOPNYNOT 0td TOL GTO Y ¢ 240 mg povpapikon
owebvieotépa kKopaiveron peta&y 60 L kol 90 L. H déopevon TQY) oL HoptkoD povoueBulestépa amod
TPOTEIVEG GTO TAAGUO KLUaiveTal, Yevikd, HeTa&d 27% Kot 4@

S)
BlopeTooymuotiooc \S

210V¢ avOpOTOVG, 0 POVUAPIKOC deBLAESTEPOG usrdﬁo)d@swt EKTEVMG, € AyoTepo amod to 0,1%
NG 060MG VO AMEKKPIVETAL (O OUETAPANTOS POV ua@(')g debulectépag ota ovpa. ApyiKa
petaBoriletar and eotEPAOES, LE TAVTOYPOVT| T 610l 0TO YOOTPEVIEPIKO COANVA, TO AL KOl TOVG
16700¢, TPOTOV POGGEL 6T GLoTNHATIKY KUKAGEDpia. Metafolileton meportépm pHEGH TOL KOKAOL
Tov TpKapPfoluiikod 0&Eog, Ympic T ov ups@ﬁ TOL GLOTNUATOC TOV KuToYpOuaTog P450 (CYP).
Mio peké epama& d6ong 240 mg HC-poitepucod diuebviestépa TowTomoince mm yYAVKOLN mwg Tov
KOPLo petaforitn oto TAGCHN TOV owep@[ou. 2T0VG LITOAOITOVG UETAPOATEC TTOV LANPYOV GTHV
KuKAopopia cuykatadéyovtat To eoyidpikd 0&0, To KITpikd 0ED Kol 0 POVLOPLKOG
novopedureotépag. O katafolikog@etafoliopos 10V POVHAPIKOD 0EE0G TPAYHATOTOIEITAL LEG® TOV
KOKAOV TOL TPIKAPPOELALKOD 0&6 > 1e v eknvon COz va amotelel TNV KOpLa 060 amoBoAng.

Amofoin 0\5

H exnvon CO: omorsksiinv KOPLeL 006 0ToPoANG TOV PoVpAPIKOD dyedvAesTtépa, 1 omoio avTicTOLYEL
010 60% g Sécng..P@nOBoM] OO TOVG VEPPOLG KOL TO, KOTPOVO ATTOTEAODV SEVTEPEVOVGES 000V
amofoAng, ot onois@rwromm’w 610 15,5% kot 0,9% g dd6ong, avtictorya.

O telkog Xp(’)v@] picetog Lmng Tov ovpaptkov povopeduieotépa gival Lukpog (tepimov 1 dpa), Evid
ogv owsvpicﬁ@n QOVUAPIKOG povoueBuiesTépag otV KukAopopia petd amd 24 dpeg, 6TV

TAELOVOT ®v avOpOT®V. AgV TOPOTNPEITOL GLGCMPELCT UNTPIKOV PAPUAKOV 1] POVUAPTIKOD
uovops@wtépa pe ToAAamAEC dOGELS PovpaptkoD debuiestépa oTo oo Bepameiog.

)

r oTNTO.

k0eom oTov Povpapikd dipebuiestépa ovEavel GYEdOV OVOAOYIKE TG 0OONG G £PATas Kot
Ao EC dOoELS, 6To €0pog ddcemVv amd 120 mg £wg 360 mg mov peretnOnKe.

DapuoKoKIVNTIKA 6€ £101K0VE TANOVGHoUE acHevav

Bdoet tov amotedecpdtov g Avaivong Ataxvpoaveng (ANOVA), to copatikd Bapoc amoterel tnv
KOpra ovppeTaPant g ékbeong (Baoet Crax kot AUC) og aoBeveic pe YAIIE, aAld dev emnpéace
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TIC LETPNOELG TNG AOPAAELOG KOl TNG OMTOTEAECUATIKOTITOG TOV 0ELOAOYNONKOY OTIC KAVIKEG LEAETEC.

To @OAo Kot N NMAKia dgv EQOVY KAVIKA GNUOVTIKH EXIOPOOT) OTI] POPUAKOKIVITIKI TOV POVLAPTKOD
deBvreotépa. H poppoakokivntikn oe aobeveic nhwkiog 65 kot aveo dev Exel peketnOet.

THoudrazpirog ninBoouog 0+

N
To papuaxoxvntikd Tpoeid Twv 240 mg eovpapikov diuebviestépa 00 EOPEC TV NUEPA @
a&lohoynonke og pio LKp, OVOIKTAG EMGNUAVOTG, U1 EAEYYOUEVT LEAET o€ aobeveig ue YA
niiog 13 émg 17 etov (n=21). H poppokokivntikn Tov govpopikod diuebuiecstépa o ouzowg Toug
epnPovg acbeveig frav cuvenng pe avtr| mov gixe MO mapatnpn el oe evihikeg 0o0evelid Emax:
2,00£1,29 mg/l, AUCo.12nr: 3,62%1,16 h.mg/l, Tov avtictoryei oe pio cuvolkn nuepoAUC tng
Taéng tov 7,24 h.mg/l). Q

o

Negpikn dvolertovpyio N \A
Kabng n veppikn 056g amotedel pa devtepebhovca 030 anofoAing Tov @ovudptkol dipedviestépa,
omoia ovtioToyel o€ Aydtepo amd 16% g yopnyovuevng d6eng, dgv ngévononon']emcs a&loAoynon
NG QUPLOKOKIVITIKNG G€ ATOUO, LLE VEQPPIKT] SUCAELITOVPYIOL. C

O

Hrotikn dvalerrovpyio Q\

Kabng 0 povpapikdg dipeburectépac Kot 0 ovpapIKog LOVOUEYLAEGTEPOG peTaBoAovTal amd
€0TEPAOES, YOPIC TNV CLHUETOYN TOL cuoTHpatog Tov CYPASY, oev mpaypatomromnke a&loAdynon
NG POPUOKOKIVITIKNG GE GTOLA LLE MTOTIKY &)Gksnoupyi_

5.3 IIpoxkivika dgdopéva yra Ty ac@direia {-
Ot avemBOUNTEC EVEPYELEC TTOV TEPTYPAPOVTUL cszg‘napoucdrco evotnreg «To&koroyio» Kot

«Avamapoymyikr To&kOTTa» dEV TAPUTNPT) V 6€ KMVIKEG PHeLETEC, OALG Tapatnprdnkay oe
{da, ot eminedo EkBeomng mapoOUOLN [LE TA KRG, £mineda éxBeomng.

Metora&royéveon N)

<O
O povpopikdg diuebLAEGTEPAG KoL ¢ POVUAPIKOS LOVOUEVAECTEPAG NTAV APYNTIKOL GE [ial GELPEL iN
Vitro dokipocidv (Ames, ypopoghiikéc ovouarisc o KOTTOpo ONAactikdV). O PovLHAPIKOG
Suebvreotépag NToy apvnTIKOS TNV N VIVO SoKIUaGio, KPOTLPNVE GE 0POVPAIOVG.

Koapkivoyéveon &O

Hpayparonomemwy‘@mg KOPKIVOYEVEGTG TOL POLHOPLKOD deBvAeaTEPQ £00G Ko 2 €N o€
TOVTIKLOL KOl 0pOVP ¢. Xopnynonke @ovpopikoc dipeBuiestépoc omd Tov GTOUATOS GE dOGELS 25,
75, 200 ko 400 g/muépa o movtikia kot o€ 66celg 25, 50, 100 ko 150 mg/kg/muépa o
apoupodoug\

(@)
{ Q&T EMMTOOT TOV KOPKIVOUATOS TV VEPPIKMV SoAnvapiov avéndnke otn do6on tov
uépa, og wwodvvoun £kbeon (AUC) pe ) cvviotdpevn 866m otov avOpomo. e
G, 1 EMATMOON TOL KAPKIVOUOATOG TOV VEPPIKDOV COANVAPI®V KOl TOV 0OEVOUATOG TMV
v Leydig avénbnke ot d0om toov 100 mg/kg/muépa, o £kBeon mepimov 2 popéc vymAdtepn
1 cLVIeTOUEV dOoT 6ToV AvBpwmo. H onpocio autdv Tov supnudtov yio tov kivduvo 6tov
pono gival dyvoon.

O

& H enintoon tov NAdR0TOC TOV TAOKDI0VE EMTONAIOL Kot TOV KUPKIVDUOTOG TOV (1] AOEVIKOD
TUNHOTOG TOL GTOUGYOL (TPOSTONYOG) 0vENONKe 0Ta TOVTiKIN GE 160dVVaUT EKOECT] e TN
OULVIGTAOUEV dOGT 6TOV AVOp®TO Kot GTOLG apovpaiovg avéndnke oe £kBeon yaunAlotepn amod
ocuvietopevn d6omn otov avBpwmo (Pacet tng AUC). Agv vdpyet ovtictoryo Tuqpe 6tov avOpwomo ue
OVTO TOL TPOCTOUAYOV TV TPOKTIKMV.
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To&ikoloyia

[MpaypotomomOnikoy pn KAVIKEG HEAETEG GE TPOKTIKA, KOUVEALD KOl TOKOVG LE EVOLDPTLOL .
povpaptkol debviestépa (ovpapikds dpuebuiectépag oe 0,8% vopovmpomviopedviorkvtTopivic) )
oL YopNyNONKe pe otopatikd kabetipa. H ypdvia perétn oe KOAOLE TpaypLaTOTOONKE e amd r@A\‘
GTOUATOG YOPNYNOT] TOV KAWOKIOU GOVUAPIKOL SiueBvuAEaTEPQL.

&
[MopoatnpnOnkoy veepikég oAAayEC LETA amd ETOVOLOUPAVOUEVT] XOPTYNOT GOVUAPTKOD 0
defurieocTtépa omd TOL GTOUATOG GE TOVTIKLML, OPOLPAIOVS, CKOAOLG Kol TBNKOLG. Ze Ol iom
napaTnpNOnke avayévvnon tov emniiov TV veEPPIKOV coinvapiov, 1 onoia ival v KN
PLAPNG. MopampiiBnke vIepTAAGio TOV VEPPIKOY COANVOPIOV GE apoLPAiovs KoTd TIEoPNyNoN
doomg ¢’ 6pov Lmng (LeréTn ddpKelog 2 ETmV). e oKOLAOVG TOL EAafav Kabn uspwdécatg
(OLHOPLKOD JeBLAESTEPQ ad TOV GTONNTOC Yo, 11 pveg, To voAoyIGHEY Oplo YTV 0TpoPic TOL
PAo100 TapatnpOnke o 660m 3 Popég ueyolvtepn amd TN cuvictoOuevn doon Bacel e AUC. Xe
mBNKovg Tov ELafav Kabnuepva 50Gelg PovHOPIKoD StpeBVAESTEPO 0md TOL GFOHaTOC Yiol 12 prveg,
TOPOTNPNONKE VEKPOOT HELOVOUEVMV KUTTAP®Y GE 600N 2 @OpEG UEYOADTERN OO TN GLVIGTMUEVN

doon Pdaoel g AUC. Atdpeon tvoon kat otpo@ic Tov PAOL0D TapaTNPY v 6€ 6001 6 POPEG
peyoAvTePN amod TN cuviotouevn doon Paoel e AUC. H onuoocio owao;)\ @V EVPNUATOV Y10 TOVG
avBpodToLg dev elval YvooT. O

N
YT0V¢ OPYELS aPOVPimY Kol GKOAMV, TapatnpiOnke expOAion '@&menkiov TOV GTEPLOTOPOPMV
colnvapiov. Ta supiuata Tapatnpinkay 6Tovg apovpaiov d0om Tepinov iom pe

GLVIGTOWEVT 60OCT KOl GTOVG GKOAOVG 6€ 600M 3 popég peydptepn amd T cuvictdpevn doom (Bdoet
g AUC). H onpocio avtodv teov eupnudtov yio Toug owsg_ movg dgv gival yvooT.

Ta gupnpato 6TOV TPOGTOUYO TOVTIKMY KoL apoupos@v OTOTELOVVTOV OO VIEPTANGIO KOt
VIEPKEPATMOT] TOL TAAKMDIOVG EMONAiOL, (pksyu0\®1<aeo'3g Kot MAopa Tov TAAKOI0VS emtBnAiov
KoL KOPKIVO U 68 LEAETEC S1apKELNG 3 1) nspwc@pm\/ unvav. Agv vdpyel ovTicTOL O TUNLO GTOV
GvOpmTOo pE AVTO TOL TPOGTOUAYOV TOV novp@/ KO TOV apovpainv.

Avanapoywyikn toikdTna Q

H amd tov otépatog xopynon ovpopikon diuebulestépa o€ apoevikoig apovpaiovs e 3061 75,
250 ka1 375 mg/kg/muépa mpv Kot @d T d1dpkela Tov (evyopmduotog dgv eiye kapia enidpacn ot
YOVILOTNTA TWV OPCEVIK®V ATOUMY Em¢ Kat TNV vynidtepn 0001 mov eEetdotnke (TOVALYIGTOV

2 popég peyarvtepn and T cvvietodpevn 06on Pacel g AUC). H amd tov atopatog yopnynon
(QOLLOPLKOD duedvAecTépa MmAvKobvg apovpaiovg og dooelg 25, 100 kon 250 mg/kg/muépa Tpv Kot
Katd tn o1dpKeLo Tov (gv potog, kabog kot puéxpt tnv Huépa 7 tng xomong, mpokdiece peimon
TOV aplfpov TV G‘EOL&% Tov oioTpov avd 14 nuépec Kot avénoe tov aptBpod tov {owv pe
TOPOTETAUEVO BIOIGTAOY TNV LYNAOTEPN 600M Tov e&etdotnke (11 opéc peyoddtepn omd ™
GUVIGTAOUEVT] SOCT @ g1 g AUC). Qot660, 00T TOL EVPTLLOTA OEV EXNPEACAV T YOVILOTNTO 1] TOV
apOpod TV Bl(b%QV eUPpO@V TOL dNUoVPYNHONKAVY.

O povpaptkdC Pruedurectépac Exet omoderyOei OTt Stamepva T pepPpivn Tov ThaKoHVTA GTO
eUPpLikod @poupaim\/ KOl KOUVEALQDV, LE OVOAOYIEG CVYKEVIPDOGE®DY GTO TAUGKA TOV EUPPOOL
Pog 10 KRGopo NG untépog amod 0,48 £wg 0,64 ko 0,1, avtiotoya. Aev mapatnprOnkay Svortiacieg
og omalgdnmote dOGN Povpapkov SipeBvAecTépa o apovpaiovg 1 kovvérla. H amd tov otépatog
YOPNYIoN QovpapLkoD dtpuebviectépa og 66celg 25, 100 kat 250 mg/kg/muépa o€ KLOEOPOHVTESG
paiovg Katd TN S1apKELN TNG TEPLOSOV TNG OPYAUVOYEVESTG TPOKAAESE AVETIOOUNTES EVEPYELES
untépa og 86om 4 Popéc vYNAOTEPN amd TN cvvicTdLevn d0or Pdoel T AUC, kabmg ko
Ooumo Bapog epPpidov kot kabvotépnon g 0oteonoinong (LETOTAPGLO Kot PAANYYES TV To®
& axpwv) og d6om 11 popég vynrotepn amd T cuvietOuevn do0om Pdoet g AUC. To yaunidtepo
Bapog tov guPpvov kot 1 keBvuotepnpévn ooteonoinon BewpnOnkay exakdAova tng ToEUKOTNTOS Yol
™ UNTEPQ (LEIUEVO COUOTIKO BAPOG Kol KATOVAA®GT TPOPNG).

H am6 tov otoépatog yopnynon eovpapikov dipebuiectépa oe dooelg 25, 75 ko 150 mg/kg/mpépa oe
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KLOPOPOVVTO KOVVEALX KAT TN SLAPKELD TNG OPYAVOYEVESTG OEV ElYE Kapia EXIOPUOT GTIV AVATTVEN
TOL EUPPVOV, EVD TPOKALESE PEIMUEVO COUATIKO BApog TG UNtépag oe d0on 7 popég vymAdTepn TG
CULVIGTAOUEVNS 000TG KOl aENST TV anofoAdv og d0on 16 popéc VYNAOTEPN ATO TI GUVIGTOUEVT|
doon PBaoet g AUC.

OpOVPAIOVG KATA TN SEPKELD TNG KOTOTG KO TNG YUAOVYI0G TPOKAAEGE YOUNAOTEPO CMOUATIKO PO
omv F1 yevid, kabnhg ko kabvotépnon g oe£ovoliknig opipovong oto apoevikd g Fl ysw%m
doom 11 @opéc vymAdtepn amod TN GuvicT®eVT 600m Bdoel g AUC. Agv mapoammphOnkay exidpacelg
ot yovotnto g F1 yevidg. To youniotepo copatikd Bapog tov amoydvov Bewmpndnie
eMOKOAOLOO NG TOEIKOTNTOG O UNTEPQL. ‘(UO

Avo peréteg ToEIKOTNTOG G VEAPODS 0pOLPAIONG Le KAONUEPIVT ad TOV GTOHOTOG ) chm
@ovpaptkoy dyebvieotépa amd v nuépa petd t yévvnon (PND) 28 émg v PI@QO—% (mAia
aVTIGTOLM e TEPITOV ToL 3 £T1 KO GV GTOV AVOPOTO) POVEPOGAY TAPOOLEG TOEIKOTNTES OPYEVOV-
OTOYWOV GTOVC VEPPOVG KOL TOV TPOGTOUYO LE EKEIVEC TTOV TTapaTn P ONKay cdegvmiika (do. v
TPOTN HEAETN, O POVUAPIKOG OtpuebuAeaTEPOG OEV EMMPEAGE TNV OVATTUEN, IR VEVPOSLUTEPLPOPIKT|
KOTAGTOON N TN YOVILOTNTO APCEVIKOV Kot ONAuK®V £0¢ TV vymAdTtep M tov 140 mg/kg/muépa
(mepimov 4,6 popéc TN cuvieTOUEVN dOGN 6TOV AvOpwTo Phacel Teplopiotévav dedouévav g AUC ot
noudroTpkcovg acbeveic). Opoime, otn devtepT LeAén, o€ apcsw@ pov¢ apovpaiovs, dev

«
N
H am6 tov otdépatoc yopnynon eovuepikod dipebvlectépa oe docelg 25, 100 ko 250 mg/kg/nuépgﬁ@%\‘
€

TopoTnPENONKE Kopio NIOPOCOT OTO AVATAPAYOYIKA KOl EMKOVPIKENIPYOVO TOV OPCEVIKOV £MG TNV
YNAGTEPT 8601 PovuaptkoD dipebdvuieotépa twv 375 mg/ kg/np@ (mepimov 15 popég v
ewoalopevn AUC ot cvvietdpevn ToudtoTpikn d6on). chéc@os apGEVIKODS VEAPOVS 0pOLPAiong
VINPYE EUPAVIG LEIOUEVT TEPIEKTIKOTNTO GE AVOPYAVO. GAAED) TV OCTMOV KOl LELWHEVT OGTIKT
TLUKVOTNTO GTO UNPLOE0 06TO Kol TOVG 0GPLIKOVG GTOVOD N@ Metofoiéc 6T LETPNON TS OGTIKNG
TLUKVOTNTOG TapaTNPNONKaV 6€ veapohs apovpaiovg K TG TNV 0O TOL GTOWOTOG YOPYNON
(POVHOPIKNG SIPOELUEANS, EVOG AAALOV POV ULAPIKOV sczépa nov petafoiileton in Vivo otov id10 evepyd
petafoiitn, tov povpapikd povopedoieotépa. To &JAEL Y10 TIG LETAPOAES OTN HETPNON TNG
OGTIKNG TUKVOTNTAG GE VEAPOVG APOVPAIOVS ElV pimov 1,5 popéc v mbavoroyovuevn AUC ot
cuvioTdpevn Tadtatpikt| door. H oyéon rmy&csmv GT0 0GTA GTO UUNAITEPO COUATIKO BAPOC
elvar mbavr|, ®GTOCO 1 GLUUETOYN HLOG dusoQ emidpaong dev unopei va amokieiotel. Ta ootikd
gupnuata etvar mePLopIoEVNG oMUaGiog y@*zong eviakeg acBeveic. H onpocio ylo tovg

oS TPIKOVG 0lobeveig dev elvar yvcoc%

Ny

6. ®APMAKEYTIKEX HéﬁT’O(I)OPIEZ

6.1 Kartaloyog ekdoymv D
P

IIepieyduevo Kawokiov 4
«

Kvttapivn, pkpok y OAALKN
KoappeAhdln varpiduyog dtactanpovpevn
KoAroedég dw.&&si&o TOV TVPLTioL
Maoayviclo c%@'cu«')

Zopmolv peBakpvAtkov 0&€og Kot pebakpuitkol pebuiectépa
Knplﬁlmeumcrépag

Xoum

Td@&;

(\%ginn LLOL TOV KON OKIOL

gpég uebakpuAtkov 0&Eog Kot akpuAtkoy abviestépa o Sluomopd

& Zehativn
Titaviov dwo&eido (E171)

Kvavo (E133)

Melavt EKTOTMOoNE Koy oKiov
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Koéppea Adkkog

Z1oMpov o&gidio pérav (E172)
[Ipomvievoylvkoin

KoaAiov vopoteidio

6.2 AovppotoTnTeg N
&
Aev epapudletor. 40
6.3  Awgpkela Long ‘(UO
N
S
6.4 Idwitepeg TpoPuLAAEELS KOTA TN QUAIEN TOV TPOTOVTOG AN

%

To gappakevtikd avtd npoidv dev anortel 16raitepeg cuvbnkeg PO aENG. .\

2 ypévia

6.5 ®@VYon Ko GLOTUTIKE TOV TEPLEKTN (:D

Dimethyl fumarate Teva 120 mg yootpoovOektikd okAnpd KOL\II(SLKIQ\

~
14 won 14x1 xoydKio 6€ GLGKEVOAGIES TOTOL KLWEANG A0V ul\%\OPVC/PE/PVdC xot 100 xoydxio og
Aevkn erodn and HDPE, nopo tolvmporvieviov pe G(pp(@ EPUIKNG EMAYOYNC.

Dimethyl fumarate Teva 240 mg yactpoovOektikd ch@ KOWAKLOL

56, 56x1 ka1 196 koydKio 6€ GLGKEVAGIES TOTOL @é?mg arovpviov PVC/PE/PVAC ko 100 kot
168 kaydxia og Aevkn eroAn and HDPE, nopa @Unpomksviou HE GEpAylon BepUIKNG EmOy®YNC.

S
Mmropei va, umv KuKAOPOpovV OAEG OL GDGKSUQiSC_,.

6.6 Idwitepeg TpouAaerg (m()ppwyg

.

Kopia g1dkn vroypémon. QO\
O
7. KATOXOX THZ AAEJAY. KYKAO®OPIAX
A
TEVA GmbH A
Graf-Arco-Str. 3 .°Q)
89079 UIm o
Tepuavio QQ

O
8. AIZ@VIOZ(OI) AAEIAY KYKAO®OPIAY

Eumq???oz/om
EU/3§22/1702/002
EW/22/1702/003

1/22/1702/004

/1/22/1702/005
EU/1/22/1702/006
EU/1/22/1702/007
EU/1/22/1702/008

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX
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Hpepounvia mpotng £ykpiong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY Sg

Aentopepeic TANpopopieg Yo TOo TaPOV POPUAKEVTIKO TPOIOV ivol SIABEGILES GTOV SIKTLOKO TOTTON
tov Evponaikod Opyavicuod @apudkov: hitp://www.ema.europa.eu. 0(0
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CU\
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O

ITAPAPTHMA 11D

HAPAXKEYAXTHX YIIEYOYNOX I'TA T]—@kHOAEEMEYEH TQN ITAPTIAQN

A.
B. OPOI’'H ITIEPIOPIXMOI XXETIKA MEGH ATAOGEXH KAI TH XPHXH
I. AAAOI OPOI KAI AITAITHXEIX ;['f@ AAEIAY. KYKAO®OPIAX
A. OPOI'H ITIEPIOPIXMOI EXETIQ& ME THN AXPAAH KAI ATIOTEAEXMATIKH
XPHXH TOY (I)APMAKEYT]@Y MMPOIONTOX
XS
QO
O
O\)
A
o
S
QO
RS
Q
&
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Q

A. HAPAXKEYAXTEX YIIEY®OYNOI I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

Ovopa xat d1e06vvon TV TOPUCKELOGTMOV TOL £ivol VITELHVVOL Y1 TV ATOOECLELTT TMV TOPTIOMY

Balkanpharma - Dupnitsa AD ‘0
3 Samokovsko Shose Str. OAV
2600 Dupnitsa N

Boviyapia OCU

Merckle GmbH Q
Ludwig-Merckle-StraBe 3 YUO
89143 Blaubeuren Q}

Teppovia
N
o

Teva Operations Poland Sp. z 0.0. A
ul. Mogilska 80 Q}
31-546 Krakow Q

IToAwvia 10((/

PLIVA Hrvatska d.o.0. (PLIVA Croatia Ltd.) . 0(/\
Prilaz baruna Filipovi¢a 25

10000 Zagreb OQ
Kpoaria &

Y710 £vTumo PUALO 0ONYL®OV XPHGNG TOV QAPUUKEVTIKOD R‘Ovrog TPEMEL VO, VALY PAPETOL TO OVOLLOL
Kot 1) 01eV0VVOT TOL TAPACKELOGTN TOL Eival Dnsuevv%%a TNV AmodEGLEVOT TG OYETIKNG TOPTIONS.

B. OPOI'H IIEPIOPIXMOI XXETIKA MEGH ATAGEXH KAI TH XPHXH

DoppokeuTikd TPOidV Yo T0 0Toio ananeirqt‘@nopwuévn wTpikn ovvtayn (PA. tapdpmpua I:
[Mepiinyn tov Xapaktnpiotikdv tov [poidveds, Tapdypogog 4.2).

I AAAOI OPOI KAI AHAITI—R&Z THX AAEIAY KYKAO®OPIAX

O
. Ex0¢og1g Teprodukng nu@bkm’;ﬂncng ¢ ao@aieras (PSURs)

KATAAOYO LE TIG NUEPOUN avagopds ¢ Evoong (katdioyog EURD) mov mapatifeton oty
TaPAYPOPo 7, TOVL dp@p&) 107y, g odnyiag 2001/83/EK kot ka0 emaxodlovdng entkaipomroinong
OTMG OMUOCLEVETAL g%\@ EVPOTAIKY] OIKTVLAKT] TUAN Y10l TO PAPLOKOL.

O
A.  OPOI 'Hﬁ%PIOPIZMOI YXETIKA ME THN AX®AAH KAI AITIOTEAEXEMATIKH
XPHY@TOY ®PAPMAKEYTIKOY ITPOIONTOX

)
. Z@ 10 drayeipiong Kivovvoo (ZAK)

Ot amotnoelg yo v nno»[jﬁrmv PSURs y1a 10 &v My @oppoakeutikd tpoidv opilovrol otov

(0] voc Adetog Kukhopopiag (KAK) Ba dielaydyet Tic omattodUEVES SpacTNPLOTITES KoL
Bdoeig pappakoemoypdmTynong 6mmg Tapovctdlovtal 6To GLHEOVNBEY ZAK mov mapovsidleTat
q v evotnra 1.8.2 g adeiog KukAopopiag kol 0molecdNmote ETaKOAOLOES EYKEKPIUEVES
afempnoelg Tov TAK.
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"Eva emxoiporompévo ZAK Oa mpémetl vo katotedet:
. Metd and aitnua tov Evponaikov Opyovicpod Ooapudxmv,
. OnoTedNTOTE TPOTOMOLEITAL TO GVOTN A SloYEIPIONE KIVOHVOD, E101KE MG OTOTEAEGLO ANYTG
VE®OV TANPOYOPIAV TOV HTOPOVY VO ETLPEPOVY GTHAVTIKY) OAAAYT) 0TI GYECT] OQPEAOVG-KIVEVVOU,
N ®OG AMOTELEGO, TNG EMITELENG EVOG GNUAVTIKOD OPOCTHLOV (POPHOKOETOYPVTVIION 1 0
eAaLoTOTOIN G KIVOUVOU). OAV
N

5
&
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EIIIXHMANZXH KAI QYAA@ZHFIQN XPHXHX
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1.  ONOMAZIA TOY ®PAPMAKEYTIKOY MPOIONTOX AV
N

Dimethyl fumarate Teva 120 mg yootpoavOektikd okAnpd Koy dkio QCU
POVUOPLKOC SLUEBVAETEPOG A
YUO
~_~

2. TYNGOEZH IE APAXTIKH(EZ) OYZIA(EX) O |

N

N
Kdébe yaotpoavbektiko oxinpo kayakio nepieyet 120 mg povpapikov dipehode o

N
. @
3. KATAAOTOX EKAOXON Lo |
O
K&
| 4. ®APMAKOTEXNIKH MOP®H KAI MIEPIEXOMENQX |
O\(

TaotpoavOektikd oKANPO KOWAKLO &

O
Kowyéhec \;
14 yoaotpoavOektikd oKANPA Koy dKio N)
14x1 yootpoavieKTiKd GKANPA KoyaKio \&'
Drodeg Q}o

100 yaotpoavOekTikd oKANP Koy dicio N éO

5. TPOIIOX KAI OAOX(OI) Q\RHFHZHZ
N
Xpnfon and Tov GTONATOG. QO
Koaranivete to kaydkio ohdxin 2o AoBdote T0 PUALO 0NV YPIONG TPV OTd T YPNOoN.

S
6. EIAIKH ITPOEIAOTIOIHEH *YM®QNA ME THN OIIOIA TO ®APMAKEYTIKO

IPOION IPEHEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXERFIZOYN TA ITAIAIA

Na (pukdccssroquécn, TNV omoia dgv PAEmovV kat dev Tpoceyyilovy Ta Toudid.
S
O
£
| 7. A@%\H(EE) EIAIKH(EX) MIPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EX) |
D

&

8. HMEPOMHNIA AHEHX |

e

Q

| 9. EIAIKEYX YYNOHKEX ®DYAAEHX
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10. IAIAITEPEX TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX ‘O‘Vl.
N

TEVA GmbH OCU
Graf-Arco-Str. 3 N
89079 Ulm ..O

@

Feppovia V
<

12.  APIOMOX(OI) AAEIAYX KYKAO®OPIAX \0

EU/1/22/1702/001 14 koydxio QA
EU/1/22/1702/002 14 X 1 xaydxio )
EU/1/22/1702/003 100 xonydxio ‘D

13. APIOMOX ITAPTIAAX A
\"

Lot

O
£
TSy

| 14. TENIKH KATATAZEH I'TA TH ATAGEX

o
L QO
[ 15. OAHTIEX XPHIHE WO |
NI

S

[16. NAHPO®OPIEL TE BRAILLE) |

&
Dimethyl fumarate Teva 120 mg QO

@)
N
17. MONAAIKOX AN@NQPIZTIKOZ KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D) ,
~)

«

Al60106T0TOG ypau@tog KdKag (2D) mov pépet Tov TEPIANEBEVTO LOVOSIKO OVOYVOPIGTIKO KMOKO.

18. MONAAIKOZ ANATNQPIZTIKOX KQAIKOX - AEAOMENA ANATNQEIMA AIIO
TO OPQITIO

S

N

(2]

OOZ
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER)

XYXKEYAXIA KYYEAHX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX N

Dimethyl fumarate Teva 120 mg yoaotpoavOektikd okAnpd Koy dkio N
POVLLOPIKOG dueBLAESTEPOG YUO

&

2. ONOMA KATOXOY THX AAEJIAY KYKAO®OPIAX N\

TEVA GmbH Q}

3. HMEPOMHNIA AHEHX o)

A
EXP O

4. APIOMOX [TAPTIAAX _O

Lot Q

5. AAAA XTOIXEIA %

O
)
14 yoaotpoavOektikd okANpa konydicia, ( ué&cmomuaoieg nuepoAoyiov)
[pwi
Bpadv 0
Aev. “\O
Tp. QO
Tert. @)
ITép. 0
[Tap. (@)
T6p. A
Kovp. N QA
O

g
0

O nliog wg avupo.
To peyydpr w¢ applforo

O
&\4-
&
(&
o

X
Q
<
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAHX

1.  ONOMAZIA TOY ®PAPMAKEYTIKOY MPOIONTOX AV
N

Dimethyl fumarate Teva 120 mg yootpoavOektikd okAnpd Koy dkio OCU
POVUOPLKOC SLUEBVAETEPOG A
+O
@

i

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

-
Kdébe yootpoavbektiko oxinpo kayakio nepieyet 120 mg povpapikov dipehode o

o
\

| 3. KATAAOT'OX EKAOXQN L‘((T

O
RS

| 4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENQYX"

O‘(

TaotpoavOektikd oKANPO KOWAKLO &

O
100 yaotpoavOekTikd okANPA Koydikio \S
O

5. TPOINOX KAI OAOX(OI) XOPHTHEHE

o
Xpnomn amd Tov GTOHOTOG, s
Koatanivete 1o koydiio oAokinpo. AtaBdc&to @OAAO OOMYIDV ¥PNONG TPV ATO T YPTON.

)

N

6. EIAIKH ITPOEIAOITIOIH M®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®XXAXXETAI XE OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOZEITIZOYN ITAIAIA

Na puAdooetal og 0o, @)nom ogv PAEmovy Kot dgv Tpooeyyilovv Ta TodLd.

3

A~
| 7. AAAH(EX) EMIKH(EX) TPOEIAOIIOIHZH(EIE), EAN EINAI AMAPAITHTH(EX)
\4

&

| 8. HMEROMHNIA AHEHE

%
EXP §
@

A{'

| 957 EIAIKEE *YNOHKEE ®YAAZHE
~

~

& 10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATOQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI
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11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX |

TEVA GmbH .
N
&Y
| 12.  APIOMOX(OI) AAEIAY KYKAO®OPIAY LN
O‘U
EU/1/22/1702/003 100 xaydxio N
O
| 13.  APIOMOX [TAPTIAAL v |
Q\
Lot N
A0
oS>
| 14, TENIKH KATATAEH I'lA TH AIAGEZH N |
o
| 15. OAHTIEX XPHIHE A |
\\l
R
| 16. NAHPO®OPIEX XE BRAILLE Q |
O
)
17. MONAAIKOX ANATNQPIZTIKOX KQAIKOY — AISAIASTATOX TPAMMQTOX
KQAIKAX (2D) N
S
o
18. MONAAIKOX ANATNQPIZTIKOXKQAIKOX - AEAOMENA ANATNQEIMA ATIO
TON ANOPQITIO O
O
Y
QO
O
0\5
A
o
S
Q()
RS
Q
N
&
\}0
X
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Q

ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI
RN
1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX ‘O‘VI.
N
Dimethyl fumarate Teva 240 mg yootpoavOektikd okAnpd Koy dKio OCU
POVUOPLKOC SLUEBVAETEPOG A
+O
~v
2. YYNGOEZXH XE APAXTIKH(EX) OYZIA(EX) O |
N
Kdbe yootpoavbektiko orxinpo kaydkio nepieyet 240 mg povpapikov Sipehode o.
o
\
3. KATAAOI'OX EKAOXQN Lo |
O
A
| 4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENQYX" |
O‘(
TaotpoavOektikd oKANPO KOWAKLO &
O

Kowyéhec \;

56 yaotpoavOekTikd oKANPA Koy dKio N)

56x1 yaotpoavOekTikd GKANPA Koy aKLo \&'

196 yootpoavOekTikd cKANPa Kaydaxia \0

, S

Drideg sO

100 yaotpoavOekTiKd oKANPA Koy diciol

168 yactpoaviekTikKd cKANPE KoyaKLo

N \O
5. TPOIIOX KAI OAOZ(OI},@)PHFHZHE
D
N , O
Xpnon amd ToL GTOUOTOG.
Kotanivete 10 Koy dkio oAqrANpo. Alafdcte T0 @OALO 00MNY1OV XPHONG TPV OO TN XPNOT).

Y
6. EIAIKH HPOE-?AOHOIHZH XYM®OPOQNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IIEI NA ®YAAXXETAI XE GOEXH THN OIIOIA AEN BAETIOYN KAI
AEN IIP I'TIZOYN TA TTAIAIA

S

Na (pukd(sc\@m o€ 0o, TV omoia dev PAETOLY Ko dev TpooeyyiLovv Ta TOLdLA.

N

| 7. U XAAH(EX) EIAIKH(EX) TIPOEIAONIOIHZH(EIY), EAN EINAI AMAPAITHTH(EY) |

\}0

(8 HMEPOMHNIA AHEHE |

EXP

| 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. TAIAITEPEX TIPO®YAAEEIX I'TA THN ATOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN

«
YIHHOAEIMMATQON I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI WO

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX (\‘U

TEVA GmbH . &
Graf-Arco-Str. 3 @

89079 UIm &\

Feppovia 0\

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX \

©
EU/1/22/1702/004 56 awyiixia ©
EU/1/22/1702/005 56 x 1 konyiktr A
EU/1/22/1702/006 168 kanyikia O
EU/1/22/1702/007 196 koyéiia Q
EU/1/22/1702/008 100 konyicia &0

@)
-
13. APIOMOX IAPTIAAL X
N

Lot
&
)

| 14. TENIKH KATATAZH I'lA TH AIAQEXH

S
N

| 15.  OAHTIET XPHEHX O

N

Q

| 16. MAHPO®OPIEX *F_BRAILLE

O
Dimethyl fumarate Teviﬁo mg

P

17. MONAAI ANAI'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMOQTOX

KQAIKAE (2D)

AwedraoTa POUU®TOS KDdIKaG (2D) Tov épet Tov TEPIANEBEVTO LOVOOIKO OVOYVOPIGTIKO KOOIKO.

B

V]

18, ~-MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AEAOMENA ANATNQEIMA ATIO
O ron aneraro

N
%

NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER)

YYXKEYAXIA KYYEAHX
D
&Y&
1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX , N
O‘U
Dimethyl fumarate Teva 240 mg yootpoavOektikd okAnpd Koy dKio N
POVLLOPIKOG dueBLAESTEPOG O
@
&
2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX ,\\\
TEVA GmbH $
ya ({J
3.  HMEPOMHNIA AHEHZ 0
)
EXP O
O
Q
4, APIGMOZX ITAPTIAAX _ @)
Y
Lot \p)
O
5. AAAA XTOIXEIA %
W)
56 yaotpoavOekTikd oxAnpd Konydkio ( u(:)&ouclcsnaoisg nuepoAoyiov)
[pwi
Bpadv 0
Aev. “\O
Tp. QO
Tert. @)
ITép. 0
[Tap. (@)
T6p. A&
Kwvp. N
0O
O nliog wg avupo.
To peyydpr w¢ apploro
RS
Q
N
&
\}0
X

Q
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAHXZ
RN
1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX ‘O‘VI.
N
Dimethyl fumarate Teva 240 mg yootpoavOektikd okAnpd Koy dKio OCU
POVUOPLKOC SLUEBVAETEPOG A
+O
~v
2. YYNGOEZXH XE APAXTIKH(EX) OYZIA(EX) O |
N
Kdbe yaotpoavbextikd okinpod kaydxio mepieyet 240 mg @ovpopicod Sipebude; o
N\
. @
3. KATAAOI'OX EKAOXQN Lo |
O
R
| 4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENQYX" |
<
: — O
TaotpoavOektikd oKANPO KOWAKLO &
O
100 yaotpoavBekTiKd oKANPE KoyaKlo, \;
168 yactpoavieKTucd orANPE KoyaKio \&9
O
5. TPOITIOX KAI OAOX(OI) XOPHI' HE_@

S OU
Xpnon amnd Tov GTONATOG.
Kotanivete 1o koydiio oAokinpo. Ataﬁod(&to @OAAO OOMYIDV YPNONG TPV ATO T YPTON.

O
6. EIAIKH ITPOEIAOIIOI XYM®OPOQNA ME THN OIIOIA TO ®PAPMAKEYTIKO

MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYYN TA ITAIAIA

O

Na puAdooceTal o€ Oécskfn&/ omoio dev PAETOLV Kal dev mpoceyyilovy Ta TOLdd.
RS
| 7. AAAH(EZ(\}ﬂAIKH(EE) MHPOEIAOMNOIHXH(EIY), EAN EINAI AITAPAITHTH(EYX) |
NS

O
| 8. Hh’g\.EbOMHNIA AHEHZ |
EXP Q?

&F

a

é)@“ EIAIKEX XYNOHKEX ®YAASHZ

Q
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10. IAIAITEPEX TPO®YAAZEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNEH KATOXOY THE AAEIAX KYKAO®OPIAX AV
N
TEVA GmbH Q‘U
N
O
12.  APIOMOX(OI) AAEIAX KYKAO®OPIAE ~v
Q\
EU/1/22/1702/006 168 kaydxio o\
EU/1/22/1702/008 100 xaydxio A\
S
)
13.  APIOMOZX ITAPTIAAX L@
O
Lot @)
O
K
| 14. TENIKH KATATAZH I'lA TH AIAGEXH S
O
&
| 15. OAHTIEX XPHIHE R)
O
| 16. MAHPO®OPIEL XE BRAILLE 2,V
LY OV
Q\

17. MONAAIKOX ANAFNQPIZT{gBZ KQAIKOX — AISAIASTATOX TPAMMQTOX

KQAIKAX (2D) Ne)

AN
®)
R

18. MONAAIKOX ANATN&PIZTIKOX KQAIKOX - AEAOMENA ANATNQEIMA ATIO

TON ANOPQIIO >

&\J
o
S
QO
RS
Q
N
&
\}0
X

Q
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@vAro ooV (piong: IIAnpoopics yia Tov ac0evi)

Dimethyl fumarate Teva 120 mg yaotpoavOekTIKG 6KANPE KOyaKL
Dimethyl fumarate Teva 240 mg yaoTpoavOeKTIKG 6KANPE KOy aKL

QOLLLOPIKOG deBLAEGTEPOG “;\9

N

AW PaoTE TPOGEKTIKA OLOKAN PO TO PUAAO 00N YLOV YPONGS TPV OPYICETE VA TAIPVETE an‘rﬁbﬁy

QOAaPLOKO, OLOTL TEPLAGUPAVEL CNUAVTIKES TANPOYOPIES Y10, GOG.

- DdordEte avTd TO EUALO 0N YDV YprionG. Towg ypelaotel va to dufdcete Eavd. 3

- Edv éxete mepartépom amopieg, pOTNGTE TOV Y1OTPO 1) TOV PAPLAKOTOLO GOG. A

- H cvvtayn yio ovtd 10 ¢approko xopnyndnke amokAEIGTIKG Yio 60G. Agv TPEMEL W?B/d)cssrs T0
Papuako o€ dGAlovc. Mmopel va Tovg TPOKaAEGEL BAAPT], AKOLO KOt OTOV TO CUNTTOUATO TG
acBévelog Tovg eivor 101 pe Ta S1Kd cag,.

- E6v mopotnpioeTe KOO ovemBOUNTI EVEPYELD, EVIUEPDGTE TOV YIOTROL), TOV QOPUAKOTOL)

00G. AT 1oyvet Kot Yo kKaBe mhovy avemBOunTn evépyela Tov OV UVEHEPETUL GTO TAPOV

@OALO 0dN YLDV xpnonc. BAéme mapdypapo 4. (UA
T epLEYEL T0 TAPOV PUAAO 00N YLOV (:D
1. Tt eivon To Dimethyl fumarate Teva kot oo etvon ) yprion o
2. T mpéner va yvopilete npv mapete 10 Dimethyl fumarat a
3. [og va ndpete to Dimethyl fumarate Teva &
4. [MBavég avemBounteg evépyeteg @)
5. i va pvrdcocete to Dimethyl fumarate Teva N\~
6. [epieydpeva g cuokevasiog Kot AOUTES TAN po@hsg

£

1. T givan To Dimethyl fumarate Teva Km@m givan n gpfon tov

S
T eivon To Dimethyl fumarate Teva (&)
To Dimethyl fumarate Teva givat éva (p@p(mo IOV TIEPLEYEL TN OPOOTIKT OVGIC POVHAPIKO
dyuebvireotépa. NO)
o
Iowo givan 1 gpion TOV Dimet@umarate Teva

To Dimethyl fumarate Temmcmonowi‘rm Yo T Ogpaneia TG vroTpomdlovoac-
owaAegimovoag noManM]K npvoveng (IIX) og aobeveic nhkiog 13 eT@V Kol Avo.

H I1X eivan pua uomgé@ovux méOnon mov ennpedlet To KevIptkod vevpkd cvotnua (KNX),
cuumepappovo ué@ TOV EYKEQAAOL Kot TOL VoTioiov poehov. H vrotpomidlovsa dwadeimovoa [1X
yopaktnpiletol afd eravolopuPavopevo enelsod1o. (VTTOTPOTES) CLUTTMOUATOV TOV VEVPIKOV
GLOTHLLOTOG,. T(@) prtopota Stapiépovy Hetabd Tov acbevov, oAAd cuvidme tepthapfavouy
dvoKoieg 0‘@(&8101], aicOnpa aotddelag Kot ontikég SuoKoAies (.. Baunn 1 SmAn dpacn). Avtd
TO GUUTTAYIETOL EVOEYETAL VO EE0PAVIGTOVY TANP®G OTAV TEPAGEL 1] VTOTPOTY], GALL OPIoUEV
TPOPAN eVOEYETON VO TOPALLEIVOUV.

Hoﬁ@bpu 70 Dimethyl fumarate Teva

0 TO VO PAATTEL TOV EYKEPOAO KO TOV VOTIAI0 PLEAO Gac. Avtd pmopei emiong va fonbnocel oty

gDimethyl fumarate Teva @aivetat 6Tt dpa eumodilovTag T0 ApVVTIKO GOGTI L0 TOV OPYUVIGLOD GG
& kaBvotépnon peAloviikng emdeivoong g 11X cag.
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2. T pémer va yvopilete nprv wapete o Dimethyl fumarate Teva
Mnyv wapete To Dimethyl fumarate Teva

- o€ TEPINTOOT GALEPYIOG GTOV POVRUPIKO OLpEBVAESTEPQ 1) OE OMO100MTOTE ALO Ao T ~0
GLOTOTIKA GVTOD TOV PAPUAKOL (AVOPEPOVTAL GTHV TOPAYPOPO 6). OA\‘

- €0V VITapyEL VTOYio OTL TAGKETE OO PI0 CTAVIQ EYKEQUAKT AOipmEN oL AéyETOL N
TPOIOVGA TOAVEGTIOKT AevkogykePalontdOera (PML) 1 av &gl empPefoarmOei PML.OCU

M[pocdomou]oeis Ko TPOoPVAAEELS 04

To Dimethyl fumarate Teva umopei va exnpedcel Tov oplOpod TV AEVKOKVTTAP®VY G qgug veppovg
kot to Nrap oag. [Ipotov Eekivroete va naipvete Dimethyl fumarate Teva, o ylotpdceac 6o cog
Kavel pia eEETAOT GLOTOG Yol VL LETPNOEL TOV aplOUd TV AEVKOKVTTAPWOV GG K eréy&el edv
AE1ToVPYODV Kadd ot veppol kot To fmap cac. O y1atpds ag O Gog KAvel TEPOSIKE OVTES TIC
e€etdoelc katd ) dudpkela g Oepaneiag. Edv o apBuog tov Aevkokuttapovigls Hetmbel kKotd ™
dudpkelo TG Bepaneiag, o yiarpdg cag pmopet va eEeTaoeL To EvOEXOUEVO AMYUNG TPOGOETOV PETPOV

avdAvong N dtakomng ¢ Oepaneiag cog. ZD
Amev0uvOeite otov ToTpd 6ag mpv ndpete to Dimethyl fumaratg B(ﬁa"sdv €xete:
- cofapn vepiki voco N

- cofapn NreTK) VOG0 OQ

- vOGO TOV GTORAYOV 1| TOL EVTEPOV &

- cofoapn Aoipmén (6mwg mvevpovia) @)

}

Mmropei va, ekdniwbei éprne {ootmpag pe ) Oepameio @\Eﬁimethyl fumarate Teva. e oplouéveg
TEPIMTAOGELG, EYOVV TPOKVLYEL GOPOPES EMMTAOKEG,. @a.k‘péna VO EVI|LEPAGETE TOV YLATPO GUGS
OUECMS, £V VTTOTTEVESTE OTL £XETE OMOLAONTTOTE Wro’) pota £pmnto {mothpo.

N

Edv motedete 6tin [1X and v onoia ndox@@lporspm’m (.. advvapio 1 aAAayéc otV OpacT) N
€0V TOPATNPNGETE OTOLAONTOTE VED GV wwb@a, amgvBouvleite apEcOS GTOV YIOTPO GOG, EMEDN QVTA
UTOPEL VO VOl TOL GOUTTOLATO LLLOG cndv@’gsym(palmﬁg Aoipwéne mov ovopdleton Tpoiovoa
TOAVEGTIOKT AgVKOEYKEPAAOTAOELD (P]@). H PML eivan po coPapn mwédnorn mov pumopel vo emipépet
cofapn avamnpia 1| 6avaro. R

"Exet avagepbel o omdavia akkh@?&pﬁ veppikn dwotopayn (cvvdpopo Fanconi) pe tn yprion evog
papudiov Tov TePLEYEL povpaptd diuedvAesTépa, 68 GUVOLOCUS e AAAOVG EGTEPES TOV POV LLALPTKOV
o&¢éog, To omoio ypnopomotgfsar yia 1 Bepaneia e yopiaons (piog depuatikng acbévelag). Eav
TOPOTNPNCETE OTL anoBéO\& UeYOAVTEPT TOGOTNTA 0VPOV, SIYATE TEPIGGOTEPO KO TIVETE
TEPLOCOTEPA VYPA ATO sﬂ cuvnBme, edv acBdvesTE TOVS VG GOG O AGVVALOVS, EGV CTAGETE
K@mTo10 06TO M ankd.ﬁ@ars, angvBouvleite otov yloTpd cag 10 cuvtoudtepo duvatd, ACTE Vo
depguvnbodv nspa@‘pm LT TO CUUTTAOUOTOL.

Howora ko éqnﬁol

© .
O napandsé’npoaéonmﬁcag KoL TPOPLAGEELS 1oyvoLY Kat yio To, Toidld. To Dimethyl fumarate
Teva pundpei va ypnoyonombei og mondid kot eprifovg niikiag 13 etov kot dve. Agv vdpyovv
owfé dedopéva oe Tadld nAtkiog Katw tov 10 etdv.

'A@ oappoxa ko Dimethyl fumarate Teva

&vnuspo’mra TOV Y10TPO 1 TOV QUPPOKOTOL0 GOG EQV TAIPVETE, £YETE TPOCPOTA TAPEL 1] LITOPEL VAL
& TOPETE GALD QAPHLOKO, EOKA
- PAPLOKA TTOV TEPIEYOVY EGTEPES POVUOPLKOD 05£0G (POVLLOPIKA) TOV YPTCLOTOLOVVTOL Y10
TNV AVIYETOTION TG YOPIooTC.
- QPaPROKa TOV ETNPEALOVY TO AVOGOTOUNTIKO GUGTILO. TOV OPYAVICLOD GUG
CUUTEPTAOUPAVOUEVDY GALDY QUPUEK®OY TOV YP1oLHoTolovvTaL Yo TN Ogpameio tng 11X,
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OT®G PIVYKOALOON, VATOMIOVUAUTT), TEPLPAOLVOLION, aAepuToL oLIAUTY), OKpEMEOLUAUT 1
KAadp1ivn, 1 Kdmolo amd TIC AvVTIKUPKIVIKESG Bepameieg OV YPNOLLOTOIOVVTOL GUVHBMG
(prrov&uaumn N ro&ovopovn).

- QaPPAKE TOV EMNPEALOVY TOVG VEPPOUG, CUPTEPIAUpPPAVOPEVOY OPIGHEVOV aVTIPOTIKOY
(xpnowomotovval yia tn Ogpameio Aoipuméenv), «drokimv drovpnoeng» (diovpntind), )
OPLOUEVOV TUTOV TEVGITOVOY (OTTMG 1PovTpoPaivn Kot GAAN TOPOLOLO AVTLPAEYLOVAOON, A\‘
KoODG Ko PAPLLOKO TTOV EXOVV AYOPOAOTEL YWPIG LOTPIKT GUVTOYT]) KOl QUPUAK®OV TTOV nsplé)(&/
AiBuo. &,

- H My tov Dimethyl fumarate Teva pe opiouévoug tomovg eporiov (sufolio us Ca&vre@
HIKPOOPYaVIGHODS) EVOEYETUL VO GOG TPOKAAESEL AOTUMOEN Kal, GUVETMOG, Ba TpEmeL v
amopevyetol. O yatpds cog Bo cag cupfoviedost GyeTiKa pe to edv Ba Tpémel valgdpnynboovv

Aot tomot epPoliov (un {dvra eufolia). g
To Dimethyl fumarate Teva pe owvonvevpoat®on o\

Y

H peyodidtepn amod pio pikpn mocotnta (teptocdtepo omd SO ml) K(xwvdkcocﬁ&xopd)v OAKOOAOVY WOV
TOTOV (pe 0AKOOAKO Babud peyordtepo amd 30% kat’ Oyko, m.y. omootayubta), Oo Tpénet va
aTOQPEVYETOL Y10 SLUoTNUO. (g dpag amd T Afyn Tov Dimethyl fumar: va, Kadohg Ta
OVOTVELUATMON UTOPOHV VO, CAANAETIOPAGOLY LE aVTO TO EAppako. Aved Bo uropodoe va
TPOKOAEGEL PAEYLLOVT] TOV GTOUAYOV (yaoTpitidn), EIO0IKA G ATOL t&a’n’a glval Mo emppent| o€
Yoo TpiTIda. ~Q\

O

Kinon ko Oniaopog &

Edv giote éyxvog 1 OnAdlete, vouilete 6tL umopei va giot X?Kuog N oxedialete Vo AmoKTNOETE TOOL,
{ntote ™ GVUBOLAN TOL YITPOV N TOL PUPUAKOTOLOV QUG TPV TAPETE AVTO TO PAPUOAKO.

Kvnon
O

Edv eicBe £ykvog un ypnoyLomomocete 1o Dipf@yl fumarate Teva mpotov t0 cu{ntNoeTE LIE TOV
Y1otpd GOC.
Oniacpodg N)

<O
Agv glval yvootd by 1 OpaoTiKni o@x tov Dimethyl fumarate Teva mepvd oto puntpikod yaia. To
Dimethyl fumarate Teva dev Oa €l va AapPavetar katd to Oniacpd. O yiatpdg cag o cog

BonOnoet va anopacicete edv Borpénet va SakoyeTe To ONAacuod 1t ypnon tov Dimethyl fumarate
Teva. Avti 1 andeacn Tep Bavel tn otaOpon Tov 0PEAOVG TOL BNAUGHOD Yo TO oS Gag Kot
TOL 0PEAOVG TNG Ospomsi(y;\ €00iG.

Oodnfynon ko xatptg]\‘;@unxam RAaTOV

H enidpaon tov ethyl fumarate Teva otnv wavotTd cog vo odnyeite N va yepileste unyovniuoTo
dev givol yvoo 0 Dimethyl fumarate Teva dgv avapéveral va ennpedostl TV KOvVOTNTO 00N YNONg

Ko mewui@nxown LAT®V.

N\
To Diméhyl fumarate Teva mepiéyer varpro

)

To Hoko ovtod mEPLEYEL Atydtepo amd 1 mmol vatpiov (23 mg) avd yastpoavOekTikd GKANPO
KopdKlo, etvol avtd mov ovopdlovpe «glevBepo vatpiov.

& 3. o vo wapete To Dimethyl fumarate Teva
[Tévtote va maipvete T0 PAPLOKO ALTO AVGTNPE GOUPOVE LE TIG 03N Yieg TOV YloTpov cag. Edv €xete

ap@Boriec, pmTAGTE TOV YTPO COG.
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Adon évapénc

120 mg 80 @opéc v nuépa.
No maipvete avth TN 6001 EvapENng Yo TIg TPAOTES 7 NUEPEG KO, KUTOTLV, VO TOAPVETE TNV KOVOVIKN

Soom. )
M 6\_

Kavovik 66on N
&

240 mg 6v0 @opig TNV NUéPC. 40

To Dimethyl fumarate Teva npoopiletat yio ¥prion amd ToV GTOHATOG ‘(UO

V

Kotonivere kd0s kayaxio oléxAinpo, pe Alyo vepd. Mnv koéfete, Opvpparilere, Sta@%a,
amopvleite | pocdte 10 kKoydklo, Kadmg evogyetol va avé&nbodv opiopéveg avsm@@‘qrsg EVEPYELEG.

Y
No waipvere 1o Dimethyl fumarate Teva pe @aynto — umopei va fondnoet @1\481(0601')\/ KOTO1EC
omd TIg TOAD GLYVEG AVEMOVUMTEG EVEPYELEG (OVAPEPOVTOL GTNY TAPAYPOPQY).

Edav wapete peyorvtepn 6066mn Dimethyl fumarate Teva am6 Tnv KuéQm']

4 r 4 r r r r S r
Edv mapete mapa moldd koydkie, angvBuvleite apécwg oTov Yu Q(mg. Evdéyetar va
TOPOVGLACETE AVETIOVUNTEG EVEPYELEG TOPOUOLEG UE EKEIVEG TTO 1ypaovTol TAPOKAT®, TNV

napdypoeo 4. &
O

Eav Egyaoete va napete 1o Dimethyl fumarate Teva \S
Edv Eeyboate 1| topaieiyarte pio 00T, PNy TAPETE &kv 1 0001).

Mmropeite va mipeTe T 006N TOL TaPUAElYOTE e@a(pﬁcsrs UEGOJAGTN A TOVAGYIGTOV 4 mPDV
HeTadd TV d0cEMV. AAPOPETIKA, TEPIUEVETE AEYPL TV EXOUEVT TPOYPOLHUATIGUEVT SO GAG.

Edv éxete meprocdtepeg epmTNOELG struc@e TN XPNO1N ALTOV TOL PAPUAKOV, POTHOTE TOV YTPO N

TOV QUPULOKOTOLO GOG. N)
N
O

4. MBavéic avemBounTeg evépyerles

Onwg 6Aa ta papuoka, ércﬁa avTo T0 PapHOKO popel vo TPpokaAEcEL AVETIBVUNTES EVEPYELES, OV
Kot dgv Topovclalovton GROXOVG TOVG avBpdmovg,.

Xopoapic avemOv mﬁ\@ EVEPYELES

To Dimethyl fqute Teva pmopel va, petdoet Tov apldpd AEUPOKVTTAPOV (£VOG TOTOC
kvaom)rtdpouﬁEav &xete YaUNAO aplOud Aevkokvttapwv uropei va avénbei o kivovvog Aoipméng,
GUUTEPIAAUPEYOLEVOL TOV KIVODVOL oG GTiviag AOTH®mENG ToL £YKEPAAOL OV ovoudleTal Tpoiovca
TOAVEGTL gukoeykeporondBela (PML). H PML pmopei va odnynoet oe coPapn avammpio 1
Bdvaro. ML gpoaviotnke petd and 1 €wg S £t Bepaneiog, omoTe 0 Y10TpOg cag O Tpémet va
ouveyieer va mopakolovdel Ta Agvkd cag apoceaipla ko’ 0An ™ didpkela TG Bepaneiog cog, EVD
Kot ¢ 0o Tpémel vo TopakoArovBeite ooV duvnTikd cupmtdpata g PML, énwg meprypdeeton
L dto. O xivévvog g PML evdéyeton va glvar vynAdtepog edv giyate AdPet oto maperdov

010 PAPLOKO TOL £XEL EMNPEACEL TN AEITOLPYIKOTITO, TOV ALVOGOTOMTIKOD GG GUGTNHHOTOG.

& Ta copmtopata g PML pmopet va etvan mopdpota pe avtd e vrotpomig g [1X. 1o cuuntdpota
umopel va meptiapfdavovtor véa advvapia 1 emdeivoon g advvapiog ot pHic TAELPE TOV GOUATOG,
a0e&10TNTO, GAAAYEG OTNV OPAGCT), TN OKEYN 1 TI] LVALUN, 1] GVYXLON 1 BAAAYEG TNG TPOSOTIKOTNTAS, 1
SVoKOAEC TNV OIAMO KO TNV ETIKOVOVIO, TTOV SLOPKOVV Y10 TEPLIGGOTEPEC OO APKETEC UEPES.
Emopévaog, edv motevete 6t 1 [1X and v omoia TAcyETE EMIEWVMVETAL 1) AV TOPOTNPTCETE
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O

Q

0O TOTE VEQ, GVUTTOUATO, EVD AapPdvete Beponeio pe Dimethyl fumarate Teva, givot oA
ONUAVTIKO VO JUANGETE LLE TOV Y1TPO GOG TO GLVTOUATEPO dvvatd. Emiong, WANGTE e TOV GUVTPOPO
N TOLG PPOVTIGTEG GOG KO EVILEPMGTE TOVG GYXETIKA L TN Bepaneio cag. Mmopel va eppovioTody
CUUTTMOLOTO TTOV VO UMV ovTIAN@Oeite ot 1d1ot.

N

2>  Evnuepdote apic g Tov Y1oTpo 600G £G4V EPQAVIGETE 0TOL00NTOTE 0O OVTE TN OAT
COUTTONATO
0‘0
Yopapég ArhepyIKEG OVTIOPAOELS

3

H cvyvomto tov cofapdv adiepyik®v oviidpdoemy dev uropel va extiundei pe Pdon I@Gémua
dedopéva (un YVooTiQ). g

To KOKKIVIGHO TOV TPOGMTOV 1] TOL GMUATOS (epvlpiaon) glvar pio TOAD GV aysFBvUN TN
evépyeln. QoT060, 6€ TEPiTT®AN TTOL 1| EpLOpincT cuvodedeTal amd pvOpod séd{ﬂn Lo M kvidmon Ko
TOPOVGLACETE OTOLOOMTOTE OO AVTO, TO, GLUTTOUOTOL: Q@

- TPNEWO 6TO TPOGMTO, TA YEIAT, TO GTOUA 1) TN YADCOO (ayyszooz@
- ovptyud, duskorio otV avamvon 1 dvorvola (ddorvola, vnoéz’ac
- LaAn M anoielo cvveidnong (vrozaon) O
N
TOTE OWTO UTOPEL VA AVTITPOCOTEVEL L0, GOPAPT) AAAEPYIKN ow@cm (ovapvialio)

2> AwkéyTe ™ Mjyn Tov Dimethyl fumarate Teva kdiKoréoTe apéomg Evav y1aTpo

Aldec avemBounTeg evEpysieg Q{-

£

MoAv ovyvég (umopel va emnpedovv nsplcscérspa@() 1 ota 10 dropa)
- KOKKIVIGLLOL GTO TPOGMOTO 1| GTO COLLAL, (xk@ua Beppodtroc, {éotng, Kayipatog 1 eayovpog

(epvBpiaon) .
- Yohapd koémpava (diappoia,) (&)
- aicOnua adabesiog (vavtia) LQN

- GTOLOYIKOG TTOVOG 1) GTOUAYIKES @unsg
3
2>  HMwyn tov gappdxov oo Q}\(pwm‘r() Lmopel va GUUPAAAEL 0T LEIMON TOV TOPAUTAVED
AveTBOUNTOV EVEPYEIDY Oé

Ovoieg mov ovopdlovtot Ke G, Ol OTIO1EC TAPAYOVTOL PUGIOAOYIKA ATTO TOV OPYAVIGUO,
enpavitovror ToA oLV EEETAEL 0VPOY KATA TN Mym tov Dimethyl fumarate Teva.

AmevOuvOeite c‘rov..?@‘rp() G0G GYETIKG LLE TOV TPOTO AVTIUETOTIONG OLTAV TOV AVETIBOUNTOV
evepyewwv. O ytatp@ 0G Umopel va petmoet T 866 oag. Mnv LeUdGETE TN 806N GaG, EKTOS EQV GOG

TO TEL 0 Y1TPOS 0.
2

Tuyvéc (Umofie) vo enmpedlovy éoc kat 1 ota 10 drop)
- (pksxﬁﬁ TOV £6MTEPIKOV TOLYDUATOS TOV EVTIEPOL (YAOTPEVTEPITION)
- ad{oPecia (suetoc)
- meyia
- AEYLOVT TOV EGMTEPIKOD TOLYDUATOC TOV GTOUAYOV (YaoTpition)
- Qo YOG TPEVTEPIKT| droTapayn
Q aiocOnuo Koyipotog
e€ayelg, aictnua Oeppotntog
- Qoyovpa 6To dEpUO. (Kvnoudg)
- eEdvinpa
- po( M kOKKIveEG KNAIdEC 6T0 déppaL (£p00NUE)
- TpYoTTOoT (0AmmTeKio)
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AvemB0unteg evEpyeleg Ol OOieC EVOEYETAL VO TAPOVOLACTOVV oTIC eEETAOELC aipatog 1 oVpmV

- YOUNAG emineda AeVKOKLTTAPWV (Aguporevia, Acvikomevia) 610 aipa. O PEUEVOS aplOudg
AevuKoKVTTAPV Bol LITOPoVoE VO, OTLAiVEL OTL 0 OPYUVIGUOG GOG Elval AyOTEPO KAVOS VO
avietoniost po Aoipmén. Edv éxete o cofopn Aoipwén (6mwg mvevpovia), EVNUEPOOTE
OUECHE TOV YLOTPO COG

- npwteiveg (Aevkwuotivy) oTo 0P OAT

- avénon tov emnédmv Tov nratikov evidpwmv (ALT, AST) oto aipa N

&
Oy ovyvég (umopel vo emnpedlovy éwc kar 1 oo 100 droua) 0
- aAlepyucég avtdpdoeig (vrepevoranaio) A
- HelmoT TOV QPOTETOM®Y ‘(UO

Mn yvooTtég (n ocuyvotnTa dev pumopet vo ektiun el pe faon ta dStabéoipa dedopéva)
N

- PAEYLOVI NTATOG Kat avénon ota eminedo nmatikdv eviduwv (ALT 1 ASTSE ovvovaoud e
x0lepvlpiviy) »

- £pmng COOTNPOG UE COUTTOUOTO OTMOG POVCKAAES, KAWIHO, PoryoVpat) TOVOG 6TO dEpaL,
cuviBmg ot pia TAELPE TOV TAVED UEPOVG TOV CAOUATOG 1| GTO TPRO 0, KOl UE GAAQL
GUUTTOUATO, OTIMG TVPETOG KO AOLVAUIN GTO TPDOTA GTASLN rn& uwéng, akoiovbovuevo amd
HOVIC L0, (pOyoUpa 1] KOKKIVES KNAIOEG Ll EVTOVO TTOVO o)

- owvayL (pivoppoia) ~Q\

Howrd (ikiog 13 etV kKo dve) ko £pnpor O

Ot mapamdve avembounTeg EVEPYELEG IGXVOLV KoL Yo T T Ko Tovg £@iovg.

Kdmoteg avemBounteg evépyeleg avapépOnkay mo cuyvd o016 ko eprPovg oe GYEom Ue TOVG
EVNAIKEC, T.). TOVOKEPOAAOG, GTOUAYIKOG TTOVOC 1) GTOLL £C kKpaumec, adiadeaio (suetog),
TOVOAULLOG, BNy0g Kol endduvn Tepiodog (Eppnvog pa.k-n .

Ava@opd avemBOunTOV gvepystv @0

Edv mopatmpnoete kémota avemBopnt evéRYaid, EVNUEPOGTE TOV YOTPO 1) TOV QAPHUAKOTOLO GOC.
Av10 1oy0et Ko Yo kde mbovn avsm%pnr@pyaw IOV OEV OVUPEPETAL GTO TAPOV POUAAO 0dNY1IDV
ypPNons. Mnopeite eniong va avaeépete m@u@i) unteg evépyeteg amevbeiog, LEcw Tov £BVIKOD
GLOTHLLOTOG AVAPOPAS TTOV owaypd(psra@m Hopdptmua V. Méow ¢ avagopdc avembountwv
gvepyELDV popeite vo fondnoete o GLALOYN TEPIGGOTEPOV TANPOPOPLDY GYETIKA LE TNV ACPALELD,

TOL TTAPOVTOC PAPLLAKOV. 0\

$

5. ag va pviacoete @imethyl fumarate Teva

To @dapuaxo ovtod npénava (PLAACGETOL GE UEPT) OV OeV TO PAETOVV KOl OV TO POAVOLV TO TOUdLA.
<

O
Na pn (PNOUOTOLEFTE VTO TO PAPLAKO HETA TNV NUEPOUN VIR ANENG TTOV OVOPEPETOL GTI GUOKEVAGTN
TOTOL KLWEANG, £¢ ka1 6to kouti petd ™ «EXPy». H nuepounvia AMéng eivon | tekevtaio nuépa
TOL UNvo Tov afgPEpeTL EKEL
S

O

To eap u(}{&’fucé avTo TPOIoV dev amattel Wiaitepec cuvOnKeg POAAENC.

Mnv rqﬁrs QApLOKO GTO VEPD NG ATOYETELONG 1 OTA OIKLOKA amoppippata. Potmote tov
o, 07010 GO VIO TO TMG VO TETAEETE TO PAPLLOKO TTOL OEV YPNOLUOTOLEITE Tl AVTA To, HETPa. Oa
B GOLV GTNV TPOGTAGIO TOV TEPPAAAOVTOC.

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

6. Iepreydpeva TS GVOKELUGTUG KL AOUTEG TANPOPOPIES

T tepréyerl to Dimethyl fumarate Teva

H dpaotuc] ovsia gival o povpuapikdg Siebuiectépad. ~0
Dimethyl fumarate Teva 120 mg: Ka0e xaydxio nepiéyet 120 mg povpapikod diuebvieotépa. OAT
Dimethyl fumarate Teva 240 mg: Ka0e xaydxio mepiéyel 240 mg povpapikod dipuebviestépa. CU\

Ta GAre 6VETATIKA Eivol KVTTOPIVY LIKPOKPVOTOAAIKTY, KAPUEALOIN VOTPLOVYOC SLOGTOVPOD p@m,
TAAKNG, KOAAOEWEG vudpo 0&gidto Tov mupttiov, Hoyviolo GTEATIKO, KITPIKOG TPLOBVAECTEDE,
ovpmolvpepéc pebaxpuitkov o&gog —uebakpoiikov pebviestépa, cupmorvpepic pebax 00 0&éog

— AKPLALKOD aBVAECTEPO 6 B106TTOPA, TPOTLAEVOYAVKOAT, Cedartiv, Trtaviov d10&eidiotEL171),

kvovo (E133), koppea Adxkog, Kaiiov vdpo&eidio Kot o1dnpov o&eidto pérav (E172{

Epeavion tov Dimethyl fumarate Teva ko wepieyOpeva TG 6VGKELAGIOG \A

Ta yaotpoaviektikd oxAnpd koydkio Dimethyl fumarate Teva 120 mg £yaiy Aevkd adtapavég cOpa
Kot UmAe adtopavig Toua pe tnv EvostEn «D120» tumouévn pe powpo (vt 010 16 U0 KOl GTO OO0
kot dtotifevtal 6€ GuokevAGieg KOYEANG oL TTEpLEYoLVy 14 kat 14x1 K&;‘%qa Kol 6€ PLAAEG IOV
nepEyovv 100 koyduco. O

N
Ta yaotpoavOektikd okAnpd koydkio Dimethyl fumarate Teva @mg £€YOVV UIAE ad10QPAVEC GO0
Kot UmAE adtopaveg Topo pe Ty £voelén «D240» totopévn 00pO HEAGVL GTO TTMOUO KOl GTO GAOLLOL
Ko dratibevton 6 cvokevacieg KuyEANG mov mepéyovv 56, §BX1 ko 196 kaydkia Kol 6 Préreg Tov
mepiéyovv 100 ko 168 konydkia. {_

)

Mmnopet va. unv KuKAOQOpoLV OAEG Ol GUGKEVAGIEC. {-

o

N
Y
TEVA GmbH O
Graf-Arco-Str. 3 LQN
89079 Ulm N
Teppavio N \O

Karoyog Adgrog Kvkhogopiag

Balkanpharma - Dupnitsa Agb
3 Samokovsko Shose Str. £
2600 Dupnitsa KN
Boviyapia Q)

o
Merckle GmbH Qr
Ludwig-Merclet ale 3
89143 Blaubglyen
eppovia

Q

Teva QQ?rations Poland Sp. z 0.0.
ul. ilska 80

31546 Krakow
ovio
)

(Q “PLIVA Hrvatska d.o.0. (PLIVA Croatia Ltd.)
Prilaz baruna Filipovica 25
10000 Zagreb
Kpoartia
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[Ma omolad”moTe TANPOEOPIa GYETIKA LUE TO TOPOV POPUAKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amevBuvleite otov TOMIKS avimpdsmmo Tov Katdyov g Adstog Kukhogopiog

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

bbarapus
Tesa ®apma EAJ]
Ten: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

E\\doa
Specifar A.B.E.E.
TnA: +30 2118805000

(\
&
©)
OQ

Espaiia
Teva Pharma, S.L.U.
Tel: +34 913873280

France 0
Teva Santé &O
Tél: +33 155917800 A

O
Hrvatska

Pliva Hrvatska%

Tel: + 385 1 00

Irelan Q&'

Teva rmaceuticals Ireland
Te\lk" 4 2075407117

\sgand
Q eva Pharma Iceland ehf.
)

Simi; +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
ratiopharm GmbH
Allemagne/Deutschland 3
Tél/Tel: +49 73140202 S

, Y
Magyarorszag Q
Teva Gy6gyszergyar Zrt. o\
Tel: +36 12886400 N

@
Malta
Teva Pharmaceuti reland
L-Irlanda

Tel: +44 2075@1«17

Nederlan§
Teva N nd B.V.

Tel: + 00228400
ol
va Norway AS

oTlf +47 66775590
o
~‘O Osterreich

ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900



Kvbmpog

Specifar A.B.E.E.
EAMGS0

TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666

To wapov vAlo 00NYLOV Yp1ioNS avaBepOnke Yo TELEVTOIO POPE 6TIG {MM/lgéf}.

Adreg INYEG TANPOPOPLAOV

Aentopepeic mAnpoopiec yio 1o appako avtd gival

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

AOCU
O

«

S

Y
dwbéoipeg oto Stm’um«‘(@no tov Evponaikod

Opyavicpov dappdxov: http://www.ema.europa.eu AN
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