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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 10 mg emkaAvppéva pe Aewtod vUEVIO dlokio

2. MOIOTIKH KAI MOXOTIKH XYNOGEXZH
Kdabe diokio mepiéyet 10 mg Aeprovvouiong.

"Exdoya ue yvootéc dpaoelg
Kabe diokio mepiéyet 78 mg Aaktdlng povoidpikng.

Mo tov T pn katdAoyo Tav exdoywV, BA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemtd vpévio diokio

Agukb £m¢ VTTOAEVKO, GTPOYYLAD ETKOAVUUEVO e AETTO VEVIO O1okio, TN pio TAELPA TOL 0TOioV
QEPEL TO JLaKPLTIKO Yvopiopo ZBN.

4. KAINIKEX [TIAHPO®OPIEX
4.1 OgpamevTikég gvoeicelg

H Aeplovvopion evoeikvotal yio TV aVIIUETOTIOT EVIATK®OV 0cOev@V UE:

o o&eio pevpoToeldn apbpiTido Mg «AVTIPELUUTIKO PAPUOKO TPOTOTONTIKO TG VOGOL»
(DMARD),
o o&eia yoprooikn apbpitida.

[Ipdoeatn N Tawtdypovn Bepameio e NratoTolkd 1 AUATOTOEIKA OVTIPEV LATIKY QAPLOKO
tpomomonTikd g vocov (DMARDS) (m.y. pebotpe&dtn) pmopet va £yl cov amotérecpa avENUEVO
kivduvo coPapdv avemBountov evepyeidv. ' avto, n Evapén g Bepansiog pe Aepiovvouidon o
TPENEL VO, ANQOE] TPOGEKTIKG VTTOYT) GE GLUVOVAGO LE TNV AVOAOYIC 0QELOVC/KIVOVVOU.

Emmdéov, petdraén amd m Aeprovvouion oe éva GAlo DMARD ywpig va akolovbnioet n dtodikacia
éxmloong (PA. mapdypao 4.4) uropei va avénoet v mbavotra enpocheTmv Kivohvmv Yo
avemOOUNTES EVEPYELEC OKOUT KOl Y10, LEYOAO O1GGTNHO UETE TN HETATAED.

4.2 Aocolroyio Kol TpOTOS YOopYNONG

H Oepaneioa Oo mpémer va apyilel ko va mapakolovdeitol amd ylorpovg Tov £0VV EUTEPiN OTN
OepamEVTIKT AVTIUETMOION TG PEVUOTOES0VG apBpiTIdag Kot TNG Ymplaokng apbpitidac.

H odovivoapvotpavepepdon (ALT) 1§ yYAovtapikn Tupoosta@uiikn tpavoapvact opov (SGPT) kot
pio yevikn e£€Taom aipotog Tov vo TEPIAAUPAVEL TOV TOTO TV AEVK®OV KOl TO, GHOTETAALN, TPETEL VO,
EAEYYOVTUL CLYYPOVAOC KOl LE TNV 16100 GLYVOTNTOL:

o P oo TNV Evapén e AepAovvouiong,

o Ké0e 600 EPSOUASEG KOTA TOLG TPMTOVS 6 UNVEG TNG AYWOYNG KO

o oTn ovvéyeln Kabe 8 efdouddeg (BA. mapdypapo 4.4).

Aocoloyia

o >t pevpotoedn apbpitda: n Bepaneio pe Aeprovvouion apyilel cuvnbwg pe 100 mg mg d6om
@oprtiong, epanaé nuepnoimg yia 3 nuépes. [apdietyn g d6omg PopTiong ThavOV va. LEIDCEL
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Tov kivduvo avemBountov gvepyeiov (PA. mapdypagpo 5.1).
H ocvvietopevn d6om cuvtipnong eivatl 10 mg éoc 20 mg Aeprovvopiong epdna nuepnoiog
avdioya pe ™ Papdtnra (evepydtnra) T vOGOUL.

. 2mv yopuotkn apbpitda: n Oepaneia pe Aeprlovvopion apyilet cuvnBog pe 100 mg mg d6om
QOpTIONG, QAT NUEPTGI®G Yo 3 NUEPEG.
H ocvvietdpevn d6on cuvtipnong eivor 20 mg Aeprovvopidong epdmnas nuepnoing (BA.
Tapaypapo S5.1).

H Oepanevtikn dpdorn cuvnbmg eppaviletal petd amo 4-6 efdopddeg kol dSuvatov va vapet
mepaltépm Pertioon petd and 4-6 pives.

Agv GUVIOTATOL TPOGOPHOYT TG 000N G 6 0GOEVELG [le NG LOPPTIC VEPPIKT OVETAPKELD.

Agv amaiteitol Tpocappoyn g 60omg oe acbeveig nhikiag peyoldtepnc Tmv 65 eTmv.

Houdrazpixog minBvouog

To Leflunomide Zentiva dg cuviotdtol o 0c0eveig KATo TV 18 €MV, ENEON N ATOTELECUATIKOTNTA
KoL M aGPAAELR TOV OgV EYOVV TEKUNPLOOEL 6T VeaviKT pevpoToeldn apbpitida (PA. mapdypago 5.1

Kot 5.2).

Tpomoc yopnynong

Ta dwokia Leflunomide Zentiva givat yia amd tov otopotog ypnon. Ta diokio tpémet vo Kotamivovtol
0AOKAN PO, UE ETOPKN TOGOTNTA VYPDV. TO TOGOGTO amoPPOPNONG TNS AEPAOVVOUIONG dEV
emnpealetar av ANeOei pue v Tpoen.

4.3 Avrtevosieg

. YrepevoioOnoia (educotepa mponyovuevo civopopo Stevens-Johnson, To&ikn emdepuikn
VEKPOAVGT, TOAVHOPPO EpLONUA) GTN OPACTIKH 0VGI0, GTOV KUPLO dPAGTIKO HETOPOALTN TNV
TEPLPAOVLVOUION 1 GE KATTO10 A0 Ta, EKOO0YO. TTOL AVAPEPOVTAL GTO TUN A 6.1,

. AocBeveig pe dtotapayn e NTOTIKNG AELTovpYiag.

. Acbeveic pe Paptdc Lopeng KotaoTdoelc avosoavendpkelog, m.y. AIDS.

. AocBeveig pe onuavtiKd dtotopayuévn AEITOVPYio TOV HVEAOD TV 0GTAOV 1 CTLLOVTIKY avolio,
Aevkomevia, ovdetepomevia 1 Opopporevia Tov opeiletal € SLAPOPETIKA aiiTiol ammd TN
PEVUTOELON N TNV YOPLoGTKN apOpitida.

. Adcbeveic pe copapéc Aoumnéelg (PA. mapdaypapo 4.4).

. Aocbeveig pe pétplog £mg cofapng LOPPNSG VEPPLKN OVETAPKELD, ETELON OEV VILAPYEL EXOPKNG
KAWVIKY] gUmEIpia 68 0T TNV OpAda TV achevdv.

. Aocbeveig pe Bapidg LOpPNG LIOTPMTEIVOLULQ, TT.). GE VEPPOGIKO GHVOPOLLO.

. "Eykveg 1 yovaikeg pe mbavotnto TEKVomoinomng ol 0moieg eV YPNOLLOTOI0VY 0EIOTIOTN
AVTIGOAAN YT KATO TN OLAPKELL TG OYDYNG LE AEPAOLVOUIOT Kot PETH amd 0VTH 0G0 YPOVIKO
dlonua To enimeda Tov dPacTIKoD peTafoAitn oto TAdoua eivar tepiocdtepo amd 0,02 mg/l
(BA. mapdypogo 4.6). H kdnomn apénel va £xel amokAeictel mpv amd tnv Evapén g aymyng 1e
Ae@AoLVOLION.

. TIMuovaikeg mov OnAdlovv (BA. Tapdypao 4.6).



4.4 E101kéC TPOELOOTOMGELS KUl TPOPVAAEELS KATA TN Y p1ion

Agv GUVIOTATOL 1] GUYYXOPNYNOT| LE NAATOTOEIKE 1] ALLOTOTOEIKA OVTIPEVLOTIKG QAPLLOKOL
tpomomonTikd ¢ vooov (DMARDS) (w.y. pueBotpe&drn).

O dpaotikog petaforitng g Aeprovvouiong, A771726, éxel peydin nuimepiodo (NG mov avépyeTal
cuvnBmg og 1-4 gfdopadec. Mmopel va mtapovciacBovv cofapéc avemBounteg evépyeteg (T.y.
Nnatoto&koTNTA, UUATOTOEIKOTNTA 1) AAAEPYIKES AVTIOPACELS, PA. IO KAT®), OKOUT KOl oV £XEL
Sdwkonel ) ayoyn pe Aeprovvopion. [V’ avtd, dtav mtapovsiacBovv tétoleg ToEIKOTNTEG ) €AV VLo
omolodnmote dALo Aoyo o A771726 ypelaotel va kabapiotel amd to cdpa, 1 dwdikacio EktAvong o
npénel va, akolovdnOei. H dadwcacio propei vo emavainebel 6co givar kKAvikd avaykaio.

Xe mepintoon embupiog TPog KUTGN 1 AKOVGLOG KUNGEMG Yo T S1adKacio EKTAVGONG Kot TIg GALEG
GUVIGTOUEVEG EVEPYELEC, PA. Tapaypapo 4.6.

Hrotwéc avtidpdosig

ZrAvio avoeEpONKaY TEPITTOGEIS coPapnc NTATIKNG PAGPNC, TEPIAAUPOVOUEVOV KOl TEPUTTOCEDV LE
potpaio KatdAngn, Kotd m Sidpkela g aywyng Le AepAovvopion. Ol TepocITEPES TOV TEPMTOGEDY
gupavicOnkoy evtdg TV TPOTOV 6 VOV TNG AY®YNG. ZVYVA VINPEE TAVTOYPOVI Ay®YN LE GALQ
NTatoTo&IKd POPUAKEVTIKA TPOTOVTA. BEmPEiTaL OVOIHIOVE GNUAGIAG VO akoAovBoDVTAL CVGTNPE Ol
GLOTAGELS TOPUKOAOVONGNG.

H ALT (SGPT) mpénetl va eréyyetor Tpv amd v Evapén g AEPAOLVOUIONG Kal [E TNV 1010
oLYVOTNTO UE TNV omoia dievepyeitar yevikn e&étaomn aipotog (kb 000 EBOOUASES) KOTA TOVG
TPOTOVG 6 UNVEG TNG ayYN G Ko 6T cvvéyeta kibe 8 gfdouddec.

INo avénoeig tov Tiwdv ™mg ALT (SGPT) o1 ontoieg eivan dStmhdoieg €mg TpmAAoIEg amd TO AVAOTEPO
Op10 TOV PLGLOAOYIKMV, Ba Tpémet vo AneOel vTdyn N peimon g 66ong amd 20 mg og 10 mg kot Oa
npénet va Se&dyetan efdopadiaio maparkorovdnemn. H yoprynon Aeplovvopidng mpénet va dtaxomel
Kol vo apyioetl 1 dtadikacio EkTivong, epocov 1 avénon tev tiuov g ALT (SGPT) e€axoiovbel va
glvar peyaAvTePN 00 TO SUTAAGLO TOV AVATEPOV OPIOL TOV PLGLOAOYIKAV 1) OV 1) VENGT TOV TYLDV
g ALT givon peyoddtepn amd 10 TPITAGGIO TOV AVATEPOL OPIOV TV PUGIOAOYIKMV TILMV.
Yuviotdton vo cvveyiletal n Tapakoiovdnon tov nratikdv evihpmv petd v dtakony tng Oepaneiog
pe Ae@AOVVOUION, HéEYPL Ta ENimeda TV NIATIKOV eViOU®V Vo, ETaVELDOVY GTIG PLGIOAOYIKEG TUUEG.

Adym ToV evigOUEVOL 0BPOIGTIKNG NTATOTOEIKNG OPACTG CLUVIGTATOL VO, ATOPEVYETOL 1] KOTAVIAMGON
OLVOTVEDILOTOG KATH TN OLAPKELD TNG AYOYNG LE AEQAOVVOUIOT.

Eme1dn o evepydc petafolritng tng Aeprovvouiong, A771726, deGUEVETOL EKTETAUEVA LUE TIC TPOTEIVES
Kol omoPAALETOL HEG® NTTATIKOD UETABOAMGUOD KOl ATEKKPIONG AtO T YOAN, ovapévetor 6Tl Oa ivar
avénuéva to eninedo Tov A771726 oto Thdoua o€ acbeveig pe vronpmteivarpia. To Leflunomide
Zentiva avtevdgikvutol o€ aobeveig pe Papld vrompoTeivorpia 1 Sotapayr| TG NTOTIKNG Agttovpyiog

(BA. mapaypago 4.3).

Ayotoloyikéc avTdpAoELS

Mol pe tov éleyyo g ALT, Oa mpémet va dievepyeiton pia yevikn e£€T0om ailotog mov va,
TEPAAUPAVEL TOV TOTO TOV AEVK®MV KoL TO OLUOTETAAL TPV 0td TNV EvopéN TS Oy®YNG UE
Ae@lovvopion Kabmg emiong kot kabe 2 efGOUAIES Y100 TOVG TPMTOVS 6 UNVEG TNG AYMOYNG KOl TN
ouvéyela kaOe 8 efoopddec.

O «ivévvog opatoloyikdv dratapaymv avéavetal og acheveic pe Tpobmdpyovoa avarpio, Agvkomevia
N/xar OpopPonevia kabag eniong Kot og acheveig pe datapayuévn AelTovpyic TOV HLELOD TOV 0GTMV
N o€ gKeivovg TOL glval 6€ KIVOLVO KOTAGTOANG TOV LDEAOD TV 06TAOV. E@dcov mapovciacHody
tétoteg dpdoelc, Oo mpémetl va AneOei vdyn 1 Ekmlvon (BA. o KATM) TPOKEWEVOL Vo UEI®OOVV Ta,
enineda tov A771726 610 TAGGLO.



e mePINTOOoN ELPAVIONS COPUAPDY OUOTOAOYIKDOV OVTIOPAGE®Y GUUTEPIAAUPAVOLEVNC TG
maykvtroponeviag Oa mpénet va dtokonel to Leflunomide Zentiva kot omo1adnmote cuvoddg
HVELOKOTAGTAATIKY oyy™ Kot 0o pémel v’ apyicel n dradikacio EKTAVGNG TG AEPAOVVOUIONG.

2uvOvaopol pe AALEC aymyEc

[Ipoc 10 Tapdv dev €xet peretn el eMAPKMOG GE TUYALOTOINUEVES SOKIUEG ) GLYXOPNYNON
Ae@AovVOUIdNG [e avOEAOVOGLOKA TTOV YOPNYOUVTOL GE PEVUATIKES VOGOLG (T.). YAWPOKiv Kot
VIPOELYA®POKIVN), EVOOUVTKA 1| OO TOL GTOUATOG XOPNYOVLEVO XPLGO, D-tevikidhapivn,
alabglompivn Kot GALOVG OVOGOKOTAGTUATIKOVG TOPAYOVTIEG TEPIAAUPOVOUEVOY T®V ATOKAEIGTOV
v dAea [apaydviov Nékpoong Oykmv («Tumour Necrosis Factor alpha-Inhibitors») (ue e€aipeon
) peBotpesatn, PA. mapdypao 4.5). O kivévvog mov oyetiletar pe ™ cvvdvacuévn Bepamneia,
10woitepa PLETA OO TOPATETAUEVY aAy®YN, Eivar dyvmatog. Emeidn tétola Oepamentikn aywyn pmopel
VO TPOKOAECEL 0OPOIGTIKN 1 AKOUT KOl GUVEPYLIOTIKT TOEIKOTNTO (). NTATOTOEKOTNTA 1| TOEIKOTN T
TOV OiHLOITOG), OgV cLVIGTATOL GLVOLACUOG te dAlo DMARD (avtipeopaticd @apoko TpomonomTikd
g vooov) (m.y. peBotpeEdrn).

Zuyyopnynon e TEPLPAOLVOLIONG e TN AEPAOLVOLIOT OEV GUVIGTATAL, APOV 1] AEPAOVVOLLION ivar 1
LNTPIKT OLGIA TNG TEPLPAOLVOUIOTG.

Merdroén o GAAO OAPLLOKO,

A@ov 1 Ae@AovVoUidN TOPOUEVEL APKETO SIACTNUO GTOV OPYUVIGHO, o, LETATAEN o€ £va GAAO
DMARD (7.y. uebotpe&am) ympic va deoybei n dwodikacio Exmivong (PA. To Katw) pumopei va
avéNoet TV TOavOTNTo EMIPOSHETOV KIvOOV@V aKOUT Kot Y10, LeYGA0 S1aoTnie LeTd T petdraln
(T, AAANAeMOPACEIS KIVNTIKNG, TOEIKOTNTA OPYAV®V).

Iopopoing o Tpéceatn Oepaneio pe NTatoToEIKE 1| AUATOTOEIKA QOPUAKEVTIKE TPOTOVTA (TT.Y.
pebotpeEdrn) pmopel va £xel oav amotéAespo avEnon TV avemBountev evepyeimv. I' avtd n
évapén g Bepoameiog pe AepArovvopidon Oa mpénet vo AneOel TpoceKTKd VTOYT GE GLVOVAGLO UE TNV
avaA0Yio, 0PELOVG/KIVOVVOD KOl GUVIGTATOL TTLO GTEVT] TAPAKOAOVONGT KOTA TNV apyIKN GACT] TNG

petdToéng.

AepLoTIKEC OVTIOPGGELC

Ye mepinton eEEAKMOEMS TOV GTOUNTOC Ba TPETEL VOl S1KOTEL 1 YOpN YN O AePAOLVOLIONG.

e aobeveig o1 omoiot avTipeTOTIcONKAY OgpamenTIKA pe AEPAOVVOUION avaPEPON KV TOAD GIAVIEG
TEPUTTMCELG cLVIPOLOL Stevens Johnson 1 To&ikn emdepptkn vekpoAvor ko PappokeuTikn
Avriopaon pe Hoowooidia kot Zvotnpatikd Zopntopate (DRESS). MoAig yivouv avtiAnmtég
OEPLOTIKEG AVTIOPAGELS T)/KOL AVTIOPAGELS TV PAEVVOYOVAOV Ol OTTOIEC dNULOVPYOVV TNV LITOY i YLol
tétoteg coPapéc avtdpdoelg 10te 1o Leflunomide Zentiva kot omotadnmote GAAT EVOEXOUEVOG
oLV0d0G aymYT| Ba TPEMEL val S1aKOTOvV Kot VoL apyicEL APESHS 1 SLdIKAGT0 EKTAVGNG TNG
AEQPAOLVOLIONG. X€ TETOLEG TEPIMTMOGELG EIVOL OVOIOIOVE GNUAGTOC 1) TANPNG EKTAVGT). X€ TETOIEG
TEPMTOCELG avTeEVOEiKvLTAL ETOVEKDeST 0T Aeplovvopion (BA. mapdypago 4.3).

DdlokTovodng yopiaon Ko exdeivoon g yopioong xovv avapepel Hetd amod tn xpnHon
AepAovvopidne. Atakomn g aywyng mlavov va eetaotel Aapupavovtag vadyn t voco tov acbevoic
KOl TO 16TOPKO.

AgppoTid, EAKN UITOPEL VO ELPAVIGTOVY KT, TN d1dpKela TG Oepameiog pe AepAovvopion. Av
VILAPYEL LITOYIO Y10 dEPUOTIKO EAKOG GYETILOMEVO LE TN AEQAOVLVOUION N OV TOL SEPLOATIKA EAKN
EUPEVOLY TTOPa TNV KaTtdAANAN Bepameia, Oa mpémel va eEetdletal n dtoKomn TNG AEPAOVVOUIONG Kot
va dtevepyeital mAnpng dadikacio Ekmivonc. H amdeacn yio emavévoapén e Ae@Aovvopiong petd
amo depuatikd EAkm Bo mpénet vo faciletonl 6TV KAVIKY EKTIUNGT] Y10 TV EXOPKN ETOVAMGT] TOV
TPOOLOTOC,.



Melwpévn EToVA®GN TOL TPAVUOTOC LETE amd YEPOovPYIKn enéufacn propel va mapovciactel oe
acBevelc katd ™ ddpkelo g Oepomeiog pe Aeplovvouion. Bacel atopikng aglohdynong, pumopel va
e€etaotel 1o evoeyOpEVO dlokomNg TG Depameiog e AEPAOVVOUION KATA TNV TEPIEYYEIPNTIKY TTEPI0S0
Kot vo yopnynOei o dtadikacio EkmAvonc, OT®S TEPYPAPETUL TAPUKAT®. X TEPITTMON SIUKOTNG, M
amoOPAoT Vo cLVEXLGTEL 1] AepAovvopion Ba wpénel va Paciletal otnv KAk a&loAdynon g
EMOPKOVS ETOVAMOTG TOV TPAVLLOTOG,

Aoydéeig

Eivatl yvootd 6Tt opploKeLTIKA TPOIOVTO TOL £0VV 0lVOGOKATAGTUATIKES 1010TNTES - OGS N
AepAovvopidn - dSuvatov va evacONTOTOMGOLVY TEPIGGOTEPO TOVG acBeveic € AOMEELG,
GUUTEPTAAUPOVOLEV®VY KoL TOV EVKOIPLOKOY AotumEemv. Ot Aopméele, umopel va etvar coPfapotepeg
amo 0Tl GLVHOWG Kot Y1’ oLTO UTOPEL VoL YPELOGOET TPMOIUT KoL TTO EVTOTIKY 0y@YT. TNV TEPITTOON
OV TOPOVGLAGTOVV L) EAEYXOLEVES AOMEELS Baptldg popens, iomg kpiBel amapaitnto va dtoKomel 1)
Bepamneia pe Aeprovvopion kot va akolovdndei dtadikacio EkTAVGNC, OTWS TEPLYPAPETAL TTLO KAT®.

Eravieg teputtwoelg [poiovoag [oAvestiaxnc Agvkogykeporonadeiag (ITITA) éxovv avagpepbel o
acBeveic mov Aappdvovy Aeprovvouidn peta&h dAA®V 0VOGOKATAGTAATIKOV.

Ipw v évapén g Bepamevtikng aywyng, 6Aot ot acbeveic Tpémel va a&loAoyodVTOL Yio EVEPYN 1| UN
evepyn («AavBdvousar) euuaTi®eT), COUPOVO LE TIG TOTIKES GVOTAGES. AVTO UTopEl va
TEPIAAUPAVEL TO 10TPIKO 1GTOPIKS, TOOVT TPOTYOVUEVT ETAPT LUE PLUOTIOOT, KOUT KOTAAANAN
SLAOYN OT®G OKTIVOYPOPIC TVELLOVAV, SOKILOGTO QLLOTIVIG Ko/ SOKIUN Y-VTEPPEPOVG, OTMG
epopuoletat. YrmevBouiletal 6Toug cuviayoypaeovs o Kivouvog WeudmV apvNTIKAOV ATOTEAEGUATOV
oTN dePUOTIKN SOKIHAGIO 0T QLHOTIVY, £0Kd o€ acBevelg Tov elvar coPfapd dppwoTol N
avoGoKOTAOTOAEVOL. Ot 060gVeig Le 16TOPIKO PLUATIOGNC TPETEL VO TOPAKOAOVHOVVTOL TPOGEKTIKA
AOY® TG TOOVOTNTOG EMTAVEVEPYOTOINGNG TNG AOTHU®ENC.

Avtidpaoeic and To OVOTVEVGTIKO

Avgpeon Tvevpovomdfeta, KaOMG KOl CTAVIEG TEPUTTMCELS TVEVIOVIKTG VITEPTACTG KOl TVEVHLOVIKDV
olwimv &govv avapephel kota tn didpketa Oepaneiog pe Aeprovvouidn (BA. mapaypagpo 4.8). O
Kivduvog SLAUESNC TVEVUOVOTTAOELNG KO TVEVLOVIKNG LIEépTacn umopei va avénbei oe acheveic pe
16TOpIKO drapeong Tvevpovoradeiog. H didpeon avevpovoradeia sival pwo duvntikd Oavatneodpa
Sdwtapayn, n ool pmopet va cvpPei og o&eia pdon katd ) didpkela g Oepaneiog. Ta mvevpovikd
CLUTTOWOTE, OTOG Pyag Kol dOoTTvoLN, Uropel va eivart artia yio dlokomy tng Oepomeiog Kot Yo
TEPULTEP® OLEPEVYNGT], AVOLOYQ LIE TNV TEPITTOOT).

[Ieprogpikn vevpordheia

[eputmoeig Tepipepikng vevpomdbelag Exovv avapepbel oe acbeveig Tov Aapufdavouv AepAovvopion.
O meprocdtepot acbevelg fedtidOnkoy petd and dtakomn TG AEPAOLVOLIING, ®GTOCO, ATOTEAEGHOTA
peAétng édei&av gupela petafAntotnra kat kdmolol acbeveic gliyav gupévovta cvumtopato. Hiuio
pueyolutepn T@v 60 £TMV, TOLTOYPOVN XOPNYNOT VELPOTOEIKOV QUPUAK®Y Kot SofnTng Thavov va
avEAVOVVY ToV Kivouvo yio teplpepikn vevpordabeia. Edv évag acBevig mov Aappdaver Leflunomide
Zentiva avontoéel TEPLPEPIKN veEvpoTtadela, va Aaupavetot vedoyn 1 dtokomn e Oepameiog pe
Leflunomide Zentiva ka1 vo mpaypotonolgital n dtadikacio EkmAvong Tov eappdaxov (PA. Topdypapo
4.4).

KoAitdo

e aobeveic mov AauPavovy Oepameio pe Aeprlovvopion €xetl avapepOei KoAitida,
GUUTEPTAAUPAVOUEVIC TNG KPOOKOTIKNG KOAITIdG. Ot acbeveic mov Aapupdvovv Oepaneio pe
Ae@Aovvouion Kot epeavifovv aveEnyntn xpdvia d1dppota TPETEL Vo, VITOPAALOVTAL GTIG KOTAAANAEG
SyveoTikég e£ETACELS.



Aptnplokn mieon

H aptnproxn migon Oa npémnel va eEAéyyeton Tptv amd v Evapén Tng aymyns HE AEPAOVVOUION Kot 6T
GUVEYELD TEPLOOIKAL.

Avamopoywyn (cOoToon Yo Tove Gvopec)

O1 Gvdpeg acBeveic mpémel va givat vipepot yio gvoexopevn epfpvotolikdtnta mov opeileTot GToV
dvopa. Oa mpémel va Sac@oAiletal a&OmoT avTIGCOAANYT KATA TN O1APKELN TNG OY®YNG LE
Ae@AOLVOUIO.

Agv vtdpyovv cLYKEKPLULEVO dEOOUEVA GYETIKA e TOV KivOuvo gufpuoTo&ikdtnTas Tov opeileTol oTov
avopa. Evtovtorg, dev Exouvv die&aybel peréteg oe melpapatolma TPpoKEEVOL Va, EKTIUN el avTdg 0
€101KO¢ Kivouvog. [ va ehayiotomomBel avtdg o mbavog kivouvog, ot dvdpeg o1 omoiot emtBupovy va
TEKVOTOMGOLY BaL TPEMEL VO, SLAKOWYOLV T1) YOpNYNoN Aeprovvouiong Kot va AdPovv 8 g
yoleotupapivng 3 popés nuepnoiong yia 11 nuépeg 1 50 g kOvemg evepyomoinuévov dvBpaka 4 popég
mv nuépa yo 11 nuépec.

211 cvvéyEln o€ KAOE TEPIMTMOT LETPAOVTOL Ol GLYKEVTIPMOGELS TOL A771726 610 TAAGHA Y10 TPADTN
@opa. Katomv petd amd éva didotnua tovddyiotov 14 nuepav Oa npénel va tpocdiopilovrot Kot Tt
01 oVYKeVTpOoELS Tov A771726 610 TAdopa. Eedcov kat o1 600 GUYKEVIPMOGELS 6TO TAAGHA Eivat
Kéto omd 0,02 mg/l Kot apov mapéAbel Tepiodog avaptovig TOLVAXLGTOV 3 VeV 0 Kivouvog
guPpvotolcoTnTog givar ToA pkpoc.

Awdikaocio EkTAvonc

Xopnyovvtor 8 g yoreatupapivng 3 eopég nuepncing. Evailaktikd, yopnyodviot 50 g kdvewc
gvepyomomuévou avlpaia 4 popéc nuepnoimg. H dudpketa pog mAnpovg Ekmivong givarl cuvidmg
11 nuépeg. H dibpketa propel va tpomomoindet oe oyéon Le Tig KAVIKEG 1) EpYacTNpLokég LETAPANTEC.

Aaktoln
To Leflunomide Zentiva mepiéyet Aaktoln. Ot acOeveic e omdvia KAnpovopkd tpofAnpoto
dvoave&iog otn YoAakToln, TANPT AVETAPKELN AOKTAGNG 1) KAKT amoppoencn YALKO NG-yahaktolng

dgv TIPEMEL VOL TAPOLV ALTO TO PAPLLAKO.

[Mapeufoin 610V TPOGOOPIGUS TOV EMTES®MVY 10VIGUEVOV aGBECTION

Koatd ™ dudpketa g Oepaneiog pe Aeprovvouion ko tepiplovvopidn (tov dpactikod petaforitn
NG AEPAOVVOLIONG) EVIEXETAL VO, TPOKVYEL ECOUAUEVN UEIDOT] KATE, T1 HETPTION TOV EMTESWDV
OVIGHEVOD acPeaTtiov avaloya e TOV TOTTO TG GLOKEVNG AVAALONG aGPecTiov oL Oa
ypnoorombet (T.y. cuokevn avdAvong aepiov aipatog). g ek TOHTOV, EKPPACTNKAV AUPIBOAES
OYETIKA UE TNV 0EI0TIoTIO TOV HELOUEVOV EMTESWMV 1OVIGUEVOL 0GPEGTION TOL TAPATIPOVVTAL GE
acOeveic Tov akoAovOOVV oy@yYN pe AEQAOVVOUIOT 1 TEPLPAOVVOUISN. TNV TTepinTOON
AUPIOPNTOVUEVOV PETPNGEWDY, GUVIGTATOL O TPOGIIOPIGLOG TNG GUVOAKNG CUYKEVIPOGONG TOV
emmédwv acfectiov opov dopbopévev MG TPOg TN AEVK®UATIV.

4.5 AMremOpaoslg pe GALG QUPUUKEVTIKG TPOTOVTO KUl GALES pOopPEg alinieniopaocng
Meléteg arlnienidpaong éxovv Tpaypatonombel povo og eVAIKeC.

Avvatov vo epeavicBodv avEnpéves avemBounteg vépyeleg 6€ TEPITT®ON TPOSPATNG XPNONG
GLYYOPNYNONG TNG AEPAOVVOUIONG e NTOTOTOEIKA 1) AUATOTOSIKE PAPHOKEVTIKA TPOIOVTA 1) OTOV
aKoAoLOEl 1 ayyn e AePAoLVOUIdT Y®PIG TEPI0S0 EKTAVOTG OTd OLTE TO PAPUAKEVTIKA TPOIOVTOL
(BA. emiong oonyiec 660V a@opd 6To GLVOVOCUO pe AAES aywYEG, Tapaypapo 4.4). I't avto,
GUVIGTATOL 70 GTEVT] TOPAKOAOVON O TV NIATIK®V eVEOU®V Kol GLLOTOAOYIK®OV TOPUUETP®V KATA
TNV apYIKn QAo TS HETATAENG.



MebBotpe&dn

e o pukpn pedétn (n=30) katd tn cuyyopnynon Aeerovvopiong (10 émg 20 mg nuepnocimg) e
pebotpeEdrn (10 émg 25 mg efdopadiain) o 5 and Tovg 30 acbeveig mapovsiicdnke 2Trdoio —
3mhdola avénon tov nratikev eviopwny. Ot avénoelg petmdnkay otovg 2 acheveig HETA amd GLVEYLION
KOl TOV SO QOPUOKEVTIKAOV TPOTOVTOV Kol 6€ 3 LETA Ao O10KO0TT TG AEPAOVLVOUIONG. e AAAOVG

5 acBeveig eppavicnke tpumAdoia adénon. Xe dGhovg avtols Tovg acbeveis ot Tipéc emavilBay oe
(QULCIOAOYIKE eMimedn, GE 2 HETA ATO OLOKOTN KOl TV OV0 PUPUOKEVTIKAOV TPOTOVTIOV Kot 6TOVG 3 pe
SLOKOTT TNG AEPAOVVOLIOTG.

e aoBeveig pe pevpotoedn apbpitida dev damoT®ONKe KATOO POPLAUKOKIVITIKY] OAANAETIOpaoT
peta&d g Aeprovvopions (10 £mc 20 mg/muépa) kot g pebotpe&dmg (10 Emg 25 mg/efdondda).

Eppolocuot

Agv vapyovv dabéciua, KAMVIKE SEG0UEVO YIoL TNV OTOTELEGLATIKOTITO KL TNV AGQPAAELN TV
eufolacudv Kotd ™ Bepomevtikny aywyr| pe tn Aeprovvopuidn. O gpfolacudg pe (ovra
e€acBevnuéva epPforta, ®otdco, dev cuviotdtat. H pokpd nuiceia {on g Aeplovvouidng mpémetl va
AapBdvetar voyn 6tav oxedidleTon 1 yopnynon evog {avtog e€acbevnuévou epforiov petd
dwokomn| tov Leflunomide Zentiva.

Bopoapivn kot GAAC KOLUOPIVIKG CVTITNKTIKG

"Eyxovv vdp&et avapopég meptotatikdv ovénpévou xpdvov tpobpopfivng, dtav n Aeprovvopidn kot m
Bappapivn cuyyopnynOnkav. Mia apuakodvuvouikn aAAnienidpaon pe t fapeapivn moapotmpnnie
pe tov A771726 ce pio KAVIKT] @opprokoAoyikn peAétn (PA. mapokdto). Emouévmg, dtav n fapeapivn
M KATO10 GALO KOVLOPIVIKO OVIUTNKTIKO GUYXOPNYELTOL, GUVIGTATAL GTEVY] TALpOKOAOVON G TOV
debvoic kavovikomomuévov tniikov (INR).

MEA®D/KopTikoGTEPOELION

Edv o acBevic Aaupdavet 10n un otepoeidn avtipieypovmon edpuaxe (MEAD) kovq
KOPTIKOGTEPOELDT, VT LITOPOVY VAL GUVEXIGTOVY UETE TNV Evapén TG AEPAOVLVOUIOTG.

Emnidpaon GAA®V QUPLOKEVTIKOV TPOTOVIMV 6T Ae@Aovvouidn:

Xoleotopouivny 1 evepyomoinuevog avlpaxag

Yuvietdtol 6Tovg acbeveic Tov Aapupdvouy Ae@Aovvopuidn va unv Aapfdavovy yoleotupopivn 1
gvepyomoumpévo avBpoka oe KOVL ETELDN AVTO 0dNYEL OE Tayeln Kol GNUAVTIKT Helmon TG
ovykévipmong tov A771726 (o evepydg petaforitng g Aeprovvouiong: PA. eniong Tapdypamo 5)
070 TAAGHO. Zav VIELOVVOG UNYOVIoUOS Bempeital 1 SLOKOTN TNE EVIEPONTOTIKNG AVOKOKAMGNC 1)/Kat
UEG® YOOTPEVTEPIKNG dlamidvong tov A771726.

Avaoroleic kai emoywyeic oo CYP450

Meléteg avaoToANg in Vitro 6€ avOpOTIVE NTATIKA LKPOCOATIO VTOONADVOUY OTL TO KUTOYPOLLOL
P450 (CYP) 1A2, 2C19 ka1 3A4 gumhékovior 610 PETAPOAIGUO TG AEQPAOVVOUIONG. ZE [ HEAETN
AAANAETIOPOONG iR ViV LE TI AEPAOVVOUION Kot TN OLUETIOIVY [Un €101KOC NTOC OTOKAELGTHG TOV
kutoypapatog (CYP) P450] evronicOnke EAAenyn onuavtikig emidopacng otnv ékBeor tov A771726.
Metd amd cuyyopnynon epdmnas d6oMg AEPAOVVOUIONG G ATope OV EAGUPOvVAY TOALOTAEG OOGELG
pLoaumTikivng (un dtkoc eraywyéag tov kutoypouatog P450), ta puéyiota eninedo tov A771726
avéndnkav katd 40% mepimov, evd 1 AUC dev petafandnke onuoviikd. O unyoviopudg tg opaong
avTNg Oev elval caenc.



Enidpaon tneg Ac@lovvouiong o GAAG QOPUOKEVTIKG TPOTOVTOL:

Amo 00 FTOUOTOS OVTICVAINTTIKG,

e o pedétn 6mov cuyyopnynnke N Aeprlovvopidn pe KATO0 TPLPAGIKS, ard TOL GTOUATOS
YOPNYOVLEVO, AVTIGVAANTTIKO Ydmt, To omoio mepieiye 30 pg aBuvoAooloTpadioing e vyieig
€0eLOVTpLeC dev mapatnpnOnKe HEION TNG AVTICLAANTTIKNAG OPAGTC KOl 1] OPHOKOKIVITIKT TOV
AT71726 NTav evtdg TV avapevopevay opiov. Mo poppokokivntikny aAAnAenidpaon pe ta arnd Tov
GTOUOTOG AVTIGLAANTTIKA TapotnpnOnke pe tov A771726 (PA. mapokdtm).

O1 akOAO0VOEG POPLUKOKIVITIKEG KOl QOPUOKOOVVAIKEG LEAETEG OAANAETIOpaONC dlEvEPYHONKOY pE
tov A771726 (xbprog dpaotikds petaforitng g Aeprovvopiong). Eneidn napdpotec oaANAETIOpAGELS
QOPUAKOV E PAPLOKO OEV UTOPOVV VO OTTOKAEIGTOVV Y10, T AEPAOVVOLIOT OTIG GUVICTMUEVEG OOGELS,
T 0KOAOLOO OTOTEAECUATA KOl GVOTACELS TPETEL VO, AdpfdvovTal VTOYN o€ aeheVELg TOV
avtipetoniCovrol BepamevtiKd e Ae@Aovvouion:

Emidpaomn ot pemayivion (vadotpopo tov CYP2CS)

Ymipée wo avénon ot péon Cmax Kot AUC g pemayAwviong (1,7 ko 2,4 @opég, avtictorya), HeETd
amo enavohlapPavopeves 60celg tov A771726, vmodnAdvovtag 6t o A771726 givar £vag avaoTorEng
tov CYP2C8 in vivo. Etopuévmg, cuvictdrol Topakoiovdnon tov achevav pe tautdypovn xpnon
QUPUAKEVTIKAV TPoidovT®mV mov petaforifovrotl and o CYP2CS, 6mmg 1 pemayAvion, 1 mokAITaEET,
N moyAtaloévn N ) pootyAtalovi), apol evogyeTal va £xouv vynAOTEPT £KBeo.

Enidpaon ot kaeeivn (vrootpoua CYP1A2)

Enavolopfavopeveg d0ceic tov A771726 peiowoav tn péon Cmax kot AUC g kapeivng (VTooTpm Lo
tov CYP1A2) katd 18% ko 55%, avtictoyya, vmodnidvovtag 0ti 0 A771726 gvdéyeton va givat €vag
nmiog enayoyéag tov CYP1A2 in vivo. Emouévmg, ta papuokevtikd tpoidvta mov petaforilovrot amod
170 CYP1A2 (6mwg 1 dovro&etivn, | ahooetpdvn, 1 Beopuidivn ko 1 Tilavidivn) Tpémet va
YPTOCLLOTOLOVVTOL [LE TPOGOYY| KATA TN S1dpKELd TG BEPATEVTIKNG AYWYNG, ETELON UTOPOLV VO

001 YNGOLV OTN UEIMON TNG UMOTEAECUATIKOTNTOS AVTMV TOV TPOTOVTWOV.

Enidpaon 610 vmooTpdUOTO TOV HETAPOPEN OpYavVIKOV avidvtav 3 (OAT3)

Ymipée wmo avénon ot péon Cmax Kot AUC g kepaxiopng (1,43 ko 1,54 gopd, avtictowya), HeTd
amo emavolappavoueveg d0celg tov A771726, vmodnAdvovtag 6t o A771726 givar £vag avacTOAENG
tov OAT3 in vivo. Emopévac, cuvietdtor tpocoyn otav cuyyopnyeitar pe vrootpopate tov OAT3,
OT®G M KEPAKAOPN, N PeviuAmevikiAdivn, 1 curpopro&acivn, 1 wdopebakivn, 1 keTompopaivn, N
@OVPOGEUION, 1| oLUETIOIV, 1| peBoTpeédn, n {doPovdivn.

Enidpaom oto BCRP (Breast Cancer Resistance Protein — [Ipwteivn Avtictaong tov Kapkivov tov
Maoto0) kai/f vrooTpduaTe Tov ToALTENTIO0L Bl Kot B3 peta@opdc opyavik@v ovidvimv
(OATP1B1/B3)

Ymipée wo avénon ot péon Cmax Kot AUC g posovPaoctativng (2,65 kot 2,51 popég, avtictorya),
petd and emavarapfovoueveg 06celg Tov A771726. Qotd660, dev VINPEE EPEAVIG ETIOPAOT ALTAG TNG
avénong g ékbeomng ¢ pocovPactativng oto TAdoua ot dpdon ¢ avaywnydong HMG-CoA. Edqv
ypMnoLoronbovv tavtdypova, 1 066N TG pocovPactativng dev Tpémel va vrepPaivel To 10 mg
epamnaé nuepnoing. o da vrootpopata g BCRP (n.y. uebotpetdrn, tonotekavn,
covApacaralivn, daovvopovumikiv, doEopovumikivn) kat tng owkoyévelag OATP e1dikd yio Tovg
avaotoieic g avaywydong HMG-CoA (n.y. cyPooctotivn, atopPactativn, Tpafoctativn,
pebotpeEarn, vateyAvion, pemaylvidn, prpaumikivn) 1 Tavtdypovn yopnynon TpEmeL emiong va
yiveton pue mpocoyn. Ot acBeveic Tpémel va mapakorovfodviol 6TeEVE Yo oM UEIN Kol GUUTTOUOTA,
VIEPPOAKNG £kBeoNC 6TA POPUOKEVTIKE TPOTOVTa Kot Bo Tpémetl va e€etaletan n peimon g 660mg
QVTOV TOV POPULOKEVTIKOV TPOTOVIMV.

Enidpaomn 610 amd tov otopatog aviicvAnTtiko (0,03 mg adwvvroletpadiodng kot 0,15 mg
AePovopyeatpéing)

Ympée o avénon ot péon Cmax Kot AUCo4 ™G aibuviototpadioing (1,58 ko 1,54 @opd,
avtiotorya) Kot Cmax kKot AUCo24 TG AgPovopyeotpéing (1,33 ko 1,41 @opd, avrtictoyya) Hetd amd



emavorapPovopeveg 60celg ov A771726. Av ko avti) 1 OAANAETIOpOGT OV OVOUEVETOL VL
EMNPEGCEL SOVOUEVADG TNV AMOTEAEGLATIKOTNTO TOV OO TOL GTOUOTOG OVTICVAANTTIK®V, B0 Tpémet va
AapBdavetar vToOY” 0 TOHTOG TG BEPATEVTIKNG OYOYNG TOV GO TOV GTOLNTOC OVTIGUAANTTIKOV.

Enidpaon ot Bapeapivn (vrdotpope tov CYP2CI)

EnavolopPavopeves d0ceic tov A771726 dev giyav kdmola EXidpOoT 6T GOPUAKOKLIVITIKY] TG
Bapoapivne S, vrodnraovovtag 6t 0 A771726 dev gival oute 0vOOTOAENS, 0VTE EMAYWOYENS TOV
CYP2C9. Qotdco, mapatnprnke pa peimon 25% oty kopuer tov 81eBvoig KavoviKomompuévou
mnAikov (INR) 6tav o A771726 cuyyopnynbnke pe Papeapivn 6nmg cuykpibnke pe m Papeopivn
uoévn. Eropévac, 6tav n Papeapivn cvyyopnyeital, cuvietdtor 6tevi tapakolovdnon tov INR.

4.6 TovipétnTa, KONON KA1 Yolovyia

Kvnon

Yrdpyovv vdvoieg 0Tt 0 gvepydg petaforitng e Aeprovvopiong, A771726 mpokakel coPapég
ovyyeveig dlapaptieg dtav yopnyndei katd ™ didpkela g eykvpocsvvng. To Leflunomide Zentiva
avtevoeikvutal katd v gykvpocsvvn (PA. mapdypaeo 4.3).

IMvaikeg og avamopaymyk NAKio TPETEL VA, YPNCUYLOTOI0VY OTOTEAEGUATIKT OVTIGOAAN YT KOTA T
duapkela tng Oepameiog Kot Emg 2 ypovia petd (PA. TopakdTo «mepiodog avapuovion) N €mg 11 nuépec
petd tn Bepameio (PA. TOPAKAT® GUVTOUEVUEVT] «TTEPIOSOG EKTAVGNC»).

H acBevnic Oa mpémel va yvaopilel 0tL epoGov Topovcilochel kabvatépnon g euuvov pOicemc i yio
0m0100MTOTE AOYO LIAPYEL VIOYiK KUNCEMG, O TPEMEL VL EVILEPADCEL AUEGMS TOV 0TPO Y10, VO
SeayBel 1e0T KLVNOEMG KO GTNV TEPIMTO®ON TTOL eivan BeTIKd, TOTE 0 10TPAS B TPémel va cuinTNoEt
pe v acBevi tov mhavo kivouvo yia v komon. Me mv apyikn Kabuotépnon Tov KOKAOL gival
duvato, OGOV HEIOOVY TayEwe Ta enimeda TOL dPacTiko petafolritn amd o aipa gpappoloviag
Stadkacio amoBoing Tov EOPUAKOD, OTMG TEPLYPAPETAL IO KAT®, Vo eAaTtdel 0 Kivduvog Yo To
£uPpvo and T Aeplovvouion.

e pio pukpn TPoomTIKY PEAETN o€ Yuvaikeg (n=64), o1 omoieg Epevay akovola £YKVEG EVOCM
Adppavay Aeprovvopidn yio 6yt teplocdTEPO Omd TPEIS ELOOUASEG LETA TN GOAAN YT Kot
axoAovOncay o Stdtkacio EKTAVGTC TOL PAPUAKOD, OEV TOPATNPNONKAY CTILAVTIKEG S1OPOPEG
(p=0,13) 0N cvvoAKT| cLYVOTNTA TOV LEWOVOV SOUIKMOV aveORoAdV (5,4%) cuykptvopevn pe Tig 300
opadeg ovykprong [4,2% oty avtictoyn opdda acbévelos (n=108) ko 4,2% oe vyeic £ykveg
yovaikeg (n=78)].

Xe yuvaikeg mov Ppiokovial o€ aymyn| He AEPAOVVOUISN Kot ETBVUOVY VO TEKVOTOUGOLV, GUVIGTATOL
pio oo TG okdAovbeg dladikacicg Tpokewévou vo enifeParmbel 6t1 1o EuPpuo dev extibetat o
to&1kég ouyKkevTpdoelg Tov A771726 (cuykévipmon 61oyog kat® ond 0,02 mg/l):

Ilepiodog avauovig

INao mapateTapévn nepiodo avapévetar 6Tt Ta eninedo Tov A771726 oto mAdcopa o eivol Tave amd
0,02 mg/l. Avapéverar 011 1 cvyKEVTpwon Ba pewwbel katm and 0,02 mg/l 2 ypdvia, petd T drokomn
NG Y®YNG UE AEPAOVVOLLIO.

Metd amd mepiodo avapovig yia 2 ypovia, LETPAOVTOL Y10 TPMTI POPE 01 GVYKEVIPOGELS Tov A771726
010 TAdopo. Katdmy ot cuykevipmoelg tov A771726 oto mhdoua 0o mpénet va tpocdiopicfoiy
aKoun pa @opd apod mapérbetl didotnua TovAdyiotov 14 nuepmv. Epocov kot o1 V0 GUYKEVTPOGELS
010 TAdopo etvar Katm and 0,02 mg/l dev avapévetol Kivduvog TEpOTOYEVEDTG.

IMa meprocdtepeg TANPOPOPIEC GYETIKA UE TN SOKILOGIO TOV OElYUATOS, TAPOKAAODUE EXKOIVOVIOTE
LLE TOV KATOYO TNG AOEI0G KUKAOPOPING 1 UE TOV TOTIKO TOV avTtpdowmo (PA. mapdypago 7).
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Awadikooio EkmAvong
AoV GTAPATAGEL 1| AYOYT] LE AEPAOVVOLION:
. yopnyovvtol 8 g yoreotupapiving 3 @opég nuepnoing yia ypovikd didotnuo. 11 nuepav,

. EVOALOKTIKA Yop1yobvtar 50 g Kdvewg evepyomopévou dvBpaka 4 popég nuepnoing yio
ypovikd dtotnua 11 nuepdv.

ITop’ 6Aa avtd axdun Kot av akolovdn el kdmowa amod Tig dradikacieg EkmAvong, amoteiton
emPePainon pe Tic 2 xop1oté doKacieg apov mapéAdet dtdotnpo TovAdyiotov 14 nuepdv Kot pua
7EPi000G OVOLOVIG EVAULGT] VO OTO TOV TPMTO TPOGOIOPIGHO, TOV Ol GUYKEVIPDGELG GTO TAAC LA
glvon kK4t and 0,02 mg/l w¢ ) yovyoroinon.

Ot yovaikeg pe duvatotnTo TeKvomoinong 0o TpEmEL va EVNIUEPOVOVTOL OTL UETE TN SIOKOTN TNG
AYOYNG omonteiton TEPI0d0g OVALOVIG Yl 2 XpOVIQ TPOTOV PEIVOVV EYKVEG. TNV TEPITTMGT] TOV
BepnBel 611 dev glvar dvvartn N TEPI060G AVALOVIG Yo TEPITOL 2 xpdvia pe xpNoT aEOTIGTNG
AVTIGOAANYTG, GUVIGTATOL TPOANTTIKE 1) Evapln g dtadtkaciog EKTAvong.

To6G0 1 yoreoTupapiviy 6GO Kol 0 EVEPYOTONUEVOS AvOpaKAS GE KOVL UTOPEL VoL ETNPEAGOVY TNV
amoppOPNON TV 01GTPOYOV®V Kol TPOYEGTAYOVAV, £TGL MGTE VO, UNV etvat duvatd va S106PaAIcTE]
a&1OmIoT AVTIGOAANYN LE TO ATO TOV GTOLOTOC YOPTYOVLEVO, OVTIGUAANTTIKG, KOTA TN dtadtkacio
£KTAVGNG LLE YOAEGTUPOUIVY] T} EVEPYOTOINIEVO AVOpaKO GE KOVL. ZUVIGTATAL 1] PNOT| EVOALUKTIKOV
pneBdd®V avTicOAANYIG.

Oniooudg

Ao peréreg og melpapatolma TPOKOTTEL OTL 1] AePAOVVOUION 1 Ol peTaPoAiteg TG Si€pyovTaL 6TOo
unTpkd yoro. I' avtd, yovaikee mov OnAdlovy dev enttpémeton va, AapBavouy AeAOVVOUION.

Tovipdtra

Amotedéopota peret@v yovipodtntog oe {da dev Exovv deiéel enidpaocm otV apceVIKN Kot Onivky
yovipotnta, oAAG TapatnpnOnKoy emPAaPeic eMOPACEIS GTA APCEVIKA OAVATAPAYOYIKA OPYOVA GE
peAéteg touotntag emavarapfovouevng 06ong (PA. mapdypopo 5.3).

4.7 Emopacelg 6Ty IKavOTTO 001]YN61)G KOl (EIPIGHOD PN OvI|LETOV

E@ocov mapovciactodv avemBounteg evépyeleg tétoteg Ommg (AN pmopel vo exnpedcovy v
KOVOTNTO TOL 000EVT Vo GLYKEVTP®OEL Ko va avTidpdoel avaAoyo. e TETOIEG TEPUTTMGELS Ol
acBeveic O Tpémel va amopehyovy TNV 00N YN0 KoL TO XEPIGUO UNYOVIUATOV.

4.8 AvemOopnteg evépyereg

TIepiinwn Tov TPOEIA acEEAELNC

O1 o LYV avaeePOUEVEG AVETIOOUNTEG EVEPYELES LIE TN AE@AOLVOLIOT glvat: )i adENOT TNG
apTNPLOKNG TTieoNG, AevKonevia, mapoioOnoia, kepariadyia, CaAn, didppota, vavtia, EUETOC,
STaPAYEC TOV GTOUATIKOD PAEVVOYOVOL (TL.Y. apBmONG oTopaTiTdN, EEEAKMGT TOV GTOUNTOC),
KOWMako dAyog, ovénuévn ammAieia porlmv, Exlepa, e&dvOnua (copmeptlopuBavouévon Tov
KnAdoPratidddovg e&avinpatog), kvnouog, Enpodeppia, tevovrodnkitda, avénuévn CPK, avopeéioa,
ATMOAELN COUOTIKOV Bapovg (cuvnbmg un onuavtikn), £acBévnomn, ELaEPES AALEPYIKES OVTIOPAGELS
Kot 0OENOT TOV NTOTIKOV TOPAUETPOV [Tpavoauvace (10waitepa e ALT), Arydtepo cuyva g
vapa-GT, Tng aAKaMKNG pOGEATACNS, TNG XoAepvOpivnc].
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Ta&wvounon g avapevouevng cuyvoTnToC:

[ToAd cuyvéc (=1/10), ovyvég (=1/100, <1/10), 6y cvyvég (=1/1.000, <1/100), ordvieg (=1/10.000,
<1/1.000), moA¥ ordvieg (<1/10.000), un yvootég (dev pmopovv va extiundodv pe Bdon ta dtabéoipa
dedopéva).

Evtog ka0 katnyopiog cuyvotnTtog ELOAVIoNS, Ol avemBOUNTEG EVEPYELEG TOPATIOEVTOL KOTA
oBivovca celpd cofapdtnrtas.

Aowudeis kol mopoaoitwoels
ETAVIEG: cofapéc AoUDEELS, cuuTEPIAAUPBAVOLEVNS TNG ONYNG 1) oTtoia, pmopel va amoPel
Bavatneopa

Onwg kot GALOL TapAYOVTES LE EVOEYOLEVT] OVOGOKATAGTAATIKY OpAcT, 1| AEPAOLVOUION UTopel va
avénoet v evactncio oe AOWMEELS, CLUTEPIAAUPOVOLEVOV KOl TOV EVKALPLOK®V AOUdEEDV (BA.
eniong mapdypago 4.4). Enopévmg umopel va avéndel 1 oAtkn cuyvotnta tov AoUdEEDY (E101KOTEPQ
N pwitida, 1 Ppoyyitida Kot 1 TVELHOVIR).

Neomlaouazo kolonbn, kaxony ko un kabopiouéve. (repiloufovovial KOGTEIS Kol TOADTOIES)
O «ivévvog kakon0elag, E101KOTEPO AEUPOVTEPTAACTIKAV SLOTOPAYDV, CLEAVETAL LUE TN YPTON

KOOV 0VOCOKATUCTOATIKMOV TOPAYOVIMV.

A1070p0YES TOV AIUOTOTIKOD KOl TOV AEUPIKOD GOOTHUATOS

Suyvéc: Aevkomevia (AgvkokvtTopa >2 G/1)
Oy ovyvéc: avapia, ehaepd BpopPorevia (oponetdiia <100 G/1)
ErAVIEG: TOVKLTTOPOTEVIQ (TOOVOV e UNYAVIGUO OVOGTOANG TG TAPOYWYNG), AEVKOTEVIL

(Aevkokvtrapa <2 G/1), noevoeiiia
IToAb omdviec: oKOKKIOKLTAPOULiO,

[Ipdoeata, n Guyyopnynon N 1 Sedoykn ¥pNoT SvvnTIKa LLEAOTOEIKMY QOPUAK®OY TOAVOV Vo
oyetileton pe LEYUADTEPO KIVOLVO QUUUTOAOYIKOV ETIOPACEDV.

A1070p0YEC TOD AVOTOTONTIKOD GOOTHUOTOS

Suyvéc: EMIPPES OAAEPYIKEG AVTIOPAGELC

[ToAV omdvieg: cofupéc avaPLANKTIKES/ AVOPLAAKTOEEIS OVTIOPACELS, ayyeUTIda,
CUUTEPTAAUPAVOLEVIC TNG OEPLLOTIKNG VEKPOTIKNG OLYYELTIONG

Awazapoyéc tov ustofforiouod kor e Opeyns

Yoyvéc: avénuévn CPK
Oytovyvée:  LIOKOALOLUIC, VTEPMTIOALLIN, VTOPMGPOPULIIN
ETAVIEG: ovénuévn LDH

Mn yvootéc:  vmoovpryopia

PoyloTpikés OLaTapoyss
Oy ovyvéc: ayxog

Ararapoyég Tov vevpikod ovoTiUaToS
Xoyvéc: napotodnoia, kepalaryio, (oA, TePLPEPIKN VEVPOTADELL

Koapdioxés orotapoyés
Xoyvéc: Ame adENGN NG APTNPLKNG THECNC
Xrdvieg: cofapn avénon g apTNPLOKNG Tieong

A10T0pOYES TOV AVOTTVEDOTIKOD GVOTHUATOS, TOV Bwpako kol Tov uecofwpokiov

Yravieg: dtdpeon vevpovonddela (cupmepAapufovopevng e SIAUESN S TVEVUOVITIONG), M
omoia umopet va amofet Bavatneodpa

Mn yVOGTEG:  TTVELUOVIKT VTTEPTAGT, TVELLOVIKO 0(id10
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Araropayéc Tov yaotpeviepicod

Yuyvég: KOAITIO0, GUUTEPIAAUPAVOUEVNG TG MKPOCKOTIKNAG KOATIONG OO AEUPOKVTTAPIKN
KOAITIO0, KOALOYOVIKY] KOAITION, O14ppola, VOuTic, EUETOC, SIATOPUYEG TOV CTOUATIKOD
BAevvoydvov (m.y. apBdong otopatitidn, EEEAKMON TOL GTOUATOG), KOAMAKO GAYOg

Oyt ovyvéc: SwTapayés yevong

[ToAd omdvieg: Tmaykpeatitida

A10T0poyég T00 NTATOS KO TV YOANPOPOV

Toyvéc: avéNon TOV NIATIKOV TopauETpaVv [tpoavoapvaceg (1daitepa tng ALT), Aydtepo
ovyva ™ Yapa-GT, g alkodkng pocpatdongs, g yorepudpivng]
ErAVIEG: nratitda, iktepog/xohdoTaom

[ToAd omdviec: cofapn PAGPN ToL HTATOG OTOC NTATIKY AVETAPKELD KOl 0EEI0 VEKPWOOT) TOV NIATOG
7oV pmopel va amoPei Bavatneodpog

Arozopoyég T0v FEPUATOS Kot TOD DTOIOPIOD 1GTOD

Suyvéc: avénuévn ammAelo poAlmv, Exepa, eEavinua (coureptiapufavouevon tov
KnAoPfratidddovg eEavinuatoc), kKvnopods, Enpodeppiol

Oytovyvég:  kvidmon

IToAd omdvieg: TOEIKN EMOEPUIKT VEKPOALGT), GUVIPOUO Stevens-Johnson, ToAOLOPPO epHON UL

Mn yvootés:  dgpUOTIKOG EpLOMUATMOONG AVKOG, PAVKTOVOING Yoploon ) ETdeivmon TG
yoplaong, Copupokevutiky] Avtidpaon pe Hoowoeidia kot Zvotnpotikd Xopntdpoto
(DRESS), deppatikd €lkog

A1070p0YES TOD HDOTKEAETIKOD OVOTHUOTOS KL TOD GOVOETIKOD 1GTOD
Xoyvéc: tevovTodnKitida
Oy ovyvéc: pMén tévovta

A1070p0YES TV VEPPWV KO TV 0DPOPOPDYV 00V
Mn yvooTéG:  VEQPIKT OVETOPKELN

A1070p0YES TOD AVOTOPAYDYLKOD COGTHUOTOS KOL TOD UOGTOD
Mn yvootés:  oplokég (avaoTPEYIUES) LELMGELS TOV GUYKEVIPOGEMY TOV GIEPHOTOS, TOV OAKOD

appov orepuatolmopiov Kot TG Tayeiog KIvnTIKOTNTOG

Tevikég d10Topoyés Kot KaTooTAGELS THS 000D YOPHYNONS
Suyvéc: avope&io, andieln copatikod Bapovg (cuvnbog pun onuavtikn), eEacdévnon

Avooopd TOavoAOYOLUEV®V QVETLOOUNTOV EVEPYELDV

H avageopd mibavoroyoduevmy ovemBountoy evepyeidv PeTd amd T xopynomn GdEwg KUKAOPOPIiag
TOV PUPUOKELTIKOD TPOIOVTOG elval onpavtikn. Emrpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVE-KIVOHVOL TOV POPHOKEVTIKOD TPOTOVTOG. ZNTEITOL amd TOVG ETAyYEAIOTIES LYElNG VO
AVOPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES LECH TOL EOBVIKOD GLGTNLOTOG
ovaeopds mov avaypdestor oto Hoapdptmua V.

4.9 Ymepoocoroyia

ZUUMTOUOTO

Ymip&av avaeopic xpoviag vreépPacng e docoroyiog oe acheveic mov EhaPav Ae@Alovvouidn ce
NUeEPNOEg OOGELG, Ol OTTOIEG NTOV TTEVTE POPEG UEYOAVTEPEG OO TI GUVIGTOUEVT] UEPTIOLA SOGOAOYINL
KkaBdg emiong avapopég yia o&eia vIEPPaoT TNG 00G0A0YING GE EVIAIKES KOl TOOLA. XTNV TAEOVOTNTA
AVTOV TOV TEPUTTOCEMY VTEPOOCGOA0YING deV avapépOnkay avembiunteg evépyeleg. Ot avembounTeg
EVEPYELEC TTOV GUUPOVOVV LIE TO TPOPIA AGPAAELOG TNG AEPAOVVOUIONG EVaL: VTTOYAGTPIKO AAYOG,
vavtia, d1Gppota, ocvénpéva nratikd Evivpa, avaipia, Aevkonevia, kKvnopog kot eEavonua.
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AvTiuet®mion

2y mepintmon mov eppavicel vtepdocoroyia 1 TOEIKOTNTA, CLUVIGTATAL YOAEGTLPALIVY 1| AVOpaKog
TPOKEWEVOL Vo, emttoyvvOei 1 amofoAr]. Otav xopnyndnke amd Tov GTOUATOS YOAEGTLPALIVY GE SO0
TV 8 g, 3 popég v Nuépa Yo 24 dpeg oe TpeLS vytelg eBehovtég peidbnkav ta enineda Tov A771726
o710 mAdopa Katd 40% mepimov evtdg 24 opdv Kot 49% Emg 65% evtdg 48 wpdv.

[opatnpnOnke 6Tt HeTd amd TN YopNyNoN evepyomompévoL dvBpaka (KOvig Tov yivetol evoidpniLo)
a0 TOV GTOUOTOC 1] LEG® TOL PLVOYAGTPLKOD coinva (50 g avd 6wpo yia 24 dpeg) petddnkay ot
GUYKEVIPMGELS TOV OpaoTIKOV HeTaPoAitn A771726 610 TAGGHO 6€ T060GTO 37% evtog 24 mpdv Kot
o€ 1060010 48% €vioc 48 wpmv.

AvTtég ot duadikacieg EkmAvong pmopel va emavaineBovv, av gival avaykoio KAviKd.

Meléteg 1000 KaTd TNV EQAPUOYT GLLOSIOAIONG OGO KOl VIO GLVEYN POPNTH TTEPITOVAIKT KGBapo
(CAPD) &de1&av 6tL0 A771726, xoplog petafoiitng g AepAovvopiong, dev givan dStahvtdc.

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@oppokodvvopIKES 1O10TNTEG

Doppakobepanevtikn katnyopio: Exiextikd avocokatactaltikd, kodikdég ATC: LO4AKO!L.

Dapuokoroyio og ovOpdTOLE

H AepAiovvopion eivor évag avtipeupatikog Tapdyoviog, TPOTOTOMTIKOG TG VOGOL LE WOIOTNTEG
OVOOTOATIKEG TOV TOAAUTAAGLOGLOD.

Dopuakoroyio o oo

H Aeplovvopion givai dpaotikn o€ poviéda melpapatolmny pe apdpitido Kobdmg Kot pe GALES
AVTOAVOGEG VOGOLG 1] KOl LETAPOGYEVOT), KLPlmG av yopnyndel katd tn edon evaicOntomoinonc. ‘Eyet
0VOGOPLOGTIKA/0VOGOKATAGTOATIKA XOPOUKTNPIGTIKE, 3P0 (O AVOCSTAATIKOS TOPAYOVTOG TOV
TOAALOTAQGIOG OV KOl TOPOVGLALEL OVTIQPAEYLOVAOOELS 1010TNTES.

Y& HovTéAa TEPUUATOL®®V E AVTOAVOCO VOGO, ATV YOpMYNONKe 1 Ae@ALovVOpIdN KaTd TV TpMIUN
0aon g eEEMENG TNG VOOOL TOPOLGLACONKE 1) LEYIOTI TPOPLAOKTIKY dpdon.

In vivo petoforileton tayémg kot oyedov mAnpmg oto A771726, 0 omoiog glval dSpacTIKOC in vitro Kol
Oewpeitar 611 etvar veEvBVVOC Y10, TO OEpamEVTIKS OTOTELEC A,

Mnyovicoc dpaong

O A771726, gvepyog petaforitng g Ae@rovvopiong, avacstéArel To Eviupo dtHdpoopoTIKT
apudpoyovdaor (DHODH) ctoug avOpdmovg Kot ETOEUVIEL AVOCTUATIKH TOV TOALOTAAGIOGHOD
dpdon.

Khlvikn omoteleopnatikdTnTo Kol 0cQaAEL

Pevuoroerong apbpitida

e 4 eheyyopeveg peréteg (1 pdong I kon 3 eaong M) tapovoidcdnie n arotelecpatiKdOTNTO TNG
AepAovvopidng ot Oepomeio TG pevpaTogldong apbpitidac. Xtn puelét edaong I, pekémm YU203,
ToyotomomOnkay 402 dtopa pe o&eia pevuatosidn apbpitida oe placebo (n=102), o€ 5 mg (n=95), ce
10 mg (n=101) 1| 25 mg/muépa (n=104) AepArovvopuidong. H didpreia aywyng ntov 6 unvec.

e 6Aovg Tovg acbevelg kotd TG peétec eaong I yopnynOnke pia apykn 66om 100 mg
Ae@AOVVOUIONC Y100 3 MUEPEC.

> peiétn MN301 toyaromomOnkav 358 dtoua pe ofeia pevparosidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=133), o 2 g covipacoralivng v nuépa (n=133) 1 o¢ placebo (n=92).
H dudpxeia g aymyng nTov 6 unvec.
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H pedétn MN303 ftov o Tpoatpetikn, 6pmvn ToeAn cvvéyion e MN301 yopic ) xopriiynon
placebo, kataAnyovtog o€ o cOyKplon Aeprlovvopiong pe covipacaralivny el 12 pnvec.

2 peiétn MN302 toyaromomnkav 999 dtoua pe o&eia pevpatogidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=501) 1§ oe 7,5 mg pebotpeldtng tnv efdoudda ta omoia avénbnkav ce
15 mg gfdopadiaing (n=498). H cupuminpopatiky yopynon GLAAKOD 0EE0C NTOV TPOOLPETIKT KOl
yopnynOnke povo oe 10% tov acbevov. H dibpketa g ayoyng rav 12 pivec.

2 peiétn US301 tuyotomombnkay 482 dtopa pe ofeia pevpatoedn apbpitida o 20 mg
Aeprovvopidng/muépa (n=182), oe 7,5 mg pebotpe&dc/efoopadiaing avavopevn oe 15 mg v
eBoopdda (n=182) 1| oe placebo (n=118). Dot o1 acBeveig EraPav 1 mg @uAALIKOD 0&€0G 2 popEC
nuepnoine. H didpketa ayoyng ntav 12 pfvec.

H AepAiovvopidn oe nuepnola d6on tovAdytotov 10 mg (10 éwg 25 mg ot perdétn YU203, 20 mg otig
peréteg MN301 kot US301) tav 6TaTIGTIKA ONIOVTIKG avadTePT £VovTL TOL placebo g mpog
UEIMOT TOV ONUEIDV KOl CUUTTOUATOV TNG PEVUATOEID0VS 0pOpitidag Kol oTic 3 eAeyYOUEVES e
placebo pelétec. Ot deikteg avramokpiong katd ACR (Apepikdviko KoAréylo Pevpatoroyiog) o
perétn YU203 frav 27,7% évavrtt tov placebo, 31,9% ota 5 mg, 50,5% ota 10 mg kot 54,5% ota
25 mg/Mmuépa. Xtig peréteg edong Il ot deikteg avromodkpiong kotd 0 ACR yia ta 20 mg
Aeprovvouidns nuepnoing évavtt tov placebo ftav 54,6% évavtt 28,6% (nerétn MN301) ko 49,4%
évavtt 26,3% (perétn US301) avriotoyo. Metd amd 12 unvav cuveilopevn aymyn, ot deikteg
avtomokpiong kot 10 ACR otovg acbeveig vd Aeprovvouion frav 52,3% (ueréteg MN301/303),
50,5% (ueiétn MN302) kot 49,4% (pnerét US301) cuykpivopevol pe toug aobeveic viod
covipacaralivn wov Nrav 53,8% (pehéteg MN301/303), 64,8% (nerétn MN302) kor 43,9% (perém
US301) otovg acbeveic vmod pebotpe&dtn. X pehétn MN302 1 Ae@Aovvopidn NTov onuavTikd
AyotepO amoterecpatikn amd 0t M puebotpesatn. [lap’ 6Aa avtd, otn perétn US301 dev

TapoTN PN ONKAY SNUAVTIKES OL0POPES LETAED AepAovvopidng kKot peBotpeEdng otig Kupiapyeg
TOPOUETPOVS ATOTEAEGHOTIKOTNTAS. AgV TapatnpONKe dtapopd LeTAED AePAOVVOUIONG Kot
covApacoralivng (uerétn MN301). To amotélecpa amd TNV ay®yn AEPAOLVOUIONG NTAV EUPAVEG
petd and 1 ppva, otabepomomdnke péca oe 3 £mg 6 uNveg Kot cuveyiotnke kad’ OAn T ddpKeLo TNG
aywyne.

€ 0L TUYOLOTOINUEVT], STAN-TVPAN HEAETT, TOPAAANA®Y OpAd®V, U KOT®TEPOTNTOG (NON-
inferiority) cuykpifnKe 1 GYETIKN ATOTEAEGUATIKOTNTO OVO OLOPOPETIKMY NUEPTOLOV dOGEDV
ouvtipnong Aeprovvouiong, ntot 10 mg kot 20 mg. Amo ta anoteAéopoto umopel va cuvoydel 0t
QTTOTEAEGLATIKOTNTO TTOV TTPOKVTTEL A0 TN 0061 cuvTpNnong T@v 20 mg NToV TEPIGGOTEPO EVVOTKN,
eVD, amd TV GAAN TAEVPA, TO ATOTEAEGHLOTO (O TTPOG TNV AGPAAELN EDVOOVGOV TNV NUEPNTLL SO0
cuvinpnong tv 10 mg.

Houdrorpixog ninQvouog

H AepAiovvopidon pehetinke o€ OV TOAVKEVTPIKY|, TUYOLOTOUUEVT], SITAN-TUQAY], GUYKPIVOLLEVT] LIE
dpaotikn ovoia peAétn oe 94 acbeveic (47 avd okéAog) e TOALOPOPIKT] LOPPT| VEUVIKNG
pevpatogldong apbpitidac. Ot acbeveic Ntav 3-17 etV e evepyn ToAVapOPIK LOPOT] VEAVIKNIC
PELLATOELDOVG apBpiTIdOg aveEapTnTa ATd TOV TOTO EVOPENG TG VOCO Kot Y®Pic v Exouy AdPet
TponyovpEvVeg pebotpesdtn 1 AepAovvopidn. Ze avtn T HEAETN, | OO POPTIONG KOl GUVTINPNGONG
g Aeprovvopiong Baciotnke og 3 katnyopieg avaroya pe to copatikd Papog: <20 kg, 20-40 kg kot
>40 kg. Metd and 16 gfdopddec aywyng, n dopopd 6to puipd amdKpIoNng NTOV GTOTIGTIKA OT)LLOVTIKY
v TN peBotpeldtn cOUPMVA [LE TOV OPIGUO Y10, BEATIMOT TNG VEAVIKNG PEVUATOELDOVG apBpiTidag
(DOI) >30% (p=0,02). Xtov¢ acbeveic mov avtamokpifniay, n amdxpion dwtnpnonke yuo

48 efdouddeg (PA. mapdypapo 4.2). To oyfua T@v averBoUNTOV EVEPYEIDV TNC AEPAOVVOUIONC Kot
g pebotpelatng eaivetal va givor mopdpoto, ov Kot 1 d6or mov yopnyndnke oe acbeveic youniov
COUOTIKOD BAPOvg 00NyNoE 08 GYETIKA YaunAn £kOeon (PA. Topdypago 5.2). Avtd ta cTotyEio dev
EMTPEMOVV OMOTELECUATIKT KO AGPAAT) SOGOAOYIKT GVGTOOT).

Ywpraoixn apbpitido,

H omoteleocuatikdmta g APAOVVOUIONC 0modeiyOnKe Ge pio ELEYYOUEVT TUYOLOTOUNLEVT] OLTAN]-
TN nerét 3L01 og 188 aobeveig pe yoprocikn apbpitida, otovg omoiovg yopnyndnkav 20 mg
nuepnoione. H ddpketa g ayoyng tav 6 unves.
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H AepAiovvopidn oe nuepnowa d6on 20 mg fjtav onuavtikd avatepn Evavtt tov placebo o¢ Tpog ™)
peiwon Tov copnToudTev e apbpitidag o acbeveic e yoplactky apbpitida: ot kotd PSARC
(deixteg avTamdkpiong Yo tn Oepaneia ™ yoplacikig apbpitidag) avianokpicelg Ntav 59% oty
opada g AepAovvopiong kot 29,7% oty opdda tov placebo yio 6 unveg (p<0,0001). H
OTOTELEGLLATIKOTNTA TNG AEQAOVVOLIONG 6T Peltioon g Aettovpyiag Kot 611 peimon tov BAapdv
dépuratoc NTav péTpia.

MeAéteg peta v koxdopopio tov TPoiovTog

Mo toyatomompévn peAétn a&loldynce To T0G0GTO OVTATOKPIGNG TNG KAVIKNG
ATOTELEGUATIKOTNTOG G acbevelg pe Tpawun PA mov dev £xovv AdPel oto TapeAdov DMARD
(n=121), katd v omoia ElaPav eite 20 mg, eite 100 mg AepArovvopidng o 600 TapdAANAes OpadES
KaTd T S1EPKELD TOV TPV TPATMOV NUEPDV TNG SUTANG TVEANG TepLodov. H apykn mepiodog
aKoAoLONONKe o Lo avoryT) TEPI0d0 GUVTINPNONS TPLOV UNVOV, KATE TN O1GpKELN TG OO0 Kot 0L
dv0 opadec Edafav 20 mg Aeprovvouidng nuepnoine. Kavéva emnpoc0eto cuvorikd 6pelog dev
mapotnphOnke otov TANOLGUO OV HEAETHONKE e TN ¥PoN TOL oYNUATOS Le 600 edpTions. Ta
dedopéva acPdielog Tov amokTNONKavy Kot amd TS SV0 OPAdES Ay®YNG MTAYV GOUP®VO LIE TO YVOOTO
TPOPIA ACPAAELNG TNG AEPAOVVOUIONC, (OGTOCO, 1| GLYVOTNTO ELPAVIONS AVETIOVUNTOV EVEPYEIDV OO
TO YOOTPEVIEPIKO Kol avénuévav nratikdv eviOpmv €Teve va givol vynAoTepn otovg acbeveic mov
éloPav T doom eodptiong twv 100 mg AepAovvopuiong.

5.2 ®@oppokoKivTIKEG 1O10TTEG

H Aeplovvopion petatpénetorl toyEmg 6to 0pactikd petaforit, A771726, pe petafoAcud g
TPMOTNG 61000V (S10voiEn daKTLAIOV) GTO TOLYMN TOL EVTIEPOV KOl GTO NTAP. XE UI0, LEAETN UE
padioemionpacuévn “C- Aeprovvopidn oe tpeig vyteic ebehoviég dev aviyvennke ouetdBAnm
Ae@AovvouidN 6TO TAAGLO, GTO VPO 1) OTO, KOTPOVA. Z& AAAEG LEAETEC, OTLAVIN aVYVEVON KOV
apetapAnta eninedo Ae@AOLVOUIONG 0TO TAACUA, ®GTOGO, NTAV OE EMimEdA TAACHATOG TV ng/ml. O
UOVOG PUSIOETIOLAGUEVOG LETAPOAITNG TTOV aviyvendnke ato TAdoua ftav o A771726. O
HeTAPOAITNG 0 TOG EVOVVETOL OVGLAGTIKA YIoL OAN TNV N VIVO dPAGTIKOTNTO TNG AEPAOVVOLIONG.

Amoppdonon

Ta otoyeio anékkpiong and T perém “C édei&av 6t amoppoPrdnke ToLAYIGTOV 1060670 82-95%
g 06onc. O xpdvog emitevéng HEYIOTOV GLYKEVTPMGE®Y TOL A771726 610 MAGGUA €ival TOAD
€VHETAPANTOG. MeTd Vv gpanal yopnynon T LEyloTa eNineda TOL TAUCUATOG SLVATOV VO
napovctacBolv petd ond 1-24 dpec. H Aeprovvopidn pmopei va yopnynOet pe v tpoei, EXEdn o
pLOUOG amoppdENONG Eivarl cLYKPIoIUOG TOGO e DrapEn TPoPng OGO Kol GE KATAGTACN VNOTELNG.
AOY® ™G TOAD peydAng nuueptodov (ong tov A771726 (repinov 2 efdouddec) oe KAVIKEG LEAETEG
yopnynOnke 06om epddov 100 mg yo 3 nuépeg mpokeévoL va dtevkolvviel 1) Tayeia enitevén Tmv
emmédwv Tov A771726 o€ otobepn kotaotach. YroAroyiletar 0Tt xwpig T 6001 £QOdOL amatteitol
YPOVIKO SLUGTNUA YOPNYNONG 2 VDV TPOKEUEVOL VO, ETLTELYOOVV 01 GUYKEVIPMGELS TOV TAACUATOG
o€ otafepn KATAOTOOT. X& HEAETEG TOALOTTADY dOGE®V o€ 0obevelg e pevopatoeldn| apbpitida, ot
QOPUOKOKIVITIKES TAPAUETPOL TOV AT771726 Tav YPOUUIKES GE VP0G dOONG S €wg 25 mg. T aVTEG
TIG HEAETEG M KAWVIKT] OPAGT £YEL OTEVI OXEOM UE TIG GVYKEVTPAOGELG TV A771726 610 TAGGUO KO UE
Vv nuepnota d6om AepAovvopidnge. Xe eminedo 66ong 20 mg/muépa, o1 Katd LEGO OPO GUYKEVIPAOOELS
tov A771726 610 TAdGpa og oTafepn Katdotaon fTav mepimov 35 pg/ml. Ta enineda nAdouatog o
otabepn| katdotaon eivar avénuéva tepimov Katd 33 €o¢ 35 opég CLYKPIVOLEVQ, [IE EKEIVA TNG
£amaé d0GEMG.

Koatavoun

210 mAGopa TV avOpodTomv 0 A771726 deopevetar eKTETAUEVA UE TIC TP®TEIVES (Aevkmpativn). To
un deopevpévo kKAdopa tov A771726 ftav 0,62% mepinov. H déopevon tov A771726 givor ypoppixy
OTIG GLYKEVTPOGELS OgpamevTtikod evpovg. H déousvomn tov A771726 mapovoidednke erappdg
UELMUEVT] KO TTEPLGCOTEPO EVUETAPANTN 0TO TAACUA 00OEVAOV Le pELUATOELON apbpitida 1 pe xpdvia
veppikn avemdpkela. H extetapévn déopevon tov A771726 pe 1ig Tpmteiveg pnopel vo TpoKaAEEL
EKTOTION GAAOV QAPUAK®Y TOV EX0LV LYNAN décpevon. Tlap’ OAa avtd pedéteg aAMANAETIOpAONG e
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Bapeapivn in vitro ¢ TPog TN OEGLEVOT LLE TIG TPOTEIVEG TOV TAACUATOC GE KAWVIKG OMUOVTIKES
GUYKEVIPMGELS OV EULPAVICAY KATOL0 OAANAETIOPAGT. ATO TOPOUOLEC LEAETEG PAVIKE OTL M
1Povmpopaivn Kot 1 dSukhopevakn dev extomilovy Tov A771726, evd TO 0OEGUEVTO KAUGHO TOV
AT771726 avéaveral katd 2 £0¢ 3 popég o€ mapovaio tng ToAfovtapiong. O A771726 extomioe v
Povmpopaivn, T SKAOEEVAKT KoL TNV TOABOLTAION EVD TO AOECUEVTO KAAGLO QUTMV TOV
QOPUAKEVTIKAV TPoidvTmV avénbnke povo katd 10% Emg 50%. Agv vhpyet £voeiEn 0Tt ot dpdcelg
AVTEG £XOVV KAVIKT] GNUAGTI0. ZOUPOVO, LLE TNV EKTETOUEVN OEGUEVOT LE TIG TPOTEIVEG, 0 A771726
€xel yapnAd eovopevo oyko katavopung (tepimov 11 Altpa). Agv vrdpyet kdmota Waitepn TPOGANYN
ota epuBpoKvTTOPAL.

Buoupetaoynuotiopog

H Aeprovvopidn petapoirileton og Eva kupiapyo (A771726) Ko o€ TOAALOVE PIKPOTEPTG OTLOGTOGC
petaforitec copmeprrapfavouevov tov TFMA (4—tprprovopopedoraviiivn). O petoforikdg
Bropetacymuotiopog e Aepiovvopiong oe A771726 kot o erakdrovBog petofoiopog tov A771726
dev gdéyyetan amd éva pepovopévo Eviopo Kot tapatnpninke 6t vioniletal o€ KVTTOPIKA KAAGHOTO
UIKPOGOUATOV KOl KOTOGOA®V. Ao pedétec aAnAeniopoaong pe GUeTdiv (U e101KOG OMOKAEIGTNC
oV KuToypdpaTog P450) ko prpapmikivy (un 106G enaymyEos Tov kKutoypodpatog P450) edvnke
ot in vivo ta évlopa CYP guBOvovton povo oe pikpo Pabuo yio to petofoAopod g Aeprlovvouiong.

Amofoin

H amofoin tov A771726 givar Bpadeio kot yapakmmpiletal amd avopevikn kdbapon 31 ml/dpa
nepinov. Xe acbeveic N numepiodog amofoing eivar mepinov 2 efdopndadec. Metd amd yopNnynomn Hog
POSLOETIOLAGHEVTG 00O G Ae@Aovvopidng, 1 padievépyela anekkpifnke e&icov ata KOTPAVA,
mOovoV pécm amofoAng amd T yoAn kot ta ovpa. O A771726 aviyvedetal 6Ta oVpa Kot 6TA KOTPOVA
axoun kot 36 nuépeg petd v epdmal yopnynon. Ot facukoi petaPolriteg ota 0Opa NTOV
YAVKOVPOVIKG TPOTOVTA T, OOl TPOEPYoVTaL 0t TN AepAovvouion (Kuping oe deiypato 0 Emg

24 wpdv) kot £va mapdywyo o&avilkon o&éog tov A771726. O kuplapyog petafoiitng ota KOTpava
nrav o A771726.

Amodeiybnke otov AvOp®mO OTL 1] OO TOL GTOUATOG YOPTYNON EVOLMPTLATOG EVEPYOTOUEVOD
dvBpaka o€ KOVL 1] YohesTupapivng Tpokael Tayeio Kot oNUOVTIKY avénon Tov puBuov amofoAng Tov
AT771726 kon pelmon GTIG GUYKEVIPOGELS TOV TAAGHOTOC (BA. Tapdypapo 4.9). Avto moteveTOL OTL
EMTUYYAVETAL LE KOO0 UNYOVIGUO YOOTPEVIEPIKNG SLOTIOVONC KoL/ e S10KOTT TG EVIEPONTOTIKNG
AVOKOKAMONG.

Neppikn dvsAisttovpyia

H Aeplovvopion yopnynodnke amnd tov otdépatog oc epdnas d6on 100 mg o€ 3 acbeveic vod
alpodwAlon kat o€ 3 acbeveic vtd cuveyn opnt Tepttovaikny kabapon (CAPD). H
QOPUOKOKIVTIKY] TOV HETOPoAiIT A771726 oe dtopa vtd cuvey PopNTH TEPLTOVAIKT KdBapon
(CAPD) pdvnke 0T jtay mapopota. pe ekeivn tov vylov ebeloviov. Taydtepn amofoin tov
petaforitm A771726 mopoatmpndnke cg dropo Vo AUOSIOALGT), YEYOVOGS TTOL OEV OQEINOTOV GTNV
ATTOULAKPVVOT] TOV QUPUAKELTIKOD TPOIOVTOG LE TO dtdAvpa alpokdafapong.

Hrozwum dusisttovpyia

Agv vdpyovv SabEcia oTotyElD GYETIKA UE TNV oyyn acbevav pe nratiky dvciettovpyia. O
dpaoTikdc petaforitng A771726 deouedetal EKTETAPEVE JUE TIC TPMTEIVES Kal AmoPAALETOL LEC®H
NTATIKOD UETUPOAMGLOD KOl ATEKKPIONG A0 TN YOAT. X& NTOTIKY OVGAEITOVPYI 01 S10dIKAGIES OVTEG
duvatov va ennpeacOovv.

TToudrozpikdc TANOvoude

H pappaxoxivntiki tov A771726 petd tnv and Tov 6TOUATOG XOPNYNOoT AEPAOVVOUIONG £XEL
ueAetn0ei o 73 mondiatpikovg acheveic pe ToALOPOPIKT LOPEN VEAVIKAG PEVLOTOEOOVS apBpitidog
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o€ NAkieg Tov kopaivovtal amd 3 ¢ 17 €. Ta amoteléopota ond pio TANBvo UK
QOPLOKOKIVITIKT avAALGT] 0VT®V TV SOKIUMV £d€1Eav OTL 01 TandaTpikol acBevels pe fapog
ocopotoc < 40 kg mapovsialovv petmpévn cvotnuatiky Ekbeon (uetpovpevn pe Cs) tov A771726
GYETIKA UE TOVG eViAkeg acbeveig e pevpatogdn apbpitda (PA. mapdypapo 4.2).

Hiuwcuopévor

Ta 6edopéva PUPULAKOKIVITIKNG G€ NAMKIOUEVOLG (> 65 €TdV) elval TEPLOPIGUEVA ALY GUUPOVOVV LIE
TN POPUOKOKIVITIKY] GE MO VEAPOVS EVIALKEC.

5.3 TIIpoxivikd doedopéva Y10 TV d6QIAELN

H Ae@Aiovvopidon yopnyoduevn omd TV GTOUATOG Kol EVOOTEPLTOVAIKA a&loloyOnKe 6€ HEAETEC
oeiog T0&IKOTNTOG G TOVTIKIN KOt apovpaiovg. MeTd tnv armd ToL GTOUATOG EMAVOAQUPAVOUEVT|
yopnynom Ae@Aovvopidong og movtikia yio 3 pives, 6€ apovupaiovs Kot GKOAOLS Yo StépKela 6 pnvav
Kol o€ mOnKovg yio 1 pnva mopatnpndnke 61t 6ta peyaidtepa Opyava 6TdYovG Yo ToSKOTNTH
TEPIAAUPAVOVTOL O LVELOG TV 0GTMV, TO OiLL0, O YOUOTPEVTIEPIKOC COAVOC, TO OEPUM, O CTANVAG, O
B0p0g ka1 o1 Aeppadéves. Ot kuploTepeg EMOPAGELG NTAV AV, AEVKOTEVID, LELOUEVOS apOIOg
alpomeTaAloV Ko Tovpvelomddeia kabmg ansikovilouy to Pacikd TpodTo SPAoNg TOV GLCTATIKOD
(avactoin obvBeong Tov DNA). Xe apovpaiovg kal okbOA0VG avevpédncay copdtio Tov Heinz kauvm
copatio tov Howell — Jolly. AlAeg emidpacelg mov evromicOnkay otny Kopodild, 6To Nrap, GTov
KEPOTOELDN KOl GTOV OVOTTVELGTIKO COANVE uiropolv va eEnynbodv wg AoludEeig Aoym tng
avocokotaotoAnc. H tofwdtnta ota (dho Ppébnke og 00GE1G 16060VaNES TOV DEPATEVTIKOV dOGEDV
Y10l TOLG AVOPAOTOLG,.

H AepAiovvopidn dev elvar petarrha&loyovos. [ap’ Ao avtd, o devtepedmv petaforitng TFMA
(4-tprprovopouebvravirivn) Tpokaiece pRéEN 1 Opadon TOV YPOUOCHOUATOV KOl CNUEWNKT HETAALAEN
in vitro, evé® to Slob€otpla oTotyEln deV glval ETOPKN OC TPOG TO SLVALIKO TOV VO EKONAMGEL QLT TN
dpdon in vivo.

e 1o LEAETN KOPKIVOYEVESTG GE apOVPAioLE 1) AEPAOVVOLIOT OEV ELLPAVIGE EVOEYOUEVT] KAPKIVOYOVO
dpdion. e po HEAETN KAPKIVOYEVEST|G OE TOVTIKLO TOPOLGLAGONKE ALENUEVT cLYVOTNTO KOKOT00VG
AELPOUOATOG GTNV OUASO TOV OPPEVAV LE TV VYNAITEPT dOGN, YEYOVOG Tov Bempeital 0Tt opeiieTan
GTNV GVOGOKUTUGTAATIKY dpdon T AepAovvopione. Zta Oniea movtikia TapatnpnOnke avénuévn
GLYVOTNTA, OOGOEEUAPTMOUEVT], BPOYXOKVYEAIDIKMY OOEVOUATOV Kol KOPKIVOUATOV TOV TVEVUOVAV.
Agyv givon BEPoun 1 onpacio ToV EVPNUATOV GTO TOVTIKIO GE GYECT| E TNV KAWVIKY| Yp1IoN TNG
Ae@Aovvouiong.

H AepAiovvopidn dev €xetl avtryovikég 1010TNTEG G€ LOVTELD TEWPARATOLOMV.

H Aeplovvopion givar eufpootoikn Kot TepaToydvoc o€ apovPaiong Kot KOUVEALD GE SOGEIC EVTOG
7oV OgpamevTiKoD E0POLE YO TOVG OVOPOTOVG Kol o€ peAETeG TOEIKOTNTOG UETA 0Td
enovolapPavoueveg d0GEIS Tapovsidctnkoy avemBOUNTES EVEPYEIEG OTO AVOTAPAYDYIKA OPYOVA TOV
appévev. H yovipotnta dev peimdnie.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

Tvprvog diokiov.

Apvro apafocitov

Topdovn (E1201)

Kpoomofidovn (E1202)

ITvprriov 0&eidlo KOALOEWDES AVVOPO
Mayvnoio oteatiko (E470b)
Aoktoln povoidpkn

18



Emixaloyn:

Térxkne (ES553b)
YrpoueAroln (E464)
Tiraviov d10&eido (E171)
TToAvaBvievoyilvkdoin 8000
6.2 Aocvuparotreg

Agv gpapudletat.

6.3 Awapkera Lo

3 ypévi0.

6.4 Iowitrepes mpo@urdiers katd T @OLAEN TOV TPOIGVTOG

Koyéln:  ®durhdocete oty apyiki GLCKELOGIO.
Duon: Awnpeite T eLIAN Ko KAEIGUEVT).

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

Koyéhn:  Koyéln amd eOAio adovpuviov. Xvokevacies: 30 kot 100 emkaivppéva pe Aemtd LUEVIO
dokia.

Duon: DuoAn Tov 100 ml pe eapdd otopio and HDPE, pe fowtd ntoupa pe evoouatopévo
TePLEKTN pe Enpavtikd vAkd, mov mepiéyel gite 30, gite 100 emkaivppéva pe Aemtod
vuévio dokia.

Mmropei va pnv KuKAOPOpoLV OLEG 0L GLOKEVAGIES.

6.6 Iowitepeg TPOoPLAGEELS UOPPLYNG

Kopid e1d1kn vroypéwon yio amdppyn.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Togykn Anpokportio

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/001-004

9. HMEPOMHNIA NIPQTHX EI'KPIXHX / ANANEQXHY THX AAEIAX

Hupepounvia mpodng €ykpiong: 08 Iavovapiov 2010
Hpepounvia tekevtaiog avavémong: 19 Noepufpiov 2014
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmntopepeic TANPoQopieg Y10 TO0 TaPOV POPUUKEVTIKO TPOIOV givor S10EGIIEC GTOV SIKTLOKO TOTO
tov Evponaikov Opyoviopod Gapudkmv: https://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 20 mg emkaAvppéva pe AeTTO LUEVIO dloKio

2. MOIOTIKH KAI MOXOTIKH XYNOGEXZH
Kdabe diokio mepiéyet 20 mg Aeprovvouiong.

"Exdoya ue yvootéc dpaoelg
Kabe diokio mepiéyet 72 mg Aaktdlng povoidpikng.

Mo tov T pn katdAoyo Tav exdoywV, BA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemtd vpévio diokio

Kitpvand £o¢ vmokitptvo Tpryoviko eRtKOAVUUEVO IE AETTO VUEVIO S10KI0, GTN Hio TAEVPE TOV
omoiov Pépet To dakplTikd yvapicua ZBO.

4. KAINIKEX [TIAHPO®OPIEX
4.1 OgpamevTikég gvoeicelg

H Aeplovvopion evoeikvotal yio TV aVIIUETOTIOT EVIATK®OV 0cOev@V UE:

o oeio pevpoToeldn apbpitida Mg «AVIIPEVUATIKO PAPUAKO TPOTOTOUTIKO TN VOGOLY
(DMARD),
o oeio yopraokn apbpitida.

[Ipdoeatn N Tawtdypovn Bepameio e NratoTolkd 1 AUATOTOEIKA OVTIPEV LATIKY QAPLOKO
tpomomonTikd g vocov (DMARDS) (m.y. pebotpe&dtn) pmopet va £yl cov amotérecpa avENUEVO
kivduvo coPapdv avembountov evepyeidv. ' avto, n Evapén g Bepansiog pe Aepiovvouidon a
TPENEL VO, ANQOE] TPOGEKTIKG VTTOYT) GE GLUVOVAGO LE TNV AVOAOYIC 0QELOVC/KIVOVVOU.

Emmdéov, petdraén amd m Aeprovvouion oe éva GAlo DMARD ywpig va akolovbnioet n dtodikacia
éxmloong (PA. mapdypao 4.4) uropei va avénoet v mbavotra enpocheTmv Kivohvmv Yo
avemOOUNTES EVEPYELEC OKOUT KOl Y10, LEYOAO O1GGTNHO UETE TN HETATAED.

4.2 Aocolroyio Kol TpOTOS YOopYNONG

H Oepaneioa Oo mpémer va apyilel ko va mapakolovdeitol amd ylorpovg Tov £0VV EUTEPiN OTN
OepamEVTIKT AVTIUETMOION TG PEVUOTOES0VG apBpiTIdag Kot TNG Ymplaokng apbpitidac.

H odovivoapvotpavepepdon (ALT) 1§ yYAovtapikn Tupoosta@uiikn tpavoapvact opov (SGPT) kot
pio yevikn e£€Taom aipotog Tov vo TEPIAAUPAVEL TOV TOTO TV AEVK®OV KOl TO, GHOTETAALN, TPETEL VO,
EAEYYOVTUL CLYYPOVAOC KOl LE TNV 16100 GLYVOTNTOL:

o P oo TNV Evopén T AepAovvouiong,

o Ké0e 600 EPSOUASEG KOTA TOLG TPMTOVS 6 UNVEG TNG AYWOYNG KO

o oTn cuvéyeln Kabe 8 efdopdodeg (BA. mapdypapo 4.4).

Aocoloyia

o >t pevpotoedn apbpitda: n Bepaneio pe Aeprovvouion apyilel cuvnbwg pe 100 mg mg d6om
@oprtiong, epanaé nuepnoimg yia 3 nuépes. [apdietyn g d6omg PopTiong ThavOV va. LEIDCEL
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Tov kivduvo avemBountov gvepyeiov (PA. mapdypagpo 5.1).

H ocvvietopevn d6om cuvtipnong eivatl 10 mg éoc 20 mg Aeprovvopiong epdna nuepnoiog
avdioya pe ™ Papdtnra (evepydtnra) T vOGOUL.

2mv yopuotkn apbpitda: n Oepaneia pe Aeprlovvopion apyilert cuvnbowg pe 100 mg mg d6om
QOpTIONG, £QATAE NUEPNCI®G Yo 3 NUEPEG.

H ocvvietdpevn d6on cuvtipnong eivor 20 mg Aeprovvopidong epdmnas nuepnoing (BA.
Tapaypapo S5.1).

H Oepanevtikn dpdorn cuvnbmg eppaviletal petd amo 4-6 efdopddeg kol dSuvatov va vapet
mepaltépm Pertioon petd and 4-6 pives.

Agv GUVIOTATOL TPOGOPHOYT TG 000N G 6 0GOEVELG [le NG LOPPTIC VEPPIKT OVETAPKELD.

Agv amaiteitol Tpocappoyn g 60omg oe acbeveig nhikiag peyoldtepnc Tmv 65 eTmv.

Houdrazpixog minBvouog

To Leflunomide Zentiva dg cuviotdtol o 0c0eveig KATo TV 18 €MV, ENEON N ATOTELECUATIKOTNTA
KoL M aGPAAELR TOV OgV EYOVV TEKUNPLOOEL 6T VeaviKT pevpoToeldn apbpitida (PA. mapdypago 5.1
Kot 5.2).

Tpomoc yopynong

Ta diokia Leflunomide Zentiva givot yio amd tov otopotog ypnon. Ta diokio Oo mpémet va
KATOTIVOVTOL OAOKAN PO, LE EXAPKT TOGOTNTO LYP®VY. To TOGOGTO OITOPPOPNGNG TNG AEPAOVVOUIOTG
dev emmpedletor av Anedel pe v tpoen.

4.3

Avtevoeiteg

YrepevoioOnoia (educotepa mponyovpevo cuvdpopo Stevens-Johnson, To&ikn emdepuikn
VEKPOAVGT, TOAVUOPPO EPVOMNUA) GTN OPOCTIKH 0VGIN, GTOV KOPLO dPUCTIKO HETOPOALTN TNV
TEPLPAOVLVOUION 1 GE KATO10 A0 Ta, EKO0YO. TTOL AVAPEPOVTAL GTO TUN A 6.1,

AocBeveig pe dtotapayn TS NTOTIKNG AgLTovpYyiag.

Acbeveic pe Paptic Lopeng KotaoTdoelc avosoavendpkelog, m.y. AIDS.

Acbeveic pe onuavtikd dtatapoyuévn AEITovpYio ToV HVELOD TOV 0GTMOV 1 OTLLOVTIKY

avaipio, Aevkomevia, ovdetepornevia 1 Opoupomevia mTov ogeiletol oe SLOPOPETIKA aiTior OO T
PELUOTOELDN N TNV YOPLoctKn apBpitida.

Acbeveic pe copapéic Aoumnéelg (PA. mapdaypapo 4.4).

AocBeveig pe pétplog £mg cofoapng LOPPNG VEQPLKN AVETAPKELD, EXELON dEV VILAPYEL EMAPKNG
KAWVIKT] EUTEPIO GE OVTT TNV OUAdA TV acOEVDVY.

Acbeveig pe Bapldg LOpPNG LTOTPMTEIVOLULQ, T.). GE VEPPOGIKO GHVOPOLLO.

"Eykveg 1 yovaikeg pe mbavotnto TeKVomoinomng ot 0moieg eV YPNOLOTOI0VY 0EIOTIOTN
AVTIGOAAN YT KATA TN S1APKELN TNG OY®YNG HE AEPAOLVOUIST] KOt PETA amd 0LTH OGO YPOVIKO
dlotnua To emineda Tov dpacTIKoD petafoAiitn oto TAdoua eivar Tepiocdtepo amd 0,02 mg/l
(BA. mapdypogo 4.6). H kdnomn apénel va £xel amokAeictel mpv amd tnv Evapén g aymyng 1e
Ae@AovVOUION.

TMovaikeg mov OnAdlovv (BA. Tapdypago 4.6).
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4.4 E101kéC TPOELOOTOMGELS KUl TPOPVAAEELS KATA TN Y p1ion

Agv GUVIOTATOL 1] GUYYXOPNYNOT| LE NAATOTOEIKE 1] ALLOTOTOEIKA OVTIPEVLOTIKG QAPLLOKOL
tpomomonTikd ¢ vooov (DMARDS) (w.y. pueBotpe&drn).

O dpaotikog petaforitng g Aeprovvouiong, A771726, éxel peydin nuimepiodo (NG mov avépyeTal
cuvnBmg og 1-4 gfdopadec. Mmopel va mtapovciacBovv cofapéc avemBounteg evépyeteg (T.y.
Nnatoto&koTNTA, UUATOTOEIKOTNTA 1) AAAEPYIKES AVTIOPACELS, PA. IO KAT®), OKOUT KOl oV £XEL
Sdwkonel ) ayoyn pe Aeprovvopion. [V’ avtd, dtav mtapovsiacBovv tétoleg ToEIKOTNTEG ) €AV VLo
omolodnmote dALo Aoyo o A771726 ypelaotel va kabapiotel amd to cdpa, 1 dwdikacio EktAvong o
npénel va, akohovdnOei. H dadwcacio propei vo emavainebel 6co givarl kKAvikd avaykaio.

Xe mepintoon embupiog TPog KUTGN 1 AKOVGLOG KUNGEMG Yo T S1adKacio EKTAVGONG Kot TIg GALEG
GUVIGTOUEVEG EVEPYELEC, PA. Tapaypapo 4.6.

Hrotwéc avtidpdosig

ZrAvio avoeEpONKaY TEPITTOGEIS coPapnc NTATIKNG PAGPNC, TEPIAAUPOVOUEVOV KOl TEPUTTOCEDV LE
potpaio KatdAngn, Kotd m Sidpkela g aywyng Le AepAovvopion. Ol TepocITEPES TOV TEPMTOGEDY
gupavicOnkoy evidg TV TPOTOV 6 VOV TNG AY®YNG. ZVYVA VINPEE TOVTOYPOVI Ay®YN LE GALQ
NTatoTo&IKd POPUAKEVTIKA TPOTOVTA. BEmPEiTaL OVOIHIOVE GNUAGIAG VO akoAovBoDVTAL CVGTNPE Ol
GLOTAGELS TOPUKOAOVONGNG.

H ALT (SGPT) mpénetl va eréyyetor Tpv amd v Evapén g AEPAOLVOUIONG Kal [E TNV 1010
oLYVOTNTO UE TNV omoia dievepyeitar yevikn e&étaomn aipotog (kb 000 EBOOUASES) KOTA TOVG
TPOTOVG 6 UNVEG TNG ayYN G Ko 6T cvvéyeta kibe 8 gfdouddec.

INo avénoeig tov Tiwdv ™mg ALT (SGPT) o1 ontoieg eivan dStmhdoieg €mg TpmAAoIEg amd TO AVAOTEPO
Op10 TOV PLGLOAOYIKMV, Ba Tpémet vo AneOel vTdyn N peimon g 66ong amd 20 mg og 10 mg kot Oa
npénet va Se&dyetan efdopadiaio maparkorovdnemn. H yoprynon Aeplovvopidng mpénet va dtaxomel
Kol vo apyioetl 1 dtadikacio EkTivong, epocov 1 avénon tev tiuov g ALT (SGPT) e€axoiovbel va
glvar peyaAvTePN 00 TO SUTAAGLO TOV AVATEPOV OPIOL TOV PLGLOAOYIKAV 1) OV 1) VENGT TOV TYLDV
g ALT givon peyoddtepn amd 10 TPITAGGIO TOV AVATEPOL OPIOV TV PUGIOAOYIKMV TILMV.
Yuviotdton vo cvveyiletal n Tapakoiovdnon tov nratikdv evihpmv petd v dtakony tng Oepaneiog
pe Ae@AOVVOUION, HEYPL Ta EMimeda TV NIATIKOV VIOU®V Va, ETavELDOVY GTIG PLGLOAOYIKEG TIUEG.

Adym ToV evigOUEVOL 0BPOIGTIKNG NTATOTOEIKNG OPACTG CLUVIGTATOL VO, ATOPEVYETOL 1] KOTAVIAMGON
OLVOTVEDILOTOG KATH TN OLAPKELD TNG AYOYNG LE AEQAOVVOUIOT.

Eme1dn o evepydc petafolritng tng Aeprovvouiong, A771726, deGUEVETOL EKTETAUEVA LUE TIC TPOTEIVES
Kol omoPAALETOL HEG® NTTATIKOD UETABOAMGUOD KOl ATEKKPIONG AtO T YOAN, ovapévetor 6Tl Oa ivar
avénuéva to eninedo Tov A771726 oto Thdoua o€ acbeveig pe vronpmteivarpia. To Leflunomide
Zentiva avtevdgikvutol o€ aobeveig pe Papld vrompoTeivorpia 1 Sotapayr| TG NTOTIKNG Agttovpyiog

(BA. mapaypago 4.3).

Ayotoloyikéc avTdpAoELS

Mol pe tov éleyyo g ALT, Oa mpémet va dievepyeiton pia yevikn e£€T0om ailotog mov va,
TEPAAUPAVEL TOV TOTO TOV AEVK®MV KoL TO OLUOTETAAL TPV 0td TNV EvopéN TS Oy®YNG UE
Ae@lovvopion Kabmg emiong kot kabe 2 efGOUAIES Y100 TOVG TPMTOVS 6 UNVEG TNG AYMOYNG KOl TN
ouvéyela kaOe 8 efoopddec.

O «ivévvog opatoloyikdv dratapaymv avéavetal og acheveic pe Tpobmdpyovoa avarpio, Agvkomevia
N/xar OpopPonevia kabag eniong Kot og acheveig pe datapayuévn AelTovpyic TOV HLELOD TOV 0GTMV
N o€ gKeivovg TOL glval 6€ KIVOLVO KOTAGTOANG TOV LDEAOD TV 06TAOV. E@dcov mapovciacHody
tétoteg dpdoelc, Oo mpémetl va AneOei vdyn 1 Ekmlvon (BA. o KATM) TPOKEWEVOL Vo UEI®OOVV Ta,
enineda tov A771726 610 TAGGLO.
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e mePINTOOoN ELPAVIONS COPUAPDY OUOTOAOYIKDOV OVTIOPAGE®Y GUUTEPIAAUPAVOLEVNC TG
maykvtroponeviag Oa mpénet va dtokonel to Leflunomide Zentiva kot omo1adnmote cuvoddg
HVELOKOTAGTAATIKY oyy™ Kot 0o pémel v’ apyicel n dradikacio EKTAVGNG TG AEPAOVVOUIONG.

2uvOvaopol pe AALEC aymyEc

[Ipoc 10 Tapdv dev €xet peretn el eMAPKMOG GE TUYALOTOINUEVES SOKIUEG ) GLYXOPNYNON
Ae@AovVOUIdNG [e avOEAOVOGLOKA TTOV YOPNYOUVTOL GE PEVUATIKES VOGOLG (T.). YAWPOKiv Kot
VIPOELYA®POKIVN), EVOOUVTKA 1 OO TOL GTOUATOS XOPNYOVLEVO XPLGO, D-tevikidhapuivn,
alabglompivn Kot GALOVG OVOGOKOTAGTUATIKOVG TOPAYOVTIEG TEPIAAUPOVOUEVOY T®V ATOKAEIGTOV
v dAea [apaydviov Nékpoong Oykmv («Tumour Necrosis Factor alpha-Inhibitors») (ue e€aipeon
) peBotpesatn, PA. mapdypao 4.5). O kivévvog mov oyetiletar pe ™ cvvdvacuévn Bepamneia,
10woitepa PLETA OO TOPATETAUEVY aAy®YN, Eivar dyvmatog. Emeidn tétola Oepamentikn aywyn pmopel
VO TPOKOAECEL 0OPOIGTIKN 1 AKOUT KOl GUVEPYLIOTIKT TOEIKOTNTO (). NTATOTOEKOTNTA 1| TOEIKOTN T
TOV OipLOTOG), Oev cLVIGTATOL GLVOLACLOS e GALo DMARD (avtipeopatikd @apoko TpomonomTikd
g vooov) (m.y. peBotpeEdrn).

Zuyyopnynon e TEPLPAOLVOLIONG e TN AEPAOLVOLIOT OEV GUVIGTATAL, APOV 1] AEPAOVVOLLION ivar 1
LNTPIKT OLGIA TNG TEPLPAOLVOUIOTG.

Merdroén o GAAO OAPLLOKO,

A@ov 1 Ae@AovVoUidN TOPOUEVEL APKETO SIACTNUO GTOV OPYUVIGHO, o, LETATAEN o€ £va GAAO
DMARD (7.y. uebotpe&am) ympic va deoybei n dwodikacio Exmivong (PA. To Katw) pumopei va
avéNoet TV TOavOTNTo EMIPOSHETOV KIvOOV@V aKOUT Kot Y10, LeYGA0 S1aoTnie LeTd T petdraln
(T, AAANAeMOPACEIS KIVNTIKNG, TOEIKOTNTA OPYAV®V).

Iopopoing o Tpéceatn Oepaneio pe NTatoToEIKE 1| AUATOTOEIKA QOPUAKEVTIKE TPOTOVTA (TT.Y.
pebotpeEdrn) pmopel va £xel oav amotéAespo avEnon TV avemBountev evepyeimv. I' avtd n
évapén g Bepoameiog pe AepArovvopidon Oa mpénet vo AneOel TpoceKTKd VTOYT GE GLVOVAGLO UE TNV
avaA0Yio, 0PELOVG/KIVOVVOD KOl GUVIGTATOL TTLO GTEVT] TAPAKOAOVONGT KOTA TNV apyIKN GACT] TNG

petdToéng.

AepLoTIKEC OVTIOPGGELC

Ye mepinton eEEAKMOEMS TOV GTOUNTOC Ba TPETEL VOl S1KOTEL 1 YOpN YN O AePAOLVOLIONG.

e aobeveig o1 omoiot avTipeTOTIcONKAY OgpamenTIKA pe AEPAOVVOUION avaPEPON KV TOAD GIAVIEG
TEPUTTMCELG cLVIPOLOL Stevens Johnson 1 To&ikn emdepptkn vekpoAvor ko PappokeuTikn
Avriopaon pe Hoowooidia kot Zvotnpatikd Zopatopoata (DRESS). Molig yivouv avtiAnmtég
OEPLOTIKEG AVTIOPAGELS T)/KOL AVTIOPAGELS TV PAEVVOYOVAOV Ol OTTOIEC dNULOVPYOVV TNV LITOY i YLol
tétoteg coPapéc avtdpdoelg 10te 1o Leflunomide Zentiva kot omotadnmote GAAT EVOEXOUEVOG
oLV0d0G aymYT| Ba TPEMEL val S1aKOTovV Kot VoL apyicel ApESMS 1 SLdIKAGTo EKTAVGNG TG
AEQPAOLVOLIONG. X€ TETOLEG TEPIMTMOGELG EIVOL OVOIOIOVE GNUAGTOC 1) TANPNG EKTAVGT). X€ TETOIEG
TEPMTOCELG avTeEVOEiKvLTAL ETOVEKDeST 0T Aeplovvopion (BA. mapdypago 4.3).

DdlokTovodng yopiaon Ko exdeivoon g yopioong xovv avapepel Hetd amod tn xpnHon
AepAovvopione. Atakomn g aywyng mlavov va eéetaotel Aaupavovtag vadyn ) voéco tov acbevoic
KOl TO 16TOPKO.

AgppoTid, EAKN UITOPEL VO ELPAVIGTOVY KT, TN d1dpKela TG Oepameiog pe AepAovvopion. Av
VILAPYEL LITOYIO Y10 dEPUOTIKO EAKOG GYETILOMEVO LE TN AEQAOVLVOUION N OV TOL SEPLOATIKA EAKN
EUPEVOLY TTOPa TNV KaTtdAANAN Bepameia, Oa mpémel va eEetdletal n dtoKomn TNG AEPAOVVOUIONG Kot
va dtevepyeital mAnpng dadikacio Ekmivonc. H amdeacn yio emavévoapén e Ae@Aovvopiong petd
amo depuatikd EAkm Bo mpénet vo faciletonl 6TV KAVIKY EKTIUNGT] Y10 TV EXOPKN ETOVAMGT] TOV
TPOOLOTOC,.
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Melwpévn EToVA®GN TOL TPAVUOTOC LETE amd YEPOovPYIKn enéufacn propel va mapovciactel oe
acBevelc katd ™ ddpkelo g Oepomeiog pe Aeplovvouion. Bacel atopikng aglohdynong, pumopel va
e€etaotel 1o evoeyOpEVO dlokomNg TG Depameiog e AEPAOVVOUION KATA TNV TEPIEYYEIPNTIKY TTEPI0S0
Kot vo yopnynOei o dtadikacio EkmAvonc, OT®S TEPYPAPETUL TAPUKAT®. X TEPITTMON SIUKOTNG, M
amoOPAoT Vo cLVEXLGTEL 1] AepAovvopion Ba wpénel va Paciletal otnv KAk a&loAdynon g
EMOPKOVS ETOVAMOTG TOV TPAVLLOTOG,

Aoydéeig

Eivatl yvootd 6Tt opploKeLTIKA TPOIOVTO TOL £0VV 0lVOGOKATAGTUATIKES 1010TNTES - OGS N
AepAovvopidn - dSuvatov va evacONTOTOMGOLVY TEPIGGOTEPO TOVG acBeveic € AOMEELG,
GUUTEPTAAUPOVOLEV®VY KoL TOV EVKOIPLOKOV AotumEemv. Ot Aoméelc, uropel va eivar cofapdtepeg
amo 0Tl GLVHOMG Kot Y1’ oLTO UTOPEL VoL YPELOCOET TPMOIUT KoL TTO EVTOTIKY 0y@YT. TNV TEPITTOON
OV TOPOVGLAGTOVV L) EAEYXOLEVES AOMEELS Baptldg popens, iomg kpiBel amapaitnto va dtoKomel 1)
Bepamneia pe Aeprovvopion kot va akolovdndei dtadikacio EkTAvong, OTOS TEPTYPAPETOL TLO KAT®.

Eravieg teputtwoelg [poiovoag [oAvestiaxnc Agvkogykeporonadeiag (ITITA) éxovv avagpepbel o
acBeveic mov Aappdvovy Aeprovvouidn peta&h dAA®V 0VOGOKATAGTAATIKOV.

Ipw v évapén g Bepamevtikng aywyng, 6Aot ot acbeveic Tpémel va a&loAoyodVTOL Yio EVEPYN 1| UN
evepyn («AavBdvousar) euuaTi®eT), COUPOVO LE TIG TOTIKES GVOTAGES. AVTO UTopEl va
TEPIAAUPAVEL TO 10TPIKO 1GTOPIKS, TOOVT TPOTYOVUEVT ETAPT LUE PLUOTIOOT, KOUT KOTAAANAN
SLAOYN OT®G OKTIVOYPOPIC TVELLOVAV, SOKILOGTO QLLOTIVIG Ko/ SOKIUN Y-VTEPPEPOVG, OTMG
epopuoletat. YrmevBouiletal 6Toug cuviayoypaeovs o Kivouvog WeudmV apvNTIKAOV ATOTEAEGUATOV
oTN OEPUOTIKN SOKIHAGIO 0T QLHOTIVI, £ o€ acBeveig Tov elvar coPfapd dppwoTol N
avoGoKOTAOTOAEVOL. Ot 060gVeig Le 16TOPIKO PLUATIOGNC TPETEL VO TOPAKOAOVHOVVTOL TPOGEKTIKA
AOY® TG TOOVOTNTOG EMTAVEVEPYOTOINGNG TNG AOTHU®ENC.

Avtidpaoeic and To OVOTVEVGTIKO

Avgpeon Tvevpovomdfeta, KaOMG KOl CTAVIEG TEPUTTMCELS TVEVIOVIKTG VITEPTACTG KOl TVEVHLOVIKDV
olwimv &govv avapephel kota tn didpketa Oepaneiog pe Aeprovvouidn (BA. mapaypagpo 4.8). O
Kivduvoc SLAUESNC TVEVUOVOTTADELNG KO TTVEVLOVIKNG LIEEPTAONC Uropel vo, avénbei oe aobeveig pe
16TOpIKO drapeong Tvevpovoradeiog. H didpeon avevpovoradeia sival pwo duvntikd Oavatneodpa
Sdwtapayn, n ool pmopet va cvpPei og o&eia pdon katd ) didpkela g Oepaneiog. Ta mvevpovikd
CLUTTOWOTE, OTOG Pyag Kol dOoTTvoLN, Uropel va eivart artia yio dlokomy tng Oepomeiog Kot Yo
TEPULTEP® OLEPEVYNGT], AVOLOYQ LIE TNV TEPITTOOT).

[Ieprogpikn vevpordheia

[eputmoeig Tepipepikng vevpomdbelag Exovv avapepbel oe acbeveig Tov Aapufdavouv AepAovvopion.
O meprocdtepot acbevelg BedtidOnkav petd and doxkonn TG AEPAOLVOLIING, ®GTOCO, AToTEAEGHOTA
peAétng édei&av gupeia petafAntotnra kat kdmolotl acheveic glyav eppévovta cvumtopato. Hiuio
pueyolutepn T@v 60 £TMV, TOLTOYPOVN XOPNYNOT VELPOTOEIKOV QUPUAK®Y Kot SofnTng Thavov va
avEAVOVVY ToV Kivouvo yio teplpepikn vevpordadeia. Edv évag acBevig mov Aapfdvel Leflunomide
Zentiva avontoéel TEPLPEPIKN veEvpoTtadela, va Aaupavetot vedoyn 1 dtokomn e Oepameiog pe
Leflunomide Zentiva ka1 vo mpaypotonolgital n dtadikacio EkmAvong Tov eappdaxov (PA. Topdypapo
4.4).

KoAitida
e aobeveic mov AauPavovy Oepameio pe Aeprlovvopion €xetl avapepOei KoAitida,
GUUTEPTAAUPAVOUEVIC TNG KPOOKOTIKNG KOAITIdG. Ot acbeveic mov Aapupdvovv Oepaneio pe

Ae@Aovvouion Kot epeavifovv aveEnyntn xpdvia d1dppota TPETEL Vo, VITOPAALOVTAL GTIG KOTAAANAEG
SyveoTikég e£ETACELS.
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Aptnplokn mieon

H aptnproxn migon Oa npémnel va eEAéyyeton Tptv amd v Evapén Tng aymyns HE AEPAOVVOUION Kot 6T
GUVEYELD TEPLOOIKAL.

Avamopoywyn (cOoToon Yo Tove Gvopec)

O1 Gvdpeg acBeveic mpémel va givat vipepot yio gvoexopevn epfpvotolikdtnta mov opeileTot GToV
dvopa. Oa mpémel va Sac@oAiletal a&OmoT avTIGCOAANYT KATA TN O1APKELN TNG OY®YNG LE
Ae@AOLVOUIO.

Agv vtdpyovv cLYKEKPLULEVO dEOOUEVA GYETIKA e TOV KivOuvo gufpuoTo&ikdtnTas Tov opeileTol oTov
avopa. Evtovtorg, dev Exouvv die&aybel peréteg oe melpapatolma TPpoKEEVOL Va, EKTIUN el avTdg 0
€101KO¢ Kivouvog. [ va ehayiotomomBel avtdg o mbavog kivouvog, ot dvdpeg o1 omoiot emtBupovy va
TEKVOTOMGOLY BaL TPEMEL VO, SLAKOWYOLV T1) YOpNYNoN Aeprovvouiong Kot va AdPovv 8 g
yoleotupapivng 3 popés nuepnoiong yia 11 nuépeg 1 50 g kOvemg evepyomoinuévov dvBpaka 4 popég
mv nuépa yo 11 nuépec.

211 cvvéyEln o€ KAOE TEPIMTMOT LETPAOVTOL Ol GLYKEVTIPMOGELS TOL A771726 610 TAAGHA Y10 TPADTN
@opa. Katomv petd amd éva didotnua tovddyiotov 14 nuepav Oa npénel va tpocdiopilovrot Kot Tt
01 oVYKeVTpOoELS Tov A771726 610 TAdopa. Eedcov kat o1 600 GUYKEVIPMOGELS 6TO TAAGHA Eivat
Kéto omd 0,02 mg/l Kot apov mapéAbel Tepiodog avaptovig TOLVAXLGTOV 3 VeV 0 Kivouvog
guPpvoto&coTnTog givar ToA puikpoc.

Awdikaocio EkTAvonc

Xopnyovvtor 8 g yoreatupapivng 3 eopég nuepncing. Evailaktikd, yopnyodviot 50 g kdvewc
gvepyomomuévou avlpaia 4 popéc nuepnoimg. H dudpketa pog mAnpovg Ekmivong givarl cuvidmg
11 nuépeg. H dibpketa propel va tpomomoindet oe oyéon Le Tig KAVIKEG 1) EpYacTNpLokég LETAPANTEC.

Aaktoln
To Leflunomide Zentiva mepiéyet Aaktoln. Ot acOeveic e omdvia KAnpovopkd tpofAnpoto
dvoave&iog otn YoAakToln, TANPT AVETAPKELN AOKTAGNG 1) KAKT amoppoencn YALKO NG-yahaktolng

dgV TIPEMEL VOL TAPOLV ALTO TO PAPLLOKO.

[Mapeufoin 610V TPOGOOPIGUS TOV EMTES®MVY 10VIGUEVOV aGBECTION

Koatd ™ dudpketa g Oepaneiog pe Aeprovvouion ko tepiplovvopidn (tov dpactikod petaforitn
NG AEPAOVVOLIONG) EVIEXETAL VO, TPOKVYEL ECOUAUEVN UEIDOT] KATE, T1 HETPTION TOV EMTESWDV
OVIGHEVOD acPeaTtiov avaloya e TOV TOTTO TG GLOKEVNG AVAALONG aGPecTiov oL Oa
ypnoorombet (T.y. cuokevn avdAvong aepiov aipatog). g ek TOHTOV, EKPPACTNKAV AUPIBOAES
OYETIKA UE TNV 0EI0TIoTIO TOV HELOUEVOV EMTESWMV 1OVIGUEVOL 0GPEGTION TOL TAPATIPOVVTAL GE
acOeveic Tov akoAovOOVV oy@yYN pe AEQAOVVOUIOT 1 TEPLPAOVVOUISN. TNV TTepinTOON
AUPIOPNTOVUEVOV PETPNGEWDY, GUVIGTATOL O TPOGIIOPIGLOG TNG GUVOAKNG CUYKEVIPOGONG TOV
emmédwv acfectiov opov dopbopévev MG TPOg TN AEVK®UATIV.

4.5 AMremOpaoslg pe GALG QUPUUKEVTIKG TPOTOVTO KUl GALES pOopPEg alinieniopaocng
Meléteg arlnienidpaong éxovv Tpaypatonombel povo og eVAIKeC.

Avvatov vo epeavicBodv avEnpéves avemBounteg vépyeleg 6€ TEPITT®ON TPOSPATNG XPNONG
GLYYOPNYNONG TNG AEPAOVVOUIONG e NTOTOTOEIKA 1) AUATOTOSIKE PAPHOKEVTIKA TPOIOVTA 1) OTOV
aKoAoLOEl 1 ayyn e AePAoLVOUIdT Y®PIG TEPI0S0 EKTAVOTG OTd OLTE TO PAPUAKEVTIKA TPOIOVTOL
(BA. emiong oonyiec 660V apopd 6To GLVOVACUO Ue AAAES Oy@YNG, Tapdypao 4.4). ' avto,
GUVIGTATOL 70 GTEVT] TOPAKOAOVON O TV NIATIK®V eVEOU®V Kol GLLOTOAOYIK®OV TOPUUETP®V KATA
TNV apYIKn QAo TS HETATAENG.
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MebBotpe&dn

e o pukpn pedétn (n=30) katd tn cuyyopnynon Aeerovvopiong (10-20 mg nuepnoimng) ue
pebotpeEdrn (10-25 mg efdopadiaio) o 5 and Tovg 30 acheveig mapovsiacdnke 2rAdoia — 3TAdoio
avEnon tov nratikdv evidpmv. Ot avénoelg petmdnioy 6toug 2 acheveig HeTd amd GLVEYIOT KOl TMV
300 UPUIKEVTIKOV TPOIOVI®V Kol G€ 3 UETE 0 d1aKomn TS AePAOVVOUIdNG. Ze dAlovg 5 acbeveig
gpupavicOnke tpumhdcia avénon. Xe 6Aovg awtovg Toug 0oBevelg ot TG emaviABay 6g pucloloykd
enineda, o€ 2 PHETA O S10KOTN KOl TV dVO POPUAKEVTIKAOV TPOIOVTIMV KOl GTOVG 3 e SLOKOTN TNG
Ae@AovvouioNg.

e aoBeveig pe pevpotoedn apbpitida dev damoT®ONKe KATOO POPLAUKOKIVITIKY] OAANAETIOpaoT
peta&d g Aeprovvopiong (10-20 mg/muépa) kan g pebotpe&ang (10-25 mg/efoopnddan).

Eppolocuot

Agv vapyovv dabéciua, KAMVIKE SEG0UEVO YIoL TNV OTOTELECLATIKOTITO KL TNV AGQAAELN TOV
eufolacudv Kotd ™ Bepomevtikny aywyr| pe ) Aeprovvopuidn. O gpfolocudg pe (ovra
eEacBevnuéva epforia, ®otdco, dev cuviotdtat. H pokpd nuiceia {on g Aeprovvouidng mpémet va
Aappdavetar voyn 6tav oyedidleton 1 yopnynon evog {avtog e€acbevnuévou epforiov petd
dwokomn tov Leflunomide Zentiva.

Bopoapivn kot GAAC KOLUOPIVIKG CVTITNKTIKG

"Eyxovv vtdp&et avapopég meptotatikdv ovénpévou xpdvov tpobpopfivng, dtav n Aeprlovvopidn kot m
Bapoapivn cuyyopnynOnkav. Mia eappakoduvoutky cAANAETidpacn pe ) fopeapivi moapatnprnonie
pe tov A771726 ce o kKAVIKT @oppokoAoyik peAétn (PA. mapokdto). Emouévmg, dtav n Bapeapivn
N KATO10 AAAO KOVUOPIVIKO OVTITNKTIKO GUYXOPNYEITOL, GUVIGTATOL GTEVT] TAPUKOAOVON G TOV
deBvoic kavovikomomuévov niikov (INR).

MXZAD/KopTikoGTEPOEION

Edv o acBevic Aappdaver 10m pun otepoeidn avtipieypovmodn edppaxe (MEAD) Kavn
KOPTIKOGTEPOELDT, VT LITOPOVY VAL GUVEXIGTOOY UETE TNV Evapén TG AEPAOVLVOUIOTG.

Enidpoocn GAA®V QUpUAKEVTIKOV TPOTOVIWMV 6T AEQAOVVOLLION:

Xoleotopouivy 1 evepyomonuévog avlparag

Yuvietdtal 6Tovg acbeveic Tov Aapupdvouv Ae@Aovvouidn va unv Aapfdavovy yoleotopopivn 1
gvepyomomuévo avlpoka o KOVL ETELDN AVTO 0dNYEL GE TayEln Kol GNUAVTIKN UElmoT TG
ovykévipmong tov A771726 (o evepydg petaforitng g Aeprovvouiong: PA. emiong mapdypago 5)
070 TAAGHO. Zav VTELOLVOG UNYOVICHOG Bempeital 1 SLOKOTN TNG EVIEPONTOTIKNG OVAKOKAMGONG 1)/Kat
UEG® YOOTPEVTEPIKNG dlamidvong tov A771726.

Avootoleis kou exaywyeic tov CYP450

Meléteg avaoTOAG in Vitro 6€ avOp@TIVE NTOTIKG LKPOCOATLO. VTOONADVOLY OTL TO KUTOYP®LL
P450 (CYP) 1A2, 2C19 ka1 3A4 epumiékoviot 610 PeTAPOAIGHO TG AEQAOVVOUIONG. ZE po HEAETT
AAANAETIOPOONG iR ViVO LE TN AEPAOVVOUION Kot TN OLUETIOIVY [Un €101KOC NTLOC OTOKAELGTHG TOV
kutoypopatog (CYP) P450] evtonicOnke EAdetyn onuavtikng enidpacng otnv £ékbeon tov A771726.
Metd amd cuyyopnynon epamnas d6oMg AEPAOVVOUIONG G ATopa OV EAGUPOvVAY TOALOTAEG OOGELG
proapumikivng (Un e01Kog emaywyéag Tov kKutoyxpopatog P450), ta puéyiota eninedo tov A771726
avéndnkav katd 40% mepimov, evd 1 AUC dev petafandnke onuoviikd. O unyoviopudg tg opaong
aVTg eV elval caenc.
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Enidpaon tneg Ac@lovvouiong o GAAG QOPUOKEVTIKG TPOTOVTOL:

Amo 00 FTOUOTOS OVTICVAINTTIKG,

e o pedétn 6mov cuyyopnynnke N Aeprlovvopidn pe KATO0 TPLPAGIKS, ard TOL GTOUATOS
YOPNYOVLEVO, AVTIGVAANTTIKO Ydmt, To omoio mepieiye 30 pg aBuvoAooloTpadioing e vyieig
€0eLOVTpLeC dev mapatnpnOnKe HEION TNG AVTICLAANTTIKNAG OPAGTC KOl 1] OPHOKOKIVITIKT TOV
AT71726 NTav evtdg TV avapevopevay opiov. Mo poppokokivntikny aAAnAenidpaon pe ta arnd Tov
GTOUATOG AVTICLAANTTIKA TopatnpnOnke pe tov A771726 (PA. mopokdto).

O1 akOAO0VOEG POPLUKOKIVITIKEG KOl QOPUOKOOVVAIKEG LEAETEG OAANAETIOpaONC dlEvEPYHONKOY pE
tov A771726 (xbprog dpaoctikds petaforitng g Aeprovvopiong). Eneidn mapdpoteg aAAnAemidpdoeic
QOPUAKOV E PAPLOKO OEV UTOPOVV VO OTTOKAEIGTOVV Y10, T AEPAOVVOLIOT OTIG GUVICTMUEVEG OOGELS,
T 0KOAOLOO OTOTEAECUATA KOl GVOTACELS TPETEL VO, AdpfdvovTal VTOYN o€ aeheVELg TOV
avtipetoniCovrol BepamevtiKd e Ae@Aovvouion:

Emidpaomn ot permayivion (vrdotpopo tov CYP2CS)

Ymipée wo avénon ot péon Cmax Kot AUC g pemayAwviong (1,7 ko 2,4 @opég, avtictorya), HeETd
a6 emavohappavopeveg 60ceig tov A771726, vmodnidvovtag 6t o A771726 gival €vag avacTorEéng
tov CYP2C8 in vivo. Etopuévmg, cuvictdrol Topakoiovdnon tov achevav pe tautdypovn xpnon
QUPUAKEVTIKAV TPoidovT®mV mov petaforifovrotl and o CYP2CS, 6mmg 1 pemayAvion, 1 mokAITaEET,
N moyAtaloévn N ) pootyAtalovi), apol evogyeTal va £xouv vynAOTEPT £KBeo.

Enidpaon ot kaeeivn (vrootpoua CYP1A2)

Enavolopfavopeveg d0ceic tov A771726 peiowoav tn péon Cmax kot AUC g kapeivng (VTooTpm Lo
tov CYP1A2) katd 18% ko 55%, avtictorya, vmodnidvovrtag 0tt o A771726 gvdéyeton va etvar £vag
nmiog enayoyéag tov CYP1A2 in vivo. Emouévmg, ta papuokevtikd tpoidvta mov petaforilovrot amod
170 CYP1A2 (6mwg 1 dovro&etivn, | ahooetpdvn, 1 Beopuidivn ko 1 Tilavidivn) Tpémet va
YPTOCLLOTOLOVVTOL [LE TPOGOYY| KATA TN S1dpKELd TG BEPATEVTIKNG AYWYNG, ETELON UTOPOLV VO

001 YNGOLV OTN UEIMON TNG UMOTEAECUATIKOTNTOS AVTMV TOV TPOTOVIMV.

Enidpaomn 6T vTooTpMdUOTO TOV HETAPOPEN OpYaVIKOV avidvtav 3 (OAT3)

Ymipée wmo avénon ot péon Cmax Kot AUC g kepaxiopng (1,43 ko 1,54 gopd, avtictowya), HeTd
amo emavorappavoueveg 60oelg tov A771726, vmodnidvovtag 6t o A771726 gival £vog avaeTOAENS
tov OAT3 in vivo. Emopévac, cuvietdtor tpocoyn otav cuyyopnyeitar pe vrootpopate tov OAT3,
OT®G M KEPAKAOPN, N PeviuAmevikiAdivn, 1 curpopro&acivn, 1 wdopebakivn, 1 keTompopaivn, N
@OVPOGEUION, 1| oLUETIOIV, 1| peBoTpeédn, n {doPovdivn.

Enidpaom oto BCRP (Breast Cancer Resistance Protein — [Ipwteivn Avtictaong tov Kapkivov tov
Maoto0) kai/f vrooTpduaTe Tov ToALTENTIO0L Bl Kot B3 peta@opdc opyavik@v ovidvimv
(OATP1B1/B3)

Ymipée wo avénon ot péon Cmax Kot AUC g posovPaoctativng (2,65 kot 2,51 popég, avtictorya),
petd and emoavarapfovoueveg 06celg tov A771726. Qotdc0, dev vVANPEE EPEOVIG EMDPAOT AVTNG TNG
avénong g ékbeomng ¢ pocovPactativng oto TAdoua ot dpdon ¢ avaywnydong HMG-CoA. Edqv
ypMnoLoronbovv tavtdypova, 1 066N TG pocovPactativng dev Tpémel va vrepPaivel To 10 mg
epamnaé nuepnoing. o da vrootpopata g BCRP (n.y. uebotpetdrn, tonotekavn,
covApacaralivn, daovvopovumikiv, doEopovumikivn) kat tng owkoyévelag OATP e1dikd yio Tovg
avaotoieic g avaywydong HMG-CoA (n.y. cyPooctotivn, atopPactativn, Tpafoctativn,
pebotpeEarn, vateyAvion, pemaylvidn, prpaumikivn) 1 Tavtdypovn yopnynon TpEmeL emiong va
yiveton pue mpocoyn. Ot acBeveic Tpémel va mapakorovfodviol 6TeEVE Yo oM UEIN Kol GUUTTOUOTA,
VIEPPOAKNG £kBeoNC 6TA POPUOKEVTIKE TPOTOVTa Kot Bo Tpémetl va e€etaletan n peimon g 660mg
QVTOV TOV POPULOKEVTIKOV TPOTOVIMV.

Enidpaomn 610 amd tov otopatog aviicvAnTtiko (0,03 mg adwvvroletpadiodng kot 0,15 mg
AePovopyeatpéing)

Ympée o avénon ot péon Cmax Kot AUCo4 ™G aibuviototpadioing (1,58 ko 1,54 @opd,
avtiotorya) Kot Cmax kKot AUCo24 TG AgPovopyeotpéing (1,33 ko 1,41 @opd, avrtictoyya) Hetd amd
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emavorapPovopeveg 60celg ov A771726. Av ko avti) 1 OAANAETIOpOGT OV OVOUEVETOL VL
EMNPEGCEL SOVOUEVADG TNV AMOTEAEGLATIKOTNTO TOV OO TOL GTOUOTOG OVTICVAANTTIK®V, B0 Tpémet va
Aappavetar vTOYT 0 TOHTOG TG BEPAUTEVLTIKNG OYWYNG TOL OO GTOLOTOC UVTIGVAANTTIKOV.

Enidpaon ot Bapeapivn (vrdotpope tov CYP2CI)

EnavolopPavopeves d0ceic tov A771726 dev giyav kdmola EXidpOoT 6T GOPUAKOKLIVITIKY] TG
Bappapivne S, vrodniaovoviag 6t 0 A771726 dev gival oute 0vOoTOAENS, OVTE EMAYWOYENS TOV
CYP2C9. Qotdco, mapatnprnke pa peimon 25% oty kopuer tov 81eBvoig KavoviKomompuévou
mnAikov (INR) 6tav o A771726 cuyyopnynbnke pe Papeapivn 0nmg cuykpibnke pe m Bapeopivn
uoévn. Eropévac, 6tav n Papeapivn cvyyopnyeital, cuvietdtor 6tevi tapakolovdnon tov INR.

4.6 TovipétnTa, KONON KA1 Yolovyia

Kvnon

Yrdpyovv vdvoieg 0Tt 0 gvepydg petaforitng e Aeprovvopiong, A771726 mpokakel coPapég
ovyyeveig dlapaptieg dtav yopnyndei katd ™ didpkela g eykvpocsvvng. To Leflunomide Zentiva
avtevoeikvutal katd v gykvpocsvvn (PA. mapdypaeo 4.3).

IMvaikeg og avamopaymyk NAKio TPETEL VA, YPNCUYLOTOI0VY OTOTEAEGUATIKT OVTIGOAAN YT KOTA T
duapkela tng Oepameiog Kot Emg 2 ypovia Petd (PA. Topakdto «mePiodog avapuovigy) | éog 11 nuépeg
petd tn Bepameio (PA. TOPAKAT® GUVTOUEVUEVT] «TTEPIOSOG EKTAVGNC»).

H acBevnic Oa mpémel va yvaopilel 0tL epoGov Topovcilochel kabvatépnon g euuvov pOicemc i yio
0m0100MTOTE AOYO LIAPYEL VIOYiK KUNCEMG, O TPEMEL VL EVILEPADCEL AUEGMS TOV 0TPO Y10, VO
SeayBel 1e0T KLVNOEMG KO GTNV TEPIMTO®ON TTOL eivan BeTIKd, TOTE 0 10TPAS B TPémel va cuinTNoEt
pe v acBevi tov mhavo kivouvo yia v komon. Me mv apyikn Kabuotépnon Tov KOKAOL gival
duvato, OGOV HEIOOVY TayEwe Ta enimeda TOL dPacTiko petafolritn amd o aipa gpappoloviag
Stadkacio amoBoing Tov EOPUAKOD, OTMG TEPLYPAPETAL IO KAT®, Vo eAaTtdel 0 Kivduvog Yo To
£uPpvo and T Aeplovvouion.

e pio pukpn TPooTTIKY PEAETT o€ Yuvaikeg (n=64), o1 omoieg Epevay akovoLo £YKVEG EVOCM
Adppavay Aeprovvopidn yio 6yt teplocdTEPO Omd TPEIS ELOOUASEG LETA TN GOAAN YT Kot
aKoAoVONcaY Lo S1dtKacio EKTAVGTC TOL EUPUAKOV, dEV TOPATPNONKOY CTLOVTIKEG SLUPOPES
(p=0,13) 0N cvvoAKT| cLYVOTNTA TV LEWOVOV SOUIKMV avepoAdV (5,4%) cuykpvouevn pe Tig 000
opadeg ovykprong [4,2% oty avtictoyn opdda acbévelos (n=108) ko 4,2% oe vyeic £ykveg
yovaikeg (n=78)].

Xe yuvaikeg mov Ppiokovial o€ aymyn| He AEPAOVVOUISN Kot ETBVUOVY VO TEKVOTOUGOLV, GUVIGTATOL
pio oo TG okdAovbeg dladikacicg Tpokewévou vo enifeParmbel 6t1 1o EuPpuo dev extibetat o
t0&1Kég ouykevTpoelg Tov A771726 (cuykévipmon otoyog < 0,02 mg/l):

Ilepiodog avauovig

INao mapateTapévn nepiodo avapévetar 6Tt Ta eninedo Tov A771726 oto mAdcopa o eivol Tave amd
0,02 mg/l. Avapéverat 611 1 cvykévipwon Oa pewwbei < 0,02 mg/l 2 ypovia PHETA TN S10KOTN TNG
ayOYNS 1e AepAovvouion.

Metd amd mepiodo avapovig yia 2 ypovia, LETPAOVIUL TNV TPATN POPA Ol GLYKEVIPMGELS ToL A771726
010 TAdopo. Katdmy ot cuykevipmoelg tov A771726 oto mhdoua 0o mpénet va tpocdiopicfoiy
aKoun pa @opd apod mapérbetl didotnua TovAdyiotov 14 nuepmv. Epocov kot o1 V0 GUYKEVTPOGELS
010 TAdopa etvor < 0,02 mg/l dev avapévetol Kivouvog TepatoyEveoNC.

IMa meprocdtepeg TANPOPOPIEC GYETIKA UE TN SOKILOGIO TOV OElYUATOS, TAPOKAAODUE EXKOIVOVIOTE
LLE TOV KATOYO TNG AOEI0G KUKAOPOPING 1 UE TOV TOTIKO TOV avTtpdowmo (PA. mapdypago 7).

29



Awadikooio EkmAvong
AoV GTAPATAGEL 1| AYOYT] LE AEPAOVVOLION:
. yopnyovvtol 8 g yoreotupapiving 3 @opég nuepnoing yia ypovikd didotnuo. 11 nuepav,

. EVOALOKTIKA Yop1yobvtar 50 g Kdvewg evepyomopévou dvBpaka 4 popég nuepnoing yio
ypovikd dtotnua 11 nuepdv.

ITop’ 6Aa avtd axdun Kot av akolovdn el kdmowa amod Tig dradikacieg EkmAvong, amoteiton
emPePainon pe Tic 2 xop1oté doKacieg apov mapéAdet dtdotnpo TovAdyiotov 14 nuepdv Kot pua
7EPi000G OVOLOVIG EVAULGT] VO OTO TOV TPMTO TPOGOIOPIGHO, TOV Ol GUYKEVIPDGELG GTO TAAC LA
glvon < 0,02 mg/l wg t yoviponoinon.

Ot yovaikeg pe duvatotnTo TeKvomoinong 0o TpEmEL va EVNIUEPOVOVTOL OTL UETE TN SIOKOTN TNG
AYOYNG omonteiton TEPI0d0g OVALOVIG Yl 2 XpOVIQ TPOTOV PEIVOVV EYKVEG. TNV TEPITTMGT] TOV
BepnBel 611 dev glvar dvvartn N TEPI060G AVALOVIG Yo TEPITOL 2 xpdvia pe xpNoT aEOTIGTNG
AVTIGOAANYTG, GUVIGTATOL TPOANTTIKE 1) Evapln g dtadtkaciog EKTAvong.

To6G0 1 yoreoTupapiviy 6GO Kol 0 EVEPYOTONUEVOS AvOpaKAS GE KOVL UTOPEL VoL ETNPEAGOVY TNV
amoppOPNON TV 01GTPOYOV®V Kol TPOYEGTAYOVAV, £TGL MGTE VO, UNV etvat duvatd va S106PaAIcTE]
a&1OmIoT AVTIGOAANYN LE TO ATO TOV GTOLOTOC YOPTYOVLEVO, OVTIGUAANTTIKG, KOTA TN dtadtkacio
£KTAVGNG LLE YOAEGTUPOUIVY] T} EVEPYOTOINIEVO AVOpaKO GE KOVL. ZUVIGTATAL 1] PNOT| EVOALUKTIKOV
pneBdd®V avTicOAANYIG.

Oniooudg

Ao peréreg og melpapatolma TPOKOTTEL OTL 1] AePAOVVOUION 1 Ol peTaPoAiteg TG Si€pyovTaL 6TOo
unTpkd yoro. I't” avtd, yovaikee mov OnAdlovy dev enttpéneton va, AapBavouy AeAovVOuidN.

Tovipdtra

Amotedéopota peret@v yovipodtntog oe {da dev Exovv deiéel enidpaocm otV apceVIKN Kot Onivky
yovipotnta, oAAG TapatnpnOnKoy emPAaPeic eMOPACEIS GTA APCEVIKA OAVATAPAYOYIKA OPYOVA GE
peAéteg touotntag emavarapfovouevng 06ong (PA. mapdypopo 5.3).

4.7 Emopacelg 6Ty IKavOTTO 001]YN61)G KOl (EIPIGHOD PN OvI|LETOV

E@ocov mapovciactodv avemBounteg evépyeleg tétoteg Ommg (AN pmopel vo exnpedcovy v
KOVOTNTO TOL 000EVT Vo GLYKEVTP®OEL Ko va avTidpdoel avaAoyo. e TETOIEG TEPUTTMGELS Ol
acBeveic O Tpémel va amopehyovy TNV 00N YN0 KoL TO XEPIGUO UNYOVIUATOV.

4.8 AvemOounteg evépyereg

TIepiinwn Tov TPOEIA acEEAELNC

O1 o VYV avaeePOUEVEG AVETIOOUNTEG EVEPYELES LIE TN AEPAOLVOUION elval: )Tl adENOT TNG
apTNPLOKNG TTieoNG, AevKonevia, mapoioOnoia, kepariadyia, CaAn, didppota, vavtia, EUETOC,
STaPAYEC TOV GTOUATIKOD PAEVVOYOVOL (TL.Y. apBmONG oTopaTiTdN, EEEAKMGT TOV GTOUNTOC),
KOWMako dAyog, ovénuévn ammAieia porlmv, Exlepa, e&dvOnua (copmeptlopuBavouévon Tov
KnAdoPratidddovg e&avinpatog), kvnouog, Enpodeppia, tevovrodnkitda, avénuévn CPK, avopeéioa,
ATOAELN COUOTIKOV Bapovg (cuvnbmg un onuavtikn), e£acBévnomn, ELaPPESG AALEPYIKES OVTIOPAGELS
Kot 0OENOT TOV NTOTIKOV TOPAUETPOV [Tpavoauvaces (10taitepa tng ALT), Arydtepo cuyva g
vapa-GT, Tng aAKaMKNG pOGEATACNS, TNG XoAepvOpivnc].

30



Ta&wvounon g avapevouevng cuyvoTnToC:

[ToAd cuyvéc (=1/10), ovyvég (=1/100, <1/10), 6y cvyvég (=1/1.000, <1/100), ordvieg (=1/10.000,
<1/1.000), moA¥ ordvieg (<1/10.000), un yvootég (dev pmopovv va extiundodv pe Bdon ta dtabéoipa
dedopéva).

Evtocg ka0 katnyopiog cuyvotnTtog ELOAVIoNS, Ol aveTIBOUNTEG EVEPYELEG TOPATIOEVTOL KOTA
oBivovca celpd cofapdtnrtas.

Aowudeis kol mopoaoitwoels
ETAVIEG: cofapéc AoUDEELS, cuuTEPIAAUPBAVOLEVNS TNG ONYNG 1) oTtoia, pmopel va amoPel
Bavatneopa.

Onwg kot GALOL TapAYOVTES LE EVOEYOLEVT] OVOGOKATAGTAATIKY OpAcT, 1| AEPAOLVOUION UTopel va
avénoet v evactncio oe AOWMEELS, CLUTEPIAAUPOVOLEVOV KOl TOV EVKALPLOK®V AOUdEEDV (BA.
eniong mapdypago 4.4). Enopévmg umopel va avéndel 1 oAtkn cuyvotnta tov AoUdEEDY (E101KOTEPQ
N pwitida, 1 Ppoyyitida Kot 1 TVELHOVIR).

Neomlaouazo kolonbn, kaxony ko un kabopiouéve. (repiloufovovial KOGTEIS Kol TOADTOIES)
O «ivévvog kakon0elag, E101KOTEPO AEUPOVTEPTAACTIKAV SLOTOPAYDV, CLEAVETAL LUE TN YPTON

KOOV 0VOCOKATUCTOATIKMOV TOPAYOVIMV.

A1070p0YES TOV AIUOTOTIKOD KOl TOV AEUPIKOD GOOTHUATOS

Suyvéc: Aevkomevia (AgvkokvtTopa >2 G/1)
Oy ovyvéc: avapia, ehaepd BpopPorevia (oponetdiia <100 G/1)
ErAVIEG: TOVKLTTOPOTEVIQ (TOOVOV e UNYAVIGUO OVOGTOANG TG TAPOYWYNG), AEVKOTEVIL

(Aevkokvtrapa <2 G/1), noevoeiiia
IToAD omdvies: OKOKKIOKLTTOPLIO

[Ipdoeata, n Guyyopnynon N 1 Sedoykn ¥pNoT SvvnTIKa LLEAOTOEIKMY QOPUAK®OY TOAVOV Vo
oyetileton pe LEYUADTEPO KIVOLVO QUUUTOAOYIKOV ETIOPACEDV.

A1070p0YEC TOD AVOTOTONTIKOD GOOTHUOTOS

Suyvéc: EMIPPES OAAEPYIKEG AVTIOPAGELC

[ToAV omdvieg: cofupéc avaPLANKTIKES/ AVOPLAAKTOEEIS OVTIOPACELS, ayyeUTIda,
CUUTEPTAAUPAVOLEVIC TNG OEPLLOTIKNG VEKPOTIKNG OLYYELTIONG

Awazapoyéc tov ustofforiouod kor e Opeyns

Yoyvéc: avénuévn CPK
Oytovyvée:  LIOKOALOLUIC, VTEPMTIOALLIN, VTOPMGPOPULIIN
ETAVIEG: ovénuévn LDH

Mn yvootéc:  vmoovpryopia

PoyloTpikés OLaTapoyss
Oy ovyvéc: ayxog

Ararapoyég Tov vevpikod ovoTiUaToS
Xoyvéc: napotodnoia, kepalaryio, (oA, TePLPEPIKN VEVPOTADELL

Koapdioxés orotapoyés
Xoyvéc: Ame adENGN NG APTNPLKNG THECNC
Xrdvieg: cofapn avénon g apTNPLOKNG Tieong

A10T0POYES TOD AVOTVEDOTIKOD GVOTHUATOS, TOV Bwpako kol Tov uecofwpokiov

STAVIEG: dtapeon vevpovondfeila (cupmephapufovouevng e SIIUESN S TVEVUOVITIONG), M
omoia umopet va amofet Boavatneodpa

Mn yVOoTEG:  TVELUOVIKT VTTEPTAGT, TVELLOVIKO 0(i010
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Araropayéc Tov yaotpeviepicod

Suyvéc: KOAITIO0, GUUTEPIAAUPAVOUEVNG TG MIKPOCKOTIKNAG KOATIONG OO AEUPOKVTTAPIKN
KOAITIO0, KOALOYOVIKY] KOAITION, O14ppola, VOouTic, EUETOC, SLATOPUYEG TOV CTOUATIKOD
BAevvoydvov (m.y. apBdong otopatitidn, EEEAKMON TOL GTOUATOG), KOAMAKO GAYOg

Oyt ovyvéc: daTapay€g yevong

[ToAd omdviec: maykpeoTitidon

A10T0poyég T00 NTATOS KO TV YOANPOPOV

Toyvéc: avENoT TOV NIOTIKOV ToPAUETpV [Tpoavoapvaceg (1daitepa g ALT), Aydtepo
ovyva ™ Yapa-GT, g alkodkng pocpatdongs, g yorepvdpivng]
XrAviEG: nratitda, iktepog/xohdoTaom

[ToAd omdviec: cofapn PAGPN ToL HTATOG OTOC NTATIKY AVETAPKELD KOl 0EEI0 VEKPWOOT) TOV NIATOG
7oV pmopel va amoPei Bavatneodpog

Arozopoyég T0v FEPUATOS Kot TOD DTOIOPIOD 1GTOD

Suyvéc: avénuévn ammAelo poAlmv, Exepa, eEavinua (coureptiapufavouevon tov
KnAoPfratidddovg eEavinuatoc), kKvnopods, Enpodeppiol

Oytovyvég:  kvidmon

IToAd omdvieg: TOEIKN EMOEPUIKT VEKPOALGT), GUVIPOUO Stevens-Johnson, ToAOLOPPO epHON UL

Mn yvootés:  dgpUOTIKOG EpLOMUATMOONG AVKOG, PAVKTOVOING Yoploon ) ETdeivmon TG
yoplaong, Copupokevutiky] Avtidpaon pe Hoowoeidia kot Zvotnpotikd Xopntdpoto
(DRESS), deppatikd €lkog

A1070p0YES TOD HDOTKEAETIKOD OVOTHUOTOS KL TOD GOVOETIKOD 1GTOD
Xoyvéc: tevovTodnKitida
Oy ovyvéc: pMén tévovta

A1070p0YES TV VEPPWV KO TV 0DPOPOPDY 00V
Mn yvooTéG:  VEQPIKT OVETOPKELN

A1070p0YES TOD AVOTOPAYDYLKOD COGTHUOTOS KOL TOD UOGTOD
Mn yvootés:  oplokég (avaoTPEYIUES) LELMGELS TOV GUYKEVIPOGEMY TOV GIEPHOTOS, TOV OAKOD

appov orepuatolmopiov Kot TG Tayeiog KIvnTIKOTNTOG

Tevikég d10Topoyés Kot KaTooTAGELS THS 000D YOPHYNONS
Suyvéc: avopeéio, andrelo copatikod Bapovg (cuvnbmg un onuovtikn), e€acdévnon

Avooopd TOavoAOYOLUEV®V QVETLOOUNTOV EVEPYELDV

H avageopd mibavoroyoduevmy ovemBountoy evepyeidv PeTd amd T xopynomn GdEwg KUKAOPOPIiag
TOV PUPUOKELTIKOD TPOIOVTOG elval onpavtikn. Emrpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVE-KIVOHVOL TOV POPHOKEVTIKOD TPOTOVTOG. ZNTEITOL amd TOVG ETAyYEAIOTIES LYElNG VO
AVOPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES LECH TOL EOBVIKOD GLGTNLOTOG
ovaeopds mov avaypdestor oto Hoapdptmua V.

4.9 Ymepoocoroyia

ZUUMTOUOTO

Ymip&av avaeopic xpoviag vreépPacng e docoroyiog oe acheveic mov EhaPav Ae@Alovvouidn ce
NUeEPNOEg OOGELG, Ol OTTOIEG NTOV TTEVTE POPEG UEYOAVTEPEG OO TI GUVIGTOUEVT] UEPTIOLA SOGOAOYINL
KkaBdg emiong avapopég yia o&eia vIEPPaoT TNG 00G0A0YING GE EVIAIKES KOl TOOLA. XTNV TAEOVOTNTA
AVTOV TOV TEPUTTOCEMY VTEPOOCGOA0YING deV avapépOnkay avembiunteg evépyeleg. Ot avembounteg
EVEPYELEC TTOV GUUPOVOVV LIE TO TPOPIA AGPAAELOG TNG AEPAOVVOUIONG EVaL: VTTOYAGTPIKO AAYOG,
vavtioa, d1Gppota, ovénpéva nratikd Evivpa, avorpio, AevkKonevia, Kvnopog Kot eEavomnua.
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AvTiuet®mion

2y mepintmon mov eppavicel vtepdocoroyia 1 TOEIKOTNTA, CLUVIGTATAL YOAEGTLPALIVY 1| AVOpaKog
TPOKEWEVOL Vo, emttoyvvOei 1 amofoAr]. Otav xopnyndnke amd Tov GTOUATOS YOAEGTLPALIVY GE SO0
TV 8 g, 3 popég v Nuépa Yo 24 dpeg oe TpeLS vytelg eBehovtég peidbnkav ta enineda Tov A771726
010 TAdopa Kotd 40% mepimov evtdg 24 mpdv Kot 49%-65% evtdg 48 wpdv.

[opatnpnOnke 6Tt HeTd amd TN YopNyNoN evepyomompévoL dvBpaka (KOvig Tov yivetol evoidpniLo)
a0 TOV GTOUOTOC 1] LEG® TOL PLVOYAGTPLKOD coinva (50 g avd 6wpo yia 24 dpeg) petddnkay ot
GUYKEVIPMGELS TOV OpaoTIKOV HeTaPoAitn A771726 610 TAGGHO 6€ T060GTO 37% evtog 24 mpdv Kot
o€ 1060010 48% €vioc 48 wpmv.

AvTtég ot duadikacieg EkmAvong pmopel va emavaineBovv, av gival avaykoio KAviKd.

Meléteg 1000 KaTd TNV EQAPUOYT GLLOSIOAIONG OGO KOl VIO GLVEYN POPNTH TTEPITOVAIKT KGBapo
(CAPD) &de1&av 6tL0 A771726, xoplog petafoiitng g AepAovvopiong, dev givan dStahvtdc.

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@oppokodvvopIKES 1O10TNTEG

Doppakobepanevtikn katnyopio: Exiextikd avocokatactaltikd, kodikdég ATC: LO4AKO!L.

Dapuokoroyio og ovOpdTOLE

H AepAiovvopion eivor évag avtipeupatikog Tapdyoviog, TPOTOTOMTIKOG TG VOGOL LE WOIOTNTEG
OVOOTOATIKEG TOV TOAAUTAAGLOGLOD.

Dopuakoroyio o oo

H Aeplovvopion givai dpaotikn o€ poviéda melpapatolmny pe apdpitido Kobdmg Kot pe GALES
AVTOAVOGEG VOGOLG 1] KOl LETAPOGYEVOT), KLPlmG av yopnyndel katd tn edon evaicOntomoinonc. ‘Eyet
0VOGOPLOGTIKA/0VOGOKATAGTOATIKA XOPOUKTNPIGTIKE, 3P0 (O AVOCSTAATIKOS TOPAYOVTOG TOV
TOAALOTAQGIOG OV KOl TOPOVGLALEL OVTIQPAEYLOVAOOELS 1010TNTES.

Y& HovTéAa TEPUUATOL®®V E AVTOAVOCO VOGO, ATV YOpMYNONKe 1 Ae@ALovVOpIdN KaTd TV TpMIUN
0aon g eEEMENG TNG VOOOL TOPOLGLACONKE 1) LEYIOTI TPOPLAOKTIKY dpdon.

In vivo petoforileton tayémg kot oyedov mAnpmg oto A771726, 0 omoiog glval dSpacTIKOC in vitro Kol
Oewpeitar 611 etvar veEvBVVOC Y10, TO OEpamEVTIKS OTOTELEC A,

Mnyovicoc dpaong

O A771726, gvepyog petaforitng g Ae@rovvopiong, avacstéArel To Eviupo dtHdpoopoTIKT
apudpoyovdaor (DHODH) ctoug avOpdmovg Kot ETOEUVIEL AVOCTUATIKH TOV TOALOTAAGIOGHOD
dpdon.

Khlvikn omoteleopnatikdTnTo Kol 0cQaAEL

Pevuoroerong apbpitida

e 4 eheyyopeveg peréteg (1 pdong I kon 3 eaong M) tapovoidcdnie n arotelecpatiKdOTNTO TNG
AepAovvopidng ot Oepomeio TG pevpaTogldong apbpitidac. Xtn puelét edaong I, pekémm YU203,
ToyotomomOnkay 402 dtopa pe o&eia pevuatosidn apbpitida oe placebo (n=102), o€ 5 mg (n=95), ce
10 mg (n=101) 1| 25 mg/muépa (n=104) AepArovvopuidong. H didpreia aywyng ntov 6 unvec.

e 6Aovg Tovg acbevelg kotd TG peétec eaong I yopnynOnke pia apykn 66om 100 mg
Ae@AOVVOUIONC Y100 3 MUEPEC.

> peiétn MN301 toyaromomOnkav 358 dtoua pe ofeia pevparosidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=133), o 2 g covipacoralivng v nuépa (n=133) 1 o¢ placebo (n=92).
H dudpxeia g aymyng nTov 6 unvec.
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H pedétn MN303 ftov o Tpoatpetikn, 6pmvn ToeAn cvvéyion e MN301 yopic ) xopriiynon
placebo, kataAnyovtog o€ o cOyKplon Aeprlovvopiong pe covipacaralivny el 12 pnvec.

2 peiétn MN302 toyaromomnkav 999 dtoua pe o&eia pevpatogidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=501) 1§ oe 7,5 mg pebotpeldtng tnv efdoudda ta omoia avénbnkav ce
15 mg gfdopadiaing (n=498). H cupuminpopatiky yopynon GLAAKOD 0EE0C NTOV TPOOLPETIKT KOl
yopnynOnke povo oe 10% tov acbevov. H dibpketa g ayoyng rav 12 pivec.

2 peiétn US301 tuyotomombnkay 482 dtopa pe ofeia pevpatoedn apbpitida o 20 mg
Aeprovvopidng/muépa (n=182), oe 7,5 mg pebotpe&dc/efoopadiaing avavopevn oe 15 mg v
eBoopdda (n=182) 1| oe placebo (n=118). Dot o1 acBeveig EraPav 1 mg @uAALIKOD 0&€0G 2 popEC
nuepnoine. H didpketa ayoyng ntav 12 pfvec.

H AepAiovvopidn oe nuepnowa d6omn tovAdytotov 10 mg (10-25 mg otn peré YU203, 20 mg otig
peréteg MN301 kot US301) tav 6TaTIGTIKA ONIOVTIKG avadTePT £VovTL TOL placebo g mpog
UEIMOT TOV ONUEIDV KOl CUUTTOUATOV TNG PEVUATOEID0VS 0pOpitidag Kol oTic 3 eAeyYOUEVES e
placebo pelétec. Ot deikteg avramokpiong katd ACR (Apepikdviko KoAréylo Pevpatoroyiog) o
perétn YU203 frav 27,7% évavrtt tov placebo, 31,9% ota 5 mg, 50,5% ota 10 mg kot 54,5% ota
25 mg/Mmuépa. Xtig peréteg edong Il ot deikteg avromodkpiong kotd 0 ACR yia ta 20 mg
Ae@Alovvopidne nuepnoing évavtt tov placebo ftav 54,6% évavtt 28,6% (perétn MN301) ko 49,4%
évavtt 26,3% (perétn US301) avriotoyo. Metd amd 12 unvav cuveilopevn aymyn, ot deikteg
avtomokpiong kot 10 ACR otovg acbeveig vd Aeprovvouion frav 52,3% (ueréteg MN301/303),
50,5% (ueiétn MN302) kot 49,4% (pnerét US301) cuykpivopevol pe toug aobeveic viod
covipacaralivn wov Nrav 53,8% (pehéteg MN301/303), 64,8% (nerétn MN302) kor 43,9% (perém
US301) otovg acbeveic vmod pebotpe&dtn. X pehétn MN302 1 Ae@Aovvopidn NTov onuavTikd
Ayotepo amoterecpatikn amd 0t M pebotpesatn. [lap’ 6Aa avtd, otn perétn US301 dev

TapoTN PN ONKAY SNUAVTIKES OL0POPES LETAED AepAovvopidng kKot peBotpeEdng otig Kupiapyeg
TOPOUETPOVS ATOTEAEGHOTIKOTNTAS. AgV TapatnpONKe dtapopd LeTAED AePAOVVOUIONG Kot
covApacoralivng (uerétn MN301). To amotélecua omd TV aymyn AEQAOLVOUIONG TAV EUPOVEG
petd and 1 pva, otabepomomdnke péca oe 3-6 unveg kot cuveyiotnke kad’ OAn T ddpKeLo TNG
aywyne.

€ 0L TUYOLOTOINUEVT], STAN-TVPAN HEAETT, TOPAAANA®Y OpAd®V, U KOT®TEPOTNTOG (NON-
inferiority) cuykpifnKe 1 GYETIKN ATOTEAEGUATIKOTNTO OVO OLOPOPETIKMY NUEPTOLOV dOGEDV
ouvtipnong Aeprovvouiong, ntot 10 mg kot 20 mg. Amo ta anoteAéopoto umopel va cuvoydel 0t
QTTOTEAEGLATIKOTNTO TTOV TTPOKVTTEL A0 TN 0061 cuvTpNnong T@v 20 mg NToV TEPIGGOTEPO EVVOTKN,
eVD, amd TV GAAN TAEVPA, TO ATOTEAEGHLOTO (O TTPOG TNV AGPAAELN EDVOOVGOV TNV NUEPNTLL SO0
cuvinpnong tv 10 mg.

Houdrorpixog ninQvouog

H AepAiovvopidon pehetinke o€ OV TOAVKEVTPIKY|, TUYOLOTOUUEVT], SITAN-TUQAY], GUYKPIVOLLEVT] LIE
dpaotikn ovoia peAétn oe 94 acbeveic (47 avd okéAog) e TOALOPOPIKT] LOPPT| VEUVIKNG
pevpatogldong apbpitidac. Ot acbeveic Ntav 3-17 etV e evepyn ToAVapOPIK LOPOT] VEAVIKNIC
PELLATOELDOVG apBpiTIdOg aveEapTnTa ATd TOV TOTO EVOPENG TG VOCO Kot Y®Pic v Exouy AdPet
TponyovpEvVeg pebotpesdtn 1 AepAovvopidn. Ze avtn T HEAETN, | OO POPTIONG KOl GUVTINPNGONG
g Aeprovvopiong Baciotnke og 3 katnyopieg avaroya pe to copatikd Papog: <20 kg, 20-40 kg kot
>40 kg. Metd and 16 gfdopddec aywyng, n dopopd 6to puipd amdKpIoNng NTOV GTOTIGTIKA OT)LLOVTIKY
v TN peBotpeldtn cOUPMVA [LE TOV OPIGUO Y10, BEATIMOT TNG VEAVIKNG PEVUATOELDOVG apBpiTidag
(DOI) >30% (p=0,02). Xtov¢ acbeveic mov avtamokpifniay, n amdxpion dwtnpnonke yuo

48 efdouddeg (PA. mapdypapo 4.2). To oyfua T@v averBoUNTOV EVEPYEIDV TNC AEPAOVVOUIONC Kot
g pebotpelatng eaivetal va givor mopdpoto, ov Kot 1 d6or mov yopnyndnke oe acbeveic youniov
COUOTIKOD BAPOvg 00NyNoE 08 GYETIKA YaunAn £kOeon (PA. Topdypago 5.2). Avtd ta cTotyEio dev
EMTPEMOVV OMOTELECUATIKT KO AGPAAT) SOGOAOYIKT GVGTOOT).

Ywpraoixn apbpitido,

H omoteleocuatikdmta g APAOVVOUIONC 0modeiyOnKe Ge pio ELEYYOUEVT TUYOLOTOUNLEVT] OLTAN]-
TN nerét 3L01 og 188 aobeveig pe yoprocikn apbpitida, otovg omoiovg yopnyndnkav 20 mg
nuepnoione. H ddpketa g ayoyng tav 6 unves.
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H AepAiovvopidn oe nuepnowa d6on 20 mg fjtav onuavtikd avatepn Evavtt tov placebo o¢ Tpog ™)
peiwon Tov copnToudTev e apbpitidag o acbeveic e yoplactky apbpitida: ot kotd PSARC
(deixteg avTamdkpiong Yo tn Oepaneia ™ yoplacikig apbpitidag) avianokpicelg Ntav 59% oty
opada g AepAovvopiong kot 29,7% oty opdda tov placebo yio 6 unveg (p<0,0001). H
OTOTELEGLLATIKOTNTA TNG AEQAOVVOLIONG 6T Peltioon g Aettovpyiag Kot 611 peimon tov BAapdv
dépuratoc NTav péTpia.

MeAéteg peta v koxdopopio tov TPoiovTog

Mo toyatomompévn peAétn a&loldynce To T0G0GTO OVTATOKPIGNG TNG KAVIKNG
ATOTELEGUATIKOTNTOG G acbevelg pe Tpawun PA mov dev £xovv AaPetl oto TapeAdév DMARD
(n=121), katd v omoia ElaPav eite 20 mg, eite 100 mg AepAovvopidng o 600 TapdAANAes opadeg
KaTd T S1EPKELD TOV TPV TPATMOV NUEPDV TNG SUTANG TVEANG TepLodov. H apykn mepiodog
aKoAoLONONKe o Lo avoryT) TEPI0d0 GUVTINPNONS TPLOV UNVOV, KATE TN O1GpKELN TG OO0 Kot 0L
dv0 opadec ElaPav 20 mg Aeprovvopidng nuepnoing. Kavéva emmpdsbeto cuvorikd 6@elog dev
mapotnphOnke otov TANOLGUO OV HEAETHONKE e TN ¥PoN TOL oYNUATOS Le 600 edpTions. Ta
dedopéva acPdielog Tov amokTNONKavy Kot amd TS SV0 OPAdES Ay®YNG MTAYV GOUP®VO LIE TO YVOOTO
TPOPIA ACQAAELNG TNG AEPAOVVOUIONG, (OGTOGO, 1| GLYVOTNTO ELPAVIONS AVETIOOUNTOV EVEPYELDV OO
TO YOOTPEVIEPIKO Kol avénuévav nratikdv eviOpmv €Teve va givol vynAoTepn otovg acbeveic mov
éloPav ™ d6om eodptiong twv 100 mg AepAovvopiong.

5.2 ®@oppokoKivTIKEG 1O10TTEG

H Aeplovvopion petatpénetorl toyEmg 6to 0pactikd petaforit, A771726, pe petafoAcud g
TPMOTNG 61000V (S10voiEn daKTLAIOV) GTO TOLYMN TOL EVTIEPOV KOl GTO NTAP. XE UI0, LEAETN UE
padioemionpacuévn “C- Aeprovvopidn oe tpeig vyteic ebehoviég dev aviyvennke ouetdBAnm
Ae@AovvouidN 6TO TAAGLO, GTO VPO 1) OTO, KOTPOVA. Z& AAAEG LEAETEC, OTLAVIN aVYVEVON KOV
apetapAnta eninedo Ae@AOLVOUIONG 0TO TAACUA, ®GTOGO, NTAV OE EMimEdA TAACHATOG TV ng/ml. O
UOVOG POSIOETIOLAGUEVOC LETOPOALTNG TTOV aviyvevdnke oTo TAGoua RTav o A771726. O
HETAPOAITNG aTOG EVOVVETOL OVGLAGTIKA YIoL OAN TNV N VIVO dPAGTIKOTNTO TNG AEPAOVVOLIONG.

Amoppdonon

Ta otoyeio anékkpiong and T perém “C édei&av 6t amoppoPrdnke ToLAYIGTOV 1060670 82-95%
g 06onc. O xpdvog emitevéng HEYIOTOV GLYKEVTPMGE®Y TOL A771726 610 MAGGUA €ival TOAD
€VHETAPANTOG. MeTd Vv gpanal yopnynon T LEyloTa eNineda TOL TAUCUATOG SLVATOV VO
napovctacBolv petd ond 1-24 dpec. H Aeprovvopidn pmopei va yopnynOet pe v tpoei, EXEdn o
pLOUOG amoppdENONG Eivarl cLYKPIoIUOG TOGO e DrapEn TPoPng OGO Kol GE KATAGTACN VNOTELNG.
AOY® ™G TOAD peydAng nuueptodov (ong tov A771726 (nepinov 2 efdouddec) oe KAVIKEG LEAETEG
yopnynOnke 06om epddov 100 mg yo 3 nuépeg mpokeévoL va dtevkolvviel 1) Tayeia enitevén Tmv
emmédwv Tov A771726 o€ otobepn kotaotach. YroAroyiletar 0Tt xwpig T 6001 £QOdOL amatteitol
YPOVIKO SLAGTNUA XOPNYNONG 2 VDV TPOKEWEVOL VO, ETLTELYOODV 01 GUYKEVIPMGELS TOV TAAGUOTOG
o€ otafepn KATAOTOOT. X& HEAETEG TOALOTTADY dOGE®V o€ 0obevelg e pevopatoeldn| apbpitida, ot
QOPUOKOKIVITIKES TAPAUETPOL TOV AT771726 Tav YPOUUIKES GE VP0G dOONG S €wg 25 mg. T aVTEG
TIG HEAETEG M KAWVIKT] OPAGT] EYEL OTEVN OXECT UE TIG GVYKEVIPAOGELS TOL A771726 G6T0 TAUGUO KOt UE
Vv nuepnota d6om AepAovvopidnge. Xe eminedo 66ong 20 mg/muépa, o1 Katd LEGO OPO GUYKEVIPAOOELS
tov A771726 610 TAdGpa og oTafepn Katdotaon fTav mepimov 35 pg/ml. Ta enineda nAdouatog o
otabepn| katdotaon eivar avénuéva tepimov Katd 33 €o¢ 35 opég CLYKPIVOLEVQ, [IE EKEIVA TNG
£amaé d0GEMG.

Koatavoun

210 mAGopa TV avOpodTomv 0 A771726 deopevetar eKTETAUEVA UE TIC TP®TEIVES (Aevkmpativn). To
un deopevpévo kKAdopa tov A771726 ftav 0,62% mepinov. H déopevon tov A771726 givor ypoppixy
OTIG GLYKEVTPOGELS OgpamevTtikod evpovg. H déousvomn tov A771726 mapovoidednke erappdg
UELMUEVT] KO TTEPLGCOTEPO EVUETAPANTN 0TO TAACUA 00OEVAOV Le pELUATOELON apbpitida 1 pe xpdvia
veppikn avemdpkela. H extetapévn déopevon tov A771726 pe 1ig Tpmteiveg pnopel vo TpoKaAEEL
EKTOTION GAAOV QAPUAK®Y TOV EX0LV LYNAN décpevon. Tlap’ OAa avtd pedéteg aAMANAETIOpAONG e
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Bapeapivn in vitro ¢ TPog TN OEGLEVOT LLE TIG TPOTEIVEG TOV TAACUATOC GE KAWVIKG OMUOVTIKES
GUYKEVIPMGELS OV EULPAVICAY KATOL0 OAANAETIOPAGT. ATO TOPOUOLEC LEAETEG PAVIKE OTL M
1Povmpopaivn Kot 1 dSukhopevakn dev extomilovy Tov A771726, evd TO 0OEGUEVTO KAUGHO TOV
AT771726 avéaveral katd 2 £0¢ 3 popég o€ mapovaio tng ToAfovtapiong. O A771726 extomioe v
Povmpopaivn, T SKAOEEVAKT KoL TNV TOABOLTAION EVD TO AOECUEVTO KAAGLO QUTMV TOV
QOPUAKEVTIKAV TPoidvTmV avénbnke povo katd 10% Emg 50%. Agv vhpyet £voeiEn 0Tt ot dpdoels
AVTEG £XOVV KAVIKT] GNUAGTI0. ZOUPOVO, LLE TNV EKTETOUEVN OEGUEVOT LE TIG TPOTEIVEG, 0 A771726
€xel yapnAd eovopevo oyko katavopung (tepimov 11 Altpa). Agv vrdpyet kdmota Waitepn TPOGANYN
ota epuBpoKvTTOPAL.

Buoupetaoynuotiopog

H Aeprovvopidn petapoirileton og Eva kupiapyo (A771726) Ko o€ TOAALOVE PIKPOTEPTG OTLOGTOGC
petaforitec copmeprrapfavouevov tov TFMA (4—tprprovopopedoraviiivn). O petoforikdg
Bropetacymuotiopog e Aepiovvopiong oe A771726 kot o erakdrovBog petofoiopog tov A771726
dev gdéyyetan amd éva pepovopévo Eviopo Kot tapatnpninke 6t vioniletal o€ KVTTOPIKA KAAGHOTO
UIKPOGOUATOV KOl KOTOGOA®V. Ao pedétec aAnAeniopoaong pe GUeTdiv (U e101KOG OMOKAEIGTNC
oV KuToypdpaTog P450) ko prpapmikivy (un 106G enaymyEos Tov kKutoypodpatog P450) edvnke
ot in vivo ta évlopa CYP guBOvovton povo oe pikpo Pabuo yio to petofoAopod g Aeprlovvouiong.

Amofoin

H amofoin tov A771726 givar Bpadeio kot yapakmmpiletal amd avopevikn kdbapon 31 ml/dpa
nepinov. Xe acbeveic N numepiodog amofoing eivar mepinov 2 efdopndadec. Metd amd yopNnynomn Hog
POSLOETIOLAGHEVTG 00O G Ae@Aovvopidng, 1 padievépyela anekkpifnke e&icov ata KOTPAVA,
mOovoV pécm amofoAng amd T yoAn kot ta ovpa. O A771726 aviyvedetal 6Ta oVpa Kot 6TA KOTPOVA
axoun kot 36 nuépeg petd v epdmal yopnynon. Ot facukoi petaPolriteg ota 0Opa NTOV
YAVKOVPOVIKG TPOTOVTA T, OOl TPOEPYoVTaL 0t TN AepAovvouion (Kuping oe deiypato 0 Emg

24 wpdv) kot £va mapdywyo o&avilkon o&éog tov A771726. O kuplapyog petafoiitng ota KOTpava
nrav o A771726.

Amodeiybnke otov AvOp®mO OTL 1] OO TOL GTOUATOG YOPTYNON EVOLMPTLATOG EVEPYOTOUEVOD
dvBpaka o€ KOVL 1] YohesTupapivng Tpokael Tayeio Kot oNUOVTIKY avénon Tov puBuov amofoAng Tov
AT771726 kon pelmon GTIG GUYKEVIPOGELS TOV TAAGHOTOC (BA. Tapdypapo 4.9). Avto moteveTOL OTL
EMTUYYAVETAL LE KOO0 UNYOVIGUO YOOTPEVIEPIKNG SLOTIOVONC KoL/ e S10KOTT TG EVIEPONTOTIKNG
AVOKOKAMONG.

Neppikn dvsAisttovpyia

H Aeplovvopion yopnynodnke amnd tov otdépatog oc epdnas d6on 100 mg o€ 3 acbeveic vod
alpodwAlon kat o€ 3 acbeveic vtd cuveyn opnt Tepttovaikny kabapon (CAPD). H
QOPUOKOKIVTIKY] TOV HETOPoAiIT A771726 oe dtopa vtd cuvey PopNTH TEPLTOVAIKT KdBapon
(CAPD) pdvnke 0T jtay mapopota. pe ekeivn tov vylov ebeloviov. Taydtepn amofoin tov
petaforitm A771726 mopoatmpndnke cg dropo Vo AUOSIOALGT), YEYOVOGS TTOL OEV OQEINOTOV GTNV
ATTOULAKPVVOT] TOV QUPUAKELTIKOD TPOIOVTOG LE TO dtdAvpa alpokdafapong.

Hrozwum dusisttovpyia

Agv vdpyovv SabEcia oTotyElD GYETIKA UE TNV oyyn acbevav pe nratiky dvciettovpyia. O
dpaoTikdc petaforitng A771726 deouedetal EKTETAPEVE JUE TIC TPMTEIVES Kal AmoPAALETOL LEC®H
NTATIKOD UETUPOAMGLOD KOl ATEKKPIONG A0 TN YOAT. X& NTOTIKY OVGAEITOVPYI 01 S10dIKAGIES OVTEG
duvatov va ennpeacOovv.

TToudrozpikdc TANOvoude

H pappaxoxivntiki tov A771726 petd tnv and Tov 6TOUATOG XOPNYNOoT AEPAOVVOUIONG £XEL
ueAetn0ei o 73 mondiatpikovg acheveic pe ToALOPOPIKT LOPEN VEAVIKAG PEVLOTOEOOVS apBpitidog
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o€ NAkieg Tov kopaivovtal amd 3 ¢ 17 €. Ta amoteléopota ond pio TANBvo UK
QOPLOKOKIVITIKT avAALGT] 0VT®V TV SOKIUMV £d€1Eav OTL 01 TandaTpikol acBevels pe fapog
ocopotoc < 40 kg mapovsialovv petmpévn cvotnuatiky Ekbeon (uetpovpevn pe Cs) tov A771726
GYETIKA UE TOVG eViAkeg acbeveig e pevpatogdn apbpitda (PA. mapdypapo 4.2).

Hiuwcuopévor

Ta 6edopéva PUPULAKOKIVITIKNG G€ NAMKIOUEVOLG (> 65 €TdV) elval TEPLOPIGUEVA ALY GUUPOVOVV LIE
TN POPUOKOKIVITIKY] GE MO VEAPOVS EVIALKEC.

5.3 TIIpoxivikd doedopéva Y10 TV d6QIAELN

H Ae@Aiovvopidon yopnyoduevn omd TV GTOUATOG Kol EVOOTEPLTOVAIKA a&loloyOnKe 6€ HEAETEC
oeiog T0&IKOTNTOG G TOVTIKIN KOt apovpaiovg. MeTd tnv armd ToL GTOUATOG EMAVOAQUPAVOUEVT|
yopnynom Ae@Aovvopidong og movtikia yio 3 pives, 6€ apovupaiovs Kot GKOAOLS Yo StépKela 6 pnvav
Kol o€ mOnKovg yio 1 pnva mopatnpndnke 61t 6ta peyaidtepa Opyava 6TdYovG Yo ToSKOTNTH
TEPIAAUPAVOVTOL O LVELOG TV 0GTMV, TO OiLL0, O YOUOTPEVTIEPIKOC COAVOC, TO OEPUM, O CTANVAG, O
B0p0g ka1 o1 Aeppadéves. Ot kuploTepeg EMOPAGELG NTAV AV, AEVKOTEVID, LELOUEVOS apOIOg
alpomeTaAloV Ko Tovpvelomddeia kabmg ansikovilouy to Pacikd TpodTo SPAoNg TOV GLCTATIKOD
(avactoin obvBeong Tov DNA). Xe apovpaiovg kal okbOA0VG avevpédncay copdtio Tov Heinz kauvm
copatio tov Howell — Jolly. AlAeg emidpacelg mov evromicOnkay otny Kopodild, 6To Nrap, GTov
KEPOTOELDN KOl GTOV OVOTTVELGTIKO COANVE uiropolv va eEnynbodv wg AoludEeig Aoym tng
avocokotaotoAnc. H tofwdtnta ota (dho Ppébnke og 00GE1G 16060VaNES TOV DEPATEVTIKOV dOGEDV
Y10l TOLG AVOPAOTOLG,.

H AepAiovvopidn dev elvar petarrha&loyovos. [ap’ Ao avtd, o devtepedmv petaforitng TFMA
(4-tprprovopouebvravirivn) Tpokaiece pRéEN 1 Opadon TOV YPOUOCHOUATOV KOl CNUEWNKT HETAALAEN
in vitro, evé® to Slob€otpla oTotyEln deV glval ETOPKN OC TPOG TO SLVALIKO TOV VO EKONAMGEL QLT TN
dpdon in vivo.

e 1o LEAETN KOPKIVOYEVESTG GE apOVPAioLE 1) AEPAOVVOLIOT OEV ELLPAVIGE EVOEYOUEVT] KAPKIVOYOVO
dpdion. e po HEAETN KAPKIVOYEVEST|G OE TOVTIKLO TOPOLGLAGONKE ALENUEVT cLYVOTNTO KOKOT00VG
AELPOUOATOG GTNV OUASO TOV OPPEVAV LE TV VYNAITEPT dOGN, YEYOVOG Tov Bempeital 0Tt opeiieTan
GTNV GVOGOKUTUGTAATIKY dpdon T AepAovvopione. Zta Oniea movtikia TapatnpnOnke avénuévn
GLYVOTNTA, OOGOEEUAPTMOUEVT], BPOYXOKVYEAIDIKMY OOEVOUATOV Kol KOPKIVOUATOV TOV TVEVUOVAV.
Agyv givon BEPoun 1 onpacio ToV EVPNUATOV GTO TOVTIKIO GE GYECT| E TNV KAWVIKY| Yp1IoN TNG
Ae@Aovvouiong.

H AepAiovvopidn dev €xetl avtryovikég 1010TNTEG G€ LOVTELD TEWPARATOLOMV.

H Aeplovvopion givar eufpootoikn Kot TepaToydvoc o€ apovPaiong Kot KOUVEALD GE SOGEIC EVTOG
7oV OgpamevTiKoD E0POLE YO TOVG OVOPOTOVG Kol o€ peAETeG TOEIKOTNTOG UETA 0Td
enovolapPavoueveg d0GEIS Tapovsidctnkoy avemBOUNTES EVEPYEIEG OTO AVOTAPAYDYIKA OPYOVA TOV
appévev. H yovipotnta dev peimdnie.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

Tvprvog diokiov.

Apvro apapocitov

Topdovn (E1201)

Kpoomofidovn (E1202)

ITvprriov 0&eidlo KOALOEWDES AVVOPO
Mayvnoio oteatiko (E470b)
Aoktoln povoidpukn.
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Emixaloyn:

Térxkne (ES553b)

YrpoueAroln (E464)

Tiraviov d10&eido (E171)

TToAvaBvievoyilvkdoin 8000

Zidnpov I o&gidio kitpvo (E172)

6.2 Aocvpparéotnreg

Agv gpapuodletat.

6.3 Awipkero {ong

3 ypévi0.

6.4 Iowirepes mpo@urdiers katd T @OLAEN TOV TPOIGVTOG
Koyéhn:  duldooete oy apylkn cuoKevacia.
Dron: Awnpeite T LIAN KOAG KAEIGUEVT).

6.5 ®@Von Kol GVOTUTIKA TOV TEPLEKTI

Koyéln:  Koyéhn and eodho arovuviov. Zvokevacies: 30 kot 100 emkadlvppévo pe Aentd DUEVIO
dwokia.

Dron: D1edn Tov 100 ml pe eapdd otopio and HDPE, ue fiowtd topa pe evoouatmuévo
TEPEKTN e ENpavtikd vAKS, mov mepiéxel 30, 50 1 100 emucoloppéva, pe Aemtd vUEVIO
dwokia.

Mmopei va unv Kokho@opohv OAEG Ol GLOKEVAGIEC.

6.6 Iowitepec mpoPurdcers amdppryng

Kopid e1d1kn vroypéwon yio amdppyn.

7. KATOXOX THX AAEIAY KYKAO®OPIAX
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Togyum Anpokportio

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/09/604/005-009

9. HMEPOMHNIA ITPQTHX EI'KPIXHX / ANANEQXHY THX AAEIAX

Huepounvia mpodng £ykpiong: 08 Iavovapiov 2010
Huepounvia tekevtaiog avavémong: 19 Noeufpiov 2014

38



10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmntopepeic TANPoQopieg Y10 TO0 TaPOV POPUUKEVTIKO TPOIOV givor S10EGIIEC GTOV SIKTLOKO TOTO
tov Evponaikov Opyoviopod Gapudkmv: https://www.ema.europa.eu.
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 100 mg emnucodvppévo pe Aemtd vpuévio diokia

2. TOIOTIKH KAI MOXOTIKH XYNOEXH
Kabe diokio mepiéyet 100 mg Aeprovvopiong.

"Exdoya ue yvootéc dpaoelg
Kabe diokio mepiéyet 138,42 mg Aoktolng povobdpikng.

Mo tov T pn katdAoyo Tav exdoywV, BA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemtd vpévio diokio

Agukb £m¢ VTTOAEVKO, GTPOYYLAD ETKOAVUUEVO e AETTO VEVIO O1okio, TN pio TAELPA TOL 0TOioV
QEPEL TO OLOKPLTIKO Yvdploua ZBP.

4. KAINIKEX [TIAHPO®OPIEX
4.1 OgpamevTikég gvoeicelg

H Aeplovvopion evoeikvotal yio TV aVIIUETOTIOT EVIATK®OV 0cOev@V UE:

o oeio pevpoToeldn apbHpitida Mg «AVTIPEVUATIKO PAPUAKO TPOTOTOUTIKO TN VOGOLY
(DMARD),
o oeio yopraokn apbpitida.

[Ipdoeatn N Tawtdypovn Bepameio e NratoTolkd 1 AUATOTOEIKA OVTIPEV LATIKY QAPLOKO
tpomomonTikd g vocov (DMARDS) (m.y. pebotpe&dtn) pmopet va £yl cov amotérecpa avENUEVO
kivduvo coPapdv avembountov evepyeidv. ' avto, n Evapén g Bepansiog pe Aepiovvouidon a
TPENEL VO, ANQOE] TPOGEKTIKG VTTOYT) GE GLUVOVAGO LE TNV AVOAOYIC 0QELOVC/KIVOVVOU.

Emmdéov, petdraén amd m Aeprovvouion oe éva GAlo DMARD ywpig va akolovbnioet n dtodikacia
éxmloong (PA. mapdypao 4.4) uropei va avénoet v mbavotra enpocheTmv Kivohvmv Yo
avemOOUNTES EVEPYELEC OKOUT KOl Y10, LEYOAO O1GGTNHO UETE TN HETATAED.

4.2 Aocolroyio Kol TpOTOS YOopYNONG

H Oepaneioa Oo mpémer va apyilel ko va mapakolovdeitol amd ylorpovg Tov £0VV EUTEPiN OTN
OepamEVTIKT AVTIUETMOION TG PEVUOTOES0VG apBpiTIdag Kot TNG Ymplaokng apbpitidac.

H odovivoapvotpavepepdon (ALT) (1 yAoutopikn moposta@uAtky Tpaveapvacr opod SGPT) kot
pio yevikn e£€Taom aipotog Tov vo TEPIAAUPAVEL TOV TOTO TV AEVK®OV KOl TO, GHOTETAALN, TPETEL VO,
EAEYYOVTUL CLYYPOVAOC KOl LE TNV 16100 GLYVOTNTOL:

o P oo TNV Evapén e AepAovvouiong,

o Ké0e 600 EPSOUASEG KOTA TOLG TPMTOVS 6 UNVEG TNG AYWOYNG KO

o o™n cuvéyeln Kabe 8 efdopddeg (PA. emiong mapdypapo 4.4).

Aocoloyia

o 21 pevpotoedn] apbpitida: n Bepomeio pe Aeprovvopion apyilel covnbwg pe 100 mg wg doom
@optiong, epanaé nuepnoimg yia 3 nuépes. Iapdietym g d6omg PopTIoNC THAVOV Vo LEIDCEL
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Tov Kivouvo avemBountov evepysimv (PA. Tapdypago 5.1).
H ocvvietdpevn d6om cuvrrpnong eivor 10 mg £mg 20 mg Aeprovvopiong epdmal nuepnoing
avaioyo pe ™ Bapdra (evepydtnta) g vOGov.

. v yopuaotkn apBpitida: n Oepaneio pe Aeprovvouion apyilet cuvibomg pe 100 mg wg d6on
@oOpTIoNG, £QATas NuePNCImG Yo 3 NUEPEC.
H ocvvietdpevn d6om cuvripnong sivar 20 mg Aepiovvopiong epdmaé nuepnociong (BA.
Tapdypoo 5.1).

H Oepanevtikn dpdorn cuvnbmg eppaviletal petd amo 4-6 efdopddeg kol dSuvatov va vapet
mepaltépm Pertioon petd and 4-6 pives.

Agv GUVIOTATOL TPOGOPHOYT TG 000N G 6 0GOEVELG [le NG LOPPTIC VEPPIKT OVETAPKELD.

Agv amaiteitol Tpocappoyn g 60omg oe acbeveig nhikiag peyoldtepnc Tmv 65 eTmv.

Houdrazpixog minBvouog

To Leflunomide Zentiva dg cuviotdtol o 0c0eveig KATo TV 18 €MV, ENEON N ATOTELECUATIKOTNTA
KoL M aGPAAELR TOV OgV EYOVV TEKUNPLOOEL 6T VeaviKT pevpoToeldn apbpitida (PA. mapdypago 5.1

Kot 5.2).

Tpomoc yopnynong

Ta diokia Leflunomide Zentiva givot yio amd tov otopotog ypron. Ta diokio Bo mpémet va

KOTOTIVOVTOL OAOKAN PO, LE EXAPKT TOGOTNTO LYP®V. To TOGOGTO OITOPPOPN GG TNG AEPAOVVOUIOTG

dev emnpedletorl av Anedei pe Ty tpoen.

4.3 Avrtevosieg

. YrepevoioOnoia (educotepa mponyovpevo civopopo Stevens-Johnson, To&ikn emdepuikn
VEKPOAVGT, TOAVHOPPO EpLONUA) GTN OPACTIKH 0VGI0, GTOV KUPLO dPAGTIKO HETOPOALTN TNV
TEPLPAOVLVOUION 1 GE KATTO10 A0 Ta, EKOO0YO. TTOL AVAPEPOVTAL GTO TUN A 6.1,

. AocBeveig pe dtotapayn e NTOTIKNG AELTovpYiag.

. Acbeveic pe Paptdc Lopeng KotaoTdoelc avosoavendpkelog, m.y. AIDS.

. AocBeveig pe onuovtikd dtatopaypévn AEITOLPYio TOV HVEAOD TV 0GTMOV 1 OTLLOVTIKY
avaipio, Aevkomevia, ovdeteponevia 1 Opopuponevia Tov opeiletal o€ S1APOPETIKA
aitio amd TN PEVUATOEION N TNV YO PLUGTKT apOpitida.

. Adcbeveic pe copapéc Aoumnéelg (PA. mapdaypapo 4.4).

. AocBeveig pe pétplog £mg cofoapng LOPPNG VEQPLKN AVETAPKELD, EXELON dEV VILAPYEL EMAPKNG
KAWVIKY] gUmEIpia 68 0T TNV OpAda TV achevdv.

. Aocbeveig pe Bapidg LOpPNG LIOTPMTEIVOLULQ, TT.). GE VEPPOGIKO GHVOPOLLO.

. "Eykveg 1 yovaikeg pe mbavotnto TEKVomoinomng ol 0moieg eV YPNOLLOTOI0VY 0EIOTIOTN
AVTIGOAAN YT KATO TN OLAPKELL TG OYDYNG LE AEPAOLVOUIOT Kot PETH amd 0VTH 0G0 YPOVIKO
dlonua To enimeda Tov dPacTIKoD peTafoAitn oto TAdoua eivar tepiocdtepo amd 0,02 mg/l
(BA. mapdypogo 4.6). H kdnomn apénel va £xel amokAeictel mpv amd tnv Evapén g aymyng 1e
Ae@AoLVOLION.

. TIMuovaikeg mov OnAdlovv (BA. Tapdypao 4.6).
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4.4 E101kéC TPOELOOTOMGELS KUl TPOPVAAEELS KATA TN Y p1ion

Agv GUVIOTATOL 1] GUYYXOPNYNOT| LE NAATOTOEIKE 1] ALLOTOTOEIKA OVTIPEVLOTIKG QAPLLOKOL
tpomomonTikd ¢ vooov (DMARDS) (w.y. pueBotpe&drn).

O dpaotikog petaforitng g Aeprovvouiong, A771726, éxel peydin nuimepiodo (NG mov avépyeTal
cuvnBmg og 1-4 gfdopadec. Mmopel va mtapovciacBovv cofapéc avemBounteg evépyeteg (T.y.
Nnatoto&koTNTA, UUATOTOEIKOTNTA 1) AAAEPYIKES AVTIOPACELS, PA. IO KAT®), OKOUT KOl oV £XEL
Sdwkonel ) ayoyn pe Aeprovvopion. [V’ avtd, dtav mtapovsiacBovv tétoleg ToEIKOTNTEG ) €AV VLo
omolodnmote Aoyo o A771726 yperaotel va kKabapiotel omd o codpa, 1 dadikacio Ekrivong Oa
npénel va, akolovdnOei. H dadwcacio propei va emavainedel 6co givar kKAvikd avaykaio.

Xe mepintoon embupiog TPog KUTGN 1 AKOVGLOG KUNGEMG Yo T S1adKacio EKTAVGONG Kot TIg GALEG
GUVIGTOUEVEG EVEPYELEC, PA. Tapaypapo 4.6.

Hrotwéc avtidpdosig

ZrAvio avoeEpONKaY TEPITTOGEIS coPapnc NTATIKNG PAGPNC, TEPIAAUPOVOUEVOV KOl TEPUTTOCEDV LE
potpaio KatdAngn, Kotd m Sidpkela g aywyng Le AepAovvopion. Ol TepocITEPES TOV TEPMTOGEDY
gupavicOnkoy evidg TV TPOTOV 6 VOV TNG AY®YNG. ZVYVA VINPEE TOVTOYPOVI Ay®YN LE GALQ
NTatoTo&IKd POPUAKEVTIKA TPOTOVTA. BEmPEiTaL OVOIHIOVE GNUAGIAG VO akoAovBoDVTAL CVGTNPE Ol
GLOTAGELS TOPUKOAOVONGNG.

H ALT (SGPT) mpénetl va eréyyetor Tpv amd v Evapén g AEPAOLVOUIONG Kal [E TNV 1010
oLYVOTNTO UE TNV oToia dievepyeital yevikn e&étaon aipotog (kKdbe 000 efOOUAdES) KOTA TOVG
TPOTOVG 6 UNVEG TNG ayYN G Ko 6T cvvéyeta kibe 8 gfdouddec.

INo avénoeig tov Tiwdv ™mg ALT (SGPT) o1 ontoieg eivan dStmhdoieg €mg TpmAAoIEg amd TO AVAOTEPO
Op10 TOV PLGLOAOYIKMV, Ba Tpémet vo AneOel vTdyn N peimon g 66ong amd 20 mg og 10 mg kot Oa
npénet va Se&dyetan efdopadiaio maparkorovdnemn. H yoprynon Aeplovvopidng mpénet va dtaxomel
Kol vo apyioetl 1 dtadikacio EkTivong, epocov 1 avénon tev tiuov g ALT (SGPT) e€axoiovbel va
glvar peyaAvTePN 00 TO SUTAAGLO TOV AVATEPOV OPIOL TOV PLGLOAOYIKAV 1) OV 1) VENGT TOV TYLDV
g ALT givon peyoddtepn amd 10 TPITAGGIO TOV AVATEPOL OPIOV TV PUGIOAOYIKMV TILMV.
Yuviotdton vo cvveyiletal n Tapakoiovdnon tov nratikdv evihpmv petd v dtakony tng Oepaneiog
pe Ae@AOVVOUION, HEYPL Ta EMimeda TV NIATIKOV VIOU®V Va, ETavELDOVY GTIG PLGLOAOYIKEG TIUEG.

Adym ToV evigOUEVOL 0BPOIGTIKNG NTATOTOEIKNG OPACTG CLUVIGTATOL VO, ATOPEVYETOL 1] KOTAVIAMGON
OLVOTVEDILOTOG KATH TN OLAPKELD TNG AYOYNG LE AEQAOVVOUIOT.

Eme1dn o evepydc petafolritng tng Aeprovvouiong, A771726, deGUEVETOL EKTETAUEVA LUE TIC TPOTEIVES
Kol omoPAALETOL HEG® NTTATIKOD UETABOAMGUOD KOl ATEKKPIONG AtO T YOAN, ovapévetor 6Tl Oa ivar
avénuéva to eninedo Tov A771726 oto Thdoua o€ acbeveig pe vronpmteivarpia. To Leflunomide
Zentiva avtevdgikvutol o€ aobeveig pe Papld vrompoTeivorpia 1 Sotapayr| TG NTOTIKNG Agttovpyiog

(BA. mapaypago 4.3).

Ayotoloyikéc avTdpAoELS

Mol pe tov éleyyo g ALT, Oa mpémet va dievepyeiton pia yevikn e£€T0om ailotog mov va,
TEPAAUPAVEL TOV TOTO TOV AEVK®MV KoL TO OLUOTETAAL TPV 0td TNV EvopéN TS Oy®YNG UE
Ae@lovvopion Kabmg emiong kot kabe 2 efGOUAIES Y100 TOVG TPMTOVS 6 UNVEG TNG AYMOYNG KOl TN
ouvéyela kaOe 8 efoopddec.

O «ivévvog opatoloyikdv dratapaymv avéavetal og acheveic pe Tpobmdpyovoa avarpio, Agvkomevia
N/xar OpopPonevia kabag eniong Kot og acheveig pe datapayuévn AelTovpyic TOV HLELOD TOV 0GTMV
N o€ gKeivovg TOL glval 6€ KIVOLVO KOTAGTOANG TOV LDEAOD TV 06TAOV. E@dcov mapovciacHody
tétoteg dpdoelc, Oo mpémetl va AneOei vdyn 1 Ekmlvon (BA. o KATM) TPOKEWEVOL Vo UEI®OOVV Ta,
enineda tov A771726 610 TAGGLO.
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e mePINTOOoN ELPAVIONS COPUAPDY OUOTOAOYIKDOV OVTIOPAGE®Y GUUTEPIAAUPAVOLEVNC TG
maykvtroponeviag Oa mpénet va dtokonel to Leflunomide Zentiva kot omo1adnmote cuvoddg
HVELOKOTAGTAATIKY oyy™ Kot 0o pémel v’ apyicel n dradikacio EKTAVGNG TG AEPAOVVOUIONG.

2uvOvaopol pe AALEC aymyEc

[Ipoc 10 Tapdv dev €xet peretn el eMAPKMOG GE TUYALOTOINUEVES SOKIUEG ) GLYXOPNYNON
Ae@AovVOUIdNG [e avOEAOVOGLOKA TTOV YOPNYOUVTOL GE PEVUATIKES VOGOLG (T.). YAWPOKiv Kot
VIPOELYA®POKIVN), EVOOUVTKA 1 OO TOL GTOUATOS XOPNYOVLEVO XPLGO, D-tevikidhapuivn,
alabglompivn Kot GALOVG OVOGOKOTAGTUATIKOVG TOPAYOVTIEG TEPIAAUPOVOUEVOY T®V ATOKAEIGTOV
v dAea [apaydviov Nékpoong Oykmv («Tumour Necrosis Factor alpha-Inhibitors») (ue e€aipeon
) peBotpesatn, PA. mapdypao 4.5). O kivévvog mov oyetiletar pe ™ cvvdvacuévn Bepamneia,
10woitepa PLETA OO TOPATETAUEVY aAy®YN, Eivar dyvmatog. Emeidn tétola Oepamentikn aywyn pmopel
VO TPOKOAECEL 0OPOIGTIKN 1 AKOUT KOl GUVEPYLIOTIKT TOEIKOTNTO (). NTATOTOEKOTNTA 1| TOEIKOTN T
TOV OipLOTOG), Oev cLVIGTATOL GLVOLACLOS e GALo DMARD (avtipeopatikd @apoko TpomonomTikd
g vooov) (m.y. peBotpeEdrn).

Zuyyopnynon e TEPLPAOLVOLIONG e TN AEPAOLVOLIOT OEV GUVIGTATAL, APOV 1] AEPAOVVOLLION ivar 1
LNTPIKT OLGIA TNG TEPLPAOLVOUIOTG.

Merdroén o GAAO OAPLLOKO,

A@ov 1 Ae@AovVoUidN TOPOUEVEL APKETO SIACTNUO GTOV OPYUVIGHO, o, LETATAEN o€ £va GAAO
DMARD (7.y. uebotpe&am) ympic va deoybei n dwodikacio Exmivong (PA. To Katw) pumopei va
avéNoet TV TOavOTNTo EMIPOSHETOV KIvOOV@V aKOUT Kot Y10, LeYGA0 S1aoTnie LeTd T petdraln
(T, AAANAeMOPACEIS KIVNTIKNG, TOEIKOTNTA OPYAV®V).

Iopopoing o Tpéceatn Oepaneio pe NTatoToEIKE 1| AUATOTOEIKA QOPUAKEVTIKE TPOTOVTA (TT.Y.
pebotpeEdrn) pmopel va £xel oav amotéAespo avEnon TV avemBountev evepyeimv. I' avtd n
évapén g Bepoameiog pe AepArovvopidon Oa mpénet vo AneOel TpoceKTKd VTOYT GE GLVOVAGLO UE TNV
avaA0Yio, 0PELOVG/KIVOVVOD KOl GUVIGTOTOL TTLO GTEVT] TAPAKOA0VONGT KATA TNV apyIKN pACT) TNG

petdToéng.

AepLoTIKEC OVTIOPGGELC

Ye mepinton eEEAKMOEMS TOV GTOUNTOC Ba TPETEL VOl S1KOTEL 1 YOpN YN O AePAOLVOLIONG.

e aobeveig o1 omoiot avTipeTOTIcONKAY OgpamenTIKA pe AEPAOVVOUION avaPEPON KV TOAD GIAVIEG
TEPUTTMCELG cLVIPOLOL Stevens Johnson 1 To&ikn emdepptkn vekpoAvor ko PappokeuTikn
Avriopaon pe Hoowooidia kot Zvotnpatikd Zopatopoata (DRESS). Molig yivouv avtiAnmtég
OEPLOTIKEG AVTIOPAGELS T)/KOL AVTIOPAGELS TV PAEVVOYOVAOV Ol OTTOIEC dNULOVPYOVV TNV LITOY i YLol
tétoteg coPapéc avtdpdoelg 10te 1o Leflunomide Zentiva kot omotadnmote GAAT EVOEXOUEVOG
oLV0d0G aymYT| Ba TPEMEL val S1aKOTovV Kot VoL apyicel ApESMS 1 SLdIKAGTo EKTAVGNG TG
AEQPAOLVOLIONG. X€ TETOLEG TEPIMTMOGELG EIVAL OVOIDIOVE GNUAGIAG 1 TANPNG EKTAVGT. € TETOLEG
TEPMTOCELG avTeEVOEiKvLTAL ETOVEKDeST 0T Aeplovvopion (BA. mapdypago 4.3).

DdlokTovodng yopiaon Ko exdeivoon g yopioong xovv avapepel Hetd amod tn xpnHon
AepAovvopione. Atakomn g aywyng mlavov va eéetaotel Aaupavovtag vadyn ) voéco tov acbevoic
KOl TO 16TOPKO.

AgppoTid, EAKN UITOPEL VO ELPAVIGTOVY KT, TN d1dpKela TG Oepameiog pe AepAovvopion. Av
VILAPYEL LITOYIO Y10 dEPUOTIKO EAKOG GYETILOMEVO LE TN AEQAOVLVOUION N OV TOL SEPLOATIKA EAKN
EUPEVOLY TTOPa TNV KaTtdAANAN Bepameia, Oa mpémel va eEetdletal n dtoKomn TNG AEPAOVVOUIONG Kot
va dtevepyeital mAnpng dadikacio Ekmivonc. H amdeacn yio emavévoapén e Ae@Aovvopiong petd
amo depuatikd EAkm Bo mpénet vo faciletonl 6TV KAVIKY EKTIUNGT] Y10 TV EXOPKN ETOVAMGT] TOV
TPOOLOTOC,.
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Melwpévn EToVA®GN TOL TPAVUOTOC LETE amd YEPOovPYIKn enéufacn propel va mapovciactel oe
acBevelc katd ™ ddpkelo g Oepomeiog pe Aeplovvouion. Bacel atopikng aglohdynong, pumopel va
e€etaotel 1o evoeyOpEVO dlokomNg TG Depameiog e AEPAOVVOUION KATA TNV TEPIEYYEIPNTIKY TTEPI0S0
Kot vo yopnynOei o dtadikacio EkmAvonc, OT®S TEPYPAPETUL TAPUKAT®. X TEPITTMON SIUKOTNG, M
amoOPAoT Vo cLVEXLGTEL 1] AepAovvopion Ba wpénel va Paciletal otnv KAk a&loAdynon g
EMOPKOVS ETOVAMOTG TOV TPAVLLOTOG,

Aoydéeig

Elvarl yvootd 6Tt opploKeLTIKA TPOIOVTO TOL £(0VV 0VOGOKATAGTUATIKEG 1010TNTES - OGS N
Ae@AOLVOLIOM - SLVATOV VO ELOGHNTOTOMGOVY TEPLIGGOTEPO TOVG aobeveic o€ AoMEELS,
GUUTEPTAAUPOVOLEV®VY KoL TOV EVKOIPLOKOY AotumEemv. Ot Aopméele, umopel va etvar coPfapotepeg
amo 0Tl GLVNOMG Kot Y1 oLTO UTOPEL VoL YPELOGOET TPMOIUT KoL TTO EVTOTIKY 0Y@YT. TNV TEPITTOCN
7OV TTOPOLGLUGTOVV U1 EAEYXOUEVEG AOMEELG Papldg Lopeng, iomg Kp1Bel amapaitnTo vo S1oKOTEL 1)
Bepamneia pe Aeprovvopidon kot va akolovdndei dtadikacio EkTAVGONG, OTWOC TEPTYPAPETAL TTLO KAT®.

Eravieg teputtwoelg [poiovoag [oAvestiaxnc Agvkogykeporonadeiag (ITITA) éxovv avagpepbel o
acBeveic mov Aappdvouy Aeprovvouidn peta&h AA®V 0VOGOKATAGTAATIKOV.

Ipw v évapén g Bepamevtikng aywyng, 6Aot ot acbeveic Tpémel va a&loAoyodvVToL Yio EVEPYN 1| UN
gvepyn («AavBdvovsay) eUUATIOGCT), GOUPOVO LE TIG TOTIKEC GVOTAGEIS. AVTO UTOpPEl va
TEPIAAUPAVEL TO 1OTPIKS 1GTOPIKS, TOOVT TPOTYOVUEVT ETAPT LLE PLUOTIOOT, KOUT KOTAAANAN
SLAOYN OT®G OKTIVOYPOPIC TVELLOVAV, SOKILOGTO QLLOTIVIG KoL/ SOKIUN Y-VTEPPEPOVG, OTMG
gpappoletat. YrevOopiletal 6Toug cuvTayoypaeovs 0 Kivouvog WYELIMV OpVNTIKOV ATOTEAEGUATOV
01N OEPUOTIKN SOKIHAGiO 0T QLHOTIVI, £k o€ acBeveig Tov elvar coPfapd dppwoTol N
avocoKoTaoTOAUEVOL. Ot a60gvelg e 16TOPIKO PLUATIOONS TPETEL VO TAPAKOAOVBOVVTOL TPOGEKTIKA
AOY® TG TOAVOTNTOG EMTOVEVEPYOTIOINGONG TNG AOTHU®ENC.

AVTI0pAGELC 0O TO OVOTTVEVGTIKO

Algpeon Tvevpovomdoeia, KoOMG Kol GTAVIEG TEPITTMGELC TVEVIOVIKNG VITEPTACTS KOl TVEVLLOVIKDV
olwimv &govv avapephel kota tn didpketa Oepaneiog pe Aeprovvouidn (BA. mapaypagpo 4.8). O
Kivduvog SLIUEST G TVEVUOVOTADELNG KO TVELLOVIKNG LITEPTAONC Pmopel va avénbel oe acBeveig pe
16TOpIKo drapeong Tvevpovoradeiog. H didpeon avevpovoradeia gival pwo duvntikd Oavatneodpa
Sdwtapayn, n ool propet va cvpPei og o&eia pdon katd t didpkela g Oepaneiog. Ta mvevpovikd
cupmTOUOT, OTOG Pyog kol dVoTvoln, Umopel va givor attia yio dlokomn TG Bepomeiog Kot yio
TEPULTEP® OLEPEVYNGT], AVOLOYQ LIE TNV TEPITTOOT).

[Ieprogpikn vevpordheia

[epmtmoeic Tepipeptkng vevpomdbelag Exovv avapepbel og acbeveic mov Aaufdavouv AepAovvopuion.
O meprocdtepot acbevelg fedtidOnkoy petd and diakomn TG AEPAOLVOLIING, ®GTOCO, aToTEAEGHOTA
peAétng £de1&av gupela petafAntotnta kot kdmolot acheveic elyav eppévovta cvumtopata. Hiuio
pueyolvtepn T@v 60 eT@V, TOLTOYPOVN XOPNYNOT VELPOTOEIKOV QUPUAK®Y Kot SofnTng Thavov va
avEAVouV Tov Kivouvo yio tepipepikn vevpordadeia. Edv évag acBevig mov Aapfdver Leflunomide
Zentiva avontoEel TEPLPEPIKN vEVPOTTAdeLa, va Aapfavetor vdyn 1 dtoukomn g Oepaneiog e
Leflunomide Zentiva ka1 vo mpaypotonolgitol n dtdikacio EkmAvong Tov eappdakov (PA. Tapdypapo
4.4).

KoAitdo

e aoBeveig mov AapPdavovv Bepoameio pe Aeprlovvopion €xetl avapepOel Koditida,
GUUTEPTAAUPAVOUEVIC TNG KPOOKOTIKNG KOAITIdG. Ot acbeveic mov Aapupdvovv Oepaneio pe
Ae@Aovvopidon Kot epeavilovy aveEnyntn xpovia d1dppota TPEREL Vo, VITOPBAAAOVTOL GTIG KOTAAANAES
SyvooTkég e£ETACELS.
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Aptnplokn mieon

H aptnproxn migon Oa npémnel va eEAéyyeton Tptv amd v Evapén Tng aymyns HE AEPAOVVOUION Kot 6T
GUVEYELD TEPLOOIKAL.

Avamopoywyn (cOoToon Yo Tove Gvopec)

O1 Gvdpeg acBeveic mpémel va givat vipepot yio gvoexopevn epfpvotolikdtnta mov opeileTot GToV
dvopa. Oa mpémel va Sac@oAiletal a&OmoT avTIGCOAANYT KATA TN O1APKELN TNG OY®YNG LE
Ae@AOLVOUIO.

Agv vtdpyovv cLYKEKPLULEVO dEOOUEVA GYETIKA e TOV KivOuvo gufpuoTo&ikdtnTas Tov opeileTol oTov
avopa. Evtovtorg, dev Exouvv die&aybel peréteg oe melpapatolma TPpoKEEVOL Va, EKTIUN el avTdg 0
€101KO¢ Kivouvog. [ va ehayiotomomBel avtdg o mbavog kivouvog, ot dvdpeg o1 omoiot emtBupovy va
TEKVOTOMGOLY BaL TPEMEL VO, SLAKOWYOLV T1) YOpNYNoN Aeprovvouiong Kot va AdPovv 8 g
yoleotupapivng 3 popés nuepnoiong yia 11 nuépeg 1 50 g kOvemg evepyomoinuévov dvBpaka 4 popég
mv nuépa yo 11 nuépec.

211 cvvéyEln o€ KAOE TEPIMTMOT LETPAOVTOL Ol GLYKEVTIPMOGELS TOL A771726 610 TAAGHA Y10 TPADTN
@opa. Katomv petd amd éva didotnua tovddyiotov 14 nuepav Oa npénel va tpocdiopilovrot Kot Tt
01 oVYKeVTpOoELS Tov A771726 610 TAdopa. Eedcov kat o1 600 GUYKEVIPMOGELS 6TO TAAGHA Eivat
Kéto omd 0,02 mg/l Kot apov mapéAbel Tepiodog avaptovig TOLVAXLGTOV 3 VeV 0 Kivouvog
guPpvoto&coTnTog givar ToA puikpoc.

Awdikaocio EkTAvonc

Xopnyovvtor 8 g yoreatupapivng 3 eopég nuepncing. Evailaktikd, yopnyodviot 50 g kdvewc
gvepyomomuévou avlpaia 4 popéc nuepnoimg. H dudpketa pog mAnpovg Ekmivong givarl cuvidmg
11 nuépeg. H dibpketa propel va tpomomoindet oe oyéon Le Tig KAVIKEG 1) EpYacTNpLokég LETAPANTEC.

Aoaxtédln

To Leflunomide Zentiva mepiéyet Aaktoln. Ot acOeveic e omdvia KAnpovopkd tpofAnpoto
dvoave&iog otn YoAakToln, TANPT AVETAPKELN AOKTAGNG 1) KAKT amoppoencn YALKO NG-yahaktolng
dgV TIPEMEL VOL TAPOLV ALTO TO PAPLLOKO.

Mapeufoln 6Tov TPOGIOPIGUO TOV EMTEIMV 1OVIGUEVOL 0GBEGTION

Katd ™ ddpketa g Ogpanciog pe Ae@Aovvouidn Kaun tepipAovvouion (tov dpactikod petafoiitn
NG AEPAOVVOLIONG) EVIEXETAL VO TPOKVYEL ECPOUAUEVN LEIMOT KATA TN HETPTON TOV EMTESWDV
OVIGUEVOD acPeatiov avaloya e TOV TOTTO TS GLOKEVNG AVAALONG aGPEcTiov oL Oa
ypnoorom0el (m.y. cuokev avdAvong aepiov aipatog). Q¢ ek T00HTOV, EKPPACTNKAV AUPIBOAES
GYETIKA UE TNV 0EI0TIoTIO TOV PELOUEVOV EMTESWMV 1OVIGUEVOL 0GPEGTION TOL TAPATIPOVVTAL GE
acBeveic mov akoAovBovv aywyn pe AePAOVVOUION 1] TEPLPAOVVOUIST. ZTNV TTEPINTOOT)
AUPIOPNTOVUEVOV UETPNCEWDY, GUVIGTAUTOL O TPOSIIOPIGOG TNG GUVOMKNAG CLUYKEVTPOGTC TOV
emmédwv acfectiov opov dopbopévev MG TPOG TN AEVK®UATIVN.

4.5 Alremopaosig pe GALG QUPUUKEVTIKG TPOTOVTO KUl GALES pOopPEg alinieniopaocng
Meléteg arlndenidpaong Exovv TpaypatonomBel povo oe eViAKeG.

Avvatdv vo epeavicfodv avénuévec avembBounteg evépyeleg 6€ mepinT®mon TPOGPATNS XPNONS N
GLYYOPNYNONG TNG AEPAOVLVOUIONG e NTOTOTOEIKA 1) AUATOTOSIKG PAPHOKEVLTIKA TPOIOVTA 1) OTOV
aKoAoLOel 1 ayyn pe Ae@rlovvopidn ywpig Tepiodo EKTAVOTG amd OVTE TO PAPUAKEVTIKA TPOIOVTOL
(BA. emiong o0omnyiec 660V apopd 6To GLVOVACUO Ue AAAES Oy@YNG, Tapdypapo 4.4). ' avto,
GUVIGTATOL TT0 GTEVN TOPAKOAOVONGT TV NIATIKOV eVIOUMV KoL OLUATOAOYIK®OVY TOPOUETPOV KOTO
TNV apPYIKN @AomN TG HETATOENS.
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MebBotpe&dn

e o pkpn pedétn (n=30) katd tn cvuyyopnynon Aeerovvopiong (10-20 mg nuepnoimg) e
pebotpeEarn (10-25 mg efdopadiaio) o 5 and tovg 30 acbeveig mapovsiicdnke 2rAdoia — 3TAdoio
avEnon tov nratikdv evidpmv. Ot avénoelg petmdnioy 6toug 2 acheveig HeTd amd GLVEYLIOT KOl TV
300 PUPUOKEVTIKOV TPOIOVIMV Kol 6€ 3 LeTd amd dtakomn TG AepAovvopidne. Xe dAlovs 5 acbeveig
gupavicinke tputAdacio avénon. e 6AoVE VTOVG TOLG 0oBeVELG Ol TIHEG EMAVIADAY GE PUGIOAOYIK
enineda, o 2 PHETA Ao S10KOTN KOl TV dVO POPUAKEVTIKAOV TPOTOVIMV KOl GTOVG 3 e SLOKOTN TNG
AepAovvopiong.

e aoBeveig e pevpotoeldn apbpitido dev SUMIGTM®ONKE KATOO POPUAKOKIVITIKY] OAANAETIOpaoT
peta&d g Aepiovvopiong (10-20 mg/muépa) kon g pebotpe&dng (10-25 mg/efoopnddan).

EuBolocuoti

Agv vrdpyovv dabécipa kKAvikd dedopéva Yo TV OTOTEAEGULATIKOTITO KoL TNV AGPAAELR TOV
gufolacuadv Kotd ™ Bepamevtikny aywyn pe tn Aeprovvopidn. O sufoiocuds pe (ovra
eEacBevnuéva epforia, ®otdco, dev cuviotdtat. H pokpd nuiceia {on g Aeprovvouiong mpémetl va
Aappavetar voyT Otav oyedialeTon 1 yopnynon evog {avtog eEacbevnuévou epforiov petd
dwokomn tov Leflunomide Zentiva.

Bapeapivn kot GALC KOUUOPIVIKA OVTITNKTIKG

"Eyxovv vdp&et avapopég meptotatik®dv ovénuévou ypovov tpobpoufivng, dtav n Aeprlovvouidn kot m
Bapoapivn cuyyopnynOnkav. Mia eappakoduvoutky cAANAETidpacn pe ) fopeapivi moapatnprnonie
pe tov A771726 o pio kKAvikr] eoppokoAoykt| perétn (PA. mapakdtw). Emopévmg, dtav n Bapeapivn
N KATO10 AAAO KOVUOPIVIKO OVTITNKTIKO GUYXOPNYEITOL, GUVIGTATOL GTEVT] TAPUKOAOVON G TOV
debvoic kavovikomomuévov tniikov (INR).

MXAD/KopTikoGTEPOEION

Edv o acBevic Aappdaver 10m pun otepoeidn avtipieypovmodn edppaxe (MEAD) Kavn
KOPTIKOGTEPOELDT, AVTA UTOPOVV VO GUVEXIGTOVV UETE TNV EvapEn TG AEPAOLVOLLOTS.

Enidpoocn GAA®V QUpUAKEVTIKOV TPOTOVIWMV 6T AEQAOVVOLLION:

Xoleotopouivy 1 evepyomonuévog avlparag

Yuviotdton 6tovg acbeveig Tov Aappdvouv Ae@Aovvopidn va pnv Aapfdvovy yoleotupopivn 1
gvepyomomuévo avlpoka o KOVL ETELDN AVTO 0dNYEL GE TayEln Kol GNUAVTIKN UElmoT TG
ovykévipmong tov A771726 (o evepydg petaforitng g Aeprovvouiong: PA. exiong mopdypago 5)
070 TAAGHO. Zav VTELOVVOG UNYOVICHOG Bempeital 1 SLOKOTN TNG EVIEPONTOTIKNG OVAKOKAMGONG 1)/Kat
HEC® YOOTPEVTEPIKNG dlamidvong tov A771726.

Avootoleis kou exaywyeic tov CYP450

Meléteg avaoTOAG in Vitro 6€ avOp@TIVE NTOTIKG LKPOCOATLO. VTOONADVOLY OTL TO KUTOYPOLL
P450 (CYP) 1A2, 2C19 ka1 3A4 eumhékovton 610 HETAPOAIGUO TNC AEQPAOVVOUIONG. X [ LEAET
AAANAETIOPOONG iR ViV LE TN AEPAOVVOUION Kot TN CLUETIOIVY [Un €181KOG NTOG OMOKAELGTG TOV
kutoypopatog (CYP) P450] evtonicOnke EAdetyn onuavtikng enidpacng otnv £ékbeon tov A771726.
Metd amd cuyyopnynon epdmas d6ong Ae@AOVVOUIONG 6€ ATopo oL EAGUPOvVOY TOALUTAES 0OGELG
proapumikivng (Un e01Kog emaywyéag Tov kKutoyxpopatog P450), ta péyiota eninedo tov A771726
avéNdnkav katd 40% mepimov, eved 1 AUC dev petafandnike onupoviikd. O unyoviopudg g opaocng
aVTAG dev elvar caenc.
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Enidpaon tneg Ac@lovvouiong o GAAG QOPUOKEVTIKG TPOTOVTOL:

Amo 100 OTOUOTOS AVTICVAINTTIKG,

e o pedétn 6mov cuyyopnynnke N Aeprlovvopidn pe KATO0 TPLPAGIKS, ard TOL GTOUATOS
YOPNYOVLEVO, AVTIGVAANTTIKO Ydmt, To omoio mepieiye 30 pg aBuvoAooloTpadioing e vyieig
€0eLOVTpLeC dev mapatnpnOnKe HEION TNG AVTICLAANTTIKNAG OPAGTC KOl 1] OPHOKOKIVITIKT TOV
AT71726 NTav evtdg TV avapevopevay opiov. Mo poppokokivntikny aAAnAenidpaon pe ta arnd Tov
GTOUATOG AVTICLAANTTIKA TopatnpnOnke pe tov A771726 (PA. mopokdto).

O1 akOAO0VOEG POPLUKOKIVITIKEG KOl QOPUOKOOVVAIKEG LEAETEG OAANAETIOpaONC dlEvEPYHONKOY pE
tov A771726 (xbprog dpaoctikds petaforitng g Aeprovvopiong). Eneidn mapdpotec oANAETIOpAGELS
QOPUAKOV E PAPLOKO OEV UTOPOVV VO OTTOKAEIGTOVV Y10, T AEPAOVVOLIOT OTIG GUVICTMUEVEG OOGELS,
T 0KOAOLOO OTOTEAECUATA KOl GVOTACELS TPETEL VO, AdpfdvovTal VTOYN o€ aeheVELg TOV
avtipetoniCovrol BepamevtiKd e Ae@Aovvouion:

Emidpaomn ot permayivion (vrdotpopo tov CYP2CS)

Ymipée wo avénon ot péon Cmax Kot AUC g pemayAwviong (1,7 ko 2,4 @opég, avtictorya), HeETd
a6 emavohappavopeveg 60ceig tov A771726, vmodnidvovtag 6t o A771726 gival €vag avacTorEéng
tov CYP2C8 in vivo. Etopuévmg, cuvictdrol Topakoiovdnon tov achevav pe tautdypovn xpnon
QUPUAKEVTIKAV TPoidovT®mV mov petaforifovrotl and o CYP2CS, 6mmg 1 pemayAvion, 1 mokAITaEET,
N moyAtaloévn N ) pootyAtalovi), apol evogyeTal va £xouv vynAOTEPT £KBeo.

Enidpaon ot kaeeivn (vrootpoua CYP1A2)

Enavolopfavopeveg d0ceic tov A771726 peiowoav tn péon Cmax kot AUC g kapeivng (VTooTpm Lo
tov CYP1A2) katd 18% ko 55%, avtictorya, vmodnidvovrtag 0tt o A771726 gvdéyeton va etvar £vag
nmiog enayoyéag tov CYP1A2 in vivo. Emouévmg, ta papuokevtikd tpoidvta mov petaforilovrot amod
170 CYP1A2 (6mwg 1 dovro&etivn, | ahooetpdvn, 1 Beopuidivn ko 1 Tilavidivn) Tpémet va
YPTOCLLOTOLOVVTOL [LE TPOGOYY| KATA TN S1dpKELd TG BEPATEVTIKNG AYWYNG, ETELON UTOPOLV VO

001 YNGOLV OTN UEIMON TNG UMOTEAECUATIKOTNTOS AVTMV TOV TPOTOVTWOV.

Enidpaomn 6T vTooTpMdUOTO TOV HETAPOPEN OpYaVIKOV avidvtav 3 (OAT3)

Ymipée wmo avénon ot péon Cmax Kot AUC g kepaxiopng (1,43 ko 1,54 gopd, avtictowya), HeTd
amo emavorappavoueveg 60oelg tov A771726, vmodnidvovtag 6t o A771726 gival £vog avaeTOAENS
tov OAT3 in vivo. Emopévac, cuvietdtor tpocoyn otav cuyyopnyeitar pe vrootpopate tov OAT3,
OT®G M KEPAKAOPN, N PeviuAmevikiAdivn, 1 curpopro&acivn, 1 wdopebakivn, 1 keTompopaivn, N
@OVPOGEUION, 1| oLUETIOIV, 1| peBoTpeédn, n {doPovdivn.

Enidpaom oto BCRP (Breast Cancer Resistance Protein — [Ipwteivn Avtictaong tov Kapkivov tov
Maoto0) kai/f vrooTpduaTe Tov ToALTENTIO0L Bl Kot B3 peta@opdc opyavik@v ovidvimv
(OATP1B1/B3)

Ymipée wo avénon ot péon Cmax Kot AUC g posovPaoctativng (2,65 kot 2,51 popég, avtictorya),
petd and emoavarapfovoueveg 06celg tov A771726. Qotdc0, dev vVANPEE EPEOVIG EMDPAOT AVTNG TNG
avénong g ékbeomng ¢ pocovPactativng oto TAdoua ot dpdon ¢ avaywnydong HMG-CoA. Edqv
ypMnoLoronbovv tavtdypova, 1 066N TG pocovPactativng dev Tpémel va vrepPaivel To 10 mg
epamnaé nuepnoing. o da vrootpopata g BCRP (n.y. uebotpetdrn, tonotekavn,
covApacaralivn, daovvopovumikiv, doEopovumikivn) kat tng owkoyévelag OATP e1dikd yio Tovg
avaotoieic g avaywydong HMG-CoA (n.y. cyPooctotivn, atopPactativn, Tpafoctativn,
pebotpeEarn, vateyAvion, pemaylvidn, prpaumikivn) 1 Tavtdypovn yopnynon TpEmeL emiong va
yiveton pue mpocoyn. Ot acBeveic Tpémel va mapakorovfodviol 6TeEVE Yo oM UEIN Kol GUUTTOUOTA,
VIEPPOAKNG £kBeoNC 6TA POPUOKEVTIKE TPOTOVTa Kot Bo Tpémetl va e€etaletan n peimon g 660mg
QVTOV TOV POPULOKEVTIKOV TPOTOVIMV.

Enidpaomn 610 amd tov otopatog aviicvAnTtiko (0,03 mg adwvvroletpadiodng kot 0,15 mg
AePovopyeatpéing)

Ympée o avénon ot péon Cmax Kot AUCo4 ™G aibuviototpadioing (1,58 ko 1,54 @opd,
avtiotorya) Kot Cmax kKot AUCo24 TG AgPovopyeotpéing (1,33 ko 1,41 @opd, avrtictoyya) Hetd amd
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emavorapPovopeveg 60celg ov A771726. Av ko avti) 1 OAANAETIOpOGT OV OVOUEVETOL VL
EMNPEGCEL SOVOUEVADG TNV AMOTEAEGLATIKOTNTO TOV OO TOL GTOUOTOG OVTICVAANTTIK®V, B0 Tpémet va
AapBdavetar vToOY” 0 TOHTOG TG BEPATEVTIKNG OYOYNG TOV GO TOV GTOLNTOC OVTIGUAANTTIKOV.

Enidpaon ot Bapeapivn (vrdotpope tov CYP2CI)

EnavolopPavopeves d0ceic tov A771726 dev giyav kdmola EXidpOoT 6T GOPUAKOKLIVITIKY] TG
Bappapivne S, vrodniaovoviag 6t 0 A771726 dev gival oute 0vOoTOAENS, OVTE EMAYWOYENS TOV
CYP2C9. Qotdco, mapatnprnke pa peimon 25% oty kopuer tov 81eBvoig KavoviKomompuévou
mnAikov (INR) 6tav o A771726 cuyyopnynbnke pe Papeapivn 0nmg cuykpibnke pe m Bapeopivn
uoévn. Eropévac, 6tav n Papeapivn cvyyopnyeital, cuvietdtor 6tevi tapakolovdnon tov INR.

4.6 TovipétnTa, KONON KA1 Yolovyia

Kvnon

Yrdpyovv vdvoieg 0Tt 0 gvepydg petaforitng e Aeprovvopiong, A771726 mpokakel coPapég
ovyyeveig dlapaptieg dtav yopnyndei katd ™ didpkela g eykvpocsvvng. To Leflunomide Zentiva
avtevoeikvutal katd v gykvpocsvvn (PA. mapdypaeo 4.3).

IMvaikeg og avamopaymyk NAKio TPETEL VA, YPNCUYLOTOI0VY OTOTEAEGUATIKT OVTIGOAAN YT KOTA T
duapkela tng Oepameiog Kot Emg 2 ypovia Petd (PA. Topakdto «mePiodog avapuovigy) | éog 11 nuépeg
petd tn Bepameio (PA. TOPAKAT® GUVTOUEVUEVT] «TTEPIOSOG EKTAVGNC»).

H acBevnic Oa mpémel va yvaopilel 0tL epoGov Topovcilochel kabvatépnon g euuvov pOicemc i yio
0m0100MTOTE AOYO LIAPYEL VIOYiK KUNCEMG, O TPEMEL VL EVILEPADCEL AUEGMS TOV 0TPO Y10, VO
SeayBel 1e0T KLVNOEMG KO GTNV TEPIMTO®ON TTOL eivan BeTIKd, TOTE 0 10TPAS B TPémel va cuinTNoEt
pe v acBevi tov mhavo kivouvo yia v komon. Me mv apyikn Kabuotépnon Tov KOKAOL gival
duvato, OGOV HEIOOVY TayEwe Ta enimeda TOL dPacTiko petafolritn amd o aipa gpappoloviag
Stadkacio amoBoing Tov EOPUAKOD, OTMG TEPLYPAPETAL IO KAT®, Vo eAaTtdel 0 Kivduvog Yo To
£uPpvo and T Aeplovvouion.

e pio pukpn TPooTTIKY PEAETT o€ Yuvaikeg (n=64), o1 omoieg Epevay akovoLo £YKVEG EVOCM
Adppavay Aeprovvopidn yio 6yt teplocdTEPO Omd TPEIS ELOOUASEG LETA TN GOAAN YT Kot
aKoAoVONcaY Lo S1dtKacio EKTAVGTC TOL EUPUAKOV, dEV TOPATPNONKOY CTLOVTIKEG SLUPOPES
(p=0,13) 0N cvvoAKT| cLYVOTNTA TOV LEWOVEOV SOUIKMOV avepoAdV (5,4%) cuykpvouevn pe Tig 000
opadeg ovykprong [4,2% oty avtictoyn opdda acbévelos (n=108) ko 4,2% oe vyeic £ykveg
yovaikeg (n=78)].

Xe yuvaikeg mov Ppiokovial o€ aymyn| He AEPAOVVOUISN Kot ETBVUOVY VO TEKVOTOUGOLV, GUVIGTATOL
pio oo TG okdAovbeg dladikacicg Tpokewévou vo enifeParmbel 6t1 1o EuPpuo dev extibetat o
t0&1Kég ouykevTpoelg Tov A771726 (cuykévipmon otoyog < 0,02 mg/l):

Ilepiodog avauovig

INao mapateTapévn nepiodo avapévetar 6Tt Ta eninedo Tov A771726 oto mAdcopa o eivol Tave amd
0,02 mg/l. Avapéverat 611 1 cvykévipwon Oa pewwbei < 0,02 mg/l 2 ypovia PHETA TN S10KOTN TNG
ayOYNS 1e AepAovvouion.

Metd amd mepiodo avapovig yia 2 ypovia, LETPAOVIUL TNV TPATN POPA Ol GLYKEVIPMGELS ToL A771726
010 TAdopo. Katdmy ot cuykevipmoelg tov A771726 oto mhdoua 0o mpénet va tpocdiopicfoiy
aKoun pa @opd apod mapérbetl didotnua TovAdyiotov 14 nuepmv. Epocov kot o1 V0 GUYKEVTPOGELS
010 TAdopa etvor < 0,02 mg/l dev avapévetol Kivouvog TepatoyEveoNC.

IMa meprocdtepeg TANPOPOPIEC GYETIKA UE TN SOKILOGIO TOV OElYUATOS, TAPOKAAODUE EXKOIVOVIOTE
LLE TOV KATOYO TNG AOEI0G KUKAOPOPING 1 UE TOV TOTIKO TOV avTtpdowmo (PA. mapdypago 7).
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Awadikooio EkmAvong
AoV GTAPATAGEL 1| AYOYT] LE AEPAOVVOLION:
. yopnyovvtol 8 g yoreotupapiving 3 @opég nuepnoing yia ypovikd didotnuo. 11 nuepav,

. EVOALOKTIKA Yop1yobvtal 50 g kdvewg evepyomomuévou dvBpaka 4 popég NUepncing yo
ypovikd dtotnua 11 nuepdv.

ITop’ 6Aa avtd axdun Kot av akolovdn el kdmowa amod Tig dradikacieg EkmAvong, amoteiton
emPePainon pe Tic 2 xop1oté doKacieg apov mapéAdet dtdotnpo TovAdyiotov 14 nuepdv Kot pua
7EPi000G OVOLOVIG EVAULGT] VO OTO TOV TPMTO TPOGOIOPIGHO, TOV Ol GUYKEVIPDGELG GTO TAAC LA
glvon < 0,02 mg/l wg t yoviponoinon.

Ot yovaikeg pe duvatotnTo TeKvomoinong 0o TpEmEL va EVNIUEPOVOVTOL OTL UETE TN SIOKOTN TNG
AYOYNG omonteiton TEPI0d0g OVALOVIG Yl 2 XpOVIQ TPOTOV PEIVOVV EYKVEG. TNV TEPITTMGT] TOV
BepnBel 611 dev glvar dvvartn N TEPI060G AVALOVIG Yo TEPITOL 2 xpdvia pe xpNoT aEOTIGTNG
AVTIGOAANYTG, GUVIGTATOL TPOANTTIKE 1) Evapln g dtadtkaciog EKTAvong.

To6G0 1 yoreoTupapiviy 6GO Kol 0 EVEPYOTONUEVOS AvOpaKAS GE KOVL UTOPEL VoL ETNPEAGOVY TNV
amoppOPNON TV 01GTPOYOV®V Kol TPOYEGTAYOVAV, £TGL MGTE VO, UNV etvat duvatd va S106PaAIcTE]
a&1OmIoT AVTIGOAANYN LE TO ATO TOV GTOLOTOC YOPTYOVLEVO, OVTIGUAANTTIKG, KOTA TN dtadtkacio
£KTAVGNG LLE YOAEGTUPOUIVY] T} EVEPYOTOINIEVO AVOpaKO GE KOVL. ZUVIGTATAL 1] PNOT| EVOALUKTIKOV
pneBdd®V avTicOAANYIG.

Oniooudg

Ao peréreg og melpapatolma TPOKOTTEL OTL 1] AePAOVVOUION 1 Ol peTaPoAiteg TG Si€pyovTaL 6TOo
unTpkd yoro. I't” avtd, yovaikee mov OnAdlovy dev enttpéneton va, AapBavouy AeAovVOuidN.

Tovipdtra

Amotedéopota peret@v yovipodtntog oe {da dev Exovv deiéel enidpaocm otV apceVIKN Kot Onivky
yovipotnta, oAAG TapatnpnOnKoy emPAaPeic eMOPACEIS GTA APCEVIKA OAVATAPAYOYIKA OPYOVA GE
peAéteg touotntag emavarapfovouevng 06ong (PA. mapdypopo 5.3).

4.7 Emopacelg 6Ty IKavOTTO 001]YN61)G KOl (EIPIGHOD PN OvI|LETOV

E@ocov mapovciactodv avemBounteg evépyeleg tétoteg Ommg (AN pmopel vo exnpedcovy v
KOVOTNTO TOL 000EVT Vo GLYKEVTP®OEL Ko va avTidpdoel avaAoyo. e TETOIEG TEPUTTMGELS Ol
acBeveic O Tpémel va amopehyovy TNV 00N YN0 KoL TO XEPIGUO UNYOVIUATOV.

4.8 AvemOopnteg evépyereg

TIepiinwn Tov TPOEIA acEEAELNC

O1 o VYV avaeePOUEVEG AVETIOOUNTEG EVEPYELES LIE TN AEPAOLVOUION elval: )Tl adENOT TNG
apTNPLOKNG TTieoNG, AevKonevia, mapoioOnoia, kepariadyia, CaAn, didppota, vavtia, EUETOC,
STaPAYEC TOV GTOUATIKOD PAEVVOYOVOL (TL.Y. apBmONG oTopaTiTdN, EEEAKMGT TOV GTOUNTOC),
KOWMako dAyog, ovénuévn ammAieia porlmv, Exlepa, e&dvOnua (copmeptlopuBavouévon Tov
KnAdoPratidddovg e&avinpatog), kvnouog, Enpodeppia, tevovrodnkitda, avénuévn CPK, avopeéioa,
ATOAELN COUOTIKOV Bapovg (cuvnbmg un onuavtikn), e£acBévnomn, eELaepPEG AALEPYIKES OVTIOPUCELS
Kot 0OENOT TOV NTOTIKOV TOPAUETPOV [Tpavoauvaces (10taitepa tng ALT), Arydtepo cuyva g
vapa-GT, Tng aAKaMKNG pOGEATACNS, TNG XoAepvOpivnc].
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Ta&wvounon g avapevouevng cuyvoTnToC:

[ToAd cuyvéc (=1/10), ovyvég (=1/100, <1/10), 6y cvyvég (=1/1.000, <1/100), ordvieg (=1/10.000,
<1/1.000), moA¥ ordvieg (<1/10.000), un yvootég (dev pmopovv va extiundodv pe Bdon ta dtabéoipa
dedopéva).

Evtog ka0 katnyopiog cuyvotnTtog ELOAVIoNS, Ol avemBOUNTEG EVEPYELEG TOPATIOEVTOL KOTA
oBivovca celpd cofapdtnrtas.

Aowudeis kol mopoaoitwoels
ETAVIEG: coPopéc AoUdEELS, ouumepAaUPavOLEVN S TNG OYNG 1) oTtoia pmopel va amoPel
Bavatneopa.

Onwg kot GALOL TapAYOVTES LE EVOEYOLEVT] OVOGOKATAGTAATIKY OpAcT, 1| AEPAOLVOUION UTopel va
avénoet v evactncio oe AOWMEELS, CLUTEPIAAUPOVOLEVOV KOl TOV EVKALPLOK®V AOUdEEDV (BA.
eniong mapdypago 4.4). Enopévmg umopel va avéndel 1 oAtkn cuyvotnta tov AoUdEEDY (E101KOTEPQ
N pwitida, 1 Ppoyyitida Kot 1 TVELHOVIR).

Neomlaouazo kolonbn, kaxony ko un kabopiouéve. (repiloufovovial KOGTEIS Kol TOADTOIES)
O «ivévvog kakon0etlog, E10IKOTEPU TOV AEUPODTEPTAACTIKAOV SOTAPUYDOV AVEAVETAL UE TN YPTION

OPIGUEVOV OVOGOKOATACTUATIKMOV TOPAYOVIMV.

A1070p0YES TOV AIUOTOTIKOD KOl TOV AEUPIKOD GOOTHUATOS

Suyvéc: Aevkomevia (AgvkokvtTopa >2 G/1)
Oy ovyvéc: avapia, ehaepd BpopPorevia (oponetdiia <100 G/1)
ErAVIEG: TOVKLTTOPOTEVIQ (TOOVOV e UNYAVIGUO OVOGTOANG TG TAPOYWYNG), AEVKOTEVIL

(Aevkokvtrapa <2 G/1), noevoeiiia
IToAD omdvies: OKOKKIOKLTTOPLIO

[Ipdoeata, n Guyyopnynon N 1 Sedoykn ¥pNoT SvvnTIKa LLEAOTOEIKMY QOPUAK®OY TOAVOV Vo
oyetileton pe LEYUADTEPO KIVOLVO QUUUTOAOYIKOV ETIOPACEDV.

A1070p0YEC TOD AVOTOTONTIKOD GOOTHUOTOS

Suyvéc: EMIPPES OAAEPYIKEG AVTIOPAGELC

[ToAV omdvieg: cofupéc avaPLANKTIKES/ AVOPLAAKTOEEIS OVTIOPACELS, ayyeUTIda,
CUUTEPTAAUPAVOLEVIC TNG OEPLLOTIKNG VEKPOTIKNG OLYYELTIONG

Awazapoyéc tov ustofforiouod kor e Opeyns

Yoyvéc: avénuévn CPK
Oytovyvée:  LIOKOALOLUIC, VTEPMTIOALLIN, VTOPMGPOPULIIN
ETAVIEG: ovénuévn LDH

Mn yvootéc:  vmoovpryopia

PoyloTpikés OLaTapoyss
Oy ovyvéc: ayxog

Ararapoyég Tov vevpikod ovoTiUaToS
Xoyvéc: napotodnoia, kepararyio, COAN, TEPLPEPIKT VEVPOTADELL,

Koapdioxés orotapoyés
Xoyvéc: Ame adENGN NG APTNPLKNG THECNC
Xrdvieg: cofapn avénon g apTNPLOKNG Tieong

A10T0POYES TOD AVOTVEDOTIKOD GVOTHUATOS, TOV Bwpako kol Tov uecofwpokiov

STAVIEG: dtapeon vevpovondfeila (cupmephapufovouevng e SIIUESN S TVEVUOVITIONG), M
omoia umopet va anofei Bavatneopa.

Mn yVOoTEG:  TVELUOVIKT VTTEPTAGT, TVELLOVIKO 0(id10
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Araropayéc Tov yaotpeviepicod

Suyvéc: KOAITIO0, GUUTEPIAAUPAVOUEVNG TG MIKPOCKOTIKNAG KOATIONG OO AEUPOKVTTAPIKN
KOAITIO0, KOALOYOVIKY] KOAITION, O14ppola, VOuTic, EUETOC, SIATOPUYEG TOV CTOUATIKOD
BAevvoydvov (m.y. apBddNG oTopatitidn, eEEAKMON TOL GTOUATOG), KOUMAKO GAYOG.

Oyt ovyvéc: dlaTapay€g yevong

[ToAd omdviec: maykpeoTitidon

A10T0poyég T00 NTATOS KO TV YOANPOPOV

Toyvéc: avENoT TOV NIOTIKOV ToPAUETpV [Tpoavoapvaceg (1daitepa g ALT), Aydtepo
ovyva ™ Yapoa-GT, g alkodkng pocpatdongs, g yorepvdpivng]
XrAviEG: nratitda, iktepog/xohdoTaom

[ToAd omdviec: cofapn PAGPN ToL HTATOG OTOC NTATIKY AVETAPKELD KOl 0EEI0 VEKPWOOT) TOV NIATOG
7oV pmopel va amoPei Bavatneodpog

Arozopoyég T0v FEPUATOS Kot TOD DTOIOPIOD 1GTOD

Suyvéc: avénuévn ammAelo poAlmv, Exepa, eEavinua (coureptiapufavouevon tov
KnAoPfratidddovg eEavinuatoc), kKvnopods, Enpodeppiol

Oytovyvég:  kvidmon

IToAd omdvieg: TOEIKN EMOEPUIKT VEKPOALGT), GUVIpouo Stevens-Johnson, moAdLOpPo epHOnuLL

Mn yvootés:  dgpUOTIKOG EpLOMUATMOONG AVKOG, PAVKTOVOING Yoploon ) ETdeivmon TG
yoplaong, Copupokevutiky] Avtidpaon pe Hoowoeidia kot Zvotnpotikd Xopntdpoto
(DRESS), deppatikd €lkog

A1070p0YES TOD HDOTKEAETIKOD OVOTHUOTOS KL TOD GOVOETIKOD 1GTOD
Xoyvéc: tevovTodnKitida
Oy ovyvéc: pMén tévovta

A1070p0YES TV VEPPWDV KO TV 0DPOPOPDY 00V
Mn yvooTéG:  VEQPIKT OVETOPKELN

A1070p0YES TOD AVOTOPAYDYLKOD COGTHUOTOS KOL TOD UOGTOD
Mn yvootés:  oplokég (avaoTPEYIUES) LELMGELS TOV GUYKEVIPOGEMY TOV GIEPHOTOS, TOV OAKOD

appov orepuatolmopiov Kot TG Tayeiog KIvnTIKOTNTOG

Tevikég d10Topoyés Kot KaTooTAGELS THS 000D YOPHYNONS
Suyvéc: avopeéio, andrelo copatikod Bapovg (cuvnbmg un onuovtikn), e€acdévnon

Avooopd TOavoAOYOLUEV®V QVETLOOUNTOV EVEPYELDV

H avageopd mibavoroyoduevmy ovemBountoy evepyeidv PeTd amd T xopynomn GdEwg KUKAOPOPIiag
TOV PUPUOKELTIKOD TPOIOVTOG elval onpavtikn. Emrpénet tn cuveyn mapakolovdnon g oyéong
0PEALOVE-KIVOHVOL TOV POPHOKEVTIKOD TPOTOVTOG. ZNTEITOL amd TOVG ETAyYEAIOTIES LYElNG VO
AVOPEPOVY OTTOIEGONTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES LECH TOL EOBVIKOD GLGTNLOTOG
ovaeopds mov avaypdestor oto Hoapdptmua V.

4.9 Ymepoocoroyia

ZUUMTOUOTO

Ymip&av avaeopic xpoviag vreépPacng e docoroyiog oe acheveic mov EhaPav Ae@Alovvouidn ce
NUeEPNOEg OOGELG, Ol OTTOIEG NTOV TTEVTE POPEG UEYOAVTEPEG OO TI GUVIGTOUEVT] UEPTIOLA SOGOAOYINL
KkaBdg emiong avapopég yia o&eia vIEPPaoT TNG 00G0A0YING GE EVIAIKES KOl TOOLA. XTNV TAEOVOTNTA
AVTOV TOV TEPUTTOCEMY VTEPOOCGOA0YING deV avapépOnkay avembiunteg evépyeleg. Ot avembounteg
EVEPYELEC TTOV GUUPOVOVV LIE TO TPOPIA AGPAAELOG TNG AEPAOVVOUIONG EVaL: VTTOYAGTPIKO AAYOG,
vavtia, d1Gppota, ocvénpéva nratikd Evivpa, avaipia, Aevkonevia, kKvnopog kot eEavonua.
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AvTiuet®mion

2y mepintmon mov eppavicel vtepdocoroyia 1 TOEIKOTNTA, CLUVIGTATAL YOAEGTLPALIVY 1| AVOpaKog
TPOKEWEVOL Vo, emttoyvvOei 1 amofoAr]. Otav xopnyndnke amd Tov GTOUATOS YOAEGTLPALIVY GE SO0
TV 8 g, 3 popég v Nuépa Yo 24 dpeg oe TpeLS vytelg eBehovtég peidbnkav ta enineda Tov A771726
010 TAdopa Kotd 40% mepimov evtdg 24 mpdv Kot 49%-65% evtdg 48 wpdv.

[opatnpnOnke 6Tt HeTd amd TN YopNyNoN evepyomompévoL dvBpaka (KOvig Tov yivetol evoidpniLo)
a0 TOV GTOUOTOC 1] LEG® TOL PLVOYAGTPLKOD coinva (50 g avd 6wpo yia 24 dpeg) petddnkay ot
GUYKEVIPMGELS TOV OpaoTIKOV HeTaPoAitn A771726 610 TAGGHO 6€ T060GTO 37% evtog 24 mpdv Kot
o€ 1060010 48% €vioc 48 wpmv.

AvTtég ot duadikacieg EkmAvong pmopel va emavaineBovv, av gival avaykoio KAviKd.

Meléteg 1000 KaTd TNV EQAPUOYT GLLOSIOAIONG OGO KOl VIO GLVEYN POPNTH TTEPITOVAIKT KGBapo
(CAPD) &de1&av 6tL0 A771726, xoplog petafoiitng g AepAovvopiong, dev givan dStahvtdc.

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@oppokodvvopIKES 1O10TNTEG

Doppakobepanevtikn katnyopio: Exiextikd avocokatactaltikd, kodikdég ATC: LO4AKO!L.

Dapuokoroyio og ovOpdTOLE

H AepAiovvopion eivor évag avtipeupatikog Tapdyoviog, TPOTOTOMTIKOG TG VOGOL LE WOIOTNTEG
OVOOTOATIKEG TOV TOAAUTAAGLOGLOD.

Dopuakoroyio o oo

H Aeplovvopion givai dpaotikn o€ poviéda melpapatolmny pe apdpitido Kobdmg Kot pe GALES
AVTOAVOGEG VOGOLG 1] KOl LETAPOGYEVOT), KLPlmG av yopnyndel katd tn edon evaicOntomoinonc. ‘Eyet
0VOGOPLOGTIKA/0VOGOKATAGTOATIKA XOPOUKTNPIGTIKE, 3P0 (O AVOCSTAATIKOS TOPAYOVTOG TOV
TOAALOTAQGIOG OV KOl TOPOVGLALEL OVTIQPAEYLOVAOOELS 1010TNTES.

Y& HovTéAa TEPUUATOL®®V E AVTOAVOCO VOGO, ATV YOpMYNONKe 1 Ae@ALovVOpIdN KaTd TV TpMIUN
0aon g eEEMENG TNG VOOOL TOPOLGLACONKE 1) LEYIOTI TPOPLAOKTIKY dpdon.

In vivo petoforileton tayémg kot oyedov mAnpmg oto A771726, 0 omoiog glval dSpacTIKOC in vitro Kol
Oewpeitar 611 etvar veEvBVVOC Y10, TO OEpamEVTIKS OTOTELEC A,

Mnyovicoc dpaong

O A771726, gvepyog petaforitng g Ae@rovvopiong, avacstéArel To Eviupo dtHdpoopoTIKT
apudpoyovdaor (DHODH) ctoug avOpdmovg Kot ETOEUVIEL AVOCTUATIKH TOV TOALOTAAGIOGHOD
dpdon.

Khlvikn omoteleopnatikdTnTo Kol 0cQaAEL

Pevuoroerong apbpitida

e 4 eheyyopeveg peréteg (1 pdong I kon 3 eaong M) tapovoidcdnie n arotelecpatiKdOTNTO TNG
AepAovvopidng ot Oepomeio TG pevpaTogldong apbpitidac. Xtn puelét edaong I, pekémm YU203,
ToyotomomOnkay 402 dtopa pe o&eia pevuatosidn apbpitida oe placebo (n=102), o€ 5 mg (n=95), ce
10 mg (n=101) 1| 25 mg/muépa (n=104) AepArovvopuidong. H didpreia aywyng ntov 6 unvec.

e 6Aovg Tovg acbevelg kotd TG peétec eaong I yopnynOnke pia apykn 66om 100 mg
Ae@AOVVOUIONC Y100 3 MUEPEC.

> peiétn MN301 toyaromomOnkav 358 dtoua pe ofeia pevparosidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=133), o 2 g covipacoralivng v nuépa (n=133) 1 o¢ placebo (n=92).
H dudpxeia g aymyng nTov 6 unvec.
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H pedétn MN303 ftov o Tpoatpetikn, 6pmvn ToeAn cvvéyion e MN301 yopic ) xopriiynon
placebo, kataAnyovtog o€ o cOyKplon Aeprlovvopiong pe covipacaralivny el 12 pnvec.

2 peiétn MN302 toyaromomnkav 999 dtoua pe o&eia pevpatogidn apbpitida oe 20 mg
Aeplovvopidng nuepnoing (n=501) 1§ oe 7,5 mg pebotpeldtng tnv efdoudda ta omoia avénbnkav ce
15 mg gfdopadiaing (n=498). H cupuminpopatiky yopynon GLAAKOD 0EE0C NTOV TPOOLPETIKT KOl
yopnynOnke povo oe 10% tov acbevov. H dibpketa g ayoyng rav 12 pivec.

2 peiétn US301 tuyotomombnkay 482 dtopa pe ofeia pevpatoedn apbpitida o 20 mg
Aeprovvopidng/muépa (n=182), oe 7,5 mg pebotpe&dc/efoopadiaing avavopevn oe 15 mg v
eBoopdda (n=182) 1| oe placebo (n=118). Dot o1 acBeveig EraPav 1 mg @uAALIKOD 0&€0G 2 popEC
nuepnoine. H didpketa ayoyng ntav 12 pfvec.

H AepAiovvopidn oe nuepnowa d6omn tovAdytotov 10 mg (10-25 mg ot peré YU203, 20 mg otig
peréteg MN301 kot US301) tav 6TaTIGTIKA ONIOVTIKG avadTePT £VovTL TOL placebo g mpog
UEIMOT TOV ONUEIDV KOl CUUTTOUATOV TNG PEVUATOEID0VS 0pOpitidag Kol oTic 3 eAeyYOUEVES e
placebo pelétec. Ot deikteg avramokpiong katd ACR (Apepikdviko KoAréylo Pevpatoroyiog) o
perétn YU203 frav 27,7% évavrtt tov placebo, 31,9% ota 5 mg, 50,5% ota 10 mg kot 54,5% ota
25 mg/Mmuépa. Xtig peréteg edong Il ot deikteg avromodkpiong kotd 0 ACR yia ta 20 mg
AepArovvouidng nuepnoing évavtt tov placebo ftav 54,6% évavtt 28,6% (nerétn MN301) ko 49,4%
évavtt 26,3% (perétn US301) avriotoyo. Metd amd 12 unvav cuveilopevn aymyn, ot deikteg
avtomokpiong kot 10 ACR otovg acbeveig vd Aeprovvouion frav 52,3% (ueréteg MN301/303),
50,5% (ueiétn MN302) kot 49,4% (puehétn US301) cuykpivopevol pe toug aobeveic vid
covipacaralivn wov Nrav 53,8% (pehéteg MN301/303), 64,8% (nerétn MN302) kor 43,9% (perém
US301) otovg acbeveic vmod pebotpe&dtn. X pehétn MN302 1 Ae@Aovvopidn NTov onuavTikd
Ayotepo amoterecpatikn amd 0t M pebotpesatn. [lap’ 6Aa avtd, otn perétn US301 dev

TapoTN PN ONKAY SNUAVTIKES OL0POPES LETAED AepAovvopidng kKot peBotpeEdng otig Kupiapyeg
TOPOUETPOVS ATOTEAEGHOTIKOTNTAS. AgV TapatnpONKe dtapopd LeTAED AePAOVVOUIONG Kot
covApacoralivng (uerétn MN301). To amotélecua omd TNV aymyn AEPAOLVOUIONG TAV EUPOVEG
petd and 1 pva, otabepomomdnke péca oe 3-6 unveg Kot cuveyiotnke kad’ OAN T S1dpKeLo TNG
aywyne.

€ 0L TUYOLOTOINUEVT], STAN-TVPAN HEAETT, TOPAAANA®Y OpAd®V, U KOT®TEPOTNTOG (NON-
inferiority) cuykpifnKe 1 GYETIKN ATOTEAEGUATIKOTNTO OVO OLOPOPETIKMY NUEPTOLOV dOGEDV
ouvtipnong Aeprovvouiong, ntot 10 mg kot 20 mg. Amo ta anoteAéopoto umopel va cuvoydel 0t
QTTOTEAEGLATIKOTNTO TTOV TTPOKVTTEL A0 TN 0061 cuvTpNnong T@v 20 mg NToV TEPIGGOTEPO EVVOTKN,
eVD, amd TV GAAN TAEVPA, TO ATOTEAEGHLOTO (O TTPOG TNV AGPAAELN EDVOOVGOV TNV NUEPNTLL SO0
cuvinpnong tv 10 mg.

Houdrorpixog ninQvouog

H AepAiovvopidon pehetinke o€ OV TOAVKEVTPIKY|, TUYOLOTOUUEVT], SITAN-TUQAY], GUYKPIVOLLEVT] LIE
dpaotikn ovoia peAétn oe 94 acbeveic (47 avd okéAog) e TOALOPOPIKT] LOPPT| VEUVIKNG
pevpatogldong apbpitidac. Ot acbeveic Ntav 3-17 etV e evepyn ToAVapOPIK LOPOT] VEAVIKNIC
PELLATOELDOVG apBpiTIdOg aveEapTnTa ATd TOV TOTO EVOPENG TG VOCO Kot Y®Pic v Exouy AdPet
TponyovpEvVeg pebotpesdtn 1 AepAovvopidn. Ze avtn T HEAETN, | OO POPTIONG KOl GUVTINPNGONG
g Aeprovvopiong Baciotnke og 3 katnyopieg avaroya pe to copatikd Papog: <20 kg, 20-40 kg kot
>40 kg. Metd and 16 gfdopddec aywyng, n dopopd 6to puipd amdKpIoNng NTOV GTOTIGTIKA OT)LLOVTIKY
v TN peBotpeldtn cOUPMVA [LE TOV OPIGUO Y10, BEATIMOT TNG VEAVIKNG PEVUATOELDOVG apBpiTidag
(DOI) >30% (p=0,02). Xtov¢ acbeveic mov avtamokpifniay, n amdxpion dwtnpnonke yuo

48 efdouddeg (PA. mapdypapo 4.2). To oyfua T@v averBoUNTOV EVEPYEIDV TNC AEPAOVVOUIONC Kot
g pebotpelatng eaivetal va givor mopdpoto, ov Kot 1 d6or mov yopnyndnke oe acbeveic youniov
COUOTIKOD BAPOvg 00NyNoE 08 GYETIKA YaunAn £kOeon (PA. Topdypago 5.2). Avtd ta cTotyEio dev
EMTPEMOVV OMOTELECUATIKT KO AGPAAT) SOGOAOYIKT GVGTOOT).

Ywpraoixn apbpitido,

H omoteleocuatikdmta g APAOVVOUIONC 0modeiyOnKe Ge pio ELEYYOUEVT TUYOLOTOUNLEVT] OLTAN]-
TN nerét 3L01 og 188 aobeveig pe yoprocikn apbpitida, otovg omoiovg yopnyndnkav 20 mg
nuepnoione. H ddpketa g ayoyng tav 6 unves.
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H AepAiovvopidn oe nuepnowa d6on 20 mg fjtav onuavtikd avatepn Evavtt tov placebo o¢ Tpog ™)
peiwon Tov copnToudTev e apbpitidag o acbeveic e yoplactky apbpitida: ot kotd PSARC
(deixteg avTamdkpiong Yo tn Oepaneia ™ yoplacikig apbpitidag) avianokpicelg Ntav 59% oty
opada g AepAovvopiong kot 29,7% oty opdda tov placebo yio 6 unveg (p<0,0001). H
OTOTELEGLLATIKOTNTA TNG AEQAOVVOLIONG 6T Peltioon g Aettovpyiag Kot 611 peimon tov BAapdv
dépuratoc NTav péTpia.

MeAéteg peta v koxdopopio tov TPoiovTog

Mo toyatomompévn peAétn a&loldynce To T0G0GTO OVTATOKPIGNG TNG KAVIKNG
ATOTELEGUATIKOTNTOG G acbevelg pe Tpawun PA mov dev £xovv AaPetl oto TapeAdév DMARD
(n=121), katd v omoia ElaPav eite 20 mg, eite 100 mg AepAovvopidng o 600 TapdAANAes opadeg
KaTd T S1EPKELD TOV TPV TPATMOV NUEPDV TNG SUTANG TVEANG TepLodov. H apykn mepiodog
aKoAoLONONKe o Lo avoryT) TEPI0d0 GUVTINPNONS TPLOV UNVOV, KATE TN O1GpKELN TG OO0 Kot 0L
dv0 opadec ElaPav 20 mg Aeprovvopidng nuepnoing. Kavéva emmpdsbeto cuvorikd 6@elog dev
mapotnphOnke otov TANOLGUO OV HEAETHONKE e TN ¥PoN TOL oYNUATOS Le 600 edpTions. Ta
dedopéva acPdielog Tov amokTNONKavy Kot amd TS SV0 OPAdES Ay®YNG MTAYV GOUP®VO LIE TO YVOOTO
TPOPIA ACQAAELNG TNG AEPAOVVOUIONG, (OGTOGO, 1| GLYVOTNTO ELPAVIONS AVETIOOUNTOV EVEPYELDV OO
TO YOOTPEVIEPIKO Kol avénuévav nratikdv eviOpmv €Teve va givol vynAoTepn otovg acbeveic mov
éloPav ™ d6om eodptiong twv 100 mg AepAovvopiong.

5.2 ®@oppokoKivTIKEG 1O10TTEG

H Aeplovvopion petatpénetorl toyEmg 6to 0pactikd petaforit, A771726, pe petafoAcud g
TPMOTNG 61000V (S10voiEn daKTLAIOV) GTO TOLYMN TOL EVTIEPOV KOl GTO NTAP. XE UI0, LEAETN UE
padioemionpacuévn “C- Aeprovvopidn oe tpeig vyteic ebehoviég dev aviyvennke ouetdBAnm
Ae@AovvouidN 6TO TAAGLO, GTO VPO 1) OTO, KOTPOVA. Z& AAAEG LEAETEC, OTLAVIN aVYVEVON KOV
apetapAnta eninedo Ae@AOLVOUIONG 0TO TAACUA, ®GTOGO, NTAV OE EMimEdA TAACHATOG TV ng/ml. O
UOVOG POSIOETIOLAGUEVOC LETOPOALTNG TTOV aviyvevdnke oTo TAGoua RTav o A771726. O
HeTAPOAITNG 0 TOG EVOVVETOL OVGLAGTIKA YIoL OAN TNV N VIVO dPAGTIKOTNTO TNG AEPAOVVOLIONG.

Amoppdonon

Ta otoyeio anékkpiong and T perém “C édei&av 6t amoppoPrdnke ToLAYIGTOV 1060670 82-95%
g 06onc. O xpdvog emitevéng HEYIOTOV GLYKEVTPMGE®Y TOL A771726 610 MAGGUA €ival TOAD
€VHETAPANTOG. MeTd Vv gpanal yopnynon T LEyloTa eNineda TOL TAUCUATOG SLVATOV VO
napovctacBolv petd ond 1-24 dpec. H Aeprovvopidn pmopei va yopnynOet pe v tpoei, EXEdn o
pLOUOG amoppdENONG Eivarl cLYKPIoIUOG TOGO e DrapEn TPoPng OGO Kol GE KATAGTACN VNOTELNG.
AOY® ™G TOAD peydAng nuueptodov (ong tov A771726 (nepinov 2 efdouddec) oe KAVIKEG LEAETEG
yopnynOnke 06om epddov 100 mg yo 3 nuépeg mpokeévoL va dtevkolvviel 1) Tayeia enitevén Tmv
emmédwv Tov A771726 o€ otobepn kotaotach. YroAroyiletar 0Tt xwpig T 6001 £QOdOL amatteitol
YPOVIKO SLAGTNUA XOPNYNONG 2 VDV TPOKEWEVOL VO, ETLTELYOODV 01 GUYKEVIPMGELS TOV TAAGUOTOG
o€ otafepn KATAOTOOT. X& HEAETEG TOALOTTADY dOGE®V o€ 0obevelg e pevopatoeldn| apbpitida, ot
QOPUOKOKIVITIKES TAPAUETPOL TOV AT771726 Tav YPOUUIKES GE VP0G dOONG S €wg 25 mg. T aVTEG
TIG HEAETEG M KAWVIKT] OPAGT] EYEL OTEVN OXECT UE TIG GVYKEVIPAOGELS TOL A771726 G6T0 TAUGUO KOt UE
Vv nuepnota d6om AepAovvopidnge. Xe eminedo 66ong 20 mg/muépa, o1 Katd LEGO OPO GUYKEVIPAOOELS
tov A771726 610 TAdGpa og oTafepn Katdotaon fTav mepimov 35 pg/ml. Ta enineda nAdouatog o
otabepn| katdotaon eivar avénuéva tepimov Katd 33 €o¢ 35 opég CLYKPIVOLEVQ, [IE EKEIVA TNG
£amaé d0GEMG.

Koatavoun

210 mAGopa TV avOpodTomv 0 A771726 deopevetar eKTETAUEVA UE TIC TP®TEIVES (Aevkmpativn). To
un deopevpévo kKAdopa tov A771726 ftav 0,62% mepinov. H déopevon tov A771726 givor ypoppixy
OTIG GLYKEVTPOGELS OgpamevTtikod evpovg. H déousvomn tov A771726 mapovoidednke erappdg
UELMUEVT] KO TTEPLGCOTEPO EVUETAPANTN 0TO TAACUA 00OEVAOV Le pELUATOELON apbpitida 1 pe xpdvia
veppikn avemdpkela. H extetapévn déopevon tov A771726 pe 1ig Tpmteiveg pnopel vo TpoKaAEEL
EKTOTION GAAOV QAPUAK®Y TOV EX0LV LYNAN décpevon. Tlap’ OAa avtd pedéteg aAMANAETIOpAONG e
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Bapeapivn in vitro ¢ TPog TN OEGLEVOT LLE TIG TPOTEIVEG TOV TAACUATOC GE KAWVIKG OMUOVTIKES
GUYKEVIPMGELS OV EULPAVICAY KATOL0 OAANAETIOPAGT. ATO TOPOUOLEC LEAETEG PAVIKE OTL M
1Povmpopaivn Kot 1 dSukhopevakn dev extomilovy Tov A771726, evd TO 0OEGUEVTO KAUGHO TOV
AT771726 avéaveral katd 2 £0¢ 3 popég o€ mapovaio tng ToAfovtapiong. O A771726 extomioe v
Povmpopaivn, T SKAOEEVAKT KoL TNV TOABOLTAION EVD TO AOECUEVTO KAAGLO QUTMV TOV
QOPUAKEVTIKAV TPoidvTmV avénbnke povo katd 10% Emg 50%. Agv vhpyet £voeiEn 0Tt ot dpdoels
AVTEG £XOVV KAVIKT] GNUAGTI0. ZOUPOVO, LLE TNV EKTETOUEVN OEGUEVOT LE TIG TPOTEIVEG, 0 A771726
€xel yapnAd eovopevo oyko katavopung (tepimov 11 Altpa). Agv vrdpyet kdmota Waitepn TPOGANYN
ota epuBpoKvTTOPAL.

Buoupetaoynuotiopog

H Aeprovvopidn petapoirileton og Eva kupiapyo (A771726) Ko o€ TOAALOVE PIKPOTEPTG OTLOGTOGC
petaforitec copmeprrapfavouevov tov TFMA (4—tprprovopopedoraviiivn). O petoforikdg
Bropetacymuotiopog e Aepiovvopiong oe A771726 kot o erakdrovBog petofoiopog tov A771726
dev gdéyyetan amd éva pepovopévo Eviopo Kot tapatnpninke 6t vioniletal o€ KVTTOPIKA KAAGHOTO
UIKPOGOUATOV KOl KOTOGOA®V. Ao pedétec aAnAeniopoaong pe GUeTdiv (U e101KOG OMOKAEIGTNC
oV KuToypdpaTog P450) ko prpapmikivy (un 106G enaymyEos Tov kKutoypodpatog P450) edvnke
ot in vivo ta évlopa CYP guBOvovton povo oe pikpo Pabuo yio to petofoAopod g Aeprlovvouiong.

Amofoin

H amofoin tov A771726 givar Bpadeio kot yapakmmpiletal amd avopevikn kdbapon 31 ml/dpa
nepinov. Xe acbeveic N numepiodog amofoing eivar mepinov 2 efdopndadec. Metd amd yopNnynomn Hog
POSLOETIOLAGHEVTG 00O G Ae@Aovvopidng, 1 padievépyela anekkpifnke e&icov ata KOTPAVA,
mOovoV pécm amofoAng amd T yoAn kot ta ovpa. O A771726 aviyvedetal 6Ta oVpa Kot 6TA KOTPOVA
axoun kot 36 nuépeg petd v epdmal yopnynon. Ot facukoi petaPolriteg ota 0Opa NTOV
YAVKOVPOVIKG TPOTOVTA T, OOl TPOEPYOVTAL 0t TN AePAoLVOLION (Kupimg o delypata 0 Emg

24 wpdv) kot £va mapdywyo o&avilkon o&éog tov A771726. O kuplopyog petafoiitng ota KOTpava
nrav o A771726.

Amodeiybnke otov AvOp®mO OTL 1] OO TOL GTOUATOG YOPTYNON EVOLMPTLATOG EVEPYOTOUEVOD
dvBpaka o€ KOVL 1] YohesTupapivng Tpokael Tayeio Kot oNUOVTIKY avénon Tov puBuov amofoAng Tov
AT771726 kon pelmon GTIG GUYKEVIPOGELS TOV TAAGHOTOC (BA. Tapdypapo 4.9). Avto moteveTOL OTL
EMTUYYAVETAL LE KOO0 UNYOVIGUO YOOTPEVIEPIKNG SLOTIOVONC KoL/ e S10KOTT TG EVIEPONTOTIKNG
AVOKOKAMONG.

Neppikn dvsAisttovpyia

H Aeplovvopion yopnynodnke amnd tov otdépatog oc epdnas d6on 100 mg o€ 3 acbeveic vod
alpodwAlon kat o€ 3 acbeveic vtd cuveyn opnt Tepttovaikny kabapon (CAPD). H
QOPUOKOKIVTIKY] TOV HETOPoAiIT A771726 oe dtopa vtd cuvey PopNTH TEPLTOVAIKT KdBapon
(CAPD) pdvnke 0T jtay mapopota. pe ekeivn tov vylov ebeloviov. Taydtepn amofoin tov
petaforitm A771726 mopoatmpndnke cg dropo Vo AUOSIOALGT), YEYOVOGS TTOL OEV OQEINOTOV GTNV
ATTOULAKPVVOT] TOV QUPUAKELTIKOD TPOIOVTOG LE TO dtdAvpa alpokdafapong.

Hrozwum dusisttovpyia

Agv vdpyovv SabEcia oTotyElD GYETIKA UE TNV oyyn acbevav pe nratiky dvciettovpyia. O
dpaoTikdc petaforitng A771726 deouedetal EKTETAPEVE JUE TIC TPMTEIVES Kal AmoPAALETOL LEC®H
NTATIKOD UETUPOAMGLOD KOl ATEKKPIONG A0 TN YOAT. X& NTOTIKY OVGAEITOVPYI 01 S10dIKAGIES OVTEG
duvatov va ennpeacOovv.

TToudrozpikdc TAnOvoude

H pappaxoxivntiki tov A771726 petd tnv and Tov 6TOUATOG XOPNYNOoT AEPAOVVOUIONG £XEL
ueAetn0ei o 73 mondiatpikovg acheveic pe ToALOPOPIKT LOPEN VEAVIKAG PEVLOTOEOOVS apBpitidog
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o€ NAkieg Tov kopaivovtal amd 3 ¢ 17 €. Ta amoteléopota ond pio TANBvo UK
QOPLOKOKIVITIKT avAALGT] 0VT®V TV SOKIUMV £d€1Eav OTL 01 TandaTpikol acBevels pe fapog
ocopotoc < 40 kg mapovsialovv petmpévn cvotnuatiky Ekbeon (uetpovpevn pe Cs) tov A771726
GYETIKA UE TOVG eViAkeg acbeveig e pevpatogdn apbpitda (PA. mapdypapo 4.2).

Hiuwcuopévor

Ta 6edopéva PUPULAKOKIVITIKNG G€ NAMKIOUEVOLG (> 65 €TdV) elval TEPLOPIGUEVA ALY GUUPOVOVV LIE
TN POPUOKOKIVITIKY] GE MO VEAPOVS EVIALKEC.

5.3 TIIpoxivikd doedopéva Y10 TV d6QIAELN

H Ae@Aiovvopidon yopnyoduevn omd TV GTOUATOG Kol EVOOTEPLTOVAIKA a&loloyOnKe 6€ HEAETEC
oeiog T0&IKOTNTOG G TOVTIKIN KOt apovpaiovg. MeTd tnv armd ToL GTOUATOG EMAVOAQUPAVOUEVT|
yopnynom Ae@Aovvopidong og movtikia yio 3 pives, 6€ apovupaiovs Kot GKOAOLS Yo StépKela 6 pnvav
Kol o€ mOnKovg yio 1 pnva mopatnpndnke 61t 6ta peyaidtepa Opyava 6TdYovG Yo ToSKOTNTH
TEPIAAUPAVOVTOL O LVELOG TV 0GTMV, TO OiLL0, O YOUOTPEVTIEPIKOC COAVOC, TO OEPUM, O CTANVAG, O
B0p0g ka1 o1 Aeppadéves. Ot kuploTepeg EMOPAGELG NTAV AV, AEVKOTEVID, LELOUEVOS apOIOg
alpomeTaAloV Ko Tovpvelomddeia kabmg ansikovilouy to Pacikd TpodTo SPAoNg TOV GLCTATIKOD
(avactoin obvBeong Tov DNA). Xe apovpaiovg kal okbOA0VG avevpédncay copdtio Tov Heinz kauvm
copatio tov Howell — Jolly. AlAeg emidpacelg mov evromicOnkay otny Kopodild, 6To Nrap, GTov
KEPOTOELDN KOl GTOV OVOTTVELGTIKO COANVE uiropolv va eEnynbodv wg AoludEeig Aoym tng
avocokotaotoAnc. H tofwdtnta ota (dho Ppébnke og 00GE1G 16060VaNES TOV DEPATEVTIKOV dOGEDV
Y10l TOLG AVOPAOTOLG,.

H AepAiovvopidn dev elvar petarrha&loyovos. [ap’ Ao avtd, o devtepedmv petaforitng TFMA
(4-tprprovopouebvravirivn) Tpokaiece pRéEN 1 Opadon TOV YPOUOCHOUATOV KOl CNUEWNKT HETAALAEN
in vitro, evé® to Slob€otpla oTotyEln deV glval ETOPKN OC TPOG TO SLVALIKO TOV VO EKONAMGEL QLT TN
dpdon in vivo.

e 1o LEAETN KOPKIVOYEVESTG GE apOVPAioLE 1) AEPAOVVOLIOT OEV ELLPAVIGE EVOEYOUEVT] KAPKIVOYOVO
dpdion. e po HEAETN KAPKIVOYEVEST|G OE TOVTIKLO TOPOLGLAGONKE ALENUEVT cLYVOTNTO KOKOT00VG
AELPOUOATOG GTNV OUASO TOV OPPEVAV LE TV VYNAITEPT dOGN, YEYOVOG Tov Bempeital 0Tt opeiieTan
GTNV GVOGOKUTUGTAATIKY dpdon T AepAovvopione. Zta Oniea movtikia TapatnpnOnke avénuévn
GLYVOTNTA, OOGOEEUAPTMOUEVT], BPOYXOKVYEAIDIKMY OOEVOUATOV Kol KOPKIVOUATOV TOV TVEVUOVAV.
Agyv givon BEPoun 1 onpacio ToV EVPNUATOV GTO TOVTIKIO GE GYECT| E TNV KAWVIKY| Yp1IoN TNG
Ae@Aovvouiong.

H AepAiovvopidn dev €xetl avtryovikég 1010TNTEG G€ LOVTELD TEWPARATOLOMV.

H Aeplovvopion givar eufpootoikn Kot TepaToydvoc o€ apovPaiong Kot KOUVEALD GE SOGEIC EVTOG
7oV OgpamevTiKoD E0POLE YO TOVG OVOPOTOVG Kol o€ peAETeG TOEIKOTNTOG UETA 0Td
enovolapPavoueveg d0GEIS Tapovsidctnkoy avemBOUNTES EVEPYEIEG OTO AVOTAPAYDYIKA OPYOVA TOV
appévev. H yovipotnta dev peimdnie.

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

Tvprvog diokiov.

Apvro apapocitov

Topdovn (E1201)

Kpoomofidovn (E1202)

Térxkng (ES53b)

IMuprriov 0&eido KoAAOEGES GvLOPO
Maoayvncio oteatiko (E470b)
Aoxtoln povoidpikn
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Emixaloyn:

TéAixng (E553b)

YrpoueAroln (E464)

Tiraviov d10&eido (E171)

TToAvaBvievoyilvkoin 8000

6.2 Aocvpparéotnreg

Agv gpapuodletat.

6.3 Awipkero {ong

3 ypévi0.

6.4 Iowirepes mpo@urdiers katd T @OLAEN TOV TPOIGVTOG
DuAdcoeTe GTNV APYIKT CLCKEVAGIAL.

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

Koyéhln and poAlo ahovpuviov. Zuokevaoies: 3 emtkaAvppéva pe AETTO VUEVIO O1oKidL.

6.6 Iowitepeg TPoPLAGEELS UmOPPLYNG

Kopid e1d1kn vroyxpéwon yio amdppy.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX
Zentiva k.s.
U kabelovny 130

102 37 Prague 10
Togykn Anpokportio

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/09/604/010

9. HMEPOMHNIA ITPQTHX E'KPIXHX / ANANEQXHX THX AAEIAX
Huepounvia mpodng £ykpiong: 08 Iavovapiov 2010

Hupepounvia televtaiag avavéoong: 19 Noguppiov 2014

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TAnpoopieg Yio T0 TapdV POPUUKEVTIKO TPOioV givor S1BEGILES GTOV SIKTLAKO TOTO
tov Evpomaikov Opyoviopod Gapudkov: https://www.ema.europa.eu.
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ITAPAPTHMA 11

HAPAXKEYAXTHX(EX) YHHEY®OYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAOEXH KAI
TH XPHXH

AAAOI OPOI KAI ITEPIOPIXMOI THX AAETIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN
ITAPTIAQN

‘Ovouoa kot d1e06vven Tov TaPUCKELAGTH TOL £ival LITEVHVVOC Yo TNV ATOOEGUEVCT] TV TOPTIOWY

- Leflunomide Zentiva 100 mg emxaivuuéva ue Aemwro vuévio diokia

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

ToAhia

- Leflunomide Zentiva 10 mg, 20 mg emikoAvuuévo. pe AETTo vUEVIO O10KIO.

LABORMED- PHARMA S.A.

B-dul. Theodor Pallady no. 44B, sector 3
code 032266, Bucharest,

Povpavia

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3
code 032266, Bucharest,

Poupavia

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Yo TO 0TTOI0 OmaLTEITAL TEPLOPIGUEVT 1aTPIKT) cuvTayT| (PA. mapdptnua I
[epiinym tov Xapoktnpiotikdv Tov [lpoidvtog, mtapdypapo 4.2).

I AAAOI OPOI KAI AITAITHZEIZX THX AAEIAY KYKAO®OPIAX
. Ex0¢ce1g Teprodkng Tapakorovdneng g 0oPIrELNS

Ot amotnoelg yio v voPoAr ekfécemv TEPLOSIKNG TAPUKOAOVONGNC TG ACPAAELNG Y10 TO €V AOY®
QOPUAKEVTIKO TTPOTOV 0pilovTal 6TOV KATAAOYO LE TI NUEPOUNViES avapopds T Evoong (katdloyog
EURD) mov mapatiBetor otnyv mapdypapo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kon kdOe
EMOKOAOVOTG EMKOIPOTOINGNG OTTMG SNUOGIEVETOL GTNV EVPOTOIKT OIKTVOKT TOAT Y10l TO PAPLLOKOL.

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHZIH TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyéoro Awayeipiong Kivovvoo (ZAK)

O Kdaroyog Adeiag Kukhogpopiag Oa die&aydyet Tig omortodpeveg dpaotnploTTes Kot
TAPEUPAGELS PUPIOKOETOYPVTVIIONG OT(¢ Tapovoidlovtal 6to cuppovndév XAK mov
mapovstdleTar otny evotnta 1.8.2 g doelog kKukAopopiag Kot 0TolEcONTOTE ETaKOAOVOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva emucoporompévo TAK Oa mpénet va kototebei:

. petd ano aitnuo tov Evponaikod Opyavicpod @appakov,

o OTOTEONTTOTE TPOTOTOIEITAL TO GLGTNILA SLYEIPIOTG KIVOUVOL, EIOIKA (O UTOTELEC O AYNG
VE®V TANPOGOPIDV TOV UTOPOVV VOl EMPEPOVLY CTUAVTIKN GAAAYT OTH GYECT] 0PEAOVC-KIVOHVOL
N ®©G ATOTEAEG LA TNG EMITEVENG EVOG OTLLOVTIKOV OPOGTLOL (POPUOKOETOYPOTVIION 1
glayliotomoinomn Kvévvov).
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EmnpéoOeta pnétpa ehaytotomoinong Kivovvov

O Karoyog g Adetag Kukhopopiag (KAK) opsirel va dtucparicet 6ti, OAOL 01 10TPOL TOV
AVOUEVOVTOL VO GUVTOYOYpaProovv/ypnotponomoovy to Leflunomide Zentiva 0o epodiactovv pe éva
0TPIKO EKTOOEVTIKO VAKS TTov o Teptéyel Ta akdAovOa:

Ty [epiinyn tov Xopoakmpiotikdv tov [Ipoidvtog
To ®VvALo Odnywmv yio tov latpd

To ®VALo Odnywdv yio tov latpd mpémet va mepiéyet Ta axdlovba Koplo unvopata:

Ot vmdapyel o xivouvog cofopng nratikng PAAPNG Kol ETOUEVOG 1) TAKTIKY HETPTOT TOV
emmédov g ALT (SGPT) yia v mapakolohOnon g nmatikng Aettovpyiog elvot onUovTiKy.
To ®VALo Odnyudv mov mapéyxetar otov latpd mpénel va mapéyel TANpoPopies yio ) peimon
NG 060NC, TN SLKOTN KOt TIG O10d1KaGieg EKTAVOTG.

Tov avayveopiopévo Kivouvo Tng GUVEPYLGTIKNG NTTATO- 1] ALATOTOEIKOTNTOG TOL GYeTileTon Le
Oepameio cUVOVAGHOV PE KATO0 GAAO AVTIPEVLOTIKO PAPLOKO TPOTOTOTIKO TG VOGOV (T,
pebotpeEdrn)

Ot vmdpyel kivouvog TepaTOYEVESTC KO ETOUEVMG 1 KOT|OT|] TPETEL VAL ATOPEVYETOL LEYPLS OTOV
TOL EMTESA AEPAOVVOUIONG 6TO TAAG O Eival oTo KOTAAANAa emtineda. Ot watpoi kot ot acbeveic
TPETEL VA, €IVl EVAULEPOL OTL VTTAPYEL L10, EIOIKT GUUPBOVAELTIKN LANPESia dSLobEGIUN Yo VO
TaPEXEL TANPOPOPIES Yo TNV EPYACTNPLOKT EEETACT TOV EMTESMV AEPALOVVOUIONG GTO TAGGHLAL.
Tov kivouvo AomdEEDV, CUUTEPIAUUPBAVOUEVOV TOV EVKALPIOK®Y AOTUMEEDY KOL TNV
avTévoelln yia Yp1ion € OVOGOKOTAGTAAUEVOVS aoBeveic.

Tnv avaykn cvopoving Tov achevdy Yo TOLG GNUAVTIKOVG KIvOUVOUG Tov oxeTilovTatl Ue
Oepameio pe AeAovvopion Kot TG KATAAANAES TPOPVAGEELS KATE, TN XPTIOT TOL PUPUAKOV.
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IHAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENNIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/ZYXKEYAXIA THX KYWYEAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 10 mg emkaivppéva pe Aento vpévio diokio
Ae@Aovvopuion

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

Kabe emxadoppévo pe Aemtd vpévio diokio mepiéyel 10 mg AepAiovvopion.

‘ 3. KATAAOTI'OX EKAOXQN

Av10 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AAKTOLN (VIO TEPIGGOTEPEC TANPOPOPIES, PA. 0TO POAAD
001 YLDV).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKi
100 emkoAvppéva pe Aemtd vuévio diokio

| 5.  TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal og Béon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Duidcoete oTNV OPYIKN) CLCKEVOGIA.
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10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyu Anpokportio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/003 ywo 30 diokia
EU/1/09/604/004 ywo. 100 diokia

13. APIOMOX ITAPTIAAX

[aptida

14. TENIKH KATATAZEH I'lA TH AIAGEXH

DoppokevTikd TPOIOV Yo TO OO0 AMOLTEITOL LOTPIKT] GLUVTAYY.

| 15.  OAHTIEX XPHEHE

| 16. TAHPO®OPIEX XE BRAILLE

Leflunomide Zentiva 10 mg

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

A16d1006T0TOG YPOUU®TOS KddKAS (2D) mov pépet Tov TEPIANPOEVTO LOVOIIKO aVayVOPIOTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 10 mg emkaAvppéva pe Aewto vuévio dlokio
Ae@lovvopion

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Zentiva k.s.

3. HMEPOMHNIA AHEZHX

AHEH

4. APIOMOZX ITAPTIAAX

[aprtida

S. AAAA ETOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/ZYXKEYAZXIA THX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 10 mg emkaivppéva pe Aento vpévio diokio
Ae@Aovvopuion

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

Kabe emxadoppévo pe Aemtd vpévio diokio mepiéyel 10 mg AepAiovvopion.

‘ 3. KATAAOTI'OX EKAOXQN

Av10 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AAKTOLN (VIO TEPIGGOTEPEC TANPOPOPIES, PA. 0TO POAAD
001 YLDV).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKi
100 emkoAvppéva pe Aemtd vuévio diokio

| 5.  TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal og Béon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Awnpeite T EUIAN KOAG KAEIGUEVT).
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10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyu Anpokportio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/001 yw 30 diokia
EU/1/09/604/002 ywo. 100 diokia

13. APIOMOX ITAPTIAAX

[aptida

14. TENIKH KATATAZEH I'lA TH AIAGEXH

DoppokevTikd TPOIOV Yo TO OO0 AMOLTEITOL LOTPIKT] GLUVTAYY.

| 15.  OAHTIEX XPHEHE

| 16. TAHPO®OPIEX XE BRAILLE

Leflunomide Zentiva 10 mg

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

A16d1006T0TOG YPOUU®TOS KddKAS (2D) mov pépet Tov TEPIANPOEVTO LOVOIIKO aVayVOPIOTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA THX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 10 mg emkaivppéva pe Aento vpévio diokio
Ae@Aovvopuion

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

Kabe diokio mepiéyxet 10 mg Aeprlovvouiong.

3. KATAAOTI'OX EKAOXQN

Emiong mepiéyel Aaxtoln.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKi
100 emucoAvppéva pe AemTd VUEVIO SloKia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote 10 PUALO 03NYIOV ¥PNOTG TPV OO TN XPNOT.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na eurdcoetal o€ 0éon v omoia dev PAEmOLY Kat dev Tpoceyyilovv To TodId.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Awnpeite T EUIAN KOAG KAEIGUEVT).
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

12.

APIOMOZ(0OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/001 yia 30 dwokia
EU/1/09/604/002 yia 100 diokio

13.

APIOMOZX ITAPTIAAX

[aprtioa

14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

DoppokevTikd TPOIOV Yo TO OO0 ATALTEITOL LOTPIKT] GLVTAYY.

| 15.

OAHTI'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/ZYXKEYAXIA THX KYWYEAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 20 mg emkaivppéva pe Aemto vpévio diokio
Ae@Aovvopuion

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

Kabe emxadoppévo pe Aemtd vpévio diokio mepiéyel 20 mg Ae@Aovvopion.

‘ 3. KATAAOTI'OX EKAOXQN

Av10 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AAKTOLN (VIO TEPIGGOTEPEC TANPOPOPIES, PA. 0TO POAAD
001 YLDV).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKi
100 emkoAvppéva pe Aemtd vuévio diokio

| 5.  TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal og Béon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Duidcoete oTNV OPYIKN) CLCKEVOGIA.
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10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyu Anpokportio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/008 ywo 30 diokia
EU/1/09/604/009 ywo. 100 diokia

13. APIOMOX ITAPTIAAX

[aptida

14. TENIKH KATATAZEH I'lA TH AIAGEXH

DoppokevTikd TPOIOV Yo TO OO0 AMOLTEITOL LOTPIKT] GLUVTAYY.

| 15.  OAHTIEX XPHEHE

| 16. TAHPO®OPIEX XE BRAILLE

Leflunomide Zentiva 20 mg

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

A16d1006T0TOG YPOUU®TOS KddKAS (2D) mov pépet Tov TEPIANPOEVTO LOVOIIKO aVayVOPIOTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 20 mg emtkaAvppéva pe Aewto VUEVIO dloKio
Ae@lovvopion

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Zentiva k.s.

3. HMEPOMHNIA AHEZHX

AHEH

4. APIOMOZX ITAPTIAAX

[aprtida

S. AAAA ETOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/ZYXKEYAZXIA THX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 20 mg emkaivppéva pe Aento vpévio diokio
Ae@lovvopion

2. XYNOEZH IE APAXTIKH(EL) OYZIA(EL)

Kabe emkatvppévo pe Aemtd vpévio diokio mepiéyet 20 mg AepAovvopion.

|3.  KATAAOIOX EKAOXON

AvT106 T0 POPUOKEVTIKO TPOIOV TTEPLEYEL AaKTOLN (Yio TEPIGGATEPES TANPOPOPIES, PA. TO POAAOD
001 YLDV).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKiO
50 emKOAVULEVO e AETTO DUEVIO OLOKIOL
100 emkoAvppéva pe Aemtd vuévio diokio

| 5.  TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal og Béon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Awnpeite T EUIAN KOAG KAEIGUEVT).
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10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyu Anpokportio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/005 yw 30 diokia
EU/1/09/604/006 ywa 50 dioxkia
EU/1/09/604/007 ywo. 100 diokia

13. APIOMOX ITAPTIAAX

[aprtioa

14. TENIKH KATATAZEH I'lA TH AIAGEXH

DoppokevTikd TPOIOV Yo TO OO0 AMOLTEITOL LOTPIKT] GLUVTAYY.

| 15. OAHTIEX XPHIHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Leflunomide Zentiva 20 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAZTATOX TPAMMOQTOX
KQAIKAY (2D)

A160106T0TOC YPOUUU®TOS KDdKaS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO CVIyVOPIGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA THX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 20 mg emkaivppéva pe Aemto vpévio diokio
Ae@Aovvopuion

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

Kabe diokio mepéyet 20 mg Aeprlovvouiong.

3. KATAAOTI'OX EKAOXQN

Emiong mepiéyel Aaxtoln.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

30 emkaALUUEVOL PE AETTTO DUEVIO O1oKiO
50 emKOAVULEVO e AETTO DUEVIO OLOKIOL
100 emkoAvppéva pe Aemtd vuévio diokio

| 5.  TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPT oM.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na purdooetal og Béon v omoia dev PAEmOLY Kot dev Tpoceyyilovv To Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Awnpeite T EUIAN KOAG KAEIGUEVT).
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN 'H TON
YIHHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

12.

APIOMOZ(0OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/005 yia 30 dwokia
EU/1/09/604/006 yia 50 diokia
EU/1/09/604/007 v 100 doxia

13. APIOMOZX IMAPTIAAX TAPATQI'HZ
[oprtioa
14. TENIKH KATATAZEH I'TA TH ATAGEXH

DopUaKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITOAL LOTPIKT CLUVTOYT.

| 15.

OAHTI'IEX XPHXHX

| 16.

INAHPO®OPIEX XE BRAILLE
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKH XYXKEYAXIA/ZYXKEYAXIA THX KYWYEAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 100 mg enucodvppéva pe Aemtd vpévio diokia
Ae@Aovvopuion

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

Kabe emxaioppévo pe Aemtd vpévio diokio mepiéyel 100 mg Aeprlovvouion.

‘ 3. KATAAOTI'OX EKAOXQN

Av10 TO POPUAKEVTIKO TPOTOV TTEPLEYEL AAKTOLN (VIO TEPIGGOTEPEC TANPOPOPIES, PA. 0TO POAAD
001 YLDV).

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

3 gmkoAvppEVa e AETTO VUEVIO SLoKia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote 10 PUALO 03NYIOV ¥PNOTG TPV OO TN XPNOT.
A6 otopaTOC YpNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na eurdcoetal o€ 0éon v omoia dev PAEmOLY Kat dev Tpoceyyilovv To TodId.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX XYNOHKEYX OYAAEHX

Duidcoete oTNV OPYIKN) CLCKEVOGIA.

71



10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOITOITHOENTOQN ®APMAKEYTIKQN [MPOIONTQN 'H TQN
YIIOAEIMMATQON IIOY ITPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyu Anpokportio

12.

APIOMOZXZ(0OI) AAEIAY KYKAO®OPIAX

EU/1/09/604/010 ywa 3 diokia

13.

APIOMOZX ITAPTIAAX

[oaprtioa

14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

DopUaKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CLUVTOYT.

| 15.

OAHT'TEX XPHXHX

| 16.

MNAHPO®OPIEX XE BRAILLE

Leflunomide Zentiva 100 mg

17.

MONAAIKOX ANATNQPIZTIKOX KQAIKOYX. — AIZAIAZTATOX TPAMMOQTOX
KQAIKAY (2D)

A1601006T0TOG YPOUU®TOS KOdIKAS (2D) mov pépet Tov TEPIANPOEVTO LOVOIIKO aVayVOPIOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYHNOY BLISTER 'H XTIX TAINIEX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide Zentiva 100 mg emnucolvppévo pe Aertd vpuévio diokia
Ae@lovvopion

2. ONOMA TOY KATOXOY THX AAETAY KYKAO®OPIAX

Zentiva k.s.

3. HMEPOMHNIA AHEZHX

AHEH

4. APIOMOZX ITAPTIAAX

[aprtida

S. AAAA ETOIXEIA
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B.

OYAAO OAHTI'TQN XPHXHX
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@vAro ooV ypiong: IIAnpogopics yra Tov ypijotn

Leflunomide Zentiva 10 mg emxaioppéva pe Aemté vpévio diokia
Ae@Aovvouiom

Awpdote TPooeKTIKG 0AGKAN PO TO PVLAO 00 YIAV YPTCNG TPV OPYICETE VU TAIPVETE TO

PappoKo, O10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DvraEte avtd To EOALO 0N YDV Yprions. Towg ypelaotel va to dwfdcete Eava.

- Edv &yete mepartépm amopiec, pmTNOTE TO Y1ATPO, TO PAPUAKOTOL) 1) TO VOGOKOUO GOGC.

- H cvvtayn yio avtd 1o oapproako yopnynnke amokAEloTIKA Yio 60G. Agv TPETEL VoL ODOETE TO
@apuoko 6g GAAovg. Mmopel vo Toug TpoKoAEael PAALN, akOUN Kot OTAV TO CUUTTOUATO TG
acBéveldg Tovg eivar id1a pe ta Ok Gog.

- Edv mapotnpioete KOmolo avemBounTn evépyela, EVIUEPMDGTE TO YIATPO, TO POPUAKOTOLO 1| TO
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio KEOe mhavi avemBountrn evépyeilo Tov OEV AVUPEPETAL GTO
POV GOUALO 00N YLDV YpNonG. BAéne mapdypapo 4.

T epréyel 1o Tapov GUAAO 00N YLOV:

T etvon To Leflunomide Zentiva kot mota givat 1 yp1|on Tov
T mpénet va yvopilete npv mapete 1o Leflunomide Zentiva
Iog va ndpete 1o Leflunomide Zentiva

[MBavEg avemBounTeg evépyeteg

[og va puidcoete to Leflunomide Zentiva

[epreydpeva g cvokevaciog Kot AOTEC TANPOPOpieg

R e

1. Th givar To Leflunomide Zentiva ko oo givan ) ypiion tov

To Leflunomide Zentiva avikel og pia. opdoa Qapudkmv o omoio ovoudlovTal avTipEVHOTIKG
oapuaxa. [epiéyet  dpaoctiki ovaio AepAovvopion.

To Leflunomide Zentiva ypnoyomoteitan yia v Ogpomevoel eviihikovg acBeveic e o&egla peupatogidn
apBpitida N pe ofela yopracikn apbpitida.

270, COUTTOMOTO TNE PEVUOTOELDOVG apOpitidag mepthapufavovial 1 AEYHOVH TV apdpdoemv, T0
oidnua, 1 dvokoiio otV kivnon kot 10 dAyog. AAAC GUUTTOUATA TOV EXNPEALOVY OAOKANPO TO GO
aPopovV og avopeéio, TUPETO, ATMAELN EVEPYELOG Kot avarpia (EAAEyM epOPOKVLTTAPOV).

210 cvpmtdpoTo TG o&eing Yoplactkng apbpitidag meptiapfdvovtal 1 pAEYUOVH TV apbpdeemy, T0
oidnpa, 1 dvokoAio otny kivnon, To GAyog Kot 01 KOKKIVES PoMODIELg KNALdes 6To déppa (BAGPe Tov
O€pLOTOC).

2. T péner va yvopilete npy mapete To Leflunomide Zentiva

Mnyv napete 10 Leflunomide Zentiva

- av giyate moté ePPavicel KAmolo aAlepytky] avTidpacn ot Aeprovvopidn (E101KOTEPQ pia
cofopn SEPUOTIKN avTIOPOOT], GLYVA GUVOOEVOUEVT 0td TVPETO, AAYOC OTIS apOpdGELC,
KOKKIVEC KNALOEG 6TO dépa 1] PLCOAISEG, .. GVVOpopo Stevens-Johnson) 1| oe omolodMmoTe
GAA0 0o TO GLGTATIKA CLTOV TOV PAPUAKOL (avaPEpovTal 6To TUNUA 6), 1| o€ TEpinTmON
aAAePYiOG OTNV TEPLPAOVLVOUION (YpNoLpoTolEiToL Yio T BEPUTEVTIKT UVTUETMOTION TNG
TOAMATTANG OKAPVVOTC),

- av £YETE OMOLOONTTOTE TPOPANNA NE TO CVKOTL,

- av £yete PETPLO £00C GOPOPA TPOPARATA IE TOVG VEPPOVG,

- av EYETE CNUOVTIKA YOUNAO 0Pl TPOTEIVOV 6TO aipd (VTOTPOTEIVOIULI),

- oV TAGYETE OO OTOLOONTTOTE TPOPAN LA TTOV EMNPEALEL TO AVOGOTOUTIKO GOG GOGTNN, (7T.Y.
AIDS),

- av £YeTe KAmO10 TPOPANLUO. LLE TO MVEAD TMOV 0GTAV GOG 1 OV EYETE YOUUNLO aplOud epulpdv 1
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AEVKOV KUTTAP®OV OTO ALl GOG 1 LEIOUEVO aplOUd OUOTETAAIWY,
- av Tacyete omd Kdmola cofapn AoipmEn,
- av giote £yKvog, ToteveTe 0TI Umopel va giote £ykvog 1 Onhalete.

Ipocidomomoeis ko TpoPLAGEELS

AmevBuvbeite 610 Y10TpO, GTO PAPUAKOTOLO 1] GTO VOGOKOUO Gag mpotov mdpete to Leflunomide

Zentiva

- av £YETE TOTE VOGN GEL O PAEYIOVI] TOV TVELVUOVEOV (S1ALLECT TVELLLOVOTTADELL).

- av glyate moté upartiomon 1| elyate VIAPEEL 6 GTEV ETOQPY| e KATOOV/0 TTOL £XEL 1| El)E
ovpatioon. O Y1oTpdc Gog EVOEYETOL VO TPOYUATOTOMGEL EEETACELS Y10, VAL OEL AV EXETE
oupatioon.

- av glote avopag Kot embopeite va yivete motépag. Enedn dev pmopet va amoxieiotel 41t to
Leflunomide Zentiva mepvdel 610 GIéPa, TPETEL VA YPNCILOTOIOVVTAL AEIOTIGTO LETPA
AVTICLAANYTG KOTA TN didpKeto TG aywyng pe To Leflunomide Zentiva. Ot dvdpeg mov
eMBLILOVV VO TEKVOTO GOV Oa TPEMEL VAL ETKOVMOVI|GOLV LLE TO YLOTPO TOVGS, 0 000G Ba Tovg
ouppoviedoet va otapatioovy va Aappdvovv to Leflunomide Zentiva Kot va mwépovv Kamoto
QappoKa TpokeéEVo va anopakpivovy to Leflunomide Zentiva yprjyopa kot emapk®g ard
TOV 0pYaVIGUO TOVG. BOa ypelaotel TOTE va yivel i eEétaon aipatog yia va emPePaimbet 6t T0
Leflunomide Zentiva £yet amopakpvuvOel 1Kovomomtikcd amd ToV OpYavVIGUO GOG Kol GTY|
ouveéyela Oo TPEMEL VO TEPUEVETE TOVAYIGTOV AAAOVG 3 UAVEG TPV TPOOTOONGEL VO Yivel
KATO10G TATEPG,

- edv mpokertan va vtoPAndeite oe Kdmola 101KN arpatoroyikn e€€taon (emmédov acPeotiov).
Yrdpyel mOovOTTO EGOAMUEVIG AVIXVELONG YOUNADY ETTES®V 0oPECTIOV.

- €dv mpokerton va vtoPAndeite N £xete vroPAnOel oe mpdopotn coPapn xepovpyikn exéuPfoon 1
edv €xete akoun un emovAmBév Tpadpa petd amd yepovpyikn enéupao. To Leflunomide
Zentiva umopel va KaBuoTEPNGEL TNV ETOVAWMGT] TOV TPAVULOTOG,

To Leflunomide Zentiva umopei va. TpOKOAEGEL TEPIOTOGIOKO KATOLO TPOPANUATA [LE TO QL0 TO
GUK®TL, TOVG TVELLLOVEG 1] TOL VEDPA TMV YEPUDV 1] TV TOSDV 60¢. AKOua Thavov vo TPOKaAEGEL
Kdmoleg coPapég arlepyikéc avidpdoelc [mepiiapfovopévng e Poprokeutiknig Avtiopaong Ue
Hoowogiriio ko Zvotnuatike Zourtouate (DRESS)] 1 va avénoet tnv mboavotnto. pog coPapng
rotpwéne. o teplocotepeg TANPOPOPieg TAVHD GE AVTA, TOPAKAAEIGTE VO SPACETE TNV TAPAYPOPO
4 (ITBavég avemBounteg evéPYELE).

To DRESS eppavifetar apyikd e COUTT®UTO ToV Holdlovv pe g ypinang kot e£avonua oto
TPOCMOTO, UETA [E eKTETAUEVO eEAVON U Kot VYNAY Beppokpacia, avénpéva enineda Tov eviOUWOV TOVL
GLK®OTION OV gpPavilovtal 6Tig EETACELS aiUaTOg Kot aENGT EVOG TOTOV AEVKOKVTTAP®V
(noowoidia) Kot peyevOupréEVoL AEUQAOEVES.

O y1atpocg oag Oo khvel €EETAGELS BIPNOTOS OVE TAKTA YPOVIKA SIUGTHUATA, TPV KOl KOTA TN S10pKEL
g aywyng pe Leflunomide Zentiva, yio va mopakorovdel ta kOTTOPA TOL OILOTOC Kl TO GUKMTL GOC.
O ywrpdc oag Oa edéyyet, emiong, taxtikd v wieon cog yiori to Leflunomide Zentiva pumopet va
TPOKAAEGEL aENCN TNG TTiEoTG.

Evnuepaote tov yratpd cag av £xete ave&nynn ypovia didppota. O yotpdg cog pmopet vo {ntnoet
TpocheTeg EETAGELG Y10 SLOPOPIKT] OLAYVAOGT).

Evnuepaote 10 ylotpd cag eav avamti&ete depuatikd EAKog KaTd T dldpketo TG Oepomeiog pe
Leflunomide Zentiva (PA. emiong napdypaeo 4).

o kor £égenpor
To Leflunomide Zentiva dgv cuvieTtdton yia ypficn 6T0 TEOLE KO 6TOVS EQPOVS KAT® TOV
18 eTv.

Alro gappoxa ko Leflunomide Zentiva
Mopakareiche vo evnuep®CETE TOV Y1OTPO 1] TOV POPLOKOTOLO GAG EAV TOIPVETE, EYETE TPOCOUTO

nwhpel | umopei va whpete GAlo papuoko. Avtod tepthapuPdvel To papuraka Tov £xovv amokt el xwpig
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SLVTOYN.

Av10 givor Waitepa GNUAVTIKO AV TOIPVETE:

- AL ApLOKa Y10, T PpEVUATOEN apbpitida, dnwg avlelovootakd (w.y. YAmpokivn kot
VIPOELYA®POKIVN), EVOOUVTKA 1] aTTd TOL GTOUATOG XOPN YOV LEVOS YPpVTdS, D-tevikiddapivn,
alobBelompivn Kot GAAQ 0vOCOKATOGTOATIKA Qappaka (.. pebotpe&drn), yoti owtoi ot
GLVOLOCUOL OEV GUVIGTOVTAL,

- Bappapivn Kot AL b GTOUATOG PAPLOKO TOV YPTGLLOTOLOVVTOL Yl TN Helmon g
TNKTIKOTNTOS TOV OiLOTOS, EXEWON N TapoaKkoAoLONon ivarl amapaitntn yo ) peiowon tov
KIVOUVOL OVETIBVUNTOV EVEPYEIDV ALTOD TOV POPUAKOV

- TEPLPAOLVOLIOT Y10 TV TOAAUTAT GKAT}pLVOT)

- pemaylvidn, moyirtaldvn, vateyhvidn 1| poctyitalovn yuo o Saprt

- S00VVOPOVUTIIKIVT), SO0EOPOVUTIKIVY], TAKATAEEAT 1] TOTOTEKAVY Y10 KOPKIVO

- dovA0&eTivn Yo TNV KOTAOAIYN, TNV 0KPATELD OVP®V 1) GTN VEQPIKT AGHEVELD GTOVG
Swafnrikode

- aAoceTPOVN Yia T Srayeipion g coPapng dtippotog

- BgopuALivN Yo TO o0

- TiCavidivn, £va pooyoAapoTikd

- OO TOV GTOUOTOC OVTIGVAANTITIKA (1O TTEPLEYOVY alBVLVVAOIGTPOIIOA Kol AePOVOPYECTPELT)

- KePaxAopn, Pevivimevikidhivn (tevikildivn G), curpopAro&acivn yio AomEELS

- wdouebakivn, ketompoeaivn yio Tov TOVo N T PAEYUOVN

- @OVPOGEUION Yo Kapdtakh acBévela (dtovpnTiko, yomt oamoBoing vepov)

- (100Bovdivn yio ™ Aoipwén anoé HIV

- pocovPactativn, olufoactotivn, atopPactativn, TpafacTativn Yo TNV VITEPYOANCTEPOLULLI
(oymAn xoAnotepoin)

- covApacaralivn yio TNV eAeYHOVOON acBévela Tov eviépov N TN peLpaToEdT| opBpitida

- £va PApUAKO TOV OVOUALETOL YOAEGTVPAUIVY (XPTOLOTOIEITOL Y10 VO, LELDGEL TV VYNAN
YOANOTEPOAN) N EVEPYOTOMNEVO AVOpOKO YIOTI QVTH TO, PAPUAKO UTOPOVV VO, LEIDGOVY TNV
mocotnta Tov Leflunomide Zentiva mov amoppo@dtorl and Tov opyovicuo.

Av NON TOipVETE KATO0 U1 GTEPOEIOEC UVTIPAEYHOVADOES pdapuako (NSAID) kavm
KOPTIKOGTEPOELDT], UTOPEITE VO CLVEYIGETE VoL T TA{PVETE UETA TNV Evapén Tng Bepameiog e
Leflunomide Zentiva.

Eppoioaopoi

Av mpoxerton va epforaceite, {nteiote amd To yroTpd 00g v oG dDCEL EOIKEG GUUPBOVAES.
Opiopéva epPora dev Ba mpémel va dievepyodvtor evad Aappdaverte to Leflunomide Zentiva kot yio
KGO0 GLYKEKPIUEVO SLAGTNUE, LETA TN SIOKOTN TNG 0y OYNG.

To Leflunomide Zentiva pe tpo@1}, T0T6 KOl OIVOTVEVRATOON

To Leflunomide Zentiva umopei va AneOel pe 1 yopig tpoen.

Agv cuviotaTon va mivete aAKoOA katd ) Oepaneia pe Leflunomide Zentiva. Otav mivete aAKoOA evd
Aappavete 1o Leflunomide Zentiva pmopei va avénbei n mbavotnta PAAPNG 6T0 GLKOTL GOG.

Kinon kot 0nhaopog

Mnyv népete to Leflunomide Zentiva av giote 1] motevete 0TL umopel va iote £ykvog. Edv giote
£€yxvoc N peivete éykvog evm maipvete to Leflunomide Zentiva, o kivovuvog va omoktioete Eva popod
ue coPopéc yevetikég avouaiieg sival avénuévog. Ot yuvaikeg dev Tpémetl va Aauavouvy 1o
Leflunomide Zentiva ympic va xpnoionotovy a&lomoeto HETPO OVTIGVAANYNG OTOV VITAPYEL 1|
duvatodTNTO, TEKVOTOINGTC.

Evnuepaote tov yuatpd cog av oyedidlete va peivete £ykvog petd tn diaxonn tov Leflunomide
Zentiva, yloti pémnet va Beforwbeite 611 kdOe iyvog tov Leflunomide Zentiva €yel anopokpovOet amd
TOV OPYAVIGUO GOG TPV SOKIUACETE VO, UEIVETE £YKVOG. AVTO pmopel va Tapel Emg Kot 2 xpdvia. Avto
oum¢ umopei va pelmbel og Aiyeg efOOUAdEC OV TAPETE GLYKEKPIUEVO PAPILOKE TO, OTTOT0L EMLTAYVIVOVY
v amopdkpovvor tov Leflunomide Zentiva amd tov opyavicpo cag.

Y& omoladnmote mepintwon, Oa mpénel va emPePaindel pe e&€taon aipotog 6Tt o Leflunomide
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Zentiva amopaKpOVONKE IKOVOTOMTIKA 0d TOV OPYOVIGHO GaG Kot 6T cLVEYELN Ba TpémeL va
TEPIUEVETE TOVAYIOTOV aKOUN GALO Eva va TPOToL peivete £YKVOG.

Mo tepiocdTEpEC TANPOPOPIEG OYETIKA e TNV EPYACTNPLOKN eEETACT, TAPOKAAOVLLE amevBvuvleite
GT0 Y0TPO GOG.

Av &yete v vroyia 0TL €loTe £yKLOG KOTA TN ddpkeLo Tov AapPdvete To Leflunomide Zentiva 1
€VTOG TOV 2 YpdvmV aQOTOL SOKOWYATE TNV 0y®YT, B0 TPEMEL VAL EMKOVOVICETE APEGAG LIE TO Y1OTPO
GoG Yo Vo Yivel éva 1e6T KuNoems. Av omd to teot emPeParwbetl 6Tt eioTe £yKLOG, 0 Y1TPOS GOG
Umopel va 6o TPOTEIVEL aymYT| LE OpIopéva eapuaika yio va, amopokpoviei To Leflunomide Zentiva
YPYOPO KOl ETOPKADS 0O TOV 0PYOVIoUO GOG, KOOMG e avTd TOV TPOTO Umopel vo. petmbel o kivovuvog
Y0l TO LOPO GOG.

Mnyv naipvete to Leflunomide Zentiva 6co Onialete, yoti n Ae@Aovvopidon TepvAEL GTO UNTPIKO
YOAQL.

Odnynon ko yEPLoROS PNYAvVNRATOV

To Leflunomide Zentiva mBavov va cog tpokorécel (AN mov umopel vo LEUDGEL TNV IKOVOTNTA GOg
va cuykevipmbeite kot va avtidpacete. Eav eanpedleoate, unv odnyeite 1| ypnoiponoleite

UNXOVALLOTOL.

To Leflunomide Zentiva wepiéyer haxtoln
Av 0 yuoTpdg Gac, oG EVNUEPWOGTE OTL £XETE dVGAVEEIN GE OPIGUEVE GAKYOPU, ETIKOIVOVINOTE JE TOV
YWTPO GOG TPV TAPETE ALTO TO PAPUAKEVTIKO TPOTOV.

3. Maog va wapere 10 Leflunomide Zentiva

[Tévtote va TaipVETE TO QAPIOKO AVTO AVGTNPA COUPMOVA, LLE TIC 00T YIEC TOL YIOTPOV 1 TOL
Qopurokomolod coc. Eav éxete apeiolieg, pothote TOV Y10TPO 1 TOV QUPLOKOTOLO GOC.

H ovvnng 660m évapéng tov Leflunomide Zentiva givar 100 mg AepAiovvopidng o @opd tnv nuépa

YO TIC TPELG TPAOTES NUEPES. META 0o awT, Ol TEPLETOTEPOL 0oOEVEig yperalovtar pia ddom:

o Mo ™ pevpatoetdn apbpitida: 10 1 20 mg Leflunomide Zentiva pio popd nuepnoiong, avdioyo
pe t Papoutnta g acHévelag.

. Mo mv yoplacikn apbpitda: 20 mg Leflunomide Zentiva pio popd nuepncing.

Katoamivete 1o 610kio 0MOKANPO e TOAD VEPOD.

Mmnopei va tepdcovy mepinov 4 gfdopdades 1 Kot TEPIEGOTEPO UEXPLS OTOV apyiceTe Vo voumbete
Kdmola Pertioon ¢ kKatdotaong cac. Opiopuévol acheveic akoun katl LETR amd 4 — 6 UNVES AymYNS
alc0dvovtal Tepartépw Pelticoon.

dvucloroyikd, Oa maipvete ta diokia Leflunomide Zentiva yuo peydlo ypovikd dtdoTnpa.

Edv mapete peyorvtepn 606on Leflunomide Zentiva amé tnv kavovikng

Av mpate meprocotepo Leflunomide Zentiva and OT1 EXpene, EMUKOIVOVIOTE E TO YIATPO OOG 1|
avalnteiote GAAN wTptkn copPovAn. Av eivar duvatd, tapte poli cog ta diokio 1) To KOVTi Yo Vo To
deiete 670 Y10TPO.

Eav Eeyaoete va mapete To Leflunomide Zentiva

Av mapareiyate va mhpete kamola 60om, mhpte TV uoMG to Buundeite, extdc Kot av TAnclalel  dpa
Yo TNV emOUEVT 600T. MnV mhpeTe SITAN HOCT Yo VO OVATANPOOETE TN d00T o Egydioarte.

Edv éxete meptocoTtEpEG EPOTNOCELS GYETIKA [LE TN (PT|OT] AVTOV TOV PAPUAKOL POTNOTE TO Y1ATPO, TOV

QOPLOKOTOLO 1) TO VOGOKOO COLC.
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4, IIBavég avemBOUNTES EVEPYELES

Onwg 6ha To eAppOKa, £TGL KOL GVTO TO PAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, OV
Kol 0gv Tapovctdlovtal 6 GAOLG TOVG AvOPMOITOVC.

Evnuepmote apéomg 1o yotpd cog kot otapatnote va naipvete to Leflunomide Zentiva:

- edv mapovoidoete advvapia, kKeporakyia 1| (oAn 1 €xete HvOKOALL TNV AvaTvon], Yioti avTd
pmopel va glvar copmtdpato pog cofapng aAhepyikng avtidpaong,

- €dv mapovoidoete eEavOnua 6to déppa N e€EAK®GT 6TO 6TONO. GOG, YLOTL QLT PTopel va
VTOONADVOLV GOPOPES, EVIOTE AMEIANTIKES Y10 TN (o1 avTidpdoelg [.y. cvvdpopo Stevens-
Johnson, To&ikn emdepuky| vekpdivon, mordpopeo epvdnpa, Gappoakevtikn Avtidpoon pe
Hoocwoeiha kot votmnuatikd Xvuntopate (DRESS)], BA. Ttapdypago 2.

Evnuepoote apéomg 10 y1otpod Gog 0V TOPOVGIACETE:

- @YPOTNTO, KOTOON, 1| pELAVIES, YIOTL VT PTopel VoL LTTOSNAMVOLY SLOTAPUYES TOV OiLATOS
7OV TTPOKOAAOVVTOL OO T SLOTOPAYLEVT] IGOPPOTI TOV SUPOPETIKADY THTOV TV KVTTAP®Y TOV
a{L0TOG TOV OTOTEAOVY TO OO,

- KOTT®MG1], KOWMaKO dhyog, 1| iktepo (Kitpiviopo TV 0eBoAp®Y 1) TOV dEPUATOG), YTl AVTA
Umopel va VTOINAGVOLV GoPapEG KOTAGTAGEIS OTIMG NTATIKN AVETAPKELN, 1 OT0l0 UTOPEL Vo
givar avotneopa,

- OTO1001TOTE GUUMTAOUATH AOIUAEEMS, OTWS TVPETO, TOVO Ao 1) Piyya, Yot TO PApPHOKO
avTtod umopel va awénoet Ty mbavomta cofoapng Aoudéemc, 1 oroia pmopel va givat
ameNTIK Yo T (o,

- Biye 1 avarvevoTikd tpofripata Kobmg evosyetal va amotelobv EvoelEn mpoPfAnudtov
GTOVG TVEVHOVEG (S1iLEST) TVELLOVOTTAOELD 1] TVELUOVIKT] VIEPTACT 1) TVELHOVIKO 0(id10),

- acLVNO16TO HOLSLAGLE, advvapia 1| TOVO GTO XEPLO Ko 6TA AKpa OO0, ETELDN OLTE EVOEYETAL
V0L VTTOONADVOLY TPOPANUATO LLE TOL VEDPO OaG (TEPIPEPIKT VELPOTAOELD).

Yoyvéc avem@ounteg evépyeieg (mOBavov va eanpedoovy péyxpr 1 ota 10 dropa)

- piKpn| peion otov aptdpd Tov AEVKoKLTTAP®Y (AEVKOTEVIQ),

- eENIPPEG AAAEPYIKEG AVTIOPACELS,

- avope&io, andAel copatikod Bapovg (cuvnlmg Un oNUOVTIKY),

- komwon (e&acHévnon),

- Kepaiokyio, {aAn,

- L1 QLGIOAOYIKES OepUOTIKEG aGONOEIS OTmG LupunyKlaoua (Tapoicinoia),

- Nmio adénomn g apTPLOKNG THECTG,

- KoMT1d0,

- dugppota,

- vauTtia, EUETOG,

- QAEYLOVT] TOV GTOUOTOG ) EEEAKMGT TOL GTOUATOG

- KOWALOKO GAYOG,

- avENoT 6€ KATod amd TO ATOTEAEGHLOTA TOV EEETACEMV TOV NIATOG,

- ALENUEVT ATTOAELD, LOAADV,

- éxlepa, Enpodeppia, e£avOnua, Kvnouog,

- tevrovitidoa (GAyog mov TpokaAeital and T Aeypovny otn LeUPpavn mov TepPdiet Tovg
TEVTOVEC GLVNOMG TOV TOSLDY KAl TOV XEPLOV),

- avénon optopévev evOOI®mY ToL 0ilaTog (KPEATIVOPOCEOKLVACT)),

- TPOPANUATA GTO VEDPO TOV AVE® Kol KAT® AKPOV (TEPIPEPIKT VEVPOTADELXL).

Oy ovyvég avemBOuNTES evépyereg (mBavov va exnpedsovy péypr 1 ota 100 aropa)

- peimon otov apliuod tov epubpokuttdpmy (avarpia) kol ELATTmon atov oplfud Tov
aponetariov (Opouponevia),

- UEImoT TOV ETTES®V KAAMOL 6TO aipa,

- ayx0s,

- doTapayéc g yevonge,

- Kvidwomn (kvidwTtikd eEavinua),
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- pnén tévova,
- avénon Tov emMEd®V Mmovg 6To aipa (YoANoTEPOAN Kl TpryAvKepidia),
- LEIMOT TOV ETTEIDV POGPOPIKDY GTO QL.

YXrdwvies avemBounteg evépyseieg (mOavov va exnpedoovv péypr 1 ota 1.000 dropa)

- avENom 6tov apldpd TOV KLTTEP®V TOL AiPaTog Tov ovopdalovtal NOsvogila (Mwctvoeiiia),

Nmio peioon otov aptBpd tov Asvkokuttdpmy (Aevkonevia), EAATTOON 61OV apliud OA®Y TV

KUTTAP®V TOV OiHOTOS (TOVKLTTOPOTEVIL),

coPapii adEnon e applokng TiEoNG,

- QAEYLLOVT] TOV TVELUOVOV (SLAUEST] TVEVIOVOTIAOELD),

- avENoT o€ KATo 0md TO ATOTEAEGLLOTO TOV TTOTOC WOV pmopel va e&glyBobv oe Paptdic
LOPONS KATAGTAGELS, OTMG NratiTidn Kot iktepo,

- coPopn Aoipwén mwov ovopdaletar oy, 1 onoio puropel va etvat Bovatneopoa,

- avénon optopévav eviOUmV Tov aipatog (YOAOKTIKN apudpoyovaon).

oAb omavieg avemBounTeg evépyereg (mOBavov va emnpedoovv péypt 1 ota 10.000 dropa)

- £vtovn LelmoT opLoUEVEOY AEVKOKVTTAP®V (0KOKKIOKVTTAPOLUIN),

- coPupéc Kot EVOEXOUEVMG POPLag LOPPTG QAAEPYIKES OVTIOPACELS,

- QAEYLOVY] OLLOPOpOV ayyelmv (oyyeUiTidn, COUTEPILOUPAVOIEVIG TNG OEPLLATIKNG VEKPOTIKNG
ayyeUTIdNg),

- (QAEYLOVT] TOV TAYKPEATOG (TayKpeaTiTon),

cofapn PAEPN Tov NTATOG, OTMG NTOTIKY AVETAPKELX 1] VEKPMOOT], 1| OTtoia, pmopel va etvat

Bavaeopa,

GOPOPEC KOt LEPIKEG POPEG AMEIANTIKEG Yia. TN (N avTidpacelg (cvvdpopo Stevens-Johnson,

To&IKT| EMOEPLKT VEKPOAVGT], TOADLOPPO €pLOMLAL).

Aleg avemBOUNTEC EVEPYELEG, OTMOC VEPPIKT AVETAPKELX 1 LEIMOT TOV ETTEI®V 0VPIKOV 0EE0C GTO
aipLo, TVELHOVIKT] VTEPTOGCT), OVOPIKT GTELPOTNTO (1] OTTOi0 EIVOL AVAGTPEWUT LOALG SIOKOTEL 1] Oy
L€ TO PAPLOKO ALTO), dEPLATIKOG AVKOG (Yopaktnpiletal and eEavOnuo/epvinpa o TePloyEg TOL
déportog Tov ekTifevTol 6To Pg), ympiaor (véa 1 emdeivmon), DRESS kat depuatikd éhikog
(oTPOYYLAT], AVOIKTY TANYN OTO SEPILO LEGM TG OTTOTOG UITOPEITE VAL OEITE TOVE VIOKEIUEVOLS 1GTOVG),
Umopel va Tapovclactody e Ayveootn cuxvotnTa.

Ava@opd avemOOunTOV EvEPyELOV

Edv mopatnpnoete kamoo avemBOunt evépyeln, EVINLEPADCTE TOV YLOTPO 1) TOV POPLOKOTOLO GOG.
Av10 1oyt Kot Yo kéBe mbavr avemBountn evépyela Tov Oev AVOPEPETAL GTO TAPAV GUALO 0dNYIDV
yphone. Mropeite emiong va avapépete avembounteg evépyeleg anevbeiag, Lécw Tov 0vikod
GLGTHILOTOG OVAPOPAS TTOL avaypapeTol 6to Tlapdptnua V. Mécm g avapopdc averidountoy
gvepyelmV pnopeite va fondfoete ot GLALOYN TEPIGTOTEP®V TANPOPOPLDOV CYETIKA LUE TNV ACPAAELN
TOV TTOPOVTOS POPUAKOV.

5. Hog va pvracoete To Leflunomide Zentiva

To @appoko ovTd TPETEL VO PLUAACCETAL GE PEPT) TOV OgV TO PAETOVV KoL OV TO POAVOLY TO TSI,

Na pn ¥pMoHOTOoLEITE AVTO TO PAPLAKO LETA TNV NUEpoUNVia AENG Tov avaeépetal oto Kovti. H
nuepounvio Aéng eivor n televtaio NUEPA TOL PAVE TTOL OVOQEPETOL EKEL.

Koyéln: Dvrdccete oty 0pyIKN GLGKELOGIOL.
Dudn:  Awonpeite ™ QLA KOAL KAEIGUEVT).
Mnv metdite eAPUAKO GTO VEPD TNG AMOYETELONG N OTA OIKLAKA amoppippata. Potote to

QOPUOKOTOLO GOG Y10 TO TMG VO TETAEETE TO, PAPLOKO TTOL OEV YPTOLOTOIEITE Tl AVTA TO. HETPa. Oa
BonBnoovv oty Tpoctacio Tov TEPPAAAOVTOG.

86


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

6. Mepreyopeva TG GVOKEVAGLAG KO AOUTEG TANPOPOPIES
T nepréyer o Leflunomide Zentiva

- H dpaotikn ovoia gival  Aeprovvopion. Eva emucolvoppévo pe Aemtd vUEvio d1okio mepEyet
10 mg AepAovvopuion.

- Ta dAla cvotatika gival: duvio apapocitov, mofdovn (E1201), kpoorofidovn (E1202),

mop1tiov 0&gido KoALOEEG Gvudpo, payvioto oteatikd (E470b) ko Aaxtoln povoidpikn otov

Topnva Tov dtokiov, kabag eniong taikng (E553b), vrpoueddoln (E464), titaviov dio&eidwo (E171)

Kol roAvatBuievoyAukoin 8000 oty emucdioym.

Epedavion tov Leflunomide Zentiva kon wepieyépeve TG 606KELOGIOG

Ta Leflunomide Zentiva 10 mg emkaivppéva pe Aemntd vpévio diokia eival AevKd £0¢ VTOAEVKA Kot
GTPOYYVAL.
2N pio TAELPE TOLG PEPOVY TO d1aKPLTIKO Yvdplopa: ZBN

Ta diokia gival cuokeLAGUEVE GE KOWELEG 1) PLAAES.
Awtifevtar o€ ouokevacieg Twv 30 kot 100 diokiwv.

Mmropei va, pnv KuKAOQOpOLV 6TV ayopd OAEG Ol GUGKEVAGIEGS.
Kéroyog docrag kuokrogopiag

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Togyk Anpokportio

Hopackevactiig

LABORMED- PHARMA S.A.
B-dul.Theodor Pallady no. 44B, sector 3
code 032266, Bucharest,

Povpavia

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3
code 032266, Bucharest,

Povpavia

INo omoladnmote TANPOPOPio, GYETIKG, LLE TO TAPOV PUPUAKEVTIKO TPOTOV, TapakareicOe va
amevbuvleite oTov TomIKO avTITPOo®TO ToL Koatdyov tng Adstog Kvuhopopiog:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 (78) 700 112 Tel: +370 52152025
PV-Belgium @zentiva.com PV-Lithuania@zentiva.com
buarapus Luxembourg/Luxemburg
Zentiva, k.s. Zentiva, k.s.

Ten: +35924417136 Tél/Tel: +352 208 82330

PV-Bulgaria@zentiva.com PV-Luxembourg @zentiva.com
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Ceska republika
Zentiva, k.s.
Tel: 4420 267 241 111

PV-Czech-Republic@zentiva.com

Danmark

Zentiva Denmark ApS

TIf.: +45 787 68 400
PV-Denmark @zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany @zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

E)\\aoa

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece @zentiva.com

Espaiia
Zentiva Spain S.L.U.
Tel: +34 671 365 828

PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France @zentiva.com

Hrvatska

Zentiva d.o.o.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland @zentiva.com

Island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland @zentiva.com

Italia

Zentiva Italia S.r.l.
Tel: +39 800081631
PV-Italy @zentiva.com
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Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary @zentiva.com

Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands @zentiva.com

Norge
Zentiva Denmark ApS
TIf: +45 787 68 400

PV-Norway @zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z o.0.
Tel: + 48 22 37592 00
PV-Poland @zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal @zentiva.com

Romania

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com



Kvmpog Sverige

Zentiva, k.s. Zentiva Denmark ApS
TnA: +30 211 198 7510 Tel: +46 840 838 822
PV-Cyprus@zentiva.com PV-Sweden@zentiva.com
Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

To mapov ¢vilo 0dNYLOV ypHoNs avadcmpiOnke Yo Televtaio popa Tov {MM/EEEE}

Aldrec N YEG TANPOGOPLAY
Aentopepeic mAnpoeopies yia to pappako avtd etvar drabéoipeg oto diktvakd T6mo Tov Evporaikov
Opyavicpot oppdxwv: https://www.ema.europa.eu.
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@vAro ooV ypiong: IIAnpogopics yra Tov ypijotn

Leflunomide Zentiva 20 mg emkaioppéve pe Aemté vpévio diokia
Ae@Aovvouiom

Awpdote TPooeKTIKG 0AGKAN PO TO PVLAO 00 YIAV YPTCNG TPV OPYICETE VU TAIPVETE TO
PappoKo, O10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DvraEte avtd TOo EOALO 0dN YDV Yprions. Towg ypelaotel va to dwfdcete Eava.

- Edv éxete mepartépw amopieg, poTtoTe TO Y1ATPO, TO POPUOKOTOLO 1) TO VOGOKOUO GG,

- H ocvvtayn yio avtd 1o oapproko yopnynnke amokAEloTIKA Yio 60G. Agv TPEMEL VoL ODOETE TO
@apuroxo 6g GAiovs. Mmopel va Tovg TpokaAéoel PAAPN, axoOun Kot OTAV TO GUUTTOUATO TG
ac0éveldg Toug eivar 010 pe ta S1Kd Gag,.

- Edv mapotnpfoete Kamolo avemBounTn evépyela, EVIUEPMDGTE TO YIATPO, TO POAPUAKOTOLO 1| TO
VOGOKOWO Gag. AVTO 1GYvEL Kot Yio kéOe mbavr| avemBountr evépyeLlo TOL OEV AVAPEPETAL GTO
POV GOUALO 00N YLDV YpNonG. BAéne mapdypapo 4.

T Tepréyer 1o Tapév AL 00N YLOV:

T etvon To Leflunomide Zentiva kot mota givat 1 yp1|on Tov
T péner va yvopilete mpv mapete to Leflunomide Zentiva
Iag va ndpete 1o Leflunomide Zentiva

[MBavég avemBounteg evépyeteg

Iag va puidcoete to Leflunomide Zentiva

[epreydpeva g cvokevaciog Kot AOTEC TANPOPOpieg

A

1. Th givar To Leflunomide Zentiva kot oo givon ) ypiion tov

To Leflunomide Zentiva avikel g pia opdda popudkmv o omoio ovopudfovTol ovTipeVHOTIKE
oapuaka. [epiéyet ™ dpaoctikn ovaio AeAovvouion.

To Leflunomide Zentiva ypnoyomoteitot yio va Bgpanevoet eviihkovs aoBeveic e o&eglo peupatogdn
apBpitida N pe ofela yopracikn apbpitida.

210, COUTTOMOTO TNG PEVUATOELOVG apBpiTidag meplapuPavovtal 1 AEYHOVY| TOV apBpdoE®V, TO
oidnua, 1 dvokoAio otV kivnon kot 10 dAyog. AAAC GUUTTOUATA TOV EXNPEALOVY OAOKATPO TO GO
aopovV cg avopeéio, TUPETO, ATMAELN EVEPYELOG Kot avarpio (EAMAeyM epOpoKVTTAPOV).

210 cvpntodpoto TG o&eiog yoplaotkng apBpitidag meptiapfdvovtor 1 pAEYHOV TV 0pBpdoE®V, TO
oidnua, 1 dvokorio otV Kivnom, T0 AAYOC Kot 01 KOKKIVES POMOMDIELS KNAIdEC 6T0 dépua (PAGPEC TOV
O€pLOTOC).

2, T péner vo yvopilete apy mapete To Leflunomide Zentiva

Mnyv napete 10 Leflunomide Zentiva

- av giyate moTé EUPAVIcEL KATOL0 GAAEPYIKY avTidpacn 6T Ae@AoOVVOUIdN (E101KOTEPQ ULOL
cofopn SEPUOTIKN avVTIOPOOT], GLYVA GUVOOEVOUEVT atd TVPETO, AAYOC OTIS apOpdGELC,
KOKKIVEG KNALdES 6TO OEpA 1 PLGOAIdES, .. cVuVOpopo Stevens-Johnson) 1) 6€ omol0dNTOTE
A0 omd To GLOTATIKA CVTOV TOV PAPHAKOL (avaPEpPOovTaLl 6To TUNLA 6), 1 G€ TEpiTT®ON
aAAepYiOg OTNV TEPLPAOVLVOUION (YpNoiponolEiTol yio T BEPUTEVTIKT UVIUETMOTION TNG
TOALOTTANG GKANPLVOTC),

- av £YETE OTOLOONTOTE TPOPANNA NE TO CVKOTL,

- av EYETe HETPLL £ GOPopa TPOPARATA ILE TOVS VEQPOVG,

- oV EYETE GNUOVTIKAE YOUNAO aplOud TPOTEIVOV 670 aipd (VTOTPOTEIVALIIN),

- oV TAGYETE OO OTOLOONTOTE TPOPAN LA TTOV ENMNPEALEL TO AVOGOTOUNTIKO GOG GVGTNNY, (TT.).
AIDS),
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- av €Yete KATO0 TPOPAN LA LE TO PVELD TOV 0GTOV GOG 1| OV £XETE YOUNAS 0plOUd epLBp®OV 1
AEVKOV KUTTAP®OV OTO ALl GOG 1] LEIOUEVO aplOId OUOTETAAIWY,

- av TAcYETE 0o KATolo. coPapi] Loipwsn,

- av giote £yKvog, ToteveTe 0TI Umopel va giote £ykvog 1 Onhalete.

Ipocdomomoeis ko TPpoPLAGEELS

AmevBuveite 670 Y10TPO, GTO POPUAKOTOLO 1] GTO VOGOKOWO 6ag Tpotow dpete to Leflunomide

Zentiva

- av £YETE TOTE VOGN GEL OO PAEYIOVI] TOV TVELVUOVEOV (S1ALLECT TVELLLOVOTTADELL).

- av giyate moté QupaTimon 1| elyate VIAPEEL G GTEV ETOPT| LE KATO0V/0L TOL EXEL 1| El)E
ovpatioon. O Y1aTpdc Gog EVOEYETOL VO TPOYUATOTOMGEL EEETACELS Y10, VAL OEL AV EXETE
ovpatioon.

- av giote avopag kot embopeite va yivete motépag. Eneidn dev pumopel va amoxielotel 6Tt 10
Leflunomide Zentiva mepvdel 610 GIéPa, TPETEL VA YPNCILOTOLOVVTAL AEIOTIGTO LETPAL
AVTIGLAAN YT G KaTd TN dbpketa TG aywyng pe To Leflunomide Zentiva. Ot dvdpeg ot omoiot
eMBLILOVY VO TEKVOTTOGOVY Oa TPEMEL VAL EXKOVMOVI|GOLV LLE TO YLOTPO TOVLS, 0 000G Ba Tovg
ouppoviedoet va otapatioovy va Aappdvovy to Leflunomide Zentiva kot va wépovv Kamolo
Qapuroka TPOKEWEVOL va amopakpvuvouy to Leflunomide Zentiva ypryopa Kot emapkds omd
TOV 0pYaVIGUO TOVG. BOa ypelaotel TOTE va yivel i eEétaon aipatog yio va emPePatmbet 6Tt To
Leflunomide Zentiva £yetl amopaxpuvOel 1KovomomTikd amd TOV OPYUVIGLO GOG KoL GTN|
ouveéyeln Oo TPEMEL VO TEPIUEVETE TOVAYIGTOV GAAOVG 3 UAVEG TPV TPOOTOONGEL VOl Yivel
KAIT010G TATEPOG.

- €av mpokeltol va vtoPfAndeite oe kamola 101kN apatoloyikn e&étaon (emmédov acPeotion).
Yrdpyel mOovOTTO EGOAMUEVIG AVIXVELONG YOUNADY ETTES®V 0oPECTIOV.

- eqv mpoketror va vroPAndeite N £yete voPAndel oe mpdopan coPapn xepovpyikn exéufoon 1
eaqv €xete akoun un emoviwOév Tpadpa petd amd yepovpyikn enéupaot. To Leflunomide
Zentiva umopel vo KaBuoTepNGEL TNV ETOVAWDGT] TOV TPUVUOTOC,

To Leflunomide Zentiva pnopei va TpoKaAEGEL TEPIGTAGIOKA KATOL0, TPOPAT LT [UE TO QijLaL, TO
GUK®TL, TOVG TVEDLLOVEG 1 TOL VEDPOL TV YEPIDV 1] TOV TOSDV G0C. AkOua Thavov vo, TPOKaAEGEL
Kdmoleg GoPapég arlepyikéc avidpdoelc [mepiiapfovopuévng e Doprokeutiknig Avtiopaong e
Hoowoeihia kot Zvomnuatikd Xvprtopato (DRESS)] v va avénoet v mbavotnta piog coPapng
rotpwéne. o teplocotepeg TANPOPOPieg TAVHD GE AVTA, TOPAKAAEIGTE VO SPACETE TNV TAPAYPOPO
4 (ITBavég avemBounteg eVEPYELEC).

To DRESS epgpavifetar apyikd e COUTTOUOTO TOV Holdlovv pe g ypimang kot e£avonua oto
TPOCWOTO, UETA LE ekTETOUEVO eEAVON U Kot VYNAT Oeppokpacia, avénuéva enineda Tmv eviOU®OY TOV
GLK®OTION OV gpPavilovtal 6Tig EETACELS aiUaTOg Kot aENGT EVOG TOTOV AEVKOKVTTAP®V
(noowoiia) Kot peyevBupévol AePEadEVeES.

O y1atpocg oag Oo khvel €EETAGELS BIPNOTOS OVE TAKTA YPOVIKA SLUGTAUATA, TPV KOl KOTA TN S10pKEL
g aymyng pe Leflunomide Zentiva, yio va mopakorovdel ta kOTTOPO TOL OHLLOTOG KOl TO GUKMTL GOGC.
O ywrpdc oag Ba edéyyet, emiong, taxtikd v wieon cog yiori to Leflunomide Zentiva pumopet va
TPOKaAEGEL avénon ¢ Tieomng.

Evnuepaote tov yratpd cog av £xete aveényn ypovia didppota. O yotpdg cog pmopet vo {ntnoet
TPoc0eTEC EEETAGELS Y10 SLAPOPIKT] SLAYVOGCT).

Evnuepaote 1o ylotpd cog edv avantiéete depratikd EAkog katd T ddpketo TG Bepaneiog pe
Leflunomide Zentiva (PA. eriong mapdypo@o 4).

Howowd xon £pnpor
To Leflunomide Zentiva dgv cuvieTtdton Yo ypfiicn 6T0 TEOLE KO 6TOVS EPPOVS KAT® TOV

18 stov.

Alha @appoxo kot Leflunomide Zentiva
Iopokareiche va evUEPDOETE TOV YITPO 1) TOV QUPLOKOTOLO GOG ECV TAIPVETE, £YETE TPOGPATO.
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mhpeL | umopel va Tapete dAha ehppoka. Avtd mepthapPdverl To @AappaKo Tov £xovv amoktnoel ympig
SLVTOYN.

Av10 givon 1laitepa oNUAVTIKO AV TOIPVETE:

- dAAa pappaka yo T pevpatoedn apbpitda, dnwg avBelovootaxd (m.y. yYAopokivn kot
VIPOELYA®POKIVN), EVOOUVTKA 1] 0TTd TOL GTOUATOG XOPN YOV LEVOS PGS, D-tevikiddapivn,
alobglompivn Kot GAL AVOCOKATOGTUATIKA Qappoka (1., nebotpe&dn), yroti avtoi ot
GLVOLOGCLOL OEV GUVICTMVTOAL,

- Bapooapivn Kot AR O GTOLATOG PAPLLOKO TOV ¥PTGLULOTOLOVVTAL Yo TN Helmwon g
TNKTIKOTNTOS TOV OiOTOG, EXEWON 1) TOpOaKoAOVON oM ivor amapaitntn yio T peiwoT Tov
KIVOUVOL OVETIBOUNTOV EVEPYEIDV ALTOD TOV POAPUAKOV

- TEPLPAOVLVOLION Y10l TV TOAAATAT] GKAT|pLVOT)

- pemayhvidn, moyArtaldvn, vateyhvidn 1| postyMtalovn yio o Stoprtn

- S00VVOPOVUTIIKIVT), SOEOPOVUTIKIVY], TAKATAEEAT 1] TOTOTEKAVY Y10 KOPKIVO

- dovAo&etivn yio TNV KOTAOAYN, TNV KPATELD OVP®V 1) OTN VEQPLKT AGBEVELD GTOVG
Swafnrikode

- aA0GETPOVN Yia T dloyeipton g coPapng diippoLog

- BopuALivn Yo TO GoBpa

- TiCavidivn, £va pooyoAapoTikd

- a7t TOV GTOLOTOC UVTIGVAANTITIKA (0L TEPLEYOVV AlOVVVLAOIGTPUIIOAT Kol AEBOVOPYECTPELT)

- KePaxAopn, Pevivimevikidhivn (tevikildiv G), curpopAro&acivn yio AomEELS

- wdopebakivn, ketompopaivn yio Tov TOVo 1 TN PAEYLOVI

- @OVPOGEUION Yo Kapdlakh acBévela (dtovpnTiko, yomt amoBoing vepov)

- (100Bovdivn yio ™ Aoipwén anoé HIV

- pocovPactativ, clufactativn, atopPactativr, Tpafactativn yio TNV VTEPYOANGTEPOLILLLIL
(oymAn xoAnotepoin)

- covApacoralivn yio TNV EAEYLOVOON acBEVELD TOV EVTEPOL N TN PELLOTOEWT] 0pbpiTida

- £va PApUaKo OV OVOUALETAL YOAESTVPAUIVT (XPNOLOTOIEITOL Y10 VO, LEIMGEL TNV VYNAN
YOANOTEPOAN) N EVEPYOTOMUEVO AVOpaKA V10T 0VTA TO PAPHAKA UTOPOVY VO, LELDGOLY TNV
mocotta Tov Leflunomide Zentiva wov amoppo@dtal amd tov opyavicpo.

Av 0N ToipVETE KATO0 [UT) OTEPOEIOES UVTIPAEYPOVAOES pdpuako (NSAID) kavnm
KOPTIKOGTEPOELDT], UTOPEITE VO CLVEYIGETE VoL T TA{PVETE HETA TNV Evapén Tng Bepameiog e
Leflunomide Zentiva.

Eppoioaopoi

Av mpoxetton va epfortaceite, {nteiote amd T0 Y1oTpd 00G v 6O dDGEL EOIKEG GUUPBOVAES.
Opiopéva epPora dev Ba mpémel va dievepyovviat evd Aappdaverte to Leflunomide Zentiva kot yio
KOO0 GLUYKEKPIUEVO SLAGTNO LETA TN SLOKOTN TNG Oy YN,

To Leflunomide Zentiva pe tpo@1}, T0T6 KOl OIVOTVEVRATOON

To Leflunomide Zentiva pmopei va AneOel pe 1 yopig Tpoen.

Agv cuviotaTon va mivete aAKoOA katd ) Oepaneia pe Leflunomide Zentiva. Otav mivete aAKoOA evd
Aappavete to Leflunomide Zentiva umopei va avénbei n mibavotnta BAAPNG 6T0 GLKOTL GOGC.

Kinon kot Onhaopog

Mnyv népete 10 Leflunomide Zentiva av giote 1 miotevete 0T1 pnopel va giote £ykvog. Edv lote
£yxvoc N peivete éykvog evm maipvete to Leflunomide Zentiva, o kivouvog va omoktioete Eva popod
He coPopéc yevetikég avopaiieg sival avénuévog. Ot yovaikeg dev Tpémetl va Aapufdavouvy 1o
Leflunomide Zentiva ympig va ypnotpomolovy a&ldmioto HETPO avTIGOAANYNG OTAY LITAPYEL M
duvatodTNTO, TEKVOTOINGTC.

Evnuepaote 1o ylotpd cog av oyedidlete va peivete £ykvog petd tn dtakomni tov Leflunomide
Zentiva, yuoti wpémet va PePorwbdeite 611 kdOe iyvog tov Leflunomide Zentiva éyetl amopakpuviet amod
TOV OPYAVIGUO GOG TPV SOKIUACETE VO, UEIVETE €YKVOG. AVTO pmopel va Tapel Emg Kot 2 xpdvia. Avto
opmg umopel va pelwbel og Aiyeg efOOUAdES OV TAPETE CLYKEKPUUEVO PAPILOKO T OO0 ETLTAYVVOVY
v anopdkpuven tov Leflunomide Zentiva amd tov opyavicpd cag. Xe omoladnmote nepintwon, Oa
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nmpénel va emiPePoiwbdet pe e€étaon aipartog 61t o Leflunomide Zentiva amopokpOvonke
IKAVOTOINTIKG 0t TOV OPYOAVIGUO GOG KOl GTN CLUVEYELD Bl TPETEL VO, TEPLLEVETE TOVAAYIGTOV OKOUN
GAA0 €vo Uva TPOTOV UEIVETE £YKVOC,

INa meprocdtepeg mANPOPOPIES GYETIKA LE TNV EPYOCTNPLOKY| EEETaoN, Tapakaiovue angvBuvheite
GT0 Y0TPO GUG.

Av éyete v vroyia Ot1 loTe £yKLOGg KT TN drdpkela mov AapPdvere To Leflunomide Zentiva 1
€VTOG TOV 2 YpdvmV aQOTOL SOKOWYATE TNV 0y®YT, B0 TPEMEL VAL EMKOVOVICETE APEGAG LIE TO Y1OTPO
o0 Yo Vo, Yivel éva TE6T KUNoEMG. AV 0o 10 TeoT emPBePatmbei 6Tt €ioTe £YKVOG, O YTPOC GOGC
umopel va Go¢ TPOTEIVEL aymYN L Optopéva papuaka. yuo va amopokpoviei to Leflunomide Zentiva
YPTYOPQ KOt EMOPKADS OO TOV 0pYOVIoUO GaG, KOOMG pe avtd Tov Tpomo pmopel va petmbel o kivouvog
Y TO HOPO GOG.

Mnv naipvete to Leflunomide Zentiva 66o Onralete, yiati n AepAovvopion mtepviel 6To UNTpKo
YOAQL.

0onynon Ko YEPLoROS PNYOEVILATOV
To Leflunomide Zentiva mBavov va cog tpokorécel (AN mov umopel vo LEUDGEL TNV IKOVOTNTA GOg
va cuykevipmbeite kot va avtidpacete. Edv eanpedleate, unv odnyeite 1| ypnoiponoleite

UNXOVALLOTOL.

To Leflunomide Zentiva wepiéyer haxtoln
Av 0 yuoTpdg Gac, oG EVNUEPWOGTE OTL £XETE dVGAVEEIN GE OPIGUEVE GAKYOPU, ETIKOIVOVINOTE JE TOV
YWTPO GOG TPV TAPETE ALTO TO PAPUAKEVTIKO TPOTOV.

3. Maog va wapere 10 Leflunomide Zentiva

[Tévtote va TaipVETE TO QAPIOKO AVTO AVGTNPA COUPMOVA, LLE TIC 00T YIEC TOL YITPOV 1 TOL
QopuroKomolod coc. Eav éxete appifoliec, poTHoTe TOV Y1ATPO 1 TOV QOPLAKOTOLO GOG.

H ovvnng 660m évapéng tov Leflunomide Zentiva givar 100 mg AepAiovvopidng o @opd tnv nuépa

YO TIC TPELG TPAOTES NUEPES. META 0o awT, Ol TEPLETOTEPOL 0oOEVEig yperalovtar pia ddom:

o Mo ™ pevpatoetdn apbpitida: 10 1 20 mg Leflunomide Zentiva pio popd nuepnoiong, avdioyo
pe t Papoutnta g acHévelag.

. Mo mv yoplacikn apbpitda: 20 mg Leflunomide Zentiva pio popd nuepncing.

Katoamivete 1o 610kio 0MOKANPO e TOAD VEPOD.

Mmnopei va tepdcovy mepinov 4 gfdopdades 1 Kot TEPIEGOTEPO UEXPLS OTOV apyiceTe Vo voumbete
Kdmola Pertioon ¢ kKatdotaong cac. Opiopuévol acheveic akoun katl LETR amd 4 — 6 UNVES AymYNS
alc0dvovtal Tepartépw Pelticoon.

dvucloroyikd, Oa maipvete ta diokia Leflunomide Zentiva yuo peydlo ypovikd dtdoTnpa.

Edv mapete peyorvtepn 606on Leflunomide Zentiva amé tnv kavovikng

Av mpate meprocotepo Leflunomide Zentiva and OT1 EXpene, EMUKOIVOVIOTE E TO YIATPO OOG 1|
avalnteiote GAAN wTptkn copPovAn. Av eivar duvatd, tapte poli cog ta diokio 1) To KOVTi Yo Vo To
deiete 670 Y10TPO.

Eav Eeyaoete va mapete To Leflunomide Zentiva

Av mapareiyate va mhpete kamola 60om, mhpte TV uoMG to Buundeite, extdc Kot av TAnclalel  dpa
Yo TNV emOUEVT 600T. MnV mhpeTe SITAN HOCT Yo VO OVATANPOOETE TN d00T o Egydioarte.

Edv éxete meprocoTEpEG EPOTNOELS GYETIKA LLE TN (PTOT] AVTOV TOV PAPUAKOL POTEIGTE TO Y1ATPY, TOV

QOPLOKOTOLO 1) TO VOGOKOO COLC.
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4, IIBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eAppOKa, £TGL KOL GVTO TO PAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, OV
Kol 0gv Tapovctdlovtal 6 GAOLG TOVG AvOPMOITOVC.

Evnuepmote apéomg 1o yotpd cog kot otapatnote va naipvete to Leflunomide Zentiva:

- edv mapovoidoete advvapia, kKeporaryia | (oAn 1 €xete HvOKOALL TNV AvaTvon], Yioti avTd
pmopel va glvar copmtdpato pog cofapng aAhepyikng avtidpaong,

- €4v mapovoidoete eEavOnua 6to déppa N e€EAK®GN 6TO GTONO GOG, VLTI VTA UTOPEL Vol
VTOONADVOLV GOPOPEC, EVIOTE AMEIANTIKES Y10 TN (N avTdpacelg [.y. cvvdpopo Stevens-
Johnson, To&ikn emdepuky| vekpdivon, mordpopeo epvdnpa, Gappoakevtikn Avtidpoon pe
Hoocwoeiha kot votmnuatikd Xvuntopate (DRESS)], BA. Ttapdypago 2.

Evnuepoote apéomg 10 y1otpod Gog 0V TOPOVGIACETE:

- @YPOTNTO, KOTOON, 1| pELAVIES, YIOTL VT PTopel VoL LTTOSNAMVOLY SLOTAPUYES TOV OiLATOS
7OV TTPOKOAAOVVTOL OO T SLOTOPAYLEVT] IGOPPOTI TOV SUPOPETIKADY THTOV TV KVTTAP®Y TOV
a{L0TOG TOV OTOTEAOVY TO OO,

- KOTT®MG1], KOWMaKO dhyog, 1| iktepo (Kitpiviopo TV 0eBoAp®Y 1) TOV dEPUATOG), YTl AVTA
Umopel va VTOINAGVOLV GoPapEG KOTAGTAGEIS OTIMG NTATIKN AVETAPKELN, 1 OT0l0 UTOPEL Vo
givar avotneopa,

- OTO1001TOTE GUUMTAOUATH AOIUAEEMS, OTWS TVPETO, TOVO Ao 1) Piyya, Yot TO PApPHOKO
avTtod umopel va awénoet Ty mbavomta cofoapng Aoudéemc, 1 oroia pmopel va givat
ameNTIK Yo T (o,

- Biye 1 avarvevoTikd tpofripata Kobmg evosyetal va amotelobv EvoelEn mpoPfAnudtov
GTOVG TVEVHOVEG (S1iLEST) TVELLOVOTTAOELD 1] TVELUOVIKT] VIEPTACT 1) TVELHOVIKO 0(id10),

- acLVNO16TO HOLSLAGLE, advvapia 1| TOVO GTO XEPLO Ko 6TA AKpa OO0, ETELDN OLTE EVOEYETAL
V0L VTTOONADVOLY TPOPANUATO LLE TOL VEDPO OaG (TEPIPEPIKT VELPOTAOELD).

Yoyvéc avem@opnteg evépyeieg (mBavov va eanpedoovy péyxpr 1 ota 10 dropa)

- piKpn| peion otov aptdpd Tov AEVKoKLTTAP®Y (AEVKOTEVIQ),

- eENIPPEG AAAEPYIKEG AVTIOPACELS,

- avope&io, andAel copatikod Bapovg (cuvnlmg Un oNUOVTIKY),

- komwon (e&acbévion),

- Kepaiokyio, {aAn,

- L1 QLGIOAOYIKES OepUOTIKEG aGONOEIS OTmG LupunyKlaoua (Tapoicinoia),

- Nmio adénomn g apTPLOKNG THECTG,

- KoMT1d0,

- dugppota,

- vauTtia, EUETOG,

- QAEYLOVT TOV GTOUOTOC 1) EEEAKMGT] TOL GTOUATOG,

- KOWALOKO GAYOG,

- avENoT 6€ KATod amd TO ATOTEAEGHLOTA TOV EEETACEMV TOV NIATOG,

- ALENUEVT ATTOAELD, LOAADV,

- éxlepa, Enpodeppia, e£avOnua, Kvnouog,

- tevrovitidoa (GAyog mov TpokaAeital and T Aeypovny otn LeUPpavn mov TepPdiet Tovg
TEVTOVEC GLVNOMG TOV TOSLDY KAl TOV XEPLOV),

- avénon optopévev evOOI®mY ToL 0ilaTog (KPEATIVOPOCEOKLVACT)),

- TPOPANUATA GTO VEDPO TOV AVE® Kol KAT® AKPOV (TEPIPEPIKT VEVPOTADELXL).

Oy ovyvég avemBOuNTES evépyereg (mBavov va exnpedsovy péypr 1 ota 100 aropa)

- peimon otov apliuod tov epubpokuttdpmy (avarpia) kol ELATTmon atov oplfud Tov
aponetariov (Opouponevia),

- UEImoT TOV ETTES®V KAAMOL 6TO aipa,

- ayx0s,

- doTapayéc g yevonge,

- Kvidwomn (kvidwTtikd eEavinua),
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- pnén tévova,
- avénon Tov emMEd®V Mmovg 6To aipa (YoANoTEPOAN Kl TpryAvKepidia),
- LEIMOT TOV ETTEIDV POGPOPIKDY GTO O,

Xrawvies avemBounrteg evépyseieg (mOavag va exnpedoovy péypt 1 ota 1.000 dropa)

- avENomn 6tov aplBpd TV KLTTEPOV TOL AIATOg TOV ovopdlovtol NOGOPILa (Necstvopiiia),
Nmio peioon otov aptBpd tov Asvkokuttdpmy (Aevkonevia), EAATTOON 61OV apliud OA®Y TV
KUTTAP®V TOV OiHOTOS (TOVKLTTOPOTEVIL),

- coPapii adEnon e applokng TiEoNG,

- QAEYLLOVT] TOV TVELUOVOV (SLAUEST] TVEVIOVOTIAOELD),

- avENoT o€ KATo 0md TO ATOTEAEGLLOTO TOV TTOTOC WOV pmopel va e&glyBobv oe Paptdic
LOPONS KATAGTAGELS, OTMG NratiTidn Kot iktepo,

- coPopn Aoipwén mwov ovopdletal oy, 1 onoio puropel va etvat Bovatneopa,

- avénon optopévav eviumv Tov aipatog (YOAaKTIKN audpoyovdion).

oAb omavieg avemOBounTeg evépyeleg (mBavag va ennpeacovy péypr 1 ota 10.000 dropa)

- £vtovn LelmoT opLoUEVEOY AEVKOKVTTAP®V (0KOKKIOKVTTAPOLUIN),

- coPopéc Kot EVOEXOUEVMG Papldg LopPG OALEPYIKES AVTIOPACELS,

- QAEYHOVT] OLLOPOPOV ayyei®V (0yyEUTION, COUTEPTAAUPAVOLEVIC TNG OEPLOATIKNG VEKPOTIKNG
ayyeUTIdNg),

- QAEYLLOVT] TOV TAYKPENTOC (TaryKpeatition),

- cofoapn PAGPN ToL HTOTOS, OTWOS NTATIKY OVETAPKELX 1 VEKPMOOT], ] OTToio Liopel va etvat
Bavaeopa,

- GOPOPEC KOt LEPIKEG POPEG AMEIANTIKEG Yia. TN (N avTidpacelg (cvvdpopo Stevens-Johnson,
To&IKT| EMOEPLKT VEKPOAVGT], TOADLOPPO €pLOMLAL).

Aleg avemBOUNTEC EVEPYELEG, OTMOC VEPPIKT AVETAPKELX 1 LEIMOT TOV ETTEI®V 0VPIKOV 0EE0C GTO
aipLo, TVELHOVIKT] VTEPTOGCT), OVOPIKT GTELPOTNTO (1] OTTOi0 EIVOL AVAGTPEWUT LOALG SIOKOTEL 1] Oy
L€ TO PAPLOKO ALTO), dEPLATIKOG AVKOG (Yopaktnpiletal and eEavOnuo/epvinpa o TePloyEg TOL
déportog Tov ekTifevTol 6To Pg), ympiaor (véa 1 emdeivmon), DRESS kat depuatikd éhikog
(oTPOYYLAT], AVOIKTY TANYN OTO SEPILO LEGM TG OTTOTOG UITOPEITE VAL OEITE TOVE VIOKEIUEVOLS 1GTOVG),
Umopel va Tapovclactoy e Ayveootn cuxvoTnTa.

Ava@opd avemOOunTOV EvEPyELOV

Edv mopatnpnoete kamoo avemBOunt evépyeln, EVINLEPADCTE TOV YLOTPO 1) TOV POPLOKOTOLO GOG.
Av10 1oyt Kot Yo kéBe mbavr avemBountn evépyela Tov Oev AVOPEPETAL GTO TAPAV GUALO 0dNYIDV
yphone. Mropeite emiong va avapépete avembounteg evépyeleg anevbeiag, Lécw Tov 0vikod
GLGTHILOTOG OVAPOPAS TTOL avaypapeTol 6to Tlapdptnua V. Mécm g avapopdc averidountoy
gvepyelmV pnopeite va fondfoete ot GLALOYN TEPIGTOTEP®V TANPOPOPLDOV CYETIKA LUE TNV ACPAAELN
TOV TTOPOVTOS POPUAKOV.

5. Hog va pvracoete To Leflunomide Zentiva

To @appoko ovTd TPETEL VO PLAACCETOL GE PEPT) TOV OgV TO PAETOVV KoL O&V TO POAVOLY TO TOdLA.

Na pn ¥pMoHOTOoLEITE AVTO TO PAPLAKO LETA TNV NUEpoUNVia AENG Tov avaeépetal oto Kovti. H
nuepounvio Aéng eivor n televtaio NUEPA TOL PAVE TTOL OVOQEPETOL EKEL.

Koyéln: Dvrdccete oty 0pyIKN GLGKELOGIOL.
Dudn:  Awonpeite ™ QLA KOAL KAEIGUEVT).
Mnv metdite eApUAKO GTO VEPS TNG AMOYETELONG N OTA OIKLAKA amoppippata. Potote to

QOPUOKOTOLO GOG Y10 TO TMG VO TETAEETE TO, PAPLOKO TTOL OEV YPTOLOTOIEITE Tl AVTA TO. HETPa. Oa
BonBnoovv oty Tpoctacio Tov TEPPAAAOVTOG.
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6. Iepreydpeva TS GLOKEVAGIOG KL AOLTEG TANPOPOPIEg

T wgpréyer o Leflunomide Zentiva

- H dpaoctikn ovoia givat ) Aeprovvopion. Eva emucoloppévo pe Aemtd vpévio diokio mepiéyet

20 mg AepAovvopion.

- Ta GAAa cuotaTikd givat: auvio apafocitov, Tofddvn (E1201), kpoomofidovn (E1202),
mop1tiov 0&eido KoALoEWEG vudpo, payvioto oteatikd (E470b) kKot Aaktoln povoidpikn ctov
Tupnva Tov dtokiov, kabdg eniong tdixng (E553b), vrpoperdoln (E464), titaviov d10&gidto
(E171), moivaBvievoyioioin 8000 kot sidnpov I o&eidio kitpivo (E172) oty emkdAivym.

Ep@dévion tov Leflunomide Zentiva kon wepieydpeva tng 6uokevooiog

Ta Leflunomide Zentiva 20 mg emtkaivppéva pe Aemto vuévio diokio eival KITpvand £0¢ vrokitpva

KO TPLYOVIKA.

21 po TAevpa ToVg PEPOVY TO SlaKpLTiKd yvodpiopa: ZBO

Ta diokia givol cuokeLAGUEVA GE KOWELEG 1) OLAAES.

AwtiBevton oe cuokevacieg twv 30, 50 kot 100 diokiwv.

Mmopei va unv KokAo@opohv TNV ayopd OAEG Ol GLCKEVAGIEG.

Kéroyog Aderag Kvkrhogopiag
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Togywn Anpoxpartio

Hopaockevaostiig

LABORMED- PHARMA S.A.
B-dul.Theodor Pallady no. 44B, sector 3
code 032266, Bucharest,

Povpavia

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3
code 032266, Bucharest,

Povpavia

INo omoladnmote TANPOPOPio. GYETIKG, LLE TO TAPOV PUPUAKEVTIKO TPOTOV, TapakareicOe va
amevbuvleite oTov TomIKO avTITPOc®TO ToL Koatdyov tng Adstog Kvuhopopiog:

Belgié/Belgique/Belgien
Zentiva, k.s.

Tél/Tel: +32 (78) 700 112
PV-Belgium @zentiva.com

Bwarapus

Zentiva, k.s.

Tem: +35924417136
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com
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Lietuva

Zentiva, k.s.

Tel: +370 52152025
PV-Lithuania@zentiva.com

Luxembourg/Luxemburg
Zentiva, k.s.

Tél/Tel: +352 208 82330
PV-Luxembourg @zentiva.com

Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary @zentiva.com



Danmark

Zentiva Denmark ApS

TIf.: +45 787 68 400
PV-Denmark @zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany @zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EALado

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece @zentiva.com

Espaiia

Zentiva Spain S.L.U.
Tel: +34 671 365 828
PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France @zentiva.com

Hrvatska

Zentiva d.o.o.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland @zentiva.com

Island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland @zentiva.com

Italia

Zentiva Italia S.r.I.
Tel: +39 800081631
PV-Italy @zentiva.com

Kvmpog

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Cyprus@zentiva.com
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Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands @zentiva.com

Norge

Zentiva Denmark ApS
TIf: +45 787 68 400
PV-Norway @zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z o.0.
Tel: + 48 22 375 92 00
PV-Poland @zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal @zentiva.com

Romania

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland @zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com



Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

To mapév pvAiro 0dNYLOV Ypfions avadempiOnke Yo Televtaio eopa tov {MM/EEEE}

Aldrec N YEG TANPOGOPLAV
Aemntopepeic TAnpoeopieg yia to eappako avtd eivat drabéoipeg 6to dikTvakd TOTo ToL Evpmmraikon
Opyaviopot @oppdxmyv: https://www.ema.europa.eu/.
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@vAro ooV ypiong: IIAnpogopics yra Tov ypijotn

Leflunomide Zentiva 100 mg emkolvppévo pe AETTé VUEVIO O10KiO
Ae@Aovvouiom

Awpdote TpooekTIKG 0AOKANPO TO PVLAO 001 YIOVYPI OIS TPLV OPYICETE VU TAIPVETE TO

PappoKo, O10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DvraEte avtd To EOALO 0N YDV Yprions. Towg ypelaotel va to dwfdcete Eava.

- Edv &yete mepartépm amopiec, pmTNOTE TO Y1ATPO, TO PAPUAKOTOL) 1) TO VOGOKOUO GOGC.

- H cvvtayn yio avtd 1o oapproako yopnynnke amokAEloTIKA Yio 60G. Agv TPETEL VoL ODOETE TO
@apuoko 6g GAAovg. Mmopel vo Toug TpoKoAEael PAALN, akOUN Kot OTAV TO CUUTTOUATO TG
acBéveldg Tovg eivar id1a pe ta Ok Gog.

- Edv mapotnpioete KOmolo avemBounTn evépyela, EVIUEPMDGTE TO YIATPO, TO POPUAKOTOLO 1| TO
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio KEOe mhavi avemBountrn evépyeilo Tov OEV AVUPEPETAL GTO
POV GOUALO 00N YLDV YpNonG. BAéne mapdypapo 4.

T epréyel 1o mapov GUAAO 00N YLOV:

T etvon To Leflunomide Zentiva kot mota givat 1 yp1|on Tov
T mpénet va yvopilete npv mapete 1o Leflunomide Zentiva
Iog va ndpete 1o Leflunomide Zentiva

[MBavEg avemBounTeg evépyeteg

[og va puidcoete to Leflunomide Zentiva

[epreydpeva g cvokevaciog Kot AOTEG TANPOPOpieg

R e

1. Th givar To Leflunomide Zentiva ko oo givan ) ypiion tov

To Leflunomide Zentiva avikel oe pia. opdoo Qapudkmv o omoio ovoudlovTol avTipeVHOTIKA
oapuaxa. [epiéyet  dpaoctiki ovaio AepAovvopion.

To Leflunomide Zentiva ypnoyomoteitan yia v Ogpomevoel eviihikovg acBeveic e o&egla peupatogidn
apBpitida N pe ofela yopracikn apbpitida.

270, COUTTOMOTO TNE PEVUOTOELDOVG apOpitidag mepthapufavovial 1 AEYHOVH TV apdpdoemv, T0
oidnua, 1 dvokoiio otV kivnon kot 10 dAyog. AAAC GUUTTOUATA TOV EXNPEALOVY OAOKANPO TO GO
aPopovV og avopeéio, TUPETO, ATMAELN EVEPYELOG Kot avarpia (EAAEyM epOPOKVLTTAPOV).

210 cvpmtdpoTo TG o&eing Yoplactkng apbpitidag meptiapfdvovtal 1 pAEYUOVH TV apbpdeemy, T0
oidnua, 1 dvokoArio otny kivnon, To GAyog Kot 01 KOKKIVES poMOMDIEL KNAIdeS 610 dépua (BAPe Tov
O€pLOTOC).

2. T péner va yvopilete npy napete To Leflunomide Zentiva

Mnyv napete 10 Leflunomide Zentiva

- av giyate moté ePPavicel KAmolo aAlepytky] avTidpacn ot Aeprovvopidn (E101KOTEPQ pia
cofopn SEPUOTIKN avTIOPOOT], GLYVA GUVOOEVOUEVT 0td TVPETO, AAYOC OTIS apOpdGELC,
KOKKIVEC KNALOEG 6TO dépa 1] PLCOAISEG, .. GVVOpopo Stevens-Johnson) 1| oe omolodMmoTe
GAA0 0o TO GLGTATIKA CLTOV TOV PAPUAKOL (avaPEpovTal 6To TUNUA 6), 1| o€ TEpinTmON
aAAePYiOG OTNV TEPLPAOVLVOUION (YpNoLpoTolEiToL Yio T BEPUTEVTIKT UVTUETMOTION TNG
TOAMATTANG OKAPVVOTC),

- av £YETE OMOLOONTTOTE TPOPANNA NE TO CVKOTL,

- oV £YETE HETPLX £BG GOPOPA TPOPANRATA BE TOVG VEQPOVS,

- oV EYETE ONUOVTIKE YOUNAO aplOud TPOTEIVOV 670 aipd (VTOTPOTEIVALIIX),

- oV TAGYETE OO OTOLOONTTOTE TPOPAN LA TTOV EMNPEALEL TO AVOGOTOUTIKO GOG GOGTNN, (7T.Y.
AIDS),

- av £YeTe KAmO10 TPOPANLUO. LLE TO MVEAD TMV 0GTAV GOG 1 OV EYETE YOUUNLO aplOud epvlpdv 1

99



AEVKOV KUTTAP®OV OTO ALl GOG 1 LEIOUEVO aplOUd OUOTETAAIWY,
- av Tacyete omd Kdmola cofapn AoipmEn,
- av giote £yKvog, ToteveTe 0TI Umopel va giote £ykvog 1 Onhalete.

Ipocdomoinceis ku Tpo@vAGEeLS

AmevBuvbeite 610 Y10TpO, GTO PAPUAKOTOLO 1] GTO VOGOKOUO Gag mpotov mdpete to Leflunomide

Zentiva

- av £YETE TOTE VOGN GEL O PAEYIOVI] TOV TVELVUOVEOV (S1ALLECT TVELLLOVOTTADELL).

- av glyate moté upartiomon 1| elyate VIAPEEL 6 GTEV ETOQPY| e KATOOV/0 TTOL £XEL 1| El)E
ovpatioon. O Y1oTpdc Gog EVOEYETOL VO TPOYUATOTOMGEL EEETACELS Y10, VAL OEL AV EXETE
oupatioon.

- av glote dvopag Kot embopeite va yivete motépag. Enedn dev umopet va amoxieiotel 41t 10
Leflunomide Zentiva mepvdel 610 GIéPa, TPETEL VA YPNCILOTOIOVVTAL AEIOTIGTO LETPA
AVTICLAAN WG KOTA TN didpKeLo TG aywyng pe To Leflunomide Zentiva. Ot dvdpeg o1 omoiot
eMBLILOVV VO TEKVOTO GOV Oa TPEMEL VAL ETKOVMOVI|GOLV LLE TO YLOTPO TOVGS, 0 000G Ba Tovg
ouppoviedoet va otapatioovy va Aappdvovv to Leflunomide Zentiva Kot va mwépovv Kamoto
@appoka Tpokelévou va amopakpvovy to Leflunomide Zentiva ypriyopa Kot enapkads amd
TOV 0pYaVIGUO TOVG. BOa ypelaotel TOTE va yivel i eEétaon aipatog yia va emPePaimbet 6t T0
Leflunomide Zentiva &ygl amopokpuvOel IKovomomnTikd amd Tov opyoavicid oG Kol o1
ouveéyela Oo TPEMEL VO TEPIUEVETE TOVAYIGTOV GAAOVG 3 UAVEG TPV TPOOTOONGEL VOl Yivel
KATO10G TATEPG,

- edv mpokertan va vtoPAndeite oe Kdmola 101KN arpatoroyikn e€€taon (emmédov acPeotiov).
Yrdpyel mOovOTTO EGOAMUEVIG AVIXVELONG YOUNADY ETTES®V 0oPECTIOV.

- eav mpokelrol va vroPAndeite N £yete vroPAnOel oe TpdoEaTN coPapn xeEpovPYIKH exéuPfocm 1
eaqv €xete akoun un emoviAwOév Tpadpo petd amd yepovpyikn enéupaot. To Leflunomide
Zentiva pmopel vo ennpedoetl TNV EMOVAMGT TOL TPAVUATOG.

To Leflunomide Zentiva umopei va. TpOKOAEGEL TEPIOTOGIOKO KATOLO TPOPANUATA [LE TO QL0 TO
GUK®TL, TOVG TVELLLOVEG 1] TOL VEDPA TOV YEPIDV 1] TV TOINMV G0G. AKOpa Thavdv va TPoKaAEGEL
Kdmoleg coPapég arlepyikéc avidpdoelc [mepiiapfovopévng e Poprokeutiknig Avtiopaong e
Hoowogiriio ko Zvotnuatike Zourtouate (DRESS)] 1 va avénoet tnv mboavotnto. pog coPapng
rotpwéne. o teplocotepeg TANPOPOPieg TAVHD GE AVTA, TOPAKAAEIGTE VO SPACETE TNV TAPAYPOPO
4 (ITBavég avemBounteg evépPyeLEq).

To DRESS eppavifetar apyikd e COUTT®UTO ToV Holdlovv pe g ypinang kot e£avonua oto
TPOCMOTO, UETA [E eKTETAUEVO eEAVON U Kot VYNAY Beppokpacia, avénpéva enineda Tov eviOUWOV TOVL
GLK®OTION OV gpPavilovtal 6Tig EETACELS aiUaTOg Kot aENGT EVOG TOTOV AEVKOKVTTAP®V
(noowoidia) Kot peyevOupréEVoL AEUQAOEVES.

O y1atpog oag Oo khvel €EETAGELS BIPNOTOS OVE TAKTA YPOVIKA SLUGTAUATA, TPV KOl KOTA TN S10pKEL
g aywyng pe Leflunomide Zentiva, yio va mopakorovdel ta kOTTOPA TOL GILOTOG KOl TO GUKMTL GOGC.
O ywrpdc oag Oa edéyyet, emiong, taxtikd v wieon cog yiori to Leflunomide Zentiva pumopet va
TPOKAAEGEL aENCN TNG TTiEoTG.

Evnuepaote tov yratpd cag av £xete ave&nynn ypovia didppota. O yotpdg cog pmopet vo {ntnoet
TpocheTeg EETAGELG Y10 SLOPOPIKT] OLAYVAOGT).

Evnuepaote 10 ylotpd cag eav avamti&ete depuatikd EAKog KaTd T dldpketo TG Oepomeiog pe
Leflunomide Zentiva (PA. emiong napdypaeo 4).

o kor £égenpor
To Leflunomide Zentiva dgv cuvietdTon Yo ypi6n 6TA TOOLA KU1 6TOVG EQTPOVS KAT® TOV
18 eTv.

Alro gappoxa ko Leflunomide Zentiva
Mopakareiche vo evnuep®CETE TOV Y1OTPO 1] TOV POPLOKOTOLO GAG EAV TOIPVETE, EYETE TPOCOUTO

nwhpel | umopei va whpete GAlo papuoko. Avtod tepthapuPdvel To papuraka Tov £xovv amokt el xwpig

100



SLVTOYN.

Av10 givor Waitepa GNUAVTIKO AV TOIPVETE:

- AL ApLOKa Y10, T PEVUATOEWN apBpitida, Onmg avBelovootaxd (w.y. YAmpokivn kot
VIPOELYA®POKIVN), EVOOUVTKA 1] aTTd TOL GTOUATOG XOPN YOV LEVOS YPpVTdS, D-tevikiddapivn,
aloBelompivn Kot GAAQ AVOCOKATOGTOATIKA Gappaka (1., nebotpe&dn), yroti avtoi ot
GLVOLOCUOL OEV GUVIGTOVTAL,

- Bapoapivn Kot GAAA O GTOLATOG PAPLLOKO TOV ¥PTGLLOTOLOVVTAL Yo TN Helmwon g
TNKTIKOTNTOS TOV OiOTOS, EXEWON N TOpaKoAoLONoN givar amapaitnn yo ) peiwon tov
KIVOUVOL OVETIBVUNTOV EVEPYEIDV ALTOD TOV POPUAKOV

- TEPLPAOLVOLIOT Y10 TV TOAAUTAT GKAT}pLVOT)

- pemaylvidn, moyirtaldvn, vateyhvidn 1| poctyitalovn yuo o Saprt

- S00VVOPOVUTIIKIVT), SO0EOPOVUTIKIVY], TAKATAEEAT 1] TOTOTEKAVY Y10 KOPKIVO

- dovA0&eTivn Yo TNV KOTAOAIYN, TNV 0KPATELD OVP®V 1) GTN VEQPIKT AGHEVELD GTOVG
Swafnrikode

- aAoceTPOVN Yia T Srayeipion g coPapng dtippotog

- BgopuALivN Yo TO o0

- TiCavidivn, £va pooyoAapoTikd

- OO TOV GTOUOTOC OVTIGVAANTITIKA (1O TEPLEYOVY AlBVLVVLAOIGTPOIIOA Kol AEBOVOPYECTPELT)

- KePaxAopn, Pevivimevikidhivn (tevikildivn G), curpopAro&acivn yio AomEELS

- wdouebakivn, ketompoeaivn yio Tov TOVo N T PAEYUOVN

- @OVPOGEUION Yo Kapdtakh acBévela (dtovpnTiko, yomt oamoBoing vepov)

- (100Bovdivn yio ™ Aoipwén anoé HIV

- pocovPactativn, olufoactotivn, atopPactativn, TpafacTativn Yo TNV VITEPYOANCTEPOLULLI
(oymAn xoAnotepoin)

- covApacaralivn yio TNV eAeYHOVOON acBévela Tov eviépov N TN peLpaToEdT| opBpitida

- £va PApUAKO TOV OVOUALETOL YOAEGTVPAUIVY (XPTOLOTOIEITOL Y10 VO, LELDGEL TV VYNAN
YOANOTEPOAN) N EVEPYOTOMUEVO AVOPAKE YIOTT AVTH TO, PAPUOKO UTOPODV VO, LELDGOVY TNV
mocotnta Tov Leflunomide Zentiva mov amoppo@dtorl and Tov opyovicuo.

Av MON TOipVETE KATO0 LT GTEPOEIOEC UVTIPAEYROVADOES pdapuako (NSAID) kauvm
KOPTIKOGTEPOELDT], UTOPEITE VO CLVEYIGETE VoL T TA{PVETE UETA TNV Evapén Tng Bepameiog e
Leflunomide Zentiva.

Eppoioaopoi

Av mpoxerton va epforaceite, {nteiote amd To yroTpd 00g v oG dDCEL EOIKEG GUUPBOVAES.
Opiopéva epPora dev Ba mpémel va digvepyovvtor evd Aapupdavete to Leflunomide Zentiva kot yio
KGO0 GLYKEKPIUEVO SLAGTNUE, LETA TN SIOKOTN TNG 0y OYNG.

To Leflunomide Zentiva pe tpo@1, T0T6 KOl OIVOTVEVRATOON

To Leflunomide Zentiva umopei va AneOel pe 1 yopig tpoen.

Agv cuviotaTon va mivete aAKoOA katd ) Oepaneia pe Leflunomide Zentiva. Otav mivete aAKoOA evd
Aappavete 1o Leflunomide Zentiva pmopei va avénbei n mbavotnta BAAPNG 6T0 GLKOTL GO,

Kinon kot 0nhaopog

Mnyv népete to Leflunomide Zentiva av giote 1] motevete 0TL pmopel va giote £ykvog. Edv giote
£€yxvoc N peivete éykvog evm maipvete to Leflunomide Zentiva, o kivovuvog va omoktioete Eva popod
ue coPopéc yevetikég avouaiieg sival avénuévog. Ot yuvaikeg dev Tpémetl va Aauavouvy 1o
Leflunomide Zentiva ympic va xpnoionotovy a&lomoeto HETPO OVTIGVAANYNG OTOV VITAPYEL 1|
duvatdTNTO, TEKVOTOINGTC.

Evnuepaote 1o yrotpd cog av oyedidlete va peivete £ykvog petd tn dtakomni tov Leflunomide
Zentiva, yloti pémnet va Beforwbeite 6t kébe iyvog tov Leflunomide Zentiva yel anopokpovOet amd
TOV OPYAVIGUO GOG TPV SOKIUACETE VO, UEIVETE £YKVOG. AVTO pmopel va Tapel Emg Kot 2 xpdvia. Avto
oum¢ umopei va pelmbel og Aiyeg efOOUAdEC OV TAPETE GLYKEKPIUEVO PAPILOKE TO, OTTOT0L EMLTAYVIVOVY
v anopdkpuven tov Leflunomide Zentiva amd tov opyavicpd cog. Xe omoladnmote nepintwon, Ha
npénel va, emPePormbei pe eEétaon aipartog 6t to Leflunomide Zentiva amopakpovinke
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IKAVOTOINTIKG 0t TOV OPYOAVIGUO GOG KOl GTN CLUVEYELD B0l TPETEL VO, TEPLLEVETE TOVAAYIGTOV OKOLN
dAAo éva uiva Tpwy petvete £yKvog.

Mo tepiocdTEpEC TANPOPOPIEG OYETIKA e TNV EPYACTNPLOKN eEETACT, TAPOKAAOVLLE amevBvuvleite
GT0 Y0TPO GOG.

Av &yete v vroyia 0TL €loTe £yKLOG KOTA TN ddpkeLo Tov AapPdvete To Leflunomide Zentiva 1
€VTOG TOV 2 YpdvmV aQOTOL SOKOWYATE TNV 0y®YT, B0 TPEMEL VAL EMKOVOVICETE APEGAG LIE TO Y1OTPO
GoG Yo Vo Yivel éva 1e6T KuNoems. Av omd 1o teot emPeParmbel 6Tt eioTe £yKLOG, 0 Y1ATPOS GOG
umopel va 6og TPOTEIVEL aymYN| Le Optopéva papuaka. yuo va amopokpoviei to Leflunomide Zentiva
YPYOPO KOl ETOPKADS 0O TOV 0PYOVIoUO GOG, KOOMG e avTd TOV TPOTO Umopel vo. petmbel o kivovuvog
Y0l TO LOPO GOG.

Mnyv naipvete to Leflunomide Zentiva 6co Onialete, yoti n Ae@Aovvopidon TepvAEL GTO UNTPIKO
YOAQL.

Odnynon ko yEPLoROS PNYAvVNRATOV
To Leflunomide Zentiva mBavov va cog tpokorécet (AN mov umopel vo LEUDGEL TNV IKOVOTNTA GOg
va cuykevipmbeite kot va avtidpdcete. Edqv ennpedleote, unv odnyeite 1| ypnoiponoleite

UNXOVALLATOL.

To Leflunomide Zentiva mepiéyer haxtoln
Av 0 yuoTpdg Gac, oG EVNUEPWOGTE OTL £XETE dVGAVEEIN GE OPIGUEVE GAKYOPU, ETIKOIVOVINOTE JE TOV
YTPd GG TPV TAPETE OVTO TO PUPLOKEVTIKO TPOTOV.

3. Maog va wapere 10 Leflunomide Zentiva

[Tévtote va TaipveTE TO PAPUOKO VTO AVGTNPE GOUPMOVE LE TIG 00T YIES TOL YITPOV 1 TOL
QopUOKOTOL0D 60C. Eav éxete appifolieg, poThoTe TOV Y10TPO 1 TOV QUPLOKOTOLO GOC.

H ovuvnng 660m évapéng tov Leflunomide Zentiva givar 100 mg AepAovvopidng o @opd tnv nuépa

YL TIG TPELG TPATES NUEPEG. META amd awTi), o1 TEPLoTOTEPOL 0oBeVEig Yperalovtar pia d6om:

o I'o ™ pevpatoedn apbpitda: 10 1 20 mg Leflunomide Zentiva pio popd nuepnoing, avdioyo
ue ) Papvtnto g acévelag.

. Mo mv yoplacikn apbpitda: 20 mg Leflunomide Zentiva pio popd nuepncing.

Koatamivere to 610kio 0LOKANPO Lie TOAD VEPO.

Mmopei va mepdoovy mepimov 4 efoopddeg 1 kol TEPIocdTEPO UEXPIC OTOV ap)iceTe Vo volmbeTe
kdmowa Bertioon g katdotaong coc. Opiopévorl acheveic axdun kot petd omd 4 — 6 uiveg aymyng
aic0dvovtal Tepartépw Pelticoon.

dvuciloroyika, Oa maipverte ta diokia Leflunomide Zentiva yuo peyddo ypovikd Stdotnua.

Edv napete peyardtepn 060n Leflunomide Zentiva amd tnv kavoviki)

Av mpate mepiocdtepo Leflunomide Zentiva amd 0T1 Enpene, EMKOIVOVIGTE E TO Y1ATPO GOC N
avalnteiote GAAN wTptkn copPovAn. Av eivan duvatd, tapte poli cog ta diokio 1) To KOVTi Yo Vo To
deiete 610 Y10TPO.

Eav Eeyboete va mapete 10 Leflunomide Zentiva
Av mapaieiyate va mhpeTe kdmola 6001, mhpte TNV poMg to Buundeite, extdg kon av TAnolalel n ®pa

Yo TNV emOUEVT 600T. MnV ThpeTe SITAN HOGT Yo VO OVATANPOCETE TN 60T o Egydioarte.

Edv éxete meplocotEpEG EPOTIOELS GYETIKA LLE T YPTOT] AVTOV TOV POPUAKOV POTNGTE TO Y TPO, TO
POPLOKOTOL0 1) TO VOGOKOUO GOLC.
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4.

IIBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eAppOKa, £TGL KOL GVTO TO PAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, OV
Kol 0gv Topovctalovtal 6€ OAOLG TOVG AvOPMITOVC.

Evnuepoote apéome 10 yiatpo cog kot otapatiote va maipvete to Leflunomide Zentiva:

€4v mapovoidoete advvapia, kKepoladyio 1| (OAN 1 £xeTe HVOKOAIN TNV AvVATVOT], Y1OTI AVTA
umopel va glvar copmtdpato pog copapng oAhepyikng avtidpaong,

edv mapovoidoete eEavOnua 610 déppa 1 eEEAK®ETN 6TO OTONA GOG, YTl AVTA PTopEl val
VTOONADVOLV GOPOPES, EVIOTE AMEIANTIKES Y10 TN (N avTdpacelg [y, cOvdpopo Stevens-
Johnson, To&ikn emdep k| vekpoivor, Toldpopeo epvOnua, Gappakevtikn Avtidpoon pe
Hoowoeihia kot Xvompatikd Xvpntopato (DRESS)], BA. mtapdypagpo 2.

Evnuepmote apéomg 1o y1atpd Gog GV TOPOVGLIGETE:

@YPOTNTO, KOTOON, 1| pELAVIES, YIOTL 0VTE PTopel VoL LTOSNAMVOLV SLOTAPUYXES TOV OiLATOS
OV TPOKAAOVVTOL OO T SLOTAPAYLEVT) IGOPPOTIL TOV SILPOPETIKAV TOTWV TV KLTTAP®V TOV
Q{|LOTOC TOV OITOTEAOVV TO OO,

KOTT®MG1], KOWMAKO dhyog, 1| ikTepo (Kitpiviopo TV oeBoA®Y 1) TOV dEPUATOG), YTl AVTA
propel va vTOdNAGVOLY GoPapég KATAGTAGELS OTMG NIATIKY AVETAPKELD, 1 0ol UTopel va
givar Oavotneopa,

OTO100NTOTE GUUMTOUATE, AOIUAEEWS, OTWC TVPETO, TOVOLULNO 1) iy, Y10TL TO PAPUOKO
avtd pumopel va owénoet v mbavotta cofoapng AoUdEE®S, 1 omoia pumopel va givat
ameNTIK Yo T (o,

Biye N avarvevoTikd tpofqpata Kadmg evocyetal va amoTelobV EvOoelén tpoPfAnudtoy
GTOVG TVEVHOVEG (S1dLEST) TVELOVOTTAOELD 1] TVELUOVIKT] VIEPTACT 1) TVELHOVIKO 0(id10),
acLVB1eTO PHoLSIaGHA, advvapia 1] TOVO GTo XEPLO Kol 6T AKpa TOSL0, EMELON OLTE EVOEXETAL
V0L VTTOONADVOLY TPOPANUATO LLE TOL VEDPO OAG (TEPLPEPIKT VELPOTAOELD).

Yoyvég avemBounteg evépyeres (mBavov va exnpedoovv péyxpr 1 ota 10 dropa)

UKpT| Heiomn otov aptdpd Tov AEVKOKLTTAP®Y (AEVKOTEVIQ),

ENUQPES OAAEPYIKEG AVTIOPACELC,

avope&io, andAel copatikod Bapovg (cuvnlmg PN oNUOVTIKY),

komwon (eacBévnon),

Kkepaiolyio, {aAn,

L1 QLGOAOYIKES OepUATIKEG aGONOEIS OTt™G LupunyKlaoua (Tapoicinoia),
nmo adEnomn g apTNPLOKNG THESTG,

KoMT1d0,

duappota,

vavtia, EHETOG,

QAEYLOVT] TOV GTOUOTOG 1) EEEAKMGN TOL GTOUATOG,

KOWALOKO GAYOG,

avENoT € KAmold amd TO ATOTEAEGHOTA TOV EEETACEMV TOV NIATOG,
AVENUEVT ATTOAELD. LOAADV,

éxlepa, Enpodepuia, e€avOnua, Kvnopuog,

tevrovitidoa (GAyog mov TpokaAeital amd T AeyHovny oTn LeUPpavn mov TepPaiet Tovg
TEVTOVEG GLVNOMG TOV TOSDY KAl TOV XEPLOV),

avénon optopévev evOOI®mY ToL 0ilaTog (KPEATIVOPOCEOKLVACT)),
TPOPANUATA GTO VEDPO TOV AV® Kl KAT® AKPOV (TEPIPEPIKT VEVPOTADELD).

Oy ovyvég avemBOuNTES evépyereg (mBavov va exnpedsovy péypr 1 ota 100 aropa)

ueimon otov apluod tv epubpokutTdpmy (avalpio) Kol EAATTOCN otov apliud Tov
aiponetariov (Opoupomevia),

HEI®OT TOV EMTES®V KOAOL 6TO aipla,

ayx0s,

dTapayéc g yevong,

Kkvidwon (kvidwtikd e&dvOnua),

pnén tévovra,
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- avénon Tov eMIEdWV MIovg 6To aipa (YoANoTEPOAN Kl TpryAvKepidia),
- UEIDON TV EMTESDV POCPOPIKDY GTO UL,

Yrdwvieg avemOOunteg evépysieg (mOavog va exnpedoovy péypt 1 ota 1.000 dropa)

- avEnon 6tov aplBpd TV KLTTEP®OV TOL IATOg TOV ovopdlovtal NOGVOPILa (Nwcstvopiiia),
N peioon otov aptBud tov Aevkokvttapmy (Agvkonevia), eEAdttmon otov apliud OA®V TV
KUTTAP®V TOV OUHOTOC (TOVKVTTAPOTEVIQ),

- coPapii ad&non g applokng TieoNg,

- QAEYLLOVT] TOV TVELHOVOV (Stdpeon Tvevpovomddela),

- avENoT 6€ KATO 0d TO ATOTEAEGLLOTO TOV TTOTOC TOV pmopel va e&glyBobv og Paptdic
HOPONG KATAGTAGELS, OTMG NratiTida Kot iktepo,

- coPoapn Aolpwén mov ovopdletar oy, 1 onoia propel va etvat Bavatneopa,

- avénon optopévav eviu®V Tov aipatog (YOAUKTIKN agudpoyovdion).

oAV omavieg avemOounTeg evépyereg (mOBavov va emnpedoovv péypt 1 ota 10.000 dropa)

- évtovn peloon oplopévev AeVKOKVTTAp®V (aKoKKloKuTTapaLUia),

- GOPopEC Kot EVOEYOUEVMG POPLAg LOPPTG QALEPYIKES OVTIOPACELS,

- QAEYHOVT] OLLOPOPOV ayyei®V (0yyEUTION, COUTEPTAAUPAVOLEVIC TNG OEPLLOTIKNG VEKPOTIKNG
ayyeuTdag),

- QAEYLLOVT] TOV TAYKPENTOC (TaryKpeaTitidon),

- cofopn PAGPN TOL HTOTOC, OTWOC NTOTIKY AVETAPKELX 1 VEKPMOOT], 1| OTTOi0 UITopel va etvat
Bavoatneopa,

- GOPOPEC KOt LEPIKEG POPEG AMEIANTIKEG Yia TN (N avTidpdcelg (cvvdpopo Stevens-Johnson,
To&IKT EMOEPIIKT VEKPOAVGT], TOADLOPPO EPLOM ).

Aleg avemBOUNTES EVEPYELEG, OTMOC VEPPIKT AVETAPKELX 1] LEIMOT TOV EMTEI®V 0VPLKOV 0EEOG GTO
aipLo, TVELHOVIKT] VTEPTOGCT), OVOPIKT GTEPOTNTO (1] OTTOi0 EIVOL AVAGTPEWTUT LOALG SIOKOTEL 1] Oy
UE TO QAPLOKO OVTO), dEPLOTIKOG AVKOG (yopaktnpiletal and e£GvOnuo/epuinua oe TePLOyEC TOL
dépuatoc mov ektiBevtol oto Pmg), ympioor (véa 1 emdeivoon), DRESS kot deppatikd éhicog
(oTPOYYLAT], AVOIKTY TANYT OTO SEPLLO LEGM TG OTOTOG UITOPEITE VOl OEITE TOVE VITOKEIIUEVOLS 1GTOVG),
UTOpEl VO TPOLGLAGTOVV e yvOoTn GLUYVOTNTA.

Ava@opd avemOOunTOV EvEpyEL®OV

Edv mopatnpnoete kamoto avemiQOunt evEPYELN, EVILEPDGTE TOV YLOTPO 1) TOV PUPUOKOTOLO GOG.
Av10 1oyt Kot Yo kéBe mbavr avemBountn evépyela Tov Oev AVOPEPETAL GTO TAPAV GUALO 0dNYIDV
xprons. Mropeite emiong va avagépete avemBounteg evépyetes ansvbelog, péEcm Tov eBvikov
GLGTHILOTOG OVAPOPAS TTOL avaypapeTol 6to Tlapdptnua V. Mécm g avapopdc averdountov
gvePYELDV pmopeite vo, fondnoete 6T GLAAOYN TEPICTOTEP®V TANPOPOPLDOV GYETIKA UE TNV ACPAAELN
TOL TTAPOVTOS PAPLAKOV.

5. Hog va pvracoete To Leflunomide Zentiva

To @apuako ovtd TPETEL VO PUAACCETAL GE PEPT) TOV OgV TO PAETOVV Kol OV TO POAVOLY TO TOdLA.

Na pn xpnoiponoteite avtd To0 PAPUOKO LETA TNV Nuepounvio ANENG mov avaeépetat 6to Kovti. H
nuepounvio Aéng eivor n televtaio NUEPA TOL PAVE TTOL OVOQEPETOL EKEL.

Dvrdcoete oTNV OPYIKT) CUCKEVOAGIA.
Mnv metdite eApUAKO GTO VEPS TNG AMOYETELONG N OTA OIKLAKA amoppippata. Potote to

(QOPUOKOTOLO GO MG VO TETAEETE TO PAPUOKO TTOL OEV YPTNOLUOTOIEITE Tl AVTA To. PETPaL Oa
BonBnoovv oty Tpoctacio Tov TEPPAAAOVTOG.
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6. Iepreydpeva TS GLOKEVAGIOG KO AOLTEG TANPOPOPIEg

T ngpréyer o Leflunomide Zentiva
- H dpaoctikn ovoia gival  Aeprovvopion. Eva exucodloppévo pe Aemtod LUEVIO d10KI0 TEPIEEL

100 mg AgpArovvouion.

- Ta dAla cvotatika gival: duvio apapocitov, tofdovn (E1201), kpoorofidovn (E1202),
téAxng (ES53b), mupitiov 0&eidio koAhoeldég avodpo, payvnoto ateatiko (E470b) kot Aaxtdln
povobdpikn otov mupnva Tov diokiov, kabag eniong tdAxns (E553b), vepouehdoln (E464),

Titaviov 010&gidto (E171) kot moAvaBuievoyivkoin 8000 otnv emucdioym.

Epedavion tov Leflunomide Zentiva kon wepieyépeve TG 606KELOGIOG

Ta Leflunomide Zentiva 100 mg emucoloppéva pe Aemtd vpévio diokiao eivor Aevkd mg vTOAELKA Kol

GTPOYYVAL.

21N pio TAELPE TOVG PEPOVY TO SLOKPLTIKO Yvdpiopa: ZBP

Ta diokia eivorl cuokevacUEVa o KOWELEG.
AwtiBevtan og cuokevaoio Tmv 3 diokimv.

Kéroyog Aderag Kvkrhogpopiag
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Togyk Anpokportio

Hopackevactiig

Opella Healthcare International SAS

56, Route de Choisy
60200 Compiegne
Todhio

INo omoladnmote TANPOPOPio. GYETIKG, LLE TO TAPOV PUPUAKEVTIKO TPOTOV, Tapakareiche va

angvBouvbeite otov TomKO avTpdcwTo Tov Koatdyov tng Adsiog Kuihopopiog:

Belgié/Belgique/Belgien
Zentiva, k.s.

Tél/Tel: +32 (78) 700 112
PV-Belgium@zentiva.com

Bbarapus

Zentiva, k.s.

Ten: +35924417136
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com

Danmark

Zentiva Denmark ApS

TIf.: +45 787 68 400
PV-Denmark @zentiva.com
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Lietuva

Zentiva, k.s.

Tel: +370 52152025
PV-Lithuania@zentiva.com

Luxembourg/Luxemburg
Zentiva, k.s.

Tél/Tel: +352 208 82330
PV-Luxembourg @zentiva.com

Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary @zentiva.com

Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com



Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany @zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EALGda

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece @zentiva.com

Espaiia
Zentiva Spain S.L.U.
Tel: +34 671 365 828

PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France @zentiva.com

Hrvatska

Zentiva d.o.o.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland @zentiva.com

Island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland @zentiva.com

Italia

Zentiva Italia S.r.l.
Tel: +39 800081631
PV-Italy @zentiva.com

Kvnpog

Zentiva, k.s.

Tni: +30 211 198 7510
PV-Cyprus@zentiva.com

Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

To mapov evAlo 0dNYLOV YpfioNs avadempOnke Yo TeElevTaio eopa Tov {MM/EEEE}
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Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands @zentiva.com

Norge

Zentiva Denmark ApS
TIf: +45 787 68 400
PV-Norway @zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z o.0.
Tel: + 48 22 375 92 00
PV-Poland @zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal @zentiva.com

Roménia

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 23918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com



Addeg TNYEG TANPOPOPLOV
Aemntopepeic TAnpoeopieg yia to appako avtd eivat dtabéoipeg 6to dikTvakd TOTo ToL Evpmmraikon
Opyaviopot ®oppdxwv: https://www.ema.europa.eu.
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