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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY INPOIONTOX

MAVENCLAD 10 mg dwokia

2. IMOIOTIKH KAI ITIOXOTIKH XYNGEXH
Kd&Oe diokio mepiéyel 10 mg khadpipivng.

"Exdoya. ue yvoomn 6pdon

Kd&0e diokio mepiéyel 64 mg copPrtoang.

IMa tov TAnpn kaTdhoyo TV ekdoymv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Awoxio.
AgvKd, oTpoyyvAd, aueikvpto diokio dStopéTpov 8,5 mm, pe yopayuévn v évoeitn “C” ot pia

mAgvpd kot “10” otV GAAN TAELPA.

4, KAINIKEX IAHPO®OPIEX
4.1 OgpomevTikég evoeigerg

To MAVENCLAD evdeikvuton yio tn Oepameio evniikov aclevav pe vynid evepyn vrotponidlovoa
moAlamAn okAfpuven (I1X) énmg kabopiletot omd KAVIKE 1] ATEKOVIGTIKG YopaKkTNPIoTIKA (BA.
mapbypagpo 5.1).

4.2  Aocoloyio kKol TpOTOG YOPNYNONS

H Oepoaneio ue MAVENCLAD mpénet va apyicetl kot vo eniPAénetot oo yiotpd Eumelpo ot Oepamneio
me I,

Aocoloyia

H cvwvictdpevn copevtikn 66om too MAVENCLAD eivon 3,5 mg/kg copatikod Bdpovg yia 2 €,
xopnyovuevn g 1 mepiodog Bepameiog towv 1,75 mg/kg ava étoc. Kdbe mepiodog Oepamneiog
amoteAeiton amo 2 efdopnadec Bepaneiog, pio TNV APy TOL TPMOTOV VO KoL Lic STV apy1| TOL
dgvTepov pnva Tov avtiotoyov £tovg Bepameiag. Kabe efdopdada Oepaneiog anoteleitar and 4 1

5 nuépeg Katd TG omoieg o acbevig Aaupdaver 10 mg 1 20 mg (éva 1 600 diokia) g epdmal nuepnoa
d0oom, avdAioya pe To copatiko Bapog. ['a Aertopépeieg, PA. tovg Ilivakeg 1 kot 2 mapokdTm.

Metd v olokAnpwon tov 2 teplddmv Oepaneiog, dev amarteiton tepoartépm Oepameio pe kKhadpiPivn
katd ta €t 3 xon 4 (BA. Tapdypago 5.1). H emavévapén g Oepomeiog petd to tog 4 dev el
peAetnOei.

Kpitnpia yia tny évapcn kou ovvéyion e Oeparcioc

Ot ap1Bpoi Tov AepeokuTTap®V TPETEL Va. gival
. evololoywkoi Tpv Vv évapén too MAVENCLAD xotd 1o £10g 1,
. TovAdytotov 800 kdttapo/mm? tpv tnv évapén tov MAVENCLAD xotd t0 £10G 2.
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Edv givon amapaitto, 1 mepiodog Oepameiog katd To £10¢ 2 pmopel va kabuotepnoel yio £0¢ Kot
6 unveg yio vo emtpanel ) avakopuyr tov Aspgokuttdpov. Edv avt n avakapym ypeidletol
TEPIoGOTEPO amd 6 pNveg, o acbevig dev mpénel va Adfet MAVENCLAD mAéov.

Koravoun tne doonc

H xoatavoun g cvuvoiiknig doong ota. 2 £t Oepamneiog divetar otov [livaka 1. ' opiopéva edpn
oOUOTIKOL Bdpovg 0 aplBudc Tov diokimv propet vo, Towkiddel peta&d tov efdouddwv Beponeiog. H
¥pNon ¢ KAadpivng amd otopatog o€ acbeveic pe copatiko Papog katm tov 40 kg dev Eyel
depeuvnOei.

Hivakag 1l Aéon MAVENCLAD ava gfoopdoa Ospanciog avd copatikd papog acbevovg o
KG0g £tog Ogpameiog

Evp Oég;i(:nmu Adon oe mg (ap1Buog diokiov tov 10 mg) avd efdopdda Oepameiog
kg EBdopdda Bepomeiag 1 EBdopdda Bepomeiag 2
40 émwg <50 40 mg (4 doxia) 40 mg (4 doxia)
50 éwc <60 50 mg (5 é1okin) 50 mg (5 é1okin)
60 éwc <70 60 mg (6 d1okin) 60 mg (6 d1okin)
70 éwc <80 70 mg (7 é1okin) 70 mg (7 é1okin)
80 £wg <90 80 mg (8 é1okin) 70 mg (7 é1okin)
90 éwc <100 90 mg (9 é1okin) 80 mg (8 d1okin)
100 émg <110 100 mg (10 dwokia) 90 mg (9 é1okin)
110 xo1 v 100 mg (10 dwokia) 100 mg (10 dwokia)

O IMivakag 2 Topovctdlel TV KATAvOoUr ToOV GLVOAIKOD ap1Bpol TV diokimv avd efdopudda
Oepomeiog Katd TIg EMUEPOLG NUEPEC. ZVVIGTATAL Ol UEPNOLEC dOGELS KAadp1Pivg og kdbe efdopdda
Oepomeiog vo AapPavovtol o€ dlacTHpaTe TOV 24 0pov, Tepinov v idlo dpa kdbe pépa. Eav n
nuepnota 66om anotereitol and dvo diokia, Kot o dvo diokio Aappdvovror pali og pio 660m.

Hivaxkag 2 Awokic MAVENCLAD tov 10 mg avd nuépa foopddag

ZDVOM:;S; Zgéit (()1%2101(10)\/ Huépa 1 Huépa 2 | Hpépa3 | Huépad | Huépa 5
4 1 1 1 1 0
5 1 1 1 1 1
6 2 1 1 1 1
7 2 2 1 1 1
8 2 2 2 1 1
9 2 2 2 2 1
10 2 2 2 2 2

Mia 860m Tov TapaAeipdnke tpémetl vo Anedel apéomg noAig o acbevig to Bounbei, evtdg g 1d1og
NUEPOC GOUP®VA LE TO TPOYPOppa Bepameiog.

Mia 860m Tov TapaAeipdnke dev mpénel va, AneOsi pali pe v exopevn TPOYPOUUOTIGUEYT] OO TNV
EMOLEVI NUEPQ. g TEPITTM®ON TTOL TTAPOAEIPOET L dOoT, 0 0cBevig Tpémet va AaPeL T dOGN TTov
TOPOAEIPONKE TNV ETOUEVT MUEPQ, KOL VO TOPATEIVEL TOV OPIOUO TOV NUEPDY GTN CLYKEKPIUEVT|
epdopada Oepaneioc. Edv mopadeipfodv 600 d1ad0yikég 00GELS, epapuoleTal o 1010¢ Kavovag, Kol 0
aplpog TV nuepm®V otV eRdoudoa Bepameiog mopateivetal katd dVO NUEPEC.




Tovtoypovy yprion GAAWY amo oTOUOTOC QUPUOKEVTIKWY TPOIOVIWY

YUVIGTATOL 1] YOPTYNOT] OTOLOVONTOTE GAAOV OO GTOUATOC POPUOKEVTIKOD TPOIOVTOG VO YIVETUL GE
0TOGTACT] TOLAGYIGTOV 3 WPV amd ekeiv) tov MAVENCLAD, kotd ™ S1dpKeln TOV TEPIOPIGUEVOD

apBuod nuepadv yoprynong khadpipivig (PA. mapdypago 4.5).

Ewwoi tAnfvopoi

Negpikn dvolertovpyia

Agv &yovv deaybei amoxdeiotikéc peréteg oe aobeveic pe veppikn ducsiettovpyia.

Y& aoBeveic pe Nmo veppikn| dvciettovpyio (kdBapon kpeatvivig 60 £wg 89 ml/min), dev Bempeitan
amapaitn Tpocapuoyn e docoroyiag (BA. Tapdypapo 5.2).

H acopdieio kot n amotedespotikoéTTa o€ acbeveig pe pétpla | cofapn veepikn dvcreitovpyia dev
&yovv axopa tekunplodel. Zvvenmng, 10 MAVENCLAD avtevdeikvutal o€ antoig tovg acbteveig (BA.

nmapdypago 4.3).

Hronikn dvolertovpyia

Agv &yovv deaybel peréteg og acbeveic pe nmatikn dvoiettovpyia.

Av Kot 1 GTOVSOIOTNTO TG NAATIKNG AEITOVPYIOG Yl TV amoPoin g KAadpiPivng Bempeital
apeintéa (BA. mopdypago 5.2), vrd v amovoia dedouévmv, n yprion oo MAVENCLAD dgv
ouvviotdtal o€ aobeveic pe pétpla 1 coPopn nratiky dvoiettovpyio (Babporoyio Child-Pugh >6).

Hlrxiouévor

211g KAMviKéG peAéTeg e amd otopatog kKAadpiPivny oty T1Z, dev cupnepidnodnkay acbeveig niuciog
Gve TOV 65 ETOV: CUVETMG, 0V £ival YV®OTO TO €0V OVTATOKPIVOVTAL S10POPETIKE OO VEOTEPOLC
acOeveic.

Anarteiton mpocsoyn 6tav 1o MAVENCLAD ypnoyonoleitar 6 nAikiopévoug acteveic, Aapupdavoviog
VIOYT TNV IOV VYNAOTEPT] GLYVOTNTO UELOUEVIC NTOTIKNAG 1) VEPPIKNG AELTOLPYiG, GVVOODY

VOOV Kol GAADV QOUPLOKEVTIKOV OEPATEIDV.

Houdiozpixoc tAnBoouoc

H aoopdieia kot n aroterespotikomta tov MAVENCLAD ce aoBeveic nhikiog kdtm tov 18 etdv
dev &youv axopa tekunplodel. Agv vdpyovv dbécipa dedopéva.

Tpdmrog yopnynong

To MAVENCLAD rpoopiletor yio omd otopotog xpnon. To diokia npénel va Aappdvovor pe vepo,
Kot Katamivovtol yopig va pacmvtat. To diokio pmopodv vo Aapfdavovtor oveEaptnto amd T

TPOSANYN TPOPTG.

Agdopévov 61t ta dtokia ivar pn EMKOALUUEVO, TPETEL VO KATATIVOVTOL OUESHOG LOALG apalpedovy
OO TV KOWEAT KOl Vo, UV oprvovTal eKTefeléva o€ EmPAVELES 1] VO VTOPAAAOVTOL OE YEIPIOUO Yol
YPOVIKO O1AGTILO LEYOADTEPO OO TO OOLTODLEVO Y10, T Ayn TG 06ong. Edv éva dioxio apebel o
{0 empavela, N €6v €va omacuévo 1 Opoppaticpévo diokio amelevbepwbel and v Koyérn, 1
eMEAaveln Tpémel va mAvOel d1e&odikd.



Ta xépla Tov 0cBevong TPEMeL va ival 6TEYVE KATA TO YEPIoUO TV S10KIMV Kol VO TAEVOVTOL
d1e&oducd petd ™ Anym.

4.3 Avrevociteg

Ynepevaonoio 6T dpacTIKY OLGIN 1) GE KATOL0 OO T £KO0Y0 TOV OVOPEPOVTOL TNV
Topaypoo 6.1.

Aoipmén pe tov 10 ¢ avBpdnivng avocoaverdpkelog (HIV).

Evepyn ypovia Aoipwén (pupatioon i nrotitida).

"Evapén g Oepanciog pe khadpiivn o acbevelg pe peiopévn Aeltovpyio TV 0VOGOTOUTIKOD,
ovumepthappavopévav acbevaov mov Aapfdvouy enl ToL TUPOVTOS 0VOGOKOTOGTUATIKY 1|
pvelokotoctaAtiky Oepansio (BA. mapdypaeo 4.5).

Evepyn koxonbeio.

Métpia 1| coPapn veppikn dvoiettovpyio (kdOapon kpeotvivig <60 ml/min) (BA. mapdypaeo 5.2).
Kbdnon kot yarovyio (BA. Topdypago 4.6).

4.4  E10kéc TPOEOOTOMGELS KO TPOPLAAEELS KATA TN P16

Aotoroyikn mTopokorovOnon

O 1pdmog dpdong g KAadPIPivng cuVOEETaL GTEVA e U0, PLei®mon ToL aplBpod TV AEUPOKLTTAP®V.
H enidpaon otov apiBud tov Aeppokuttdpmy givar docoeaptmdpevn. Melmoelg otov aplfud Tmv
OVOETEPOPIA®YV, GTOV aplBUd TV EpLOPOY, GTOV AUOTOKPITY), GTNV OLOGPALPivN 1] 6TOV aplBud TV
OLOTETOAM®Y G€ GUYKPIOT WE TIG apPYIKEG TILEG TTopatnpnOnKay exiong 0TI KAVIKEG LEAETES, OV KoL
OVTEC 0L TAPAUETPOL GVVHOWME TAPAUEVOVV EVTOG TV PUGIOAOYIKDV Opiev.

[Mpdobeteg aATOAOYIKES OVETIOVUNTEG EVEPYELEC LTOPOLY VOl OVAILEVOVTAL EGV 1] KAaOp1ivn
xopnynOel Tpv amd N TaVTOYPOVA LE AALEG OPUCTIKEG OLGIEC TOL EMNPEALOVV TO CLOTOAOYIKO TPOPIA
(B\. mapdypago 4.5).

Ot ap1Buoi TV AepeokLTTAP®V TPETEL VA TPOocdlopilovtal

. wpwv omd v évopén too MAVENCLAD xotd to €10g 1,

. wpwv omd v évopén too MAVENCLAD xotd 10 €106 2,

. 2 ko 6 unveg peta mv Evapén g Bepomeiog og kdbe £tog Bepameiag. Eav o apBudc tov
AepeoxuTTapav eivor kKatm arnd 500 kotrapo/mm?, Oa mtpénel vo tapakorovdeital evepyd uéypt
oL TYéC vo. avénbovv Eavd.

INo t1g amopaoelg oyetikd pe ™ Oepaneio pe Pdon tovg aptduovg AepeokvtTapmy Tov acbevoic, PA.
TOPAYPOEO 4.2 KoL TNV VITOTOPAYPAPO 'AOWDEEIS TOPAKATO.

Aowméeig

H «hadp1ivn pmopel vor LEW®GEL TNV 0VOGOAOYIKT] GUUVE TOL OPYOVIGHOD Kol EVOEXETOL VO AVENCEL
v mhavotra Aopndéenv. H Aolpwén pe HIV, n evepyn puuaticoon kot 1 vepyn nratitido tpémet
VoL OTTOKAELGTOOV TPty TV évapén g kKhadpipivng (BA. Tapdypago 4.3).

AoavBavovoeg Aouméelg umopel va gvepyomoindodv, cuumePIAaUPavOpEVIS TG PUUATIOONG 1) TNG
NRATITIONG. ZVVETMS, GVVICTATOL S10A0YT TV 0cOEVAOV Yo AavOdvovseg AolumEels, 10img upaticoon



kot nratitoo B kot C, mpv amd v Evapén g Oepaneiog katd to £tog 1 kot 1o €1og 2. H évapén tov
MAVENCLAD 0a mpénet vo, kaBuotepnoet péxpt 1 AOTU®EN va £YEL OVTYUETOTIGTEL EXOPKDG,.

Mo kabvotépnon oty évopén g Khadpifivng Ba tpéner emiong va eetaletan o€ acbeveig pe ofeia
holpwén péypt n Aoipmén va ereyyel TAnpwg.

Yvvietato Witepn Tpocoyn Yo acBeveic mov dev £xovV 16ToPIKo EkBECTG GTOV 10 OVEUEVAOYIOG-
Lwotmpa (varicella-zoster). Zvvictdtot eufolacrOg TOV APYNTIKOV Y10, GVTIGOUOTO, AGOEVAOY TPV TV
évapén g Bepameiag pe Khadpivn. H évapén g Oepanciog pe MAVENCLAD npénet va
kaBvotepel Yo 4 £mg 6 edoNAdeg Yo va pmopéael va AdPel yodpa 1 TANPNG dpdior tov guPoriov.

H enintwon tov épmnto {ootpa avéndnke o acbeveig mov Aaupavay kKiadpiivr. Edv ot apBuoi
AEUEOKVTTAPOV TEGOVY KAT® 0td 200 khTTapo/mm?, Oa wpénel va e&gtdleTon TPoPOANEN KOTE TOV
EPTNTO GOUG®VA LLE TNV TOTIKY TUTIKN TPOKTIKT KOTA TN Y¥POVIKY didpKelo TG Aeppomneviag Baduov 4
(B\. mapdypago 4.8).

Ot acBeveig pe aplBuovg Aeppokuttdpmy kato omd 500 kittapa/mm? Tpénel va mopokolovdovvTol
EVEPYA Y10L GNUEID KOl GUUTTOUATE, TTOV VTOGEKVIOVY AOWMEELS, 10im¢ Epmnta. (ooTthpa. e
TEPIMTOOT EUPAVIONC TETOLOV OTUEIOV Kol GOUTTONATOV, B0 TpENeL Vo apyicel OVTIMOILDONG Oy
onmg evoeikvutal KAvikd. Mmopei va e€etaotel 1 dtaxonn 1 kabvoetépnon tov MAVENCLAD péypt
NV KOTOAANAN OVTWETOTION TG AOTU®ENC.

[epmtdoelg TpoodevTikng molveaTtiokng Asvkogykeparonddelog (PML) éxovv avapepOeti yio tnv
mopevTEPIKT KAadp1ivn oe acBeveic mov vrofaiioviol oe Oepameio yio Agvyoupio TPY®TOV
KUTTAP®V LLE SPOPETIKT DEPOTEVTIKN aymYN.

1 Phaon dedopévav KMVIK®V pedet®dv ¢ KAadpiPivig oty ITX (1.976 acbOeveic, 8.650 ém
acOevav) dev Exel avapepbel kapio nepintwon PML. Qotdco, Bo tpénet vo dievepyeitor LayvnTikn
topoypaeio (MRI) mpwv v évapén too MAVENCLAD (cuviBwmg evtdog 3 unvav).

Koxonfeteg

Y1ig KMvikég peréteg, ouuPavta kakonbeidv topatnpndnkoy cuoyxvotepa e acbeveic mov Adppfovay
Oepomeio pe KAadpivn oe cvykplon pe acbeveig mov AdpPovay eikovikd eappako (BA.
mapdypago 4.8).

To MAVENCLAD avtevdeikvotar og acBeveig pe TTX ue evepyég kaxoneteg (PA. mapdypago 4.3).
Oa mpémel vo, dlevepyeital atoptkn a&loloynoTn opELOVE-KvoHVoy TTpy TV Evopén Tov
MAVENCLAD oc¢ acOeveic pe mponyovpevn kokonoewo. Oa mpénel va, LTOSEIKVVETOL GTOVS acbeveig
mov AapPavovy Bepomeio pe MAVENCLAD va axoAovBovv Tig Tumikég katevbuvtmpieg 0onyieg
TPOCVUTTOLOTIKOD EAEYYOL Y10 KAPKIVO.

AvticOMnym

pw v évapén g Bepaneiog o0 Katd o £T0¢ 1 060 Kot Katd To £T0G 2, 01 YOVOIKEG G
OVOTOPOY@YIKT NAKIOL Kot 01 Gvdpeg Tov Ba LropodGav SVVITIKA VO TEKVOTOW GOV TPETEL VO,
EVNLEPDVOVTOL GYETIKG pe TNV TOaVOTNTO GoPapod KIvdDVOL Yo TO EUPPLO KOL TNV OVAYKN Yo
AMOTELEGLOTIKT avTiIoOAAN YT (BA. Topdypago 4.6).

O1 yuvaikeg o€ avamapay@yki NAMKI0 TPETEL VO OTOTPETOVY TNV EYKVLOCUVI LECH TNG XPTONG
OTOTEAEGLOTIKNG OVTICOAANYNG KaTA TN d1dpKeln TG Oepomeiog pe khadpiPivn Kot TovAdyloTov Yo
6 unvec petd v tedevtaio d6on (PA. mapdypago 4.5).

O Gvdpeg acBeveic mpémet va Aapufdvouy Tpo@LAAEELS Yo VO ao@DYOoVV EYKVUOGVVT TIG GLUVTPOPOV
TOVG KOTA TN dldpkeln TG Oepameiog pe KAadPPivn Kot TOLAGYIGTOV Yio 6 UVES LETA TNV TEAELTAIN
doaom.



MeTayyicelc oipotog

Y& a00gveic IOV ATAITOVV UETAYYIOT] OHLOTOS, GUVICTATOL 1] AKTIVOPOANGT TV KUTTUPIK®OV
CLOTATIK®V OUUOTOG TPV ot T YOPNYNOT| YO TV GITOPLYH AVTIOPACTC TOTOL “HOGYELLATOG EVOVTL
Eeviot” (graft-versus-host disease) oyetilOUevn Ue TN LETAYYION. ZUVIGTATOL 1] GUVEPYOAGIO LUE
OLLLLOTOAOYO.

AMoyn mpoc ko and tn Oepameio pe kKAodpiivy

Y& ao0eveig o1 omoiol £xouv TPONYOLUEVMS AGPEL Bepameio Le 0VOGOTPOTOTOMTIKA 1
0VOCOKOTAGTOATIKG QAPUOKEVLTIKA TPOIOVTO O TPOTOG OPAGCTG Kol 1) SIGPKELD ETOPACGTIC TOL GAAOL
(QOPUAKELTIKOV TPOTOVTOg B Tpémet va e&etalovton Tpv amd v Evapén oo MAVENCLAD (BA.
Topaypoeo 4.2). Mia duvnTikh Tpdchertn enidpoon 6To avosomomTikd cvotnua Bo Tpénel emniong va
e€etaletar OTaV YPMOLOTOIODVTOL TETOLN POPUAKEVTIKG TPOTOVTO UETE, TN Bepameia pie
MAVENCLAD (BA. mopaypogo 4.5).

Kotd v aAloyn omd Eva GALo @approkevTiko Tpoldv Kotd g [1X, mpénel va, devepyeitol LoyvnTikn
Topoypagia katd v &évapén (PA. vrorapdypago 'AodEElS Tapamive).

Hratwkn dvosAigirovpyio

Av Kot 11 GTOVSOIOTNTO TG NAATIKNG AEITOVPYIOG Yl TV amoPoin g KAadpiPivng Bempeital
apeintéa (BA. mopdypago 5.2), vrd v amovoia dedouévmv, n yprion oo MAVENCLAD dgv
ouwviotdtal o€ aobeveic pe pétpia 1 coPopn nratiky dvoiettovpyio (Babuporoyio Child-Pugh >6) (BA.
mapbypapo 4.2).

Avocaveéio otn povktoln

To MAVENCLAD mnepiéyet copPrrorn. Ot acBeveig pe kAnpovopkd tpofinuata dvcaveéiog ot
QPOVKTOLN deV TPEMEL VO TAPOLY OTO TO POPLOKEVTIKO TPOIOV.

45  AMMAemOPAGELS PUE GALN QUPRUKEVTIKA TPOTIOVTA KO GAAES pOPPEG aAANAeTiOpaoNg

To MAVENCLAD mrepiéyet vdpo&umporviofetadéén, n omoio uropel va 0dnynoel oty dnuovpyio
GUUTAOK®V UE GALO QOPUOKEVTIKA TPOTOVTO, SVVNTIKA 0ONYDVTOGS G€ Ui avénomn g
BrodiabecuotnTog evog TETOL0V TPOIGVTOC (E101KE PUPUOKEVTIKA TPOIOVTA [E YOUNAN SOAVTOTNTA,
BA. Tapdypapo 5.2). Zuver®c, GUVIGTATOL 1] YOPTYNGCT OTOLOLINTOTE AALOL OO GTOULOTOG
(POPUOKEVTIKOD TPOIOVTOG VO YIVETOL O 0TOCTOCT) TOVAGYIOTOV 3 ®PDV 0o EKEIV TOV
MAVENCLAD, kot ) d16pKeLlo. TOV TEPLOPICUEVOL OPLOIOD NUEPDY YOPNYNoNS KAadpBivig.

Avoc0oKATAGTAATIKG Q0P ULOKEVTIKG TPOIOVTA,

H évapén g Bepoameiog pe khadpifivn avrevdeikvutor o€ acbeveig pe peiopévn Asttovpyio Tov
OVOGOTOUTIKOV, GUUTEPIAOUPOVOUEVEY acBeV@Y TOL €Ml TOL TAPOVTOG AapPdvouv
OVOCOKATAGTOATIKY 1] LOEAOKOTOGTOATIKY Oepomeia pe .y, pebotpeldtn, KukAoPOoQaLion,
KukAoomopivn M alabelonpiv, 1§ ¥poOVIQ YPNIOT KOPTIKOGTEPOEWD DY AOY® TOL KIvOHVOL TPpOGHeTmv
EMOPACEMV GTO OVOGOTOMTIKO cVaTNo. (PA. mapdypago 4.3).

Mmropei va yopnynbei o&eia Bpoyvapdfecun Bepaneio pe GLOTNUATIKA KOPTIKOGTEPOELDT KATE, T
dudpkeln g Bepameiog pe KAadpPivn.



AN\, TPOTOTOMTIKA TNE VOGOL QOPUAKEVTIKA TPOIOVTOL

H yprion too MAVENCLAD pe wteppepovn frta £xel og amotéhespo avEnpévo Kivouvo
Aepeomneviag. H acpdiein ko n anoteieouatikotnto, too MAVENCLAD cg cuvdvacud pe GAAeg
TPOTOTOUTIKEG TG vOoov Bepameieg yio [TZ dev Eyovv axopa tekunpiodei. H tavtoypovn Bepomeio
dev ouvictatat.

Aototokd @oPUUKEVTIKO TPOIOVTOL

AOY® NG emayopevng oo TV KAadpIPivn peimong tov aptfpod Tov AEUQOKVTTAPWOV, LTOPOVY VO
aVOPEVOVTOL TPOGHETEG AUOTOAOYIKEG avemiBounTeg evépyeteg €av 1 KAadpiBivn yopnynbei mpv amd 1
TAVTOYPOVO. LE AAAES OPOCTIKEG OLGIEG TTOV EMNPEALOVV TO OLULOTOAOYIKO TPOPIA (TT.).
kapPapolenivn). e aVTEG TIC TEPMTOOELS, GVVICTATOL 1] TPOGEKTIKN TAPAKOAOVLON O TV
OLLLOTOAOYIKADV TOPAUETPOV.

Eupéro Lovtavod 1 Loviavon eEachevnuévou 100

H Oepancio pe MAVENCLAD dev Oa mpénet va apyilel eviog 4 £0g 6 foopddmv HETA amod
euporacpo pe epupora Lovravov 1 {oviavod e&acbevnuévon 100 Ady® Tov KIvoHVoL EvePYOD
Aolpwéng amod to epporo. O epuPfortacudg pe uforia (ovtavod 1 Covtavod eEachevnuévov 100 Ba
TPENEL VO, ATOPEVYETOL KOTA TN S1dpkeln Kot PeTd T Oepameia pe kKAadpipivn, epocov ot apdpoi
AEVKOV oocPa1PiY Tov acbevois dev PpickovTol EVTOC PUGIOAOYIKMY OpimV.

Ioyvpot avaoctoreic petapopéwv ENT1, CNT3 xou BCRP

Y10 eninedo amoppoOPN oG TNG KAASPBIvNG, N HOVN dlovon T KAWVIKA GYETIKT 000G QAANAETIOpaONG
eaivetal va givar 1 Tp@TEIVN avtoyng Tov Kopkivov tov pactod (BCRP 1 ABCG2). H avactoin tov
BCRP o1 yootpevtepikn 080 pmopel vo avENcEL TV omd 6TO0TOG PlodtafecyuoTnTa Kot T
ocvotnkn ékfeon g kKhadpiPivne. I'voortoi avactoieic BCRP, ot omoiotl propei va tpotomotcovy
TIG QOPUOKOKIVNTIKEG 1010TNTES TV VITooTpoUdT®v BCRP kotd 20% in vivo, meptlopfdavovy v
eAtpopfomaym.

Mehéteg in vitro vodetkviouy 6Tt 1 KAadPIPivn etval VTOGTPOLO TOV EEICOPPOTNTIKOV
vovkAeoodkdVv (ENT1) kot cuykevipmtik®v voukAeoodtkmv (CNT3) mpoteivdv pHetapopac.
Avoroymg, 1 Plod1o0ecIOTNTO, 1] EVOOKVTTOPIKT KOTOVOUT KOl 1) VEQPPIKT OTEKKPLON TNG KAAdPPivg
umopel Bempntikd vo TporomomBoly oo 16yvpove avactoAeic petapopémv ENT1 kot CNT3 6nmg
dalénn, vipedurivn, Vipodivy, othostaloAn, covAvdakn 1 pecepmivn. 61060, ot Kobopég
EMMTAOCELS OO TNV ATOYN TOV EVOEYOUEVAOV TPOTOTOMGEWMY NG £kBeong ¢ KhadpiPivng etvan
dVGKOAO Vo, TpoPArepOovV.

[Mop' 6T N KAWVIKN oYEoN TETOI®V AAANAETIOPAGE®Y EIVAL GYVIOGOTI, 1] GLYXOPNYTON IGYLPOV
avactoréwv ENT1, CNT3 1} BCRP cuviotdtotl va amo@evyetol Kotd ) dudpkelo e Oepameiog pe

K adp1ivn didpketag 4 £oc S nuepdv. Edv avtd dev givar duvatov, apénel va eEgTacTtel 1) emloyn
EVOALAKTIKAV GUYYOPTYOOLEVOV QOPUUKEVTIKOV TPOIOVTIOV YWPIg, 1 UE EAAYIOTEG 1O1OTNTES
avactoc petopopéwv ENT1, CNT3 1 BCRP. Edv avto dev givat Suvatov, cuvictdtol 1 peimwon g
d0CONG OTIV EAAYLOTI VITOYPEMTIKT OG0T TV PUPUAKEVTIKOV TPOIOVTIOV TOL TEPLEYOVY OVTEG TIC
EVIOGELC, 1| YOPNYNOT O€ ATOSTACT] KoL 1] TPOGEKTIKY TopakoAovONGN Tov acbevoic.

Ioyvpoi eroyayeic petagpopémv BCRP kot P-gp

O1 eMdPAGELG 1IGYVPOV EXAYDYEDY TV peTo@opiéwy ekpong BCRP kat P-yAvkonpwteivng (P-gp) ot
Brodiabecotnra kot 5160eon g KAadpivng dev Egouv peketn el emionua. Mo mbovn peioon g
ékBeomng oy KAadp1Pivn Ba mpémel va AapPdvetor vOYN AV GLYXOPTYOLVTAL IGYVPOL ETOYWOYEIS
petapopémv BCRP (m.y. koptikootepoedn) | P-gp (m.y. pupapmikivn, vrepikod (St. John's Wort)).



Oppovikd ovTIGLAANTTIKA

Eivan enti tov mapovtog dyveooto €dv 1 kKAadpiivn Witopel vo LELMGEL TNV ATOTEAECUOTIKOTTO TV
GLOTINUOTIKG ETOPDOVIMV OPUOVIKADV OVTIGUAANTTIKOV. ZUVETMC, Ol YOVOIKES TOV YPTGLOTOLIO0V
GLOTIUOTIKA EXOPMOVTO, OPLOVIKA AVTICLAANTTIKG, Oa Tpémel v, tpocBicovy o pébodo epaypron
Katd TN oapkela g Oepameiog pe KAadpivn kot yio TovAdyiotov 4 efoopnadeg LETE TV TEAEVTOIN
doom oe kb £tog Oepomeiag (PA. mapdypapo 4.6).

4.6 Tovipétnra, Kvnoen kot yorovyio

AvTicOAMNYN 6€ QVOPEC KOl YUVOIKEC

Ipw v évapén g Bepaneiog tdc0 Katd o £T0¢ 1 060 Kot Katd To £T0G 2, 01 YOVOIKEG G
OVOTOPOY@YIKT NAKIOL Kot 01 Gvdpeg Tov B LropodGav SVVITIKA VO TEKVOTOWCOVY TPETEL VO,
EVNLEPDVOVTOL GYETIKG pe TNV TOaVOTNTO GoPapod KIvdUVOL Yo TO EUPPLO KOL TNV OVAYKN Yol
OTOTEAEGLOTIKT] OVTIGOAAN Y.

Y yuvaikeg o€ avamapoyyikn nAio, 1 eykopocvvn Oa Tpénel va amokAgietal Tpv omd Ty Evopén
tov MAVENCLAD «xotd 10 €10G 1 kot 10 2, Kot Vo, ATOTPERETOL LEGM TG XPTOTG OTOTEAECUOTIKNG
AVTICLAANYTG KOTA TN dLdpKeLo TNG TEPLOdoL Bepameiog pe kKAadpPivn Kot TovAdyIGTOV Yot 6 Uveg
petd v tedevtaia d0o1. Ot YuVaikes TOL YPNGYLOTOOVY GLUGTILOTIKG, EXLOPMVTO, OPLOVIKY
avTicLAANTTIKG B0, Tpémel va TpocsBicouy pia péEBodo epayprod Katd t didpkela g Oepameiog pe

K adp1ivn kot yio TovAdyiotov 4 gfdopnadec LeTd TNy tedevtaia d6om oe kabe £tog Oepameiog (PA.
mapdypapo 4.5). Ot yovaikeg mov pévouvv éykveg eved Aappdavovy Bepansio. ue MAVENCLAD 6a.
TPENEL Va, S1okOWyoLV T Bepoameia.

Koabng n khadpiivn mopepufarietor ot cvvieon DNA, 0o propodceay vo avapévovtot averidounteg
evépyeleg oty avipomvn youetoyéveon (BA. mapdypago 5.3). Tuvendg, Zuvenmg, ol avopeg acbeveic
TPETEL VO, AAUPAVOVY TPOPVAGEELS YOl VO, Aro@OYOVV EYKLIOGUVI TG GLVTPOPOV TOVC, KOTA TN
dupkeln ¢ Oepameiog pe KAadPPivn Kot TOLAGYIGTOV Yo 6 UNVEG UETE TNV TeEAEVTOO HOOT).

Konon

YOppova pe Ty eumelpio mov vrdpyel 6tov AvBpmmo e dAleg ovaiec Tov avacTEALOLY T GUVOEST
tov DNA, 1 khadp1fivn Ba propovoe vo Tpokarésel cuyyeveic duomAacieg 6tav yopnyndel katd ™
dudpkeln e eykvpoovvne. Meléteg oe {oa £yovv dei&el avamapaymykn to&ikotnTo (BA.
mapdypago 5.3).

To MAVENCLAD avtevdsikvotar og £ykveg yovaikeg (BA. mopdypago 4.3).

OnAiacudc

Agv gtvor yvooto gdv 1 KAadpifivn anekkpivetar 6to avBpomvo yoda. Adym g duvatdnTog yio
ocofapég avemBounteg evépyeleg ota Ppéemn mov OnAdlovv, o Onhacpog avtevdeikvutot Kotd
dupxeln g Oepaneiog pe MAVENCLAD ko yio. 1 fdopdada petd v televtaio 06om (BA.
napdypago 4.3).

Tovipémta

Y10Vg TOVTIKOVG, OV VINPEAV EMOPAGELS GTI| YOVILOTNTO, 1] GTNV OVOTOPOY®YIKT AEITOVPYIO TV
amoyovav. QoT1060, ETOPACEL; GTOVG OPYEIS TAPATNPNONKOY GTOLG TOVTIKOVS KOl GTOVG TONKOLG
(B\. mapdypago 5.3).

Agdopévov 6t M KAadpipivn mapepfdrietor otn cvBeon DNA, o umopodoay va avapuévoviol
avemOOUNTEG EVEPYELEG GTNV OVOPAOTIV YOUETOYEVEST]. VVETMG, Ol AvOpeg acheveic mpémel va
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AopPavouy TPOoPLUAGEELS Y100 VO OTOQUYOLV EYKVUOGVVT] TG GLUVTPOPOV TOVG KOTA TN SLAPKELN TNG
Oepomeiog pe KAadpPivn Kot TovAdyioToV Yo 6 Uveg HeTd TNV TeEAevTaio doon (BA. Tapomdve).

4.7 Emodpacelg oty IKAvOTNTO 001]Y101G KU1 YEPICROD PNy OVI|LAT®OY

To MAVENCLAD dev éyet kapia 1 £(€L 0GNUAVTI EXIOPACT GTNV IKOVOTITO 001YNONG KoL YELPICUOV
unyovnuaToy.

4.8 AvemOovpnteg gvépysieg

20VOYT TOL TPOPIA ACOAAELNC

Ot KMvikd TAéov oyeTikég avemBOunTeg evépyeleg Tov avapéptnkay o acbeveic pe IIX o1 onoiot
Eafoav KAadp1pivn ot dedopévn copeutikn d6on Tov 3,5 mg/kg yia 2 £t oTig KAMVIKEG LEAETEC TTOV
Aeppomevia kot €pmng Lowotpac. H enintwon tov épmnto {ootipa NTov VYNAOTEPT KOTA TN JdpKELD
™¢ mep1odov Asugoneviag fabuod 3 1 4 (<500 émwg 200 kdtrapoa/mm? 1§ <200 kdttopo/mm?) cg
ovYKpLoN Ue TNV TEPiodo kaTd TNV ool o1 acbeveig dev mapovsialov Aeppomevia fabuov 3 1 4 (BA.
napdypago 4.4).

KatdAoyog avemfountmy evepysimv

Ot avemBOUNTEG EVEPYEIEG TTOV TTEPLYPAPOVTOL GTOV TOPUKAT® KATAAOYO TPOEPYOVTOL OO
CLYKEVTP®UEVO, dEd0UEVA 0 KAVIKEG pehéteg oty [IX otig onoleg and otopatog KAadpBivn
¥pnoyomomOnke wg povobepomeio ot copevtiky d6on Tov 3,5 mg/kg. H Bdon dedopévav
0CQPAAELNG OO OVTEG TIG peAETe meptlapPavel 923 acheveic.

Ot axo6rovbot opiopol epapprdlovial Gty 0poroyic, GLYVOTNTOS TOV XPTCLOTOLEITOL TOPAKAT®:

IToAd cvyvéc (>1/10)

Yuyvég (=1/100 wg <1/10)

Oyt ouyvée (>1/1.000 g <1/100)

Yravieg (>1/10.000 £wc <1/1.000)

[ToAb omavieg (<1/10.000)

Mn yvootig cuyvotntog (0ev pmopody va ekTiundoiv ue Baon ta dabéciuo dedouéva)

Aouaéeic kou mopoaoitwaoelc

Xuyvéc: YTOHOTIKOC £pTING, OEPUATIKOG EpTNG (OoTHPaS.
IToAd omdvieg: dvuatioon (BA. Tapdypogo 4.4).

A10T0poYEC TOD QIUOTOINTIKOD KOl TOD ASUPIKOD GOOTHUOTOS

[ToAb cvyvéc:  Aepgonevia.
Yuyvég: Meimon otov ap1Bpod TV oVdETEPOPIAWY.

A10T0poyEC TOL OEPUOTOC KoL TOD DTOJOPLOV 10TOD

Yuyvég: E&avOnpa, alomexio.

Ieprypaon TV emAeyuvay avemOOUNTOV EVEPYELDY

Agugomnevia,

Y1ig KMvikég peréteg, 20% £wg 25% tov acbevav ot onoiot Eafav cmpeLTIKN 3661 KAadP1Pivng
3,5 mg/kg yia 2 € wg povobepaneio avéntoéav mapodikn Aepponevio Babupod 3 1 4. Aspeonevia
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Babpov 4 mapoatnpndnke og Arydtepo and 1% twv acbevav. To peyoldtepo m0600Td achevav pe
Aepeomevia fabuov 3 N 4 mapatnpndnke 2 pveg PETE TV TPAOTN 300N TS KAadp1ivng og kabe £Tog
(4,0% won 11,3% tov acbevov pe Aepgonevio abpod 3 katd 1o €1og 1 ko 1o €10g 2, 0% Ko 0,4%
TV acBevov pe Aepgonevia, fabuod 4 katd 1o £1oc 1 kot 1o £10¢ 2). Avouévetal 0Tl 01 TEPIEGOTEPOL
ac0eveic avaKAUTTOVVY €T 0€ PLGLOAOYIKOVE 0PBIOVG AepPOKLTTOaP®Y gite e Agpupomevia fabuov 1
€VTOG 9 punvav.

IMa ™ peioon tov kvddvov yuo coPapn Aepponevia, ot apBlol TV AEUPOKVTTAP®Y TPETEL VA,
Tpocdlopifovtal TPy, KoTa TN dudpkeln Kot LeTE T Oepameia pe khadpiivn (BA. mapdypapo 4.4) Kot
TPEMEL va. okolovBovvTal et pd kprehipla yuo Ty Evopén kot tn cuvéyon g Oepomreiog pe
KAadp1ivn (BA. mapdypago 4.2).

Kaxonbeiec

2T1¢ KAMVIKEG PLEAETEG KOl OT LOKPOYPOVIO TopakoAovinon acbevav mov AduPovay Bepomeia pe
owpevTIKT d00om KAadp1ivng omd otopatog 3,5 mg/kg, cvufdvra kakonbewdv Topotnprdnkoy
ovyvotepa og acbeveic mov AauPavay Bepomeia pe kKAadpiPivn (10 couPdvto og 3.414 acBeveic-n
[0,29 cuupavto ava 100 acBeveic-£n]) o€ oOykpion pe acbeveic mov Adufovay e1KoviKO PApUOKO
(3 ovuPdvra o 2.022 acOeveic-§tn [0,15 cvuPavto ava 100 acbeveic-ém]) (BA. Topdypago 4.4).

Avopopd mOovoAoyoOUEVOV OVETIOOUNTOV EVEPYEIDV

H avagopd mhovoroyodevmv avemBuUnToV eVvepyYEIOV LETE amd TN XOPNYNoT| AdEWG KUKAO(POPIog
TOL PAPUOKELTIKOD TPoiovVTOog glvan onuavtiky. Emttpénel tn ovveyn mapaikoiovdnon g oyéong
0(PEAOVG-KIVODVOL TOL (POPUAKEVTIKOD TPOIOVTOG. ZNTelTan 0o TOLG EMAYYEALATIEG VYELNS VO
avaPEPOVY OTTOLEGONTOTE THOVOALOYOVUEVEC OVETIBVUNTEG EVEPYELEC LECM TOV EOVIKOD GLGTILOTOG
avapopdg Tov avaypdeetol oto [Hapdptnua V.

49 Ymnepoocoloyio

Yrapyel meplopiopévn eumelpio vIEPIOGOLOYIAG He TV 0md oTOp0Tog KAadpPBivn. H Aeppomevia etvan
YVOO6106 0TL ivan docoeaptdpevn (PA. mapaypdpovg 4.4 kot 4.8).

ZUVIGTATOL IOITEPMG GTEVT TAPAKOAOVON G TOV GLLOTOAOYIK®V TOPOUETPOV GE 0oBeVEiC TOV EyouV
ektebel og vepdocoroyio KAadPPivNg.

Agv vrdpyel Yvootd €101k6 ovTidoTo o€ vepdocoroyia g KAadppivne. H Oepancio amoteAeiton amod
TNV TPOGEKTIKT TOPATHPNGT KOl TNV EVOPEN TOV KATAAANA®Y DIOGTNPIKTIKGOV HETPOV. Evoéyetar va
ypewotel va e&etaotei ) dtakonr] too MAVENCLAD. Adym g Tayelog Kol EKTETAUEVNC
EVOOKVLTTOPIKNG KOl IOTIKNG KOTAVOUNG, 1 0lpododion gival antifavo va, amoPdiel v kAadpipivn og
oNUAVTIKO Babuod.

5. OAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appokoduvapIKEg 1O10TNTES

Ddoppokobepomentikny Katnyopio: AVIIVEOTANGTIKOL TOPAYOVTEC, OUVTUETAPOAITEG, AVALOYQ TOLPIVIG,
koowog ATC: LO1BB04

Mnyovicuoc dpdong

H «hadpiivn eivar £va voukieoo1dkd avarioyo g deo&vadevooivng. Mo vrokatdotacn yAmpiov
oTOV OOKTOAO TNG ToVPIvIC TpooTaTevEL TV KAadp1ivn amd arodounon and T SEaUVACT TG
00EVOCivNG, AVEAVOVTOS TOV EVOOKVTTAPIKO XPOVO TAPOUOVIE TOL TPOPUPLAKOL TG KAadpiPivine. H

11


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

EMOKOA0VON POSPOpLAI®EN TG KAASPIPIvIG 6TN dPACTIKN TPIPOCPOPIKT LOPPT TNG,
2-yAopodeo&vadevooivn Tpipwoopikn (Cd-ATP), emttuyydvetot 13101TEPME ATOTEAECUATIKG GTO
AEPEOKVTTOPA, AOY®D TOV 1O10GVGTOTIKA VYNADY TOVG EMITESWOV KIVAGTG TNG 6€0ELKLTIOIVNG
(deoxycytidine kinase, DCK) ka1 Tov 6YeTIKd yapumAdv TOUG EXESDV 5'-voUKAEOTIOAONG
(5'-NTéaong). Mo vymin avoaroyio DCK mpog 5'-NTdor guvoei ) cveomdpevon Cd-ATP,
KOOIGTOVTOG TO AEUPOKVTTOPO, IOI0UTEPOG EMIPPETT GE KLTTAPIKO Odvarto. Q¢ omoTéAesa UG
younAotepng avaroyiog DCK/S'-NTdon, dAlo KOTTOPO TOPUYOUEVE GTOV LDEAD TOV 0GTOV
emnpedlovrotl Aryotepo and to Aeppoxvtrapa. H DCK eivar to £viupo meplopiopod g avoroyiog yio
T LETOTPOTY| TOL TPOPUPLAKOL TG KAASPIPIVIG 6T SpUCTIKT TPIPMOGPOPIKT LOPPT TNS, 001YDVTOG
o€ emAekTik eEGvTAnoT TV dlopoduevay Kot un dtoapovpevev T ko B kuttdpmv.

O KVpLog eMay®YIKOC TG AmOTTOONG UNYXOVIGHOG dpaong g Cd-ATP éyel dueoceg kot EUUEGES
dpdoeig ot ovvheon DNA kot ot pitoyovoplokn Asttovpyio. Zto dwopovueva kotrapa, 1 Cd-ATP
mapepuPariietoar otn ovvieon DNA péow avactorng g pYBovOVKAEOTIONKNE OVOYOYAoNG Kot
avtayoviCetol pe ™ dg0&vadevosivn TPIpmGPopikn Yio evooudtoon to DNA amd tig DNA
TOAVUEPACES. TTO T)PEUOVVTO, KOTTOPA, 1) KAAOPIPivn TpokaAel Slokoméc Lovav ealkmv Tov DNA,
TayElo KATOVAA®GOT TOV dIVOVKAEOTIOIOL VIKOTIVOUIdNG adevivng, e&avtinon e ATP kot kuttapikd
Odvarto. Yrapyovv ototyeia 0t 1 kKAadpiPivn umopel emiong va mpokarécsl dueon e£opTdUeVT Kot
ave&aptnTn amd TV KOPTAGCT AmOTT®ON UEGH TG OTEAELOEPMOTG TOV KVTOYPDOUATOS C KOl TOV
EMOYOYIKOD TNG OTOTTOOTG TOPAYOVTO LEGH GTO KUTTAPOTAUCUO TOV U1 SOPOVUEV®Y KUTTAP®V.

H maBoloyio g [T meprapfavel po obvetn odlvoidoo coppdviov oy onoia dS1opopeTikKol TOTOL
AVOCOKLTTOP®V, GUUTEPIAAUPAVOUEVOY TOV avToavTdpacTik®@Vv T kot B kuttdpmv dtadpapatiCovv
Backd poro. O unyoviouds HEc® Tov omoiov 1 KAadp1Pivy aokel Tig OepamevTiKég emdpAcElC ™G
omv I[1X dev &yel TAfpwc dievkpiviotel odllha 1 Kupiopyn exidpacn ¢ ota B kot T Aeppokvttapa
ToTEHETOL OTL SIOKOTTEL TOV KATOUPPAKTN T®V AVOGOAOYIKGOV cLUPAvTav Tov Ppickoviol 6o
enikevtpo g [1Z.

Ot dwokvpdvoelg ota enimedo Ekppaong e DCK kot twv 5'-NTachv peta&d Tmv vmotdinmy Tomv
OVOGOKVLTTAP®V UTOPEL VoL ENYOVV TIC SPOPEC BTNV EVALCONGIN TOV AVOGOKVTTAP®Y GTNV
KLadp1Bivn. Ady® oTdv TV ETITEd®MV EKEPOUONC, TO, KOTTAPO TOL ELLPVTOV (VOGOTOU|TIKOD
ovoTHaTog emnpedloviot AydTtePO amd To KOTTOPO TOV TPOGUPUOGTIKOD 0lVOCOTOMTIKOD
GULGTNLLOTOC,

Daprokodvvautkic EmOPAUCELS

H «hadpiivn €xet kataderyBel 0Tt aokel pakpompdbecieg emOPACEL; GTOYEDOVTOG TPOTUNCIOKA TO
AELEOKVTTOPO KO TIG AVTOAVOCES SlEPYOCIEG TOV EUTAEKOVTOL 6TV Todopuaioloyia tng T1Z.

e OAEG TIG PEAETEC, 1| LEYOAVTEPT avaAOYia TV acBevav pe Aepgomevia Babuod 3 1 4 (<500 £wg
200 wotropo/mm?® 1 <200 kdtrapo/mm?) TapatnpnOnke 2 uNveg LETE TV TPMOTN 006N TNG
KAadp1ivng Kabe £Tog, VTOSEKVHOVTAG EVA YPOVIKO OLAKEVO LETOED TOV CUYKEVIPMGEDY TNG
KAadp1ivng oto TAdoUa Kol TG LEYIGTNG OUATOAOYIKNG EMIOPAONG.

Y& OMeG TIG KMVIKEG UEAETEG, TOL OESOUEVA E TNV TIPOTEWVOUEVT] COPELTIKY ddo1 Twv 3,5 mg/kg
COULOTIKOV BApovg deiyvouy o 6Tadlokn PeATinon 6Toug dIUESOVS aplBovg AEUPOKLTIUP®V ToW®
GTO PUGLOAOYIKO €VPOG KOTA TNV ERdopndada 84 amd v Tpd) dOoM T™C KAadp1ivng (mepimov

30 gPdopadec petd Vv TEAevTaio 060N TG KAadPBivng). Ot apBpol APPOKVTTAP®Y GE TAV®D Ao
75% 1oV acbevdv ETECTPEYOV GTO PLGLOAOYIKO EVPOG KOTA TNV gfdopnada 144 amd v TpdT 660M
g KAadp1pivng (mepimov 90 efdopadeg petd tnv tedevtaio 66om TG KAASPBivNg).

H Ogponeio pe amd otopotog KAadppivn 0dnyel o Toyeieg peimoelg ota kuklopopovvta CD4+ kot

CD8+ T kottapa. To CD8+ T kottapa £xovv Aydtepo £viovn UElDoT Kol TaXOTEPT) AvAKaLYT 0T
o CD4+ T k0ttapo, pe amotéAesLo Lo TPOcwpve petmpévn avaroyio CD4 npog CD8. H
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K adp1ivn pewwvel ta CD19+ B kottapa kot to. CD16+/CD56+ kdtTapa puoeikovg ¢poveic, ta omoio
eniong avaxkauntovv tayvtepa amod to. CD4+ T kottapa.

KAMvikn omoTteAec LOTIKOTNTO, KOl 0 QAAELOL

Yrotpomalovoa-dioleirovoo [1X

H omotelespotikémra Kot 1 as@Areln TG and oTopatog KAadpivng aloloyndnkav e o
TUYOLOTTOUNUEVT], OITAG-TUQAN, EAEYYOUEVT e elkovikd eappako kKAwvikn perétn (CLARITY) oe
1.326 acbeveig pe vrotpomidlovsa-dareinovca [1X. O otd)01 TNg HeAéng Tav vo agloloynOei n
OTOTEAEGLOTIKOTNTO TNG KAAOPIPIvIG EVOVTL TOV EIKOVIKOD QOPUAKOV GTN UEI®CT TOV
ETNGLOTOMUEVOL T0G0GTOV VRTOTPOTT®Y (ARR) (K0p1o tedkd onpeio), emPpadvvovate mv eEEMEN ™G
avamnpiog Kot LELVOVTOG TIG EVEPYEG PAGPEG OMC LETPOHVTOL HEGM LAYVITIKNG TOLOYPOPIOG.

O1 aoBeveig EhaPav ewkovikd appoxo (n = 437), | o copevtikny d6om Khadpiivne tov 3,5 mg/kg

(n =433) 1 5,25 mg/kg copotikod Bapovg (n = 456) yia v mepiodo 96 gfdouddwv (2 €1dv) g
peAémg og 2 mepiddovg Bepamneiog. Or acheveic mov TuyaloToMONKAY GTN GOPELTIKY dOGT TV

3,5 mg/kg éhapav o Tpodtn mepiodo Oepameiog katd Tic EfSouddeg 1 Kot S5 TOL TPMOTOV ETOVE KO LLa
devtepn mepiodo Bepameiog kotd TIc fdouddeg 1 kat 5 Tov devtepov étovg. Ot acbeveig Tov
TuYOoTOMONKAY GTN GEOPELTIKY 360N TV 5,25 mg/kg couatikod Bapovg Erapav tpdobetn Oepameio
katd Tig efdopnadec 9 kot 13 tov mpdTov £tovg. H mieioyngio tov acbevdv otnv opddo 1Kovikod
eoppaxov (87,0%) kot otig opadeg Bepaneiog kAadpiPivng 3,5 mg/kg (91,9%) ko 5,25 mg/kg (89,0%)
OAOKANPOGOY TNV TANPT TEPiI0d0 TV 96 Bdonddwv TG LEAETNG.

O acBeveic énpene vo xovv TovAdyicTOoV 1 LITOTPOTN KATA TOLG TPONYOLEVOLG 12 unfveg. 10
oLVOAKO TANBLoUd TG HeAETNG, I dtdpeon nAtkio fTay ta 39 € (evpog 18 émg 65), Ko N avaroyia
Yovak@v-avopmv ftav wepinmov 2:1. H péon ddpketa g I1X wpv amd v éviaén ot perétn nov
8,7 étn, ka1 M ddpeon apykn vevporoyikn avommpia pe Baon ) fabuoroyia EDSS (Expanded
Disability Status Scale, Atevpouévn Khipoka Kotdotoong Avamnpiog) o 0Aeg Tig opadeg Oegpameiog
nrav 3,0 (evpog 0 £wg 6,0). [Tave amd dvo tpita TV acbevodv g pelémc NTov Tpotodepomevdpevol
acfeveic yio tpomomomTikd g voéoov edppaka (DMDs) ywo ITE. Ot vadrouror acOeveic Elafov
TPOKOTOPKTIKT Oepameia eite pe vtepeepdvn Pta-la, wrepeepdvn Pnta-1P, ofikn yAatipouépn 1
vaToMov AT,

Ot acBeveic pe vrotpomialovca-daieimovca I[1X mov dafav kKhadpPivn 3,5 mg/kg kotédei&av
GTOTIOTIKG OMULAVTIKEG PEATIDGELS GTO ETNGIOMOMUEVO TOGOGTO VITOTPOTADV, GTNV AVOAOYio AcOEVDV
erebBepwv vToTpoT®V Yo 96 £fdopdoes, otV avaroyio acBevdv cuveyxdg ehevBepmv avammpiog yio
96 gfdouadec kat oTov ¥povo uEypt v eEEMEN otovg 3 unveg kotd EDSS og olykpion e toug
acBeveic mov Aaupavay gikovikd edpuako (PA. Iivaka 3).
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Hivakag 3 Khvika aroterléopata ot perétn CLARITY (96 gfoonddsc)

Ewoviko YpevTiIKi] 660 KLadpivng
HoapapeTpog Pappoxo 3,5 mg/kg 5,25 mg/kg
(n=437) (n=433) (n = 456)
Emoilonompévo nocootod 0,33 0,14* 0,15*
vrotponav (95% CI) (0,29; 0,38) (0,22; 0,17) (0,12: 0,17)
Yyetikn peiowon (Khadpifivn évovtt 57,6% 54,5%
EIKOVIKOD (POPUAKOD)
Avodoyio acBevav ehedbepav 60,9% 79,7% 78,9%
VTOTPOTT®V Y10, 96 gBdOpAdES
Xpovog péypt v eEEMEN oTOLG 10,8 13,6 13,6
3 pives katd EDSS, 10°
€KOTOOTNLOPLO (UNVES)
Avaroyio kivdovov (95% ClI) 0,67* (0,48; 0,93) 0,69* (0,49; 0,96)

* p<0,001 og cOYKpPION UE TO EIKOVIKO QAPLLOKO

EmumAiéov, ) opdda Oepanciog khadpipivng 3,5 mg/kg Ntov oTaTIoTIKG GNUOVTIKA 0VAOTEPT] M TPOG TO
EIKOVIKO QAPLLOKO GYETIKA LE TOV aplBuo kot Tr oyeTikn peioon tov PAapav T1 Gd+, tav evepyov
Brapav T2 kot v cuvoLOCUEVEOVY HOVASTK®V BAOPOV, OTMG KOTOSEKVOOVTOL GTNV UOYVITIKY
TOUOYPOPIC EYKEPAAOD, KATA TN S1APKELN OAGKANPNG TNG TEPLOG0L TV 96 £fSoUAd®V TG LEAETNG. Xe
GUYKPLOT UE TNV OUAd0 EKOVIKOV POPLAKOL, 01 0oBeveig mov AduPovay kKhadpipivn elxov 86%
oyeTikn peioon oto pnéco apdpd Prapav T1 Gd+ (o Tpocapuocpuévoc HEcog aptBrds Yo TG OUAOEG
KAadpivng 3,5 mg/kg kot eikovikod eapudicov ftav 0,12 kot 0,91, avtictoya), 73% oyetikn peioon
070 HéEco apdpud evepymv Profav T2 (o Tpocaplocévog HEGOG aptBUOg Y10 TIC Opades KAadPPivg
3,5 mg/kg kot ewovikod eapudiov nrav 0,38 ko 1,43, avtictorya) Kot 74% oyeTikn Hei®on 010 HEGO
aplpd cLVOVAGUEVEY LoVadIK®V PAafdv avd acBevi ovd capmon (0 TPOCUPUOGUEVOS LEGOG
appdg yio tig opdoeg khadppivng 3,5 mg/kg ko eucovikov eappdakov ntov 0,43 kon 1,72,
avtiotoyo) (p <0,001 kot ot 3 ATOTEAEGLOTO LAYVITIKAG TOLOYPOPIOG).

H post-hoc avdivon tov ypovov péypt mv emPePormpévn e£EMEN otoug 6 unveg katd EDSS &lye wg
amotéleo o, o peimon katd 47% tov kivdbvov eEEMENC ¢ avamnpiag oty KAadpiPivn 3,5 mg/kg
o€ GLYKPLON UE TO EIKOVIKO pdpuako (avaroyio kivdvvov = 0,53, 95% CI [0,36; 0,79], p <0,05) otv
opado EtoVIKoD Qapudkov, 1o 10° ekatootnuoplo enetedydn otig 245 nuépeg, evod dev emetedytn
KaBOAOL KTd TN S1GPKELD. TNG TEPIOSOV TG HEAETNG otV opdda kKhadpPivng 3,5 mg/kg.

Onwg gaiveton otov [livaka 3 Topandvo, VYNAOTEPES COPELTIKEG dOGELG dEV TPOGHECHY OTO100NTOTE
KAWVIKG OTUOVTIKO OPEAOG, OAAG GUOYETIOTIKOY IE VYNAGTEPN EMinTon Aepponeviog >Faduov 3
(44,9% omv oudda 5,25 mg/kg évavtt 25,6% oy oudda 3,5 mg/kg).

Ot acBeveig mov lyav oAokAnpmcet tn pedétn CLARITY propodoav va evtayfodv ot perét
CLARITY Extension. X& avtv ™ peAétn enéktaong, 806 acbeveic Elafav eite gicovikd @apuaKo
eite po copevtikn d6om KAadpBivng 3,5 mg/kg (o€ (o ayoyn mapopole L EKeiv Tov
ypnowomoOnke otnv CLARITY) yio v mepiodo 96 efdouddmv e perémg. O koprog otdyog
OVTAG TNG LEAETNG NTAV 1] ACPAAELD, EVED TO TEAKO OTUELD ATOTEAEGUOTIKOTNTOC NTOV EMEENYNUOTIKA.

To péyebog g enidpaong ot peimon e GLVYVOTNTOC TOV VIOTPOTOV KoL TNV EXPPAOILVEN TG

e&eMénc g avanrmnpiag otovg acbeveic mov EhaPav tn 66om 3,5 mg/kg yio 2 £t datnpnOnKe Kotd o
étm 3 xar 4 (PA. Topaypogo 4.2).

14




Aroteieouonikotnto. os aobevelc us vwnin dpaoTnploTNTO. THS VOTOL

"Exovv mpaypatorom0el post-hoc avoAidcels omoTELEGUATIKOTITAG VTOOUAd®V G€ acheveic e vymAn
dpactnpotra g vooov mov Erafav Bepameio pe amd oTopaTOC KAASPIBivn GTN GLVIGTMUEVT
ocwpevtikn doon 3,5 mg/kg. Avtéc nepiidpPovay

. acBeveic pe 1 vroTpomy KoTd T0 TPOTYoLUEVO £T0C Kot TovAdytotov 1 PAdpn T1 Gd+1q 91
neplocoTepes PAaPec T2, evd voPfdirovtay oe Bepomeio pe dAha DMDs,
. acleveic e 2 M| TEPLOGOTEPEG VITOTPOTES KATE TO TPONYOVIEVO £T0G, ite vVToPdAlovTay G€

Oepoameio pe DMD eite Oy

Y11c avarveoelg tov dedopévav g CLARITY, napatnpndnke otabepn| enidpaocn tng Oepaneiog otig
VTOTPOTEC, LE TO ETNGLOTOMUEVO TOGOGTO LITOTPOTAOV Vo Kvpaivetal and 0,16 £wc 0,18 oTig opadeg
K adp1ivng kot 0,47 €wc 0,50 oty opdda sikovikod eoappdaxov (p <0,0001). e oOyKpion Le TOV
GLVOAKO TANBLoUO, TapatnPOnKe pueyadldTePN EMidpacn GTOV XPOVO UEYPL T oTabepn] avamnpia
oToVG 6 Ufveg omov 1 Khadpifivn peimoe tov kivovvo e£EMENG ¢ avammpiog katd 82% (avoroyio
kwévvov = 0,18, 95% CI [0,07; 0,47]). T'a to €ikoviKo papuako, to 10° eKatooTnOPIo Yio, TV
e&eMEn e avamnpiog emetedyOn peta&d 16 kon 23 fdopddwny, evmd yio T opadec KAadpivng dev
emetevyOn ko' OAN T SLdpKELn TNG LEAETNC.

Aevteporodne npoodsvtikn 11X ue vrotponéc

Mo vrootnpikTiky] peAéTn oe acBeveic mov EdaPav Bepaneio pe KhadpiPivn wg npochnkn otnv
wtepPEPOVN PriTa EVAVTL EIKOVIKOD Qapudikov + vieppepdvn Prito copmeptédafe emiong Evay
TEPLOPIGUEVO 0p1OUd acBevav pe devteponadr Tpoodevtikn [1Z (26 acbeveig). Xe avtovg Tovg
acBeveic,  Bepomeia pe KAadpPivn 3,5 mg/kg eiye o¢ amotédespo pio LEI®OT TOV ETNGLOTOMUEVOL
TOGOGTOV VITOTPOTMV GE GVYKPLOT UE TO €KOVIKO pappako (0,03 évavtt 0,30, avaroyio Kivdbvov:
0,11, p <0,05). Aev vnpé&e d10pOPA GTO ETNGIOTOUNIEVO TOGOGTO VITOTPOTMV UETOED 00OEVOY pE
vrotpomialovca dwieitovoo [1E kot acBevav pe devteponadn Tpoodevtikn 1T pe vrotpoméc. Agv
KaTéSTN 6LVVOTO Vo KatadeyBel o enidpacn oty eEEMEN TG avornplog 6E Koo VITOOUAdA.

Ot acBeveig pe devtepomadn mpoodevtikn [1X amokAeiomray and ™ perétn CLARITY. Qotoco, pa
post-hoc avaAivon piog pikmgc kooptne mov cvumeptedoPe aobeveic CLARITY kot ONWARD,
kaBopilopevn amd apykn Pabporoyic EDSS >3,5 wg deiktng yia devteponadn| npoodevtikn [1X,
KOTEGEIEE TOPOUOLN LEIDGOT) TOV ETNGLOTOUEVOL TOGOGTOD VTOTPOTIMV GE GUYKPIOT e 0oeveic e
Babporoyioa EDSS kétw amo 3.

Iowdratpkodc TAndvouoc

O Evponaikog Opyoviouoc Gapudkmv £xel SOGEL amaAloyr] ond TNV VIOYPEMGCT VITOPOANG TV
amoterecpiTov TV peretav pe 10 MAVENCLAD cg 6leg Tic vTokatnyopieg Tov Toudlotptkon
TANBvouov otV ToAAATAN oKkApuve (PAEne Tapdypapo 4.2 yio TANPOPOPIEG OYETIKG e TNV
TOOLATPIKT XP1ON).

5.2 ®appoKoKIvNTIKEG OLOTITES
H xhadpiBivn glvar £va Tpo@appoko To 0roio TPENEL Vo VOl POGEOPLAMMUEVO EVOOKLTTOPIKE Y10l VO
kataotel froloykd evepyd. Ot QaploKOKIVITIKES 1010TNTEG TG KAAdPBivng peAetOnkay petd myv

a6 oTOUOTOG Kol EVOOPAEPLa yopynomn o€ acbeveic pe TTE ko aobeveic e KokonOeteg, Kabmg Kot og
GLOTN 0T iR Vitro.

Amoppdonon

Metd v and 6TOHaTOC Yop1yNnon, N kKAadpivn anoppopdtal ypryopa. H yopiynon 10 mg
KAadp1Pivig elye wc amotédeopa péon T Cmax KAadp1Pivng oo €0pog and 22 g 29 ng/ml kot
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avtiotoyn péon Ty AUC oto gbpog amd 80 £wg 101 ngeh/ml (ap1Bunticég péoeg TYHEG amd S16.popeg
UEAETEC).

Ortav amd otopotog KAadpipivn xopnyndnke og xatdotacn vnoteiag,  ddueon T Tma oy 0,5 h
(evpog amd 0,5 ¢mg 1,5 h). Otav yopnyndnke poli pe €vo yed o vYNANG TEPIEKTIKOTNTOG GE MmapdL, 1
amoppoenon g kKradppivng kabvotépnoe (drdpeon TN Tmax 1,5 h, €0pog and 1 €mg 3 h) kou n Tiun
Crnax pewmbnie xatd 29% (pe Paon 1o yeopetpkod péco), evo n i AUC mopépeve apetapfint. H
Brodiabecotnra 10 mg and otopatog Khadpifivng nrav mepinov 40%.

Koatavoun

O 6yKog KoTavoung eival peydAog, VTodekVHOVTOG EKTETOUEVT IGTIKT KATOVOUT KO EVOOKVTTOPIKN
TpocAnNYT. Ot HEAETES MOKAALY OV LEGO OYKO KATAVOUNG TNG KAadPivng oto €bpog omd 480 £wg
490 1. H ovvdeon g khadpifivng pe Tig mpwteiveg mAdopotog eivor 20%, kot ave&aptntn and
CLYKEVTP®ON TAAGLLOTOC.

H xatavoun g khadpiiving otig froroyiég peppfpaveg SIEDKOADVETAL 0O JAPOPES TPIOTEIVES
petapopdg, cvumepiapfovopévaov tov ENT1, CNT3 kot BCRP.

Meléteg in vitro vmodeikvoouy 6TL 1 ekpon ¢ kKhadpifivng oyetileton povo erdyiota pe v P-gp.
KMvikd oyetikéc oAnAemidpaoelg pue avactoieic g P-gp dev avapévovtat. Ot mbovég cuvETELEG TNG
emoyoyng g P-gp ot frodwbecipdmto e kKhadpiivng dev éxovv emionua peretndel.

Mehéteg in vitro Kotéde&av apeAnTén LecohafodEeVn amd LETOPOPEIG TPOGANYT TG KAASPBivg
oT0. AVOPOTIVO NTOTOKVLTTOPA.

H xhadpiivn €xel ™ duvatdmTa Vo SIEPVA TOV UOTOEYKEQPUAKO @paryd. Mo pikpn HeAETN o€
acOeveic pe kopkivo £xel KoTadeiEel ovaloyio GUYKEVTPOONC EYKEPUAOVMOTIIOV VYPOV/TAAGLOTOC
mepimov 0,25.

H xhadpiivn /kat ot paocpopvAouévol HeTafoATeg TG GLGCMPEVOVTAL GE GTLOVTIKO Padud Kot
KOTOKPOTOOLVTOL 6TO ovOpOTIVO AEU@OKVTTOP. IR Vitro, oL avaAoyieg EVOOKVTTOPIKNG EVOVTL
eEmruTTapikng cuykévipmaong Ppédnke oti gival mepimov 30 £wg 40 Mo ot 1 dpa petd v Ekbeon
o™V KAadpiivn.

Buopetaoynuotioioc

O petapoiopodg g kKAadppivng peretbnke o acbeveig pe [IX petd m yoprynon evog
pepovopévov dtokiov tov 10 mg kot piag pepovopévng evoopAéplog 66ong tov 3 mg. Metd v ond
OTOLOTOG KoL TNV EVOOPAERLa xopnynon, N apyikn Evoor kKhadpiivn ftav 1 kopla Eveoon mopodoa
070 TAGo U Kot 6T, ovpa. O petafolritng 2-yAmpoadevivi fTay ELACoOV PETAPOAITNG TOGO GTO
TAGGLHO OGO KOl GTa 00Pa, T.Y. OVIITPOCSHOTEVOVTOS LOVO <3% Tne £kBecmG TOL UNTPIKOD PAPLAKOL
OTO TAACUO, LETA TNV OTO GTOUOTOG XOpNYNoT. Movo ixvn GAA®V HeTOPOMTOV UIOpEGY VO
EVTOTIGTOVV GTO TAGGLLO KOl GTOL 0VP.

10, NTATIKG GLGTHIATA in Vitro, mopotnponke apeAntéog petafoAloudc ™me kKradpiPivng
(tovAdyiotov 90% nNtav apetaPAantn KhadpiPivn).

H «hadpiivn dev eivar oyetikd vrocTpoua yio o, Eviupa Tov Kutoxpdpotog P450 kot dev deiyvel
onuavtikn duvatdmra vo dpa mg avactoréag twv CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYP2E1 ka1 CYP3A4. Avactol ovtdv Temv eviOU®V 1 YEVETIKOL
moivpopeiopol (m.y. CYP2D6, CYP2C9 1 CYP2C19) dev avapéverat vo. 00Mnynoovy e KAVIKG
ONUOVTIKEG EMOPAGEIC GTN POPUAKOKIVITIKT TNE KAadp1ivng 1 tnv ékOeom. H khadpiPivn dev £yxel
KAWVIKG onpoavtikh emoyoyikn enidopacn oto éviopa CYP1A2, CYP2B6 kot CYP3A4.
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Ao g16éAbel 6T KOTTAPA-GTOYOVG, 1 KAOOPIPiv) poceopvidveTal o€ KAOSPIPIv) LOVOP®GEOPIKT|
(cladribine monophosphate, Cd-AMP) a6 v DCK (ko eriong oo v Kvdon g
deo&uyovovosivig ota ptoxovopla). H Cd-AMP pwceopvlidvetol tepattépm og KAadpipivn
drpwopopin (cladribine diphosphate, Cd-ADP) ko khadp1ivn tprowceopiky (cladribine
triphosphate, Cd-ATP). H anopmcspopvriinon kot anevepyoroinomn ™ Cd-AMP kataiveton amd v
KuttapomAocpotikny 5'-NTdor. Ze po HeEAETN TV EVOOKVTTOPIKMOV POPUOKOKIVITIKOV 110THT®V TG
Cd-AMP ko g Cd-ATP o acBeveig pe ypovia poehoyevh Asvyarpio, ta enineda g Cd-ATP ftav
nepimov 10 Mo Tev enmednv Cd-AMP.

H evdokvtrapin nuicewo {on g Cd-AMP ftav 15 h. H evdokvtrapikn nuicewo (o g Cd-ATP
Nrav 10 h.

Amofol

Me Bdior ouyKeVIpOUEVL SEGOUEVO QOPLOKOKIVITIKAG TANOVGLOD 0mtd S16.popeg LEAETESG, Ol OIOUETEG
TWWES Yo TV amofoin nrav 22,2 1/h yo veppikn kéBapon kot 23,4 1/h yia un veppikn kabapor. H
veppkn kaBapon fTav vynAoTepT 0md T0 PpLOUS oTEPOUATIKNG d11ONoNC, VTOdNADVOVTAG TNV
EVEPYN VEPPIKT COANVOAPLOKT OTEKKPLIOT TNG KAASpBivig.

To un veppud péPog g amékkpiong g kKAadpiPivig (rtepimov 50%) amotereiton amd apeAnTtéo
NTATIKO HETOPOMOUO KO EKTETAUEVT] EVOOKVTTOPIKT KOTOVOUT Kot Toyidguon TG SpacTIKNG LOPPNg
g KAadp1pivng (Cd-ATP) evtdg Tov GTOXELOUEVOD EVOOKVTTAPIKOD SloUEPITHOTOG (ONA. TOL
AEUEOKVTTOPA) KO TNV EMOKOA0VON amékkpion g evookvuttaptkng Cd-ATP couemva pe tov kbxkko
NG Kot TIC 0000 ATEKKPIOTC OLTAV TMV KUTTAPMV.

H extipumpevn tedin nuiceo {on yio Evay Tomikd actevn amd Ty QopUoKoKIVITIKT oviAvon
mAnBvouov, ivar mepimov 1 nuépa. Avtd MGTOGO dev TPOKOAEL Kapiot GLGCHPELGN TOL PAPUAKOV
HeTa oo epdmal nuepnolo docoroyia, kabmg 1 cuykekpévn nuicsia (on apopd Lovo &va HKkpo
uépog g AUC.

E&dptnon omd n 66on Kot 1o ¥pdvo

Metd v and 6TONNTOC Yop1YNoTn TG KAadp1Bivng oto €bpog doorg amd 3 £mg 20 mg, ot TiéEG Crmax
kot AUC avéndnkav pe tpomo avaioyo pe T 6001, DTOSEIKVOOVTOS OTL 1] OTOpPpOPNCT eV
emnpedleton and diepyocieg mePOPILOUEVEG A0 TO PLOUO 1) TN YOPNTIKOTNTO HEXPL LI OO GTOUOTOG
doon tov 20 mg.

Agv TopatnpiONKe OMNUAVTIKY GLGCMPEVCT] TNG CLYKEVTPMONG TG KAASPIPIvIe 6T0 TAGGO LETE amd
emovarapPovopevn 60coAoyia. Agv vdpyet EvVOEIEN OTL 1] PAPUOKOKIVITIKT TG KAadpPivig Oa

umopovoe vo petafAn0ei pe ypovoeEapTdUeVO TPOTO UETE OO ETOVAAAUPOVOLEVT XOPTYTION.

Ewwoi tAnfvopoi

Agv &yovv deaybel peréteg yuo TNy agloAdynon TV QopUIKOKIVITIKGOV WO10THTOV TG KAadpivig
o€ NMKIOUEVOLG 1 6€ Toudtatpikovg acbeveic pe [IZ, 1 o€ dropo e veQpikn 1 NraTikn
dvodettovpyia.

M ktvnTikn avéAivon TAnfucpod dev katédeite kapia enidpacn g nikiog (dpog and 18 Emg
65 £t1)) 1 TOL PVAOV GTIC POPUAKOKIVITIKEG 10T TEG TNG KAASPPivng.

Negpikn dvolertovpyia

H xdBapon g khadpipivng katadeiynke ot eivon eaptopevn omd v kdbopon kpeatvivng. Me
Baon o eapuakokvnTikny avéivon TAnfucpod mov cuurepiélafe acheveic e PLGIOAOYIKN VEPPIKY
AerTovpyio Ko e Nio VEQPIKT ducAettovpyia, 1 oMk kdBapon o acOevelg pe Mo VEPPIKN
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dvodertovpyia (CLcr = 60 ml/min) avapévetor va gival petwpévrn HeTping, odNydvTtag oe pia avénon
otV ékBeom kotd 25%.

Hronikn dvolertovpyia

O poOAOG TNG NIATIKNG AELTOLPYIOG Yo TNV ATEKKPIOT TG KAadpPivng Bempeitar apeintéoc.

DapULOKOKIVNTIKEC OAAAETIOPACELC

Mo pedétn aAiniemdpdoemv pappakoy e acbeveic pe IE katédei&ov 6t N Prodiabecuotnta
10 mg amd otdépatog KAadpPivig dev TpomomomOnke 0tav cuyyopnyndnke pe mavtonpoaloin.

5.3 [poxiwvika dgdopéva yio TV ac@AarELd

H pn xvikn eappokoloykn kot toEikodoyikn a&loloynon acedielog tng KAadpiving o€ HovTéra og
{oa oyeTiKd Yo TV a&loAdyNnon ao@AaAEng TG KAAOPBivNg 0eV amédmoay GNUOVTIKG ELPIILOTOL
EKTOG Ao eKelva OV TPOPAETOVTOV OTO TOV PAPUAKOAOYIKO pnyavicid e kAadpivng. Ta xdpia
OPYOVO-GTOYOL TOL OVOYVOPIGTIKAY GTIC TOEIKOAOYIKEG LEAETES ETAVOAOUPOVOUEV®Y OCEDY HECH
TOV TOPEVTEPIKMOV 000V (eVOOPAEPLO 1] LTTOSOPL) dLAPKELNG EMG 1 £TOVG GE TOVTIKOVG KOl TONKOLG
NTOV TO AEUPOEIDEG KO TO OLUOTTOMTIKO GOGTNUO. AAAG Opyova-oTO Ol LETE OO TOPATETAUEVT
yopnynon (14 kdxhot) Khadpipivng og mOMKovg HEG® TG LITOdOPLAG 000D NTAV O1 VEPPOL
(KopvopeYaAiot TOV VEPPIKOD COANVOPLOKOD ETONAIOL), Ta eTvePpidto. (aTpoPiot TOL EAOIOD Kot
UE®UEVT] KEVOTOTIMGT)), TO YOOTPEVIEPIKO GOGTNUO (aTpo@ic ToL BAEVVOYOVOD) Kol Ol OPYELS.
Emdpdoeig otoug veppolc mapotnphnkay enicong 6Toug ToviiKong,.

MetoAlaEryéveon

H «hadpiivn evoopotovetor otig Edkec tovo DNA kot avactéldel T cvuvleon kot emdiopbmaon tov
DNA. H « adp1fivn dev mpokdieoe yovidlokn pHetdAraén og faxtipia 1§ KOTTapo ONAacTIKOV, aAAd
NTav KAUGTOYOVOG TPOKAADVTOS YPOUOCOUKY BAAPN o€ KOTTOPA ONAACTIKGY in Vitro o€
ovykévtpmon 1 ozmoia fTav 17 eopéc Tavm and v avapuevopevn KAMVIKY Crax. In vivo
KAOGTOYOVIKOTNTO GTOVG TOVTIKOVG aviyveudnke ota 10 mg/kg, n omoia ftav 1 younAdtepn d601 TOL
e€eTAoTNKE.

Kapkiwvoydvo dvvautkd

To xapxivoydvo dvvapikd g kKhadpiPivig a&loloynnke o€ pio LoKpoYpOVia LEAETT SIPKELOG
22 uMvav pe VTodopLoL YOPTYNOT GE TOVTIKOLG Kot [io Ppoyvypdvia Hedétn didpketog 26 efdouddwmy
LLE YOPTYNOTN O10. TG CTOLATIKNG 0000 GE SLOYEVETIKOVE TOVTIKOVG,.

. 211 HokpoypOVIo, LEAETT KAPKIVOYOVOD SUVOUIKOD GTOLG TTOVTIKOVG, 1| LYNAOTEPT) OCT TOV
ypnowomomOnke Ntav 10 mg/kg, n omoio Topatnpndnie 6tL NTOV YOVOTOEIKT 0T UEAETN
UIKPOTTUPNVO. TOVTIIK®V (TOL 1600VVAEL e TTepimov 16-TAdo1a TG avauevopuevng avlpomivng
ékbeong omv AUC o¢ acbleveic mov maipvovy ) puéytot nuepnoia docn tov 20 mg
K adp1ivng). Aev TapatnpnOnke avénuévn ENinTOON AEUPOTOAAATANGIOCTIKOV SOTAPOUYDV 1
A @V TOTOV OyKov (eKTdC 0md dykovg Tov adéva tov Harder, kupimg adevodpata) otoug
movtikovg. Ot dykot tov adéva tov Harder dev Bempovvtor kKAvikd oyetikol, kabmg ot avBpwmot
dev £YO0VV CLYKPIGIUES AVOTOUIKES OOUEC.

. > Bpayvypovio peATn Kapkivoydvov duvaptkod o€ Tg rasH2 movtikoug, dev mapotnpnnke
OYETIKN KE TNV KAadPivn avénon oy ENINTOOT TOV AEUPOTOAUTANGIOCTIKAOV SOTAPUYDV 1
AoV OOV OyKov ce omowadnTote 06om e&etdotnke uéypt ta. 30 mg/kg ava nuépa (mov
1600VVOEL e TTepimov 25-TAdoio TG avouevopevng avBpanivng ékbeong otnv AUC cg
acOeveic mov maipvouv ) puéytot nuepnoila doom tov 20 mg KAadpivng).
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H «hadpiivn a&roroynOnke emiong o pio perétn oe mbnovg dudpkelog 1 £Toug HEG® TG VITOSOPLAG
0000. Agv Topatnpnnke avEnpévn ETITTOOT GTIG AEUPOTOAAATANGIOOTIKES O10TAPAYES KoL OEV
mopoTNPNONKAY OYKOL GE VTNV TN UEAETN.

Av kot 1 KAadp1pivn umopel va £yl SuVOUIKO Y10, KOPKIVOYEVEGT], TO, LOKPOYXOVID OEG0UEVO OE
TOVTIKOVG Kot T KOVG eV TOPEiYaY 0TOEcdONTOTE 0modEiEelg OYETIKOD OLENUEVOL KOPKIVOYOVOL

dUVapIKOY GTOVG AvOpMOTOVC.

Avomopoywykn toéikdtnta,

Evd dev mopatnpndnkoy emdpdoeic 6tn YovwoTnTa TV BNAVK®Y, 6TV OVOTOPOY®YIKT AEITOVPYio 1
OTIG YEVIKEG EMDOGELS TOV amoyOovmV, 1 KAadpPivn katadeiynke 6t tav Bavotmedpog yio to
EUPpuo otav yopnyNHoNKe o€ £YKLOLE TOVTIKOVG, KOl 1] EVMGCT NTAV TEPATOYOVOG O TOVTIKOVG (emiong
peta ™ Bepameio apceviK®V 1OVo) kol kKovvéALa. Ot TOPATNPOVIEVEG BOVOTNEOPES KOt TEPATOYOVES
EMOPACELC EIVOL GUVOAPELG LLE TOVC PAPUUKOAOYIKOVS UNYAVIGHODG TG KAASPPIvNe. Ze po LeAET
YOVILOTNTOG GE OPCEVIKOVG TOVTIKOVS, Tapatnpnnkay dHopopea Eufpoa pe ayevesio Tunudtov
amopvoNg(ewv) anm Tov Ppayloviov 1/kat Tov unplaiov. H enintoon tov ennpealdpevov epupponv
TOVTIK®V GTN] GUYKEKPLUEVT] LEAETN NTOV GTO 1010 €DPOG TNG AVOOPUNTNG EMITTOONC OUELELOG KO
(POKOUEAELNG GE OVTO TO GTEAEYOG TOVTIK®V. 26TOG0, AapPAvovTag Loy T1 YOVOToEIKOTITA TG

K adp1ivng, pecorafovpeves omd Tov Avopa ETOPAGELS GYETIKE [LE SVVITIKT YEVETIKT OAAOI®OOT) TV
SLpOPOTOLOVUEVOV GTIEPLOTOLMOPIOY deV UTOpEl VO, ATOKAEIOTEL

H «hadpiivn dev emnpéace T YOVILOTNTA TOV APGEVIKMDY TOVTIKDV, GALY ETOPACGELS TOL
mopoTnPNONKAY GTOVG OPYEIC NTOV UELOUEVO Bapovg OpyemV Kol avENUEVOS aptOUOG U KIVITIKOD
onépuatoc. Expoion tov opyewv Kot avastpéyiun peinon tav oneppoatolmapiov Le ypryopn
TPOOJELTIKY KIVNTIKOTNTO TapatnpiOnkav eniong otovg mhnkove. Iotodoyikd, eKQOAIOT TV OpYEDV
mapotnpionKe Lovo oe Evav apoevikd TinKko o€ po LEAETN VTOJOPLUG TOEIKOTN TS OLAPKELNG

1 é1ov00.

6. OAPMAKEYTIKEX IAHPO®OPIEX

6.1 Kotaloyog ekdoymv

Ydpo&vmpomvrofetadéén (2-vdpo&umpomvA-p-kukiodeEtpivn)

YopPrToan

21eaTIKO LOYVIO10

6.2 Aocvpporotnreg

Agv gpappoletat.

6.3 Awgpkera Long

3 ypdvia.

6.4 Idwitepeg mpo@UAAGEELS KOTA TN QUAXEN TOV TPOIOVTOG

DVAEGGETE BTNV APYIKT GLGKELAGIN Y10, VO, TPOGTATEVETOL ATTO TNV VYPAGICL.

6.5 ®von Kol GVGTUTIKA TOV TEPLEKTY

KuyéAn and nposavatolopévo mtoivauidio (OPA)/arovpivio (Al)/molvpivuroyrmpidio (PVC) -

arovpivio (Al) copayiopévn og yoptovévia KN Kot otepempévn o eEMTEPIKO KOLTI AGQAAEiNG Yio
TOLO4L.
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Meyébn ovokevaoiag tov 1, 4, 5, 6, 71 8 diokiwv.
Mmropei va unv KukAopopohv OAEG Ol GLGKEVAGIEC.

6.6 Iowitepeg mPoLAAGEELS amOPPIYNS

Kd&0e aypnoyplomointo goppokentiko tpoidv 1 VTOAELO TPETEL VO OTOPPITTETOL COUPDVO, LE TIG
KOTE TOTOVG 1GYVOVGEC GYETIKES SLOTAEELS.

7. KATOXOZX THX AAEIAY. KYKAO®OPIAX
Merck Serono Europe Limited

56 Marsh Wall

London E14 9TP

Hvopévo Bacilelo

8. APIOMOI AAEIAY. KYKAO®OPIAX
EU/1/17/1212/001

EU/1/17/1212/002

EU/1/17/1212/003

EU/1/17/1212/004

EU/1/17/1212/005
EU/1/17/1212/006

9. HMEPOMHNIA ITPQTHE EI'KPIXHX/ANANEQXHX THX AAEIAX

Hpepounvio tpmtng £ykpiong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AgmTOUEPEIS TANPOPOPIES Y1 TO TOPOV PUPLAKEVTIKO TPOIOV eivar dtobéoteg oTov SIKTLOKO TOTO
tov Evponaikod Opyoavicpod @apudkov: hitp://www.ema.europa.eu.
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IHAPAPTHMA 11

HAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AIIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H HEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEX YIIEY®OYNOI I'TA THN AITOAEEMEYXH TQN ITAPTIAQN

Ovopa xat d1e06vven TV TOPUCKELOGTAOV TOV £lvol LITEVOLVOL Y10, TNV OTOOEGUEVCT TOV TUPTIOMV

NerPharMa S.R.L.
Viale Pasteur, 10
20014 Nerviano (M)
Italia

R-Pharm Germany GmbH
Heinrich-Mack-Strasse 35

89257 lllertissen
leppovia

Y10 £vTomo POALO 0OMNYIDV YPNONE TOL POPUAKEVTIKOD TPOIOVTOG TPETEL VO OVAYPAPETOL TO OVOULOL
Kot 1 S1e00VVOT TOV TUPUCKEVAGTI OV ivol LTEVOVVOC Y1 TV ATOGECUEVOT) TG OYETIKNG TAPTIOOC.

B. OPOI'H OI IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DopprokevTIKO TPOIOV Y10 TO 0TTOI0 ATOITEITAL TEPIOPIGUEVT 1aTPIKT cvvToyT (PA. mapdpTnua I:
[epiinyn tov Xapoktnpiotikdv Tov [1poidvtog, mapdypoeog 4.2.

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢oe1g eprodwng Iapakorovdnong tng Acedisiog

Ot amait)oelg yio, TV LToPoAn ekBEcemV TEPLOSIKNG TOPUKOAOVONGNG TS OCPAAELNG Y10 TO €V AOYM
QOPUAKEVTIKO TTPOioV 0pilovTol 6ToV KATAAOYO UE TIC NUEPOUNViES avapopas g Evmong (katdAoyog
EURD) mov mopatifetor oty mapdypago 7, tov apbpov 107y, g odnyiag 2001/83/EK xot kabe
EMOKOAOVONG EMKAPOTOINGNE OTME OMLOGIEVETOL GTNV EVPOTAIKT] OIKTVOKT TOAT Y10l TO QAP LLOKO.

O Karoyoc Adsiag Kukhopopioag Oa vrofdrierl v mpd Ekbeom meptodikng TapakoAovOnong g
ac@aAeiog yio To Tpoidv péca og 6 Pnveg amd TV €yKpion.

A.  OPOI'H HEPIOPIXMOI EXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyéoro Awayeipiong Kiwvovvou (ZAK)

O Kdroyoc Adetog Kukhopopiog Oa dieEaydyet Tig amottodLeves OpacTnploTnTES Kol TOPEUPAGELS
QOPLOKOETOYPOTVIIONG OTMC Tapovstalovtal 61o cupewvndév LAK mov napovsialetal otnv
evotra, 1.8.2 ¢ ddeog Kukhopopiag Kot 0molecONmoTE EXAKOAOVOEC EYKEKPIULEVEC OVODEMPNGELS TOV
YAK.

"Eva emikaporompévo XAK Ba tpénet va katotedet:

. petd amod aitnpa tov Evponaikov Opyoviopod Oapudkoy,

. OTOTEONTOTE TPOTMOMOLEITOL TO CVGTNLLO, SLOYEIPIONE KIVODVOU, E0IKE (O OTOTEAEGLOL ANYNG
VE®V TANPOPOPLDOY TOL UTOPOVV VO ETPEPOVY CLLAVTIKT AALOYY] O GYECT] 0PEAOVG-KIVODVOU
N ©¢ anotélecpa g enitevéng evag onUAVTIKOD 0OPOCTLLOL (PAPLOKOETAYPOTVION 1)
glaylotonoinon Kwdhvov)
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. EmznpocOcta pétpa ehayioTomoinong Kivovvou

[pwv and v kuKAoeopio Tov Mavenclad (kKhadpifivn) o kabe Kpdtog Mérog (KM), o Kdrtoyog
Adeiag Kukhogpopiog (KAK) mpémel va GUUQ®VIGEL Y10, TO TEPIEYOLEVO KOl TI| LOPPT| TOL
EKTOUOEVTIKOD VAIKOD, CUUTEPIAUPOVOUEVOV TOV LECHV ETIKOWV®OVING, TOV HEBOSOV dtavoung Kot
OTOIWVONTOTE GAA®V TTLYDV TOL TPOYPAUUATOS, He TNV EOviky Apuoda Apyn (EAA).

O KAK 0a dwucparioet 61t o€ kdBe KM o6mov kukiogpopel to Mavenclad, 6ot o1 GuvtoyoypapovTeg

Kot ot acBeveic mov avapéverorl va cuviayoypagnoovy / xpnoyonotjcovy to Mavenclad &govv

€POOLNCTEL E:

. Tov Odnyo y1o. ToV GUVTOYOYPAPOVTO

. Tov Odnyo yio. Tov acbevn

O OdNy6g Yo TOV GUVTAYOYPAPOVTA TTPETEL VO, TEPIAAUPAVEL:

. M etloayoyn 6to Mavenclad, wov vrevBupilel otov cuvtoyoypdpovo vo, Adfel vToyTn Tov
Ody6 v tov acBevr 6tav cu{ntd ) Bepaneio pe to Mavenclad pe tov aclevn, yio v

VTOGTAPIEN TNE TPDOUNG OVOYVAOPLIGTC TOV CTUEIDV KOl COUTTOUATOV TOV OVETIOVUNTOV
EVEPYEIDV Ko TNG Eykoapng Bepameiog Tovg:

. Tic Oepamevtiké aywyés:

. Mia vevBiuion va e€eTdlel TPOGEKTIKA TO SESOUEVO, GYETIKA [LE TNV TOpaKoA0DONGT TOV
apOpod TOV UOGPALPI®V KoL TOV TPOCVUTTOUATIKO EAEYYO0 Yo AovOdvouceg AOUMEELS TTpLY
mv évapén g Bepameiog:

. Kabodrynon yio v mapakoroddnen tov acbevovg kotd ) didpkelo e Oepameiog:

. [TAnpopopieg oyeTikd e TV TPOANYT TG EYKVUOGUVNC.
0O 0dnyog Yo Tov acBev) Tpémel va meptlapfaver po eilcoymyn ot Oepaneio pe to Mavenclad, Tic
avemfvuNTeg EVEPYEIEC TNC, TOLG TOOVOVE KIvOHVOLE Kol TANPOPOPIES GYETIKA [LE TNV TPOAYN TG

EYKLVHOGHVNG.

O 0011706 Y10 TOV GVVTAYOYPAPOVTO. / 0,60V TTPEMEL VO TEPIAAUPAVEL TANPOPOPIES GYETIKA LUE TIC
aKOAOVOEG VN GLYIEC OYETIKA LE TNV OCQAAELQ.:

. Snuoavtikoi avayvmpiopévol Kivouvvol

1. YoPBapn| (Babpod >3) Aepponevia, yio va S10GQPAAGTEL 1) GUUUOPPOOT] UE TIG OTOLTI|GELG
OLLLOTOAOYIKOV EAEYYOL Kol Bepameiag:

2. Aodéeig Epmnta COoTPo, Yo v SICQOAICTEL 1) EXTYVOON TOV oNUEIOV Kot
CUUTTOUATOV TOV VITOSEIKVOOVY OVTEG TIG AOUADEELG”

3. Ovpatioon v va avéndel ) entyvoon oxetikd pe avtdév tov kivouvo.
. Enuavtwcoi mBavoli kivdvuvol
1. [Ipoodevtikn molvestiokt| Aevkogykeporonddeio (PML), evkarplokég AomEetg

(drapopetikég amd PML kot pupatioon) kot coPapéc AOUDEELS, Yo v S106QaMoTEL 1)
EM{YVOON TV ONUEIMV KOl CUUTTOUATMV TOV DTOJEKVVOLY AVTOVG TOVS KIVOUVOLS:
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Koxkonfeteg, yio vo avéndei 1 eniyvwon oxetikd pe avtdv Tov Kivouvo d10TL:

a. Acbevelg pe tpéyovoeg evepyéc kakonbeieg dev mpémel va AdPovv Bepameia pe T0
Mavenclad-
B. Ba TPENEL VO, VTOOEIKVVETAL GTOVG 0GOEVEIG VAL TPy LOTOTOLOVY TOV TUTTIKO

TPOCVUTTOUOTIKO EAEYYO Y1 Kopkivo petd tn Oepameia pe to Mavenclad-

Tepotoyéveon / avemBounteg ekPACELS EYKVUOGVVG, YOl VO SIAGPOAGTEL OTL O yuvaikeg

acleveic o€ avamapayykn nAkia / ot GOVTIPoOPOL TV ovdpav aclevadv mov Aaupdavoovy

10 Mavenclad:

a. Aopfavovv coppovrég Tpv v évapén g Bepameiog (mov amoteleitar omd dVO
TEPLOS0VE Bepameiog YopnyoOUEVEG TNV apyn 000 SLUO0YIKMY ETMV) TOGO KOTO TO
étoc 1 660 kot katd to étog 2-

B. XPNOYOTOL00V OTOTEAEGLOTIKY] OVTIGOAAN YT KT T dtdpkela ¢ Oepameiog kot
TOVAGYLGTOV YioL 6 UMVEG UETE TNV TEAEVTO HOOT).

Eivar enti tov mapoévtog dyvooto edv to Mavenclad pmopei va peidoet v

OTOTEAEGLOTIKOTITO TOV GUGTNUOTIKA ETOPDOVTOV OPLOVIKDV OVTIGUAANTTIKMV.

YVVENMG, Ol YOVOIKEG O OVOTOPOY®YIKT NAIKIO, TOL YPTCYLOTO0VV GUGTILATIKG

EMOPADOVTO OPUOVIKA OVTIGVAANTITIKG, Oa, Tpénel va tpocBicovy o uébodo epaypon

Katd ™ oGpkela g Oepameiog pe KAadp1ivn kot Emg 4 efdondadec LeTd TV TEAELTAIN

doaon.
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IHAPAPTHMA |11

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX I1OY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY NPOIONTOX

MAVENCLAD 10 mg dwokio
KAadpivn

‘ 2. XYNGOEXH XE APAXTIKH OYZXIA

Kd&0e diokio mepiéyet 10 mg kAadpipivng.

3. KATAAOI'OX EKAOXQN

[epi&yet copPrronn. Alafdote To PUALO 0ONYIOV XPNOTG Y10 TEPIGCOTEPEG TATPOPOPIEC.

4. OAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

1 diokio
4 dioxio
5 dwokia
6 dwokio
7 diokio
8 dokia

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 PUALO 0O YLDV YPNONG TPV O TN XPOT).
Amd otopatog ypnon.
Yvokevacio aoc@oleing yio Toidid.

1 Avoi&te 10 TTEPDYIO
2 [Tiéote Ko KpaTNOTE TO AYKIGTPO
3 Tpapn&re mpog to £Em ToV dioko PEYPL VO GTAUOTNCEL

YpdETe (KEUEVO TOL VTTOSEIKVOEL TO, OVO AYKIGTPO TOL TPETEL VOL TEGTOLV Y10, GVOTYLLOL)

Kwndkog QR mov npémet vo ovumepiingOei www.mavenclad-instructions.com
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6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

No puAdcoetal o€ B€or, TV omoia dev PAETOVV Kot dev Tpoceyyilovv Ta TOddL.

7. AAAH EIAIKH ITPOEIAOITIOIHXH, EAN EINAI AITAPAITHTH

Kvttapotogukd: Metayeipioteite pe mpocoyn.

8. HMEPOMHNIA AHEHX

AHZH

9. EIAIKEYX YYNOHKEYX @YAAZEHX

dvAdocete oTNV OPYIKN GCLGKELOGIN Y10 VO TPOGTATEVETAL OO TNV VYPAGIAL.

10. IAIAITEPEX ITPO®YAAZEIX I'TA THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTQON ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHHOAEIMMATQN ITOY ITPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOGYNXIH KATOXOY THX AAEIAY KYKAO®OPIAX

Merck Serono Europe Limited
56 Marsh Wall

London E14 9TP

Hvopévo Bacilelo

12.  APIOMOI AAEIAYX KYKAO®OPIAXZ

EU/1/17/1212/001 - 1 dwokio
EU/1/17/1212/002 - 4 diokio
EU/1/17/1212/003 - 5 Siokia
EU/1/17/1212/004 - 6 Sickia
EU/1/17/1212/005 - 7 Siokia
EU/1/17/1212/006 - 8 Sickia

13. APIOMOZX ITAPTIAAX

Moprtida
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‘ 14. TENIKH KATATAZH I'lA TH ATAGEXH

‘ 15. OAHTIEX XPHXHX

‘ 16. TIAHPO®OPIEX XE BRAILLE

mavenclad

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KOdKag (2D) Tov pépet Tov meptineBévta LovadiKo ovoyVOPLoTIKO KOOKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEXZ ENAEIZEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER)

XAPTONENIA OHKH

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

MAVENCLAD 10 mg dwokio
KAadpivn

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Merck Serono Europe Limited

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEXZ ENAEIZEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER)

KYYEAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY INPOIONTOX

Cladribine 10 mg

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®VYrro 0dNOV ypiiong: [Iinpogopics yia Tov ypioTy

MAVENCLAD 10 mg dwokia
KA adpivn

A dote TPOGEKTIKG 0AOKANPO TO PUAAO 0ONYLOV YPNONS TPV UPYICETE VO TUIPVETE AVTO TO

PaPROKO, H1OTL TEPIAAPPAVEL ONUAVTIKEG TANPOPOPIES Y1 GUC,

- DdvrdEte avTo TO PUALO 0dN YOV YpNoTS. Towg ypelootel va to dfdcete Eavda.

- Edv éxete mepontépw amopiec, poTGTE TOV YIOTPO 1] TOV QOPLLOKOTOLO GOLC.

- H ocvvtayn yio autd 10 approako xopnyndnke amokAEIGTIKA Y10 GOc. Agv TPEMEL VO SMGETE TO
Qapuaxo og dAlovc. Mmopel va Toug TpoKaAEcel PAAPN, 0KOUO KoL OTAV TO GUUTTOUOTO TG
ac0éveldg Toug givar id1o oL d1KA GoC.

- Edv mopatmpnoete Kamoa avemBounTn evEpyeLa, EVILEPDOTE TOV YIUTPO 1] TOV QOPLOKOTOLO
o0G. AvTo oyvel Ko Yo kaBe mhovi) avemBounTn evéEpyELa TOV OV OVOPEPETOL GTO TAPOV
@OALO oMYV ypriongG. BAéme mapdypago 4.

T epréyel To Tapov QUAAO 00N YIAOV:

Tt elvar to MAVENCLAD «on o gfvon ) ¢pfion tov
Timpéner va yvopilete mpv mdpete to MAVENCLAD
[Mog va népete o MAVENCLAD

[MBovég avemBdunTeg evépyeteg

[og va puridccete to MAVENCLAD

[epieydpevo g cuoKeVAGIG Kl AOITEC TANPOPOpPiES

SR

=

T givar to MAVENCLAD xat oo givon ) p1jon Tov

To MAVENCLAD mepiéyel m dpaotiki ovcio kKAadpiivn, o kuttapotoikn (KoTaoTpOQIKT Yo, To
KOTTOPO) OLGia 1) oTToio AEITOVPYEL KVUPIWE 6TO AEUPOKVTTAPA, KOTTOPO TOV 0VOGOTOU|TIKOD
GLOTHLLOTOC TTOL EUTAEKOVTOL GTT QPAEYUOVY.

To MAVENCLAD ypnotuonoteiton yio tn Oepaneio e morhoning oxipovong (I1X) oe evijhkec.
H I1X givar po 7aOnon oty onoio AEYLOV] KATOGTPEPEL TO TPOCTAUTELTIKO TTEPIfANUA YOP® amd Ta
vevpa.

H Ogpancio ue MAVENCLAD éyet xatadeydei 6Tt peidver tig e£QPOEIC TOV CUUTTOUATOV Kol OTL
emPpadvvel v eEEMEN ¢ avammpiag.

2. Tvrpéner va yvopilete mpv napete To MAVENCLAD

Mnyv napete to MAVENCLAD:

- o€ mepinton aArepyiag oty KAadPIBivy 1 6€ 0m0100NTTOTE GAAO OTO TA GVGTAUTIKA TOV
MAVENCLAD (avogépovtat oTny mapaypaeo 6).

- edv elote Betkoi otov HIV, 10 omoio onpaivet 611 £xete LoAVVOEL e Tov 10 TG avOpdITIVNIG
avocoaverapkewog (HIV).

- eqv &yete evepyn pupotioon 1 eAeyHov Tov foTog (Nratitidn).
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- eav €xete eEaofevnuévo avocoToOMTIKO GUGTNIE AOYM LOTPIKAOV KOTOCTACE®DY 1| ENEON
noipvete Ghha @appoka mov e£ac0evoiv T0 AVOGOTOMTIKO GO GVGTIIA 1| LEIOVOLY TNV
TOPOYDYT CUOGPALPIY GTOV PVEAD TOV 06TAOV G0G. AVTA GuuTEPLAUPAVOLV:

- KuKAooTopivn, KuKAOPOoQaUidn Kot alabgionpivn (TOL YP1GLOTOODVTOL Y10 TV
KOTOGTOAN TOV 0VOGOTOUTIKOD GUGTHLATOS, Y10 TOPAOEIY L LETA OO LETOUOCYEVLCT)
opYavmV),

- pebotpe&an (mov ypnoponoteiton yio ) Bepaneio achevelidv Omwe N yopioon N M
pevpLOTOENG apbpitida),

- LLOKPOYPOVI0, KOPTIKOGTEPOELDT| (TTOVL YPNGLOTOIOVVTOL Y10, T LEIMON TNG PAEYLOVIG, Yo
ToPAdEYLO 6TO Gobua).

BA. emiong “Alra pdpuoxo kot MAVENCLAD”.

- edv éxete evepyd Kapkivo.
- edv éyete pétpra M cofapd veppikd Tpofrqpata.
- eav giote éykvog N Onhalere (BA. emiong “Komon kot Onrloouoc”).

Mnyv napete To MAVENCLAD kot angvBovleite gtov y1atpd 1 TOV opUOKoTold oag AV Ogv €loTE
BéPotot €6V 0000 TOTE OO T TOPOTAV® EQPAPUOLETAL GTNV TEPIMTTMGT| GOC.

IIpogidomonoeils Kol TPOPLAGEELS
Amevbuvbeite otov y1oTpd 1 TOoV Qoppakonotd cog Tpv tapete 10 MAVENCLAD.

E&etdoeic aiporrog

Oa kdvete e€etdoelg aipatoc Tpwv v Evapén g Bepomeiog yio vo edeyyOel 0TL umopeite va TapeTe TO
MAVENCLAD. O ywtpdg 6o {ntroet emiong e£eT00€1g iOTOg KOTA TN SLUPKELN KOt UETE, TN
Oepomeio yio vo ehéyEet 0TL pumopeite vo ovveyicete va maipvete to MAVENCLAD, ko 611 dgv
OVOTTOOCETE OMOLECONTOTE EMITAOKESG amd TN Oepaneio.

Aowméeig

Oa eéetaoteite Yo va domiotwbel edv Exete omolecdnmote Aowméelg Tpv apyicete T Oepaneio pe to
MAVENCLAD. Eivot onpovtikd vo angvboveite 6tov yiotpd cog e6v vopilete 0Tt Eyete kdmowa
roipwén. To copntopata tov Aoywméemv prnopel va mepthapufavouy: Tupeto, Tévo, Hoikod Tovo,
TOVOKEPAA0, YeVIKO aictnua adiabesiog 1 amdielo 6peéne. O yaTpog cag uropel va Kabvotepoet )
Oepomeio, 1 Vo TN SOKOWEL, LEYPL VO OVTIUETOTIGTEL 1] AoipmEn.

Epmng

Edv givon amapaitto, O euforiacteite katd tov Epanta tpv apyicete ) Oepomeia. O ypelaotel va
TEPIUEVETE Y1 YPOVIKO SldoTnua petald 4 kot 6 efSopadv yio vo Yivel amoTeAEGUOTIKOC O
euporacpog. Evuepoote Tov Y10Tp6 605 GpEcMG AV EYETE COUTTAONATE EPTNTO, LU0 GUYVI
emmAokn Tov MAVENCLAD (BA. mopdypago 4), n onoia prnopei va ypetaleton e101kn Oepomeia.

Ilpoodevuixn molveotiaxy revkoeykepotonabeio (PML)

Edv motedete 6t 1 IIX eMOEIVOVETAL 1] EQV TAPATNPTCETE OTOLAONTOTE VEQ COUATONATO, Y10
Topadelypa oAlayég otn d1dfeon 1| 0T CLUTEPIPOPA, KEVE LVIUNG, SVOKOAIEG e TNV OHAOL Ko TNV
emKovavia, arevduvleite 6TOV Y10TPO 60G TO GUVTOPGTEPO dLVATOV. AVTH UTOPEL VO OTOTEAOVY
CUUTTMUOTO P0G CTTAVIOG EYKEPOAIKNG OLOTAPOYG TOV TPOKaAEiToL 0o AoiumEN Kot ovopaletan
TPOOJELTIKY TOALESTIOKT AgvkogykeparomdOeia (PML). H PML eivar po coPaprn katdotoon 1
omnoia, umopel vo. odnynoet o€ coPapr| ovammpio 1| Odvaro.
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Av kot PML dev €yet mapatnpnbei pe to MAVENCLAD, owg mpoAnmtikd PHETPO, Popel va
vofin0cite og payvnTiki Topoypo@ia KEQailov Tpv apyicete tn Oepamneio.

Koapxkivog

Mepovopéva suufavta kapkivov &xovv tapatnpndel oe acbeveic mov giyav AdPel kKhadpiivn otig
KAMvikég peréteg. AmevBuveite otov yoTpo cog eav glyate Katd to Topelfov Kapkivo. O yatpog cag
0o amopacicel Tic kaAbTEpEG emA0YEG Oepameiag yio oag. Q¢ TpoAnmTikd PéETpo, Ha Tpémel va
0KOAOVOEITE TIG TUTTIKEG CLOTAGEIC TPOSVUTTOUOTIKOD EAEYYOV YO KOPKIVO, GOUQ®VO LUE TIG
oLUPBOVAEG TOL Y10TPOD GO,

AvticOMnym

O1 GvOpeg Kot 0L YuVaiKeS TPETEL VAL YPTGULOTOOVV OTOTEAEGLOTIKT] AVTIGOAAN YT KOTA TN S1dpKELn
g Oepameiag pe o MAVENCLAD ot tovAdyiotov yio 6 puiveg petd tv tekevtaio d0or. Avtd eivot
onuavtiko 6101t 1o MAVENCLAD pmopei va fAdwel coPapd to Bpépog oag.

BA. eniong “Konon kot Onhacpog”.

Metayyicelc oipotog

Edv ypewnoteite petayyioeig aipotog, evnuepmote tov yutpo cag ot maipvete to MAVENCLAD. To
aipo evogyeton va mpEnel vo, akTvofoAndetl yio vo amo@evyBovv emmAOKEC.

AlMoyn Oepomeidv

Edv aAldlete and dAdeg Oepaneieg yio [1EX oto MAVENCLAD, o yutpoc cog O eéyéetl 6tL ot
apBpol Tov apoceoipiov (AEUEOKVTTIAP®OV) GOG lval PLGLOAOYIKOL TPV apyicete T Oepameia.

Edv aArdlete and 1o MAVENCLAD og dhAeg Oepamneieg yuo [1Z, angvBuvleite otov yiatpod cog.
Mmropel va vTap oV GAANACETIKOADYELS GTNV ENIOPOGCT] GTO OVOGOTOMTIKO GG GOGTI LA,

Hrotwkd mpofAnuato

AmevBuvbeite otov yoTpo cog tpv Tapete 10 MAVENCLAD edv €xete nmotikd TpofAnuoto.
Howord xar Epnpor

H yprion too MAVENCLAD 6gv cuviotdton o€ acbeveic nAikiog kdto tov 18 etdv, 51011 dev el
depevvnBel oe aLTAV TNV NAKLOKT OUAd.

Alro pdppoxa kor MAVENCLAD

Evnuepaote tov y1atpd 1 TOV QopUoKonod 6og 0V Taipvete, £xete mpdoata TapEL | Lropel va
TOPETE AAAA POPLLOKAL.

Mnyv apyicete To MAVENCLAD poadi pe pdppoxo mov e£ac0evodyv 10 avocomomTikd Gog GUGTNLLO
N LELOVOLV TNV TOPOYDYT AUOGPAPIDY GTOV HVEAD TMV 0GTMOV G0G. AVTA GUUTEPIAAUPAVOLV:

- KuKAoGTOpiv, KUKAOPOOEOULIdN Kot alabglonpivn (TOL ¥PTGLOTOIODVTOL Y10 TIV KATUGTOAN
TOV OVOGOTOMTIKOV GLUGTNOTOS, Y10 TOPASEY O LETE OO LETAUOGYELGT OPYAVOV),
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- pebotpe&atn (mov ypnoonoteiton yio ) Bepaneio acheveldv Omwe n yopioon N 1M
pevpaToeldng apbpitida),

- LLOKPOYPOVIOL KOPTIKOGTEPOELIN (TOVL XPNGULOTOLOVVTOL VL0l TN HEIMOT) TNG PAEYHOVIS, Y10
mopadelypa 6to aodpa). Bpayvypovio KopTikooTEPOEdN UTOPOVY Vo, xpnotponoindody otav
GOG TOL GLVTOYOYPAPNGEL O YIUTPOG GOG.

Mnyv ypnopomonjoete 1o MAVENCLAD poali pe ddha eapuaxo yio IX ektdc edv cog
ovppoviedoet e101Ka o yTpdg cog. Tétowa pappoka Teplapfavovy aieptov{ovpdumn,
daxMovpdunn, SuebBuAOEOLUOPIKO, PIVYKOAUOOT], 0&IKT YAQTIPOUEPT), BTO-TVTEPPEPOVT,
vaTaALOVUAUTN ) TEPIPAOVVOUIOT.

Mnyv ntapete 1o MAVENCLAD Ttovtéypova pe driio gappoko. ApNnote £va PLECOSOGTNU
TOVAALoTOV 3 OP®OV peTald e Ay too MAVENCLAD kot GAA®V @apudkmy mov Aapfavovtol
a6 to otopa. To MAVENCLAD mepiéyet vopo&umpomvAiofetadésn, n omoio uropel va
OAANAETOPACEL PUE GAAL POPLOKO GTO GTOUAYL GOGC.

AmevOuvleite otov YuTpo cog, edv voPaiiecte M| Exete voPAndel o Oepameia pe:

- (QAapuOKo, IOV UTopel va ennpedlovy Ta apoceaipld cog (Yo mapdaderypo kKopfopalenivn, tov
xpnowomoteital yuo T Oepoameia g emtAnyiag). O yotpog cag Umopel vo ypeldleTal va 6og
TOPOKOAOVOEL TO GTEVAL.

- optopévoug tomovg epPoriov (Le Loviovodg 1y Lovtovong eacBevniévoug KPOOPYaVIGUODG).
Edv éyete euPoractel eviog tav teElevtainy 4 émg 6 efdonddwv, 1 Oepareia pe to
MAVENCLAD npénet vo kabvotepnoel. Agv Tpénel va Kavete tétoto epPorio, Katd ™
dupketo e Oepaneiog pe 10 MAVENCLAD. To avocomonTikod 6og 60GTNUO TPETEL VO, EYEL
avaKauyeL Tpv umopéoete vo, epporacteite, kot eEgtdoelg aipatog Oa to eEAéyEovv awtd.

- dalénn, vipedutiv, Vipoorivy, pecepmivn, o1hootaloAn 1| covAvdakm (mov
YPNOYLOTOLovVTOL Yio T Ogpameio TG KapIIAG, TS VYNANG OPTNPLUKNG THECTC, AYYELNKODY
KOTOOTAGE®Y 1| QAEYUOV®DV), | EATpopfordyn (mov ypnouonoteiton yio tn Oepameia
Kataotdoemv mov oyetilovtor pe opoppayian). O yurpdc cog 0o cog met T ypedleTal va KaveTe
€0V TPEMEL VAL TAPETE AVTA TO PAPLLOKOL.

- pLpaumikivy (mov ypnoonoteiton yio 1 Ogpomeio oplopévav TV Aoiu®éENc), vrepiko (St.
John's wort) (wov ypnoiponoieitor yio ™ Ogpameio ¢ KatdOAYNG) 1 KOPTIKOGTEPOELDT| (TOL
YPNOLLOTOLOVVTAL Y10 TV KOTAGTOAN TNG @AEYHOVNIG). O yotpdg cag Ba cag metl TL ypetdletar va
KAVETE €0V TPEMEL VAL TAPETE AL T TOL PAPLLOKOL.

AnevOuvOgite 6TOV Y10TPO 60G £V TOIPVETE OPUOVIKA OVTIGVAANTTIKA (T.). “TO Ydm”). Xpewdleote
pa 0gvtepn nEBodo avTicOAANYNG Katd T didpketa ¢ Bepaneiog e MAVENCLAD ot yio
TovAdyIoToV 4 gfdopdoeg LETA TV TeEAEvTOLN dOOT).

Kdnon ko Onhaopdg

Mnyv napete to MAVENCLAD &dv elote €yxvog 1| tpoonabeite va peivete £ykvoc. Avtd ivar
onpavtiko 610t 1o MAVENCLAD propel va BAdwet coPapd to Bpéepog cag.

[Ipénet va ypnoponoteite 0mwoTeleonoTIKES AVTICVAMTTIKEG nEB@GOOVG Y10 va amoplyeTe va petvete
éykvog Katd ) dudpkela kaOe mepiddov Bepaneiog pe to MAVENCLAD ot yuo 6 piveg agov mipete
v teevtaia d6omn. AmevBuvleite 6Tov Y10TPO GaC €4V TAIPVETE OPLOVIKG OVTIGLAANTTIKE (T.). “TO
xom”). Xpewaleote pia 6evtepn néBodo avticOAAYNG Katd T didpkela g Bepaneiog pe
MAVENCLAD «xout yio tovhdyiotov 4 gfdopndades petd v terevtaio 06om. Eav petvere éykvog
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TEPIOCOTEPO amO 6 Ve PETE TNV TEAeVTain 60T GTO £T0G 1, dev avapévetat Kivouvog aAld avtod Oa
onuaivel 6t dev umopeite va AdPete Bepaneio pe to MAVENCLAD evoowm giote €ykvog.

Edv giote dvopac, TpEmel va Yp1CGLYLOTOLEITE ATOTEAECUATIKEG OVTIGVAANTITIKEG HeBOAOLS Yo vaL
ATOPVYETE VO LElVEL £YKVOG 1) GOVTPOPOC GOC, Katd TN d1dpkela g Bepamneiog pe 1o MAVENCLAD
Koty 6 pveg Hetd v teAgvtaio doom.

O ywtpog cog Ba cog kabodNynoel GYeTIKA UE TIG KOTOAANAES LeBOd0VG AVTIGOAAYNG.

Mnyv napete to MAVENCLAD, gdv Onialete. Eav o yuatpdg cag kpivel 6Tt to MAVENCLAD eivan
OTUOVTIKO Y10, GOG, O YIoTpOG 6ag Oa o suuPovdedost va S1akOyeTE To ONAacUO.

Oonynon kot YEPGPOg PNYEvVIRATOV

To MAVENCLAD d¢ev ennpealet v KavotnTé 6ag yio. 00Mynom 1 ¥EPIoUd Unyovnudtov.

To MAVENCLAD nepiéyer copprroin

Av 0 Y10TpOg 60G, GOG EVNUEPMGE OTL EXETE dLGAVEEID GE OPIGUEVE GAKYAPO, ETIKOIVOVIOTE UE TOV
YTPO GOG TPV TAPETE OVTO TO PEPLOKO.

3. Hog va mapete To MAVENCLAD

[Tédvtote vo TaipveTe TO PAPOKO CVTO AVCTNPA COUPOVO. LE TIG 00N Yieg TOV YloTpoy cag. Edv éyete
apQPOLIES, pOTACTE TOV YIUTPO 1) TOV PAPUOKOTOLO GO,

IIepiodor Oepameiog

To MAVENCLAD 0a cag yopnyn0et mg 6vo mepiodor Oepanciog o 2 1.

Kd&0e mepiodog Oegpanciog amotereitan omd 2 gfdopadeg Oepanciag, ol onoieg ival pe HEGOIACTNUA
evog unvoc oty opyn kabe étovg Bepomeiag.

Mua gfdopdoa Oepameiog anoteleitar and 4 1 5 nuépeg Katd TS omoieg Aapupavere 1 1 2 dwokia
KaOnuepwva (PA. Mivoko 1).

Hopaderyua: v apyicete ) Oepaneia cog ota uéca Ampiriov, mtaipvete o, o1okio oag 6TmG QaiveTal
TOPAKAT®.

Mivaxag 1
"Etog 1 "Etog 2
In eBdoudda 1 1 2 doxio KaOnuepvaL In eBdoudda 1 1 2 doxio KaBnuepvVaL
Oepoameiog vy 4 M 5 nuépeg, ota Oepoameiog vy 4 M 5 nuépeg, ota
péso Ampidiov péso Ampidiov
21 efdopdda 1 1 2 diokio koOnuepwva | 21 gfdopndada 1 1 2 doxio KabnuepvaL
Oepoameiog vy 4 M 5 nuépec, ota Oepoameiog vy 4 M 5 nuépec, ota
péca Maiov péca Maiov

[pw apyiocete pia mepiodo Oepameiog, o yioTpdc cog Oa {nrmoet e&étoon aipotog yio vo eAEyEeL OTL Tal
EMIMEd 0 TOV AEUPOKVTTAP®YV (£VOC TOTOG AEVKMV atloc@opiny) Bpickoviol eviog TOL 0TOdEKTOD
gvpovg. Edv dev cvpPaivel avto, n Oeponeio cag Oa kabvotepnoet.

A@obd olokAnpmoete 2 meplddovg Bepaneiog katd tn S1dpKeld 2 ETOV, 0 Y0TPOg 6ag Ba cuveyioEeL va
ToPOKOAOVOEL TNV VYEil oag Yo akOua 2 €11, 6T ommoia dev ypelaleTat vo ToipVETE TO PAPUOKO.
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Adbon

1. ®a cog cvvtayoypapn el 0 cmoToc 0pBrdS diokinv yio kdOe efdoudda Bepaneiag, pe Baon o
ocopoTIKO oag Bapog omwe paivetol otov [ivoka 2.

2. Ba ypelooTeiTE pin 1 TEPIGGOTEPEG GVOKEVAGIES Y10, VO £XETE TOV GMOGTO 0plOpd dioKimv.

3. Orav AdPete v mpoundeto papudiov cag, eAéyEte 0TL £xeTe TOV 6MOTO apOpd S1oKimV.

4. 21NV aploTePT] GTNHAT TOV TIVOKO EVIOTMIOTE TN GEPA TOL TAPLALEL 6TO COUATIKO Gag Papog (o

kg), ka1 ot cvvéyela eEléyEte Tov apBpd TV dioKimv Tov TPENEL Vo Ppickovtal HEca TN
ovokevocio(eg) Yo v efdopdda Bepaneiog wov apyilete.

5. Edv o apBuog tev diokiov otn(ig) cvckevocia(eg) eival dtapopetikds amnd Tov apliud mov
(QOIVETOL Vi TO fAPOG OOG GTOV TIVOKO, TOPUKAT®, EVIIUEPDOTE TOV YIUTPO GOC.
6. [Ipocéte 0T1 Y10 0piGpEVE E0PN COUOTIKOD BApove 0 aplfudc TV SioKimv pmopel vo Tokiddet

peta&d tmv efoopadmv Bepameiog.

Hopaderyua: eav Quyilete 85 kg kot mpoxertan vo apyiocete v efdoudda Oepameiog 1, Oa cag dobodv
8 dwoxia.

Hivaxag 2
To copatiké cag fapog ApOpndg d1oKiv oV TPEMEL VA TAPETE
[epiodog Oepaneiog £Tovg 1 [epiodog Oepaneiog £Tovg 2
EBdopdda EBdopdda EBdopdda EBdopdda
Oepameiog 1 Oepoaneiog 2 Oepameiog 1 Oeponeiog 2
Myotepo amo 40 kg O ywtpog cog Oa cog el Tov apduod S1oKimV TOv TPETEL VO TAPETE
40 émg Myotepo omo 50 kg 4 4 4 4
50 éwc Mydtepo oamo 60 kg 5 5 5
60 éwc Myotepo amo 70 kg 6 6 6 6
70 éwc Mydtepo oamo 80 kg 7 7 7 7
80 £wg Mydtepo amd 90 kg 8 7 8 7
90 éw¢ Mydtepo amo 100 kg 9 8 9 8
100 émg Aryotepo and 110 kg 10 9 10 9
110 kg ko dve 10 10 10 10

[og va tapete T0 @APROKO oG

[aipvete to(a) diokio(a) mepimov v 010 dpa kabe pépa. Katameite ta yopig vo pacnoete. Agv
ypewdleTon va maipvete ta d1oKia TNV Opo TOV YELUAT®V. MTopEite va To TAIPVETE LLE TO, YELLLOTO )
HETAED TV YELUATOV.

Awfdaote Tov “Oonyo Ppe-tpos-priina” 6to T€Log AVTOL TOV GVALOV 0ONYLOV YPNGNS Y10 TO
TAG VO, (EIPIGTEITE TN GVCKEVUGIO O.CPUAEING Y10 TOLOLE KO TAOG VU TAPETE TA SIGKIA TOV
neEPLLOPPAVOVTAL 6TT] GUOKELVUGIA.

InpavTiko

- BePawwbeite 611 T ¥€pra cog givar oteyva mpv mapete To(0) diokio(a) oag.

- Yrpdéte 10 d1okio(a) oag LEGH OO TV KLWEAT KOl KOTOTIEITE TO AUECOC.

- Mnyv aopnvete to(0) diokio(a) extedelévo(a) oe EMPAVELES, Y10 TOPAEIY U ETAV® GTO TPATECL,
oVTe va yepileote 10 S16Ki0 Y10 HEYOADTEPO YPOVIKO ST atd OGO gival amapaitnTo.

- Edv éva diokio apebel og o empavela, 1 €0v GTAGEL KOl TEGOLY OPOOGLOTO 0O TNV KOWEAN,
N emeavela Tpénel va mAv0el d1e£odkd.

- [M\évete ta yépro cag 61e£0d1Ka apov Yelploteite To dloKia.

- Edv ydoete éva diokio, cupPovievbeite Tov yiotpd oag.
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Aldpkero pog poopddag Oepanciog

Avddloyo pe Tov cuvolko aplBuod diokiov Tov cog £xel cuvtayoypapnel, Tpénel va ta whpeTe yio 4 M
5 nuépeg, oe kdOe efdoudda Bepameiog.

O ITivaxag 3 deiyvel mdoa diokia (1 1 2 diokia) mpénet va tapete Kabe uépa. Edv n nuepnoio 66om
oag etvon 2 diokia, TAPTE TO TOVTOYPOVA.

Hopaderyua: v npénel va napete 8 diokia, Bo mapete 2 dokia v Huépa 1, Huépa 2, Huépa 3, ko
ot ovvéyeto 1 dwoxio v Huépa 4 ot v Huépa 5.

Hivaxkag 3
Yuvolkog aplOpog
uv;g}lgloo:t‘(;ﬁu Hpépa 1 Hpépa 2 | Hpépa 3 | Hpépa 4 | Hpépa 5
Ogpameiog

4 1 1 1 1 0
5 1 1 1 1 1
6 2 1 1 1 1
7 2 2 1 1 1
8 2 2 2 1 1
9 2 2 2 2 1
10 2 2 2 2 2

Eav wapete peyorvtepn 066 MAVENCLAD amé v kavoviki

Edv mépete mepiocotepa Siokio amd TV KAVOVIKT 000N, EVILEPMGTE TOV YI0TPO G0¢ opuécmg. O
ywTpdc cog O amopacicst eav yperdleTor va dakoyete T Oepameio 1 Oyl

Agv vrdpyer eumeipio veepdocoroyiog pe to MAVENCLAD. Eival yvwotd 611 060 meptocotepo
(QAPUOKO TOIPVETE, TOGO AMYOTEPA AEUPOKVTTOPO UTOPEL VO Efvol TOPOVTO GTOV 0PYAVIGUO GAG, JE

amotélec o Aepponevia (BA. Toapdypago 4).

Eav Eeydoete va mapete To MAVENCLAD

Eav Eeydoete pio 060n kot To OupnOeite Eav Eeydoete pa 0661M ko1 dgv To Ovpundeite
€VTOG TG 1010G Nuépag ov 0o £mpeme va TV | TAPE POV péEYPL TNV EMONEVY péPQ
TapeTE

[épte ™ d601 ov Eeydioate exeivn Ty nuépa. | Mnv mtdpete ™ d6om ov Eeydoate poll pe tnv
EMOLLEVT TTPOYPOUUATICUEVT] HOOT).

[épte ™ 8601 OV EeYdoaTe TNV ETOUEVT] LEPQL
KoL TOPOTEIVETE TOV aplOUd TOV NUEPDV OTN
ovykekplévn efdopdda Bepomeiag.

Hopaderyua: Eav Eegydoete va mapete ) 060m g Huépag 3 xan dev 1o Bupunbeite mopd povo péypt
v Huépa 4, mépte ™ d6om g Huépog 3 v Huépa 4, kot mopateivere tTo cuvoAtko aplfud nuepav
otV gfdopada Bepaneiog katd 1 nuépa. Edv Eeydoete 2 cuveyeic 60oe1g (Yo mapadetypa Tig 00GELg
g Huépag 3 kar g Huépag 4), ndpte T1c 600e1g mov Eeydoate Tig EMOUEVES 2 MUEPES, KoL TOTE
mopoteivete v Rdoudda Bepameiog kotd 2 NuUEPES.

Edv &xete meptocdtepec epOTAGELS GYETIKA LLE TH PNON OVTOV TOL POPLEKOL, POTACTE TOV YOTPO 1
TOV POPLAKOTOLO GOG.
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4. MBavég avemOounTEG EVEPYELES

Onwg 6Mo To pApLOK, £TG1 KO AVTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL OVETIBVUNTEG EVEPYELES, OV
Kot 6gv ToPovclaloviol o€ OAOVG TOVS OVOPAOTOLG,.

Agpgomevia Ko £pmng

H mo onpovtikn avemBountn evépyeia givar pio peimon tov aptfpod Tov AEVKOV dLocPOLPIimY Tov
ovopalovtot Aepeokvttopa (Aep@omevia), n owoio eivol ToAd cuyvn (UTopel va ennpedosl TAvm and
1 ota 10 dropa) ko propet va eivan coPapn. H Aepponevio propel va avénoet tov kivouvo va
eupavicete Kamowo, Aoipmén. Mia Aoipwén mov topatmpeitar cuyva pe to MAVENCLAD eival o

épmnc.

Evnpep®ote Tov Y10TpO 60G Opic®OS EAV £ETE CUPMTTONOTA EPANTA OGS '(OVN' cofapov TOVOL
Kot AVKTOV®OES €EAVON LA, TUTTIKG GTN pio TAELPE TOL OVATEPOL HEPOVS TOV GMWOTOC 1| TOV
TPOCHOTOV. AAL0 CUUTTOUOTO PUTOPEL VA €IVl TOVOKEPOAOG, aicno Kavcov, popunkioon,
LOLOIOG A 1) KVNOUOG TOV OEPUATOC OTNV emnpealOpevn Teployn, Yeviko aicOnua adabeciog 1
TLPETOC GTO OPYIKE 6TAS10 TG AOTU®ENC.

O épmng Ba ypewootel aywyn, kol n Oepaneio pe to MAVENCLAD propei va, ypetaleton va
GTOUOTNGEL LEYPL TNV EMITUYN ENIAVOT TG AoipmENng.

Alheg ovyvég avemBounTeg evEPYELES - pnopel va emmpedoovy émg 1 ota 10 dtopa
- (POovoKOAEG EpTNTa 6TONATOC (EMYEilOg EpTNC)

- e€avomnua

- TPYOTTOON

- ueimon otov apliud opliopévemv AEVK®Y apoc@alpiov (ovdetepdeiia)

oAV ondvia avemBOuNTY evépysra - pmopel va ennpedoet éog 1 ota 10.000 dropa
- pupatioon

Ava@opd avemBopunNTOV EVEPYELDOV

Edv mopatmpnoete Kamoo avemBounTn evEpYELa, EVIUEPDOTE TOV YATPO 1 TOV POPLOKOTOLO CaG.
AvTo 1oyveL Kot Yo KaBe Thovn avemiBountrn vEPYELD TOL dEV AVAPEPETAL GTO TOPOV PVALO 0dNYIOV
¥pone. Mropeite eniong va avapépete avemBOunTeg evépyeleg amevbeiag, LEcm Tov €0viKoD
GUGTNLUATOG OVOPOPAS ToL avaypapetor oto [apdaptnua V. Méow tng avapopdg avembounTmv
EVEPYEIDV UTOpEiTe va fondnoete 6T GLALOYN TEPIGGOTEPOV TANPOPOPLDV CYETIKG, LLE TNV OCPOIAELL
TOV TTOPOVTOG PUPLAKOUL.

5. ag va purhdocetre To MAVENCLAD

To @dppoKo avtd TPEMEL VoL QLAGGGETOL G PEPT TTOL dgV TO PAETOLY Kot dgV TO POAVOLV Ta US4
No pun ¥pnOULOTOLEITE AVTO TO PAPUAKO HETA TNV MUEPOUNVio AENC TOL AVOPEPETAL GTNV
emonpaven kot 6to kouti petd tnv AHEH/EXP. H nuepopunvia Anéng eivor 1 tedevtaio nuépa tov
U1VO, TOL oVOPEPETOL EKEL.

dvAdocete 6NV OPYIKN GLGKELOGIN YO VO TPOGTUTEVETOL OTO TNV VYPAGIAL.

Mnyv metdite @ApLOKa 6TO VEPH TNG AOYXETELONG 1| GTO OKLOKE amoppippata. Potiote tov

(QOPUOKOTOIO GOG Y10 TO TMG VO TETAEETE TOL PAPLLOKO, TTOV JEV ¥PNCILOTOLEITE Lo AvTd To uéTpa Oat
Bonbnoovv oy Tpoctacio Tov TEPPAALOVTOC.
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6. Mepreydpeva TS GLOKEVOGILNG KU1 AOUTEG TANPOPOPIES
T wepréyer to MAVENCLAD

- H dpactikn ovoia givar 1 kKAadpipivn. Kabe diokio mepiéyer 10 mg khadpiPivige.
- Ta dAlo cvotatikd givol vVOPoVTPOTVAOPETOIEEN, GOpPITOAN KOl GTENTIKO LOYVIGIO0.

Epg@davion too MAVENCLAD kot wepiey6peva TG 6VOKEVAGIOG

Ta dtokic MAVENCLAD eivat Aevkd, oTpoyyvAd, augikvpto diokio pe yopoypuévn my évoeén “C”
o pia mhevpd kot “10” oty GAAn Thevpd. Kdbe cuokevacio mepiéyet 1, 4, 5, 6, 7 1 8 diokio o€
KOWEAT, GOPAYICUEVT] GE XOPTOVEVID O1KT KOl OTEPEDUEVT GE KOVTL ao@oAegiag Yo Taudid. Mmopel va
U1V KUKAOQPOPOUV OLEG Ol GLOKEVAGIES.

Karoyog Adsrog Kvkrhogopiag

Merck Serono Europe Limited
56 Marsh Wall

London E14 9TP

Hvopévo Baciielo

Hopaokevaocti)g

NerPharMa S.R.L.
Viale Pasteur 10
20014 Nerviano (M)
Ttaiio

R-Pharm Germany GmbH

Heinrich-Mack-Strasse 35

89257 Illertissen

Ceppovia

To mapov OALo 0dNYIOV Yp1iong avadeswpi)Onke Yo TelevTaia opd otig {MM/EEEE}.
Adreg TNYES TANPOYOPLAOY

Agmtopepeic mANPoQopieg Yo T0 PAPHOKO avTo gival d1a0éceg 0To dikTvaKd TOTo Tov Evpmmaicon
Opyaviopov Ooppdakmv: http://www.ema.europa.eu.

Oonyog prpe-wpos-pipa yo ) Myn Tov dwkiov cag MAVENCLAD 10 mg

To MAVENCLAD &ivol cueKeVAGUEVO GE VOl ETOVOKAEIVOLEVO KOLTI AGQAAELNG Y10 OO Kol
TPENEL VO, PLAAGGETOL GE UEPT TTOL gV TO PAETOLV Kot dev TO POAVOLY Ta, TSI, Agite TOPAKAT® YioL
&vav 001y0 PUA-TPOG-PrLLa Y10 TO TAG VO XEIPLOTEITE TN CLOKELOCIN KAl VO TAPETE TO S1oKia
MAVENCLAD. Befaimfeite 611 yvopilete moca diokia mepiéyovtal ot cvokevacio. BA. To pOALO

odNymv ypnong yo kabodnynon.
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1. ’Eyxete étowo éva motpt pe vepod kan Pefarmbeite 0T Ta xépio oag eivor kabapd kot oteyva
TPOToL TapeTe To(0) Siokio(a).

3. (1) Avoi&te t0 TTEPHYI0 GTO OPIGTEPO AKPO.
(2) IItéote Tpog T HESH TO AYKIGTPO GTIC TAEVPES TOL KOVTION TAVTOXPOVO. LLE TOV DEIKTN Ko
TOV QVTIXEWPO, KOl KPOTHOTE TO AYKIGTPO TIEGLEVA.
(3) TpaPn&te mpog ta £€m tov dicko uéypt va otapatiost. lipocoyi: Mnv agaipeite Tov dicko
amto TO KOLTL.
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4. Bydiite 10 puALGd10 0o Tov dicko. Befoiwbeite 011 Exete SaPdoel ohdOKANPO TO GOALO 00T YIDV
XPNONG GLUTEPIAAUPOVOUEVOL TOL 001Y0D PrjLa-Tpoc-Prina Kot LAGETE TO GE AGPUAEG LEPOG.

5. AV0oMK®OGOTE TN GLGKELOGIN KLVYEANC CTPMYVOVTAG TO OAYTLUAO GOG LEGO GTNV O GTOV d1GKO.
TomoBetoTe T0 YEPL GO KATM OO TN GVGKELOGIN KLYWEANG Kot ompmEte 1 1 2 diokia 610 XEPL
GOG, COLLPOVO. LE TI| GLVTOYOYPUPNUEVT GOg OOCT.

o

6. Kortomeite to(a) dwokio(a) pe vepo. To diokio TpEmEL va KATATIVOVTOL OAOKANPOL KOL VO, U1
HOCAOVTOL 1] Vo aprivovton vo. dtodvBovv pésa oto otopa. H emaen pe to déppa mpémnetl va givar
TEPLOPIGUEVT]. ATOPVYETE VO TAVETE TN UOTN, TO LATio 1 GAAOL LEPT) TOV CAOUATOC,.
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8. Q0Onote Tov dioko miow péca 610 Kovuti. DLVAAGGETE TNV APYIKT) CLOKELOCIN Y10l VO
TPOGTATEVETOL OO TNV VYPAGIaL.

Ddvldooete Ta diokia oTV KOYEAN UEypL TV enduevn door. Mnv maipvete to diokio Tvaloviig Ta
€€ amd ™V KLWEAN. Mn @uAdooeTe Ta O10Kia GE SLOPOPETIKO TEPLEKTN.
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