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/ XAIPETIZMOZ NMPOEAPOY

Ayamnntoi cuvadelpol,

To NeupoAoyiké Turpa tou FN.M. «o Aytog Avépéacy, pe Tnv ayida tng Etatpeiag Yrnpeowwv Mpo-
wBnong OhokAnpwuévwy Asttoupylwv Yuxikic Yyeiag (Y.M.0.AELY.Y.) kal o€ cuvepyaoia pie Ta TUn-
pata ZuvtoviopoU Mevikng latpikig tou LN, kat M.EN.M., Stopyavwvel Sinpepida pe Béua: Huépeg
Nevpoloyiag kat Mpwtofabuia Mepi@alyn, otnv Matpa oto Zevodoyeio «Patra Palace» oti¢ 8-9 lou-
viou 2018.

Ot «Hpépec Neupohoyiag» SlopyaviwvovTtal yia 5n ¢opd Kal amoTeEAOUV CUVEXELD TNG TTEPOIVIAG TETAP-
¢ Sinpepidag mou Stopyavwvel amd apketd £tn To NeupoAoyiko Turjpa tou KNI, «o Aylog Avopéacy.
Ot eKONAWOELG TWV TTPONYOUEVWY ETWV EYIVAV LIE LEYAAN EMITUXIA KOl CUMUETOXT OUVASEAPWY OANWV
TWV EISIKOTATWV.

2N @eTvn ekdridwon Ba yivel amd cuvadérpoug Tne mpwtoPfabpuiac mepiBaAPng mapouaioon Tou
véou Beopikou mhaiciou TOMY (Toueakéc Movadeg Yyeiac) kabwe Kal Tou TPOTToU AEIToupYiag Toug
0TNV MEPLOXH HAG.

EmavalapBavoupe, 6t n mapexoevn ekmaideuon og yevikoUg latpoug yia tn NeupoAoyia umoAsinetat
Kat Sev epINAUPBAVETAL OTO YEVIKO TIPOYPAUMA EKTTAIGEUONG TTAPA TIC TTPOCTIABELEC TWV CUVTOVIOTWY
EKTIAOEUONG TWV YEVIKWV LATPWVY KAl TWV EMOTNUOVIKWV YOPEWV.

Oa avagpepBoue pe Tic Nuépec Neupoloyiag og B¢pata mou amaoxohoUv Toug €161KOUE laTpoUc aANd
Kall TOUG YEVIKOUG lATPOUG YIa TIG VEUPOAOYIKEC TABNOELC TTOU AmacXOAoUV TTIO GUXVA TNV IATPIKI KO-
votnTa. Ot veupoloyikég TaBATEIC ival CUXVES Kal XPelAlovTal QVTILETWTION TOO0 WG EMEYOVTA TTE-
PLOTATIKA AAAG Kall WG TTABNOELG XPOVIWG TTAOKOVTWV.

Eidikdtepa, n kepalalyia, Ta cUVOpoa XpOVIOU TIOVOU, TA AyYEIAaKA EYKEQPAAIKA EMEL0Gd1a, N Avola,
Kall | OKApuvon Katd mMAAKAE, Kal N AVTIMETWTION OAwVY auTwy Ba TapouctacBouv amd eMOTHUOVES
EYVWOHEVOU KUPOUC,.

Aio1060&oUe 6Tt o1 «Huépeg Neupoloyiag» Ba amotehéoouv Beopd o€ GUVEPYATIA KOl CUUETOXN
TWV lATPWV TNG TPWToRABUIAC TEPIBAAPNC Kal Ba TPOCGPEPOULV YIa JIa AKOUA XPOVIA CUVEXI{OUEVN
€KTaibeuoN 0TOUC TAPAXOUC LYEIAC YIa TNV 0POH AVTIKETWTION TWV VEUPOAOYIKWY TTABroEWV.

OewPW UTIOXPEWON HOU VA EUXAPLOTHOW Toug cuvadéA@oug Tou Neupohoyikou Turuatog tou LN
«0 Aylog Avdpéacy, Tnv Etaipeia Yrnpeoiwv Mpowbnong OhokAnpwpévwy Acitoupytwv YuxIikig
Yyeiag (Y.NM.O.AELYY.) yia Tn ouvepyaoia, Toug ouvadéApoug Tng mpwToRaduiag mepiBaiyng, Kabuwg
EMIONG Kal TOuG e€aiPETOUG OUIANTEC TIOU TTPOBUpA S€XBNKAV va CUPHETEXOUV 0TV 51 dinuepida
auTr IOV S10PYAVWVOUE.

Me extipnon

Dr. Niko¢ Makpri¢
NeupoAdyoc, AteuBuvtrc Ttou NeupoloykoU Turpatog Tou LN.. «o Aylog Avopéac»
kat Mpdedpocg Tng OpyavwTikig Emtpomnmg




25 xpovia KMVIKING EMTELPIaC:
Amnobedetypévn
AMOTENECHATIKOTNTA

ME EUVOIKO TTIPOWIA ACPAAEIAG.

0220°8+02'SO" IN'HD 1

Kdtoxog g désmq'KUK}\onpopiaq:

Bayer AG, 51368 Leverkusen, Mleppavia
Torikdg avTMPOowog ToU Katoxou Adelag
KUKAOpopiag oty EANGSa:

Bayer EAAGG ABEE,

Zwpou 18-20, 151 25 Mapouat,

TnA.: 2106187500, Fax: 2106187522
Torkég avTIRPOOWTOG TOU KATOXou Adelag
KukAogopiag oty Kumpo:

Novagem Ltd, TnA: 00357 22483858

Trjpa latpikrg Minpogopnong
TnA. +30 2106187742

Fax: + 30 2106187522

Email: medinfo.gr.cy@bayer.com

BonBrjote va yivouv Ta gdppaka mo acgar Kai
Avagépete
OAEZ Ti¢ avemBUpNTES EVEPYEIES YIO
ONA Ta gdppaka
ZupmAnpaovovrag Tnv <KITPINH KAPTA»

Ma TMEPLOTOTEPEG TIANPOPOPIEG OUNBOUAEUBELTE TV Mepnuin Twv
Xapakmplotikwv Tou Mpoidvrog rmou dlatiBeTal oto eKBeTPLO0.
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EKTIAIAEYTIKO SEMINARIO METHN AIrIAA
; " 3 47(
HMEPES NEYPOAOTIAT& |\
MPQTOBAGMIA NMEPIOAAYH, YNOAEIWY
& OPTANQTIKH KAI EMISTHMONIKH EMITPOMH
MPOEAPOX

NikoAao¢ Makpng
Neupohoyog, AicuBuvtnc IN.M. «o Aylo¢ Avdpéac»

ANTIMPOEAPOX
Fewpytog ANeBi{omoulog
Yuyiatpog, Kabnyntnc Yuxiatpiknc E.K.M.A., Yuxiatpikd Turjpa FLON.K. «ot Aylot Avapyupow»

IENIKOZ TPAMMATEAX
Avdpéag Apyupiov
Neupohoyoc, Emuehntric NI, «o Ayloc Avopéac»

MEAH
Mavayiwtng Mewpyiov, Peupatohdyog, AicuBuvtrg EN.M. «o Aylog Avépéagy

MNavaywtng Kapavdoiog, Neupohdyog, Empehntrc LN.M. «o Aylog Avdpéagy

0e68wpoc Kwvotavtvidng Neupohdyoc, Mpdedpog ENnvikr¢ Etaipiag KAvikrig Neupoguatoloyiag
Anpntpiog Atavag, Fevikdg latpog, AieuBuvtrig MEAY, AicuBuvtrig NMEAY Notiou Alapepiopatog Matpwy,
Yuvtoviotiig Ekmaideuong Eidikevopévwy Mevikig latpikng N, Matpwy, Mpoedpog Emrpomnric Anpdotag Yyeiag
lvotitoUtou Anpooiag Yyeiag & Kowwvikrg MoNTIKAG

Ale€avdpa Makpidou, Neupohoyog, AicuBivtpia TN.I. «o Aylog Avdpéacy

Fewpyto¢ Mavtloupavng, Mevikdg latpog, AleuBuvtrig MEAY, Kevtpikdg Tuvtoviotic AteuBuvtrg MEAY
Notiou Alapepiopatog Matpwy, Mevikog Zuvtoviotg Ekmaideuong Eidikevopévwy Mevikig latpikng Autikig
ENASag, Emotnpovikdg YmeuBuvog Anpotikwv latpeiwv Arjpou Matpéwv

lwavvng MetaAnvog, Neupoldyog, Ospameutripto ONUUmMIO

MNavayiwtng Nanakwvotavtivomouhog, Neupoldyog, Aiylo

Fewpytog Zougpag, Kapdiohdyog, AleuBuvtrig Kapdioloyikrig KAwvikrig EN.M. «o Aylog Avopéac»
Kwvotavtiva ®Aapmoupidpn, Neupoldyog, AleuBuvtpia, [N. Ziopavoyleio

Ayyehikny ®paykoUAia, Mabohoyog, AicuBiovtpia LN.IM. «o Aylog Avdpéacy

Kwvatavtivog XpuoavBomouvlog, Opotipog Kabnyntric Maboloyiag Mavemotnpiou MNatpwv
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o NAPAZKEYH, 8 IOYNIOY 2018

14:00 - 15:00 Mpooéheuon - Eyypapéc - Kagpéc

15:00 - 15:15 Eloaywyn
N. Makpng

15:15-15:45 Amotipnon Asitoupyiag NeupoloyikoU Tuiparog FN. Matpwv
N. Makpng

15:45-17:00 Mapouaciaon kat ou{ATNoN EVOIAPEPOVTWY TTEPIOTATIKWY
A. Apyupiov, M. Kapavdoiog

A’ ZYNEAPIA Eneiyovta mepiotatika oto Turjpa AtaAoyng twv TEM

Mpoedpeio: I. Zovgpag, A. Aayouvpitlry, N. Makpng

17:00-17:30 AcOeveig pe peiwpévo emimedo ouveIdNGNG - EMEYOUCA AVTIMETWTION
A. ApyupomoUAou

17:30-18:00 Mpooéyyion acBevwv pe ke@alahyia ota TEM
E. MavAidou
18:00-18:10 Zxo\ia - XulAtnon

B’ ZYNEAPIA Neupoloyikég EKENAWOEIC CUCTNHATIKWY VOGS UATWY

Mpoedpeio: A. Apyupiov, X. Mmikag, Z.Téyou

18:10-18:30 Neupoloyikég EKENAWOEIG OE CUOTNHATIKEG AYYEUTIOES
K. Mehioaapomoulog

18:30-18:50 Neupoloyikég ekdnAwoelg KakonBwv veomhaciwv
I. Avactomoulou

18:50-19:10 Neupoloyikéc ekdnAwoelg o€ Siatapayég NAeKTPOAUTWV
K. lovAa
19:10-19:15 Zu{Rtnon

19:15-19:30 Aldhelppa - Kagég




" ZYNEAPIA

19:30- 20:15

20:15 - 20:45

20:45-21:15

21:15-21:30

21:30-22:00

22:00
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NAPAZKEYH, 8 IOYNIOY 2018

Mpoaywyng Yyeiag otnv M.Q.Y.

Npoedpeio: A. Aiavag, I. Borng

Zxedlaoudg, Epappoyn kat A§loAdynon mpoypappdatwy Aywyng
kat Mpoaywyng Yyeiag otnv MN.0.Y.
A. Kotowvn

Yxohiaotnc: A. Aidvag

Acbeveig pe avola kat Tpitn nAia
N. Makpng

Wuyikég Satapayég otnv Tpitn nAikia
I. MavwAéoog

ENAPKTHPIATEAETH

Mpoedpeio: N. Makpng, K. XpuaavBomoulog

Xalpetiopoi

‘Epning {wotnp kat Tpitn nAikia
K. XpuaavBdémoulog

Aginvo




08:30 - 09:00

09:00 - 10:00

A’ XYNEAPIA

10:00-10:30
10:30-11:00
11:00-11:30
11:30-11:35

B’ ZYNEAPIA

11:35-12:05

12:05-12:35

12:35-12:40
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EKAAIAEYTIKO SEMINARIO METHN AITIAA
HMEPES NEYPONOTIAS&

MPQTOBAGMIA NMEPIOAAYHY, YNOAEIWY
>ABBATO, 9 IOYNIOY 2018

Kapeg

Mapouaciaon kat cu{RTNON EVOIOPEPOVTWV TTEPIOTATIKWY
A. Apyupiov, M. Kapavdotiog

Nowéeig KNX

Mpoedpeio: A. Dpaykovlia, M. OeoSwpomoulog

loyeveic Aotpwéeic KNX
M. AoukomouAouv

Baktnplakéc Aotpwéeic KNZ
N. AnpntpomouAou

Metaloipwdng moAuveupomaBeia (Guillain Barre syndrome)
A. Apyupiou

TulAtnon

EmAnyia kat veotepeg Oepamneieg

Npoedpeio: M. Nanakwotavtivomoulog, K. DAapmoupidpn

Ynokeipevol maBo@uGloNoyIKOi UNXAVIGHOI OTIG EMANTTIKEG KPIOELG
Kal otnv emAnyia
A. Mavéng

Neotepa avTIEMANTITIKA QAPUAKA EVAVTI TAAQIWV-KPITIKA TPOCTIEAACN
KAWVIKWV HEAETWV

0. Kwvotavtividng

u{ntnon



12:40-13:10

13:10-13:15

" ZYNEAPIA

13:10-13:40

13:40-14:10

14:10 - 14:40

14:40 - 14:45

14:45 - 15:45
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2ABBATO, 9 IOYNIOY 2018

AOPY®OPIKH AIAAE=H

Mpoedpeio: N. Makprig

Agdopéva éykaipng évapéng Kat KAipakwaong Bepamneiag otn diayeipion
Twv ac0evwv pe moANamAn GkAjpuven
M. Kapavdoiog

Me tnv euyevikn xopnyia Tng
Sanofi Genzyme

Zulhmon

MoA\amAn okArjpuvon

Mpoedpeio: A. Apyupiou, N. Makpng

Kénwaon otnv moA\amAr okArjpuvon
A. Apyupiou

Nevpoyevig kUatn ota mAaiota mMOANATARG GKApUVGNG
M. KaAAnSdwvng

Neotepa @dpuaka atnv MoAAamAn okAjpuvon
M. Kapavdoiog

Zulqtnon

leOpa - MeonuBpvn Atakorr
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1. Nepinyn twv Xapakmpiotikav tou Mpoidveos Plegridy

2. Tramacere | et al. Cochiane Database of Systematic Reviews 2015, Issue 9. Art. No.: CD011381.D0I:

10.1002/14651858.C0011381
3. Calabresi PA et al. Lancet Neurol. 2014Jul; 13(7):657-65

Tia Luvtayoypagikés Mnpogopies avarpé€are ot aehida 12 tou evidnou
Meparépw mnpogopies diatiBevrar and m [évears Odpya ALE.

e-mail: info@genesispharma.com
p harma www.genesispharma.com
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A" XYNEAPIA

15:45-16:15

16:15-16:45

16:45-17:15

17:15-17:30

17:30-19:30

19:30 - 20:00
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2ABBATO, 9 IOYNIOY 2018

Ayyelakd Eyke@alika emeloodia

Mpoedpeio: I. MetaAAnvog, M. ManakwvoTavTivomovAog

O&eia @don oxapukwv AEE
M. AitcapSomoulog

Toyxpoveg Oepamneieg otnv oéeia @daon toxaipikwv AEE
0. Kapyiwtng

Aeutepoyevig mpOAnwN petd and AEE
K. OAapmoupiapn

Zulitnon

Mapovciaon kat cu{ATNON EVEIAPEPOVTWV TIEPICTATIKWV
A. Apyupiou, IN. Kapavaaoiog

Tuumepdopata - Afén cuvedpiou
N. Makpng
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ZYNTATOrPA®IKEZ NMAHPO®OPIEZ v To @dppako autd terei uNd oupnAnpwHatikn napakoAoUBnon. Auté Oa enitpéyel TO ypriyopo MPOGSIOPIoHO VEWV
NANPoPOPIdV aoPdAelag. Znteital and Toug enayyeAHAtieg uyeiag va avagépouv onoleadnnote niBavoloyoupeveg aveniBUunTes evépyeleg. BA. napdypago 4.8 yia tov
TPOMo avapopds avenBUpntwy evepyeiyv. 1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ TYSABRI 300 mg, nukvé §1dAupa yia Nnapackeuh §1aAUMAtog npog
£yxuon. 2. MOIOTIKH KAI MOZOTIKH ZYNOEXH Kdbe ml nukvoU SiaAUpatog nepiéxel 20 mg natalizumab. Otav apaiwvetal to §IGAupa Npog £yxucn nepiéxel Nepinou
2,6mg/ml natalizumab. To natalizumab eival éva avacuvSuacpévo e§avBpwnonoinpévo avtiowpa avtl-a4-IVIeyKPivng nou Napdyetal e Hia KUTIApIKN Gelpd pudg PEow
texvoloyiag avacuvduacpol DNA.Ek§oxo Le yvwatn §pdon: Kabe pialidio nepiéxer 2,3mmol (h 52mg) vatpiou.'Otav iaAUetal oe 100ml xAwplouxou vatpiou 9mg/ml
(0,9%) 10 pappakeutikd Npoidv nepiéxel 17,7 mmol (1 406mg) vatpiou. 3. ®APMAKOTEXNIKH MOP®H MMukvé 81GAupa yia napackeun §1aAUpatog npog €yxuon.
AxpwHo, 81auyés éwg eAaPp®G 1p1Sidov SidAupa. 4. KAINIKEE NMAHPO®OPIEE 4.1 Ocpancutikég evdei§eig To TYSABRI evéeikvutal w¢ povobepaneia
TpononoInTIKN tng véaou og eVAAIKEG PE UYNANG Spactnpidtntag unotponidfouca SiaAeinouca okAnpuvon Katd NAGKAg yia TIG akOAOUBEG opadeg aoBevwv: « AcBeveic
He upnAng Spactnpiétntag véoo napd tov NARpn kai enapkn kUkAo Bepaneiag pe touldxiotov pia Bepaneia tpononointikh tng vooou (Disease Modifying Therapy, DMT)
(yia e€aip£oeig Kal NANPOPOPIEG OXETIKA HE TIC NEPIGSOUG éknAuong BA. napdypago 4.4). h « AcBeveig pe taxéwg eeAloodpuevn coPapn unotpomiddouca Siakeinouoa
okAApuvon katd MAdkag, n onoia opidetal and 2 h NEPICOOTEPES UMNOTPONEG Mou npokaloUv avannpia péoa os éva £€10¢, Kai pe 1 A neplocdtepes Gd npocAapBdvouces
BAGBEG oTn payvnukn Topoypagia eykepaAou i onpaviikn at§non oto goptio BAaBV T2 o€ GUYKPION HE MPONYOUKEVN MPAOPATN HAYVNTIKA ToHoypagia. 4.2 Aocoloyia
Kal tpénog xophnynong H £vapén kai n ouvexng napakoloudnon tng Bepaneiag pe TYSABRI 6a npénel va yivetal and e181keupévoug 1atpoUg pe epneipia otn Sidyvwon
Kal Bepaneia VEUPOAOYIKWY KATaoTAoEwy, OE KEVIPA ME £ykalpn NpGoBacn o€ payvntikn topoypagia. £toug acBeveic nou Aappdavouv Bepaneia pe TYSABRI npénel va
xopnyeital n kdpta npogidonoinong acBevou Kal autoi MPENEl va EVREPWVOVTAI YIA TOUG KIVEUVOUG TOU (pAPHAKEUTIKOU Mpoiévtog (BA. eniong to gUANO odnyiwv
xpnong). Metd and 2 xpdvia Bepaneiag, o1 acBevei NPENEl va EVNPEPWVOVTAI €K VEOU YIA TOUG KIVEUVOUG Tou TYSABRI, 181aITépwG yia Tov au§npévo Kivéuvo tng
MpoioUoag MoAueotiakng Aeukoeykepahondabeiag (PML) kai npénel va toug Sivovial odnyieg, KaBWG €niong kal e autoUg Mou TOUG PPOoVTIouV, WG NPoG Ta NPWIKA
onpeia kal cupntpata tng PML. ©a npénel va undpxouv 81aBécipa P£oa yia TV avIPET®NIon avidpdoewy unepeualodnaiag kal npdopacn o payvntikn topoypagia.
Mepikoi aoBeveig evEXETAI Va €XOUV EKTEDEI OE AVOOOKATAOTAATIKG PAPHAKEUTIKG NPoidvia (Mm.x. prto§avipovn, KukAopwaopapidn, aZabeionpivn). Autd ta GpapPaKeuTIKA
NpOI6VIa €X0UV T SUVATGTNTA Va NPOKAAETOUV NAPATETAPEVN AVOCOKATACTOAN, AKGUN KAl IETA T S1aKonn TG Xopnynang 50oewv. Enopévwg, npiv §ekiviael n Bepaneia
He 1o TYSABRI, o 1atpd¢ Ba npénel va eniBePaicyael 6t o1 ev Adyw aoBevei Sev eival avoookateotarpévol (BA. eniong napdypago 4.4). Aocohoyia To TYSABRI 300 mg
xopnyeital péow evoPAERIag £yxuong pia popd Kabe 4 eBdopddes. H ouvéxion tng Bepaneiag Ba npénel va enave€etaotei NPOooeKTIKG oe aoBeveig nou &e Seixvouv
onpeia Bepaneutikol 0PENOUG NEPAV TWV 6 PNV@V. AeSopéva yia TV Ado@dAeia Kal TV anoteAeopatikoTnta tou natalizumab ota 2 £tn npoékuyav and eAeyXOUEVEG,
SINAG TUPAEG peAETeg. Metd and 2 €tn n cuvéxion tng Bepaneiag Ba npénel va enave§etadetal pévo petd and enavagloAdynon evbexdpevou o@éroug kar Kivsivou. Or
aoBeveiG NPENEI va EVNUEPWIVOVTAI €K VEOU YIa TOUG Napdyovieg KivdUvou eugaviong PML, 6nwe n Sidpkeia tng Bepaneiag, n xpAon avoooKataoTaATIKWV MpIV TN
xopnynon tou TYSABRI kai n napoucia avtiicwpdiwy €vavu tou 10U John Cunningham (JCV) (BA. napdypapo 4.4). Enavaxopfiynon Aev éxel anodeixOei n
anoteAEoPATIKGTNTA TNG eNavaxopnynong. Ma v ac@dAeia PA. napdypago 4.4. Eidikoi nAnBucpoi HAkiwpiéva dropa To TYSABRI 8ev cuviatdtal yia xpAon o€ acBevei
GV Twv 65 €16V Adyw EAAEIYNG oToIXeiwv and authv v oudda nAnbucuoU. Neppikii kai nnatiki SuoAeitoupyia Aev €xouv Sie€axBei HeAETeG yia va e§eTacTolv ol
€MISPACEIG TNG VEPPIKNAG N TNG NNATIKAG SUTAEIToupyiag. O unxaviopog yia Ty anoBoAn Kal ta anoteAéopata and th GappakokIvTIKn Tou NANBucpoy unodeikvuouy Ot n
pUBuIoN Socoloyiag ev Ba htav anapaitntn o€ acBeveig Ye vePpPIKh N nnatkn SucAertoupyia. Maisiatpikds nMAnBuopds H aopAAeia Kal n anoteAeopatikdtnta tou
TYSABRI o€ naidid kai epApoug nAIKiag €wg kal 18 €twv dev €xouv Tekpunpiwdei. Agv pnopei va yivel alotaon yia tn §ocoloyia. Ta napdvta diabéoipa dedopéva
neplypdgpovtal otnv napdypago 4.8. Tpdnog xopriynong To TYSABRI npoopiletal yia ev6o@AEBia xpnon. Fa odnyieg OXETKG PE TNV aPAiton TOU PAPHAKEUTIKOU
npoidvtog npiv and tn xopAynon, BAéne napdypago 6.6 g MepiAnyng Xapaktnpiotikwy tou Mpoidvtog. Metd tnv apaiwon, n éyxuon npénel va yivetal yia SiGotnpia nepinou
1 wpag kai ol aoBeveig va napakoAouBoulvtal katd tn SIGpKela TG £yxuong Kal eni 1 wpa PETG v OAOKARPWON TNE YIa TUXOV ONUEIa Kal CUPNTWHATA avTISpdoEwy
unepeuaiodnaiag. To TYSABRI 8ev npénel va xopnyeital wg otypiaia (bolus) éveon epbdou. 4.3 Avtevdei§eig Ynepeuaiobnaia oto natalizumab i og kdnolo and ta
£kdoxa. MpoioUoa noAueatiakn Aeukoeykeparonddeia (PML). AcBeveig pe au§npévo kivbuvo EUKAIPIaKWV AOINWEEWY, HETAGU TWV OMOIWV KAl Ol AVOCOKATEGTAAHEVO!
aobeveig (oupnepiAapBavopévwv ekeivewv nou AauBdvouv avoookataotaltikéG Bepaneieq T ouykekpipuévn NePiodo N ekeivwv Mou eival o€ avoookataotoAn Adyw
nponyoUpevwy Bepaneldv) (BA. napaypdpoug 4.4 kai 4.8). Zuvduacpos He GAAa DMTSs. MVwoTég evepyEg KakoNBEIES, MANV TwV aoBEVV He SEPUATIKO BACIKOKUTIAPIKG
Kapkivwpa. 4.4 Ei8ikég npoeiSonoinceig kar npogulaelq katd tn xpnon Mpoioloa Molueouakn AeukoeykealondBeia (PML) H xpron tou TYSABRI éxel
OUOXETIOTEI PE augnpévo Kivbuvo PML piag eukaipiakig Aoipwgng nou ogeiietal atov 16 JC, n onoia pnopei va anodeixBei Bavatngdpa i va npokaAéael coBapn avannpia.
Adyw autou tou au§npévou KIvsUvou avdntugng PML, ta op€An Kai o kivbuvol tng Bepaneiag pe to TYSABRI Ba npénel va AapBdvovtal ek véou undyn yia kGBe nepintwon
ané tov £181K6 1aTpd Kal Tov i810 Tov acbevn. O1 acBeveig npénel va napakohouBoUvial oe Taktd Xxpovikd Slacthpata kad’ dAn tn Sidpkeia kal Ba npénel va toug Sivovral
o8nyieg KaBWE Kal oTa GTopa NOU TOUG PPOVTIOUV OXETIKA HE Ta MPWIHA ONPEia Kal cupntwpata tg PML. 0 16¢ JC npokaAei eniong JCV veUpwVonddbEela TwV KOKKIWSWY
Kuttdpwv (granule cell neuronopathy, GCN), n oroia éxer avapepOei o€ aoBeveic nou éAapav Bepaneia pe TYSABRI. Ta oupntopata g JCV GCN eival napdpoia pe ta
oupnt®pata tng PML (5nAadn napeykepaibikd alvSpopo). O napakdtw napdyovies KivUvou cuoxetifovial e au§npévo kivéuvo tg PML. « H napouaia aviiowpdtwy
£vavt tou 10U JC. « Aidpkeia tng Bepaneiag, 161aitepa petd and 2 €. Metd and 2 £€wn, 6Aol ol acBeveic Ba npénel va evnuepwBoUV £k VEOU OXETIKA HE TOV KivOUVO
eppAaviong PML pe to TYSABRI. « Xpion avoookatactaAtikev npiv th xoprnynon tou TYSABRI. AcBeveig Betikoi yia avtiowuata évavtl tou 10U JC Siatpéxouv au§npévo
Kivéuvo avantugng tng PML o€ cUykpion pe agBeveig nou eival apvnuikoi yia avuiowpata évavi tou 10U JC. O1 aoBeveig mou €xouv Kai Toug TPEI Napdyovies Kiveuvou
eppaviong PML (8nA. ival Betikoi yia avtiowpata évavt tou 100 JC kai €xouv AdBel Bepaneia pe TYSABRI yia nepioodtepa and 2 £€n kai €xouv AGBel nponyoUpevn
Bepaneia Ye avoooKataotaAtikd) Siatpéxouv onuavtikd uywnAdtepo kivduvo eugdviong PML. e aoBeveic nou éxouv AdPer Bepaneia pe TYSABRI kai givar Ogtikoi oe
avtiowpata évavtl tou 10U JC Kal Sev €Xouv XpNOIHONOINGEl MPONYOUUEVWS AVOCOKATAGTAATIKG, TO ENIMESO TNE AVTIICWHATIKAG AVTANOKpIong évavil tou 10U JC (&eiktng)
OUOXETIeTal He TO ENiMESO Tou KIVEUVOU eppdviong PML. e acBeveis nou Bewpolvial ugnlou kivivou, n Bepaneia pe TYSABRI Ba npénel va ouvexietal Hovo epdoov
Ta 0PEAN UNEPTEPOUV TwV KIVEUVwV. IMa TNV eKTiPNGN Tou KIVEUvou epugaviong PML otig S1dpopeg unoopddeg acBevadv, avatpéSte atig MAnpopopies yia latpolg kai Tt
KateuBuvthpieg 08nyieg Alaxeipiong. E€etdoeic via avuowpata évavu tou 10U JC E€etdoel¢ yia avuowpata évavi tou 100 JC napéxouv NANpogopies othpiéng yia
OTPWHATONoiNcn Tou KIvéuvou tng Bepaneiag pe 1o TYSABRI. Zuviotdtal e§étacn avuiowpdtwy évavi tou 10U JC otov opd npiv and tnv évapgn tng Oepaneiag pe TYSABRI
1 o€ aoBeveig Mou AapBAvouV TO PAPHAKEUTIKO NPOidV Pe dyvwaotn Katdotaon aviiowpdtwy. O1 acBeveig nou eival apvntikoi o€ avtiowpata évav tou 10U JC evbéxetal
va Siatpéxouv akopa kivéuvo eppdviong PML, yia Adyoug 6nw¢ pia véa Aoipwgn and tov 16 JC, Kupaivopuevn katdotaon aviiCwHAtwy h Yeudws apvntikou
anoteAéopatog e€étaong. Zuviotdtal enave€étaon KABe 6 WAVEG Twv aoBevVV nou eival apvntikoi 0 avtiowpata évavu tou 1o JC. Zuviotdtal KOs 6 pAveg n
enave§étaon aoBevidv pe XapnAd Seiktn nou Sev €xouv 10TOPIKG MPONYOUHEVNG XPNONG AVOCOKATAGTAATIKWY, apoU @Tdoouv oto onpeio Bepaneiag twv 2 €twv. H
Sokipacia avtiowpdtwy évavi tou 10U JC (ELISA) Sev npénel va xpnaiponoieitar yia tn 8idyvwon tng PML. H xpnon nAacpagpaipeong i ev6opA£Biag avocoopaipivng
(IVIg) pnopei va ennpedoel oNUAvTIKG TV eppNVeia Twv e§ETA0EWY YIa avuiowpata évavil tou 10U JC otov opd. O1 acbevei ev Ba npénel va eAéyxovial yia aviiowpata
£vavt tou 100 JC o€ 8idotnpa 2 eBSopddwy petd and nAaopagaipeon €aitiag tg apaipeans twv aviiowpdtwy and tov opd h o §IGatnpa 6 pnvav Petd and IVIg (SnAadn
6 pAveG = 5x xpovo nuiogiag Jwng yia avooooaipiveg). MNa NepIoooTePE; NMANPOPOPIEG OXETIKA PE TOV €AEyXO YA avtiowpata évavtl tou 10U JC, BAéne TG MANpopopieg
yia latpougs kai tig Kateubuvtnpieg 08nyieg Alaxeipiong. MapakoAoBnon e yayvntikn touoypagia (MRI) yia tnv PML Mpiv tnv évapén tng Bepaneiag pe 1o TYSABRI, 6a
npénel va eival 8iaBéoiun pia npdéoatn payvnukh topoypagia (MRI) avagopdc (mou éxel AngBei ouvAbwE evidg TwV TEAEUTaiwv 3 pPNvV), Kal npénel va
enavalapBdvetal Toukdxiotov eni etholag Baong. ©a npénel va eetddetal N ouxvotepn NapakoAoUBNoN HE HAYVNTIKEG Topoypapies (n.x. kdBe 3 N 6 pAvec),
XPNOILOMOIOVTAG €va OUVIOHO MPWTOKOAAO, yia aoBeveig mou Siatpéxouv uPnAGTePO kivbuvo PML. e autolc nepidapBdvovtal o §ng: « AGBEVEIG Mou €Xouv Kal Toug
TPEIG NApAyoVIeG KIvEUvou gpgpaviong PML (8nhadn eival Btikoi oe avtiowpata évavt tou 10U JC kar éxouv AdBel Bepaneia pe TYSABRI yia nepioodtepo and 2 €tn Kai
£xouv AdBel nponyoUpevn avoookatactaAtikn Bepaneia), n « AcBeveic pe uPnAd Seiktn avuiowpdtwy évavt tou 10U JC nou €xouv AdBel Bepaneia pe TYSABRI yia
nepIoodTEPO anod 2 £In KAl XwWPi§ NPonYoUHEVO I0TOPIKG avooOoKataoTtaAtiking Bepaneiac. Ta tpéxovia otoixeia unodeikviouv 6Tl 0 Kiveuvog ep@dviong PML sival xapunA6g
o€ upn Seiktn ion N xaunAdtepn and 0,9 kai au§dvetal onpavtika o TpéG Ndvew and 1,5 oe aabeveig nou éxouv AdBel Oepaneia pe TYSABRI yia nepiocdtepo and 2 £€n
(BAéne 1ig MAnpogopieg yia latpoug Kai Tig KateuBuvtnpieg 08nyieg Alaxeipiong yia NepICOOTEPEG NMANPOPOPIES). AEV €XouV Mpaypatonoindei HEAETES yia v agloAdynon
NG anoteAeopatkdtNTag kar tng acpdleiag tou TYSABRI og aoBevei¢ nou aAAdlouv and DMTs pe avoookataotaAtiki §pdon. Aev eival yvwotd edv ol aoBeveig nou
aMAdQouv and autég T Bepaneieg oe TYSABRI Siatpéxouv au€npévo kivsuvo eppdviong PML. Q¢ ek toutou, autoi ol acBeveig npénel va napakoAouBolvral cuxvotepa
(8nA., napdpola pe toug acOeveis nou aAAdfouv ané avoookatactaAtikd oe TYSABRI). To evbexdpevo eppdviong PML Ba npénel va AapBdvetar undyn otn S1apopikn
Sidyvwon onoloudnnote acgBevoug pe KM nou AapBdver TYSABRI o onoiog napoucidel veupoloyikd oupntopata kai/n vEeg eykepalikég BAGBEG atn payvnuikn
Topoypapia. Exouv avapepBei NepINTOEIG acupntwpatikng PML pe BAon tn payvntikn topoypagia kai 6€tikd DNA tou 100 JC ato eykepahovwtiaio uypd. O1 yiatpoi Ba
npénel va avatpéxouv ot NMAnpogopieg yia toug latpols kar tig KateuBuvinpieg O8nyieg Alaxeipiong yla NepPIoOGTEPEG NANPOPOPIEC OXETIKA HE TN Slaxeipion Tou
KIV8Uvou tn¢ PML oe acbevei¢ nou AauBdvouv Bepaneia pe TYSABRI. Av undpxouv unévoieg yia PML i JCV GCN, n nepaitépw xophnynon 86cswv npénel va
Siakoéntetal éwg dtou anokAeiotei n PML. O kAIvikdg 1atpd¢ 6a npéner va aioAoynoel tov acBevn yia va kaBopioer av Ta GUUMTWHATA Eival EVEEIKTIKG VEUPOAOYIKNAG
Suchertoupyiag kai, epooov 10xUel KATI TETOI0, AV TA CUHNTWHATA autd gival TUNIKG tng ZKIM h mbavov unodnAwtikd g PML n tng JCV GCN . Av undpxel onoiadnnote
appiBoAia, Ba npénel va e€etdletal To evaexOpevo Nepaitépw agioAéynong, n onoia oupnepIAAUBAVEl HayvNTIKA TOHOypagia katd npotipnon pe avtibeon (CUYKPITIKA pE
TV payvntikn topoypagia avagopdc nmpo tng Bepanciacg), e§étaon tou eykepalovwtiaiou uypol (ENY) yia DNA 100 JC kai enavaAapuBavOopeveg VEUPOAOYIKEG
agloloynoeig, cUppwva pe TG MAnpopopieg yia latpous Kai Tig KateuBuvtnpieg 08nyieg Alaxeipiong (BA. eknaideutikn kaBodnynan). MOAIG o KAIVIKOG 1aTPAG AMoKAEIoE!
v PML kai/n tnv JCV GCN (av eival anapaitnto, ge tv enavaAnyn kAIVIKQOV €CETA0EwY, EEETACEWY ANEIKOVIONG N/KAl EPYACTNPIAKWV ESETACEWY EQV NAPANEVOUV
KAIVIKEG undvoleg), N xopnynon §6oewv tou TYSABRI pnopei va §avapxioel. O 1atpd¢ Ba npénel va eival og peydAn eypryopon wg Npog ToV VIONIoUS CULNTWHAETWY
unodnNAWTIKWY g PML 11 tng JCV GCN, ta onoia o acBeving evaéxetal va unv Napatnpiaoel (M.x. YVwoTIkd, Yuxiatpikd oupntopata n napeykepalidikd alvspopo). Oa
NPENEI ENIONG Va EVNUEPOVOVTAl 01 A0BEVEIG MPOKEIPEVOU Va MANPOPOPACOUV OXETIKG e TN Bepaneia Toug To GUVIPOPO N Ta Gropa nou gival unelBuva yia TNy Napoxn
Ppovtidag, kKabwe autoi EVEEXETAl va NAPATNPACOUV CUHMTWHATA Ta onoia Sev éxel aviIAn@Bei 0 acBevig. Exouv avapepBei nepiotatkd PML katoniv iakonng tou




TYSABRI o€ aoBeveig o1 onoiol Sev €ixav euppata nou va unodnAwvouv PML Katd th xpovikn otiypn tng Siakonng. O1 acBeveig kai ol 1atpoi Oa npénel va ouvexioouv va
akoAouBouv 1o (810 NpwtdkoAAo NapakoAoUBNONG kal va eival o€ ypRyopan yia TUxOv véa anpeia N CUPNTWHATA Mou Pnopei va urnodnAdvouv PML, yia Sidotnua nepinou
6 pnvv petd tn diakonn tou TYSABRI. Av évag acBevii¢ avanti§er PML, n xopriynon 86oewv TYSABRI npéner va Siakonei pévipa. Metd v anokatdotaocn tou
avooonointikoU CUCTAPATOG OE aVOoOoKATEOTaAEVOUG aoBevei¢ pe PML, éxel napatnpnBei BeAuwpévn ékBaon. PML kai IRIS (DAeypovmbeg SUvSpopo AvocoloyiKAg
Anokatdotaonc) To oUvspopo IRIS napouaciddetal oxed6v oe dAoug toug acbeveic nou avantiooouv PML evd AapBdvouv TYSABRI petd th Siakonn A tnv apaipeon tou
(PAPHAKEUTIKOU MPOIdVTOE, N.X. Je NAacpagaipean. To oUvdpopo IRIS Bewpeital 6T gival To anotéAeopa Tng anokatdotaong TG avoooAoyIKAG AEItoupyiag oe acBeveig
pe PML, nou pnopei va odnynoel o€ coPapég VEUPOAOYIKES EMIMAOKES kal Unopei va eival Bavatngdpo. AcBeveic pe PML nou eAdpBavav Bepaneia pe 1o TYSABRI npénel
va napakolouBolvtar yia v avdntu§n tou ouvspdpou IRIS T0 oroio NAPOUCIAOTNKE EVIOG NUEPWVY €W KAl PEPIKWY EBSOPASWY PETG TNV NAaouaPaipeon Kai va
npaypatonoleital N KAtdAANAN BePANEUTIKA QVTIPETWNION TNG OUOXETIZOUEVNG PAEYHOVAG KaTd TV avdkapyn and tnv PML (yia nepioodtepeg nAnpogopies, BA. TIG
MAnpogopieg yia latpouc kai Kateubuvinpieg 0O8nyieg Alaxeipiong). AOIWOEEIC, oupnePIAAUBAVOUEVWY GAAWY EUKAIPIAKWV AOIWEEWY ANEG EUKAIPIAKESG AOIMWEEIG
€xouv ava@epBei e n xpnon tou TYSABRI, kupiwg o€ acBeveig pe vooo tou Crohn, ol 0Moiol ATV AVOCOKATECTAAUEVOI I GMOU UMNPXE ONUAVTIKA guvvoonpotnta.
Q01600, 0 AUENPEVOG KIVEUVOG AAAWY EUKAIPIAKWV AOIHWEEWY HE TN XPAON TOU PAPHAKEUTIKOU MPOidVIoG o€ AoBEVEIG XWPIG AUTEG TIG ouvvoonpdtnteg Sev pnopei va
anokAelotel €ni Tou Napovtog. Eukaipiakég AoIpwEEI avixveutnkav eniong oe aoBevei¢ pe ZKM nou unoBdAlovtav oe povobepaneia pe TYSABRI (BA. napdypago 4.8).
To TYSABRI au§dvel Tov kivbuvo eupaviong eyke@aAitidag kai unviyyitudag nou npokalolvtal and tov 16 Tou anAoy €printa kai tov 16 avepoBAoyidg-{watnpa. ZoBapéc,
aneIANTIKES yia T {wn kal, 0pICHEVES POPES, BavatnPOPES NEPIMTWOEIG EXOUV avapepBEei KAtd TV eunelpia PETA TNV KUKAOPOPIa TOU NPoidvTog otnv ayopd, o aoBeveig
pe okAfpuvon katd nAdkag nou AduBavav TYSABRI (BA. napdypago 4.8). Edv ekSnAwBei epnntikh eykepaAitida i pnviyyituda, 10 papHaKeuTikd Npoidv Oa npénel va
Siakonei kai 6a npénel va xopnynbei n katdAnAn Oepaneia yia epnntikh eykepaAiuda i pnviyyiuda. H ofeia au@iBAnotpoeidikn vékpwon (OAN) eival pia ondvia
KEPAUVOPOAOG 10YEVAG AoIHWEN TOoU ap@IBANGTPOEISOUG Mou MpokaAeital and 10UG TG OIKOYEVEIQG TwV £PMNTOIOV (M.X. 160G avepoBAoyidg {wotnpa). H OAN éxel
napatmpnOei o€ aoBeveic otoug onoioug xopnyeital TYSABRI kai pnopei duvntikd va npokaAéoel ipAwon. O1 acBeveig nou eppavifouv opOaAHIKG CUNNTWHATA ONWG
pelwpévn onukn oUtnta, epubpdnta kai névo otov opBaipé Ba npénel va napanépnovial yia e§£taon tou ap@IBANoTpoeIols yia OAN. Metd tv kAIvikh Sidyvwaon g
OAN, Ba npénel va e€etdletal 1o evexdpevo diakonng tou TYSABRI o€ autoUc toug acBeveig. O1 ouviayoypagoUvies npénel va yvwpifouv ot undpxel mbavotnta va
EPAVIOTOUV GAAEG EUKAIPIAKES AOIMWEEIG KATA T Sidpkela tng Bepaneiag pe TYSABRI ti¢ onoigg Oa npénel va oupnepiAdBouv atn S1a@opikn §1dyvwon Twv AoIHWEEWY
nou epgavifovial oe aoBeveic nou unopdrrovtar o Bepaneia pe TYSABRI. Av undpxel unoyia eukaipiakng Aoipwgng, n xopnynon §6cewv TYSABRI 6a npénel va
Siakéntetal £w¢ dtou Tétoleg AOIPMEEIG va Pnopei va anokAelotolv péow nepaitépw aglohoynoewv. Av évag acBeving nou AauBdvel TYSABRI avantiger eukaipiakn
Aoipwén, n xopAynon §G0€wWV TOU YAPHAKEUTIKOU NPOTGVTOG Npénel va Siakonei oplotikd. Exknaideutikin kaBodhynan‘OAol o1 1aTpoi Mou NPOKEITal va ouvTayoypapnoouV
10 TYSABRI npénel va e§aopalifouv 6t eivarl evipepol twv MAnpo@opiwv yia latpols kal twv Kateubuvinpiwv 08nyicv Alaxeipiong. O1 1atpoi npénel va oulntolv pe
T0UG aoBeVEiG Ta 0PEAN Kal TOUG KIVEUVOUG Tng Bepaneiag pe TYSABRI kai va toug epodidfouv pe pia Kapta Mpoeidonoinong AcBevoug. ©a npénel va napéxovial odnyieg
otoug aoBevei¢ wote, av avantuouv kdnola Aoipwén, va evipePWoouy 1o yiatpo toug ot unoBdAlovtal oe Bepaneia pe to TYSABRI. O1 1atpoi npénel va oupBouleliouv
TOUG aoBEVEIG OXETIKA PE T onpacia tng adidAeinng xopnynong §6oewy, 181aitepa katd toug NPWIoug Whveg tng Bspaneiag (BA. unepeuaioBbnaoia). Ynepeuaiobnoia
Avudpdoeig unepeualobnaiag €xouv GUOXeTIoTel pe T0 TYSABRI, cUMNEPIAAPBAVOUEVWY COBAPWV CUGTNHATIKWVY avtidpdoewv (BA. napdypago 4.8). O1 avudpdoeig
autég eppavioviav ouvnbwe Katd th SIGpKeIa TG €yxuong N péxpl 1 wpa HETd TV oAokANpwon tng. O kivduvog unepeuaiodnaiag Ntav PEYaAUTEPOG HE TIG OPXIKEG
eyxUoEIG, KaBWG Kal oe acbeveig ol onoiol, éneita and pia apxikh, pIkpAG Sidpkelag €kBeon (pia 1 SUo eyxUoelg) akohouBoupevn and NAPATETAPEVO XPOVIKO Sidotnpa
(TPEIg PAVES N NEPIoodTEPO) XWPIG Bepaneia, enavektéBnkav oto TYSABRI. Qotéoo, 0 kivéuvog avudpdoswy unepeuaiobnoiag Ba npénel va AapBdvetar unéyn yia thv
KGBe xopnyoUpevn éyxuan. O1 acBeveig nNpénel va napakoAoubouvtal Katd th SIGpKela TG €yxuong Kai yia 1 wpa Petd tv oAokAnpwaon tng (BA. napdypago 4.8). Oa
npénel va undpxouv 81aBéaiua péoa yia v avuPET®NIon avuidpdoewy unepeuaiobnaoiag. Alakdyte tn xopnynaon tou TYSABRI kai §ekiviiote Tnv katdAAnAn Bepaneia pe
10 NPWTA ouPNt®Uata h onpeia unepeuaiobnaoiag. Ze aoBeveic nou eppdvioav avtidpaon unepeuaiobnoiag Ba npénel va iakéntetal opiotikd n Bepaneia pe 1o TYSABRI.
Tautdéxpovn BOepaneia pe avoookataotaAtikd Aesv €xel MARPWG anodeixBei n ao@dAeia kai n anoteAeopatkdtnta tou TYSABRI ot ouvbuaopd pe GAAeG
QAVOOOKATACTAATIKEG KAl aVTIVEONAAOHATIKEG Bepaneieg. Tautdxpovn XpNon autwv twv napayoviwv pe 1o TYSABRI evdéxetal va au§noel tov kiviuvo AOIHMEEWY,
GUUNEPIAGUBAVOLEVWV TWV EUKAIPIAKWV AoINWEEWY, Kal avievseikvutal (BA. napdypago 4.3). Ze kAIVIKEG Sokipég ®dong 3 yia tnv K, n tautéxpovn Bepaneia unotponwy
He Bpaxuxpdvia Xopriynon KOPTIKOOTEPOEISWV SEV OUOXETIOTNKE pe AUENUEVO MOCOOTO AOINWEEWV. BPaxuxpovieg XopnynoeIG KOPTIKOOTEPOEISWY Hnopolv va
xpnaolponoinBolv og ouvduacud pe 1o TYSABRI. MponyoUuevn aywyn e avoookataotaAtkéG A avoootpononointikés Bepancieg AoBeVeiG e 10TOPIKG Bepaneiag pe
QaVOOOKATAoTAATIKA pappaka S1atpéxouv augnpévo kivsuvo eppdviong PML. Aev €xouv npaypatonoinBei HeAETeS yia tnv a§ioAdynon TNG ANOTEAECHATIKOTNTAG KAl TN
ao@dAeiag tou TYSABRI oe acBeveic nou aAAdfouv and DMTs pe avocokatactaAtikn Spdaon. Aev eival yvwaotd edv o1 acBeveig nou aAAdfouv and autég Tig Bepaneieg
oe TYSABRI Siatpéxouv aug§npévo kivbuvo eppdviong PML. Qg ek toutou, autoi o1 aoBeveic npénel va napakoAouBouvtal cuxvotepa (SnA., napdpola pe toug aoBeveic
nou aAAdgouv andé avoookataotaAtikG o TYSABRI, BA. MapakoAoUBnon pe payvnukn topoypagia (MRI) yia tnv PML). ©a npénel va divetal npocoxn o acbeveic nou
£AaBav NpéoPata avoooKataotaAtikd WOTe va NePAoEl ENAPKNAG XPOVOG Yia TNV eNAvaPopd oTo PUCIOAOYIKG TG AEItoupyiag tou avoconointikou. Oi Iatpoi Npénel va
agioloyolv KABe PeHOVWHEVN NEPINTWON WOTE va NPoadiopifouv Katd N6co UNAPXOUV CTOIXEId AVOCOKATAaoToAnG npiv and tnv évapgn Bepaneiag pe TYSABRI (BA.
napdypago 4.3). Katd tnv alAayn twv aoBevv and éva GAho DMT oe TYSABRI, npénel va AapBdvetal unéyn o xpévog npiogiag wig Kal o inxaviopog §pdong tg GAANg
Oepaneiag, npokeipévou va anopelyetal pia npdobetn avoooAoyIkh eNidpaon, v Tautdxpova va eEAaxioTonolEital o kivéuvog enavevepyonoinong tng vooou. Zuviotdtal
yevikn e§étaon aipatog (Complete Blood Count — CBC, cupnepIAapBavopévwy twv Aeppokuttdpwy) npiv and v évapén tou TYSABRI yia va Siac@alietal 6u dev
upiotavtal NA€ov ol avoooAoYIKEG EMSPATEIC TNG NponyoUpevng Bepaneiag (SnA., kuttaponevia). O1 acBeveig pnopolv va aAAdgouv kateuBeiav and BAta-IVIEpPePGVN N
o€ikn yAaupapépn oe TYSABRI apkei va pnv undpxouv ev8ei§eIq oxetikwv Slatapaxwv nou oxetidovtal e tn Bepaneia, n.x. oudeteponevia kai Aepgonevia. Katd v
alayn and @oupapikéd SiueBUAECTEPA, N NEPiodo¢ EKMAUCNG MPENEl va gival ENAPKAG YIa TNV avakapyn tou apiBpol twv AepPOoKUTIApwY npiv and tnv évapén tng
Bepaneiag pe TYSABRI. Metd tn Siakonn tng GIvyKoAIHOSNG, 0 apiBPOG TwV AEPPOKUTIAPWY 0TASIaKd EMICTPEPEI GE PUTIOAOYIKO EUPOG EVIOC 1 £wG 2 PNVAOV HETE TN
Siakonn tng Bepaneiag. H nepiodog €kMAuong Npénel va ival ENapkng yia tv avakapyn tou apiBpou Twv AEUGoKUTIApwY Npiv and tnv évapgn g Bepaneiag pe TYSABRI.
H tepipAouvopidn anoBdrietar apyd ané to nAdopa. Xwpig tn Siadikacia taxeiag anopdkpuvong, n kABapon g tepIPAouvopidng and to NAGopa PMopEi va S1apKETE
and PePIKOUG PAVEG €wg Kal 2 £Tn. TuvioTdtal n epappoyn piag Siadikaciag taxeiag anopdkpuvong, onwe opidetar otnv MepiAnyn Xapaktnpiotikwy tou Mpoidvtog tng
TEPIPAOUVOUISNG, N EVAAATKTIKG N NEPiodoG €kmAuCNG Sev Mpénel va gival pikpdtepn and 3,5 pAveG. ANAIteital NPOGOXNA OXETIKA HE TNV MIBAvA TaUTOXPOVN avoCOAOYIKN
Spdon katd v arayn twv aoBevmv and tepipAouvopidn oe TYSABRI. H aAeptououpdpnn €xel 1I0XUph NAPATETAPEVN AVOCOKATAGTAATIKA Spdaon. KabBw¢ n npaypatikh
S14pKeIa authg tng Spdong Sev eival yvwotn, Sev ouviotdtar n évapgn tng Oepaneiag pe TYSABRI petd tnv aAeptoudoupdunn, ektog £4v ta oQEéAN UNEPTEPOUV 0APWG TWV
KIVUVWV Y10 TOV OUYKEKPIUEVO aoBevin. Avoooyovikdtnta Mapo€Uvoelg tng vooou h cUPBAVTA Mou OXETIZoVTal e TNV £yXuon eVEEXETAl va UNOSNAWVOUV thy avdantuén
avtiowpdtwy évavtl tou natalizumab. e autég TG nepINtoelg, Ba npénel va agioAoynBei n Napoucia aviiowpdtwy Kai, av autd napapévouv Betikd katd v e§étaon
enmiBePaiwong petd andé touldxiotov 6 eBSouddec, n Bepaneia Ba npénel va Siakontetal, KABWE n eMIPévousa NAPOUTIA AVIICWHATWY OXETICETAl HE ONPAVTIKA PEiwon
otnv anoteAeopatikétnta tou TYSABRI kal pe au§npévn enintwon avudpdoswv unepeuaiobnaoiag (BA. napdypago 4.8). Kabw¢ o1 aoBeveic pe apxikh HIkpNAG S1dpKeiag
£kBeon oto TYSABRI, akohouBoUpevn and napatetapévo xpoviko Sidotnua xwpi¢ Bepaneia S1aTpExouv UYPNAGTEPO KiVEUVO €u@AVIONG avTIOWHATwY évavil Tou
natalizumab kai/f unepeuaiabnaoiag katd tnv enavaxopnynon twv §6cewv, Ba npénel va afioAoyeital n Napousia aviiowHdtwy Kal, av autd napapévouv OeTikd katd thv
egétaon eniBePaiwong Petd and touhdxiotov 6 eBSoUGdEG, o acBevig dev Ba npénel va AapBdvel nepartépw Bepaneia pe TYSABRI. Hnaukd nepiotatikd ToBapég
auBdppnteg avenBUPNTeG evépyeleg nNaukng PAGBNG avagépBnkav katd t edon g KUKAOPOPIag Tou NPOTdVIoG otnv ayopd. AUTEG ol nnatikég PAGReG evbéxetal va
£HPavIoToUV 0MoIadAMOTE oTIYUN Katd th SIdpKela tng Bepaneiag, akopa Kal HETA T XOpAYNoN NG NPWING SG0NG. € KAMOIEG NEPINTWOEICG, N AVIISPACN ENAVEUPAVIOTNKE
Katd v enavévapgn tng Bepaneiag pe TYSABRI. Mepikoi aoBevei¢ pe nponyoUpEVo 1TPIKG IGTOPIKG N GUGIOAOYIKAG SOKILAGIAg TN NNATIKAG AEIToupyiag napouciacav
€MBEIVWON TNG PN PUCIOAOYIKNAG SOKIPACIAg TG Natikng Artoupyiag evoow Adppavav Bepaneia pe TYSABRI. O1 acBeveic 6a npénel va napakoAouBouvtal katdAAnAa
avapopIkd pe 1atapaxég tng NNATIKAG Aeitoupyiag kai va AapBdvouv o8nyieg va eNIKoIVwvoUV HE TV YIATps TOUG O€ MEPINTWwOon Nou eNpaviotolv onpEia Kal oupntopata
nou UNodnAWVoUV NNAtikN BAGRN, OMwg IKTEPOG Kal EUETOC. € NEPINTWOEIG CNUAVTIKAG NNATIKAG BAGBNG, n xopriynon tou TYSABRI 6a npénel va Siakéntetal. Alakonn
g Bepaneiag pe TYSABRI Av Ang6ei n andégpacn va otapataoel n Bepaneia pe 1o natalizumab, o 1atpdg npénel va yvwpiel 6T to natalizumab napapével oto aipa kai
£XEI PAPHAKOSUVAPIKEG EMSPATEIC (M.x. au§npévo apiBud AepPokuTIdpwy) yia nepinou 12 eBSopddeg Petd tnv teheutaia §éan. H évap&n dAAwv Bepaneidv péoa o' autd
10 81Gotnpa Ba €xel WG anotéAeopa Ty tautéxpovn £kBeon oto natalizumab. Ma ApPAKEUTIKE NPoidvta ONwg N IVIEPPEPOVN Kal N oIKA yAaupapépn, Tautéxpovn
£KBEON AUTAG TNG SIAPKEIAG SEV CUOXETIOTNKE PE KIVEUVOUG wE MPOG TNV AoPAAEIa oTIG KAIVIKEG SOKIUEG. Agv undpxouv iaBéoipa dedopéva oe aoBeveig pe ZKM oxetikd
HE TNV TAUTOXPOVN £KOEDN PE AVOCOKATACTAATIKA PAPHAKa. H XpNon Twv GpapHAKEUTIKWV MPOIGVIWV autdv Aiyo HETd th Siakonn Tou natalizumab evdéxetal va odnynaoel
o€ eMnpOoBeTn avoookatactaAtikn §pdon. Autd Ba npénel va AapBAvetal NPOCEKTIKG UNOYN KAtd Nepintwon o€ kGBe aoBevn kal evbéxetal va eival anapaitntn pia
nepiodog éknAuong tou natalizumab. Bpaxuxpovieg XopnyNOEIG GTEPOEISKV MOU XPNOIHOMNOIOUVIAI YIA TNV AVIIHETWION TwV UMOTPOMN®Y SV OUOCXETIOTNKAV e algnon
TwV AIPWOEEWV Katd TG KAIVIKEG SokipEéC. Mepiexduevo tou TYSABRI og vdtpio To TYSABRI nepiéxel 2,3mmol (h 52mg) vatpiou avd @iaAisio ¢appakeutikoy npoidviog.
‘Otav d1aAUetal og 100 ml xAwplouxou vatpiou 9mg/ml (0,9%) autd 10 YAPHAKEUTIKO MPOIdV nepiéxel 17,7mmol (h 406mg) vatpiou avd §6an. Na AapBdvetal undyn
ané aoBeveig oe Siarta eAeyxdpevou vatpiou. 4.5 AAAnAembpdoeig pe GAAa Pappakeutika npoidvra kai GAAeg poppéc alAnAenidpaong To TYSABRI
avievdeikvutal og ouvduaopd pe GAAa DMTs (BA. napdypago 4.3). AVooonoINCEIC € HIa TUXAIONOINPEVN, avoixth PEAETn 60 acBevv pe unotpordlouca KM Sev
unnpge onpavtikn S1agopd atn XUPIKA avoooAoyIKN avtandkpion e avapvnotikd epBoAiacpd (1o§oeIS£G Tetdvou) Kal NapatnPnRBNKe HOVo pia EAappd kaBuoTtepNpEVN Kal
HEIWHEVN XUPIKA avooOAOYIKN avianokpion ato veoavilyévo KLH (keyhole limpet haemocyanin- tnv aipokuavivn ané netaAideg Megathura crenulata) o€ acBeveic nou
unoBAnBnkav oe Bepaneutikn aywyn pe 1o TYSABRI yia 6 UAVEG O GUYKPION pe TV opdda eA€yxou nou Sev éAaBe aywyn. Aev €xouv peAetnBei {cdvta epfoAia. 4.6
Fovipétnta, kUnon kai yahouxia Kinon MeAéteg oe {wa €xouv Seifel avanapaywyikh to§ikdtnta. AeSopéva nou npokUNTouv anoé KAIVIKEG SOKIMEG, and £va NPoontiko
HNTPO KUNONG, and NepioTatikd HETd TNV KukAogopia Tou pappdkou otnv ayopd kai and tn Siabéaiun BiBAloypagia Sev katadeikviouv enidpacn tng €kBeong o€
TYSABRI otnv €kBaon tng eyKUpPooUvNG. £10 OAOKANPWHEVO MPOONTIKG HNTPWO KUNGNG yia to TYSABRI nepiAapBdvoviav 355 NepINtwoel§ EYKUPoaUvng TwV OMnoiwv ol




ekBdoeig ntav Siabéoipeg. Ynnp&av 3 16 yevvnoeig JWVIwVY VEOYV®Y, OTIG 29 €K TwV OMOoiwv avapépONKav CUYYEVEIG avwpaies. Aekaégl and tig 29 katnyoplonoiménkav
WG HEIfoVES avwpaAieg. To M0GOOTO TwV aVWwHANIWY Eival VTioTOIX0 TWV NOCOTTWY Nou avapépdnkav o€ AAAa pNTPWa KUNONG OTa onoia GUPHETEIXav acBeveig pe K.
Agv UNGPXOUV CTOIXEIQ MOU Va anodeIKVUOUV £Va OUYKEKPIPEVO HOTIBO ENPAVIONG YEVETIKWV aVWHAAIOV He T Anyn tou TYSABRI. Ze nepioTatikd ano tn Snuocieupévn
BiBAloypagpia avapépBnkav napodikn fnnia £we Pétpia BpopBonevia kai avaiyia, o1 onoieg NapatnpnBnkav ae BpEPn yuvaik®yv nou eixav ektedei oe TYSABRI katd 1o
TPITO TPIPNVO TNG EYKUPOOUVNG TOUG. TUVEMWG, OUVIOTATAl Ta VEOYVA YUVAIKWV MOU €KTIOEVTAl OTO (PAPUAKEUTIKO MPOTGV KATd tn SIGPKEI TOU TPITOU TPIUAVOU TNG
£yKupooUvng va napakoAouBoulvtal yia mbavég aipatoAoyikég avwpalies. Av pia yuvaika peivel éykuog eved AapBdvel to TYSABRI, 6a npénel va e€etaotei n nepintwon
S1akonng tng Oepaneiag e T0 PAPUAKEUTIKG Npoidv. Katd tv a§loAdynan tou op£Aoug-kiveUvou and t xpnon tou TYSABRI katd tn S1dpkeia tng eykupooUvng Ba npénel
va AapBdvetal undyn n kAIVIKA katdotaon tou acBevoug Kal n mOavh eNCTPoPn NG eVEPYOTNTAG TNG VOOOU HETA T S1aKOMA TOU PAPUAKEUTIKOU MPOTOVTOG. ©ONAAoU6C
To natalizumab anekkpivetal oto avBpwnivo ydAa. H enidpaon tou natalizumab ota 6nAdZovta veoyévvnta/Bpépn ival dyvwotn. O BnAacpog npénel va Siakéntetal katd
v 8idpkeia g Bepaneiag pe to TYSABRI. Covipétnta Meiwon tng yovipdtntag twv OnAéwv IVSIKWVY X0IpISiwVv NapatnpABnKe oe pia HEAETN pe §A0EIG nou unepéBaivav
1 §60n yia tov dvBpwno. To natalizumab &ev ennpéace tn yovipétnta twv appévwv. Oewpeital pdAov aniBavo 6t to natalizumab 6a ennpsauel g emdOoEI NG
yoviudtntag otov GvBpwro HETd and tn péyiotn ocuvictwpevn §oon. 4.7 Embpdoeig otnv 1kavétnta o8Aynong Kai Xeipioy patwv Aev €xouv
npaypatonoinBei HEAETEG OXETIKA He Ty enidpacn tou TYSABRI otnv ikavdtnta o8nynong Kai XeipiopoU pnxavnpudtwy. Qotdoo, SeSopévng tng ZuAnc nou éxel avapepBei
ouxvd, ol acBeveig nou epgavifouv aut v avembUpntn aviidpaon 6a npéner va oupBouledovial va pnv odnyolv N va xelpiovial pnxavipata péxpl auth va
unoxwpnoel. 4.8 Aveni@UpNteg evEpyEIEg ZUvown Tou NPoiA aoQAAEIAg € EAEYXOUEVES PE EIKOVIKO PAPHAKO SOKIEG O 1.6 17 aoBeveic pe KT nou unofAnGnkav
o€ Bepaneia pe 1o natalizumab yia Sidotnpa péxpi 2 €16V (1KOVIKO pdppako: 1.135), eppaviotnkav avemBUPNTEG eVEPYEIEG MOU 08ynoav oe Siakonn tng Bepaneiag oe
nocootd 5,8% twv acbevwv nou éAaBav Bepaneia pe natalizumab (eikovikd @dpupako: 4,8%). Katd tn §idpkeia tng S1ET0UG NEPIGEOU TwV HEAETWY, T0 43,5% Twv
aoBevdv nou unoPAnBnkav oe Bepanceia pe natalizumab avépepav avemBUpnTeg evépyeleg ToU Pappdkou (eikovikd gdppako: 39,6%). H uynAdtepn ocuxvotnta
avenBUPNTWY EVEPYEILV MOU MPOEKUYAV and SOKIPESG EAEYXOMEVES HE EIKOVIKO GApHaKo oe aoBeveig pe okARpuvon Katd nAdkag otav to natalizumab xopnyeital otn
ouviotwpevn §6on, avagépbnkav w¢ {AAn, vautia, Kvidwon kai piyog oxeudépeva pe v éyxuon. KatdAoyog aveniBUuntwy EVEPYEIOV O HOP@N Nivaka AveniBUuNteg
£VEPYEIEG MOU avapépOnkav pe o natalizumab pe enintwon katd 0,5% peyaAltepn and ekeivn Nou avaEéPONKE e T0 EIKOVIKO pApUako napoucidovial Napakdtw. O
avenmBUPNTES EVEPYEIEC AVAPEPOVTAI HE TOUG MPOTIHWHEVOUG OPOUG TG ouvenkng MedDRA oUp@wva pe Tnv KUpIa Katnyopia opydvou cuotipatog tng MedDRA. O1
ouxvotnteg opidovtal wg e€AG: Zuxvég (= 1/100 €wg < 1/10), 6x1 ouxvég (= 1/1000 éwg < 1/100). Eviég KGOe katnyopiag ouxvotntag ePpaviong, ol avenbuunteg
evépyeleg napatiBeviar katd eBivousa oeipd cofapdintac. Katnyopia/opyaviké cUotnpa ouppwva pe tn Bdon dedopévewv MedDRA AoIUWEEIC KAl NAPACITOTEIC
Tuxvég: Oupoloipwén, Pivopapuyyitda Alatapaxég TOU avogomoINUKOU QUCTANATOC SUXVEG: Kvidwan, Oxi ouxvég: YnepeuaioBnoia_AIQTapaxég ToU VEUPIKOU
0UCTAPATOG SUXVEG: Kepahalyia, ZaAn, Oxi ouxvég: MpoioUoa MoAueotiakn Agukoeykepalondbeia (PML) Aldtapax£g ToU yaoTpeviepIkoU Fuxveg: Epetog, Nautia
AIQTAPAXEC TOU UUOCKEAETIKOU OUCTAUIATOC Kal ToU SUVSETIKOU 10ToU SUXVEG: ApBpalyia Cevikég Siatapax£g kal KAaTaoTaoelg N 050U xoprynong Suxvég: Piyn, Mupegia,
Koénwon. Neplypa@n emideypévwv avemBUuntwy eVEPYEIOV AVIISpUoelC oty €yxuan e eAeYXOMEVEG SIETEIG KAIVIKEG SOKIUEG o aoBeveig pe ZKI, opiotnke wg
avemBUupnTn evépyeia OXETIKA PE TNV £yXUcn pIa avemBupntn evépyeia mou cupBaivel KAtd th SIGPKEIA TG €yXuang N evidg piag vpag and v oAoKARPwaon tng. AUTEG
ouvéBnoav og 23,1% twv acBevdv pe ZKM nou unoBAnBnkav oe Bepaneia pe natalizumab (eikovikd @dppako: 18,7%). Tug avenBUpNTeS EVEPYEIEG MOU avapEépoviav
nio ouxvd Pe to natalizumab and 6u pe 1o €iKovIkG @dppako nepidapBdvoviav {aAn, vautia, kviswon Kai piyn. Avudpdoeic vnepevaiobnoiac Te SIETEIG EAEYXOUEVEG
KAIVIKEG SOKIUEG 0 a0Beveic pe ZKIM, avudpdoei§ Unepeualobnoiag upaviotnkav o€ Nooootd Twv aoBevmV £ws 4%. AVaQUAAKTIKEG/ avapUAAKTOEISEG avudpdoeig
gp@aviotnkav oe Alyotepo and 1% twv acbevwv nou Adupavav TYSABRI. Avudpdoei unepeuaiobnaiag epgavifoviav ouvnBwe Katd t SIdpKeia tng éyxuong A eviog
XpoVIKoU 81a0TApatog 1 dpag PETd tnv oAokANpwon tng (BA. napdypago 4.4). Katd v epneipia PETd tnv KUKAOPOPIa Tou NPOidvIog, unnp§av avapopEs avudpdoewv
unepeuaiobnaiag o1 onoieg onpeiwONKav e €va M NEPICOGTEPA and Ta NApakdtw cuoxet{OpEVaA oupntwpata: undtaon, unéptacn, Bwpakikd diyog, Bwpakikn Suagopia,
Suonvola, ayyelooidnpa, emnAéov Mo ouvNBIoPEVWY OUNMTWUATWY 6Nw¢ e§avOnpa Kal kviSwon. Avoooyovikéinia Y& Nocooté 10% twv aoBeVMOV avixveUTnkav
avuo®yata £vavi tou natalizumab o€ eAeyxOPEVES KAIVIKEG SOKIHEG 2 €TV Nou €yivav o€ acBeveig pe ZKM. Emipévovta avu-natalizumab avtuiowpata (pia Bgtikn e§étaon
nou avanapdyetal Katd tov enavéAeyxo Toukdxiotov 6 BSouddeg apydtepa) avantuxbnkav o€ nepinou 6% twv acBevV®V. AVTIOWHATA avIXVEUTNKAV HOVO OF pia
nepintwon o€ éva eninAéov 4% twv acBevedv. H enipévouca napoucia aviiowHATwWY CUCXETIOTNKE PE ONUAVTIKN HEiwon otnv anoteAeopatikdtnta tou TYSABRI kai pe
augnpévn enintwon twv avuidpdoewy unepeuaiodnoiag. Zug emnAéov avuidpdoeig Nou OXeTioviav pe TV €yXuon Kal HE TNV EMIPEVOUCA MAPOUCIa AVIICWHATWY,
nepiAapBdvovtav piyn, vautia, €PeTog kai €Eayn (BA. napdypago 4.4). Av, petd and nepinou 6 pnveg Bepaneiag, UNdpxel unoyia yia eNiPévouca Napousia aviiCWHATwY,
£ite Adyw PeIwpévng anoteAeopatikdtntag eite AOyw EPPAVIONG GUPBAVIWY OXETIKWV HE TNV €yXUon, Autd PNopoUv va avixveutouv Kai va eniBeBaiwboly pe pia enduevn
£€étaon 6 €BSopadeg petd v Npwn Betikh e€étaon. Aedopévou Otl pnopei va peiwdei n anoteAeopatikdtnta n va au§nbei n enintwon g unepeuaiodnaiag h twv
avudpdoewv nou oXetiovial Pe TNV £yxuon oe €vav acBevn Pe enpévova avtiowuata, n Oepaneia Oa npénel va Siakdntetal o aoBeveig nou avantiooouv enipévouca
napoucia avuowpdtwy. Aouwéeic ovunepidauBavougvne tng PML Kai eukaiplakée Aoluaeic e SIETei EAEyXOUEVEG KAIVIKEG SOKINEG o aoBevei pe ZKI, 10 nocootd
Aoipwéng Atav nepinou 1,5 avd acbevi-£1o¢ 1000 otoug acBeveic nou éAaBav to natalizumab 600 Kal GTOUG ACOEVEIG TOU EIKOVIKOU Pappdkou. H Uon twv AoIHOEEWY
Atav yevikd napépola otoug aceveig nou éaBav to natalizumab kai otoug acbeveig nou éAaav o ikovikd dppako. Mia nepintwon Sidppolag and kpuntoonopidio
avaQEPBnKe oe KAIVIKEG SOKIPEG KM, Ze GAAEG KAIVIKEG SOKIPEG, £XOUV avapepBEel NEPINTAOEIG EMNPOOOETWVY EUKAIPIAKWV AOIHWEEWY, HEPIKEG ANG TG OMoieg Atav
Bavatngdpes. H nAeloyngpia twv acBevmv Sev Siékoye tn Bepaneia pe natalizumab katd t Sidpkeia Twv AoIpWEEWV Kal Pe TV katdAAnAn Bepaneia unnpge avdkapyn.
e KAIVIKEG SOKIpES, AolpmEelg and épnn (16¢ avepoPAoyidg-{watnpa, 166 Tou anAol €pnnta) eppaviotnkav eEAaPP®E ouxvotepa o€ acBeveig nou eAduBavav 1o
natalizumab an' 6u oe acBeveig nou eAdpBavav to €ikoviké pdppako. Katd v euneipia PETd v KukAopopia Tou Npoidviog atnv ayopd, unnpgav avapopés coBapwv,
aneIAnTIKWV yia tn {wh Kal, OPICHEVES POPES, BavatnPOpwV NEPINTWOEWV EYKEPAAITISAG Kal Pnviyyitidag nou eixav npokAnBei ané tov 16 Tou anAoU épnnta 1 Tov 16
avepoBAoyidg-{wotnpa, oe aoBeveig pe okAnpuvon katd nAdkag nou AduBavav TYSABRI. H Sidpkeia tng Oepaneiag pe 1o TYSABRI npiv and v ekdnAwon kupaivotav
and Aiyoug pnveg €we apketd £tn (BA. napdypago 4.4). And v epneipia PETA Thv KUKAO@opia otnv ayopd, éxouv napatnpnBei ondvieg nepintcoei OAN oe acBeveig
nou AapBdvouv TYSABRI. Opiopéva MePIoTATIKA €XOUV EPPAVIOTEI 0 aoBeVEiG He AOINWEEIC TOU KeVIPIKOU veupikoU ouothpatog (KNZ) and épnnta, (M.x. pnnTIKN
unviyyituda kar eykepaliuda). Zopapd nepiotatikd OAN, nou ennpeddouv eite Tov évav eite auPOTEPOUG Toug 0POaApoUG, 08nynoav oe TUPAWON OE OPICHEVOUG ACBEVEIG.
H Bepancia nou ava@épbnke oe autd ta NeploTatikd nepIAduBave avtiikn Bepansia Kal o OpIOHEVES NEPINTWOEIC XEIPOUpYIKA enéuBaon (BA. napdypago 4.4).
AvapépBnkav nepintedoeic PML and KAIVIKEG SOKIUEG, HEAETEC NAPATAPNONG HETA TNV KUKAOQOpPia otnv ayopd kai and tv nabntikh napakoAoubnon PETd thv Kukhogpopia
otnv ayopd. H PML ouvnbw¢ odnyei oe coapn avannpia i 6dvato (BA. napdypago 4.4). Exouv eniong ava@epBei nepintcdoeig JCV GCN katd t S1dpkeia tng xphong tou
TYSABRI petd tnv kukAogopia atnv ayopd. Ta cupntwpata tng JCV GCN eival napdpola pe autd tng PML. Hiatikd nepiotatikd AuBépunta nepIoTatikd coBapw@y NNATIKWOV
BAaBwv, au§npévv nnatkwv eviUpwy, unepxoAepubpivaipiag éxouv avapepBei katd T don Ing KUKAoPopiag Tou NPoidvtog otnv ayopd (BA. napdypago 4.4). Avaiuia
kai aigoAutikA avaiyia ToPapd NePICTATIKG avaipiag kal aMoAUTIKAG avaipiag éxouv avapepBei ondvia oe aobeveig nou unoBAnBnkav oe Oepaneia pe TYSABRI o€ peréteg
napatpnong LETA TNV KUkAogpopia atnv ayopd. KakorBeiec Katd tn 81Gpkeia Twv 2 €160V Tng Bepaneiag v napatnpndnkav 1apopég oTa Noooatd eniMwaong 1 otn guon
TWV KaKoNBEIV PETAgy Twv acbevav nou unoBAnBnkav oe Bepaneia pe to natalizumab kai ekeivwv nou éAaBav €1KovIkG pdpuako. Qotéoo, anaiteital n napatipnon
HeyaAUtepwv Siaotnpdtwy Bgpaneiag npiv va eival Suvatév va anokAeiotei onoiadnnote enidpacn tou natalizumab oe kakonBeleg. BA. napdypago 4.3. Emépdoeic o
£pyaotnplakéc e€etdoeic Te SIetei¢ eAeyXOEVEG KAIVIKEG SOKINEG ot aoBeveic pe ZKI, n Ogpaneia pe 10 TYSABRI GUOXETIOTNKE HE QUENOEIG 0TA KUKAOPOpPOUVTa
AeppokUttapa, HovokUTiapa, nwaoivopiAa, Baced@iAa kar edndpnva epubpokuttapa. AUENOEIG Twv OUSETEPOPIAWY Sev Napatnpnbnkav. O QUEACEIG TWV APXIKWV TIHWV
yia ta AepgpokUtiapa, HovokUTtapa, Nwolvo@iAa kail Baced@iAa kupaivovtav and 35% £w¢ 140% yia HEHOVWHEVOUG TUNOUG KUTIAPwYV, AAAG o HECEC TINEG Napépeivav
EVIOG TV PUOIOAOYIKWVY EMINESwV. Katd tn Sidpkeia tng Bepaneiag pe TYSABRI napamnpnbnkav pHIKPEG PEIWOEIG otnv alpoopaipivn (péon peiwon 0,6 g/dl), otov
QIPAToKpitn (péan peiwaon 29%) kai oTov apiBud Twv epuBpoKUTIApwY (uéon peiwon O,1 x 10%/1)."OAeG o1 HETABOAEG OTIG AIMATOAOYIKES HETABANTEG ENETTPEYAV OTIG NPO
¢ Bepaneiag UPEG, ouvRBWE evidg 16 eBdopddwy and v teAeutaia 60N TOU YAPHAKEUTIKOU NPOTGVTOC Kal ol HETABOAEG Sev oUOXETIOTNKAV PE KAIVIKG oupntapata.
Katd tnv epneipia petd v kukAopopia tou nNpoidviog, unnpéav eniong avapopég nwaivo@iAiag (apiBpdg nwaoivo@idwy > 1.500/mm?) xwpig KAIVIKG cupntopata. £ug
nePINTWOEIG Onou n Bepaneia pe TYSABRI Siakonnke, ta au§npéva enineda nwaoivo@ilwv unoxwpnoav. aibiatpikéc nAnBuoudc SoPapég aveniBUUNTEG EVEPYEIEG
agloloynBnkav o 62 1 naidiatpikols acOeveig pe ZKIM nou cupnepIAngOnoav oe pia peta-avaiuon. EVIOg Twv NEPIOPIoUWY QUT®V Twv SeSopévwy, Sev Slaniotbnkav
Vvéa onpata ac@dAelag o€ autdv Tov NANBUCHO aoBevV. 1 MEPIOTATIKO EPNNTIKAG HNVIYYITISAg avapépBnke otn peta-avaAuon. Aev S1aMICTWONKE Kavéva NePIOTatiko
PML otn peta-avdiuon, wotéoo, éxel avapepBei PML oe naiSiatpikoUs acbeveic nou éapav Bepaneia pe natalizumab petd tnv kukAogopia otnv ayopd. Avagopd
mBavoloyoUpevwy avemBiuntwy evepyeldv H avapopd mbavoloyoUpevwy aveniBUUNTWV EVEPYEIV HETA and th xoprnynon A8E1a¢ KUKAOPOPIAg TOU PapPaKEUTIKOU
npoiévTog eival onuaviikn. ENitpénel t ouvexn napakoAoUBnan tng ox€ong oPEAOUG-KIVEUVOU TOU GpapUAKEUTIKOU MPOIGVTOE. ZnTeital and Toug enayyeApatieg uyeiag va
ava@épouv onoleadnmnote MiBavoAoyoUpeveg aveniBUUNTEG evéPYEIEC PEOW Tou €OvikoU ouothpatog avagopds: EAAGSa EBvikog Opyaviopds ®appdkwvy,
Meooyeiwv 284, GR-15562 XoAapyog, ABriva, TnA: + 30 21 32040380/337, ®af: + 30 21 06549585, Igtétonog: http://www.eof.gr Kinpog ®appakeuTIKEG
Ynnpeoieg, Ynoupyeio Yyeiag, CY-1475 Aeukwaia, ®ag: + 357 22608649, lotétonog: www.moh.gov.cy/phs 4.9 YnepSoooAoyia Aev avapépOnke kapia nepintwon
unepdoooloyiag. 7. KATOXOEZ THE AAEIATZ KYKAO®OPIAE Biogen Idec Limited, Innovation House, 70 Norden Road, Maidenhead, Berkshire, SL6 4AY Hvwpévo
Baoikeio 8. APIOMOZ(OI) AAEIAZ KYKAO®OPIAX EU/1/06/346/001 9. HMEPOMHNIA MPQTHEZ

EMKPIZHZ/ANANEQEIHE THE AAEIAZ Hpepopnvia npwng £ykpiong: 27 louviou 2006 Huepopnvia teAeutaiag

avavéwong: 18 Anpihiou 2016 10. HMEPOMHNIA ANAGEQPHIHE TOY KEIMENOY 02/2017 Aentopepn BonBnote va yivouv ta pdppaka nio acpain kai
MANPOPOPIAKA OTOIXEIQ YIa TO NAPOV PAPHAKEUTIKO NPOIGV ival S1aboipa otov SiKktuakd tono tou Eupwnaikoy AV“}P‘EPEW )

Opyaviopol ®appdkwv: http://www.ema.europa.eu. Tpénog 81a8gong: Me NepIOpICHEVN 1ATPIKA ouvtayn: Movo OAEES '3’;:'9""";“ EVEPYEIEC yia

yia NoookopeIakn Xpnon and yiatpd pe katdAAnAn eidikeuon kai epneipia. TIMH: Evbeikukn Tiph (N.T.): ZuunAnpdsvovtucttr:‘\’r ‘PIEI:':TNH KAPTA”

TYSABRI CS. SOL.INF 300MG/ 1 5ML VIAL BTx1VIALX15ML: 1.123,61€.
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& FENIKEXZ NAHPOOOPIEX

HMEPOMHNIEZ KAI XQPOX AIEZATQIHx

TOY XYNEAPIOY

To 5° EKMaISeuTIKO Zepvaplo pe Bépa: «<Huépeg
Nevpoloyiag kat Mpwtofdaduia Mepi®alyn»
npaypatomoleital otnv Mdtpa, oto =evodoyeio
Patra Palace, 8 - 9 louviou 2018.

TPAMMATEIA XYNEAPIOY
H ypapparteia Oa Aertoupyei kab” 0An tn Sidpkela
Tou EmotnuovikoU Mpoypdupatog Tou Tuvedpiou.

EITPAQEZ
H eyypaen oto ekmaideutiko oepvapto givail dw-
pedv.

EMNIZHMH TAQXZA
H emionun yAooa tou Zuvedpiou givat n ENAvikh.

EKOEZH

2710 mhaiolo Tou Zuvedpiou Slopyavwvetal ékBeon
ETAIPELWV TIOU SPACTNPIOTTOIOUVTAL OTO PAPLAKEU-
TIKO Ywpo.

KAPTEXZ XYNEAPQN (BADGES)

Ot kdptec ouvédpwv (badges) Ba mapadidovrat amd
T Mpapateia Tou Zuvedpiou Kal ival amapaitnTeg
yla v €icodo 1600 6ToUC CUVESPIAKOUE XWPEOUE
000 Kal oTnV €kBean, Kab' 6An ) Sidpkela Tou Xu-
vedpiou. Itnv gicodo kdbe aibouoag Ba umdpyel
ovoTnua barcode.

BEBAIQXEIX MAPAKONOYOHZHX
Ma v mapahafn ¢ BePaiwong mapakoloudn-
ong, pe Baon tnv eykUkAo Tou EOQQ, amarteital n
TapakoAouOnon Tou 60% Tou GUVOAIKOU XPOVOU
TOV EMOTNUOVIKOU TTPOYPAUMATOG,

YYNEXIZOMENH IATPIKH EKMAIAEYZH (CME)

To Zuvédplo alohoyeital pe 15 pdpla Zuvexi(o-
pevng latpikng Ekmaidevong (CME - CPD) ané tov
MaveAvio latpikd ZUANoyo, apolfaiwg avayvw-
piotua amé Oheg TiG xwpeg TG Eupwmaikrig Evwong.

KENTPO NAPAAOZHX KAl AOKIMHX
MAPOYZIAZEQN

Kata tn Siapkela tou Zuvedpiou Aertoupyei KEVTpo
mapadoong kat SOKIUAG TAPOUCIACEWY OTN YPAW-
pateia. Ot opAnTég mapakaAouvvtal va mapadidouv
0€ AUTOV TO XWPO TO UAIKO TWV EICNYNOEWY TOUG
(USBs, CDs) touldytotov 800 (2) wpeg mpv TV
évapén ¢ optAiag Toug,

MpoPAémovtal ta £€1¢ OmTIkoakouoTIKA Méoa:
« H/Y ,Office 2010 ) mpoyevéoTtepo
Data video Projector
(Power Point Presentation).
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Me nepioodtepa and 20 ypovia KAWVIKAG spnatf')'laq 12
10 Rebif® cuveyiCel va npoxwpdel pnpootd % o T




MEPIAHWH XAPAKTHPIZTIKQN TOY NPOIONTOX

1. ONOMAZIA TOY ®APMAKEYTIKOY NPOIONTOX

A. Rebif® 22 Likpoypappapa evéolpo Siahupa og mpoyepIopévn abptyya

B. Rebif® 44 {1ikpoypapapia evéolpo Siahupia oe Tpoyepiapévn oupiyya

I Rebif® 22 pikpoypapdpia/0,5 mi evéalpio Sidhupia oe puoiyyo

1. Rebif® 44 pikpoypappapta/0,5 ml evéotpo diGhupia og Quatyyio

2. TI0IOTIKH KAI TOXOTIKH LYNOEXZH.

A. Kabe mpoyeputapévn aupiyya (0,5 ml) mepiéyet 22 pikpoypappdpla (6 MIU*) wtepgepovng Brita 1a**
B. Kabe mpoyepuiopiévn aupiyya (0,5 ml) mepiéyet 44 pikpoypappdpta (12 MIU*) wrepgepovne Bryta 1a**.
[ KaBe mpoyepiopévo guatyylo mepiéxet 66 pukpoypappdpta (18 MIU*) vrepgepovng Brita Ta** oe diahu-
patou 1,5 ml, mou aviotolel o€ 44 pikpoypappdpta/ml.

1. KaBe mpoyepopévo guolyylo mepiéxer 132 pikpoypappdpta (36 MIU*) wreppepovng Brita 1a**
d1ahupatou 1,5 ml, mou avtioTolyei o¢ 88 ikpoypappdpia/ml.

* Exatoppopla dtebveic povadec, petpodpeva Bdoel e BlopeBodou tng kutonabntikrg dpdang (CPE)
0€ 00YKPLON (e TO E0WTEPIKO POTUTIO VTEPPepOVNG Brita Ta mou eival BaBovopnuévo mpog To aybov
Oebvéc mpotumo NIH (GB 23 902 531).

** mapaokevddetar pe v Texvohoyia avaouvdvacpévou DNA oe kiTtapa woBnkav KIve(Kwv KpIKNTwV
(Chinese hamster ovary cells) (CHOK1).

‘Ekdoxo e yvwotr dpaon: A&B Evéalpo didhupia oe mpoyepapévn obptyya: 2,5 mg BevCUNKT aAkoONn.
T'&A Evéalpio didhupa o€ guaiyyto: 7,5 mg BevCuhikri ahkoohn. fa Tov mhpn katdoyo Twv ekdoxwy, BA.
napaypago 6.1.

3. OAPMAKOTEXNIKH MOPOH. A&B Evéoio diahupia oe mpovepiopévn opiyya. Alavyeg wg ipididov
e, pe pH 3,5 éw¢ 4,5 kat oopwpoplakétTa 250 we 450 mOsm/I. [&A Evéoilo didhugia o guaiyyio.
Mavyéc we 1pidicov didhupia, e pH 3,7 éw 4,1 kat oopwpoplakatta 250 we 450 mOsm/I.

4. KNINIKEZ TAHPOOOPIEX. 4.1 Ogpanevtikéq evdeigeic. To Rebif® evdeikvutar yia ) Bepaneia: «
ABLA: unotpomalovaag Zkhipuvong katd mhdkag (MS). Ze KAIKéG peNéteg, éxel yapaktnploBel e 0o
1) IEPIOOGTEPEC UMIOTPOMIEC Ta TIPONYOUHeva 8U0 Xpovia (BAéme mapdypago 5.1). « B&A: aoBevav yie éva
HEHOVW{LEVO AMOHVENVWTIKO 0upBaY (e evepyr GAeyHovadn dladikaoia, edv éyouv anokhelotei evala-
KTIKEC Blayvoelg, Kal eav éxel kaBoploTel 0Tt dlatpéxouv LYnAG Kivduvo va avamtigouy KAWIKA 0ploTIkr
YKhjpuvan katd mdkag (MS) (BA. mapdypago 5.1). H anoteheopatikdtnta oev éxel anodeiydei oe aobe-
VEIC (1 OEUTEPOYEVIC TTOiouaa Hop@r| ZkNfpuVaNG katd mdkag xwpic unotpoméc (BN, mapdypago 5.1).
4.2 Nogoloyia kat Tpémog opriynong. H Bepaneia mpémet va apyioet umo Ty eniBhewn 1atpol pe
neipa ot Bepaneia g vooov. To Rebif® datiBetal oe Tpeic meplekTOTNTES: 8,8 Hikpoypapdpla, 22 pi-
Kpoypapudpta kat 44 fikpoypappdpa. Ma toug aoBeveic mov apyiCouv Bepaneia e 1o Rebif®, T Rebif®
8,8 ikpoypappapta kai to Rebif® 22 pikpoypapdpia eivat dlabéotpia oe Guokevasia mou avtamokpivetat
0TIG avdyKeg Tov aoBevou yia Tov pwro rva T Bepaneiag. Aooooyia: A&B: H ouviotwpevn docohoyia
70U Rebif® eivat 44 {ikpoypappapla xopnyodpeva Tpeis gopéc Ty eRdopdda fie umodopla Evean. Zuvi-
OTATal N Xoprynon apnAotepnc 660nG Twv 22 {Ikpoypapapiwy Tpei popég Ty efdopdda e unoddpia
£veon oe aoBeveic ou dev Hmopody va avextodv Ty uynhi 66on.0tav apyiCel yia e popd Bepaneia
e Rebif®, n 660 mpénel va auédverar atadlakd yia va eivat duvatr n avamtuén taxuuAagng wote va
HewBoly ol avemBupnTes avtidpaoelc. H ouokevaoia évapdng tou Rebif® avtiotoiyel otic avaykeg tou
aoBevoic yia Tov mpwto piva Bepaneiac. B&A: Otav apyilel yia mpwtn popd Bepameia e Rebif®, yia
va eivar duvati ) avamuén taxuevAagng wote va pelwboly ot avemBupnTeS aviidpacels, ouvioTdTal ot
aoBevelc va apyiCouv pe T doon Twv 8,8 piKpoypappapiwy vodopiwg Kai n doon va av§avetat katd
0 dlapketa piag meplodou 4 eBOopddwv péxpl T 600n-0Tox0, CUHGWVA e T0 akdAouBo TIPdypaja:

. . Aoon tmhomoinong yia to Rebif®

T | shmoopmeno
EBdopddec 1-2 20% 8,8 JuIkpoypappdpla tiw
EBSouddeg 3-4 50% 22 {iKpoypapudpta tiw
EBdopddec 5+ 100% 44 Likpoypappdpta tiw

[odito anopvehvwikd auuBdv. H dooohoyia yia aoBeveic mou €xouv UMIOGTEL éva TIPKTO AMOPUENVWTIKO
oupBav eivat 44 pikpoypappapta Rebif® yopnyoupeva tpeic gopég Ty eBoopada jie umodopla éveon.
Ynotpomd(ovaa SkMipuvan katd mAdkac. H auviotapevn dooooyia Tou Rebif® eivat 44 pikpoypappdpla
XopnyoUpeva TpeiC popéc T eBSopdda e umodopia évean. Xuviotatal ny xoprynon xapnAdtepng doong
WV 22 [IKPOYPARHapiwv emiong Telc popeg Ty efopudda e umodopla éveon oe aobeveiq mou dev pmo-
00V va avexToby TV uYnAr oon.

[aidiatpidc mAnBugudc. Aev éxouv mpaypatonoindei emionpec KAVIKEG SOKILEG 1) GAPHAKOKIVITIKEG pe-
\étec oe maidia 1y epriBoug. Q0To00, Hia naidlatpikr avadpopiki HAET KoOpTNG OUYKEVTPWOE dedopéva
aopaetag pie o Rebif® and 1atpikd apyeia oe maidid (n=52) kai eproug (n=255). Ta amoteAéopata
QUTAE TG HEAETG uodeIkvUouV 0TI TO TIpogik aopahelag ota maidld (nhikiag 2 éwg 11 €Tev) Kat 0Toug
oriBoug (nAikiag 12 éwg 17 etev) mou happdvouy Rebif® 22 pikpoypappapta ) 44 pikpoypapudpia umo-
80piwg TPEIC popéc T efdopada elval apopolo e ekeivo Tiou napampeiml otoug Evr’]MKEg

H aopahea kat n anorzkouarmomm T0U Rebif® oe maibid nhikiag katw Twv 2 €16V dev éxouv akoHa
TekUnpLwBeL. To Rebif® dev mpémet va ypnoionoteftat oe autiy T n)\mam opada.

Tpdmog XOQ[]y[] necylato zvsolgo éla}\uuu o€ ngoysuwuzvq ouglyy a. To Rebif® Xopnvmm
e umodopla évean. Mpw v éveon Kai yla éva emméov 24 wpo eta and kdbe éveon, ouviotdral éva
QVTITUPETIKO avalynTIKO, TIPOKEIEVOU va HelwBoUY Ta ypummadn oupnT@yata mov oxetiCovat pe
xopriynon Tou Rebif®. Aev eivat yvwoto orjuepa yia mooo xpovo mpémet va unoBaloviat o€ Bepaneia
ol aoBeveic. H aopahela kat n anoteleapatikotnta tou Rebif® dev éxouv amodelyBel yia meploadtepa
and 4 ypovia Bepaneiac. Zuviotdtat va aglohoyolvtal ot aoBeveic, TouNdxioTov kabe debtepo ypovo
Kata ) idpkela e meplodou 4 xpovwv and Ty évapén e Bepaneiac e Rebif® katva AapBdvetal
TOTE [la anogaon yla o pakpoxpovia Bepancia, o€ atopikr don amé to Bepdmovia yiatpo.
Tpdmog Yopriynong yia to evéoipo SidAupa o€ @uaiyyto. To svéolpo Siahvpia yia unodopla
xprian Rebif® oe uaiyylo mpoopicetal yia yprion moNamav 600wy He TV NAEKTPOVIKT GUOKEUT
xoprynong RebiSmart™ iy e n xetpokivin méva éyxuong RebiSlide™ et ano enapkiy exnaideu-
on Tou aoBevoug f/kat Tou mpoowrou Mov ppovTiel Tov acBevr. O 1aTpdc Mpenel va ou{nTroel e
Tov acBeviy ota ouoKeur eival ) kataNnhotepn. AoBeveic [e Helwpiévn opaon Sev mpénel va xpn-
olpormololv 1o RebiSlide™ ekt¢ edv karmolo AToo e Kai Opaon pmopei va mapéxel umootipi§n.
[ia ™ yoprynon, mpémet va akohouBolvtal ol 0dnyie mou mapéxovat oto GUAAO odnylV Xpriong
TOU (apHaKETIKOD TIPoiovTo Kal oTa aviotolya eyxelpidia odnytav xpriane (0dnyieg xpriong) mov
ouvodevowy To RebiSmart™ kat to RebiSlide™. Mpw tnv éveon kat yia éva emméov 24 wpo peta
and kabe éveon, ouVIOTATAl Eva QVTITUPETIKG QVAAYNTIKO, TIPOKEILEVOL VA HelwBoly Ta ypurmmedn
oupmTwpata mou oxetiovtal e T xoprynon Tou Rebif®. Aev eivat yvwotd orjpepa yia mooo xpévo
nipnel va unopaMovtat og Bepanceia ot aoBeveic. H aopahela kat n anoteheopatikotnta tou Rebif®

dev éyouv amodelyBei yia meploadtepa ano 4 ypovia Bepaneiac. Zuviotdtal va aglohoyovvtal ot acbe-
VeiG, ToudyloTov KdBe debTepo xpovo katd Tn Sldpkela TG Tieptddou 4 xpovwv amé Ty évapén e
Bepanceiag pe Rebif® kat va happdvetal Tte pia andgaon yia mo pakpoxpovia Bepareia, oe aTopIkr
Bdon and to Beparnovta ylatpo.

4.3 Avtevdeigenc. - Evapén tne Bepaneiac kata m didpketa e eykupootvng (BA. mapdypago 4.6).
- YnepevaioBnoia ot guoikr 1 avaouvduacpévn wtepgepovn Prita, i og kanolo amé Ta ékdoya
mou uvatpépovml otnv napdypago 6.1. « Evepyr) doBapr katd®hn kai/f 1deacpdg avtoktoviag (BA.
napaypdpoug 4.4 kat 4. 8)

4.4 E\81KéC TIPOEID Kat Na€erg kara tn xprion. O aoBeveic mpénel va evnpepa-
VOV Y10l TIC TTIO OUXVEG avameuumac avnépaoaq TI0U OLVGEOVTAL LIE TN XOPAYNON VTEPPEPOVNG Prita,
0UHMEPNapBAVOpEVWY TV GUIMTWHATWY Tou ypImmwdoug auvpopiou (BX. mapdypago 4.8). Autd ta
OUUMTAHATA €YOLV TV TAON Va ivat evTovaTepa Katd Ty évapén g Bepaneiag kai n ouxvoTnTa Kai n
BapuTnTd Toug petavetar pe T ouveyion e Bepaneiag. OpouBwikA HikpoayyeiondBela (TMA) Mepiota-
TIKG BpopBwTIKAC Hikpoayyelomddelac, mou ekdnhavovtat we BpopBuwrikr BpopBomeviki mopepa (TTP)
1} oupaipiké aiohuTikd abvdpopo (HUS), oupmepihapPavopiévwy Bavat@opwy MEPIOTATIKWY, €OV
avagepBei o€ oxéon e T XpHon TPOIOVIWY oL TIEPIEKOLY VTEPPEPOVN BryTa. AvagépBnke 0T poéku-
av oupBAvTa o€ SLAQOPES XPOVIKES OTIYHEC KATd TN SldpKela TG Bepaneiag kat 0Tt evoéyeTal va mpoky-
Pouv oupBAvTa pepIke efdopddes £wg Heptka mn and Ty évapén g Bepaneiag e wiepepdvn Brita.
JTa TPWIHA KANVIKG XapaKTnpIoTIKG ouykatahéyetat ry Bpopomevia, n véa elpavion umépTaong, o mupe-
T0C, OUMITTWATA aro TO KEVIPIKO VEUPIKO 0UOTNHA (Y. 0UyXUON Kal TAPEON) Kal Pelwiévn VEQPIK Ael-
Toupyia. 2Ta epyaotnplakd evprpata mou urodelkvbouv TV mapsn TMA cuykataléyetar pelwpévog
apiBoc aiponetahiwy, avénuévn yahaktikr agudpoyovaon opol (LDH) Myw aiéhuong kabwg kat oyi-
0TOKUTIAPA (KATAKEPHATIONOG TwV EPUBPOKUTTAPWY) OF EMiXPIOHA ailIaTOC. JUVENG, v Tiapatnpnboly
KAWVIKA xapaktnplotika e TMA, cuvioTdtal o mepartépw Aeyyoc Twv emmédwy Twv aionetaNiwv ato
aipla, g LDH atov opo, Tou emypiopatog aipatog kat e vegpikic Aertoupyiag. Edv dlayvwotei TMA,
anarteitat ) dyeon xopriynon Bepaneutikiic aywyrc (va e§etaletal To evbexdpevo avialayng mdopa-
T0() Kat ouviotatal n ageon diakom g xopriynong Tou Rebif®. KatdBun kat1deaopoc avtoktoviag To
Rebif® mpénmet va xopnyeital He mpoaoyr} oe aoBeveic e mpoyevéoTepeg I evepyéc katabAimTikég Slatapa-
XEC Kal TTI0 OUYKEKPILEVA O aUTOUG e TponyoUtieva 1deaopot autoktoviag (BN mapdypago 4.3). Eivat
YVWot6 6Tt n kataBNyn Kat o (6eaopdg auTokToviag epgaviCoviat e auéniiévn ouyvotnta otov MnBuopd
e 2KNApLVON KAt TAGKAG Kat O€ OXEon e T Xpron WTep@epovng. XToug aoBeveic mou AapBavouy Be-
paneia e Rebif® mpémet va yivovtal 6UoTAGEIC va avapépouy apéowg KA KataBAITTIKO OOpMmTwa Kal/
166010 AUTOKTOViag 0ToV 1TPA TIOL CUVTAyOYPAPNaE T0 PAppao. O acBevei mou eppaviCouv katabNi-
n Bampénet va mapakohovBolvtal otevd kata tn didpkela g Bepareiac e Rebif® katva AapBdvouv v
KataMnAn Bepaneia. Oa mpémet va eéetaletat n dlakor g Bepaneiag pe Rebif® (BA. mapaypdgoug 4.3
kat 4.8). Aatapayéc onaopwv To Rebif® mpémet va yopnyeitat He mpoooyr) o€ aoBeveis e (oTopikd ona-
0V, 0 autolg Tiou AapBdvouv Bepareia pe avtiemAnmTika, laitepa av n emAnyia Toug Sev eAéyyetal
enapkwg pe avrieminmrikd (BA. mapaypdgoug 4.5 kat 4.8). Kapdiakr ndbnon Ot aoBeveic pe kapdiakég
iabaelg, omwe otnBAyxn, GUpGoPNTIKN Kapdiakr avendpkela rj appubyia, Ba mpémet va mapakohoubol-
VAL oTevd yla emdeivwan e kKAVIKI Katdataoric Toug katd Ty evapén e Bepaneiag pe viepgepovn
Brita Ta. Ta oupmT@MATA TOU YPUTTWO0UG GUVEPGHOU TIo OxeTiCovTal e Tn) Bepaneia e WTeppepovn
Brita Ta propei va anodetyBolv ayyoydva yia Toug aoBeveic e kapdiakeg nabroei. Nékpwon oto onpelo
¢ éveonc Nékpwon 010 onleio g éveong éxel avagepbei oe aoBeveic mou xpnotpomolotv Rebif® (BA.
niapdypago 4.8). lava ehayiotomoinBef o kivuvog vékpwong ato onpleio g éveang ot aoBevelc Bampémet
V: « XPNOILOTOI00V donTTn TEXVIKI éveong, « evaldosouy Ta onpieia TG éveang oe kade doon. H diadi-
kaofa autoyoprynong amé tov acBevr) Ba mpémet va enaveetaletal meplodika €1dika eqv Exouv ouppel
avemBupnTes avidpdoeic oo onpeio g éveang. Edv o aoBeviic éxel mapouoidoe! aouvéyela Tou déppa-
T0¢, 1) onoia propei va ogeTiCeTal e oidniia f mapoxéteuon bypol amé To onleio g éveang, 0 acBeviic ba
Tipénet va oupBouleuTel To Bepdnovia latpd Mpw cuveyioel Ti evéoel Rebif®. Edv o aoBevic éyel moMa-
TAéG aNolwaeL, n xprion Tou Rebif® Ba mpémet va avaotalel éwg Gtou eméNdel emovhwon. AoBeveic e
HEHOVWIEVEC ANNOLWOELG MTTOPOUY Vi OLVEKIOOUV T XPron EGOOOV 1) VEKPWON Oev Val TIOND eKTETapiévn.
Hmauikr duokeroupyia Ye khwikéc dokipiég pie Rebif®, umipye ouyva aoupmwpatikr abénon Twv nrat-
KWV Tpavoapvaowy [18larépwg e apvotpavopepaong e ahavivg (ALT)] kat ato 1 3% twv aoBevav
auénBke 5 popég mavw and To avetato puatohoyikd opto (ULN). Eni amousiag KAVIK@Y OUMTTWHATY,
Ta entneda g ALT opol mpémet va ehéyyovtal ipwv Ty évapén tng Bepanceiac, atov mpato, TpiTo Kal €KTo
prva T Bepaneiag kat apyotepa o€ meplodika dlaotrata. Npénet va e§eTaotei n {eiwon g 660nG Tou
Rebif® o epimwaon nov n Ty e ALT avénBei névw and 5 gopég e ULN kat otn ovvéyela va yivetat
otadiaki abénon e 600 otav Ta enineda Twv evipwv otaBeponoinBoly TIC QUOLONOYIKEC TIpéc, H
Bepaneia jie To Rebif® mpémetva Eekivdel e mpoooyr o€ aobevel e (0TOPIKO GUaVTIKTG IATIKAG vOToU,
1€ €VEPYO NIATIKT] VOO (1€ KAIVIKG EVprHaTa, (e Katdypnon ahkooh 1 e avénuévn T ALT opol (>2,5
@opéc g ULN). H Bepaneia yie Rebif® mpénel va dlakometat oe mepimwon pgdviong iktepou f Ahwv
KAVIK®OV oupmwpdtwy nratikng Suoheroupyiag. To Rebif® omwg aheg wreppepoveg Brta, duvntika
Jmopei va mpokaléagl doapr nratikr BAARN oupmephapBavopiévng T o&eiac nratikic avendpkelag
(B\. mapdypago 4.8). H mielovotnta Twv mepurtwoewv ooBapnc nratikni¢ BAABNG mapouslaotnke eviog
TV TIPWTWV €1 Vv Bepaneiac. O pnxaviopoc yia T omdvia CURITWHATIKT nratikr Suoertoupyia dev
elvaryvwortog. Aev éxouv mpoadlopladel ouyKekpIIEVOL TTapayovTeC KIVOOVOU. AlTaPAYEC TWV VEQOWY KAl
TWV 0UP0Q6RWV 06wV Newpwaikd aivpopio NMePTTLOELS VEPPWOIKOU GUVEPBHOU i€ SIAQOPETIKEG LMo~
Keijleveg vepponabeleg mov mephapBavouy Ty eotiakr TURHaTik omelpapatookApuvon (FSGS), T
vooo ehayiotwv aMotwaewv (MCD), T pepBpavoinepnhaotiki onelpapatovegpitda (MPGN) kat
HepBpavadn omelpapatonddeia (MGN) éxouv avagepbei katd T didpketa g Bepaneiag pe mpoiovia
wreppepdvng Bryta. Ta cupBavia avapepBnkav oe didpopa xpovika onpeia katd m didpkela g Bepanei-
¢ Kl EVOEYETAL va EPPaVIOTONV |HETd amd apketd xpovia Bepaneiag e vtep@epovn Brita. Zuviotdral n
TieLOAIKT| mapakoAoiBnon Twv MPWIUWY ONUEIWV 1} CUUMTWHATWY, TLY. OIBNHATOG, MPWTENVOUPIAG Kat
vegpIkn¢ Guahettoupyiag, 1diaitepa oe aobeveic LPnAol KIVBLVOU yia ve@pIki vooo. Anarteital dpeon
Bepaneia Tou veppwotkod ouvpopou kat Ba mpémel va e€etaletal o evdexopevo dlakomic e Bepaneiag
e 1o Rebif®. Epyaotnplakéc Siatapayéc H xprion viep@epoviv GUVEETal e EpYaoTnpIaKES SlaTapayéc.
H auvolikr eppdvion autwv Twv dlatapaywy eivat e\appwg uhnhotepn e Rebif® 44 and 6,11 e Rebif®
22 {IKPOYPApHapLaL. 1 auT EKTOC AMd TI EPYAOTNPIAKES ECETAOELC TTOU AMAITOVTal WG ENeyXOG pouTivag
yla v napakoholBnon Twv aoBevav e ZkArpuvon Katd MAKAg, CUVIoTGVTAL ENeYYOG TwV NIATIKWY
eV(UHWV Kal AR PELC Kat SIpOPIKEC METPITEIC TWV KUTIAPWY TOU QifIaTog Kal TV alponeTahiwy € TakTl-
ka daotipata (1,3 Kau 6 prvec) etd y évapén e Bepaneiag e Rebif® kai otn ouvéyela neplodikd ent
anmouoiag KNVIKWY OUPITTWPATOV. AUTEC ol e¢eTdoels Ba mpémel va yivoval mo ouyvd otav apyiCel n Bepa-
miela e Rebif® 44 pikpoypappdpia. Alatapayéc tou upeogidouc Ot aoBeveic umd Bepancia pe Rebif® evi-
ote TpwtoeppaviCouv dlatapayés Tou Bupeoeidous 1y mapouatalowy emdeivwon autav. O éleyxog e
eroupyiag Tou Bupeoeidoic ouoTrvetat katd Ty évapén kat kae 6 12 prvec e Bepameiag otav autog
elval pn guatohoyikdc. Xny mepimwon mou apyIkd eival puotohoyikdg dev anarteital TakTIKAG heyyog
aMa Ba mpémetva dlevepyeitai pooov eupavioTody K\vika oupmtapata duohertoupyiag tou Bupeoeidolg
(B\. mapaypago 4.8). 2oBapr veppik kat nratikr avendpkela kat coapr) pvehokataotolr MMpénet va
KkataBaNetat mpocoyry Kat va e€eTaleTal To evdeXOHEVO OTEVIG TapakohouBnang otav 1 WTeppepovn
Brita Ta yopnyeital oe aoBeveic e doapr VEPPIK kat NIatIkr avendpkela kal oe aoBeveic e aoPapr




Juehokataotolr). E§ovdetepwrikd avtiowpata Mmopei va avamtuyBolv e§oudeTepwTikd avtiowpata
0pol katd TG wreppepovng Prita 1a. H akpiBr ouxvotnTa EPavIons Twv avIowpATwWY &lval akoun
apéBamn. Khvika dedopléva umodeikviouy 6Tt Hetd and 24 ¢ 48 pirveg Bepaneiag pe Rebif® 22 pikpo-
YPapHapLa, epimou 1o 24% Twv aoBevav avantieaouy HOVIHA avTIoMHATa 0poU KATA TG VTEPEPOVNG
Brita-19, v pe Rebif® 44 pukpoypappdpia, mepimou o 13 14% twv aoBevav avamthooouy povipa avti-
0WHATA 0pOU KATd TG vTep@epovng Brita-1°. Hmapouoia Twv aviiowpdtwy éxel amodetyBef ot ehatteovel
N pappakoduvaplikr avtandkplon oty viep@epovn Brita-1° (Brta-2 pikpoopatpivn kat veomTepivn).
Mapéo mou n khwiki onpaoia TG emaywync Twv avtiowpdtwy oev éxet akoun dtevkpivioBel mpwe, n
avamTuén Twv E0UOETEPWTIKMY AVTIOWHATWY OXETICETAL [ HELEVN aMOTENEOHATIKOTNTA 0 KNIVIKEC Kal
epyaotnpiakéc MRI (payvnTikr topoypaoia) petaphntéc. Eav évag aobeviic éxet mwyr avtamokpion ot
Bepaneia pe Rebif® kat napouotdlel e€oudeTepWTIKG avTiowpaTa, 0 BEpAnwY (TPOG TPEEL VAl ENAVEKT-
Jfjoet T oxéon Kivdovou/opéhoug TG auveyi(opevne Bepaneiag pe Rebif®. H yprion dla@opwv Texvikwv
QVIYVELONG TwV QVTIOWHATWY 0TOV 0p6 KaBwG Kal ot SlagopeTikof oplopiof TG UNapéng Twv aviowPdTwy
TiePLOPICEL TV (KAVOTNTA GUYKPLONG TS AVTIYOVIKOTNTAG HETAY Twv S1a@opwy Moiovwy. AMEC LHOpQEC
okApuvong katd mhdkac Ydpyouv Hovo EAAXIOTA OTOIEla yia T aMOTENEOHATIKOTATA Kal TV ao@alela
0T0UG N TiepmatnTikoUg aoBeveic pe okAipuvan katd mdakag. To Rebif® dev éxel akopa dlepeuvndel oe
00Beve(G {e MpwToyevr MPO0dEUTIK oKAfpUVON Katd MAGKaC kat Sev mpEmelva xpnotpomolital o€ autolg
Toug aoBeveic. Bev(uhikr) ahkodAn Auto To QappakeuTik mpoidv mepiexel 2,5 mg BevuNikric akkodhng
avd 66on wv 0,5 ml. Mpénetva pnv yopnyeital oe mpdwpa Bpépn i veoyévvnta. Mropei va mpokaréael
T08IkéC avTIOpAaEIC Kal avapuAAKTOELdE(C avTibpaoel ae Bpépn kal madid nAKiac péxpt 3 eTav.

4.5 AN\n\emdpaoeig pe GAAa QapPAKEVTIKA TTPOTOVTA Kat AANEC HopEC aAAnAemiSpa-
ong. Aev éxouy paypatonoinei pehétec aMnAemdpdacewy e wtepgepovn Brita 1a oe avBpwrmou.
Exet avapepBel oTL ot TeppepdveC Helwvouy T Spaon Twv v{hpwY mou 6pTMVTAL A6 TO TATIKO
Kutoxpwia P450 oe avBpwmnoug kat (wa. Mpenet va katapaMetat mpoaoyr otav To Rebif® yopnyeital
0€ OUVOUAOHO [1€ PAPHAKEVTIKA TIPOTOVTA TTOU EXOLV OTEVO BepamevTIkG 0pog Kat EEAPTAVTAL EVpE-
WG Ao T0 0UOTNHA TOU NIATIKOU KUTOXPWHAToS P450 yia TV AmOpaKpuvor TOUS, LY. QVTIENANTTTIKA
Kal pepikég katnyopiec avtikatabhimtikwv. H aMnhenidpaon tou Rebif® e ta koptikootepoeldn i tv
photoemveppidlotpomo oppovn (ACTH) bev éxel pehetnBei ovotnuatika. Khwikég pehéteg deiyvouv
0T aoBeveic e Ykhnpuvon katd makag pnopouv va AaBdvouy Rebif® kai koptikootepoeidn i ACTH
KQTd TIC UTOTPOTIEC.

4.6 Tovipdtnta, KUNon Kat yahouyia. [uvaike oe avanapaywyiki nhikia. Otyuvaikeg o€ avana-
paywylkr n\ikia mpémet va AapBavouv katdMnha pétpa aviiobMngng. Edv n aobevric peivel éykuog
1\ mpoypappatiCetva peivel éykuog 600 AapBavel Rebif®, mpénetva evepwBei yia Toug evoeyopevoug
KIvdUvoug kat mpénel va e€etaotel n dlaxomn ¢ Bepaneiag (BA. mapdypago 5.3). Ye aobeveic e
UYNAG TOGOOTH LTTOTPOTITG TPV TV Evapén TG Bepareiac, o kivouvog 00Bapr LTOTPOTIG LETd amo
dlakor Tou Rebif® ot mepintwon eykupoolvng, mpenel va aTabyioTel evavl Tou mbavol auénpé-
vou KvdOvou autopatng anofoArc.

Konan Eivar neploptopiéveg ol minpo@opleg oxetikd pe tn xprion tov Rebif® otnv eykupootvn. Ta
dlabéota dedopéva katadeikvbouy 0Tl Umopel va umapyel auénuévog Kivbuvog autopatng anofo-
M. Tia 1o Moyo auto n évapén g Bepaeiag avtevdeikvutal kata  Siapkeia g eykupooovng (BN
Tapaypago 4.3).

OnAaop6c Aev eival yvwoto edv o Rebif® amekkpivetal oto avBpamvo yaha. Adyw Tou evdeyopévou
dofapwv avemBupntwy aviidpdogwv og Bpépn mov BnAalouy, mpémel va anopactotei v Ha dlako-
miei 0 Onhaopoc A n Bepaneia pe Rebif®.

Tovipotna Ot emdpdoei Tov Rebif® atn yovipotnta dev éxouv dlepeuvnOei.

4.7 EmSpdogic 0TV IkavotnTa 08ynong kat Xiptopon pnxavnpdtwv. Avembounta ovp-
Bdpata ouvdedpeva e To KEVTPIKG VEUPIKO obaTnua Kat oxeTiCovtal e T XpRon wtep@epovng Prita
(m.y. C\n) Ba pmopovoav va EmMpeaoouy TV IKAVATNTA 08\YNENG Kat XEIPIOHOD UNXavNHATWY TOU
acbevolc (BA. mapaypago 4.8).

4.8 AvemBUpnteg evépyetec. Mepinyn tou mpoik acdAelac. H upn\dtepn ovxvatnta efpavi-
on¢ avemBOUNTwV avtidpdoewv mou cuvdéovtat pe T Bepaneia e Rebif®, oxetiCetal e 1o ypimmamoeg
00vVOPOH0. Ta yPITTGON OUPMTWHATA TEVOUV Va Elval o ejpavi kata Ty évapén tng Bepareiag ka
LEWVOVTal WC PG TNy OUXVOTNTA e T ouvéyion e Bepaneiac. Mepimou 70% twv aoBeviv umo
Bepaneia pe Rebif® avapiévetal va mapovoidoouy To TUTIKO ypITIHEEC GOVOPOHO TwV IVTEPPEPOVAV
EVTOG TOU TIpwTou e€aprivou etd T évapén e Bepaneiac. Mepinov 30% twv aobeviwv Ba napou-
01400UV aVTIOPAOELC 0TO ONElo TNG Eveonc, Kupiwg fima Aeypovr 1 epuibnpa. Eival emiong ouxvég ol
AOLITTWHATIKEC AUEAOELC OTIC EPYAOTNPIAKES TIAPAMETPOUS TNG NIATIKAG AEITOUPYIAG KAl OL HEIDOELC
TOU apIB00 Twv AeUKOKUTTAPWV. H mAelovoTnTa Twv avemBOpnTwy aviibpdoewy o mapatnpoivial
e vtep@epovn Brita Ta lvat ouvABuwg ATIIEC kat avaoTpéPILES Kal avTanokpivovTal KaAd O€ HEIWOELG
NG 600w, Xe MepImwon 0oPapwy 1 empovwv avemBUpNTwY evepyelmv, n 6on Tou Rebif® pmopet
va pelwBei mpoowplvd 1 va dlakomel, Katd v kpion Tou ylatpol.

Katdhoyoc avemBountwv evepyeiav. Ot mapatiBépevec avemBOUNTeS evéPYELEG éXOLV avayvwploTel
anod KAVIKEG PeNéTeg KaBug Kal amod avagopeg PeTd Ty KukAopopia Tou Gappakou otnv ayopda
(évag aotepiokog [*] umodekvuel avemBpNTES evépyeleg oL avayvwpioTnkav katd Tn SldpKela TG
JETEVKPITIKTC mapakohouBnanc). Ot akéhouBot opiopioi epappolovtal oty opooyia ougvotnTag
TIOU YpNOIHOMOIETal MapakdTw: oAU ouxvég (=1/10), ouyvéc (=1/100 éwg <1/10), oyt ouxvée
(=1/1.000 éwg <1/100), ondvieg (=1/10.000 éwg <1/1.000), moNo ondvieg (< 1/10.000), ouyvo-
Na pn ywoth (dev pmopody va ektinBolv pe Baon ta diabéatpa dedopiéva).

Aiatapayéc 1ov aomointikol kai tov Aeugikod auatriuatoc: MoNo auyvéc: Oudetepomevia, Aeppomevia,
\evkomevia, BpopBonevia, avaipia. Xmaviec: OpopBwIKN Hikpoayyelonddela, ovpmepapBavopévng
BpopPwtikrg BpopBomevikig MopEUPAC/aIOAUTIKOU OUPAIUIKOU GUVEPOHOU™ (Katnyoplomoinon
EMONPAveNG yla Ta mpoidva mov mepleyouv WTep@epovn Prita, PA. evétnta 4.4) , mavkuttaponevia™
Aiarapayéc Tov evdokpuvikod auatruaroc: Ot ouyveéc: Avohertoupyia Tou Bupeoeldolg auyvotepa
ellpaviCopevn we umoBUPEOEIBIONAG 1 UTepBUPEOEIBIONOG

Alatapayéc tov avogonoinTikoy auatiiuatoc: Iavies: AVa@uAaKTIKEG avibpdoeic™

Aatapayéc Tov finatoc kat twv xo@dpwy: Mohb Guyves: AGUUMTWHATIKY abénon Twv Tpavoapva-
0wV, Yuxvéc: Meyakn abgnon twv tpavaapivacv. Oxt ouyvéc: Hmatitida pie 1y xwpic iktepo*. Znavie:
Hnatikr avendpkea® (BX. mapdypago 4.4), autodvoon nratinda™

Yuyarpikéc Slarapayéc: Suyvec: KataBhwpn, abnvia. Endvie: Anonelpa autoktoviac®

Aiarapayéc_tou vevpikod auatrjuarog: Mohd ouyvéc: Kepahalyia. Oxt ovxvéc: maopof*. Zuyvotnta
N ywotr: Napodikd vevpooyikd ovpmtwpata (my. unaobnoia, puikog omaopoc, napaiobnoia,
duakohia oto Badioa, HuooKeeTKR akapyia) mou Hnopei va mpooopotdlouy fie eEapoelq TOMamAG
okAjpuvonc*

OpBadukéc blatapayéc: Oxt auyveq: Ayyelakés dlatapayég Tou appiBAnatpogldolg (.. apeiBAnotpo-
eldondBela, faypBakopopea e§idpwpata, andepadn e aueBANOTPoEISIKS EAEBaG 1 aptnpiac)™
Ayyelakéc diatapayéc: Ox1 ouyvec: OpopBoepBoNika eneloddia™

Aiarapayéc Tov avanvevatiko ouatiuatoc, 1ov Owpaka kai Tov edoBwpdkiov: Oxt auyvéc: Abamvola™.
TURvOTNTa N yvwoti: VEUHOVIKT apTnplak uéptaon™ (katnyoplomoinan emornuavong yia ta mpo-
iovta wreppepovng, BA. akohobBuwg Nveupovikiy aptnplaki uméptaon)

Aiatapayéc tov yaoTpevtepikol: Jugvec: Aidppola, épletog, vautia

Aiarapayéc Tov 6épuatoc kat Tov vmodapiou 1aTod: Suyve: Kvnopog, eEavenua, epuBnpatade e§av-

Onua, knhidoBAatidwdes e¢avbnpa, ahwnekia™. Oy ouyvéq: Kvidwon*. 2maviec: Oidnpa tou Quincke
(ayyetooidnpa)*, moAUHop@o epuBNUA*™, deppatikés avidpacelg TOmou MOAUHOPEOU epuBHaToc®,
alvOpopio Stevens Johnson®

Alarapayéc tov pwookeAetikoy ouotriuatoc kai Tov auvieTikoy 1otod: Tuyvéc: Muakyia, apbpahyia.
Inaviec: Emayopievog and pdppaka epubnuatadng Aokoc™

Alatapayéc twv veppwv kar Twv oupo@dpwv 00@v: ¥mavies: Neppwolkd 0vopopo™, omelpapato-
okArpuvan’* (BA. mapaypago 4.4)

[evikec biatapayéc kar kataotdoelC e 0600 xopriynong: Mol ougvéc: GAeypovr) aTo onpeio T éve-
N, avtibpaon 0To ongleio TG Eveang, YpImwon OUPITWHATA. 2UXVEC: ANyog 0To onpelo T éveang,
Kkonwon, piyn, mupetdc. Oxt ouxvée: Nékpwon oto anpeio g éveong, pala ato onpeio g éveong,
QrOOTNA 0TO ONEiD TG Eveang, NIHWEELC 0TO Onpeio TG éveonc™, auniévn epibpwon™. Znaviec:
Kuttapitida oto onpeio g éveanc®

Nadratpikoc mnBuopoc: Aev éxovy mpaypatonoinOel enionpes KANVIKEG SOKIHEG I QapHAKOKIVATIKEG
peréte oe maidid 1y egnBoug. Meploptopiéva Sedopéva aopahelag umoSelkviouv 6Tt To TPOGiA aopd-
Netag ota maidid kai otou egnBoug (nhikiag 2 éwg 17 etwv) mov AapBavouv Rebif® 22 pikpoypap-
papla i 44 pikpoypappdpta Tpeig popég eRSopadlaiwg ival mapopolo He ekeivo Tov Tapatnpeitat
0T0UG EVAMKEC.

Emépaoeic katnyopiac: H xoprynon wieppepovav éxel ouvdedet e Ty epgavion avopediac, (aAng,
avnouylac, appubpicy, ayyslodlaotohric, alobripato maAuwy, Hnvoppayiag kat gntpoppayiac. Kata
0 Oldpkela T Bepaneiag e wrepgepovn Prita pnopel va mapatnpndei abénon tov oxnUatiopoy
QUTO-QVTIOWHATWV.

Nveupoviki aptnplaki unéptaon: Meplotatika nveupovikiic aptnplakic unéptaong (MAY) éouv ava-
@epBel e mpoiova wieppepdvne Prta. Ta ovuBdvta mapatnpndnkav oe dldpopa ypovika onpeia,
HETAH Twv OMoiwv apKeTa xpovia petd Ty évapén tng Bepaneiag He vieppepovn prita.

Avagopd mBavooyolpevwy avemBuuntwy evepyelwv: H avapopd mbavoloyolpevwv avemBopuntwv
EVEPYELWV JETA amd T Xoprynon ddelag KukAogopiag Tou papaKeuTIKol MPoiovTog eival anUavIk.
Emtpémel T auveyr) mapaxkohoiBnon e axeong 0QENUC-KIVOUVOU TOU GAPHAKEUTIKOD TIPOIOVTOC.
nteitat amo Toug emayyeAuaries uyeiag va avagépouy omoleadrimote mbavoroyopeveC avembupnTee
€VEpYELEC Péow Tou eBviKoL ouaTrhpatog avagopdc: EBvikoc Opyaviopdc Oappdkwy, Meooyeiwy 284,
Xohapydg 155 62 TnAépwvo: 213 2040 000 Gaé: +30 210 6549585, lattonoc: www.eof.qr

4.9 Ynepdoaoohoyia. X< nepimtwon unepdooooyiac ot aobeveic mpémel va elodyoval o€ VOOOKo-
peio yia mapakohovBnon kat va toug divetat kataMnAn vroatnpIkTiki Bepaneia.

6. DAPMAKEYTIKEZ MAHPOOOPIEX. 6.1 KatdAoyog ekdoxwv. Mavvitohn

Nohoéapiepéc 188, L MeBetovivn, Bev{uikr ahkoohn, 0€1kd vatplo, Ok 08 yia poBuion Tou pH,
Y8po&eidio Tou vatpiou yia poBiion Tou pH, Yowp yia evéolpia.

6.2 Aoupatotnteg. Aev epappoletal.

6.3 Awdpkera {wng. 18 privec. [-A. Evéaio Sidhupa oe Quatyylo. Metd Ty mpwn éveon, xpnot-
HOTOIOTE EVIOG 28 NUEPWV.

6.4 181aitepec Mpo@uAGEELC Kata TRy GUAagN Tou mpoiovTog. Duldooete oe Yuyeio (2°C- 8°C),
QAMOQEVYETE TNV TOMOBETNOM TOL KOVTA 0TO TP TG KAaTayugews Tou Yuyeiou. My katapoyete.
OuhdooeTe 0TNV ApYIKT UOKeVaoia yia va mPooTaTeleTal amd To Y. fia To GKOTIO TIEPIATNTIKTC
xprian, o aoBevric pmopei va Bydhet o Rebif® and to Yuyeio katva to amobnkeboet oy mdvw ané Toug
25°Cyia pia povo mepiodo mou de Ba unepPaivel Ti¢ 14 nuépec. To Rebif® émerta mpénet va enavato-
noBetnei ato Yuyeio kat va ypnotpononei mpv amd Ty niepopnvia Aéng. [&A Evéoipo Sidhupa
¢ ualyylo: H ovokeur) (RebiSmart™ rj RebiSlide™) mou mepiéxel éva mpoyepiopiévo guaiyylo Rebif®
TIPEMEL VA QUAGOOETAL 0TO KouTi QUNAENG TN ouakeur¢ o€ Yuyeio (2°C-8°C).

6.5 Ovon kat oveTaTikd Tou mEpLEKTN. A&B: Evéolpo didhupia o€ mpoyepopévn olplyya: Evog
ml tomou | yudhivn obptyya pe Berdva and avoseidwto ydhuBa mou mepiéyet 0,5 ml dlaAvpatog. To
Rebif® 22 ka1 44 pikpoypappdpta diatibevat umd popern piag cuokevaoiag 1, 3, 12 1} 36 oupiyywv.
[&A Evéoipo Sidhupa oe guaiyyio: Guatyyla (yuahi Timou 1) pe mopa gloywpnong (ehaotiko) kat
nepiBAnua 00o@IEne (ahoupivio kat aAoPouTUNIKG EAOTIKO) Tou Tiepiéxouy 1,5 ml eveaijiou Slahy-
patoc. Méyebog ovakevaoiac 4 1y 12 guotyyiwv. Mmopei va pny KuKAOQopouv ONEG 0L 0UOKeUaoieC.
6.6 181aitepec mpouAagelg amoppupng Kat dANog Xelplopog. A&B: Evéolio diahuua og
npoyepuopévn abptyya: To evéalpo didAupia o€ mpoyepiapévn alplyya eivat étotpo yia xprion. Mmoped
eniong va xopnynOe pe pa katd\nAn ouokeur auto-xopriynong. fa epdmag xpron povo. Mpénet
va xpnotonoleital {ovo dlavyec we 1ptdicov didhupa xwpic owpatidla kat wpic opatd onpela
@Bopac. [&A Evéouto didhupa oe uoiyyio: To véalplo SIGAUA O POYEUIOUEVO QUOTYYLO €ival
10110 YIa XpRoN He TNV NAEKTPOVIKT) 0uoKeur xoprynong RebiSmart™ 1 e ) xelpokivntn méva
éyxuong RebiSlide™. Ta ) @ulaén ¢ ouokeunc e To guoiyyto, BA. mapdypago 6.4. Mmopei va
pnv SlatiBevar 6Aeg ot auakevég yopriynang. a moam xprian. Mpénet va xpnatponoleital povo
dlavyég we 1ptdicov didhvpa xwpic cwpatidia kal xwpic opatd onpeia pBopdc. Kade aypnoatponointo
(OAPHAKEVTIKO TIPOTOV 1} UMIONEIUA TTPEMEL Va amoppiMTeTal OUHQWVA HE TIG KATA TOMOUC 10XUOUOEC
oxeTike Slatagelc.

7. KATOXOZ THX AAEIAX KYKAOOOPIAX. Merck Serono Europe Limited, 56, Marsh Wall, London
E14 9TP, Hvwpévo Baoiheio

8. APIOMOI AAEIAT KYKNO®OPIAE. A. EU/1/98/063/003, B. EU/1/98/063/006, I. EU/1/98/063/008,
A.EU/1/98/063/009

9. HMEPOMHNIA NIPQTHS. ETKPISHE/ ANANEQSHS THE AAEIAS. Hyiepopinvia np@g éykpl-
one: 04 Maiov 1998. Huepopnvia tehevtaiag avavéwong: 04 Maiov 2008.

10. HMEPOMHNIA ANAGEQPHZHX TOY KEIMENOY. Aeképippiog 2017.

Aemtopepeic Minpo@opieC yia To Mapdv YapHakevTiko mpoidv eivar dlabéatiec atov ikTuakd Tomo
Tou Eupwrdikov Opyaviopol Gappdkwv: http://www.ema.europa.eu.

Tpomog 81aBeonc: Meploplopiévn (atpikr ouvtayn. H didyvwon kat /  n évapén e Bepaneiac yive-
a1 € VOOOKOE(O Kal Hnopei va ouveyiCetal EKTos VOOOKOpEIoL LITO VOGOKOHELaKT apakohobBnon.
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Mavikn Tipq:

Rebif® 22: €203,19
Rebif® 44: €223,46
Rebif® 66: €732,28
Rebif® 132: €796,38
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BRIVIACT — Zivtopes ouvtayoypagiés minpogopies 042017 ¥ To @dppiako auts tekef und oupmhpupiatic napakohodon. Auts 6a emtpétyei o Ypriyopo mpootiopiopd véwy minpogopiiy aoghea. Znteftal ané toug snawe)\punsc uyeia va avagpouy oroicodrinote

mBavohoyoupeves avemBUpntes evépyeies, BAéne napdypago AvemBipTES evEpYEIES Yia Tov Tp6TIo avagopds avemBipTay evepyeidy. Oepameutikés evbeiteig To Briviact eveicvutal g i Bepania yia Ty avaip Kpiocwy cotiakiis évapEng
e 1) xwpig Beutepoyevi] yevikeuon, o evijhike kar eqiBoug nhikiag ané 16 ety pe emngia. Aosohoyia kai Tpéniog Aogodoyia H Gpevn apxia} 860 eivan f 50 mglnpépa, efte 100 mg/nuépa, Béoer TG aEioAéyNoNg Tou 1aTPOs avagopIKd pE TV anartolev

peiwon v emAuKY kpioewy évav Ty mBaviy avemBupnTey evepyeidv. H 86on Ba mpénel va xopnyeital oe 800 100pepds Katavepnpéves S80S, pia gopd To Tpwl Kai pia Gopd to Bpdsu. Me Bdon T atopiki avtandkpion kai v avoxii tou acdevouc, n 86on priopei va
TpooappootEi oto Bocohoyiké £dpog Twv 50 mglnpépa éwg 200 mg/nuépa. H Bepancia pe brivaracetam propei va Eekviioe: sfe pe evBo@héfia eite pe and otépatos xoprynon. Katd ) petdBaon ané my ané otépatos os evohéBia xopiynon i avtiotpoga, Ba mpénel va

iatpouvial n ouvoNiki Npeprioia 860n kal ) CUXYGTILa TG XopRYNENS. To evéaipio yia éyxuon amotehel $opr ia oBeve oTous aroious 1 a6 OTEHITaS Xapron TpoawpIG B2 i e, Aey U ymepia
1 evBogALPIa xopriynon ou brivaracetam S Gops TV népa Ya xpovi mEpiobo eyakitepn v 4 nepiv. T speves Sdaeis Edv o1 aoBevel iipouv pia érar va AdBouy pia eanak 560n MG To BupnBoly kai va AdBouv Ty akéhoub
8601 T ouVBN Gpa To Tpwi f o BpaBu. Me autév Tov Tpdrio propel va 1 peiwon g %o mhdopa kdtw ané ta Bepaneutik enineda kal va MpoAN@BE! N epipavion aKpViBiwy EmAITUIKGY Kpioewy. diakor tou gappdkou Eév mpénel va
Siaxonei n xopriyon tou brivaracetam, cuvioxdtar n Badpiaia ieiwan 5 860t KaTS 50 mglnpépa o <BSopaBIGIa Bao Mexd ano | eBSopidsa Bepancias ot S0 mg/népa, cuvioTétal pia teheutai cBBojidsa Bepartcias ot 860N T 20 me/npépo. Ebikol mhn@uoLiol HAKiapevor
(nhiiag 65 ey kar dvw) Aev amarceiar mpoaappoyf TG 560nG o€ NAIwpEvous acBeveis. H khikd epmieipia oe aoBevei nAida 265 sty sivar Negpirj ia Aev amar g 860nG oe aoBeveis pe Siatapaxi g vegpikric Aeoupyias. To

brivaracetam Sev ouviotdtar oe aoBeveis pe vegponddeia tekikos otadiou mou uroBdMovtal o aipodIikion ASyw EMenpn SeBopévav. Hatki Suakertoupyia H édean oto brivaracetam augiinke oe aoBeveis pe xpévia natondBeio. Ga mpénel va eEetdletal To evBexSpevo
xopriynong apxiic 86ang twv 50 mg/nuépa. fia Gha ta oTébia T MaTIkric SuoAeroupyias ouvioTATal pia péyioT Npsprioia 560N Twv 150 mg xopnyolevn o 2 Siaipepives 560eis (BAéne apdypapo Eibikés mposiBomoiraeis Kal npopuAGEeIs Katd T xprion). Mabiatpikds
hnBuojiss H aopéheia kal ) aMOTeNEopaTIKSTNa Tou brivaracetam o€ MaidId nhiias Kt Tuv 16 xév dev éxouy Tergnpiudei. Ta napévia Siabéoa Sedopéva nepiypdgovial oty mapdypago AVEMBGHITES evépyeies,alkd dev Lopei va yiver odotan yia T Socohoyia. Tpsriog
‘xopriynonc Ta éva e Aee upe Tipérei va Aap 0A6iAp0 AT OTOPATOR, v KaTamvovTal e UYPG Kal PP va AaRGVoVTal e fl xwpic tpogi. To mdorpio Bidhupa brivaracetam priopsi vo opaiwbe o veps ff xups Yo Tpv amd Ty kadmoon
v priopei va M@Bei pe f xwpis 1pogr. Katd t xopfiynon tou néoipiou iakdpatos priopei va «aBetipag f owhivag yaotpootopiag. Evéaio Sidhupal Sidupa yia éyxuon EveoghéBia éveon bolus: to brivaracetam priopei va xopnynOel
s evboghéia évear bolus xwpic apaivan. EvBoghéfia épxuory to brivaracetam mopei va apawef o¢ £va oupBaté S1aAJn kal va xopnyndei ws evopAEPia épcwon \5 Aerrei (BAére Mapaypago 6.6). AUTS 0 GaplaKEUTIKGS Tpoidv 86V MpéTel va avapiyvietal i GMa goppakeutika
npoiévia. H eqanak evSophéfia (bolus) éveon i n evBoghéia éyxuon Tou brivaracetam Bev éxouv pehetnei o ofsics i status epilepicus yia tétoieg ot Spacii ousia | oe GMa napdywya
g MuppoIBEVIG 1 Ge KdTolo ané ta éxdoxa. Eidikég mpoeiBomonioeis kai mpoguAdEeis Katd m xprion 15eaopoc iac xa |§euapo< wai G éxouv avageplei e aoBeveis o éAafav avtemAkG
gappaxa (AE®), oupmepitapBavopévou Tou brivaracetam, oe apeté evBeieis. Mia peta-avihuon TuxaloToImpEvY, EAEYXOHEVGY HE EIKOVIK PdpHaKo pENETGY xopriynong AED éxer emiong Seiel pia pikpr auEnon Tou KivEUYOU Tou IBEQOHOG GUTOKTOVIGG KAl TG QUTOKTOVIKTG
uupnspv@opﬂ( O prxaviops pe ov oroio ekEAAGYETaI o KiVBOS autés BV cival YwoTos, evd a Biadoipia debopEva ey aokheiouy Ty MBAVGET o KIVUOS va eival aUEREVOS e o brivaracetam. Of aofeveis Ba mpénel va napakohouBoUVIal Yia onpeia iBacyiol

0 60 pénel va cEetéleton To evbexdyevo KaTGAYAYS Bepaneias. Ztous aoeveis (ka1 ToUS pOVIIOTES Twy a0Beviy) TIPEMEI va OUIOTTal vo avageioou atpiki} ook o€ MEpITIW ToU TIapoUSIBGTOUY Gpcia 1Beaoj0d
Hraui ia Yndpxouv éva khikd SeBopéva oxeTikd e T xprion Tou o aoBevei pe nrat fa. Tia aoBeveic pe Nt Suohertoupyia cuviotétal Tpocappioyr TG B6ong
(Béne napavpuwo Aocoboyia kai tpémios xoprynon). Exdoxa Aiokia AusaveEia ot Aaktodn Ta emkahuppéva pe Aemtd upévio Siokia brivaracetam mepiéxouv AaktéZn. Or aoBeveis pe omdvia knpovopikd mpoBAfata dusavegiag ot yahaktédn, EMenng Aaktdong Lapp
BuoanoppSenens s yAuKoZr]( YahaitéZng Sev mpénel va ndpouv auts o @dpparo. Méerpo Sidhupa 1 st o vétpio To moipo Bidhupa nepiéxel vatpio. H inon aue Ba mpénel va AapBévetal unoyn amé aoBeveis mou axohouBob Siarta e
éxpro. AuoaveEiia ot ppouktly To oo SidAUa iepiéxel G0pBIToNn (E420). Ot aoBeve e omdvia hnpovoi npoBAnpam BucaveEias ot gpouKtéln Bev mpéne: va najpouy auts to @dpako. Exboxa now umopei va Sucavekia
To oo Sidhupia mepiéxel napuuﬁpoEustZolKo pebuheotépa (E218) mou propei va mpokaréos! arepyikéq avudpdosis (mBavis oo Yia éyxwon [ o vizpto To evéao bid Yia éyxuon nepréxer 0,83 mmol (i
19,14 me) vatpiou avé giaNiio. H nposiorioinan autr 6a mpérel va AauBavETal unyn yia aoBeveis Tiou axohouBouy iara i eeyx6ev o€ vitpio. pe dMa G mpoiévia kai dhhe pop@és alnheniBpaong Enionpes pekéte
xouv povo oe eviiikeg. guevn Oepanio e Fug kAVIKéG pehéteg, apd o Gu o apiBiioi fitav évor, Sev iBnke Sperog Tou &vavu Tou eikoviKos

gapydou o aoBeveic ou éhaPav mapdMnAa Bepaneia pe npéofeta ¢ eupripata avagopikd pe Y aopékeia f Nud avoxi. AMperiBpan pe to ovénveupa e plu pehétn fi kar i i

petagy g egdnak séong brivaracetam 200 mg kai g ouvexous éyxuong aiavéAng 0.6 gll oe uyin dtopa, sev oM 0Bifynoe katd npooé: 6 g enispacng Tou datog ouy

Aertoupyia, Ty mpocoxi ka1 T pviun. Aev ouviotdtal n Afgn Tou brivaracetam pe ovonveupa. Sappakokviikic an\embpdoeis Embpdoeis dhMwy mapayéviwv ot gapakokvuki tou brivaracetam In vitro asaopm unoBRAGvouY 6t To brivaracetam éxel xapnhé Suvapiks
@Mhenigpaons. H kipia 0865 Katavoprs Tou brivaracetam eivar péow uspGhuans o eiva aveEdpten amé to CYP Mia Seutepn 065 Katavops nepikapBéve enaypevn ans o CYPICI9.O1 ouykevtpGoeis Tou brivaracetam oto mkdopia pmopef va augouy Katd T ouyxopriynon
e 10xupoic avactoheis tou CYP2CI (mx. gphoukovaZéhn, pAouoEapivn), alhd o KivBuvog Khiikd ané wo CYP2CI9 i Bcupeital Su eivol xapAGS. Pipapmii e uyf Gojio,  oUYXOPYGN e Tov ioxupd eayyo eviipuy pigapmicivn (600 me/
NHEPa Yia 5 NpépEC), pEiwOE TV EMQAVED KW AT T KAHTTUA oUYKEVTpWONG Tou brivaracetam oto MAdopa (AUC) katd 45 %. O cuvtayoypdpor emayyehpartics uyeiag Oa mpéne: va eEetdZou to 6 86006 Tou ot aoBevei mou Eexvoly
1j ohokApiévouv Bepaneia pe pigpapmkivi. AE® mou eivar 1oxupol emaywyeis vdpwv Or GUYKEVTPGOEIG Tou brivaracetam oo TAGOHa pEIGvOVTal KATG T uYXopryNon pe AEC mou eival Ioxupol enaywyeig evidpwy (kapBapalemivn, @avoapBreaAn, gautoivn) aMd Sev amarceitar
Tpoagppoyt] g Séons (BAéne mivara 1). Abko enayoyeic evdipav AMor 1oxupoi emaywyeis eviipy (S o unepikéy o Sicptov (Hypericum perforatum) (St John's Wort) evbéxetal emion va peibaouy T oustnpaTicd éBean oto brivaracetam. Katd ouvéria, n évapEn fi

ohorhipwon TG Bepaneiag pe uriepikdy to Bidtprtov Ba Mpémel va yivetar pe mpoooxi, Embpdoeis tou o€ dMa npoidvia To bri Gpevo oG 8éoeis Ty 50 f 150 mglnpépa Sev empéace ty AUC i pidaZohdpn (etaBoAZetar and to
CYP3A4). O wivBuvos khivikd oxeni{pevov aMqAemBpaoswy tou CYP3A4 Bewpeital xapnASs. MeAétes in vitro é5eiEav 6t To brivaracetam eppavier pikpr rj kaB6hou avaotohr Twv 100pop@ev Tou CYP4SO, pe Eaipean to CYP2CI9. To brivaracetam auEaver Tic ouykeviposis
ot0 TAGOpa TV PAPPAKETIKGY MpOiéVTLY Ta onoia petaBoAZovtar and to CYP2CI9 (max. g SAng, g ‘Orav ehéyxBne invitro, o brivaracetam sev emiyaye a CYPIAI, aMd emiyaye ta CYP3A4 ki CYP2B6.Acv Siamioténge enayoy
tou CYP3A4 in vivo (BAére pi8aZoAdpn mo mi6va). H eraywyri tou CYP2B6 Sev éxei SiepeuvnOci n vivo Kol to brivaracetam priopei ¥a PEIGOE! TG OUYKEVEpUGEIS OT0 TAGOa v v poidvty ta onoia a6 to CYP2B6 (mx. )G e@aBipéving). Mehéteq
in vitro yia T S tv Suviukd docwy o etapopeis KatéhnEav oTo oUmEpacyia St bev UKy KANIKG OXETICOpEVES EmBpAGEIS, it Tou OAT. Invitro,n QUYKEvTpWwOT Tou brivaracetam Mo avaoTEAAE %o pios (IC50) to OAT3
efval 42 gopég upnhétepn a6 to C,_ oty ugnAStepn ikhvikij 6o, To brivaracetam oe 8601 200 mg npepnoig propel va auErioel ) CUYKEVTPWON oTo TAAGHA TV PappKGY Moy petagpépovtar ané OAT3 G gdpuaka O1 petay tou
brivaracetam (50 mglnpépa éuwg 200 mg/npépa) ka dAhav AED i0nKav o pia puii] avahuon T ouy oU gappdioy oTo TAGo}a amS GAEG Tis (Ao 2-3 PEAETES, O pia aVAAUON GOPHAKOKIVITEICHS TANBUGOU EAEYXOHEVGY L EKOVIKS (ApYaKo PENETY
@dons 2.3, kol Kol Ge eiBikée peMres gappoKEVTIKGY aAkTAEBEATELY (110 10 akEMouBE AED: AaoTaIYivY, GaIvuToivy Kal To v o vykérepuon ot rhdoys arov Mivaa | ( adEnon uroBeikvietal
WG« Kal N peiwon wg «|», 1o efads kitw ané TV KAPTHA TG CUYKEVIPWONG To TGO OE CUVGPTON e T Xp&Vo wG «AUCH kal 0 péyiot 6 Ykévtpwon wg Cmax). Mivakag doeig pievati ou Kar @M AED
Tuyxopnyospevo AE® Enispacn tou AE® o ouykévipwon tou brivaracetam oto mhdopa Enispacn tou brivaracetam ot ouykévipwon tou AE® oto mhdopa
apBapageniv - Kapiia ENOGEIdIKT KapPapagemivi | (BAENE Mapakatw)

KappapaZenivy AUC 29 % | Cmax I3 % | Aev anarceftar mpooappoyd g 86ong o ke

KhoBaZapn Aev undpxouv Biabéoipa Sebopéva Kapia

KhovaZendpn Aev undpxouv Siabéoipa Sedopéva Kapia

Aaxooapisn Aev undpxouv BiaBéoipa SeBopéva Kapia

Aaporpiyivy Kapia Kapia

Aepetpaketépn Kapia Kapia

OfxapBaZemivy Kapia Kapia (napéywyo povoibpokéos, MHD)

avoPappraky AUC 19 % | Aev anareital ipocappioyr 1 560n Kapia

autoivy AUC 21 % | Aev anarteital pocappioyr Ts 560n Kapia * AUC 20% 1 C,_ 20% 1

Mpeyaakivn Aev undpxouv Biabéoipa Sedopéva Kapia

Tompapdt Kapia Kapia

Banpois ofd Kapia Kapia

Zovisaitn Aev undpxouv SiaBéaipa Sedopéva Kapia

* Baoe1 piag peAéTg Mou GpBave T xopiiynon tou oe fi 8600 400 mg npepnoiug K ivn To bri sivan évag pétpiog fig uBpoAdonG Mou BNyl e aUEnoN TG ouyKEvTpwONg TG emoEeiBIkric
wappapiaZenivng, evég evepyou petaBoNitn g i peAéteq, n ouykévipwon TG enokeidiic ivnc oto mdopa QuEABNKE Katé éva 400 M000OTS TG m{smc Tou 37 %,62 % a1 98 % pe ikpr] Biaipavan i 860 brivaracetam twv 50 m/
nbépa, 100 mg/npépa ka1 200 mglnpépa, aviioToixa. Aey napatnpiidnKav KivBuvor avagopika e Ty aogdleia. Aev mapatnpidnke adpoiotic Spdon tou bri a1 tou 6 oty AUC g 6 otépatoc 6 H
Guyxopiiynon tou brivaracetam (100 mg/npépa) pe éva anié otépatos nou mepiéxel (0,03 mg) kar £n (0I5 me) 8ev empécoe ) gappakoKVTI Kapiag amS g So ovotes. Otav o brivaracetam ouyxopnyBRKE o
8601 v 400 mglpépa (860 Gopéq T péyiotn ouviotdpev neprioia 56on) pe éva and oTépaTog S o iepiéxel 6An (0,03 mg) kar (015 mg), peiwon s AUC Ty 01oTpoyovaY Kal TG MpoyeoTivG
ka6 27 % ka1 23 %, avtioTona, xupic enispacn oty katagtok TG woppnEias. fevid, Sev mapatnpr{nKe petaBoi Ty MPOpik CuYKEVTpLETS-XpGYoU TaY EvBOYEVGY BelkTiv 6mog opusvn (LH). oppsvn (FSH), kar agaipivn
Tiou Beopieter TG yewnukés oppéves (SHBG): Gnon kar yakouxia luvaikee oe i nhida O1 azpoi 6a mpéner va ouCoby yia Tov 6 al TV avtoUAYN pe T yuvaikes o nAkda iou AapBévou brivaracetam
(BAéne Kinon). Edv pia yuvaika anogacios: va peiver éykuos,  xpiion Tou npénel va Gnon KivBuvos oxeudbpievos pe v emAngia kai ta avuemAqTIKd pappakevTkd Mpoidvea yevikass fia M Ta aveiemANITEKG @appaKa, éxer amodexBei 6t

GT0U amoyévoug yuvaikiy Tiou Aapdvouv Beparieia yia emhnyia, o emoAacpds SuomAaciby eival BUo £ug TPEIS PopES UPNAGTEPOS NG To OG0T 3 % Tiou IoXUe! KATd MPOGEYYIoN OTo YevikS Mnduapd. Ztov ThnBuops aoBeviv rou ékaBav Bepaneia, mapatnpridnke adEnon
v 8uomAaoidv pe MoAuBepaneia: waT600, o BaBds otov onoio euivovtal n Bepania kailf N unokeijievn TABNON Sev éxer SieukpiviaBei. H Siakonr tg avuemAukiic aywyris propei va odnyfioer e emdeivwon T véoou, 1 oroia evbéxetar va BAGYe! T pépa Kai o éppuo.
Kivbuvog mou axerigerar p o briaracetam Ta Se5opéva amé T xpron Tou brivaracetam oS £YKUES YUVaikesS Eivan mepiopiopiéva. Acv Biarifevar SEBOUEVA OXETIG i T BETapopd £ Tou TAGKoUVTa GTov cvBpuTTo, aMd To brivaracetam éxei amOBENGEi GH SiaoxiZe! apEou
ov makodvta otous apoupaious. O evBexdpievos KivBUVS Yia Tov GvBpwrio eival Gyvwoto, Ze pekétes o Zba Sev 8pdon tou g KhikéG peAéte, To 6epaneia kai Gtav

pali pe ivn, emriyaye bpevn @GENON TG CUYKEVEPWLOG Tou Evepyoy petaBoNiTn, TG fi ivnG (BMéne napaypago Goeis pe GMa & mpoiévea kar GMeg popq)s( aMnhenispaong). Aev undpxouv
enapii} BeBopiéva yia tov MpooBiopiopd T KhwikiiG onuaciag autis TG enispacns oty kinon. Qg MPOATIKS PETpo, To brivaracetam Sev a MpéNe! va xpnoIoTIOIERal KT T SIPKEIa TG KUNONG, EKTEE £V eival KAk amapartto (8nh. edv To 6@ENog yia T ptépa umeptepel
0 Tou evBexdpievou KvBivou yia to épBpuo). @ndaoyice Aev vl YOS €4V 1o brivaracetam ameKKpivETal oo aVBpGMIVO YAAa. MsAmc ¢ apoupaiou éxouv BeiEer S 10 brivaracetam amekipivetal o0 yGAa. Mpéne va aogaoiote edv Ga Siakonei o BnAacyos } 0a Siakore
<0 brivaracetam, AapBavovtag U6y 1o 6@ENOS ToU PAPHAKEUTIKOY TIPOIGVTOG Yia T PTépa. Z€ Tepimtwor ou fvn, undipxer to Spevo alEnong T moosTTag tg nou ivetal oto pTpIkG YéAa.
Aev undpxouv enapkii SeBopéva yia va npooBiopiortei n Khvikij onpacia autos. fovipétta Aev Siatifeveal Sedopéva otov dv8pwrio yia Ty Em&pavn ou brivaracetam ot yovipéTEa. Stoug apoupaious, Bev apatneidnke enidpaon ot yovipduta pe to brivaracetam. Emépéaeig
otV IkavéTTa odriynong Kai xeipiopod pnxavnpdtwy To brivaracetam éxer pikp f pétpia enispacn TV KavéTTa oBiyNoNG Ka Xeipiopos pxavpaTey. Adyw Twv mavéy Siagopéy oty atopikd suaioBoia, opiojiEvol acBevel Hmopi va spgavioouy umvnNia, aAn kal

Mo, oxenZ6peva i To KEVIpIKS VeupikS atotna (KNE) oupropiata. Stous asBeveis mpénel va Bidetal n ouBou] va v oBnyolv autokivTo kal va i xeipiloveal da évaog emivauva £ug Stou Ov e TG emBpdoei; Tou brivaracetam oty
IKQVTTd TG va v auté i G evépyeies Mepinin Tou npogik acpareiac T GAEG TIG AeyxGpEves Kai i Ekeyxdpieves pehétes oe aoBeveis e emnyia, 2.388 aoBeveic ékaBav brivaracetam, ané tous omoious 1.740 ékaav Bepaneia

Yia Bidotna 26 pviv, 1363 yia Sidotnpa 212 pnviv, 923 yia SiGotnpa 224 pviv kar 569 yia Sidotua 260 vy (5 ). O1 o cuxvé avapepdpeves avemBUnTes evépyeies (>10 %) pe ) Beparefa pe brivaracetam ritav: urvnAia (14,3 %) kar 26N (110 %). Autés rirav ouviifwg
fimag éw pétpiag éviaong. H enimtwon g unviAiag kai TG kémwong (8,2 %) avagépbike wg upnhStepn pe Ty augnon g 86ang. O Tirog v avemBpNILY Evepyeidy Tou avaépBikay KaTd T) BidpKeia Ty MpGLLY 7 Nepdv TG Bepaneia fTav MOpSHoIOS pE aUTév oy
avagépBnie yia T ouvokik iepioo T Bepaneiag. To MooooTé Siakomis Adyw avemBlpNTwY avuphoswy ftav 3,5 % 3,4 % ka1 40 % yia tous aoBeveis Mou TuxalonoIfBnKav yia va AdBouv brivaracetam ot 8600 wv 50 mg/nuépa, 100 mg/uépa kai 200 mg/uépa, avtiotona,
a1 1,7% yia Toug aoBeveis mou txaororfonKay ipos A eikovikol gappkou. Or avemBUpILes EvépYeIEs mou 0ByoaY mo ouxvd o Siakor T Gepaneias pe brivaracetam fizav {ékn (0.8 %) kar ooyl (0.8 %). Kazéhoyo wwv avemGunruv evepyeily o¢ wopr mivaka Ttov

napakdt mivaka, of evépyeieg mou & Béon v Tou owvShou T Béons Sebopévay aogAAEIag TwY KAMIKGY UEAETY X0pryoNS Tou brivaracetam, TOpATIBEVLal KaTé KATYOPIA OPYAVIKOU CUGTIRATOS Kal OUXVGTTCES. O OUXVOTTES
opiovtar g eErig: Tohd ouxvé (= 1/10), ouxvés (= 100 éwg < 1/10), 6x1 ouxvég (= /1000 éug < 1/100). Ze kdde opdsa o evépyeieg pe oeipé @Bivouoag coBapstnTag.
Katnyopia opyavikos ouotripatog Euxvéupa Avem@upneg evépy

AoipisEeis kai napacrtbosis Tuxvés
Alatapaxés Tou aIHOTIOITIKOY Kai Tou AEHIKOU GUTpATOS “Ox1 ouxvs Ousereponevia
Aiatapaxés tou petaBoliopiod Kai T Bpéng uxvés Meiwpévn SpeEn
é Tou 6 “Oxi ouxvs YnepevaioBnoia tomou |
i i Suxvég Katadhyn, dyxoc, aimvia, euepeBiototta
Wuxiatpikés Siatapaxés
“Oxi ouxvés 18ca066 autoktovias, Puxwoikr Biatapaxr, emBetikétnTa, iéyepon
ToAs ouxvég Zéhn, umvnhia
Aitapaxés Tou veupiko ouoTaTOg
Tuxvs Enaopoi, iyyog
ou ou Bpaka kai Tou Tuxvég AOIPGEEIG TOU AVGTEPOU GVAMVEUGTIKOU OUTTHATOS, Bixag
Aiatapaxés Tou yaoTpevtepikoy Suxvég Nautia, épeto, uokokidtnta
Tevikés £ wan Goeig T obou xoprf uxvés Kenwon
Depiypagi & G evepyeiiy O fa éxer ovapepO oo 0.5 % (6/1099) T oBevisv mou éhafav Bepaeia e brivaracetam kar oo 0 % (0/459) T GOBEVGY TIoU VTETLIIOXTKAY e EIOVIKS ppaKo. TEOOEpIG Mo autl tous aoBevei cixav
HEIGEVO apxiKS apiBS Sgihuv Kai peiaon Tou apIBjIOG Twv oUBETEpOPAGY HETE TV EvapEn TG Bepaniag pe avéva a6 T ev ritav apid popprc, Sev xpeidotnke kdmoia e Bepareia
¥ bev obfyro o iakor Kou brivaracetam Ko o KavEvay Bev epgaviaTKaY axeuZSueves hojites. Ib2aayes auroravias el avapeplel o 03 % (1 099) v acBevay oy éhaPav Bepaneia pe brivaracetam Kol oto 0.7 % (31459) v aoBeviv mou éhafov i ok
@Gppiano. Tug fpaxunpsBEopes KAVIKES HEAETEG xopriynons tou oe aoBeveic pe a1 anéneipag 01600 ap@éTepa Ta ouMBAVEa Exouv avagepBei ot avoikté peNéte eméktaon (Bhéme
péypago Eibiicés foeig kar waxé wn xprion). Gpnee evépyeteg mou Gouv dpeon (Térmou 1) fa éxouv avapepOei ot &va kpb apIBpS aoBeviv mou éhafay Beparela e brivaracetam (9/3.022) katé T Bidprera g KAwikis
avdmTugnG. Avoiktéc pehétec enéwraonc Troug aoBeveis ou UG aVOIKTES iEhETes EMEKEaon YIo XpOVIKS BioTa us ka1 8 £, o Tporik aoAAEIDS oV MapGIOID i EKeiVO ou oug pe E1oVIES dppiako
peréres. Mabiapss minduayss To SeBopiéva aogakeias amd avoirés pehétes ae maidid nhiias | nvss éw <16 exi cival nepiopioéva. Zuvolicé 152 maibid (qhiias | v éw < 16 exav) ot pia peréT
peréTn mapakodouBnong. Anié ta nepiopiopiéva SeBopéva ou eival SiaBEoipa, Ta mo ouxva TEAE rou g e To gdppako a6 Tov epeuvne firav urvnhia (10 %), u:luutvn SpeEn (8 %), kSmwon (5 %) Kal peiwpévo CLATIKS Bﬁpoc 4 %) To
Tpogik acpakeIas GaivETal va Eival OE CUHGWYIa e TO YVWOTS TPoGik aTouS evifAIkes, Aev urdpxouv SiaBEaiia eSopéva yia T veupoavaTTuEn. Eri tou mapévro, Sev SiatiBieviar Khvikd Se8opéva e veoyvé. Hhwwpévol Arié toug 130 évoug aoBeveic mou eved
G0 TP aATVErS G0N 23 Tou brivaracetam (44 e emAnYi).or 100 fiav s 65-74 ey ev o1 30 oy hwias 75-84 ex. To pOgik G0EAEIUS OE AKIUEVOUS GOBEVES GOIVETa V0 ol TGPGHOID e VD iow éxi TapaTPTOe o veGepous viiees aoSstlg
Avagopd vepyeiiv H avagopd 6 evepyetiv et and T xoprynon G5eiag KUIADQOPIEs Tou apYAKEVTIKDY mpoidvEos eivar anpava, Emtpénel T auvex g oxéong opé wou
@appaKeuTIoU TpoidvToc. ZnTefta ané Toug EMayyeAaTies UyEiag va avagépouv i OprEeS evépyeies péow Tou eBVIKol oUTTAUATOS avagopds Mou avaypdgetal oo Mapdgtual, i suata Yndpxer v i)
epne.pm Yo s unpBoaolora e brvaracetam awav v, Yo xa G éxouy avagepSl o oy dropa ou ehaiy epénat Séon br 1400 mg. Aev undpxer e151k6 avriBoto yia T fa pe Havaps Y
iag Ba mpérel va ével yevika évou 61 Mbrepo and 0% tou brivaracetam anicpiveTal oo olpa,n aloBIUAI SEV YGEVEaI va EvoxGos! onavTIké Ty Kkdbapon tou Aidpeia Lris éva pe demo
v b 4 xpévia Méoipo Siéupa 3 xpévia. Metd ané to mpito ﬂvowpa 5 pives Evéono Sidhuyio/Gidhua yia éycuon 3 xpévio. Mexd t apaion, T evéorpo 51 Ghupia yia éyxuon 6t eivar GuoIKd oUBATS Kal XnpIkd OTaBEpd Stav
avapyvieTal e Toug SIAUTEG Tou avaypaGOVTal TTNY TapaypaRo 6.6 yia €wg 24 GPEG Kal amoBKeleTal o aokous amé PVC 1 oe fa éug 25°C. A s droyng, o npoidv 6a mpéner va qua.ponmmm apéowc pevd Ty apaiwon. Edv Sev
XpRoipoToIgei apéows, of Xpovol aMOBriKEUSS Kal of GUVBHKE mpIv T xprion aoteAoy cuBvY Tou xpfioT IBiaitepes MpoguAGEEIS améppipng Kai nuog xeipiopos To evéoiyo 5id via éyxuon nipoiéy iZeta yia pia pévo
xprion. Oroiabrinote nooétTa pn évou Biakipiatos pénel va anoppiteal. To mpoidy Sev mpéne va edv A 6. To evéoipio 81 Ghupia yia éyxuon eivan quoika oupPats

a1 xnjiké oTaBepd Stav avapiyveTal pe Tou akdhouBous Siakites Alahites Evéoipo Bihupa xAwpiotxou vatpiou 9 mg/ml (0.9 %) Evéaipio Sichupia yAuKoZn; ) meg/ml (5 %) Evm.po Yahaktiks &iGhupia Ringer Moperj /
ﬂ:pl:lﬂll(otrrm/ Euokeuaoia / Alavikés Tigiéc fc tab 10 mg x 14 - 38,22 € Acukd £0g UnGAEuK, TpoyYUAd, emkaAuppéva e AEmté upiévio iokia, SIapétpou 6,5 mm o @Epouv xapaypévo o «wl0y ot pia mheupd. fe
tab 25 mg x 56 - 131,66€ Ticp1, woeidri, emkahuppéva pe Aemes upévio Siokia, Biaotdoewy 8,9 mm x 5,0 mm Mou PEpouY xapaypEvo To «u25» ot pia heupd. fe tab 50 mg x 56 - 131,31 € Kitpiva, woeisn, emkahuppéva pe
errté upévio smm,s.amumv 117 mm X 6,6 MM MoU GEPOUY XaPaYEVD To SO o pia MAeupd. f tab 75 mg x 56 — 131,31 € Muwp, woeidr], cmikaAuppéva e Aemtd Upévio Siokia, Biaotécewy 13,0 mm x 7,3 mm moy  A/APEPTE: o

: : " : . ; : S ; ! o : " e e e e Ere A ]
@épouv xapaypévo to 75y otn pia mheupd. fe tab 100 mg x 56 - 131,31 € Mpdona-ykpn, wosidr, emkalupéva pe Aemes upévio Biokia, Biaotaoswy 14,5 mm x 81 mm miou @EpoUY xapaypévo o «l00) ot pia MAEUPA.  { e SOBAPEY avemBiee evéoyeis yia ta Fuotd Odpyaka
oral sol 10 mg/ml x 300 ml - 130,37 € EAagpis 1EG5es, Biauyéc, dxpwpio £ug KITpvGI6 uypo. sol. inf. 50mg/Sml x 10 vial x 5 mi - 295,03 € Aiauyéc, dxpwpo SidAua.

BonBeiore va yivouy Ta @dpyaKa mo a0gol
iuun).npmma v “KITPINH KAPTA"




/‘ Tecfide ra LYNTAFOIPA®IKEZ MAHPO®OPIEE 1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOX Tecfidera 120 mg yaotpoavBe-
> " ® KUK okAnpd Kaydkia, Tecfidera 240 mg yaotpoavBeKtikG okAnpd kawdria 2. MOIOTIKH KAI MOZOTIKH ZYNOEIH

(poupapikdc dipeBuleatépac) Tecfidera 120 mg kawdkio KGBe Kawdkio nepiéxel 120 mg goupapikoy SipeBuisotépa (dimethyl fumarate). Tecfidera 240

mg KawdKio KaBe kawdkio nepiéxel 240 mg goupapikou SipeBuieatépa (dimethyl fumarate). EkGoxo(a) pe yvwot Spdon: Ma tov nAnpn KatdAoyo twv ekdoxwv. 3. AP-
MAKOTEXNIKH MOP®H laotpoavBektiké orAnpd Kawdkio. Tecfidera 120 mg Kawdkio Mpdaivo Kal Gompo yaotpoavBeKTIKG okANpd KaydKio, He tunwpévn tnv €vbei§n
«BG-12 120 mg». Tecfidera 240 mg kawdkio Mpdoivo yaotpoavBeKTIKG oKANPO KawakKio, pe Tunwpévn tnv évbei§n «BG-12 240 mg». 4. KAINIKEZ MAHPO®OPIEL 4.1 O¢-
paneutikés evbei§eis To Tecfidera evbeikvutal yia tn Bepaneia evnAikwv aoBevdov pe unotponidfouaa Siadeinousa noAdanAn okAnpuven (avatpégte otnv napdypago 5.1
s MepiAnyns Xapaktnpiotikwy tou Mpoidvtos yia onpavtikés nAnpo@opies OXeTIKA pe tous NAnBuopoUs atous onoious éxel TekunpiwBei n anotedeopatikénta). 4.2 Ao-
oofAoyia Kal tpénos xophynans H Bepansia Ba npénel va §ekiva und ty eniBAgyn 1atpou We epneipia otn Bepaneia ths véoou. Aogodoyia H 66on évapéns ival 120 mg 0o
@opés TNV npépa. Metd and 7 npépes, n 6on au§dvetal otn ouviotwpevn 56on twv 240 mg 6Uo gopés tv npépa. H npoowpivA peiwan ths 66ons ota 120 mg &Uo popés
TNV NpEpa evBEXETal va PEIWOE TNV PPAvIon epuBpiaons Kal yaotpevtepikwy avemBupntwy avudpdoewv. Evids 1 pnvds, Ba npénel va avapxioel n ouviotwpevn §6on twv
240 mg &Uo @opés tnv nuépa. To Tecfidera Ba npénel va AapBdavetar pe tpopn. Ma tous acBeveis ol onoiol evbéxetal va ekdnAwoouv epuBpiaon i yaotpeviepikés aveniBu-
pntes avudpdaoels, n Anyn Tecfidera pe o @ayntd evbéxetal va BeAtiwaer tnv avekukotnta (BA. napaypdgous 4.4, 4.5 Kal 4.8). HAtkiwpévol ITs KAIVIKES HeRétes Tou
Tecfidera unfipxe nepiopiopévn ékBeon aoBevwv nAikias 55 1wV Kal dvw, evad dev oupnepiapBavétay enapkns apiBuds aoBevwv nAikias 65 £Twiv Kal dvw, WOTE va Npoo-
Slopiotei v autoi avtanokpivovtal SIaPopeTiKG and tous vedtepous acBeveis. Me Bdon tov tpdno 6pdons ths dpagtikns ouaias, dev undpxouv Bewpntikoi Adyol yia
onoladnnote anaitnon npoaappoyns ths 8oons oe nAikiwpévous. Ne@pikr Kat nnatikr 6uaAettoupyia To Tecfidera 6ev éxel pedetnBei oe aoBeveis pe VEPPIKA A NNATIKA
Suoneitoupyia. Me Bdon us pedétes KAIVIKAs @appakonoyias, bev anaiteital npooappoyn ths 66ons. Anaiteital npoooxn Katd th Bepaneia aoBevwv pe coBaph NNAtikh n
ve@pikn duofertoupyia (BA. napdypago 4.4). Matbiatpikég nAnBuoudg H aopdneia kal n anoteAeopatikétnta tou Tecfidera og naidid kar epnBous nAikias 10 éws 18 etwv
Bev €xouv aKdpa tekpnpiwBel. Ta napovta SiaBéaipa Sedopéva neprypapovtal otis napaypdgpous 4.8, 5.1 kai 5.2 tns MepiAnyns Xapaktnpiotukwy tou Mpoidvtos, add dev
unopei va yivel abotaon yia tn 6ocofoyia. Aev undpxer oxetikn xpnon tou Tecfidera oe naibid nAikias Katw twv 10 etwv yia thv évbei§n tns unotponiddouaas Siadeinouaas
noAdanAns okAnpuvans. Tpdnos xopriynons [Ma xpnon and tou otépatos. To KAWAKIo h to neplexdpevo tou dev Ba npénel va Bpuppatietal, va diaipeital, va diadvetal, va
anopudeital i va pagiétal, KaBWws n EVIEPIKA ENIKAAUYN TwV HIKPoSIoKiwv anotpénel tis epeBITTikés embpdaels ato éviepo. 4.3 Avtevbeifels YnepeuaioBnaia otn Spactikn
ougia 1 oe kdnolo ano ta ékGoxa nou avagépovtal oty napdypago 6.1 tns MepiAnyns twv Xapaktnpiotikwy tou Mpoidvtos. 4.4 Eibikés nposiSonoinoels Kal npoguAdgels
Katd tn xphon E€etdosis aipatos/epyaotnpiaxés e€etdoels Exouv napatnpnBei aAdayés otis veppikés epyactnpiakés e§etdoels oe KAIVIKES peétes oe dropa nou unoBAn-
Bnkav oe Bepaneia pe Tecfidera (BA. napdypago 4.8). O1 KAIVIKES enINTWoEls autwv twy adaywy Sev eival yvwotés. Tuviotdtal a§loAdynon ths veppikhs Aeitoupyias (n.x.
Kpeatvivn, dZwrto oupias aipatos Kai avdAuon oUpwv) npiv and v évapén tns Bepaneias, petd and 3 kai 6 prnves Bepaneias, Kal Katéniv KABe 6 £ws 12 pfves, KABws Kal
onws evbeikvutal KAIVIKA. Pappakoyevis nnaukn BAdBn, cupnepiAapBavopévns ths al§naons twv nNAtiKwy evfUpwy (= 3 ULN) Kal twv emnédwv oAikns xodepuBpivns (=
2 ULN) pnopei va npokAnBei and tn Bepaneia pe Tecfidera. O xpdvos éws tnv ekdniwon pnopei va eival Guecos, apketés eBSopddes n nepioodtepo. Exel napatnpnBei uno-
XWPNON Twv aveniBUPNTwV evepyeiwv Petd tn Siakonn tns Bepaneias. uviotdtal a§loAdynon twv apivotpavo@epacwyv atov opd (n.x. ALT, AST) Kal twv eminédwv oAikns
xofepuBpivns npiv and tnv évap§n tnhs Bepaneias Kal Katd th SidpKeia autns, dnws evbeikvutal KAVIKA. O1 acBeveis nou éAaBav Bepaneia pe Tecfidera pnopei va ekdnAwoouv
ooBapn napatetapévn Aepgonevia (BA. napaypago 4.8). To Tecfidera dev éxel peAetnBei oe aoBeveis pe npolndpxovies xapnioUs apiBpoUs AEUPOKUTIAPWY Kal anarteital
npoooxn Katd tn Bepaneia autwv twv agBevwv. Mpiv and ty évapén tns Bepaneias pe Tecfidera, npénel va npaypatonoinBei pia npdogatn yevikh e§étaon aipatos, oupne-
piAapBavopévwy twy Agpporuttdpwy. Edv dianiotwBei ot o apiBuds twv AgppoKuttdpwy eival xapnAdtepos and to puaiofoyikd eUpos TUWY, Ba Npénel va npaypatorol-
eital evbenexns a§loAdynon twv niBaviv artidv npiv ané thv évapgn ths Bepaneias pe Tecfidera. Metd tv évap&n tns Bepaneias, Npénel va NpaypatonoloUvial YEVIKES
e€etdoels aipatos, oupnepiAapBavopévwy twv AgpporuTtdpwy, KABe 3 pnves. E€etdate to evbexdpevo diakonns tou Tecfidera oe aoBeveis pe apiBuous Agp@oruttdpwy
<0,5 x 10%1 nou enipévouy yia nepiocdtepous and 6 pnves. H oxéon Kivbuvou-ogédous tns Bepaneias Ba npénel va enave§etaotel Katdniv ougatnons pe tov acBevi ato
nAaioio twv dAAwv SiaBéaipwy Bepaneutikwy emAoydv. O KAIVIKOI Napdyovies, n agi0AGynon TUXOV EPYTOTNPITKWY Kal ANEIKOVIOTIKWY EGETA0EWY HNOPOUV va GUHMEPI-
Ang@BoUv ato nAaiolo auths tns enave§étaons. EGv n Bepaneia ouvexiotei napd thv napapovn tou apiBpol twy Asukokuttdpwy <0,5 x 10%/1, ouviatdtal au§npévn enaypu-
nvnon (BA. enions tv unoevdtnta nou agopd tv PML). O1 apiBpoi twv Aeppokuttdpwy Ba npénel va napakodouBolvtal Péxpl TV avakapyn. Metd ty avdkapyn Kai
anousia evafAaKTIKWVY BepaneutikWwy emAoywY, oI aNo@AcEls OXETIKA pE Ty enavévapgn n oxi tou Tecfidera petd tn Siakonn tns Bepaneias Ba npéner va Baoiovtal otnv
KAIVIKN Kpion. A§loAoynote th oxéon opénous/kivBUvou oe aoBeveis pe apiBpous Aepporuttdpwy 20,5 x 10%1 kai <0,8 x 10%1 yia nepicadtepo and £§1 prves. Mayvnukn
Topoypaia Mpiv and tv évapgn tns Bepaneias pe Tecfidera, Ba npénei va eival 61aBéaiun pia apxikn payvnukn topoypagia (GuvnBws evids 3 pnvwv) ws avagopd. H avdykn
Yia MePaITéPW ANEIKGVION HE HayVNTIKA Topoypagia Ba npénel va e§etdletal GUP@wVa pe TS €BVIKES Kal TOMIKES OUOTATEIS. H aneikGvIon He HayvNTIKA ToHoypagia pnopei
va e€etddetal oto nAaioio ths au§npévns enaypunvnons oe aoBeveis nou Bewpeital du Siatpéxouv au§nuévo Kivbuvo eppdvions PML. Ie nepintwon KAIvikns unowias PML,
Ba npénel va npaypatoroleital aUéCWS HAyVNTIKA Topoypagia yia SiayvwotikoUs okonoUs. [Mpoiodoa nodusouakn Agukoeyke@adondBela (Progressive Multifocal
Leukoencephalopathy, PML) Exouv napousiaatei nepintwoeis PML pe to Tecfidera kai 4Ada npoidvta nou nepiéxouv CTEPES POUHAPIKOU 0E0S O€ KATAGTAON LETPIOS EwsS
ooBapnis napatetapévns Aepponevias. H PML ival pia eukaipiakn Aoipwgn nou npokadeital and tov 16 John-Cunningham (JCV), n onoia pnopei va anobeixBei Bavatngopa
1 va npokaniéoel goBapn avannpia. H PML pnopei va napouadiagtei pévo napoucia Aoipwgns and tov 16 JCV. Edv npaypatonoinBei e§étaon yia tov 16 JCV, Ba npénel va AngBei
undyn 6t n enibpaon ths Aepponevias otnv akpiBeia ths e§étaons avuowpdtwy Katd tou JCV Sev éxel pedetnBei oe aoBeveis mou AapBdvouv Bepaneia pe Tecfidera. Ba
npénel enions va onpelwBei 6T pia apvntikn e§étaon yia avuiowpata Katd tou JCV (napousia guaioAoyikou apiBuou Aspgpokuttdpwy) dev anokdeiel tv mBavdtnta enako-
AouBns Aoipwgns and tov 16 JCV. Katd to npwto onyeio n oupntwpa unodnAwtiké ths PML, avaoteifate t Bepaneia pe Tecfidera kai npaypatonoinate katdAdndes dia-
yvwotikés a€lofoynoeis. Ta cupntwpata ts PML evbéxetal va eival napdpola pe autd pias unotponhs noAAanAns okAnpuvons. Ta XapaKTNPIOTIKG CUPMTWHATA NOU OXETi-
Covtal pe v PML eival noikida, e€ediooovial katd tn Sidpkeia npepwv €ws eB6opddwy Kar nepidapBavouv npoodeutikh aduvapia otn pia NAcupd Tou owpatos n
adegidtnta twv Grpwy, diatapaxn tns 6pacns Kal addayés otov Tpono oKEWNS, otn pvApN, KaBws Kal otov npogavatoAiopd nou odnyolv oe olyxuan Kai addayés otnv
npoownikétnta. [ponyoUpevn Bepaneia pe avooorataotaAuKEs i avoootpononointikés Bepaneies Aev éxouv npaypatonoinBei pedétes nou va agiodoyolv tnv anoteAeopa-
TKGTNTa Kal tnv ao@dneia tou Tecfidera Katd th petdBacn acBevav and dAfes Bepaneies tporonointikés tns vooou ot Tecfidera. H ouveio@opd nponyolpevns avoookata-
otadukns Bepaneias otnv ekdniwon ths PML oe aoBeveis nou AauBdvouv Bepaneia pe Tecfidera Sev eival yvwotn. Katd t petdBaon acBevav and kdnoia 4Adn Bepaneia
TPOMOMOINTIKA Tns végou ot Tecfidera, o xpdvos npioeias wris Kai o Tpénos Spdans tns dAAns Bepaneias npénel va AapBavovtal undyn NPOKEINEVOU va anogeuxBei n
npooBetikh avoooAoyikh enibpacn, PEIWVOVTAs TaUToxpova Tov Kivbuvo enavevepyonoinans ths noAdanAns okAnpuveons. Zuvigtdtal va npaypatonoleital Jid YeviKh e¢étaon
aipatos npiv ané v évap§n tns Bepaneias pe Tecfidera Kal taktika Katd tn SidpKeia ts Bepaneias (BA. «EEetaaels aipatos/epyactnplakés e§etdoeis» napandvw). H xopni-
ynon Tecfidera pnopei yevikd va exkivioel apéows HeTd th Siakonn tns IVIEpPePOVNS M Tns o§IKkns yAatipapépns. ZoBaph ve@pikn Kal nnatikh ducAeitoupyia To Tecfidera
Sev éxel pedetnBei oe aoBeveis pe coBapn ve@pikh h nnatikn duoAeitoupyia, ouvenws anaiteital Npoooxn Katd th Bepaneia autwv twv aoBevav (BA. napdypago 4.2). LoBa-
pn evepyn vooos tou yaotpeviepikoy To Tecfidera dev éxel peAetnBei oe aoBeveis pe coBapn evepyn VGO0 TOU YOOTPEVIEPIKOU, CUVENWS QNAITETAl NPOCOXN Katd tn Bepaneia
autwv Twv acBevav. EpuBpiaon e KAvikés Sokipés, 34% twv aoBevwv ol onoiol éAaBav Tecfidera napouaiaoav epuBpiaan. Itnv nAgiovotnta twv acBevwv ol onoiol na-
pouaiaoav epuBpiaon, auth Atav Anias n pétpias coBapdtntas. Aebopéva and pedétes pe vyieis eBeAoviés unodeikviouv 6t n oxeti{opevn pe to Tecfidera epuBpiaon eival
mBavéd va pecodaBeital andé npootayAavbives. Evas BpaxUs KUKAos Bepaneias pe 75 mg aketudooanikuAikoU 0§éos xwpis eViepIKA eNKAAUYN pnopei va eival enw@ens oe
aoBeveis nou eppaviouv pn avekt epuBpiaon (BA. napaypago 4.5). Le 5o pedétes uyiwv eBeAoviwy, PeIwBNKe n eppavion Kal n coBapdtnta tns epuBpiaans yia to Gid-
otnpa ths nepiddou xophynans 6ons. e KAIVIKES Bokipés, 3 aoBeveis and tous ouvoAika 2.560 aoBeveis nou éAaBav Tecfidera napouciacav coBapd cupntwata epubpia-
ons, ta onoia rtav NiBavév avudpdaoels unepeuaioBnaias 1 avaguiaktoeideis avudpdaoels. Autd ta cupBdpata dev ftav aneiAntikd yia th {wn, aAdd obhynoav oe voandeia.
O1 ouvtayoypagouvies Iatpoi Kal ol acBeveis Ba npénel va eival oe eypryopon OXeTIKA He to evbexdpevo epgdvions coBapwv avuidpdoewv epubpiaons (BA. napaypdgous
4.2, 4.5 kal 4.8). AvaguiaKukés avubpdaeis Exouv avagpepBei nepiotatkd avaguiagias/avaguiaktoeibous aviibpaons petd th xopriynon tou Tecfidera petd tv KukAogpo-
pia Tou npoidvtos otnv ayopd. £1a cupntwyata pnopei va nepidapBavovtal Suonvoia, unogia, undtaon, ayyeiooibnua, e§avBnpa n Kvidwaon. O pnxaviopds enaywyns s
avaguiagias and tov poupapiké SipeBuieatépa bev eival yvwotds. Avubpdaoels yevikd epgpavidovial Petd ty npwtn 86on, aAAd pnopei enions va epgaviotoly oroiadhno-
1€ oUypN Katd t SidpKeia tns Bepaneias Kai pnopei va eival coBapés Kai aneidntikés yia t {wn. Ba npénel va divovtal obnyies atous acBeveis va diaxkdntouv to Tecfidera
Kal va avaZntoUv GUecn 1aTpIKn @povtida edv napouacidoouv onpeia h oupntwpata avaguiagias. H Bepaneia 6ev Ba npénei va §ekiva ek véou (BA. napdypago 4.8). Aoipwéels
e efeyXOpeVes He EIKOVIKO pdpuaKo pedétes @aans IIl, n enintwon twv Aoipwgewy (60% évavt 58%) Kal twv goBapwv Aoipwgewy (2% évavu 2%) htav napdpoia oe
acBeveis nou éAaBav Bepaneia pe Tecfidera n eikovikd @appaKo, avtiotoixa. Aev napatnphBnke au§npévn enintwon coBapwv AoipwEewv ot aoBeveis pe apiBuous Aspgo-
Kuttdpwv <0,8 x 10%1 11 <0,5 x 10%1. Katd tn Sidpkeia tns Bepaneias pe Tecfidera otis eAeyxOpeves pe €IKOVIKG PApHaKo SoKIpEs yia tnv noAdanAn okAnpuveon, o pécos
apiBuGs AgppoKUTIApWY pEIWBNKE Katd nepinou 30% and thv apxikn agloAdynon oto éva £tos, pe enakdiouBn otaBeponoinon (BA. napdypago 4.8). O1 pécol apiBuoi Aep-
(POKUTTAPWY MapEpEIvay evios @ualofoyIKwy opiwv. MapatnpnBnkav acBeveis pe apiBps Aepporuttdpwy <0,5 x 10%/1 oe <1% twv acBevwv nou éAaBav Bepaneia pe e1ko-
VIKG @appaKo Kal og 6% twv aoBevwy nou éAaBav Bepaneia pe Tecfidera. Le kAIVIKéS penétes (too eleyxdpeves 600 Kal pn eAgyxopeves), 9% twv aaBevay eixav apiBuols
Aeporuttdpwy =0,5 x 10%/1 Kkai <0,8 x 10%/1 yia touAdxiotov £§1 prves. 2% twv acBevdv napoudiacav apiBuols Aepporuttdpwy <0,5 x 10%1 yia touAdxiatov €€ prves. Le
autoUs tous acBeveis, n nAglovotnta twv apiBuwV twv Agpgoruttdpwy napépeive <0,5 x 10%/L pe th ouvéxion ths Bepaneias. EGv n Bepaneia ouvexiotei napoucia pétpias
£ws ooBapns napatetapévns Aepponevias dev pnopei va anokAeiotei o Kivbuvos eukalpiakns Aoipwgns, cupnepiAapBavopévns tns npoioloas NOAUECTIOKNS AEUKOEYKEPQ-




AondBeias (PML) (avatpéte otnv unonapdypago PML napandvw yia nepartépw Aentopépeies). EAv kdnolos aoBevis exbnAwoel coBapn Aoipwén, Ba npénel va e€etaotei 1o
evbexopevo avaatons xopnynans Bepaneias pe Tecfidera kai Ba npénel va enavagiodoynBolv ta o@éAn Kai o1 Kivbuvol npiv and tnv enavévapgn tns Bepaneias. O1 aoBeveis
nou AauBdvouv Tecfidera Ba npénel va KaBodnyoUvtal va ava@épouv ta oupntwata twv Aolpwgewy oto yiatpd. O aoBeveis pe coBapés AoiuwEels bev Ba npénel va eki-
vouv Bepaneia pe Tecfidera péxpi tnv unoxwpnon tns(twv) Aoipwgns(ewv). 4.5 AAAnAsniSpdosis pe GANa PappaKeuTIKG Npoiévta Kal ddfes poppés afindenibpaons
To Tecfidera bev éxer peetnBei oe ouvbuaopd pe aviiveonAaopatikés n avoookataataitikés Bepaneies, CUVENWS aNAITETtal MPOCOXN KATA TNV TAUTGXPovVN Xopriynon. Ie
KAIVIKEs penétes yia tnv noAdanAn okAnpuvon, n tautdxpovn Bepaneia unotponwy pe Bpaxy KUKAO evoo@AEBIwY KOPTIKOOTEPOEISWV BEV GUOXETIOTNKE e KAIVIKG OXETIKN
augnon twv AoipwEewv. H auyxoprynan pn Jwviwy epBodiwy oUp@wva pe ta eBvikd npoypdppata epBoAiaopv Ba npénel va e§etdletal Katd tn Sidpkeia ths Bepaneias pe
Tecfidera. Ze pia kAvikn peAétn otnv onoia cuppeteixav cuvodika 71 acBeveis pe unotporadouca Siadeinouca noAdanAn okAnpuven, ol acBeveis und aywyn pe Tecfidera
240 mg &Uo @opés npepnaiws yia touddxiatov b phves (n=38) 1 pe pn neyKuAiwpévn IVIEP@EPOVN Yia TouAdxiatov 3 phves (n=33), avéntugav pia GUYKpIioIpn avoooAoyIKn
andkpion (nou opiletal ws avgnon =2 @opés and tov titlo NpIv Kal HeTd tov epBoniaopd) ato togoelbés tetdvou (avapvnotikds epBoAiacpds) Kal oe éva oueuypévo noAu-
oakxapIBiké epBoAio Pnviyyiudokokkou opoopddas C (veoavtydvo). Qatdoo, n avoooAoyIKh andKpIon o€ S1aPOPETIKOUS 0pOTUNOUS EVOS Un Guleuypévou 23-5Uvapiou no-
Aucakxapibikol epBofiou NveupovioKoKKou (avtlyovo ave§dptnto and to T-KUttapo) noikide oe au@otepes Tis opades Bepaneias. Oetikn avogoAoyikn andkpion, n onoia
opietal ws pia av§nan =4 @opés otov titio aviiowpdtwy ota tpia epBoAia, enitelxBnke oe Alydtepa dtopa oe ap@dtepes s opddes Bepaneias. MapatnphBnkav pIKpés
apiBuntikés Bia@opés otnv andKpIon oto ToEoeIdES TETAVOU Kal TOV MVEUHOVIOKOKKIKG noAucakxapitn opdtunou 3 unép tns opadas tns pn neyKUAIWPEVNS IVIEPQEPOVNS.
Aev diatiBevial KAIVIKG Sebopéva OXeTIKG pe tnv anotedeopatikdTtNTa Kal thv aopdieia twv Jwviwv e§acBevnpévwy epBodiwv oe aoBeveis nou AauBdavouv Bepaneia pe
Tecfidera. Ta epBoAia pe {uvtes HIKkpoopyaviopoUs evBéxetal va evéxouv au§npévo Kivbuvo KAvikns Aoipwéns Kai Sev Ba npénel va xopnyouvtal oe aoBeveis nou AapBavouv
Bepaneia pe Tecfidera extds €dv, ot e§aipetikés NepINTWoels, autds o duvntikds Kivbuvos Bewpeital 6u avuotaBpietar and tov Kivbuvo rou Siatpéxel To dtopo AGyw tou
un epBoAiacpol. Katd tn Sidpkeia tns Bepaneias pe Tecfidera, Ba npénel va anogeUyetal n tautdxpovn xprion dAfwv Napaywywy Tou poupapiKol 0§éos (ToniKwy h ouatn-
HatIKWY). L& avBpwrious, o @oupapikds bipeBuieatépas petaBonidetal ektevws and eatepdoes NPotol PBAcEl 0Tn CUCTNHATIKA KUKAoPopia, evw petaBodidetal nepartépw
Héow Ttou KUKAoU Tou tpikapBoguAiKoU 0§éos, Xwpis Tn CUPHETOXA TOU CUCTAHATOS TOU KutoxpwHatos P450 (CYP). Aev avayvwpiotnkav Suvntikoi KivBUvol (apHAKEUTIKWY
alAnAenidpdogwy and in vitro pedétes avaatons Kal enaywyns tou CYP, and pedétn pe p-yAukonpwrteivn h and pedétes Héopeuons tou poupapikol dineBuieatépa Kai tou
poupapiKoU povopeBuieatépa (BaoikoU petaBoditn tou goupapikol ipeBuieotépa) and npwrteives. TuvABN XPNOIHOMOIOUKEVA PUPHAKEUTIKG Npoidvia ot aoBeveis pe
noAAanAn okAnpuveon, evBopuikn Ivieppepdvn Brta-1a Kar o§ikn yAaupapépn, Sokipdatnkav KAVIKG yia duvntikés aAdnAembpdoels pe tov poupapiké SipeBuieotépa Kai
Sev petéBanav 1o PappaKoKIVNTIKG Npo@if tou poupapikoy SipeBuieotépa. Ltoixeia and penétes pe uyieis eBedoviés unodeikvUouv 6T n oxeu{dpevn Ye to Tecfidera epu-
Bpiaon eival mBave va pecoAaBeital and npootayAavdives. Ze Vo penétes uyitv eBedovidy, n xophiynon 325 mg (1 1006Uvapou) aketuAooadikuAikoU 0&€os xwpis eviepikh
emraduyn, 30 Aerntd npiv and to Tecfidera, nou xopnynBnkav yia Sidotnpa 4 nuepwv Kal yia Sidotnpa 4 eB6opddwy, avtiotoixa, Hev petéBane T0 GApUAKOKIVNTIKG npoi
tou Tecfidera. Oa npénel va AngBouv undyn o miBavoi Kivbuvol nou oxetidovtal We tn Bepaneia pe aketuAooanikuAikG o§U Npiv and t auyxoprynon pe Tecfidera oe acBeveis
e YnotponidZouaa Aiadeinouoa MoAAanAn IkAnpuveon. Aev éxel peAetnBei n parpoxpdvia (> 4 eBopadwv) ouvexns xphon aketudooanikudikoU o&éos (BA. napaypdgous 4.4
Kal 4.8). H tautdxpovn Bepaneia pe VEQPOTOEIKA QAPHAKEUTIKG Npoidvta (6nws apivoyAukoaoides, Sioupntikg, MIAD A AiBio) evééxetal va augnael SuvntiKd TS VEPPIKES
aveniBupntes avudpdoels (n.x. npwteivoupia) oe aaBeveis ol onoiol AauBdvouv Tecfidera (BA. napdypao 4.8). H Katavddwaon péTpiwy NOoOTATWY 0IVONveUHatos Sev PETE-
Bade tnv ékBeon oto Tecfidera kai 6ev ouoxetiotnke e av§non twv aveniBUpNTwy avtudpdoewy. H Katavadwon peydAwy NoooTATWY PN apaiwHEVWY, 1I0XUPWYV aikooAou-
Xwv notwv (pe afAkooAiké BaBpo peyadUtepo and 30% Kat’ dyko) evbéxetal va obnynael oe au§npéva noooatd SidAuans tou Tecfidera Kal, ouvenws, evbéxetal va augnael
TN OUXVOTNTA TWV YAOTPEVIEPIKWY avenBuuntwy avudpdoewv. In vitro pedétes enaywyns tou CYP ev katédei§av aAdnAenidpaon petalu tou Tecfidera Kal twv avuoudin-
MUKWV ané Tou otopatos. Le pia in vivo peAétn, n ouyxopriynon tou Tecfidera pe éva ouvBuaopévo avtiouAANNTIKG ané tou otopatos (vopyeotipdtn Kai aiBivudolotpadionn)
Hev npordaieae onoladnnote oxetikn petaBodn otnv ékBeon oe avtiouAANMTIKG and tou otépatos. Aev éxouv npaypatonoinBei peAétes aAAnAembpdoewy pe avuouAAnnTKG
and tou otdpatos nou nepiéxouv dAfa npoyeotaydva, watdoo dev avapévetal enidpacn tou Tecfidera otnv ékBeon tous. Naibiatpikds nAnBuapds MeAétes aAdnAenidpdoe-
wV éxouv npaypatonoinBei povo ot evhAikes. 4.6 Movipdtnta, KUnon Kal yadouxia Kunon Aev iatiBevtal f gival nepiopiopéva ta KAIVIKG SeBopéva OXETIKA Ke T Xpron Tou
(poupapikoU dipeBuieatépa oe éykuous. Medétes oe Jwa Katedei§av avanapaywyikn to§ikotnta. To Tecfidera Sev npénel va xpnaoiponoleital Katd th SIGpKEIa TS EyKUHOOU-
vns, KaBWs Kal g€ Yuvaikes avanapaywylkns nAikias xwpis tnv xphon katdAdndns avuouAdnyns (BA. napdypago 4.5). To Tecfidera Ba npénel va xopnyeital Katd th SidpKeia
NS EyKUPooUVNS pévo edv anaiteital oapws Kai €dv to miBavé dpedos SikaioAoyei tov mBave Kivbuvo yia to épBpuo. BnAdopss Aev eival yvwotd edv 0 QoUHapIKGs Sipe-
Buieatépas n ol petaBodites tou anekKkpivovtal oto avBpwnivo yada. O kivbuvos ota veoyévvnta/Bpégpn Sev pnopei va anokAeiotei. Mpéner va anogaciotei eav Ba Siakonei
0 BnAaopos n av Ba diakonei n Bepaneia pe to Tecfidera. Oa npénel va An@BoUv undyn to dpefos tou BnAacpoy yia to naidi Kal to dpedos ths Bepaneias yia T yuvaika.
Fovipétnta Aev undpxouv Sebopéva oxetikd pe Tis endpdoels tou Tecfidera atnv avBpwnivn yovipdtnta. Aebopéva and npokAivikEs peétes Sev unobeikviouy 4TI 0 Poupa-
pIKds BipeBuneotépas pnopei va oxetidetal pe au§npévo Kivbuvo peiwaons s yovipdtntas. 4.7 Em&pdasls otnv Ikavétnta odAynons Kai Xeipiopol pnxavnpdtwyv Aev
€xouv d1e§axBei peétes oxetkG pe tnv enibpaon otnv IKavdtnta 0dnynans Kai XelpIopoU pnxavnpdtwy. 4.8 AvemBupntes evépyeies ZUvown tou npoid acgddeias Oi nio
ouxvés aveniBupntes avudpdoeis (enintwon =10%) yia aoBeveis nou éAaBav Bepaneia pe Tecfidera Atav n epuBpiaon Kai ta yaotpeviepikd oupBdapata (5nAadh Sidppoia,
vautia, koiAiako dAyos, dAyos dvw KoiAiakns xwpas). H epuBpiaon Kal ta yaotpeviepikd oupBapata teivouv va §ekivouv ata apxika otdbia ths Bepaneias (181aitepa Katd tov
npwrto pnva) Kai oe acBeveis ol onoiol eppaviouv epuBpiaon Kal Yaotpeviepika oupBdpata, evEEXeTal auTd va oUVexigouv va epgavidovtal, Katd diaothpata, KaBoAn t
Bidpreia tns Bepaneias pe Tecfidera. O1 nio ouxvd avagepdpeves aveniBUpntes avubpdoeis nou obnynoav ae Siakonn (enintwon >1%) oe aoBeveis o1 onoiol éAaBav Bepaneia
e Tecfidera ritav n epuBpiacn (3%) Kai ta YaoTpeviepIKa oupBapata (4%). Le eAEYXOHEVES HE EIKOVIKO (PAPHOKO Kal O pn efeyxOpeves KAIVIKES peAétes, Exouv ouvoikd
AdBe Tecfidera 2.468 aoBeveis Kal éxouv napakoAouBnBei yia xpovikés nepidbous éws Kal 4 €tn, pe ouvodikn éxkBean 1008Uvaun pe 3.588 avBpwno-£tn. Mepinou 1.056
aoBeveis éxouv AdBel Bepaneia pe Tecfidera yia nepioodtepa andé 2 én. H epneipia o pn eAeyxOpeves KAIVIKES BOKIPES eival oUPPWYN PE TNV eQNelpia o€ eAEYXOHEVES UE
E€IKOVIKO @AppaKo KAIVIKES Bokipés. ZUvown twv aveniBiuntwy avudpdoewy oe Lopen nivakg Ytov napakdtw nivaka, napouciddovtal ol avernBupntes avudpdoels ol
ornoies ava@épBnKav ouxvitepa o aoBeveis ol onoiol éxouv AdBel Bepaneia pe Tecfidera évavu aoBevwv ol onoiol éxouv AABEI EIKOVIKG @ApHaKo. Autd ta Sedopéva npoép-
xovtal and 2 Kuples, 8InAG tueiés KAVikés Sokipés Ddons 3, eAEYXOHEVES HE EIKOVIKO PApHaKo, otis onoies ouvoAikd 1.529 aoBeveis éAaBav Bepaneia pe Tecfidera yia éws
Kal 24 pnves, pe ouvoAikn éxkBean ion pe 2.371 avBpwnio-£tn. 01 guxvotntes nou nepiypdg@ovtal otov napakdtw nivaka Baoidovtal oe 769 aoBeveis o1 onoiol éAaBav Bepaneia
e Tecfidera 240 mg, 0o @opés v npépa, kai 771 acBeveis ol onoiol éAaBav eIKoviKd @apparo. O averBupntes avudpdoels napoucidfovial BAoEl NPOTIHWHEVWY Gpwv
Katd MedDRA, avd Katnyopia/Opyaviké Z¥otnya. H eniitwon twy napakdtw averBUpntwy avudpdoewy Siatunvetal cUPQWVa HE TIS NApakdtw Katnyopies: - MoAy ouxvés
(=1/10) - Zuxvés (= 1/100 €ws < 1/10) - ‘Oxi ouxvés (=1/1.000 £ws <1/100) - Zndvies (=1/10.000 £ws <1/1.000) - MoAY andvies (<1/10.000) - Mn yvwotés (n ouxvotnta dev
unopei va ekupnBei pe Baon ta SiaBéaipua ebopéva)

Katnyopia/opyaviké cUotnpa oUpgwva pe t Baon Sedopévwv MedDRA AveniBUpntn avtibpaon Katnyopia ouxvétntas
NOIHWEEIS Kal NOPACITWOEIS [aotpeviepiuba TUXVES
MpoioUoa noAugatiakn AgukoeykepadondBeia (PML)' Mn yvwatés
Alatapaxés Tou aIponoINTiKoy Kai Tou AEpPIKoU oUoTAHATOS Aepgonevia TUxvés
Aeuronevia Tuxvés
Alatapaxés Tou avooonointiKoU CUCTANATOS Ynepeuaigbnaia ‘Ox1 oUXvés
Avaguiatia’ Mn yvwaotés
Auonvoid' Mn yvwatés
Ynogia' Mn yvwatés
Ynétaon' Mn yvwaotés
Ayyeiooidnua’ Mn yvwotés
Aiatapaxés Tou VEUpIKOU oUOTAUATOS AigBnon Kavgou Tuxvés
Ayyeiakés Siatapaxés EpuBpiaon MoAu ouxvés
E€ayels TUxvés
Alatapaxés ToU YaoTpevTepIKoU Aidppoia MoAY ouxvés
Nautia MoAY ouxvés
‘Alyos dvw KoldigkAs xwpas MoAu ouxvés
Koidiakd diyos MoAu guxvés
‘Epetos Tuxvés
Auoneyia Tuxvés
laotpiuda YUXVES
Aiatapaxn Tou yaotpeviepiKou TUXVES




Katnyopia/opyaviké cUotnpa oUpgwva pe t Baon Sedopévwv MedDRA AveniBUpntn avtibpaon Katnyopia ouxvétntas
Alatapaxés Tou ANATos Kal Twv XoAn@opwy AcnapuKn agivotpavopepdon au§npévn TUxvés
Apivotpavogepdon ths adavivns augnpévn TUxvés
Dapuakoyevis nnatkn BAGBN' Mn yvwotés
Aiatapaxés tou 6éppatos Kai tou unodopiou 1oTou Kvnapds TUxvés
E€AvBnua LUXVES
EpuBnpa YUXVES
AlgTapaxés TwV VEQPWV Kal TwV 0upo@opwy 0dwv MNpwreivoupia TUxvés
evikés Biatapaxés Kal Kataotdoels ths 0o xophynons AigBnon Beppou TUxvés
MapakAivikés e§etdoels Métpnon Ketovwy ota oupa MoAu ouxvés
Agukwpativn oUpwv BeTKA TUXVES
ApIBuds AEUKOKUTIApWY PEIWEVOS TUXVES

! AvemB0unteg evépyeleg rmou npogxuwav povo and tnv euneipia petd v KukAogopia atnv ayopd

Oepiypagn emideypévwy avemBupntwy avubdpdoswy Epubpiaon e eAeyXOpEVES pE EIKOVIKO PApUaKo pedétes, n enintwon tns epuBpiaans (34% évavt 4%) Kal Twv e§aye-
wv (7% évavu 2%) ntav au§npévn oe acBeveis ol onoiol éAaBav Bepaneia pe Tecfidera ouyKpItikG pe acBeveis ol onoiol éAaBav €IKOVIKG AppaKo, avtiotoixa. H epuBpiaon
ouxvd neprypdgetal ws epubpiaon h e§ayeis, aAAd pnopei va nepiAapBdver kar dAda cupBdpata (n.x. Beppdtnta, epuBpdnta, Kvnopo Kai aicBnon Katoou). Ta cupBdpata
€puBpiaans teivouv va §exkivolv ata apxika otddia tns Bepaneias (161aitepa Katd tov Npwto prva) Kal og acdBeveis ol onoiol napouadidfouv epuBpiaan, autd ta cupBdpata
eival buvatdv va ouvexioouv va epgavidovtal Katd diaotipata kaBoAn th Sidpkeia ths Bepaneias pe to Tecfidera. Ie aoBeveis pe epuBpiaon, n nAsiovétnta Napouciaoe
oupBdapata epuBpiaons nou ntav Anias n pétpias coBapotntas. Luvodikd, 3% twv acBevwv ol onoiol éAaBav Bepaneia pe Tecfidera 6iékoyav Adyw epuBpiacns. LoBaph
€puBpiaan, n onoia pnopei va xapaktnpietal and yevikeupévo epUBnpa, e§avBnpa /kal Kvnapd, napatnpnBnke ae Alyétepo and 1% twv acBevwv o onoiol éAaBav Bepaneia
e Tecfidera (BA. napaypdpous 4.2, 4.4 kai 4.5). [aotpeviepikeég H eniftwon twv yaotpeviepikwy oupBapdtwy (n.x. Sidppoia [14% évavu 10%], vautia [12% évavu 9%,
aiyos dvw Koidiakhs xwpas [10% évavu 6%], Koifiakd dAyos [9% évavu 4%], éuetos [8% évavu 5%] kai duonewia [5% évavu 3%]) ntav au§npévn oe aoBeveis ol onoiol
¢AaBav Bepaneia pe Tecfidera ouykpItika pe aoBeveis ol onoiol éAaBav €IKOVIKG @ApUaKo, avtiotoixa. Ta yaotpeviepikd oupBdpata teivouv va §eKivolv ata apxikda otddia
s Bepaneias (181aitepa KAtd Tov NPWTo priva) Kal o aoBeveis ol onoiol NApousIa{ouv yaoTpeviepIKd oupBapata, autd eival Suvatdv va ouvexioouv va epgavidovial Katd
Siaotpata kaBoAn t Sidpkeia tns Bepaneias e to Tecfidera. Lnv nAgiovotnta twv agBevwv ol oroiol Napouciaoav YaoTpeviepika cupBdapata, autd Atav nmias i pétpias
ooBapdtntas. Téooepa tois eKatd (4%) twv aoBeviov ol onofol éAaBav Bepaneia pe Tecfidera Siékoyav Adyw Twv yaoTpeviepIKwY oupBapdtwy. ZoBapd YaoTpeVIEPIKA
oupBdpata, oupnepiAapBavopévns Tns YaoTpeviepitidas Kal tns yaotpitidas, napatnpriBnkav ato 1% twv acBevov ol onoiol éAaBav Bepaneia pe Tecfidera (BA. napdypagpo
4.2). Hnaukr Aettoupyia Le eAeyXOUEVES e EIKOVIKO @APHAKO pPeAEtes, napatnpnBnKav au€noels twv eniNédwv Twv NNATIKWY Tpavaapivacwy. H nigiovétnta twv agBevav
He au§noeis eixe NNATIKES TpavoapIvaoes <3 @opés ano to avwtato gualodoyikd opio (ULN). H au§npévn enintwon tns avedou twv NNATKWY TPavoapivacwy o€ aoBeveis
o1 onoiol éAaBav Bepaneia pe Tecfidera oe oxéon pe tous acBeveis or onoiol éAaBav EIKOVIKG PAPHAKO NAPATNPABNKE KUPiws KAtd th SIGpKEIa TwV NPWIwWV 6 punvwy Bepa-
neias. MapatnprnBnKkav au§naels Twv ennédwy tNs apIVOTPavaPepAans tns afavivns Kal tns aonapuikAS apIVOTPavoPepdons Katd =3 gopés and to ULN, avtiotoixa, e 5%
Kal 2% twv aoBevav ol onoiol éAaBav EIKOVIKG PAppaKo Kal oe 6% Kal 2% twv aaBevwv or onoiol éAaBav Bepaneia pe Tecfidera. O1 Siakonés Adyw au§npévwy ennédwv
NNATIKWY TPavoapivacwy Atav <1% Kal htav napdpoles oe acBeveis ol onoiol éAaBav Bepaneia pe Tecfidera f eIKOVIKG @ApHaKo. Ie HeAETES ENEYXOHEVES HE EIKOVIKG PAP-
Hako dev napatnpnBnkav augnaoels twv enNédwv Twv TpavoapIvacwy Katd >3 @opés and to ULN pe tautéxpoves augnaels tns oAikns xoAepuBpivns Katd >2 @opés ano to
ULN. And tnv epnelpia Peta tv KUKAo@opia atnv ayopd, éxouv avagepBei al§nan twv NNATIKWY ev{UHWY Kal NEPINTWOEIS Papparoyevous nnatikns BAdBNns (au§noeis twv
€MNEBWV TWV TPAVOOMIVAOWY Katd =3 @opés and to ULN pe tautdxpoves augnoels ths oAikns xodepuBpivns Katd >2 popés and to ULN) petd and th xopriynon tou
Tecfidera, o1 onoies unoxwpnaoav e th Siakonn ths Bepaneias. Neppikeg Le eAeyXOUEVES LE EIKOVIKG @ApHaKo peAEtes, n enintwon ths npwteivoupias Atav uywnAdtepn o
acBeveis ol onoiol éAaBav Bepaneia pe Tecfidera (3%) oe oUyKpion pe tous aoBeveis ol onoiol éAaBav eiKoVIKG @dppako (7%). H ouvodikh enintwaon twv aveniBUpntwy
OUMBOMATWY TWV VEPPWY Kal TWV 0UPOPGPWY 08wV Atav napépoia yia tous acBeveis ol onoiol éAaBav Bepaneia pe Tecfidera kai Tous acBeveis o1 onoiol éAaBav €IKOVIKG
(pdpparo. Aev unnpée Kapia avagopd coBapns ve@pikns avendpkelas. Katd ty e€étaon oUpwy, T0 Nocoatd twy acBevwy pe TiPés npwteivns 1+ 1 peyadltepes Atav napo-
Holo oe acBeveis ol onoiol éAaBav Bepaneia pe Tecfidera (43%) Kal oe aoBeveis ol onoiol éAaBav IkovIKG @dpparo (40%). Katd kavova, ol epyactnpiakés TPES MPWTEIVOU-
pias Bev eixav nepartépw at€non. TuyKpITIKA Pe aoBeveis ol onoiol éAaBav EIKOVIKG PAPHAKO, 0 EKTIHWHEVOS puBPGS onelpapatiknhs 8inBnons (€GFR) napatnphBnke 6t ftav
au§npévos ot aoBeveis ol onoiol ¢éAaBav Bepaneia pe Tecfidera, oupnepiAapBavopévwy Kal autwv twv acBevav ol onoiol gixav 2 SiaboxIKA nepiotatikd npwteivoupias (=1+).
AiatooyiKég Le eAEYXOUEVES HIE EIKOVIKO PAPHAKO PEAETES, oI Nepiaadtepol aoBeveis (>98%) eixav @uaolooyIKkEs TIPES Aep@OoKUTIApwWY Npiv and tnv évap§n tns Bepaneias.
Katd t Bepaneia pe Tecfidera, o péoos apiBpés AeppoKuTIdpwY HeIWBNKE oTo Sidatnpa Tou NPWTou £Tous, He enakdiouBn ataBeponoinan. Katd péao 6po, o apiBuds twv
AepporuTtapwY peIwBnKe Katd nepinou 30% oe oxéon He TNV TN avagopds. O Péaos Kai 51apeaos apiBUos AepPoKUTIApwWY Napépeivay evids @ualofoyiKwy opiwv. Mapa-
npnBnke apiBuds Aeppokuttdpwy <0,5 x 10%/1 oe <1% twv aoBevwv ol onoiol éAaBav eIKOVIKG PAppaKo Kal 6% twv acBevwy ol onoiol éAaBav Bepaneia pe Tecfidera. Ma-
patnpnBnke apiBuods Aepgporuttdpwy <0,2 x 10%1 oe 1 aoBevn o onoios eixe AdBel Bepaneia pe Tecfidera Kal oe Kavévav and tous acBeveis ol onoiol ixav AdBel EIKOVIKG
@apparo. H enintwon twv Aoipwgewv (58% évavtl 60%) Kai twv coBapwv Aoipwgewy (2% évavt 2%) ntav napopoles oe acbeveis ol onoiol éAaBav Bepaneia pe EIKOVIKG
@dppako n Tecfidera. Aev napatnprBnke au§npévn enintwon Aoipwgewy Kal coBapwv Aoipwgewy oe aoBeveis pe apiBud Agpporuttdpwy <0,8 x 10%/L 1 <0,5 x 10%L. Mapou-
oldotnke PML oe katdotaon pétpias éws ooBapns napatetapévns Aepgonevias (BA. napdypago 4.4). MapatnprnBnke napodikh adgnon tns péons TIHAS Twv NWOIVO@iAwY
Katd th SidpKeia Twv Npwtwv 2 pnvwv Bepaneias. Mn puotoAoyiKES TIHEG Epyaotnpiarwy e€eTdoewY Le eAEYXOHEVES HE EIKOVIKO (PAPHAKO HEALTES, O TIPES TWV KETOVWV OTd
oupa (1+ n peyadUtepes) ntav upnAdtepes oe aoBeveis ol onoiol éAaBav Bepaneia pe Tecfidera (45%) og oUyKpion pe Tous adBeveis ol onoiol éAaBav eiKoVIKO @dpparo (10%).
Aev napatnpriBnkav aveniBupntes KAIVIKES ouvéneles otis KAIVIKES Bokipés. Ta enineda tns 1,25-81ubpog§uBitapivns D peiwBnKav o acBeveis or onofor éAaBav Bepaneia pe
Tecfidera oe oxéan pe tous aoBeveis o1 onoiol éAaBav EIKOVIKG PAPHAKO (B1GHETO NOCOCTO pEIWONS GE GXEDN HE TNV TIA avagopds ata 2 étn 25% évavu 15%, avtiotoixa),
evw Tta enineda tns napaBoppdvns (PTH) au§nBnkav oe aoBeveis ol onoiol éAaBav Bepaneia pe Tecfidera oe oxéan pe tous aoBeveis ol onoiol ¢éAaBav eIKovIKG @dppako (Bi-
Gpeon nogootiaia av§non and thv T avagopds ota 2 £tn 29% évavt 15%, avtiotoixa). O éoes TIPES Kal yia Tis U0 Napap£Tpous NAPEPEIVAV EVIOS QUOIOAOYIKWY OpiwV.
Oaibiatpikés nAnBuapds H aopdneia tou Tecfidera oe naibiatpikoUs aoBeveis pe noAdanAn okAnpuven nAiKias Katw twv 18 etwv Sev éxel akdpa TekunpiwBEl. L& pia pikpn,
avoiktn, pn edeyxopevn pedétn didpreias 24 eB6opadwv ae naidiatpikoUs acBeveis pe unotponiadouaa-Siaieinouoa noAdandn okAnpuvan (RRMS) nAikias 13 éws 17 etwv
(120 mg 6Uo @opés tnv npépa yia 7 nuépes, akofouBoUpeva and 240 mg 6Uo @opés tnv npépa yia to undfoino ths Bepaneias, nAnBuopds aopaneias, n=22), To Npo@in
ao@anelas @AvnKe Napopolo Pe autd nou napatnphbnke ot evidikes acBeveis. Avagopd mBavoAoyoupevwy avemBuuntwy evepyeiwv H avapopd mbavodoyolpevwy ave-
MBUpNTwV evepyeiwv PETd and th xopnynon adelas KUKAOPopias Tou QapHaKeUTIKoU Npoiévios eival onpavukn. Enitpénel tn ouvexn napakodolUBnon tns oxéons opé-
Aous-KIVBUVOU TOU (PUpHAKEUTIKOU Npoidvtos. Znteital and tous enayyeApaties uyeias va avagépouv onoleadnnote miBavofoyoUpeves aveniBUUNTeS evépyeles PEow TOU
€BviKoU ouotnpatos avagopds: EAAGSa: EBvikos Opyaviopds ®appdkwy, Meooyeiwv 284, GR-15562 XoAapyos, ABrva, TnA: + 30 21 32040380/337, ®ag: + 30 21 06549585,
lotétonos: http://www.eof.gr Kinpos: ®appakeutikés Ynnpeaies, Ynoupyeio Yyeias, CY-1475 Aeukwoia, @ag: + 357 22608649, lotdtonos: www.moh.gov.cy/phs 4.9 Ynep-
Sogonoyia Exouv avagepBei nepiotatikd unepbooonoyias pe to Tecfidera. Ta oupntwpata Nou NepIypa@nKav oe autd ta NePIOTATIKG Atav oupBatd e To yvwotd npogin
aveniBupntwy oupBdvtwy tou Tecfidera. Aev undpxouv yvwotés Bepaneutikés napepBdaels yia thv evioxuon ths anoBodns tou Tecfidera oUte undpxel yvwotd avtiboto. Ie
nepintwon unepdooofoyias, cuviotdtal n évapgn CUHNTWHATIKAS UMOOTNPIKUKAS aywyns, onws evdeikvutal KAvika. 7. KATOXOX THE AAEIALZ KYKAO®OPIAE Biogen
Idec Ltd, Innovation House, 70 Norden Road, Maidenhead, Berkshire, SL6 4AY, Hvwpévo Baoifeio 8. APIOMOZ(0I) AAEIAX KYKAO®OPIAX EU/1/13/837/001,
EU/1/13/837/002, EU/1/13/837/003, 9. HMEPOMHNIA MPOTHE EFKPIZHEZ/ANANEQZIHE THE AAEIAL Hpepopnvia npytns éykpions: 30 lavouapiou 2014 10. HMEPO-
MHNIA ANAGEQPHEIHEZ TOY KEIMENOY 02/2018 Aentopepeis nAnpopopies yia o napdv (pappaKeUTIKG Npoidv eival SiaBéaipes atov SIKtuakd téno tou Eupwndikol
OpyaviopoU @appdkwy: http://www.ema.europa.eu. TIMH Evbeikukn (N.T.): TECFIDERA GR.CAP 120MG/CAP BTx14: 112,00€, TECFIDERA GR.CAP 240MG/CAP BTx56:
800,10€ TPOMOZ AIAGEXHE: Mepiopiopévn 1aTpIkn ouvtayn ano e18iko 1atpd Kal napakoAoUBnon Katd tn SidpKeia tns aywyns

Bon0iote vo. yivouy T ¢Gopaxe mo aodoii xou
Avaopéoete
OAEZX g ovem@upuntes eVEQYELES Y100
OAA 0. ghouoxo.
Zvpmaeavovrag Ty “KITPINH KAPTA”
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MEPIAHWH TON XAPAKTHPIZTIKQN TOY NPOIONTOX
v To npupuako autd Tehel Uno GUPNANPWHATIKA nupuKo)\ouenun Auté Ba enitpéyel Tov taxy
pIop6 VWV MANPOpop aopaAelas. Znteital and Tous €MayYEAWAties Tou Topéa tns
uvslovoumns nepiBaAyns va uvaq):pouv onolecénnote nleuvo)\ovouusvss aveniBupntes evépyeies. BA.
napdypagpo 4.8 yia Tov 1pono avapopas aveniBUUNTWV EVEPYEIWDV.
1. ONOMAZIA TOY OAPMAKEYTIKOY MIPOIONTOE GILENYA 0,5 mg okAnpd Kaydkia 2. NOIOTIKH KAI OZOTIKH
LYNOEZH Kdbe okAnpo kaydkio nepiéxer 0,5 mg givykoAiposns (ws uspoxAwpikn). Ma tov mAfipn katdAoyo twv
ekboxwv, BA. napdypago 6.1. 3. GAPMAKOTEXNIKH MOPOH ZkAnpd kaydkio Kaydkio twv 16 mm pe avoiktd
KiTpIvo abiapaves KEAUQOS Kkal Neukd adlapavés o@pa: anotinwan pe paipo pehdvi, «FTYO.5 mg» oTo kEAUQOS Kal
800 aktivoeieis Awpibes anotunwpéves oto oOpa pe Kitpivo peddvi. 4. KAINIKEZ MAHPOOOPIEL 4.1
Bepaneutikés eveiels To Gilenya evbeikvutal ws povoBepaneia tpononointiki ths vogou o€ uYnAns evepydtntas
unotponidZouca-Siakeinousa oanuvcn Kkatd nhdkas (ZKM) yia 1s akohoudes opddes evnikwv aoBevev: -

Kkapdiakoy pubpoy, To Gilenya Sev npéner va xopnyeit po usaum e npomvw H epneipia
peto Gilenya eival nepiopiopévn o€ aceveis oToUS onoious auyxopny uvwvn pep i, QVaOTOAE(S TV
S1a0Awv aoBeatiou nou PEIVoUV Tov kapdiakd pubpd (Gnws Bepanapin i SitiaZépun) i pe dAAes Spactikés ouaies
noU Pnopei va PEIOOOUV Tov Kapdiakd pubpd (n.x. ivn, S1yo€ivn, avt Us napdyovtes f
nlhompnlvn) AeSopévou ot n évapEn ms eepunems pe Gllenya OXEIIZEIUI pe enippdduvon tou Kupﬁlunou pubpol
(BA. enions napd Ypag 4.8 6XpOVN XOPAYNGN QUTEV TWV SPACTIKGV OUGIV Katd T svup&n
Tou Gilenya pnopei va oxetiobei pe copapn Bpu&umpﬁlu Kal Kap6|uKo anokAeiopo. E§aitias tns miavns uvepyikns
8pdans atov kapdiakd pubpd, n Bepaneia pe Gilenya dev a npénei va Eekivd oe aoeveis nou AapBdvouv napdAAnia
aywyh pe autés s Spactikés ouies (BA. enions napdypago 4.5). Le autols tous acBeveis, n Bepancia pe Gilenya
Ba npénel va e€etdletal povo €dv Ta avapevopeva o@EAN uneptepolv TwV MOaveV KIveUvwv. Av efetdletal To
evbexpevo s Bepaneias pe Gilenya, 6a npéner va {nteital n cupPouln kapSioAdyou yia alayn s aywyns o€
(PAPUAKEUTIKG NPOidV nou Sev PeIdvel Tov kapSiakd pubpd npiv ané tnv évapén tns Bepaneias. EGv n aywyn nou
PEIVEI ToV kapbiakd puBud Sev pnopei va Siakonei, 6a npénel va {nteital n cupPouln Tou kapdioAdyou yia Tov
KkaBopiopd Tou KatdAAnhou tpdmou nupuKvoﬂsnons s npows oons, Kai ouviotdtal Napatetapévn
nupano)\ouenun TouAdxiatov ohoviktia (BA. enions nupuvpuq)o 4.5). 01 enidpdaels ooV kapsiakd puBKG kal otV

uo pnopsl va ne Ov Katd tnv enavévapgn tns Bepaneias pe Gilenya uvuhovu pe
n Sidpkela tns 6IOKOI1n5 Ka1Tov xpdvo and tnv évapgn tns expunelustou Gilenya. Hibia nupuko}\ouenon ms npmtns
0ons ouviotdta onws otnv £vapén tns e:punems Kal o€ nepinwon Biakonds s yia: « 1 A nepioadtepes nuépes
Katd us npores 2 G6es s plocdtepes and 7 nuep:s Katd t Sidpkeia twv epSopddwv 3 kai 4
s Bepaneias. * ndvw and 2 epbopddes perd and Bepaneia evds pnvds. Edv n Siakonn tns Bepaneias eival
uledIepns 6|des|us ané us npoavapepOeioes, n Bepaneia npénel va ouvexiletal Pe T endpevn §0on cUPPWVa e
14 npovpuuuu |uomuu QT Ze Sie€obikn u:)\em ou ﬁluumuutos QT pe S6oers 1,25 1 2,5 mg IVYKOAIPOSNS o€
otaBepi katdotaon, Gtav ftav akéyin napouoa n apvnukd xpovotpénos eniépaan tns givykoNiGsns, n Bepancia pe

Aabeveis e uwn)\ns evepyotntas vooo napd v mAApn Kai snupkn N aywyn pe Touhd pia
Ipononommn s vooou e:punem (yia etulpeoxls Kai nA QOpIKG piE TIS 6 £knAuans BA.
napaypdgous 4.4 kai 5.1). i - AdBeveis pe taxéws e€eNicadpevn copapi unotponidfousa-siareinousa okAfpuvan
Kkatd nAdkas, n onoia opiZetal ané 2 i nepiocotepes unotpon:’s nou nponu)\oﬁv uvunnpl’u péaa ae éva €tos, Kai pe 1
i nepioadtepes Gd npoohupBuvouoes B)\uBes 0Tn payvnuki Iouovpuwlu eyxewu)\ou fl anuuvtmn aunon oto oopuo
BAaB&v T2 oe alykpian pe nponyoUpevn npoop uuvvnmm poypagia. 4.2 Aogohoyia kai tpdnos xopiy

H évapén kai n enlﬁ)\ewn ns Bepaneias npenel va yivetar an 1atpd pe aunelplu otnv axhnpuvun Katd nAdkas.
Aogohoyia H outhwu:vn 86an tou Gllenya eival éva Kuwumo twv 0,5 mg to onoio AapBdvetal and tou oTdpatos
anag nuepnolms To Gilenya pnopei va AngBei pe i xmpls tpopi. H ibia nupuko)\ousnon ms npmns 8dans
ouviotdral Kai Katd tnv enavévapén ts eepunems o€ nepintwon Blakonds tns yia: «1 fi nepiooétepes nyépes katd
s nplrtes 2 d8es tns ploo6tepes and 7 nuep:s Katd tn 81dpKela TV eﬁsouuémv 3 kar4ms
Bepaneias. * ndvw and 2 eBSopddes petd and ecpunem €v6s pnvos. EGv n Siakonn ts Bepaneias eivar pikpotepns
bidpkelas ané us npoavapepBeioes, n Bepaneia npénel va ouvexiletal pe v endpevn §00n GUPPWVA PE TO
npdypappa (BA. napdypago 4.4). Eidikoi nAnBuauoi HAtkiwpévor To Gilenya npénel va xopnyeital jie npogoxn o€
aoBeveis nhikias 65 €1V Kal dvw AOyw avenapk@v SeSopévawv yia v acpdheia kai v A 1kotnta (BX.

QIVYKOAIHGSN 08iynae o Tou QTel, pe to avetato dpio tou 90% Cl <13,0 ms. Aev undpxel cuoxétion
80ans fi ékBeans-aviand oTn QIvykoAiposn kai otnv napdtaon tou QTcl. Aev undpxel otaBepn €vbei€n
augnpévns enintwons anpavtikd naBohoyikdv TPV Tou QTcl, eite ws aNOAUTWV TNV eite ws PeTaBoAGY and s
apXIKES TIPES, Nou va ouaxetifovial pe tn Bepaneia pe IvykoAiposn. H kAiviki anpacia autol tou euphpatos eival
dyvwotn. Ius peAétes otn okAipuvan katd nAdkas, Sev napatnpBnkav KAIVIKG onpavuikés embpdoels otnv
napdtacn tou Siaotipatos QTc, Opws oTIs KAIVIKES peNETes Sev ouppeteixav aoBeveis uynAol Kiveivou yia
nupdmcn Tou élucmuuws QT. Gappakeutikd npo'l'dvm 1a onoia niavov va :nlunKL’lvouv 10 Sidotnpa QTc eival
npotiuétepo va anogedyovtal o€ aoBeveis e oxetikols napdyovies KIvBGvou, onws yia napddeiypa, unokaMaipia
fi ouwevn napdtacn tou QT. AvogokatactaAukés emspdoeis H o AIPOSN aoKei 1K apuun n
onoia npo&iadétel Tous aoBeveis ae AoIpGEEIS, PETAU TwV onoiwv eukaipiakés AolpGEels nou mbavov va eival
Bavatngopes, kai au€dvel Tov kivbuvo avantu€ns Aeppwpdtwv Kar GAwv KakonBeidv, €181k tou Séppartos. O1
yiatpoi npéner va napakohouBolv Tous aoBeveis NPOGEKTIK, 181aiTepa ekeivous e auvundpxouaes nadAaels f pe
Yvwotols npo&lueeumoﬂs napdyovtss onws nponyoUuevn avoookataotaAukh Bepaneia. Le nspinman
emulousvou €1010U mv&uvou o yiatpés 6a I1p€|1£| va cismlu 0 ev&sxouevo Slakonns tns eepunems Katd
(B\. enions napdypago 4.4 «AoIpE; Kal Tou Kal v 4.8

pdypago 5.2). Neppkr SuoA ia To Gilenya 8ev peAetiOnke o€ acBeveis pe veQpiki & yia ous
niNoTIKES ue)\etcs ot okAipuven katd nAdkas. Me Bdon kAivikés Mpuuxo)\ovmes peAétes, Sev xpewZovml
uvunpoaupuovss s 6ons o€ aoBeveis pe Ania €ws coaph vewpn(n A yia. Hnatiki 6uoA To
Gilenya 8ev npénel va xopnyeital e aoBeveis pe oopaph nnatiki suchertoupyia (Kumvoplus Child-Pugh C) (B.
napdypago 4.3). Av kai 8ev xpeidZovar avanpooappoyés tns §oons e acBeveis pe fAma f pétpia nnatikh
Suohertoupyia, evoUtols anarteital npogoxi dtav apxiel n Bepaneia o autols tous aoBeveis (BX. napaypdpous
4.4 ka1 5.2). Awpnukoi aoBeveis To Gilenya Sev éxel peletnBei oe aoBeveis pe okAnpuven Katd mAdkas kai
ouvundpxovta cakxapdsn Siapitn. To Gilenya npénel va xopnyeital i€ Npoooxn o€ autoUs Tous aoBeveis Ayw tns
moavis au§nons tou KIvBUvou o18npatos tns wxpds knAidas (BX. napaypdgpous 4.4 kai 4.8). e autols Tous
aoBeveis npénei va yivovial taktikoi opBapoAoyikoi ENeyxol yia va Siaylyv@oketal To 0idnpa tns wxpds knhisas.
Natbiarpixds mAnBuopds H uuq)o)\clu Kal n anoteAepatikétnta ou Gilenya o€ nulalu nhikias 0 €ws 18 €10V ev
cxuuvuxouurcxunplmecl Tanapévia 3 Sedopéva nepiypdgovial atnv napdypago 5.2, ahAd Sev pnopei va
yivel clotaon yia tn ﬁucoxoylu 4.3 Avu:vleEzls Tvwoté alvépopo uvoaouvenupkems AaBeveis nou iatpéxouv
augnpévo Kivsuvo eygavions A PEVQV TWV PEVWV Q0BEVOV
(auunepl)\uuBuvouavwv ekeivwv nou AapBdvouv avoookatactahukés Bepaneies f exkeivwv nou eival
pévor and nponynBeioes Bepaneies). Zopapés cvcpvss Nolp@Eels, evepyés xpovies AolpcdEels

(nnatiuda, pupatiwon). ['Vwotés evepyés kakonBeles. Zopaph nnatiki Suaheitoupyia (Katnyopias Child-Pugh C).

V, GUMNE

Aepga AowudEeis Kipia uiki 8pdon tou Gilenya eival n 5ocoe€aptdpevn peiwon tou apiBpol
TWV NEPIPEPIKAV AePPoKuTtdpwy ato 20-30% tns apxikis tous TipAs. Autd o@eiletal otnv avaotpéyipn
napakpdTnon twv AePPoKUTIAPWY GTOUS 16ToUS Tou Aeppikol cuatipatos (BA. napdypago 5.1). Mpiv tv évapEn tns
Bepaneias pe Gilenya, npénel va eival Siabéoipn pia npdoatn (n.x. eVids 1wV TEAEUTAIWV 6 PNVOV f Petd v
Siakonn tns nponyoUpevns Bepaneias) yeviki e€étaon aipatos. Tuviotdtal enions va yivetal nepiodikd yevikn
e€étaon aipatos katd tn Sidpkeia tns Bepaneias, Tov 3 pfiva ka 0T GUVEXEID TOUAGXIGTOV ETNGIWS, KAl O€ NEPINTWON
epgdvions onpeiwv Aoipwens. Edv emBeaiwdei andhutos apiBuds Aepgokuttdpwv <0,2x10%/1, mpénel va
Siakontetal n Bepaneia €ws v navagopd, 51011 oTis KAIVIKES PENETES, n Bepaneia pe @Ivykoipodn Siekonteto oe
aoBeveis pe andAuto apiBpé Aeppokuttdpwv <0,2x10%1. H évapén tns Bepaneias pe Gilenya npénel va kabuotepei
o€ aoBeveis pe copapn evepyd AoipwEn péxpi tnv anodpopin ts. O1 acBeveis npénel va a§iohoyolvial ws npos v
avooia Tous évavtl s avepeuoyids npiv and tn Bepaneia pe Gilenya. Zuviotdtal ol aoBeveis xwpis 10TopIKG
avepeuloyids enieBaiwpévo and enayyeApatia uyeias i xwpis Tekunpiwan NAnPoUs oxnpatos epBoAiaapol pe
€pBONIo avepeuoyids va undkeivial oe EAeyxo aviiowpdtwy vavtl tou 10U avepeuloyids-{watipa (VZV) npiv ané
v évapén tns Bepaneias pe Gilenya. Ma tous VZV apvntikoUs aoBeveis ouviotdtal nAnpes oxipa epoNiacpol pe
ejBoNio avepeuloyids npiv and v évapgn tns Bepaneias pe Gilenya (BX. napdypago 4.8). H évapgn tns Bepaneias
pe Gilenya npénei va avaBdAAetal yia 1 piva @ate va eiuwu)\ileml n nAipns €nispaon tou epBohiacpou. O
€ndpdoels Tou Gllenya a10 uvouonomtmo alotnpa unopu va au€ioouv Tov Kivbuvo )\ommtmv

AdBeveis pe Eppaypa tou puokapsiou (MI), agtadi atnBayxn, eykepahiko/napodikG 10xalpikd (TIA), pn
avt 1 KﬂpﬁIOKﬁ dp (xpnZouoa €vBOVOOOKOpEIQKNS eepunal’os) fl KupﬁlOKﬁ avendpkela
katnyopias l11/1V num NYHA (New York Heart Association) rouste}\cumlous 6 pives (BA. nupoypu\ou 4.4). Adbeveis
He oopapés kapd nou anaitolv avt N Bepaneia pe ta€ns la A tans Il uvnuppueumu
pdpuaka (BX. napdypago 4.4). Adbeveis He KOANOKOINIGKO (AV) unox)\sluuo Bautcpou Baeuou Mobitz lunou A

HEVWV TV Motpcd€ewv (BX. napdypago 4.8). Katd tn Sidpeia tns Bepaneias, I'IpEHEI
va €pappoZovial anoTEAEOHATIKES SIOYVWOTIKES Kal BEPANEUTIKES OTPATNYIKES O A0BEVE(s pe oupntdpata
Aoipwéns. Katd tv aflohéynon acBevols pe ikalépevn Aoipwén Suvntikd copapn, Ba npénel va e€etdletal 1o
evbexopevo napanopnns Tou o€ ylatpd pe epnelpia otn Bepaneia AoipGEewy. Etous aoBeveis und Bepaneia pe
Gilenya, katd tn Sidpkeia tns aywyns, npénel va sivovial odnyies va avagépouv apéows oTo yIaTpé Tous TUXoV

KOANOKOI0AIGKG ANoKAEIONG Tpitou Bueuou fi e oUVEp edv 5ev €xouv np otn (BA.

nupovpuwo 4.4). Adbeveis pe napdraon tou 6|uamumos 0Tc>500msec Kkatd v svupﬁn s eepunalas (BA.
napdypago 4.4). Ynepeuaiobnoia otn Spactiki ousia i g€ kdnolo and ta ékSoxa nou avagépovtal oTnv napdypago
6.1. 4.4 EISIKés nposlﬁenolﬁacls Kai npoguAders katd tn xphon ga&uuggueul’ ja H évap€n tns Bepaneias pe
Gllenya DBnVEI 3 nupo&mn eiwon tou Kapdiakou pueuou Kai pnopei cnmns va auumlzaml pe eniBpdduvan tns

HEVQV  Kal " 0 nAnpous
KOANOKoIAIaKOU unox}\clouou uc autépatn anodpopn (BA. nupavpuwous 4.8Ka15.1). Mcm v np@tn déon, n peiwon
T0U kapdiako pubpoy Eekivd péoa e pia A kal KopuPGVETal Evids 6 wpkv. H enipaon auth ths npdns
Xophynons ePPEVel Katd s enOpeves npépes, HoAovOTI GUVABWS NMIGTEPN, KAl CUVABWS UNOXWPET TIS ENOPEVES
eBdopddes. Me ouvéxion tns xopfiynans, o pécos Kapdiakds pubpds enavépxetal ata apxikd enineda péoa oe éva
piva. Qotdao, pepovwpévol aoBeveis nBavov va pnv noTpEYOUV GOV apxikd Kapdiakd pubpd €ws to TéNos Tou
nparou piva. 01 avwpalies otnv aywyipdtnta fitav, katd kavéva, napodIkés kai aoUPNTWHATIKES. ZuviBws Sev
anartoloav Bepaneia kai anédpapav péoa otis npaIes 24 Gpes uné Bepaneia. Edv xpeiaobei, n enaydpevn uno m
QIVYKOAIpOSn peiwon tou KapSiakoU puBpol pNopei va unootpagei pe Mapeviepikés §ooels arp il

Moipwgns. Mposwpivi Siakonn tou Gilenya npénel va e€etdZetal edv évas aabeviis napoucidoel copapi
Moipwén Kkai npénel va peletdral n oxéon opéNous-kivbuvou npiv Tnv enavévapgn tns Bepaneias. Mepiotatikd
KPUNTOKOKKIKAS pnviyyiudas (pias pukntiacikis Aoipwgns), eviote Bavatngdpou, €xouv avapepBei petd tv
KukAo@opia Tou pappdkou aTnv ayopd petd and nepinou 2-3 £tn Bepaneias, av kai n akpiBAs oxéan pe tn Sidpkeia
s Bepaneias napapével dyvwotn (BA. napdypago 4.8). AcBeveis pe onpeia kai oupntdpata cuppatd pe
KPUNTOKOKKIKA pnviyyitida (n.x. kepahahyia cuvoSeudpevn and vontikés petaBoAés onws oUyxuon, yeudaiodioels
Kkai/fi petapoés tns npoumnmdtnms) 6a npénu va unoBdAhovial e ﬂusun Siayvwotiki aglodynon. Edv
810yVWOBEi KPUNTOKOKKIKNA unvwvmﬁu 6a npensl va I]VI]O[O)\EI n aywyn pe QivykoMipédn kai va §ekiviael
KkatdAAnAn Bepaneia. Ba npéner va ouy Mo (n.x. pe €181ké Aoipw€loAdyo) o€
neplnmun nou anarteital cnuv:vupﬁn s PIVYKOAINGSNS). Hpowuou NoAUETIOKA waoeyxwu}\onueclu (PML)
€xel avapepBei o aoBeveis und Bepaneia pe PIvykoAipdsn Petd T KukAogopia Tou pappdkou otnv ayopd (BA.
nupdvpuwo 4.8). HPML eivar pia i AoipwEN 0QeIAd atov 16 John Cunni (JCV), n onoia pnopei
vaeival euvumwopos hva oanvnuu o€ coBapn avannpia. Mepintcaels PML éxouv uvuq)cpeu petd ané nepinou 2-3

10onpevahivns. OAol o1 aoBeveis npéner va unopdAlovtar ae HKI kai pétpnon tns aptnpiakAs nieans npiv and tv
npa §6an tou Gllenya Kal 6 Gpes p:ru ‘Ohot ol aoBeveis npénel va napakohouBolvral yia §idotnpa 6 WPV yia
anpeia kal U G puBpOU Kai TNS aptnpiakis nieans avd Gpa.
Zuviotdral napakoAoyOnan e ouvexés HKI’(npuvuuxmou xpovou) KUID n 81dpKela autol Tou 6Mpou. Ze nepintwon
nou JpavioBolv CuPNT@PATa OXETZOHEVA PE TV PETA-5 Y ia, npénei va Eekiva katdAAnA

KAIVIKOS XEIpIOPOS Kal n napakohoUdnan npéner va ouvexiletal €ws OTou unoxwphcouv Ta oupntdpara. Le
nePinTwON nou kdnoios aoBevis Xpelaadei papuakeuTikn nupzu[&ucn Katd tn Sidpkeia s nupuno).uu&nuns mns
np@ns 86ons, npénel va Slacpahietar ooviktia o€ 1aTpIKA povada Kai n mns

£tn xwpls ponyoUpevn ékBeon oe vum)\lloupuunn av Kal n akpifis oxéon pe Blupmu ms
9£punclus napapével dyvwortn. MpéoBetes nepint@oels PML éxouv avagepei e acBeveis ol onoiol ixav
nponyoupévws unoPAnBei e Bepaneia pe vatahioupdpnn, n onoia €xel YVwOTA cuoxétion pe v PML. H PML
pnopei va epgaviaBei pévo napouaia JCV AoipwEns. Edv yiver éeyxos yia JCV, Ba npéner va hapBdvetar un’ dyn ol
n enidpaan tns Aeponevias atnv akpiBeia tns e€étaons avu-JCV avuiowpdtwv Sev éxel peNetndei o€ aobeveis und
Bepaneia pe pivykohipdsn. Ba npénei enions va anpelwdei 6T Evas apvntikés Neyxos avti-JCV aviiowpdtwy Sev
anokAeiel v mBavotnta petayevéatepns JCVAoipwgns. Mpiv and tnv évapén tns Bepaneias pe @ivykoAiposn, Ha
npénel va undpxel SiaBéoipn pia apxiki MRI (ouviBws evids 3 pnvev) ws avapopd. Katd t S1dpkela Twv TakTIKOY

npans §6ans va enavarappdveral kar petd tn Sedtepn S6on tou Gilenya. Edv o kapSiakds pubpds otis 6 wpes eival
0 XaunAGTEPOS and tnv xopiynan tns np&tns sdans (Evbeign 6t mBavov va unv £XEI QKOPN sxﬁnmem n péyiotn
pappakoduvapikn enidpaon otnv kapdid), n UBnan npéner va nap! Katd 2 (pes Kal
péxpi va augnbei avd o kapdiakds pubpods. EninAéov, edv Hetd and 6 Gpes o kapdiakds pubpds eival <45 bpm, A to
HKT epgavilel veoekSnAwBEvTa KoAnokoINiakd unon)\muo Ssun:pou i ugnAdtepou Babpol h Sidotnpa QT 2500
msec, Npénel va SIEvepyeital napatetapévn )} ( ohovikua AouBnan), kai PExpIs
6tou unoxwpnoouv ta euphipata. H eppdvian koAnokoihiakoU anokAeiopoU tpitou Padpol € ouypn

RI (aUpguwva pe tis eBVIKES Kai Tonikés 08nyies), ol yiatpoi Ba npénel va enaypunvouv yia BAdBes nou unonAdvouv
PML. H MRI pnopei va BewpnBei pépos tns au§npévns enayplinvnons o€ aoBeveis nou Bewpolvial aunpévou
Kiv6Gvou yia PML. EGv undpxer unogia PML, n MRI 6a npénei va Sievepyeital dueaa yia Siayvwotikods Adyous kai n
Oepaneia pe Givykohipddn Ba npénel va avaotéMetal éws Otou anokAeigBei n PML. H anopdkpuven tns
QIvykohipdSns and tov opyaviopd petd tn Siakonn tns Bepaneias pnopei va Siapkéoel £ws Kai SUo phves Kkai
ENOPEVWS npénzl va ouvexiZetal n anuvanvnan yia Moipw€n kad’ oAn ﬁldeEIa auths s ncplé&ou Lrous
aoBeveis npenzl va 8ivovtal o8nyies OOTE va avapépouy ta auumwuum Aolum&ns £ws kal 2 phves |.|£m n S1akoni

npénel EI'IIOnS va oGnvsl o nupumuutvn napakohoudnan (wu)\uxlurov ohovUKtia napakoAouBnan). MoAU ondvies
p U T éxouv epBei oe aoBeveis und Bepaneia pe QIvykoAposn. Le
,' Tou end To yoypdgos 8a npénei va SiacpahiZel ou Sev undpxouv onpieia i
oupntopara oxet{opEva i Ioxaipia Tou puokapdiou. EGv undpxer unoyia ioxaipias Tou puokapsiou, cuviotdtal va
avaZntnBei n oupBouli kapSioAdyou. Adyw Tou KIvEUvou coPap@v Siatapaxdv tou pubpoy, © Gilenya ev npsnsl
va xopnyeital o¢ aoBeveis pe pAeBokopBoKOANIKO anokAeiopd, mwpmo fl

s QIvy 0i6nya tns wxpds knAidas Oinpa tns wxpds Kn)\lﬁus Je i xwpis Siatapaxés s opuuns £xel
uvuwapeci 010 0,5% twv acBevev nou éAapav Bepaneia pe Pivy n 0,5 mg kal G0TNKE KUPiwS aTOUS
npmmus 3-4 pives Bepaneias (BX. napdypago 4.8). Enopévews, auwamwl queu)\uo)\ovmn emlunan otous 3-4
pives petd v évapgn tns Bepancias. Edv o1 aoBeveis avagépouv ontikés oTIyf Katé Tn
S1dpKeia tns szunslos npénel va yivetar aloAdynon tou BuBou, oupnepihapBavopévns tns wxpds knAidas.
Aaesvcls pe unopmo payoeiditidas kai agbeveis pe oakxapdsdn Siapitn Siatpéxouv au€npévo kivuvo £unpuvmns
ms wxpas KknAidas (BX. napdypago 4.8). To Gilenya Sev éxer pehetnBei o€ aoBeveis pe okAnpuvon katd

unotponialéviwv OUYKONTIK@V encloobiwv, A o aoBeveis pe onpavukh napdraon tou 5|uumuuros QT
(QTc>470msec (yuvaikes) i >450msec (GvEpes)). Eneidi n eppdvion anpavuikis Bpadukapdias nibavov va pn yivel
aveKTh and aoBeveis pe 10TopIkd kapSiakis avakonis, pn eAeyxépevn unéptaon i cofapi unvikn dnvoia, To Gilenya
bev npénel va xopnyeital o€ autoUs tous acBeveis (BA. enions napdypago 4.3). Le autoUs Tous aoBeveis, n Bepaneia
pe Gilenya npénei va e€etdZetar povo eGv 1a avapevopeva OQEAN UNEPTEPOUV TV NIBAVEV KIVEUVWY. I nepintwon
nou e€etdletal to evéexdpevo tns Bepancias, Ba npénel va nteitar n aupBouli kapsioAdyou npiv and tv €vapén tns
aywyis @ote va kaBopiletar o mio katdAAnAos tponos mapakoloUBnons, Kkai ouviotdral mapatetapévn
nupom)\o(tenan TouNdxiotov ohoviktia Katd tnv évapEn tns Bepancias (BA enions napdypago 4.5). To Gilenya sev
€xel us)\z(neu o¢ uoe:vzls Je appubpies nou unulwuv Oepancia pe 1gns la (n.x. kivisivn, Siconupapisn) i tdgns 11l
(n.x. p av d npoidvra. TaEns la kar td§ns Il avuappubpikd
(UPAKEVTIKG npmovm €X0UV OUOXETIOTET pE NEPINTOEIS KoINaKAs taxukapdias Siknv pimibiou (torsades des
pointes) o aoBeveis pe Bpadukapsia. Epdoov n EvapEn tns Bepaneias pe Gilenya odnyei o€ emBpdduvon Tou

n\dKas Kai suvundpxovia o6akxapdsn Siaphtn. Zuviotdral acbeveis pe okApuvon katd NAAKas Kai 6akxapdsn
S1aBAtn f 10TopIKkG payoeidiudas va unoBarhovial ae opOahpodoyiki ektipnan npiv ané tv évap€n tns Bepaneias
Kal va ENavektipgval yia 600 Sidatnpa Bpickoveal und Bepaneia. H ouvéxion tou Gilenya o€ aoBeveis pe oidnya tns
wxpds knhibas ev éxel a§lohoynBei. Zuviotdral Siakonn tou Gilenya edv évas aoBevis avanti€el oibnpa wxpds
Kknhisas. H anégaon yia to av n Bepaneia pe Gilenya npénel va Eavapxioel i 6x1 peTd tv unoxdpnan tou o16Apatos
s wxpds knAidas npénel va AapBdvel un' 6yn ta evéexdpeva opéAN kai KivUvous yia kdBe agbevh Eexwpiotd.
Hnaukn Aeitoupyia Au§npéva nnatikd éviupa, Kupiws tpavaapivdon tns ahavivns (ALT) aAAd kal y-yAoutapuliki
tpavapepdon (GGT) kar aonapuikh apivotpavaepdon (AST) éxouv avapepBei oe aoBeveis pe okAnpuvan katd
nAdkas und Bepaneia pe Gilenya. Ze kAivikés Sokipés, napatnpidnkav au§haeis ths ALT 3nAdaies Tou avartatou
QualohoyikoU opiou (ULN) i peyakitepes ato 8,0% twv aoBevav nou éAaBav Bepaneia pe Pivykohipdsdn 0,5 mg
OUYKPITIKA pe To 1,9% twv aoBevav nou éAapav eikovikd pdppako. Au€aels SmAdaies tou ULN napatnpibnkav oto
1,8% twv aoBevav nou éAapav givykoAipdsn kai 1o 0,9% twv aoBevv nou Aapav e1koviKO pdppako. L€ KAIVIKES



SoKIpés, n \UIVVKOMuéGn Siekdnteto edv n algnon Atav usvu}\urepn and 5nAdota tou ULN. Katd tnv enavévapgn tns
Oepancias oe kdnolous UDGEVEIS napatnpABNKE enavepgvion Twv QUEGEWY TWV NNATIKGY TPAVOTHIVATGY,
yeyovos nou SNAQVE PE T QIVYKONIPOSN. Ze KAIVIKES pelétes, auEhoels Twv
TPAVOOpIVAOWV ejipaviotnkav avd ndoa ouypi otn 8idpkeia ts Bepancias av kai n nAeloyngia tous eppavioTnke
péoa otous npmous 12 prves. Ta enineda tp i opou AABav aTIs QUAIOAOYIKES TIPES EVTOS Nepinou
2 pnv@v petd t Siakonn ts QivykoAiposns. To Gilenya Sev éxel pehetnBei ae oaeeveis e copapn npoindpxousa
nnatond@eia (Child-Pugh katnyopia C) kai §ev npéner va xopnyeitai o€ autous tous aoBeveis (BA. napdypago 4.3).
E€aitias Twv avoooKataotaAtik@v 1510TATWY Ths wlvaoAluéan n évap€n s Bepaneias npéner va avaparietal oe
aoBeveis e evepy loyevi natitida péxpl v Uoxpnad tns. Mpéogates (n.x. evios TV tEAEUTaiwY 6 UNVev)
petph EMNESWV TP |1 Kal X0\ pivns npéner va EIVGI SiaBéaipes npiv v evupEn ns Bepaneias pe
Gilenya. EAAeipel K)\lvmu')v , 01 NNATIKES TP 1 npénel va eAéyxovtal katd tous Maves 1, 3, 6,
9Ka 12ns szon:ms Kal katéniv o€ taktd xpovikd SlaotApata. EGv ol nnatikés tpavoapivdoes augnBodv d vw tou

peiwon tou kapdiakoU pubpou katd 15% otnv évapén tns Bepaneias pe PIvykohipddn, pia enibpaon nou Sev
napatnpeitar pe v SIAtiaZéun. H Bepaneia pe Gilenya dev Ba npéner va §ekivd oe aoBeveis nou AapBdvouv
B-avaotoAeis, i GAAES SpATTIKES OUTIES 01 ONOiES SUVATOV Va PEIOTOUV TOV Kapbiakd pubpd, dnws avtiappubpikd
1d€ews la kar Ill, avaotoheis SiaUAwv aoPeotiou (Gnws Pepanapidn A SiAualépn), 1Bapnpadivn, Siyo€ivn,
avtixohiveatepacikols napdyovies i mAokapnivn, AOyw Twv MIBAVAOV GUVEPYIKOV EMSPATEWV OTOV KapSiakd
pubpo (BX. napaypdpous 4.4 kai 4.8). Av e€etdZetal 10 evoEXOPEVO TS Bepaneias aut@v Twv aoBevav pe Gilenya,
6a npénel va {nteital n cupBoudn kapsioAdyou yia aAAayn Tns aywyns o€ apPAKEUTIKA NPOidvTa nou Sev peIdvouv
Tov kapbiakd pubpd fi yia tnv katdAAnAn napakoAoUBnan katd tnv Evapgn tns Bepaneias, kai guvigTdral ToUAGXIOTOV
oMovUKtia napakohoUBnon o€ nepintwan nou Sev pnopei va Siakonei n aywyn nou PEIVEr Tov Kapdiakd pubpd.
Oappakokivnukés aAAnAempdoels AWV §paouk®V ousi@v otn @ivykoAiuddn H ivykoAipdsn petaoAietal
Kupl’ws and 1o CYP4F2. ANa évluuu onws 1o CYP3A4 pnopei enions va supBdAouv ato uuuBoAloué s, 161aitepa
[\ nsplnwun 10xupns enaywyns Tou CYP3A4. laxupoi avactoAeis Twv NpwIeivev petagopds dev avapéveral va

5nAdoiou Tou ULN npénei va upxwa OUXVOTEPOS z)\evxos 0 unolos 90 | JETPAGEIS XON p

0pol Kar aAkaA (] (ALP). £ A {i] TWV NNATIKGV TPAVOAPIVac®Y Gvw Tou
5nAdoiou Tou ULN, n Bepaneia pe Gilenya npéner va Siakontetal kai va Eavapxiel povo pe v enavagopd twv
NNATIKOV TPAVeApIVao®V ota pualooyikd enineda. Le aoBeveis nou avantyooouv GUPNTGNATa EVBEIKTIKG NNaTikAs
6u0)\5|wupvius onws ave€hyntn vautia, £eto, Koikiakd GAyos, kdnwaon, avopegia, i impo Kkai/f okoupdxpmuu
oupa, HDEHEI va eAéyxovtal Ta nnatikd €viupa Kai npéner va 6|uKonI€m| 1) Gllenya €dv eniBepaiwdei onpavuikn
nnatikh & yia (yia napdderypa eninesda tp! i 6 ané 5nAdota tou ULN kai/n augioers
ms xo)\:pueplvnswu opoU). H enavévapen tns Bepancias 6a tEup(nezl and to av SianioTwBei i Oxi kdnola AAAN artia
nnatikiis Siatapaxns kai and to av 1a 0gEAN yia tov aoBevii and v enavévapgn s Bepaneias uneptepolV Tou
KIv6Uvou enavepgdvions nnatikis Suoertoupyias. Av kai Sev undpxouv SeSopéva mou va TekpnpI@VOUV Ot o1
aoBeveis e Npo-undpxouca NNATIKA Voo aviipeTwnifouv au§npévo Kiveuvo va eppaviocouv au§npéves TIPES atis
Sokipaaies nnatikis Aertoupyias dtav AapBdvouv Gilenya, n xopfiynan tou Gilenya npénei va yiveta pe npogoxn o€
aoBeveis pe 10Topikd coPapis nnatikis vooou. Enibpaon gtous aipatohoyikoUs eAEyxous AeSopévou Ot n
(PIVYKOAIHOSN PEICVEI TOV PIBPG TwV AEPPOKUTIGPWY OTO Giia JE TNV QVaKATAVOpN TOUS 0Ta Seutepedovta Gpyava
ToU AepQIkoy ouatr'\uuws 0 apIBHGS TwV AEPPOKUTIdPWY OTO neplwepmé aipa Sev pnopei va xpnoiponoinBei otnv
agloAéynon tns xu(uomons unoouvo)\wv wv )\euwokunupmv AN uaeevous nou Auuﬂuve\ Gllenya Epyaotnpiakoi
éheyxol nou oV 10 KUK TV i Kuttdpewv anaitodv peyahitepous
Gykous aipatos AGyw s peiwons 'tou uplBuou 1wV KuKAo@opodvtwy Aeugokuttdpwv. Emibpdoels otnv aptnpik
niegn TS NPOEYKPITIKES KAIVIKES SOKIPES ANOKAEIOTNKE N GUNKETOXA AOBEVAV HE N EAEYXOUEVN HE PAPUAKEUTIKA
aywyn unéptaocn kai ouvietdrar €161kn Gpovtida edv xopnyeitai Gilenya o€ aoBeveis pe pn eAeyxopevn unéptaon. Le
KAIVIKES 60K|u£'s otn okAApuven Katd mAdkas, or acBeveis nmou éhaBav Bepaneia pe golvvno)\luo'én 0,5 mg
napousiacav peon al€non s ouaToAikAs nicons katd nepmou 3 mmHg, ka1 tns 81actoikAs nicons katd neplnou 1
mmHg, n onofa napatnpABnke npGT Qopd 1 piva Petd TV Evapgn ths Bepaneias, Kai ENEPEIVE Ie T GUVEXION TS
Bepaneias. LIn S1€Th eEAEYXOPEVN IE EIKOVIKG PAPPAKO HEAETN, N UNEPTATN AVAPEPONKE WS uvsnleuunw ouuBuv ot0
6,5% twv aoBevav ot PIvykohipdsn 0,5 mg kai oto 3,3% 1wV a0BEVOV OE movmo pdppako. Qs ek rourou n
apnpiaki nieon npénel va €AEyXetal TAKTIKG Katd Tn 5IUDKE|0 s Bep He Gllenya Emd, a10
avanveuotikd EAGoooves 5000EEaPTAHEVES HEIWOEIS TWV TIHV ToU pEéYIoTou exnvebpevou dykou (FEV)) kai tns
Ikavétntas 1dxuans tou povogeidiou tou Gvbpaka (DLCO) nopurnpﬁenkuv petn Bepaneia pe Gilenya Eekivavias tov
Mfiva 1 kai napapévovtas otaBepés katéniv. To Gilenya npénei va xopnyeital ue npocox e aoBeveis ye soaph

P n §1G6€an tns pvykoAiposdns. H ouyxopry (IVYKOAIPOSNS pie KetokovaloAn odfynae ae ai€nan
Katd 1,7 gopés tns €KBEANS TN PIVYKOA ," Kal 0Tn QwoPopIkn PIvykoiposn (AUC) pe avaotohn tou CYPAF2.
Luviotdtal NPpogoxn e TS ﬁpaonnes oucies nou 6uvurov va avactéAouv to CYP3A4 (uvuow)\zls npmtsuons
alAes av d, kdnoles poAises Onws n KA ivn i n t .
Kkapapagenivns 600 mg 800 Qopés oe O évn Kai pias ewﬁnuE 560:ms
wlvaoMuoéns 2 mg peiwae v AUC s wlvaoAluans Kai tou uemﬂo)\nn s katd 40% nepinou. AAAol wxupm
snuvwv:ls Tou eviipou CYP3A4, n.x. n pigap LN Q P ne ivn, n epapipévin kai 10 un:pmo
pnopei va peidgouv tnv AUC tns wlvvno)\luoéns Kal ToU PETABOAITN TNS TOUAGXIGTOV OTOV i§I0 ﬁueuo Eneisi aut 6a
pnopodae Suvnik va ennpedaer apvTikd T anoteAeapatikéTnta, n ouyxopfiynafi tous Ba npénel va yivetal e
npoooxn. QoTd00, N (uu(oxpovn Xxophiynon pe unepiké Sev ouviotdrar (BA. nupuvpuwo 4.4). OapUAKOKIVNTIKES
aMnAeniSpdogis s QIv 68ns oe AAAes Spaotikés ouaies H givykoAipddn eivar anidavo va aMn?\enlépu pe
5pauI|Kes ouaies ol onoies uuuBoAlZovml Kuplms and ta éviupa tou CYP450 f and unootpOHaTa TWV KUPIWV
NpWIEIV@V petagopds. H suyxopiiynan givy HE KUKA ivn 8€v enépepe onoladnnote unaBoAn oty
€kBean oTnv KukAoonopivn n oty €kBean om wlvaoAluan Enopévaws, n @Ivykoipddn Sev avuuevnul va
petapdhel T papp poid nou &ivai unootppara tou CYP3A4. H ouvxopnvnun
(IVYKOAIHGSNS e and Tou otouulos uvnouMnnnKu padioAn kai AeBovopy €An) Sev enépepe KOUIO
usmBoAn otnv €kBean ota and tou omuotos avriouAANTIKG. Aev éxouv Sie€axBei us)\ms OMH)\EHIBDOOHS peand
T0U OT6PATOS GVTIGUAANNTIKG Nou nepiéxouv GAAa mpoyeotaydva, wotéoo Sev avapévetar enipaon s
QIVYKOAIpGSNS atnv ékBean o€ autd. 4.6 Movipdtnta, KUnon Kai yahouxia [uvaikes o€ avanapaywyiki nAikia /
AvuoUMnyn ge yuvaikes Mpiv and tnv évapén tns Bepaneias o€ yuvaikes avanapaywyikas nAikias, npéner va
undpxel 81a0€a1po €va apvntiké Te0T svkuuouﬂvns ka1 Ba npénel va yivetal evnuépwun OXETKA pe Tov miBavo
ooPapd kivsuvo yia To €uPpuo kal TV avdykn yia unots?\eouumn uvuou)\)\nwn Kkatd m 6|upKelu ms e:punems pe
Gilenya. AeSopévou onxuem:ovmln:plnou SUo pives yia va N @IvyKoAip6Sn and tov opyaviopd petd i
Siakonn s Bepaneias (BA. napdypago 4.4), o miBavos kivéuvos yia to €uPpuo unopei va napapeivel Kkai n
avriogUANYN npénel va ouvexiletal katd tn Sidpkeia autAs tns nepiddou. Eykupoalvn Evéow Bpickoviar und
Oepaneia, o1 yuvaikes Sev npénel va peivouv €yKUES Kal ouvioTdtal N XpAon anoteAECPATIKGV HEBOSWV
avrioUAAnyns. Edv pia yuvaika peivel €ykuos ev unoBdMAetal oe aywynh pe Gilenya, ouviotdtal Siakoni tou
Gilenya. Mehétes o€ {da katébei€av Togikdtnta otnv PAYWYIKA 1KQV6TNTA GUPNEPIA HEVNS TNS anOAEIaS
Tou ePBpUOU Kal aVwPANIOV 0pyavewY, KUpiws ovApN aptnpiakd koppd kai éNAeIppa pecokoiAiakol Siappdyparos

nveupovonddeia, nv:uuovmn ivoon Kai xpuvm anoQpaKTIkn i (BX. enions napdypago 4.8).
Ziv6popo onicBias Indvies nepinta popou onioBias péYIp

eykepaond (PRES) éxouv avagepBei otn 86on 1wv 0,5 mg o€ KAIVIKES PEAETES Kal usm v KukAo@opia Tou
Qapudkou otnv ayopd (BA. ,',, g0 4.8). Ta 0 noy ép B aipvisia evupEn
gopapfis kegaahyias, vautia, épieto, petaBord ts vontikfs és s 6paons Kal Ta

(BA. napdypago 5.3). EmnAéov, o éas nou ennpedZetal and T GIvykoAipdsn (unodoxéas ts 1-pwapopikis
oq)lvvooivns) ival yvwotd ot uuuuuéx:l atov OVVEIOKé oxnyatiopd Katd v 5u|}puov:’vwn Eivar noAy
nepiopiojiéva ta kAivikd BeBouéva oxeTiKd pe T xphon ths QIVYKoAILGSNS oe EYKues yuvaikes. Aev undpxouy
Seopéva OXeTIKA pE TIS EnlﬁpuOEIS NS QIVYKONPOSNS GTOV TOKET). H @ivykohipd&n anopdAAetar katd to
enhuuuo ot0 ydAa twv und Bepaneia Hwv (BA. nupuypwo 5.3). Aéyw tou KIvGUvou uol}upmv aveniBupntwv

vuumwuum Tou PRES EIVUI ouvnews avaotpéYipa alAd pnopei va sEeMxeouv og IGXquIKD QYYEIQKO EYKED

fi eyKeQ Hoppayia. épnon otn SiGyvwon kai Bepania pnopei va odnynoel o PovIpES
PONOYIKES GUVE| LI youpevo PRES, to Gl\enyaeonpsnsl va Siakonterar. [iponyolyevn Bepaneia ye
ATIKES 1kés Bepaneies Aev éxouv Sie€axBei us)\etes yia v a€ioAdynon tns

A IKOTNTAS Kal TS AoQaA Tou Gilenya katd T perdBaocn acBevev and Bepancia pe tepiphouvopisn,
oupapikd 6|u:eu)\wrépu fi aheprouZoupdpnn oe Gilenya). Katd tnv petdBaon twv acBeviv and dAAn
Tpononointiki T vogou Bepaneia o¢ Gilenya, npéner va Aappdvovtar un'éyn o xpdvos nuluems Twhs kai 0
unxokuos Spouns s G\Ans Bepaneias npokeIpévou va ano@elyovtal npouems Y A7)

pova npéner va e ftai o kivBuvos enavevepyonoinans s véoou. Zuvmmtm vevmn €étaon
aipatos (CBC) npiv uno v évapgn ms epaneias pe Gilenya wote va slagpariZetar 6u dev uqllomvwl nAéov o1
Y €l s nponyoypevn: 9EDOI'I£|05 (n.x. kuttaponevia). To Gilenya pnopei yevikd va ekivdel
apéows petd v 5|uKonn ms |v1£pwepovns fi s o€ikAs v)\uupuu:pns |'|0 Tov wuuupmo 6|ueeuhwtspu n
nepiodos éxnhuans Ba npéne va eival ikavi yia tv popd tou YIkd enineda npiv
ané tnv évapén s Bepaneias pe Gilenya. E€artias Tou peydhou xpovou npioelas ans s vatahifoupdpnns, n
anoPoAn s ouviBws Siapkei Ews Kal 2-3 pAves u:tu mv 6|uKonn ms ezpunelus H tepiphouvopibn unoBuMsml

Py s QIvykoAipd8ns ata OnAdovta Bpégn, ol vuvulkes nou AapBdvouv Gilenya, 8ev npéner va BnAdZouv.
I'owuomlu Aedopéva and npomvmas pehétes Sev Seixvouv ot n IDIVVKO)\IMOGH ouoxenletul e nuEnusvo Kivéuvo
PEIWpEVNS YOVING (BA. napdypago 5.3). 4.7 Emspdaeis otnv Y Kal XEIPIO| unxnvvao
Gilenya 8ev éxel kapia i €xel aghpavn eniépaon oTnv Ikavotnta 08Aynans kai Xeipiopoy pnxavv. Evioltors, katd
v évapén tns Bepaneias pe Gilenya evbéxetal va eppaviaBei nepiotaciakd ZGAn f unvnhia. Katd tv évapén ts
Bepaneias pe Gilenya ouviotdtal napakoholBnon twv acBevav yia Sidotnpa 6 wpdv (BA. napdypago 4.4,
Bpabuappubpia). 4.8 AvemiBupntes evépyeies [lepiAnyn tou npogik ao@dAeias O mAnBuopds acpdAeias tou
Gilenya npoépxetal and 500 KAIVIKés peAétes Ddans |1l eENeyXOPEVES PE EIKOVIKO GApPAKo kal pia KAIVIKA pEAETN
dons |1l eheyxdpevn pe 5pactikd pdpuako ae acBeveis pe unotponidfouaa-iareinousa akAnpuvon katd nAdkas.
Nepihappdver suvohikd 2.431 aoBeveis ae Gilenya (0,5 fi 1,25 mg). H peAétn D2301 (FREEDOMS) fitav pia 2-etiis
€AeyxOpevn pie eIKOVIKG Qdppako KAIVIKA peAETn o€ 854 aoBeveis nou éAapav Bepaneia pe QIvykoAiposn (eikovikd
@dpuako: 418). H peAétn D2309 (FREEDOMS I1) fitav pia 2-€tfis eAeyXOpevn e EIKOVIKO pappako KAIVIKA HENETN o
728 aoBeveis pe okAnpuven katd nAdkas nou éhapav Bepaneia pe PIvyKOAINGSN (eikovikd pdppako: 355). Eta
OUYKeVIpWTIKG SeSopéva and autés s 0o peNETes, ol coPapbtepes aveniBUpNTes svépv:lss ue Gilenya 0,5 mg Atav
)\OlquEIS o0ibnpa s wxpds knAidas kai napobikds koAnokoiAiakds anokAeiopds katd tnv évapén tns Bepaneias. O1

snlonsBpoéswsunownAuoua melsxunmu € ms nkdbapon S TEPIP i

i EVEYEIES 210%) pe Gilenya 0,5 mg fitav ypinn, nupupplvono)\nmsu

and to IAdopa pnopei va Siapkéoel ané apketods pfives €ws kai 2 £tn. Tuviotdtal pia a ms
anoBoAns onws auth opiletal otnv HEDI)\nan xupomnplonxwv Tou npmovros ms Isplq)Aouvouans 1l EVAAAGKTIKG N
nsploéos €knAuons ev Ba npéner va eival pikpdtepn and 3,5 piives. Anareital npoooxn s Mpos Tis nibavés
TAUTOXPOVES AVOTONOYIKES :nlépuous Kkatd tnv petdBaon twv aoBeviv and ién o

QaA ‘,' , 81dppoia, oogualyia, au€npéva nnatikd €vupa kai Prxas. H ouxvétepn avemBupntn evépyeia nou
avapépdnke pe to Gilenya 0,5 mg nou odiynce oe Siakonn tns Bepaneias, fitav au§hoels s ALT (2,2%). O1
avemiBupntes evépyeies otn Mehétn D2302 (TRANSFORMS), pia 1-eti pedétn oe 849 aoBeveis nou éXapav

QIvy 06n, atnv onoia f N IVTEPPEPGVN B-1a WS GUYKPITIKO PAPHaKD, ATav YEVIKKDS NAPGHOIES PE

Gilenya. H aAeptouZoupdpnn aokei \oxup:s Ka napulempeves QVOOOKATaoTaATIKES SpdaEls. En:lén n npuvuutmn
S1dpKeIa TV 6puo:mv autev gival uvvmo(n 8ev ouviotdral n évapEn tns Bepaneias pe Gilenya petd v
u?\euwu(ouuuunn €KT0S €0V Ta owe)\n pias tévolas Bepaneias unepéxouv oaAS TWV KIVEUVWY yia Tov kGBe aoBevi.
H unoq)aun va xopnvnsu napatetapévn mumxpovn Bepaneia pe Koptikoatepoedh Ba npénel va Aappdvertal petd
ané npoommn mlunun Iuyxognynun V€ 10XupoUs enaywyeis tou CYP450 O cuvsuaopds tns tplvaoMuo&ns e
mxupous enaywyeis tou CYP450 Ba npénei va itar pe npoaoxn. H 0 xopnynon HE UNEPIKG BEV
ouviotdtar (BA. napdypago 4.5). Nsonhuuuum Tou_8€puaros Buolxoxuuupmo Kupmvmuu (BCC) kar dAAa
veon)\uauum Tou 6epuuws 10 onoia nspl)\uuBuvouv KakonOes pe)\uvmuu Kapkivwpa and nAak@bes embiNio,
uupmpu Kaposi Kai Kapkivwpa Merkel €xouv avapepBei o€ aoBeveis und Bepancia e Gilenya (BA. nupuvpatpo 4.8).
€l yia BAGBEs Kar drai 1atpikn a§loAGynan Tou §€ppatos katd v svupEn ms
eepunslas Kal uKvouews uva 6 éws 12 piives Aappdvovias unown v KAvIKA ektipnon. O agBeviis Ba npénel va
o€ & oe i nou evroniZovtal Unontes PAGBes. E€aitias tou mBavou Kivéivou
KakonBeIv Tou 6éppatos, owus aoBeveis und Bspunuu e QIvyKoAIposn Ba anI‘IEI va yivetal Uotacn va pnv
ektiBevial aTnv nhiakn aktivoBoAia xwpis npootaaia. Autoi o acBeveis 5ev Ba npénel va AapBdvouv tautéxpovn
pwroBepaneia pe aktivoPodia UV-B f ¢ ia-PUVA._El d NS _EVEPY6TNTAS TNS V600U
rebound) fe uusvkpnmo n)\ululo coBupn napé€uven s vogou éxel napatnpnbei andvia oe oplupsvous aoBeveis
nou oTap v Ivy H enaveppdvions eEaipeTIkG uynAfs evepyStntas ts vooou Ba npénel
va AapBdvetar unéyn (BA. «Aiakonn tns Bepaneias» napakdtw). Alakoni tns Bepaneias EGv AngBei anépaon
Slakonns tns Bepaneias pe Gilenya, xpeidZetal Sidatnpa éknAuans 6 epGopdswv xwpis Bepaneia, pe Bdon Tov xpovo
npioeias Jwhs, yia v kdBapon s GIvykoAiédns and tv kukAogopia (BA. napdypago 5.2). O apiBuds twv
Aepgokuttdpwy, Katd kavéva, enavépxetal otadiakd ato pualoloyiké eUpos péaa oe 1-2 piives and tn Siakonn tns
Bepaneias otnv nAelovotnta twv aoBevev (BA. napdypago 5.1) podovét n mAnpns anokatdotacn pnopei va
anarthoel onpaviikd peyaAutepo Sidotnpa e kanolous acBeveis. H évap§n dAAwv Bepaneidv katd tn Sidpkeia
autol Tou pecodlaothpatos Ba €xel ws anotéheopa v OXp ékBean otn @Ivykohipdsn. H xphon
QV000KaTaoTaATIKGV o€ oUvTopo xpovikd Sidatnpa petd tn Siakonn tou Gilenya pnopei va odnynael o€ ouvepyIoTIKi
€nidpacn oto avogonointikd oUGTNPA Kal wS €k ToUTou ouvigtdtal npogoxi. Luvigtdtal enions npocoxi dtav
Slakontetal n Bepaneia pe ivykohiposn e€artias tou kivsivou rebound (BA. «Enavep@dvion tns evepydtntas tns
végou (rebound)» nupondvm) Edv n 8iakonn tou Gilenya Kpivetar anapaitntn, oi aoBeveis Ba npéner va
napakolouBolvral katd v nepiodo auth yia unuuo oxeugopeva pe moavo rehound 4.5 AMnAemSpnaels u:
dAa wapuansutma npoiévta Kai uMes uow:s ahd 5, Av IKE:
£s Bepaneies Avt és X Bepaneies Bav
npénel va ouyxopnyolvial Adyw ToU KIVBGVOU OUVEPYIOTIKGV emiSpdoewv oto avogonointikd odotnpa (BA.
napaypdpous 4.3 kar 4.4). XpeidZetal enions nposoxn katd tv perdpacn aobevav ané Bepaneies pakpds Spdoews
pe enipdoeis oo avogonointikd, 6nws n vatahiZoupdunn, n tepipAouvopisn i n pito§avspévn, oe Gilenya (BA.
napdypago 4.4). Le kAIVIKES peAétes aTn okAnpuven Katd nAGkas n tautéxpovn Bepaneia twv unotponav e Bpaxeia
X0pAYNGN KOPTIKOGTEPOEISQV S€ GUOXETIOTNKE PE au§npévn ouxvétnta AoipGEewy. EyBohiaoyds Katd tn Sidpkeia
ns Bepaneias kai yia Sidotnpa éws kai SUo pnvev petd tn Bepaneia pe Gilenya, o euBo)\lucuds pnopei va eival
Miydtepo anoteheopatikds. H xphon ELIBO)\I(UV e Zovies sEuuesvnucvous JIKpoopyaviapous evﬁcxeml va evéxel
Kivbuvo Aomm{mv Kai npcncl ouven®s va anopelyetal (BA. napaypdgpous 4.4 kai 4.8). A i
npokahodv H @ivykohiposn éxer pehetndei oe ouvbuaoud pe atevoAéAn Kai Bl)\uuleun OIOV n
QIVYKOAIPOSN uuvxopnynenxe pe atevoldAn ae pia pehétn aAAnhenispaans o€ uyleis eBeAoviés, unfipge npoadetn

TWV ENEYXOUEVWV HE EIKOVIKG PApaKo peAeTcv, AapBdvovas undyn us Siapopés otn SidpKela Twv PEAETGV. O
avemiBupntes evépyeies nou avapépBnkav pe Gilenya 0,5 mg ous Mehétes D2301 (FREEDOMS) kai D2309
(FREEDOMS 1) dZovtal Gtw. 01 gUXVOTNIES Opil pe xpion s a AKNs: NOAU GUXVéS
(21/10), ouxvés (=1/100 éws <1/10), 6x1 suxvés (=1/1.000 éws <1/100), ondvies (=1/10.000 éws <1/1.000),
noAU ondvies (<1/10.000), pn yvwatés (5ev pnopouv va ekupnBolv pe Bdon ta S1abéaipa Sedopéva).

Mivak v QVENIBILNTWY EV!

AoipkEeis Kal napacitdaels

oAU ouxvés: Ipinn MapappivokoAnitisa
ZUXVES: Epnnuikés AoipEels Bpoyxitsa
Tpixoputia noikIAOxpous
‘Ox1 ouxvés: Mveupovia
Mn yvwotés: MpoioUoa noAueatiaknh Aeukoeykepahondbeia (PML)**

KPUNTOKOKKIKES AOIPGEEIS**
NeonAdopara kahonen, Kakonen kai un piopéva (nepii
TUXVES: BaOIKOKUTIAPIKG KapKivwua

AGnoses)

10l KUOTEIS Kal

Kakonbes perdvwpa****

Aépowpa***

Kapkivwpa and nAak®Sses eniBAnio****
Tdpkwpa Kaposi****

Mn yvwotés***:
Indvies:

MoAU ondvies:

Mn yvwotés: Kapkivwpa Merkel***
és Tou U Kal Tou A O f
ZUXVES: Aepgonevia Aeukonevia
‘OXI OUXVES: BpopBonevia
Mn yvwotés: MepIPePIKO oidnpa***
A €s TOU U Ap
Mn yvwotés: Avuspdoeis unepeuaiodnaias, PETaU Twv onoiwv eEGvBNpa, Kviswon kai

ayyelooidnpa, pe v évapgn tns Bepaneias***
Wuxiatpikés Siatapaxés
ZUXVES: Katdéhiygn

‘Oxi ouxvés: KataBNinuiki 8166eon

TOU VEUp np




oAU ouxvés: Kegpahahyia

ZUxVEs: ZGAn Huikpavia

Zndvies: T0vSpopo oniabias avaatpéYipns eykeparondbeias (PRES)*
OpBahpikés Siatapaxés

Tuxvés: ©apnn 6paon

‘OXI OUXVES: 0i8npa s wxpds knAisas

Kap8iakés Siatapaxés
Zuxvés: ia Kok A

Avaotpon Tou endpuatos T***

MoAU ondvies:
Ayyeiakés Siatapaxés

ZUxvés: Ynépraon

A €s ToU U A ToU BMPaKa Kal ToU pEcoBwpakiou
MoAU ouxvés: Brixas

Tuxvés: Adonvola

A £ TOU YAOTPEVTEPIKOU fp

[MoAU ouxvés: Aidppoia

‘Ox1 ouxvés: Nautia***

A €s Tou Kal Tou 10100

Zuxvés: ‘ExZepa AAwnekia Kvnopos

A €S TOU I 7 np Kal Tou U 10100
oAU ouxvés: Oapualyia

Tevikés paxés Kai d s 080U xopiy

ZUxXVES: E€aoBévion

MapakAivikés egerdoels

oAU ouxvés: Augnpéva nnatikd évZupa (au§npéves ALT, y-yAoutapuliki Tpavopepdon,
QonaptikA apIvotpavopepdon)

Tuxvés: Augnpéva piyAukepiSia aipatos

‘OXI OUXVES: Meiwpévos apiBlds oudetepoPilwv

Ka1 nou ouvéxioav tn Bepaneia pe Gilenya, ta enineda tns ALT enaviABav oo pualohoyikd péoa o nepinou 5 pives
(BA. enions nupdvpu:po 4.4, Hnaukn Aertoupyia). Aiatapaxés tou veupikoU ouaTripatos L€ KNIVIKES PEAETES, andvia
ouppdpata and to veupiké oGotnpa napouoidotnkav o aoBeveis und Bepancia pe wlvvxo)\luwn ous uynAGtepes

8ooers (1,25 mg i 5 0 mg), 1 onom 10XQIPIKG Ka1 aIpoppayikd ayyelakd eykep Kal
dtunes veup 0nws ekENADOEIS NP o GZouoe o¢ ofeia Sidxutn eszwu)\ouueMnGo (ADEM).
Ayyelakés Indvies As véoou Ho 3

aoBeveis und eepunem pe wlvvnw\luo5n ous uwn}\otepas 8daeis (1,25 mq) Avanveuotiké ovotnpa Hoooves
5000€CAPTWHEVES PEIDOEIS TWV TINGV TOU PEYITTOU exnvedpevou oykou (FEV,) kal tns Ikavétntas Sidxuons tou
povo€eiSiou tou dvBpaka (DLCO) napatnpii@nkav e tn Bepancia pe Gilenya Eemvwvws Tov Miva 1 Kainapapévovias
otaBepés katéniv. Tov Miva 24, n peiwon tou nooootol tou npopAendpevou FEV, and tv apxiki upd Atav 2,7% yia
™ QIvykoAipdsn 0,5 mg kar 1,2% yia 1o eikovikd pdppako, pia Siapopd nou e§aAeipBnke Petd tn Siakonn tns
espunslus Ta v DLCO o1 peicroels Tov Miva 24 nIuv 3 3% yiatn wlvaoMuo&n 0,5 mg kal 2,7% Y10 T0 EIKOVIKG
oopuuko AeppwparaExouv 0] 810pOpwV TUNWV, 1600 OTIS KAIVIKES PENETES 00
Kal HETd TNV KukAoQopia Tou pappd cmv ayopd, i Kal pias nepii Epstein-Barr (EBV)
BetikoU Aeppdparos and B-kittapa pe poipaia ékBaon. H enintwon twv nsplam(mdyv Azuqmdsuums (and B-kuttapa
Kal an6 T-KGttapa) Aitav uynAdtepn otis KNIVIKES HENETES an6 autiv ou avapévetai oo yeviko nnBuapo. Kanoies
P 15 T-Aepo €xouv enions pepBei o€ ouvBKes uztu mv KuKAowoplo ou wupuunou
Hopay 6 gUvépopo MoXG ondvies nepinta pay |uu|wu popou (HPS) e poipaia ékpaon
€xouv uvuwepezl o aoBeveis und Bepaneia pe wlvvl«o)\luoén nupouolu Moipwéns. To HPS unomsl pia unuvm
ndénon n onoia éxel Nepiypagei eni zﬁuwous Norpdgewy, Kal nomlAmv
Avagopd m6 Upevav v H uvaqmopu HEVWV
perd and t xopfynan ddeias KuKAOQOpias Tou QaPUAKEUTIKOG Npoidvios eival anpavuikh. Enrtpénel ouvexi
napakoAoGBnan tns oxéons 0QENOUS-KIVEIVOU ToU QaPAKEUTIKOD npmovws Znteftal and tous enayyeAuaties tou
TOIED TNS UYEIOVOIKAS NepiBaRyns va avapép 0 EVEPYEIES PE0W
Tou €BVIKOU oUaTApATOS avaQ ,' EBvikds Opyaviop Meooy 284 GR- 15562 Xohapyds, ABiva
TnA: + 30 21 320403807337 Oa€: + 30 21 06549585 Ioromnos http://www.eof. qr4 9 Ynep&ooohoyia Epdnag
800eis £ws ka1 80nAdaies tns ouviot@pevns §6ans (0,5 mg) Atav KAAG aveKTés o uvlels €Beloviés. Ita 40 mg, 5
ané 1a 6 umuu avépepav Anio uloenuu ouwlvEns Tou ewpuku fi Suspopia mou fitav KAlvmu ouuﬁum PE pIKph
avudp: WV QEPaywy@V. H @IvyKoApdsn pnopei va npokahé pdia katd v evup&n ms
eepunzlus H uzlmun Tou Kup&lunou pueuou ouviBws apxilel péoa o€ pia mpu uno v np@tn 60n, Kai eiva nio
éviovn Us np@tes 6 Gpes. H apvtikfi xpovotpdnos Spdan tou Gilenya eppével népav TwV 6 WGV Kai UNoXwpe
oTadIaKd IS Endpieves nuep:s ms szunxlus (BA. nupuvpuwo 4.4 yia. Aentopépeles). Exouv undpgel uvuwpes

Bpadeias Kol A e €Ves 1 n)\npous A
anokAeIopoU He autépatn uno6poun (BA. nupuvpuwous 4. 4 ka1 4.8). Euv n unzpéoco)\ovlu agopd tnv npatn €kBeaN
oto Gilenya, eival anpavtik va napakohouBnBolv o1 acBeveis pe ouvexés (npaypatikod xpovou) HKT kai petphoes
Tou kapdiakoy puBpoy Kar tns fis nigons avd Gpa, i Katd s npates 6 @pes (BA. napdypago
4.4). Emin\éov, edv petd and 6 wpes o kapdiakds pubpds eival <45 bpm fi to HKI otis 6 Gpes petd v np@tn d6on
eppaviZel koAnokoihiakd anokAeiopd Seutépou fi uynAdtepou Babpol f eppaviZer Sidotnpa QTc 2500 msec, n
0 npénu va naparteiveral a Kkatd t 1dpkela tns vUKtas Kai uéxpls dtou unoxmpr’mouv 1w

* Aev avapépBnke ouis MeAétes FREEDOMS, FREEDOMS Il kat TRANSFORMS. H katnyopia suxvétntas
Baciotnke ae e1kalopevn €kBean atnv PIVYKoAILGSn 10.000 acBevdv oe o)\:s S KAIVIKES us)\ues
** PML kai Kp €s NolpdEers (oupnepiA pévwv nep Kpunt
pnviyyiudas) éxouv avapepBei Petd tnv KukAopopia Tou papudkou atnv avopd (BA. nupdvpuwo 4.4).
*** AvenIBUNNTES EVEPYEIES TOU GpapudKou ané aubdpuntes avapopés kal BiBAioypagia

**** H Kkatnyopia ouxvétntas kai n aloAéynon tou kivéivou Baciotnkav o€ eKTIHOPEVN €kBEDN aTn
PIVYKOAIp6an 0,5 mg nepioootépwy and 24.000 acBeviv o€ OAeS TS KMIVIKES HENETES.

Nepiypa@n emAeypévwv avenBUUNTWY evepYeEIOV AoEets I€ kKAIVIKES PENETES aTn okAApUVON Katd nAdkas, n
ouvoAIki suxvétnta AoipdEewv (65,1%) otn §0on twv 0,5 mg fitav napépola e Tou eiKoviKoU pappdkou. QoTéco,
)\Olu(bEEIS T0U KATQTEP 0, kupiws Bpoyxitba, kai o€ pIKpOTEPO Bueué :pnntmﬁ Aoipwén kai
nveuiovia, fitav ouxvdtepes oe aoBevels nou AuuBuvav Gllenya OPIOUEVES NEPINTGOEIS YEVIKEUPEVNS EPANTIKAS
Moipwégns, pévwv 0] nepIntq) £xouv uvuwspeu akopn kar otn §0on twv 0,5 mg.
Metd v kukhogopia Tou gapudkou otnv uvopu éxouv avagepBei nepimoers AondEewy and

euphpara. H eppdvion Ko)\noxm)\lukou unon\ewuou Tpitou Babpoy onoradinote anvun npénel enions va odnyei o€

napatetapévn nap pévns Kai tns oAovikTias Oute n 810
oUte n MAaopagaipean odnyolv o€ s @IvyKoAIpodns and tov opy 0. 5. OAPMAKOAOI'IKEZ
IAIOTHTEE 5.1 pikés 1816tntes Oapp p n yopil EKAsKuKu

KwbIKkos ATC: LO4AA2T Mnxukués6gdonus.u, ,,' eivaitp As Twv s 1-pwopop

oq)lvvoolvns H wIVVKOMUOBH petaBohiZetal and v Kivdon s O(DIVVOOIVHS 010 ﬁpuatmo petaoAitn quowolen
QIvy Ho pIKA QIvYKONPGSN NPOCSEVETal OE PIKDES VAVOYPOHOHOPIGKES GUYKEVIPGOEIS OToV
unodoxéa 1 s I wmoq)oplxns opiyyooivns (S1P) nou Bpioketal ota AepgokUtiapa Kai 6|unepvu €UKoAa Tov
aipatoeyke@ahikd paypd yia va cuvedei atov STP unodoxéa 1 nou Bpioketal ata veupikd KUTTApa 0TO KEVIPIKG
veupiké olotnpa (KNE). Apdvias ws AEIToupylkés aviaywvioths twv unoboxéwv SIP ota Aepgokittapa, n
(PWOPOPIKA QIVYKONPGSN avacTéNAEl TNV 1KavoTNTa TwV AEPQOKUTIApwY va eEEpxovial and Tous Aeppadeves,
npokahdvras avakatavopn pdAov, napd peiwon, Twv Aeppokuttdpwv. O perétes o Jha éxouv Seifer 6t auti n
avakatavopn PEIVel T §1NBNGN TwV NABoYOVWV AepPOKUTIAPWY, GUNNEPIAGUBAVOPEVWV TV NPO-AEYHOVAEOV
Th17 kuttdpwv, oto KNE, dnou Ba cuppeteixav atn pAeypovi kai otn BAGRN Tou veupikoU 16Tou. MeNEtes oe {wa kal

naBoyéva, onws loyeveis (n.x. and 10 avepeudoyids Zwothpa [VZV]), 16 John Cunningham [JCV] nou npokahei
Goa MoAveatiakn A ykepahondbela, 16 tou anhoy épnnta [HSV]), pUKNTIAGIKES (N.X. KPUNTOKOKKIKES

pévns s fis pnviyyiudas) i Baktnpiakés (n.x. druno pukoPaktnpidio), opIopEVES ek
Twv onoiwv fitav Bavatnpdpes (BX. napdypago 4.4). 0ibnua tns wxpds knAisas Le KAIVIKES PENETES 0T OKARpUVON
Katd nAdkas napouaidotnke oidnpa tns wxpds knAisas ato 0,5% twv aoBevv nou €haBav tn ouvieTdpevn 56on
twv 0,5 mg ka1 010 1,1% twv acBeviv nou éAaav tnv uynAétepn §6on twv 1,25 mg. H mAelovétnta twv
NePINTOOEWV NAPOUCIGOTNKE PEca oToUs Np@Tous 3-4 pives tns Bepaneias. Opiopévol acbeveis napousiasav
Bapnn dpaon A peiwpévn onuiki ofUtnta, aAAd dMhor ftav ouuumwuuukoi Kal 6|uvv<baenxuv o€ ouvien
opBahpodoyiki e€étaon. To ménuu ms wxpus Knhisas v:vmms BeAu@ONKe i unoxwpnus uutouuw petd m Siakonn
ou G\Ienya 0 kivéuvos (1T} petd and bev éxel aflohoynBei. H Tou ms

in vitro Seixvouv 6T n QIvyKoAIpOSN pnopei akdpn va 8pa pécw aAAnAenibpaans pe Tous unodoxeis S1P
o1a veupikd kitrapa. Qappakobuvapikés enibpdaeis Méoa o 4-6 pes and tv np@tn §6an tns @IvykoAipédns 0,5
mg, 0 apiBPds TV AEPPOKUTIGPWY PEIOVETaI GE NEPINOU 75% TNS aPXIKAS TOUS TIUAS OTO NEPIPEPIKG aipa. Me
ouvexn KaBnpepivi xopynan, o apiBds TwV AePPOKUTIApWY GUVEXIZEl va peldveTal yia Sidotnpa §Uo epSopdswy,
npooeyyiZovtas évav eAdxioto apiBpé nepinou 500 kittapwv/pikpdAitpo A nepinou 1o 30% tns apxIkAs Tous TIAS.
To 5€KAOKT() T0IS EKATO TwV A0AEVAV EPPAVIaE ENAXIOTO apiBpd kdtw and 200 kuttapa/pikpGAiTpo ToUNGXIGTOV pia
popd. O1 xapnAoi apiBpoi AepPoKuTIdpwY SlaTnpolvIal Pe GUVEXIZGHEVN pepIvh aywyn. H otnta twv T
Ka1 B \eppokuttdpwv kukAo@opoUv pualoloyIkd HEow Twv 0pyGvwy Tou Aep@IkoU OUGTAPATOS kal Eival ta KUttapa
nou kupiws ennpedZovtal and t GivykoAipdsn. Mepinou to 15-20% twv T Aep@okuttdpwv aviikouv atov paivétuno
1wV Apaotikév Kuttdpwv Mvipns, Kai eival KUTtapa onpavtikd yia v nepipepiki avocoenithpnan. Aesopévou 6ti

wxpds knAisas au€dvetar oe aoBeveis pe okAnpuvon katd nAdkas Kai 10Topikd payoeditidas (17% pe 10T0pIkG
payoeiditbas Evavu 0,6% xwpis 10T0pIké payoeiditidas). To Gilenya Sev éxel pehetnBei oe aobeveis pe okAnpuvan
Kkatd nAdKas ka1 cakxap@&n Siapitn, pia vooo nou oxetiZetar pe au§npévo kivouvo o18hpatos tns wxpds knAidas (BA.
napdypago 4.4). Ie KAIVIKES HeNETes petapdoxeuons veppol, oTis onoies oupnepieAigBnoav acBeveis jie
oakxap®sn SiaBAtn, n Bepaneia pe Pivykohipddn 2,5 mq kai 5 mq obnynae o€ 2nAdaia alnon tns ouxvotntas Tou
016Apatos tns wxpds knhisas. Bpa&uappl/ﬂma H évapén tns ezpunslos pe Gilenya 06nv£| o napoﬁmn uuwun Tou
KapSiakoU puBuoy Kai pnopei enions va ouoxetiZetal He p ms 1 . I
KAIVIKES PEAETES aTn OKANpUVON Katd nAdKas n usvlum JEiwON T0U KapSiakou pueuou 8|un|um)9nke cvros 6 WPV
petd v évap€n tns Bepaneias, pe PEIOOES Tou PEGOU Kapdiakou puBpol katd 12-13 naApoUs to Aentd yia to
Gilenya 0,5 mg. Kap8iakés pubpds kdtw twv 40 no)\ud:v 10 Aentd napumphenxs ondvia o€ aoBeveis pe Gilenya 0,5
mg. 0 ucoos KapSiakds pubuds enavilbe ata upxma enineda péoa oe 1 phva ouvs)ulouevns eepunzms H
5 fitav yevikds 1kfi aANd opiopévor aoBeveis napousiaoav finia ws pétpia oupntpata,
oupnepiAapBavopévns tns undtacns, ZdAns, kdnwons f/kar aicbApatos naApdv, ta onoia anédpapav péoa otis
npates 24 Gpes petd v évapén tns Bepaneias (BA. enions napaypdgous 4.4 kai 5.1). Le kAIVIKES peAétes otn
okApuvon Katd nmAdkas, Sianiot@Bnke npdtou Pabuou koAnokoihiakds anokAeiopds (napdraon tou
pegodiaotipatos PR 6nws aneikoviZetar oto HKI) petd v évapén tns Bepaneias oto 4,7% twv a0BeVOV o€
qnvaoMué&n 0,5 mg, 010 2,8% Twv a0BeVOV ae evBopuiki 1vieppepdvn B-1a Kar 010 1,6% TwV A0BEVOV O
€1KOVIKO Qdppako. AeUtepou Babpol koAnokoiAiakés anokAeiopds SianioTdBnke o€ Nogoatd umpotspo Tou 0, Z%
Twv aoBevav oe Gilenya 0,5 mg. Metd v KUK)\0¢ODIO ou a £xouv yivel pep
napo8ikol, nAApous koAnokoIAiakoU anokAelopol pe autépatn uno&poun Katd ﬁl(]pKEIa ns e€dwpns nzploﬁou
napakohouBnons petd tv npdtn §6on tou Gilenya. 01 acBeveis avépp autdpara. O1 ms

auto to AepgokutIdpwy, Katd Kavova, Sev kukho@opei ata Gpyava Tou AepgikoU ouotApatos, Sev
ennpedZetal and tn givykoAipdsn. H augnan tou apiBpol Twv NepIPEPIKGV AeUPOKUTIAPWY YiveTal eppavis péaa o€
npépes and tn Siakonn tns Bepaneias pe PIvykoAipdsN kal, Katd kavova, enituyxdvovial ualohoyikoi apiByoi péoa
o€ évav £ws 0o prives. H xpo’vm xopr'\vnun quvao)\ludans odnyei o€ Ania ueimun T0U apIBPOU TWV OUSETEPOPIAWY
o€ nepinou 80% tns upxmns ToUs TIPAS. Tu povokUtrapa Sev ennpedZovial onu mn q)lvyxu)uuo&n H q)lvyxo)\luoﬁn
npokalei napodiki peiwan tou G puBpod kai emppd ms yip Katd v
evopEn ms espunelus (BA. napaypdpous 4.4 kai 4.8). H uevmn Jeiwon tou Kapdiakoy pueuou nupump:lml €VI0S
6 wpV petd T 86on, pe 10 70% tns apvntikns xpovotpdnou Spdans va epgaviZetal v np@In npépa. Me ouvexi
X0pAiynan, 0 KapSiakads pubpds ENavEPXETal 6TV apxikA TR péoa o€ €va piva. H peiwon tou kapsiakod pubpol nou
endyel n QIvykoMIpGSN Pnopei va avaotpagei pe napeviepikés 50€ls atponivns i iconpevahivns. H eionvedpevn
oahpetepOAn éxel enions anobeixBei Ot aokei pétpia etk xpovotpdno Spdan. Me tnv €vapén tns Bepaneias pe
IVYKOAIPGSN undpxel aUEnon Twv NPGWPWY KOANIKGV GUGTOADY, aANd Sev undpxel au§npévo NocoaTé koAnikns
pappapuyns/KoAnikoU ntepuyiopold A KOINGK@V appuBIY N EKTAKTWV KOINGK®V oUOTOAGV. H Bepaneia pe
IVYKOAIPOSN 8¢ cuoxetiZetar pe peiwon tns kapSiakis napoxns. H aviandkpion tns kapsids 6o aUTOVopO VEUPIKG
oGotnya, oupnepiAapavopévns s npephoias iakGpavons tou kapdiakoy pubpoU kal Tns aviandkpions o€
doknan, 8ev ennpedovtal ané tn Bepaneia pe ivykohipddn. H Bepaneia pe givykohipddn pe epdnag h noAAanés
§00€1s 0,5 kai 1,25 mg yia 5Uo eBSopdes Sev auoxetiZetal pe avixveloipn ai§non tns avTiocTaons TV AEPAYWYQOV
6nws auth unodoyigetai pe tov FEV, kai tv ouxvétnta péyiotns exnvedpevns poiis (FEF) 25-75. Qotéoo, epdnag
800€1s pivykoAipddns =5 mg (10nAdoia tns auviotdpevns 56ons) auoxetifovtal pe Sogoe§aptapevn ai€nan s
aVTioTaons Twv aepaywycv. Bepaneia pe pivykoiposn pe noAanAés saeis 0,5, 1,25 i 5 mq e ouoxetiZetal pe

aywylpétntas nou napatnpibnkav 1000 ato NAGioIo KAIVIKGV PEAET@V 000 Kal petd tnv kukhogopia Atav katd
Kavova napodIKes, aoupnNTwpatikEs kal anédpapav péoa atis npwies 24 wpes ané tnv évapgn tns Bepancias. Mapotu
oI nepioadtepol aoBeveis Sev xpeidatnkav 1atpikh napépBacn, Evas aoBevis o€ Gilenya 0,5 mq éNape 1oonpevaivn
yia aoupntwpatiké Sedtepou Babuol Mobitz | KD)\HOKOI)\IGKO unox)\cmuo Metd tnv kukAogopia tou pappdkou,
pepovwpéva ouppdvia oyipns évapéns, ias kar ave§ayntou Bavdrou,
napatnpibnkav evids 24 wpwv and tnv np@tn sdon. O1 nr autés ne Tav and guyxopnyoUpeva
(apuaKeutIkd npoidvta kai/n npoiindpxouaa vogo. H auummn Tét01wv oupBdviwy pe to Gilenya Sev eival BéBain.
Aptnpiakni nigon Ze khivikés peNétes otn okAipuvon katd nhdkas to Gilenya 0,5 mg ouoxetiotnke e pia péon

i s o§uyo fi Tou G o€uyévou pe doknon f e adgnon tns avridpacTikéTntas TV
paywydv o pedaxohivn. Atopa und ezpunzlu E PIVYKOA dZouv ¢ Y Y
avtané pion ¢ 0 B-aywviotés. KAviki anoteh 1k0tnta kai ao@dAeia H anoteAepatikdtnta tou

Gilenya €xel Kutuﬁelxesl o€ 500 perétes nou a€loAdy anag 800€IS TNS PIvy 0,5 mg Kai
1,25 mg o€ aoBeveis pe unotponidZouaa-Giakeinousa uKAnpuvun Kkatd nAdkas (RRMS). Kai ous &lo us)\s(zs
nspls)\nwencuv aoBeveis nou eixav napoucidoel =2 unotponés ta 2 nponvouusvu én i =1 unotponh to
nponyoUpevo £tos. HBaBpohoyia atnv KAipaka Extetapévns Avannpias (EDSS) kupaivétav and 0 éws 5,5. Mia tpitn
peAéTn nou apopouae Tov isio 16 aoBevv oAokAnp&BNKe petd tnv Eykpion tou Gilenya. H MeAétn D2301
(FREEDOMS) fitav pia 2-€tis Tuxaionoinpévn, SIMAA TUQAN, EAEYXOEVN HE EIKOVIKG Pdppako peNétn Odons Il oe
1.272 aoBeveis (n=425 oc 0,5 mq, 429 o¢ 1,25 mg, 418 oc cikovikd pdppako). O1 SiGueoes Tpés yia ta

augnon nepinou 3 mmHg tns cuatoAikns nieons kai nepinou 1 mmHg s & AIKAis nieans n onoia ekSNAGO

nepinou 1 phva petd tv évap€n tns Bepaneias. Auth n al€nan enépeive pe T ouvéxion tns Bepaneias. Ynéptaon
avagépdnke 010 6,5% twv aoBevaV o€ PIvyKoAIpdsn 0,5 mg kai ato 3,3% Twv A0BEVAOV O EIKOVIKG PhppaKo. Ze
ouvBnKes petd T kukhopopia, Exouv avagepBei nepINTOEIs unéptaons péaa aTov Np&To piva and tnv évapén ms

TIkd otnv évap€n fitav: nAikia 37 €tn, S1dpkeia voaou 6,7 €tn, kal Babpohoyia EDSS 2,0. Ta anoteAéopata
s peAétns napouaidfoval otov Mivaka 1. Aev unip€av anpavrikés Siapopés avapeaa atn §6on twv 0,5 mg kai
1,25 mg o€ onolodnnote KATAANKTIK onpigio.

Bepanceias kar tnv npdtn npépa tns Bepaneias ol onolzs niavév va Bepancia pe avt

napdyovtes i Siakonn tou Gilenya (BA. enions napdypago 4.4, Ei d atnv n nieon). Hnatki
Aetroupyia Au€npéva nnatikd €évupa éxouv avagepBei oe aaBeveis pe okAApuvon Katd n)\unus uné Gilenya. Zz
KAVIKES peAétes 1o 8,0% Kal to 1,8% twv acBevav nou éhaav Gilenya 0,5 mg

Mivakas 1: MeAétn D2301 (FREEDOMS): Kupia anotehéapata

atgnon twv eninédwv ts ALT otov opo =3x ULN (avcdraro gualohoyikd 6pio) kai =5x ULN, avtiotoixa. Ynotponn twv
QUENTEWY TV nnannwv il N d nutu w ¢

Yyeyovos nou piZertn érion pe 0 npoidv. Ze KAIVIKES pe)\ms QUEAGEIS TWV TP 1
eppaviotnkav avd ndoa otypn otn 8idpkeia tns ias av kar n Y TOUS EHPAVit
npawrous 12 pives. Ta enineda tns ALT enaviN@av 6To pualohoyiké péoa o€ nepinou 2 pAves and tn Siakonn tou
Gilenya. Ze pikp6 apiBpd aaBevav (N=10 pe 1,25 mg, N=2 pe 0,5 mq) nou napouaiacav au€naeis tns ALT 25x ULN

ivykoAipédn 0,5mg Eixovixé pdppako
Khivikd d onpeia
p€n ths aywyhis o€ oplopévous aoBeveis, Etfiola ouxvo o ( 6 onyiio) 0,18 0.40
péoa otous Mocooté aoBeviov nou napapévouv eAelBepol unotpondv 70%** 46%
aToUs 24 pfives




Moooaté pe EmBepaiwpévn ato 3-pnvo EEENIEN tns Avannpias: 17% 24%
Avahoyia kivéivou (95% CI) 0,70(0,52,0,96)*

d onpcia MRI
Aidpeoos (éaos) apiBuds véwv fi peyeBuopévwy eotiv T2 0,0(2,5** 5.0(9.8)
€VI0S 24 pnviv
Aidpeoos (éaos) apiBuds evioxupévewv e Gd eoticv Tov 0,0(0,2)** 00(1,1)
Miiva 24
Aidpeon (péon) % petaBoAn Tou dyKou Tou eykepdAou o€ -0,7(-0,8)** -1,0(-1,3)
24 piives
+ EEENEN ts avannpias opiZdpevn ws au§nan ts EDSS katd 1 povdda n onoia eniBePaicoveral 3 prves apyérepa
**p<0,001, *p<0,05 GUYKPITIKG VE TO EIKOVIKG qJépuuKo
‘Ohes o1 uvu)\uuus TwV KAIVIKGV KaTAANKTIKQV onpgiwv fitav pe npdBean Bepaneias. 01 avahioeis MRI

a€lohoynoigo alvoro 3

@ivykohiposn. Anoppéenan H anoppdpnan tns givykohipdsns eivar Bpabeia (t  12-16 Gpes) Kai extetapévn
(=85%). H pavopevn anéAutn ané tou otépatos Prodiabeaipdtnta eival 93% (95% Sidotnpa epnigtooivns:
79-111%). Zuykevip@oels otabepiis katdotaons oto aipa enituyxdvoviar péoa oe 1 €ws 2 plves perd and dnag
npepnoiws xopiynan Kai ta enineda otabeps kardotaons eival nepinou 10 popés uynAdtepa o€ axéon e TV
apxIKh Goun H npoa).num oS Szv ennpedZel n € A v ékBean (AUC) otn givykohipéén. H C s
PIvy ikpA peiwon KAt 34% ahd n ékdean (AUC) napépeive uusm[s)\nm
Enopévws, to Gilenya pnopei va AapBdverar ave€dptnta and ta yeupata (BX. napdypagpo 4.2). Katavoud H
QIVYKOAIPOSN Katavépetal o€ peydho Boeuo ota :puepo muoazpulpm Jie 1o kAdopa ota aipoapaipia va eival 86%.
H pwogopiki (DIVVKO)\IUOGI\ €l and ta ipia tns td€ns tou <17% H
QIVYKOAIpOSN Kain YKOAIPO&N ouvséovtal 1oxupd pe npt (>99%). H pivyKoAipos
EKTETAPEVA OE CWHATIKOUS wmus Jie dyko Katavopnis nepinou 1. 200+260 Nitpa. Mia peAétn o€ téoaepa uyin umuu
1a onoia éAapav pia epdnag evopAé 6oun 5 AOYOU TNS IvY 06ns, anédeie ou
n QIVyKOAIPOSn Sie1o8Uel oToV eYKE . Le pia pehétn oe 13 dppeves aobeveis He okAfpuven katd nhdkas, ol
unmonsAuBqunenyaOqu/nuspu npéan noadtnta vy 06ns (kal PIVYKOAIPGSNS) oto onéppa
ms duions, o otabepn katd , fitav nepinou 10.000 @opés xapnAdtepn and tnv ané Tou GTéHaAToS

01 a0Beveis nou supnAnpwaav tn Paciki pehétn FREEDOMS, Sidpkeias 24 pnvav, eixav t Suvardtnta va eviaxfouv
o€ pia peAétn enéktaons (D2301E1), tuphonoinpévns Sans kai va AdBouv ivykoAipédn. Zuvolikd eiohrav 920
aoBeveis (n=331 guvéxioav pe 0,5 mg, 289 ouvéxioav pe 1,25 mg, 155 petéBnoav and eikovikd pdppako og 0,5
mg kai 145 petéBnoav and eikoviko pdppako oe 1,25 mg). Metd and 12 prves (pfivas 36), 856 aoBeveis (93%)
ouppeteixav akopn otn perétn. Meta€l twv pnvav 24 kai 36, n eticia ouxvétnta unotpon@v (ARR) yia Tous
aoBeveis o€ 0,5 mg otn Bacikn us)\ém nou nupéuewuv ota 0,5 mg Atav 0,17 (0,21 otn Bagikn pehét). H ARR
yia tous uaecvus nou petépnoav and to emovmo (dpuako o€ pivykohiposn 0,5 mg ftav 0,22 (0,42 otn Baoikn
uc)\atn) Zuykpiop unotcAsouuw o€ pia enavaAnnuikh us)\em s QIvyKoAiposdns, idpkeias
2 EThv, évn, SINAG TUQAR, eAeyXxOpevn pe eikoviko pdppako, pdoews Il o 1.083 aobeveis (n=358
o¢ 0,5 mg, 370 oe 1,25 mg, 355 o€ €ikovik @dppako) pe RRMS (D2309, FREEDOMS 2). O1 8idpeaes tpés twv
XAPAKTNPIOTIKGV TV aoBevQV atnv évapn tns peAéns Aitav: nhikia 41 €tn, Sidpkeia vooou 8,9 £tn, Babuodoyia
EDSS 2,5.

Mivakas 2: MeAétn D2309 (FREEDOMS 2): Kpia anoteAéopata

pnynBeioa §6an (0,5 mg). wmm H @ivykohipdsn petaoxnpatiZetal atov GvBpwno pe avaotpéyipn
OTEPEOEKAEKTIKN PWAPOPUNIWTN TO PapUakoAoyikd Spaatikd (S)-evaviiopepés tns puOPOPIKAS PIVYKOMHOSNS.
H @ivykoAipddn anopaAAetar pe 0€eISwTIKG Blopetaaxnpuatiopd katahudpevo kupiws péaw tou CYPAF2 kai nibaves
GMwv 100evIipwy Kai pe enakdhoudn anodopnan opoidousa pe ekeivn Twv Ainap@v o§éwv oe adpaveis
petapoAites. MapatnpAbnke enions oxnpatiopds ¢upuumovmu a8paveV {n MOAIKGV KEPANISIKGOV avo)\ovwv s
iPIVvKD)\IIJDEI'IS To KUpI0 €VIUHO NOU GUPHETEXEI GTO PETABOA NS QIVYKONPOSNS €Xel eV pépel Kal
mavév va eival eite 1o CYP4F2 gite 1o CYP3A4. Metd and epdnat and tou otdpatos xopiynan ['“C] pivykohipdsns,
10 peiova oxenZopeva pe T QIvykoAIpdsn cuatatikd oto aipa, dnws ouvdyetal ané tn oupBoAn tous otnv AUC €ws
34npépes petd tn 560N 1wV OAIKGV paSIooNPATHEVWY GUOTATIKGY, Eival n iSian QIvyKoAIposn (23%), n pwogopiki
QIvykohipddn (10%) kai adpaveis petaBoAites (perapoditns M3 kappo€ 0 0€€os (8%), 0s petapoAitns
M29 (9%) ka1 kepapiSikés petaBoAitns M30 (7%)). AnoBokd H kdBapan tns pivykoAipésns oto aipa eivar 6,3+2,3
1/h ka1 0 pégos @aivopevos TeNikds xpovos npiceias {wis (t, ) eivar 6-9 npépes. Ta enineda givyKkoAposns Kai
PWoPoPIKAS PIVYKOAINGSNS ato aipa pei@vovtal napdAAnha otnv tehiki gpdan, yeyovos nou odnyei o€ napopoious
xpovous npioeias Jwis kal yia us dUo. Metd and xopAynon and tou otdpatos, nepinou to 81% tns &dans
anopdAAetar Bpadéws ota olpa ws adpaveis petaBolites. H GivykoAipdsn kai n pwo@opIki Ivykohipddn Sev
anopdAAovial avaAloiwtes ota olpa, aAAd ta peifova ouotatikd Bpiokovtal ota kOnpava, o€ noadtntes nou

and 2,5% tns §6ons n kabepid. Metd and 34 npépes, n avaktnon (ns

pnyoUpevns §oons eival 89%. [pappikétnta O GUYKEVIPWOEIS TS QIVYKOMPGSNS Kal TS Qwag
QIvykohipddns au€dvovtar pe eppaveds avdroyo tns §oans tpdno petd and noAhanAés dnag npepnaiws Gouzls 0,5
mg A 1, 25 mg. UQUK[HQIUIIKD ag uémzs opddes aoBevav H pappakoKivnTiki tns @IVykoAIpdSns kar tns
oe Gvbpes Kal yuvaikes, o€ aoBEVEiS SIAPOPETIKAS €BVOTIKNAS
npoéheuons, f oe OUBEVEIS e inia €ws aoPaph veppikn Suohertoupyia. Ee Gropa pe inia, pétpia, i copapn nnatikh
Suohertoupyia (Child-Pugh katnyopia A, B, kai C), 6ev napatnpAbnke Kapia aAayf atn C__ tns IvyKoNIHGSNS, Spws
n ékBean otn IvykoAipddn (AUC) au€nbnke avtiotoixa katd 12%, 44%, kai 103%. Ze aoBeveis pe oofaph nnatikh
s wwwopmns ¢|vvna)\|uoﬁns pe1oBnke katd 22% kai n AUC Gev

1 E€ENEN s avannpias opiZdpevn ws a€non tns EDSS katd 1 povdsa n onoia eniBeBaicvetal 3 pives apydtepa.
**p<0,001 GUYKPITIKG JE TO EIKOVIKO PdppaKo.

‘OAes o1 avahUoes Twv KAIVIKGV KaTaANKTIKGV onpeiev ftav pe npdBeon Bepaneias. Or avarlioers MRI
xpnalponoinaav agiohoyiaipo Gvoro Sesopévwv.

H peétn D2302 (TRANSFORMS) fAtav pia 1-etfs tuxalonompévn, SInAf tugAn, pe SINAG €Kovikd pappako,
€AeyXOEVN PE SPaAcTIKG wupuaxo (vtepgepdvn B-1a) perétn Odons 11l o€ 1.280 aoBeveis (n=429 o€ 0,5 mg, 420
o¢ 1,25 mg, 431 o€ viepgepovn pita-1a, 30 pg uesvﬁouul i éveon pia tpopa mw :ﬁéouuéo) 01 814Pe0Es TIPES TV
XapaKINPIGTIKOV atnv €vapEn tns pehétns Atav: nAikia 36 €tn, Sidpkeia vooou 5,9 €tn, kai Buﬂuo)\ovla EDSS2,0.Ta

Aéopata s peréns GZovtai otov Mivaka 3. Aev unAp§av onpavtikés Siapopés avapeoa otis 560€ls
Twv 0,5 mg Kar 1,25 mg o1a KATAANKTIKG Gnpeia Tns peAETNS.

Mivakas 3: MeAétn D2302 (TRANSFORMS): Kpia anoteAéopata

_ _ [ 0,5mg | EIKoVIKG pdppako o Jouy Mogoott
Khivikd anpeia
Ethoia 0 ponav ( "
onpeio) 0,21 0,40
Nogootéd uqesvu)v nou napapévouv eAedBepol unotponcv 71.5%* 52.7% eV S10QEp
0T0US 24 pAves
Mooooté pe EnipeBaiwapévn oto 3-pnvo EEENEN s 25% 29%
Avannpias 0,83(0,61,1,12)
Avahoyia kivéivou (95% CI) Suohertoupyia (Child-Pugh katnyopia C),n C
d onpeia MRI petapAidnke oudiactikd. H
Aidpeos (péaos) apiBpds véwv f peyeBuopévwy ectiOV e
T2 evids 24 pnvov 0023) 4089
Nidpecos (uéoos) apiBuds eaTIOV EVIOXUBEVWV e Gd " /
LoV Miva 24 0,0(0,4) 00(1,2) (Child-Pugh katnyop
Aidpeon (péan) % petaBohi tou ykou tou eykepdhou ¥ 0 BE)* R .
o€ 24 pives 0,71 (-0,86) 1,02(-1,28)

KR ms pop IVYKOA Sev alohoyn o€ agBeveis pe
finia A pétpia nnatiki Suaeitoupyia. O paivépevos xpévos npioeias Zwis anoBoAns tns PIvykoAIpddns napapével
apetdpAntos oe dropa pe Ania nnatikh Suohertoupyia, Opws napateiveral katd nepinou 50% o€ aoBeveis pe pétpia
n goBaph nnutmn Suahertoupyia. H @IVVKO)\IUOGH dev npénel va xopnyeital o€ aoBeveis pe copaph nnatikh
C) (BX. napdypago 4.3). H @ivykohipddn npénel va Eekivael pe npocoxn ae
aoBeveis |.|z finia kar pétpia nnatikh Suohertoupyia (BA. napdypago 4.2). H kNIVIKA epnelpia kai of NAnpogopies yia
TNV QAPUAKOKIVNTIKN € a0BeVeis nAIKias dvw Twv 65 eTdv ival neplopiapéves. To Gilenya npénel va xopnyeital pe
npogoxi g€ aoBeveis nhikias 65 €1V Kal dvw (BA. napdypago 4.2). Maidiatpikds nAnBuouds Yndpxouv
nepiopiopéva Slabéaipa Sedopéva and pia peNétn petapdoxeucns veppou atnv onoia oupnepieAngBnoav 7 naidid
nhikias dvw twv 11 et@v (pehétn FTY720A0115). H oUykpIon aut@v twv SeS0pEVWV Pe EKEIVA UYIOV EVRAIKWV
€BeNovIV €ival neplopiopévns onpacias kal Sev pnopolv va e€axbolv ykupa oupnepdopata oXeTikd pe s
1810TNTES NS IKAS TS QIVY 66ns oe naidid. 5.3 MpokAivikd Sedopéva yia tnv acpdAeia To
npokAIVIKO npo@ik ao@dAeias tns @IvykoMip6Sns ekTIPABNKe o€ novtikoUs, apoupaious, ckUAOUS Kai miBhkous. Ta
peiZova dpyava-atoxol itav 1o Aepikd olotnpa (Aepponevia kai Aep@ikn atpopia), ol nvedpoves (au§npévo Bdpos,
uneptpoia Aeiwv puev atnv BpoyxokuyeNiSikA oupBoAn) kai n kap8id (apvnuiki xpovotpdnos enidpaan, al§non
NS apINPIGKAS Nieans, neplayyeiakés PETaBOAES kal EKPUAIGPOS TOU HUOKAPSIOU) € ApKETd €idn, Ta aipopopa
ayyeia (uvvewndeelu) o€ apoupaious povo ag §0aeis 0,15 mg/kg kar uPnAGTepes, o€ 2-€Th PENETN, §00EIS nou
avinpoownelouv nepinou 4n).umo OpIo pe Bdan tn uatiki €kBean tou avepa (AUC) pe npepnaia
66on 0,5 mg. Aev OTOIXEIO KAPKIVOYEVEGNS O€ 2-€TA HEAETN € OPOUPAIOUS GE NG TOU GTGHATOS
§00€1s PIvYKOMPOSNS €ws Tn péyiotn avekth §0on twv 2,5 mg/kg, n onoia avinpocwnedel Katd npooéyyion
50nAdaio nepiB@pio pe Bdon tn patikh ékBean tou avlpanou (AUC) otn §60n twv 0,5 mg. Qatéoo, o€ pia
2-€1h peAETn o€ novTiKoUs, napatnpibnke aunpévn cuxvétnta kakonBous Aepp@patos oe §6aeis 0,25 mg/kg kal

Gvw nou avtinpoownedouv katd npooéyyion 6mAdalo nepiBdpio pe Bdan tn austnpatiki £kBean Tou avBpwnou
(AUC) pe nuepﬁmo §6an 0,5 mg. H ivykohipdsn Sev fitav oute petaAra€ioydvos olte npokdAeae katdrpnon
xpwuoowuutwv 13 ue)\ms o {0a. H wlvaoMuo&n Sev eixe KquO €niépaon oTov apIBPG/TV KIVRTIKGTNTa Tou

atous 12 piives
Mooooté pe EniPeBaiapévn oto 3-pnvo EEENEN s 6% 8%
avannpiast 0,71(0,42,1,21)
Avahoyia kivaGvou (95% CI)

d onpeia MRI
Aidpeaos (u€os) apiBos véwv i peyeBuopEvwy T2 eoTicy,

: ., 0001, 1,0(2,6)
€VI0S 12 pnvov
Aidpecos (Hsoos) apiBuds eaTIC)V evioxupévwy e Gd 00(0.2)* 00(0.5)
atous 12 phves
Aidpeon (péon) % petaBoAi Tou OyKou Tou ykepdaou 10.2(:0.3)* -0.4(-0,5)

¢ 12 pives

1 E€€MEn s avannpias opiZdpevn ws al€non katd 1 povdda s EDSS n onoia emiPeBaicverar 3 pives apydtepa.
*p<0,01,** p<0,001, ouykpITIK e TV Ivieppepdvn Prita-1a

‘Ohes o1 avaAuusws TV KMIVIKOV KaTaANKTIK@V onpeiwv fitav pe npéBeon Bepaneias. O1 avahioes MRI

naIpo gUvoho Sedopé

acloAoy

. Iviepgpepovn
Oivykohipédn 0,5mg Bita-1a, 30 pg
KAvikd d onpeia
- - —
Etnolfl p P 0,16** 0,33
anpeio) i oTN yovip
M0g00td aoBevidv nou napapévouv eAEUBEPOI UnoTpon@v 83%+ 71% mg/kg), n onoia avunp

[\ upuevmous Kai BnAukous apoup £ws TV UYPnAGTEPN 560N MOU EAEY [
Uel katd npoogyyion 150mAdaio nepiBdpio pe Bdon T cuotnpatiki €kBean Tou
avBpwnou (AUC) pe npepiiaia §6on 0,5 mg. H givykoAipédn ftav tepatoydvos atov apoupaio 6tav xopnyRBNKe o€
§0aeis 0,1 mg/kg i uynAdtepes. H EkBEON Twv apoupaiwv oto wdpuono o€ auth T §6on, Atav napopoia He ekeivn
wv uveszv ot Bepanevtiki  oon (0,5 mq) IUS OUXVOTEPES :uﬁpumes an)\uvxvmss 5uouopwles
0 uovnpns 0s Koppos Kal T0 EAAEIPPT ppdypatos. patoy

bpdon ae kouvéia Sev katéatn Suvatov va alohoynBei nAnpws, 6pws napatnpibnke au§npévn epppuiki Bvntétnta
pe 80aeis 1,5 mg/kg Kai UPnAGTepes, Kal Peiwon Twv Biwoiiwy eppplwy KaBGS enions kai kaBuotepnpévn
avantu€n epBpiwv pe 5 mg/kg. H ékBean 6To PapaKo TwV kOUVENIGOV O€ QUTES TIS 5GTEIS fiTtav Nap6oIa pe exeivn
WV aoBevav. e apoupaious, n eniiwan veoyvav yevids F1 peidhdnke atnv np@ipn nepiodo PETG TOV TOKETO e
660¢Is nou dev nponuxoﬁouv pntpikA to€ikdtnTa. QOT600, 10 cwpatikd Bdpn, n avantugn, n cupnepiPopd Kai n
vowuornm v F1 6ev snnp:qunKuv ané tn Szpuntlo pe wlvvnohluoén H pivykoAiposn unanplSnKe 070 yaAa Twv
uno eepunzlo {Owv Katd tn yahouxia o€ OUYKEVIPQGEIS SIMAGTIES £ws TPIMAGOIES EKEIVWY NOU uetpnﬂnnuv 010
pntpikd nAdopa. H givykoAipdsn kai or petaBolites s Slanépacav tov mAakoUvTio Ppaypd o€ €ykua KouvéAia.
A€i0Aéynan NepiBarhovtikoy Kivéivou Aev avapéverar kivbuvos yia 1o nepiBdhov Adyw tns xpions tou Gilenya
and aoBeveis pe unotponidlouca okAfpuven katd nAdkas. 6. PAPMAKEYTIKEZ MAHPO®OPIEE 6.1 KatdAoyos
ekboxwv [lupivas Kuwum'ou Mayvngcio oteauké MavvitoAn [epiBAnpa tou kayakiou: ZisApou oeidio Kitpivo
(E172) AIOE€|5I0 Tou titaviou (E171) ZeAativn Mehdvi ektinwans: Képpea Adkkas (E904) Awuéutwuzvn aAKkoGAN

01 aoBeveis nou oupnAipwaav T Baaikn pehétn TRANSFORMS, Sidpkeias 12 pnvav, eixav tn Suvardtnta va
eviaxBoUv o€ pia peAétn enéktaons (D2302E1), tuphonoinpévns 56ans kai va AdBouv givykoAipdsn. Zuvohikd
€10nABav 1.030 acBeveis, watéoo 3 and autoUs Tous acBeveis dev EhaBav Bepaneia, (n=356 guvéxioav pe 0,5 mg,
330 ouvéxioav pe 1,25 mg, 167 petéPnoav and ivieppepovn Pita-1a o€ 0,5 mg kar 174 and vieppepévn rita-1a
o€ 1,25 mg). Metd and 12 prives (pivas 24), 882 acbeveis (86%) cuppeteixav aképn otn peAétn. Metagu twv pnviov
12 kat 24, n ARR yia tous aoBeveis o€ pivykohipdsn 0,5 mg otn Baciki peAétn nou napépeivav ota 0,5 mg frav
0,20 (0,19 otn Bacikn peAétn). H ARR yia tous aoBeveis nou ueIéBnuov ané Ivieppepovn Pita-1a o€ QIVYKOMIPOSN
0,5 mg ftav 0,33 (0,48 otn Baciki us)\ztn) Ta auyxsvtpwtmu anoteAéopiata twv Meretdv D2301 kal DZ302
£6€16av 0TaBEPN KAI OTATIOTIKG ONUAVTIKA LEiWON TS €TAGIAS 6 OV 0€ OXEON JIE TO OUYKP!

@dpuako o€ unoopddes nou opiotnkav pe Bdan o QUAo, TV nAIkia, TV nponyoupevn Bepaneia yia ckAfpuvan Katd
nhdkas, Th §pagtnpidtnta tns véoou f ta enineda avannpias atnv évapn tns peAéns. Mepaitépw avarliaels Twv
Sebopévav Twv KMVva SoKIp@V KOIEBEIEUV umeepu Oepaneutikd unm)\euuum oS UNoopddes aoBevivy pe
uynAis spuur A okhipuvon katd nAdkes. O Eupwnaikés Opvuvmuos
Oappdkwv éxel 5 ael avaBohn and v 3 BoAns Twv anoteAeapdtwv Twv HEAETGV pe To Gilenya ot pia
i neploodtepes yopies tou 0 nAnd U otn okAipuven katd nAdkas (BA. napdypago 4.2 via
NANPOQopies OXETIKG He v nul&lutpmn xpion). 5.2 Onnunnomvntmes 1616tntes Aedopéva

aAkoOAn BoutuNiki aAko6An MponuAevoyAukoAn KsKueupuzvo U8wp Appwvias nukvis 6|uAuuu
Kakiou uspo€eidio Zisipou udpogeidio patpo (E172) Zinpou udpoteidio kitpivo (E172) Aiogeisio Tou Titaviou
(E171) AipeBikovn 6.2 AgupBardtntes Aev epappudZetal. 6.3 Aidpkeia wis 2 xpdvia 6.4 ISiaitepes npoguAdels
Katd tn @UAagn tou npoiévros Mn puhdooete oe Beppokpacia peyarltepn Twv 25°C. OUNGOOETE OTNV APXIKA
GUOKEUAOia Y10 va NpooTateleTal and v uypacia. 6.5 UGN Kal CUCTATIKG TOU NEPIEKTN ZUCKEUATIES KUYEANS
PVC/PVDC/u)\ouulviou nou nepiéxouv 7, 28 fi 98 okAnpd Kaydkia A moAucuokeuacies nou nepiéxouv 84 (3
ouoKeuaoies Twv 28) okAnpd kaydkia. Zuokeuaoies Sidtpntns kuyéAns povasas 6oons PVC/PVDC/u)\ouulku nou
nepiéxouv 7x1 okAnpd Kuwumu Mnopei va pnv Kuk UV GAes ol 6.6
anéppiyns Kapia eidikn unoxpéwon. 7. KATOXOZ THZ AAEIAZ KYKAO®OPIAE Novartis Europharm lelted Vista
Building EImPark, MerrionRoad Dublin 4 IpAavsia 8. APIOMOZ(0I) AAEIAZKYKAO®OPIAZEU/1/11/677/001-006
9. HMEPOMHNIA NPQTHE EFKPIZHE / ANANEQEZHE THE AAEIAX Huepopnvia npétns éykpians: 17 Maptiou 2011
Hpepopnvia teAeutaias avavéwans: 23 NoepBpiou 2015 10. HMEPOMHNIA ANAGEQPHEIHE TOY KEIMENOY 23
Anpihiou 2018 11. Evéeikuki A.T: 1643,43€ Evéeixuxi N.T: 1337,16 € (Huepopnvia Aektiou Tipcv: 20/12/2017
- o0c nepimtwon tpomomoinons Ttou AT ioxUel n vedtepn TupA, oupnepidapPavopévou  OMA)
Aentopeph nAnpo@opIakd atoixeia yia to napév 1k0 npoidv eival 3 oTov SIKTUaKé Tno Tou
Eupwnaikoy Opyaviopou ®appdkewv: http://www.ema.europa.eu Mepiopiopévn 1atpiki cuvtayn and eidikG 1atpd kal

anoktABNKav ano uyieis eBeNoVIEs, and aoBeveis pe PETapdoxeuan veppol Kai and aobeveis pe okAAPUVN Katd
n\dkas. O @appakooyikd Spactikds petaPoAitns unelBUVOS yia Tnv aNoTENESPATIKOTNTA €ival N PWOPOPIKN

AoUBnon evids Y10 TS NP@TES TOUAGXIOTOV 6 (OPES, KATA TNV NPEITN X0pAYNaN ToU pappdkou.

Bon@noTe va yivouv Ta pappaka mo acpaln kai AvapEpeTe
OAEZ Ti¢ avemBupnTeg evépyeieg yia OAA Ta ¢pappaka
SupnAnpavovrag Thv «KITPINH KAPTA»
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enBeBaiwdver Ta
kAIvikd 6edopéva
s PIvyKoAipéSns™

“'500 acBeveis
40 Kévipa
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lia cuviayo

1. Long-term Effectiveness of Fingolimod in Multiple Sclerosis Patients Treated in the Routine Care of Greece: Results of the ‘Diamond" Non-Interventional, Prospective, Observational Study, poster presented in ECTRIMS 2017, Paris,
EP1709. 2. Long-Term Safety Profile of Fingolimod in the Treatment of Multiple Sclerosis: Results of the ‘DIAMOND' Non-Interventional, Prospective, Observational Study Conducted in the Routine Care of Greece, poster presented
in ECTRIMS 2017, Paris, EP1697. 3. Patient Satisfaction and Quality of Life during Treatment with Fingolimod in Multiple Sclerosis: Results from the ‘DIAMOND' Non-Intervational, Prospective, Observational Study in Greece, poster
presented in ECTRIMS 2017, Paris, P825
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TECFIDERA

H BEPANEIA
NMOY THE AZIZEI

“ Tecfldera

(poupaptkeg dipeBuleatépag)

®PONTIAATIA TO AYPIO
ZHMEPA

MNepiAnyn Xapaktnpiotikwyv tou Mpoidvtos TECFIDERA: To Tecfidera evbeikvutal yia tn Bepaneia evniikwv acBevwv pe unotponiafouca

SiaAsinouoa noAAanAn okAnpuvon

Ma ouvtayoypagikés nAnpogopies avatpégate aus oedibes 26-28 tou evrunou. Mepartépw nAnpogopies SiatiBevtal and tn Méveois Odppa A.E.
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A. Kngiaias 274, 15232 Xaddavépl, ABrhva
TnA.: 210 8771500, Fax: 210 6891918
e-mail: info@genesispharma.com
www.genesispharma.com
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