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IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide ratiopharm 10 mg emkaAvppévo pe Aentd vpuévio diokio
Leflunomide ratiopharm 20 mg emkaAvppévo pe Aentd vpuévio diokio

2. ITOIOTIKH KAI TOXOTIKH XYNOEXH

Leflunomide ratiopharm 10 mg emikaAvupéva pue Aemtd vuévio diokio
Ka6e emxatoppévo pe Aemtd vpévio diokio mepiéyel 10 mg AepAiovvopiong.

Leflunomide ratiopharm 20 mg emikaAvupéva pue Aemtd vuévio diokio
Kabe emxatoppévo pe Aemtd vpévio diokio mepiéyel 20 mg AepAiovvopiong.

"Exdoya pe yvoot dpdon

Leflunomide ratiopharm 10 mg emikodvuuéva ue Aemwrd vuévio diokio

Kabe emxaioppévo pe Aemtd vpévio diokio mepiéyel 76 mg Aoktolng kot 0,06 mg AekiBivng coyag.
Leflunomide ratiopharm 20 mg emikodvuuéva ue Aemrd vuévio diokio

Ké0e emkaivppévo pe Aemtd vpévio dtokio mepi€yet 152 mg Aaxtdlng kot 0,12 mg AekiBivng cdyloc.

TMa tov TAfpn KeTdroyo TV ekddY®V, PA. mapdypogo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemto vuévio dlokio (S1okio).

Leflunomide ratiopharm 10 mg emkaivppévo pe Aentd vuévio dickia
Agvkd £m¢ VITOAEVKO, GTPOYYVAD ETIKOAVUUEVO LE AETTO LUEVIO SIOKIO LE SLAUETPO TEPimov 6 mm.

Leflunomide ratiopharm 20 mg emkaivppévo pe Aentd vuévio dickia
A€gVKO MG VTTOAEVLKO, GTPOYYVAD EMKOAVUUEVO LE AETTO VIEVIO SIOKIO e SIAUETPO TTEPimov 8§ mm
KoL Ypoppn duyotéunong ot pio mievpd tov diokiov. To diokio pumopet va dtoywpiotet o€ dvo ioa

HEPM.

4, KAINIKEY TAHPO®OPIEX
4.1 OgpomevTikég evosiEelg

H AepAiovvopidn evdsikvotar yio TV ovIYHETOTIOT EVNAIKOV acOevav pe:

. o&ein pevpoToetdn apbpitida G «OVTIPEVUATIKO PAPUAKO TPOTOTOUTIKO TG VOGOLY
(DMARD).
o oeio yopraokn apbpitida.

[Ipdopatn 1 tavtdypovn Bepaneio pe NTATOTOEIKE 1) OLLATOTOEWKE OVTIPEVHATIKA PApLLOKOL
tpomomonTikd ¢ vocov (DMARDS) (m.y. pebotpe&dtn) punopet va €xel cov amotérecpa avénpévo
Kkivduvo cofapdv averBopnitov evepyeidv. ' avtod, n Evapén g Oepanciog pe Acprovvouion Oa
TPENEL VL ANQOEL TPOGEKTIKG VITOYT GE GLVIVAGUO LE TNV AvaAoYio OPELOLS/KIVOVVOU.

Emum\éov, petdraén omd ) Aeprovvopuion o éva GAlo DMARD ywpic va akolovOnoet ) dtodikacio
éxmloong (PA. mapdypagpo 4.4) propei va avénoet tnv mbavotnta emmrpdcheTmv KIvovvev yio

avemBounteg evEPyELEg KO KOl Ylol LEYAAO JLAGTNIO LETE T LETATAEN.

4.2  Aocoloyio Kol TPOTOG YoPNYNONS



H Bgpancia Oa mpémet va apyilel Kot vo mapakorovdeitat omd yrorpods mov £xovy eumelpio ot
OepameVTIKY AVTILETMTION TNG PEVHATOELO0VE 0pBpiTIdog Kol TG WOPLaGIKNG apdpitidag.

H oAavivoapvotpavoeepdon (ALT) (1 yhovtopiky moposta@uAtkn Tpaveapvior opod (SGPT) ko
pa yevikn e€€taon aiplotog mov vo TeEpAaUPAVEL TOV TOTO T®V AEVKOV Kol TO ALILOTETOAO, TPETEL VOL
EAEYYOVTOL CLYYPOVAS KO LE TNV 1010 GLYVOTN T

. 7PV oo TV Evopén T AEQAOVVOUIONG

o Ka@0e 300 efdouddEg KATA TOVE TPMTOVG 6 UAVEG TNG AY®YNG KoL

o ot ovvéxelao kabe 8 eBdouadeg (PA. mapdypago 4.4).

Aocoloyia

. 21 pevpotoedn apbpitda: | Bepomeio pe Aeprovvopion apyilel cvvnbag pe 100 mg mg o6om
@optiong, epanaé nuepnoimg yia 3 nuépes. [apdietym g d0o1g POpTIoNS THAVOV Vo HEIDCEL
ToV Kivduvo avemfountov evepyetdv (BA. mapdypago 5.1).
H ocvvietdpevn d6om cuvrrpnong eivor 10 mg éwg 20 mg Aeprovvouiong epamas nuepnoing
avéioya pe tn Bapdtnta (evepydtnra) TG VOGOUL.

. v yoplootkn apbpitida:  Oepomeio pe Aeprovvouion apyilel cuvhboc pe 100 mg wg 6d6om
@OPTIONG, £QATOE NePNCiS Yo 3 NUEPES.
H ocvvietdpevn d6om cuvripnong givor 20 mg AepAiovvopiong epdmas nuepnciog (PA.
napbypapo 5.1).

H Oepanevtikn dpdorn cuvnbmg eppaviletal petd amo 4-6 gfdopdadeg kot Svvatov vo vdpéet
TepoltéP® Pertioon petd and 4-6 pnveg.

Eidixoi whnBoouoi
Agv cuvieTdTon TPocapproyn G 000G o€ acbeveis [e NG LOPPNG VEPPIKT| AVETAPKELD.

Agv amaiteitol Tpocappoyn g 60omg oe acbeveic nhikiag peyoldtepnc tmv 65 eTmv.
Houdrorpixog ninQvouog

To Leflunomide ratiopharm &g cuvietdton o€ acbeveic kato tov 18 etdv, £me1dq N
OTOTEAECUATIKOTNTO KOl 1] AGPAAELL TOV dgv £yovv Kabiepmbel oTn veavikn pevpatoedn apbpitida

(BA. mapdaypoeo 5.1 kar 5.2).

Tpdroc yopnynong

Leflunomide ratiopharm 10 mg emikaAvppéva pue Aemwtd vuéVio dioKio

To Leflunomide ratiopharm mpoopiletar yio and otopatog xpnon. Ta diokia wpénel va KatamivovTol
0AOKAN A, UE ETOPKN TOGHTNTA VYPDV. TO T0G0GTO amoppdENONS TG AEPAOVVOUIONG eV
ennpealetor av AneOei ue v TpoQn.

Leflunomide ratiopharm 20 mg emkaivppévo pe Aentd vuévio dickia
To Leflunomide ratiopharm mpoopiletar yio and otopartog xpnon. Ta diokia Tpénel va katamivovTol
HE eMapKn TocOTNTA VYP®Y. To TOG0GTO AmoPPOPNONG TNG Ae@AoLVOLIONC dev emnpedleTon ov Anedel

LE TNV TPOOT.

4.3  Avrevdsieag

o YrepevoioOnoia (edcotepa mponyovuevo civopouo Stevens-Johnson, to&ikn emdeputkn
VEKPOAVGT, TOAVHOPPO EPpVONUA) GTN SPACTIKH 0VGI0, GTOV KOPLO dPUCTIKO HETOPOALTN TNV
TEPLPAOVLVOUION, OTIG apayideg 1 TN 0Oy 1] GE KATO0 OO TO, EKO0Y 0 TOL OVAPEPOVTAL GTIV
mapdypoeo 6.1.

o Acbeveic pe dotapayn T NTOTIKNG AELTOLPYiaG.

. AocBeveic pe Bapiag popeng Kataotdoelg avosoavendpkeag, m.y. AIDS.
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. Acbeveig pe onuavTiKd dtatapayuévn AEITOVPYIio TOL HVEAOD TOV 0GTMOV N CTLLOVTIKY OVOLLLia,
Aevkomevia, ovdetepomevia 1 Opoppomevio Tov oEeideTal oe d1OPOPETIKA aiTiol Ao TN
PELVUATOELON N YOPLOGIKY opOpiTida.

o AocbBeveic pe coPapéc houméerlg (BA. mapdypago 4.4).

. AcBeveig pe pétplog £mg cofapng LOPPNG VEQPIKN AVETAPKELD, ETELON OEV VILAPYEL EMUPKNG
KAWVIKN epmelpio o€ auT TNV Opddo TV 0cbevav.

. AocBeveig pe Baplig LOpONG VIOTPMOTEIVALLIA, TT.). GE VEPPOGIKO GUVOPOLO.

o "Eyiveg 1 yovaikeg pe mbovotnto tekvonoinong ot 0moieg dev ypnolomolohy a&lomot
AVTIGOAAN YT KATO, TN OLAPKELL TG OYMYNG UE AEPAOVVOUION Ko LETE, amd ovTH OGO YPOVIKO
ddotnua Ta ETined TOL dPOOTIKOD PETAPOAITN 6T0 TAGC U givar TepioaOTeEpO 0md 0,02 my/l
(BA. mapaypago 4.6). H kdnon mpénet va £xel amokAelsOel mpv amd tnv Evapén g aymyng He
Ae@AovVOLLION.

o IMuvaikeg mTov OnAdLovv (PA. Tapdypapo 4.6).
4.4  E1dwkég TPOEIOOTOUGELS KUl TPOPVAGEELS KATE TN Y p1ioT

Agv GLVIGTATOL 1] GUYYXOPYNOT| LE NIATOTOELKE 1 OLLLOTOTOEIKA OVTIPEV LATIKA (AP LOKOL
tpomomonTikd ¢ vooov (DMARDS) (w.y. uebotpe&drn).

O dpaotikog petafoiitng g Aeprovvouidng, A771726, &xetl peydin numepiodo (oNG oL avépyeTol
ocuvnBomg oe 1-4 efdopadec. Mmopel va Tapovaiacfovv cofapés avembounteg evépyeteg (.y.
Nnatoto&koTNTA, UATOTOEIKOTNTA 1) AAAEPYIKES OVTIOPACELS, PA. IO KAT®), AKOUT KOl 0V €XEL
Sdwkomel 1 ayoyn pe Aepiovvopion. [V avtd, dtav mtapovciachovv TéToleg TOEIKOTNTES 1] AV Yo
omotlodnmote dALo Adyo o A771726 ypelactel va kabopiotel omd To coua, 1 dudikacio Ekmivons Oa
npénet vo, akoiovdnOel. H diadikacio pmopel va emavainedel 6co givarl kKAvikd avaykaio.

e mepintwon embupiog Tpog KHMoN 1 aKoVCLOG KUNGEMS Yia TN dtadikacio EKTAvong Kot TiG GALES
GUVICTOUEVEG EVEPYELES, PA. Tapdypopo 4.6.

Hroatkéc ovtdpdogic

Zravia avoeépOnkay TEPITTOGELC GOPapnc NTATIKAG PAGLNG, TEPILAUPBAVOLEVOV Kl TEPITTOCE®V LE
potpaio KatdAnén, Kotd m Sipkeln e aywyng Le AepAovvopidn. Ol TepiocdTEPES TOV TEPITTOCEDV
gupavicOnkoy evtog TV TPOTOV 6 UNMVOV TNG Ay®YNS. ZUYVA VINPEE TAVTOYPOV Oy®YN LE GALN
NTATOTOEIKE PAPLLOKEVTIKA TTPoToVTa. Oempeital ovo1ddovg onuaciag va, akolovBovviotl ovoTnpd ot
GLOTAGELS TOPAKOAOVON TG,

H ALT (SGPT) npénel va eEléyyeton mptv amd v Evapén tng Ae@Aovvopuiong Kot pe v idwa
oLVOTNTO UE TNV omoia dievepyeital yevikn e€€taomn aipatog (kdbe 000 efOoUAdES) KOTA TOVG
TPOTOVG 6 UNVEG TNG AyYNG Kol 6T cuvEyeln kibe 8 gfdopddec.

INa ovénoeig tov tipnmv g ALT (SGPT) ot omoieg givar StmAdcieg EmG TPUTAAGIEG GO TO OVATEPO
Op10 TOV PLGLOAOYIKMV, Ba Tpémet vo AneOel vTdyn 1 peiwon g d6ong amd 20 mg oe 10 mg kot Oa
npénel va Se&dyetan efSopadiaio maparxorovdnen. H yopriynon Aeplovvopiong mpénet v diokomel
Kot vo apyioetl 1 dtadtkocio Ektivong, epdcov 1 avénon tov tiuov g ALT (SGPT) e€axorovbel va
glvar peyaAvTEPT 0TI TO SUTAGGLO TOV OVATEPOV OPIOL TOV PLGIOAOYIKMV | AV 1| AVENCN TV TIUAOV
™ ALT etvon peyakdtepn omd TO TPUTAGGLO TOV AVATEPOL OPLOV TV PUGLOAOYIKMV TILAV.
Yuviotdton vo cuveyiletal N TapakoAovinon TV NraTkdV eviOU®VY HETA TNV dlakom TG Bepameiog
Ue Ae@AOVVOLION, HEYPL Ta ETimEd TV NAATIKOV VIOU®OV Va ETaVELDOVY GTIG PUGLOAOYIKEG TIUEG.



Ab6y® TOV gVOEYOLEVOL ABPOIGTIKNG NIOTOTOEIKNC OPACTG GUVICTATAL VO ATOPEVYETUL 1] KATAVAADGT
OLVOTVEDLLLOTOG KOTE TN SIAPKELD TNG Oy®YNG LE AEPAOVVOLION.

Enedn o evepydg petaPoritng tng Aeprovvopiong, A771726, decuedetal EKTETAPEVO. [LE TIG TPMOTEIVES
Kol 0mOPAALETOL HECH NTTATIKOV UETAPOMGIOD KO OTEKKPLONG Ord T YOAN], avopéveral 6Tt Ba eivor
avEnuéva to emineda Tov A771726 oto ThGoua o acbeveic pue vrompoteivoupio. To Leflunomide
ratiopharm avtevdeixvuton oe acbeveic pe Papid vronpoTeivarpio 1| S10TAPOYT TNG NTOTIKNG
Aertovpyiog (PA. mapdypago 4.3).

Aotoloyikéc oavTOpPAoELS

Modi pe tov €heyyo ™ ALT, Ba mpémel va devepyeiton pia yevikny e€€taom aijlotog mov vo
ePAaUPAveL ToV THTO TOV AEVK®V Kol TO OUOTETAALN TPV 0td TNV Evapén TG oywyng Me
Aeplovvopidn kabmg emiong Kot Kabe 2 efO0UAIES Yio TOVG TPMOTOVS 6 UNVEG TNG AYOYNG KOl OT1
ouvéyeln kébe 8 efoopadec.

O kivévvog apatoloyiK®v dtaTapaymv avéavetol oe acheveic pe Tpobmapyovoa avolpio, AEVKOTEVIL
N/xar Opopponevia kabnc eniong Kot oe 0cOeveig pe datapoyuévn AEITOVPYIN TOL LLELOD TOV 0CTMV
1N o€ gKeivovg TOL €lval 6€ KiVOUVO KATAGTOANG TOV HVEAOD TV 06TAOV. EQdcov mapovciacHoiy
tétoteg dpdoelc, Ba mpémet va AneOel vrdyn 1 Exmivon (PA. TO KAT®) TPOKEWEVOL VO HEWOOLV TaL
enineda tov A771726 610 TAGGLO.

Xe mepinToTn EUEAVIONG GOPAPOV ULUATOAOYIKAOV OVTIOPACE®DY GUUTEPIAAUPOVOLEVNG TG
noykvtTaponeviag 0o mpénet va dokonei to Leflunomide ratiopharm ot omowadnmote cuvodds

LVELOKOTAGTAATIKT oyy™ Kot 0o pémel v’ apyicel n dtadikacio EKTAVGNC TG AEPAOVVOUIONG.

2VVOVOOUOL HUE AAAEC QYOYEC

IIpog 10 TapoV dev €xel PeAeTnBel EMOPKMG OE TLYOMOTOMUEVEG SOKILES 1] GLYXOPN YO
Ae@AovvouidNG pEe avOEAOVOGLOKE TOV YOPNYOVVTUL GE PEVUATIKEG VOGOLG (T.). YA®POKIvY] Kot
VOPOELYADPOKIVT), EVOOUVIKA 1 0O TOL GTOUOTOG XOPNYOVUEVO ¥pVcd, D-mevikidhapivn,
alabelompivn kot GALOVG AVOGOKATAGTAATIKOVS TOPAYOVTEG TEPILOUPAVOLEV®Y TV ATTOKAEIGTMOV
tov alea Iapayéviov Nékpmong Oykwv («Tumour Necrosis Factor alpha-Inhibitors») (ue e€aipgon
) peBotpebatn, PA. mapdypapo 4.5). O kivévvog mov oyetiletor pe T cvvovacuévn Bepamneia,
Wwitepa LETA ad TOPATETAUEVT aymYT], Eivan dyvomotog. Eneldn tétota Oepamevtikn aymyn umopsi
Vo TPOKOAEGEL 0OPOLGTIKY 1 AKOUT Kol GUVEPYLGTIKY ToEIKOTNTO (.Y, NratotoéikdmTa 1} TokoTnTo
TOV O{[OITOG), OV CLVIGTATOL GLVOLOCUOG e GAA0 DMARD (avTipgupotikd pApUOKO TPOTOTOTIKO
g vooov) (m.y. pebotpe&arn).

Zuyyopnynon e TEPLPAOLVOUIONG e TN Ae@AOLVOLION dev cuVieTATAL, 0POD 1| AEPAOVVOUION elvar
LNTPIKT OVGIN TG TEPLPAOVVOLIONG.

Metdrtoén og GALN QAPLLOKO.

Aol 1 Ae@AovVOpION TOPAUEVEL OPKETO SIACTNLLO GTOV OPYOUVIGLO, Lia HeTdTaln og £va dALO
DMARD (m.y. puebBotpe&artn) ympic va dte&oybei n dradikacio EkmAivong (PA. wo kdtw) pmopel va
avénoet v ThovotnTa EMIPOcHET®V KIVOHV®Y OKOUN KOl Y10 LEYOAO SAGTNHO LETE TN HETATAEN
(.. CAANAETIOPACEIS KIVITIKNG, TOEIKOTNTA OPYAV®V).

[Mapopoimg pia Tpoéceatn Bepomeio pe NratoToScd 1 AlLaToTOEIKE POPUAKEVTIKE TPOTOVTA. (TT.Y.
pebotpelarn) umopei va £xel oav amoTEAEG O ADENON TV avemBuunT@V evepyeidv. ' avtd n
évapén g Bepomeiog pe AepAovvopidon Ba mpénet vo AneOei TpocekTiKd LITOYN g GLVOVACUO UE TNV
avaAoyio OPEAOVS/KIVOHVOL KOl GUVIGTATOL TTO GTEVH TAPAKOA0VONGT KOTA TNV apyIKn PACT TNG

petdraéng.

Agppotikéc avTtiOpAoELC




e mepinton eEEAKMOEME TOV GTOUATOC Ba TPEMEL VOL SLOKOTEL 1] YOp1YNoN AepAovvouidonc. Xe
aobeveic o1 omoiot avTipeTOTicONKaY BEpUmeVTIKA e AEPAOVVOLIOT avaEEPONKAY TOAD OTavieS
TEPMTOCELG cLVOPOLOL Stevens Johnson 1) To&ikn| emdeppukn vekpoivon Kot PapprokevTikng
Avtidopaon pe Hoowooidia kot Zvotnpatikd Zopatopata (DRESS). Molig yivovy avtiAnmtég
SEPLOTIKEG aVTIOPAGELS T)/KOL AVTIOPAGELS TV PAEVVOYOVOVY Ol 0TTOLEC dNUIOVPYODV TNV LTTOYid Yol
tétoleg coPapic avtidpdoseig tote o Leflunomide ratiopharm kot oroladnmote GAAn evéeyouévmg
oLV000G aymYT| Bo TPEMEL Vol S1aKOTOvV Kot VoL apyiceL dpES®G 1 dtodtKacio EKTAVGNG TNG
AEQPAOLVOLIONG. X TETOLEG TEPIMTMGELS EIVOL OVOIDOOVE CNUAGIAG 1 TANPNG EKTAVGN. € TETOLEC
TEPUTTMOOELG avTeVOeikvuTI emavikOeoT otn AepAovvouidn (BA. mapdypagpo 4.3).

DLvKTovOdNg Woplaon Kot exdeivoon g yopiaong Exovv avaeepbel LeTA amd Tn ypnon
Ae@lovvouiong. Atokom g oywyng mlavov va e€etaotel Aappdvovtoc voyn m voco tov acbevoic
KOl TO 10TOPKO.

AgpLoTikd EAKT UTOPEL VO ELPAVIGTOVY KaTd T d1dpKela TG Oepameiog pe AeAovvopion. Av
VIAPYEL VTTOYIN Y10 OEPUATIKO EAKOG GYETILOUEVO LE TI AEPAOVVOLION 1 OV TO SEPUATIKA EAKT
gUpEVOLY TTopA TNV KatdAANAN Bepameia, Oa mpémet va eEetdleton 1 draom g AepAovvouidng Ko
va dtevepyeital mAnpng dadikacio Ekmivone. H amdgaon yio emavévapén e AepAovvopiong petd
amo depuatikd EAkn 0o Tpémel va Paciletal 6TV KAVIKTY EKTIUNGT] Y10 TNV EXAPKT] ETODAWDGT] TOV
TPOVUOTOG

Meiopévn emoOAMGT TOL TPUDIOTOC LETE aTd YEPOVPYIKT ETEUPOOT UTopEl va Tapovciacbei og
aoBeveig katd ) didpkea g Bepaneiog pe Aeprovvopidn. Baost atopung a&loddynong, propsi va
eEetaotel 10 evgyopevo dlakomng TG Bepaneiog e AEPAOVVOUION KOTE TNV TEPLEYYEPNTIKY TEPTOO0
Kot vo yopnynOei pia Stadikacio EkTAvone, OTmS TEPYPAPETUL TAPUKAT®. 1€ TEPITTMON SOKOTNG, M
amoOQOoT Vo cuveXIoTEL | Ae@Aovuvopidn Oa mpénet va, faciletor otny Khvikn a&loAdynomn g
EMOPKOVS ETOVAMOTG TOVL TPAVLATOG,

AowdEelc

Eivotl yvooto 011 popUoKeEVTIKAE TPOTOVTO TOV £X0VV OVOCOKATAGTOUATIKEG 1O1OTNTES - OTIMG M
AEPAOVVOLOT - SUVATOV VA, EVALGHNTOTOMGOVY TEPIGGATEPO TOVS 0eOeveig 6 AoUDEELS,
GUUTEPILAUPAVOLEV®VY KOL T®V EVKOPLUKOV AotpdEemv. Ot Aoluméels, pmopel va eivar coPapotepec
amd 61l GLVNOOC Kot YU aVTO PIOPEL Vo, XPELOGOEl TPAOUN KoL TO EVTIOTIKY Ay®YT. TNV TEPITTOON
OV TTOPOVGLOGTOVV LN EAEYYOUEVEG AOUDEEIS Paptds popenc, iomg kpBel amapaitnto vo dtokomel N
Oepameio pe AepAovvopion kot va okolovOndei dtodikacio EkTAVGNC, OTWOC TEPIYPAPETOL TTLO KATM®.

Yravieg teputtwoelg [poiovoag [oivestiokng Agvkoeykepoaronddeiag (ITIIA) éxovv avapepbei o
acBeveic mov Aaufdavovy Aeplovvouion peta&d GAL®Y 0VOGOKATACTUATIKOV.

Ipwv v évapén g Bepanevtikng aywyng, 6Aot ol acBeveic Tpémel va a&loA0yoDVTOL YioL EVEPYN M UM
gvepyn («havBavovson) UUATIOGCT), GOUPOVO LUE TIG TOTIKEC GVOTAGEIC. AVTO UTopEl va
TEPIAAUPAVEL TO 10TPIKO 1GTOPIKS, TOOVY TPOTYOVUEVT] EMAPT LLE PLUOTIOOT], KON KOTAAANAN
SA0YN OT®G OKTIVOYPOPIo TVELLOVOV, SOKLULOGTO QLUUOTIVIG KoL/ SOKIUN Y-IVTEPPEPOVTG, OTMG
gpappoletar. YrevOopiletal 6Toug cuVTayoypaeous 0 Kivouvog WELdmY OpVNTIKOV OTOTELECUATOV
0TN OEPUOTIKN SOKIHOGIO OTN QLUOTIVN, E101KE o€ acbeveig Tov eivan coPapd dppmotol iy
avocokatactaApévol. Ot acheveic Le 10Toptkod puuatimons Tpénet va TapakolovBodvTol TPOCEKTIKA
AOY® TG mBvOTNTOG EMOVEVEPYOTOINONG TNG AoimENnG.

Avtidpaoeic and To OVOTVEVGTIKO

AlGpeon mvevpovondOeta, Kabmg Kot OTAVIEG TEPITTMOGELS TVEVLOVIKNG LIEPTOCTNG £XOVV avapepDel
Katd T ddpkeln Oepameiog pe AepAovvopion (BA. mapdypago 4.8). O kivovvog epedvicng Tovg
umopei va avénbei oe acbeveic pe 1otopid ddpeong mvevpovonddetoc. H didpeon nvevpovondadeia
glvar por duvnTikd Bavatnedpa datapayn, 1 oroia prnopet va cvuPei oe o&eia pdon Katd T Sidpreln
¢ Bepamneioc. Ta mvevpovikd copntdpato, dnwg friyxas Kot dOomvola, Umopel va sivor artio yo
dwokomn g Bepameiog Kot yio Tepattépm depehvnor, avaAoyo Pe TNV TEPITTMOON.



TIepupepikn vevpomdosio

Iepumtdoeic mepLpepikng vevpordbelag £xovv avoeepbel og acbeveic mov Aappdvovv Leflunomide
ratiopharm. O neprocdtepot aobeveic Perdtimbnkav uetd and dwaxonr) tov Leflunomide ratiopharm,
®OTO00, OTOTEAEGHLOTO LEAETNC £de1Eay evupela peTaPfAnTdTnTo Kot Kdmotol acBeveic eiyov eppévovta
ocvpntopate. Hukio peyoddtepn tov 60 TV, TOVTOXPOVN YOPNYNCT VEVPOTOEIKMV PUPUAK®OY KOl
StapriTng mhavov va av&avovy tov Kivouvo yio TepLpeptkn vevporadeia. Edv évag acBevig mov
AouPaver Leflunomide ratiopharm avamtoéetl mepipepikn) vevponddeia, va Aoufdvetat veoyn n
dwaornn g Oepoameiag pe Leflunomide ratiopharm kot va mpaypoatonoleiton 1 Sadikocio Eknivong
0L PoppdKkov (BA. mapdypapo 4.4).

KoAitdo

Xe acbBeveig mov AapPavouvv Bepameio pe Aeplovvopion €yxetl avapepOel KoAlTida,
SLUTEPIAAUPAVOLEVIC TG UIKPOOKOTIKNG KOAlTId0G. Ot acBeveic mov Aappdvovy Bepameio pe
Ae@lovvopidn kot eppavifovv aveEnynn ypdvia dSdppota TPETEL Vo, VITOPAAAOVTOL OTIC KATAAANAEG
dyvmotikég eEeTdoels.

Aptnploxn mieon

H apmnplaxn mieon 0a mpénet va eEAEyyetor Tptv amd v Evapén g aywyng Le AEQAOVVOLLOT KOl 0N
GUVEYELD TEPLOOIKAL.

Avamopoywyn (c0oToon Yo Toue GvOpec)

Ot Gvdpeg acBeveic mpémel va lvar evipepot yia evoeyopevn euPpvotolikdtnta Tov oPeileTal oTOV
avdpa. Oa wpémel va S1oacaMiETOL a&LOTIOTN OVTIGVAAN YT KOTA TN S1GPKELD TNG Y®YNS UE
AEQAOVVOLLO).

Agv VAP oVV GLYKEKPLUEVO OESOUEVA GYETIKA LE TOV KivOUVo gUPPLoToIKOTNTOC TOL OQEILETOL GTOV
avdpa. Evtovtotg, oev £xovv dieloyOel peréteg oe melpapotolma Tpokeuévon vo, ektiun el avtog o
€101K0¢ kivovvog. ' va ehayiotomombei avtog o mhavdg kivduvog, ot Gvdpec ot omoiot emtbvpuovy va
TEKVOTOGOLY B0l TPETEL VO, S1UKOWOLV T1| YOp1 YN o AepAovvopiong Kot va Adfovv 8 g
yoreotupauivng 3 opéc nuepnoimg yio 11 nuépec 1 50 g k6vemg evepyomoinuévon avOpaka 4 popéc
v nuépa yo 11 nuépec.

211 cvvéyEln o€ KAOE TEPIMTMOT LETPOVTOL Ol CUYKEVTIPMOGELS TOL A771726 6T0 TAACHA Y10 TPAOTN
@opa. Katdémv petd amod éva didotnua tovddyiotov 14 nuepav Oa npénel va tpocdiopilovrot Kot Tkt
01 oVYKeEVTPOGELS Tov A771726 610 TAdoua. E@dcov kat o1 600 GUYKEVIPOGELG 6TO TAUCUA Eival
Kkt and 0,02 mg/l kot apol TapéAbel tepiodog avapovig TovAdyoTov 3 Pnvmv o Kivouvog
guPpvotolucotnTog eivar ToAD uKpoc.

Awdikacio EKTAVGNC

Xopnyovvio 8 g yoreotupapiving 3 opég nuepnoing. Evoiiaxtikd, yopnyodvral 50 g kdvewg
gvepyomomuévou avlpaxa 4 popég nuepnoimg. H didpketla pog mAnpovg Ekmivong gival cuviwg
11 nuépeg. H d1dpreta pmopei vo tpomonomOel o€ oo Le TIG KAVIKEG 1] EPYACTNPLOKES LETOPANTEG.

TTapepupoin otov Tpocdoptoud TV ETTEIDV 1OVIGUEVOL 0cBEGTION

Kotd m dudpkela g Oepameiog pe Aeprovvouion ko tepipAovvouion (tov dpactikod petaforitn
NG AEPAOLVOLIONG) EVOEYETOL VO TPOKVYEL ECOAAUEVT PEI®ON KATA TN LETPTOT) TOV EMTES®V
1OVIGUEVOL AGPRECTION AVAAOYQ LLE TOV TOTTO TG GVOKELNG OviAVoNG aloPestiov Tov Ba
ypnoporon el (T.y. cuokeLvn AvaALoNG aePiOV aipaTog). Qg ek TOHTOV, EKPPAUCTNKOY AUPBOAIES
OYETIKA UE TNV 0EI0TIOTIO TOV LEIMUEVOV ETTEOWDV 10VIGUEVOD 0GPEGTION TOV TOPOTNPOVVINL GE
aoBeveig mov akoAovBolv aymyn e Ae@AOVVOUION 1] TEPIPAOLVOLIDT). XTNV TEPINTTOON



OUEIGPNTOVUEVOV LETPICEMY, GLVIGTATUL O TPOGOIOPICUOG TNG GVVOAIKNG CUYKEVIPMGTG TV
emméd®V aoPfecTion 0pov dLoPOOUEVOY MG TPOG TN AELK®UATIV.

"Exdoya

Aoxtoln

To Leflunomide ratiopharm mepiéyst Aaktoln. Acbeveic ue omdvia KANPOvVoUKa TpoAfLaTo.
dvoavetiag otn yoraktoln, TANPN avemdpkeld AAKTAONG 1 OLGATOPPOPN NS YAVKOING-YaAaKkTOING
dgv Tpémel vo AapBAvouy anTo TO POPUOKEVTIKO TPOTOV.

Nazpio
To @dppaxo avtd TepiEyel Arydtepo amd 1 mmol vatpiov (23 mg) avd emtkaAvUUEVO e AETTO VUEVIO
dtokio, etvar avtd mov ovopdlovpe «erevBepo vatpiovy.

4.5  AMremopaosig pe GALa QUPROUKEVTIKG TPOTOVTO KUl GALES popPEg alinieniopaocng
Meléteg aAlnAenidopaong Exovv TpayLatonoOel Lovo o€ EVAAIKEC.

Avvarov va ppavicBodv avénuéves avemBountes evépyeleg oe TePinTOOT TPOSPUTING XPNONS N
GLYXOPTYNONG TNS AEPAOLVOLIONG HE NTATOTOEWKE 1] OULATOTOEIKA PUPLAKEVTIKA TPOTOVTA 1 OTOV
akolovbei n aywyn pe Aeplovvouion ympic mepiodo EKTAVLGNC Ao CVTH TO PUPUOKEVTIKA TPOIOVTQ
(BA. emiong 0dnyiec 660V apopd 6to cuvdvacud pe GAAES aywyng, Topdypapo 4.4). ' avto,
GUVIGTATOL O GTEVN TOPAKOAOVONGT TOV NIATIKOV eVEOUMV Kol OLLOTOAOYIK®OV TUPOUETPOV KOTA
TNV 0PYIKN @AoN TS ULETATOENG.

MebBotpe&dn

e o pukpn pedétn (n=30) katd tn cuyyopnynomn Aeerovvopiong (10-20 mg nuepnoimg) e
pebotpeEarn (10-25 mg efdopadiaio) oe 5 and tovg 30 acheveig mapovsiacdnke 2aldcio — 3TAdcIOL
avénon tev nroTikav evodpmy. Ot avénoelc peindnkayv otovg 2 acbeveig petd omd cuvéyion Kot Tov
000 PUPLOKELTIKMY TPOIOVTOV Kal 6€ 3 Hetd amd dlakomn TG Ae@Aovvouionc. Xe dAiovg 5 acbeveig
gpeavicinke tpurAdoio adEnon. e 6A0VE VTG TOLG 0sbeveig ol TIHEG emavHABOY GE PUCIOAOYIKA
enineda, o 2 PETA Ao S10KOT KOl TV OO QOPLOKEVTIKOV TPOIOVI®V KOl GTOVS 3 LE SLOKOTN TNG
Ae@Aovvouiong.

e aoBeveig pe pevpotoeldn apbpitido dev SMGTOONKE KATOO QAPUOKOKIVITIKY OAANAETIOpaoN
peta&d g Aeprovvopiong (10-20 mg/muépa) kor g pebotpe&ang (10-25 mg/efoopndda).

Eppolacpoi

Agv vapyovv StaBECIIO KAVIKE 0£00UEVA Y10 TV OTOTEAEGLOTIKOTNTA KO TV OCQAAELL TOV
euPoAacudV Katd T BepamevTiky aywyn pe ™ Aepiovvopuion. O gpporitacuog pe (dvra
eEacBevnuéva epuforta, motdco, dev cvviotatatl. H poakpd nuicesio (o1 g AepAovvopuiong Tpémetl va
AapPavetar vdym 6tav oyedtdletar n yoprynon evog (dvrtog e€acbevnuévoo gupoiiov petd
dtokom tov Leflunomide ratiopharm.

Bopoeapivn kot AL KOLUOPIVIKG OVTITNKTIKG

"Eyxovv vdp&et avapopég meptotatikmy avénuévov ypdvou tpobpoufivie, 6tav 1 AepAovVOuUION Kot 1
Bapopapivn cuyyopnynnkav. Mia papuakodvuvoptkn aAAnienidopaon e tn fopeapivn mopotnpronie
pe to A771726 o€ o KAMviki @oprakoloyiky peAétn (BA. mapakdtw). Emouévoc, 6toav 1 fapeapivn
GLYYOPNYELTOL, GLVIGTATOL GTEVH TAPUKOAOVONGT TOL d1eBvoic kavovikomomuévou tniikov (INR).

MXEAD/KopTikooTEPOELON

Edv o acBevic Aappdvel non un otepoetdn] aviipieypuovadn edppoko (MZAD) ko



KOPTIKOGTEPOELDT], OLTA UTOPOVV VO GUVEXIGTOVV LETA TNV EvapEn TS Ae@Aovvouiong.

Enidpoon GAA®V QopUOKEVTIKOV TPOIOVTIMV 6T AEQAOLVOLLION:

Xolearvpauivy i evepyomornuévog avlporag

Yuviotdtal 6Tovg acbeveig mov Aappdvouv AepAiovvopidn va punv Aapfdvovy yolestopopivn 1
gvepyomomuévo avpaka oe KoVt Eneld] avTd 0dNyel o€ Taryela Kot onUavTIKY peimon g
ovykévipoong tov A771726 (o gvepydg uetafolritng e Aeprlovvopidng: PA. emiong mapdypago 5)
070 TAAGHO. Zav VTELOVVOG UNYOVICUOG Bempeital 1 SLOKOTN TNG EVIEPONTOTIKNG OVOKOKAMGONG 1)/Kat
HEC® YOOTPEVTEPIKNG dlamidvong tov A771726.

Avogroleic kai emaywyeis oo CYP450

Mehétec avaoToAng in Vitro e avOpdmTIve NIatiké PKpos®UATIO VITOINAMYOLY OTL TO KUTOYP®LLA.
P450 (CYP) 1A2, 2C19 ka1 3A4 epumiékoviot 6T0 HETAPOAIGUO TS AEQPAOVVOUIONG. € o LEAETT
aAANAETIOpaoNC IN VIVO pe TN Ae@lovvouidn kot TN olueTidivn [Un 101K0¢ oG OmOKAEIGTNG TOV
rkutoypduatog (CYP) P450] eviomicOnke EAletyn onuavtikig exidpacng otnv £kBeon tov A771726.
Metd amd cuyyopniynon epimas d6oNg AePAOVVOUIONG G€ dTopo ToL EAGUPOVOV TOAMOTAES 6OCELG
proapmikivng (un edkoc emaymyéag tov Kutoyxpouatog P450), ta péyota eninedo tov A771726
avénonkav katd 40% nepimov, evad n AUC dev petafindnke onuovtucd. O pnyoviopds e dpdong
QTN OEV Elval Gaenc.

Enidpoon tng AepAovvouidne oe AL QOPUOKEVTIKE TPOTOVTOL:

A76 ToV OTOUOTOS OVTICVAANTTTIKG,

e o peAETn 6mov cuyyopMyNonKe M AePAOLVOUIOT] LE KATO10 TPLPOCIKO, Od TOL GTOUATOG
YOPTYOVLEVO, AVTIGVAANTTIKO YA, To omoio mepieiye 30 pg aiBuvudooloTpadiding o vyteig
e0elOVTpLeG dev TopatnpnOnke Hel®ON TNG AVTIGLAANTTIKNG dPAONG KoLl 1 POPLOKOKIVITIKT] TOL
AT771726 N0V €VTOG TOV AVOUEVOUEVAOV 0piv. Mo QopploKoKivnTikh dAANAETiOpaoT [E To. amd TOL
OTOUATOG AVTICLAANTTIKG TopotnphOnke pe tov A771726 (BA. mapakdtm).

O1 ax6A0VOEG POPUUKOKIVNTIKES Kol QUPUOKOSVVOUIKEG LEAETEG QAANAETIOpaoNG dievepynOnKav pe
tov A771726 (xbprog dpaotikdc petoforitng g Aeprovvouiong). Ereidn mapduotec oAANAETIOPACELG
QUPUAKOV UE PAPLOKO OEV UTOPOVY VO OTOKAEIGTOVV Y10, T1) AEPAOVVOUIOT GTIS GUVICTMUEVEG SOGELS,
To 0KOAOLOO OTOTEAECLATA KOl GVOTACELG TPEMEL VO Aapdvovtal vToyT o€ acbeveig Tov
avTipeToniloviol OepanenTikd pe Ae@Aovvouidn:

Enidpaon ot pernayiwion (vnootpopa tov CYP2CS)

Ymipée wo avénon ot péon Cmax kot AUC g pemayAwviong (1,7 ko 2,4 @opég, avtiotorya), HeETd
omd emavarapPovopeveg d6celg tov A771726, vmooniwvovtag 6tLo A771726 etvar €vog avacToAag
tov CYP2C8 in vivo. Eropévag, cuvietdtat Topakolovdnen tav acbevdv pe tantdypovn xpion
QOPUAKEVTIKAV TPoiovI®mV ov petaforifovrol amd to CYP2CS, 6mmg 1 pemayAvion, 1 moKAITaEEAT,
N moyArtalovn N pootyAtalovr), agol evogyetal va £xovv vynAoTePN £KBeOT).

Enidpaon ot kapeivn (vrootpopa CYP1A2)

Enmavaiapfoavopeves d6ceig tov A771726 peiowcav ™ péor Cmax kar AUC g kapeivns (vTdoTpmpa
tov CYP1A2) xatd 18% xat 55%, avtictorya, vrodnimvovtog 6tt o A771726 evdéyetar va etvar évag
Nmog enaywyéag tov CYP1A2 in vivo. Eropévag, To @apuakenTikd tpoidvto mov petoforilovial omd
10 CYP1A2 (6mwg 1 dovro&etivn, 1 ahooetpovn, 1 Beopuirivny kot 1 TiCavidivn) Tpénet va
YPNOUOTOLOVVTAL [LE TPOCOYN KATA TN SLAPKELN TNG BEPUTMEVTIKNG QY®YNG, EMELDN LITOPOVV VL

001 YNGOLV OTN UEIMGN TNE UTOTEAECUATIKOTITOS QVTMV TOV TPOIOVIWMV.

Enidpaom 6to vTocTp®UATO TOV HETAPOPLEN OPYUVIKOVY avioviev 3 (OAT3)
Ymp&e o avénon ot péon Cmax kot AUC g kepaxhdpng (1,43 kai 1,54 eopd, avtictorya), LETA
amo emavariappovopeveg 60celg Tov A771726, vrodnimvovtog 6tL o A771726 givol évog avacToAENS



tov OAT3 in vivo. Enopévmg, cuviotdtol Tpocoyr otav cuyyopnyeital e vrootpdpozo tov OAT3,
Omm¢ M Keakhdpn, 1 PeviuinevikiAdivn, 1 cutpoerolaciv, n tvdoueboakivn, 1 Ketompoaivn, N
(@OLPOCEUION, 1| olUeTIdIVT, | peBoTpesdn, n {idoPovdivn.

Enidpaom oto BCRP (Breast Cancer Resistance Protein — Ilpwteivn Avtiotaong tov Kapkivov tov
Moot00) Ko vTooTpdUeTe ToL ToAvTenTIdiov Bl ko B3 petagopdc opyavikdv avidovimy
(OATP1B1/B3)

Ymp&e o avénon ot péon Cmax kar AUC g poocovPactotivng (2,65 kot 2,51 gopéc, avtiotorya),
HETA amd emavorappovopeveg 06celg tov A771726. Qotoc0, dev vInpEe EPEAVNG ETOPACT) AVTNG TNG
avénong g éxbeong g pocovPactativng oto TAdoua ot dpdon g avaywydong HMG-CoA. Edav
ypMNoLoronfovy tavtdypova, 1 066mM TS pocovPactativng dev mpénel va vrepPaivel Ta 10 mg
epanaf nuepnoing. ['a diio vrootpdpota tng BCRP (w.y. pebotpeEdn, tonotekdvn,
covApacaralivn, daovvopovumikivr, doEopovumikivn) kot tng owoyévelog OATP gdwkd yio Tovg
avaotoAeig g avaymydong HMG-CoA (m.y. cyPactativr, atopPactativn, tpafactativn,
uebotpe€arn, vateyAvidn, pemayAvidn, prooumikivn) 1 tavtdypovn yopnynon tpénel exiong va
yiveton pe Tpocoyn. Ot acBeveic mpémel va mapaxorovBodviatl 6TEVE Yo oM ueio Kol GCUUTTOUATO
vrepPolikng £kBeong ota PapUaKeELTIKE TPOiOVTa Kot Oa Tpémel va eEetdleTon 1 peiwon g 06oNG
OVTOV TOV POPUOKEVTIKMY TPOIOVTWV.

Enidpaon oto amd tov otopatog aviicviinmrikd (0,03 mg abvvroiotpadioing kot 0,15 mg
AePovopyecTpéin)

Ymp&e o avénon ot p€on Cmax kKot AUCo-24 Tng anBuviototpadtoing (1,58 ko 1,54 eopd,
avtiotorya) Kot Cmax Kot AUCq-24 TN Aefovopyeotpéing (1,33 kau 1,41 popd, avtictoya) HeTd omd
enovolopPavoueveg d6celc Tov A771726. Av kot avti 1 OAANAETIOpOCT) OEV OVOUEVETOL VO
EMNPEGCEL SOVGUEVADS TNV ATOTEAEGLATIKOTNTO TV OO TOL GTOUOTOC AVTICVAANTTIK®V, Bo Tpémet va
AapPBavetal vTdym o THIOG TNG BEPUTEVTIKNG AY®YNG TOL OO TOV CTOUATOS OVTICLAANTTIKOV.

Enidpaon ot Bapeapivn (vrdéotpopa tov CYP2C9)

EnavaiapPavopeveg d0celg tov A771726 dev elyav kdmoto enidpacn 0T QOPUOKOKIVITIKY TNG
Bapopapivng S, vmodniaovovtag 6Tt 0 A771726 dev gival ovTe 0VOOTOAENS, OVTE ETAYWOYENS TOV
CYP2C9. Qotoc0, mapoatnprnke po peimon 25% oty kopuern Tov 81e6vong KovovIKOTomUEVOD
mnAikov (INR) 6tav 0 A771726 cuyyopnyndnke ue Bapeapivn 6rmg cuykpidnke pe ™ Papeopivn
uévn. Enopévac, 6tav n Bapeapivn cuyyopnysital, cuviotdtol 6tevi mopakolovdnon tov INR.

4.6 TovipdtnTa, KOO KoL Yyolovyia

Kvnon

Yrdpyovv vwovoleg 0Tt 0 evepydg petafoiitng g Aepiovvopione, A771726 mpokalel cofapég
ovyyevelg dlapaptieg 6tav yopnynOel Katd tn SLAPKELN TNG EYKVUOGVVIG.
To Leflunomide ratiopharm avtevégikvoton katd v gykopocivn (BA. Tapdypago 4.3).

T'vvaikeg o€ avamopay®ytkn nAMKio TPETEL VoL YPNGULOTOIOUV OTOTEAECUATIKY OVTIGUAANYT KATA TN
duapkela g Oepameiog Kot Emg 2 ypovia petd (PA. Topakdto «mepiodog avopovigy) n émg 11 nuépecg
uetd tn Oepameio (PA. TOPAKAT® GUVTOUEVUEVT] «TTEPIOOOG EKTAVGNCOM).

H acBevrig Oa mpénel va yvopilel 6T1 epdcov mapovoiachel kabBuotépnon g eupunvov pucemg 1 Yo
0m0100NTTOTE AOYO VIAPYEL VITOY K KUNCEMG, B0 TPEMEL VAL EVIUEPDGEL AUESHOS TOV 1ATPO YL0L VL
deaybel 10T KUNOEMG KO GTNV TEPITT®ON TTOL ivar OeTikd, T0TE 0 1WTPdC O TPEMel va culntoet
pe v aofevi] tov mBavo kivouvo yia Ty komor. Me v apykr] kabvostépnon Tov KOKAov gival
duvato, OGOV PE®OOVY TaYEMS Ta EMIMEd TOL dPACTIKOV HETOPOAITN amd To aipa epapudlovtag
dlod1kacio amoBoANC TOL PUPUAKOD, OTMG TEPLYPAPETAL TO KAT®, Vo eEAATTOOEL 0 Kivouvog Yo TO
£uPpvo and ™ Aeplovvouion.

e pio pukpn TPoomTIKY PEAETN o€ Yuvaikeg (n=64), o1 omoieg Epevay KoL £YKVEG EVOGM

Adppoavay AeAovvopion yio 6yt TeplocdTEPO OO TPEIC ELOOUGOES HETA T COAANYT KoL
akolovOnoav pa dtadikacio EKTAVGNG TOL PAPUAKoV, OV TaPATNPNONKOV CNUOVTIKESG SLOPOPES
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(p=0,13) 611 cvvolkr| cuyvotnta TV peillovav dopkdv avopalav (5,4%) cuykpvopevn pe Tig 0o
opadec ovykpilong [4,2% oty avtictoyn opdda acBévelag (n=108) kot 4,2% oe vylelg yxveg
yovaikeg (n=78)].

Xe yuvaikeg mov fpickoviol 6€ aywmyn pe Ae@AovvVoUion Kot eTBuoUV Vo TEKVOTOM GOV, GUVIGTATOL
pa oo Tig akoAoL0eg draditkacicg mpokelévo va, emiPePfoiwbet 6Tt To EUPpuvo dev extiBetan o€
T0&1KéG GLYKEVTPMGELG TOV A771726 (cuyKévipmon otdyog katw and 0,02 mg/l):

Llepiodoc avouovig

INo napateTapévn nepiodo avapévetar 6Tt Ta emninedo Tov A771726 oto midcopa Ba eivon Tavo omd
0,02 mg/l. Avauévetat 611 1 ovykévipoon Ba peiwdei kdtm omd 0,02 mg/l 2 ypdvia petd ™ daxonn
NG Oy®YNG HE AEPAOLVOUIO.

Metd amd mepiodo avapovig yia 2 ¥povia, LETPOVTOL YI0 TPMTY POPE 01 GVYKEVTPOGELS Tov A771726
070 TAGGLO.

Kotomy o1 suykevipdoeig tov A771726 oto nAdopa Ba tpénet va mpocsdiopicBodv akdpn o gopd
oV TapéAfel d1aotna TovAdyioTov 14 nuepmdv. EQocov kot ot V0 GUYKEVTIPMOGELS GTO TAAGLO
givar kdtw oo 0,02 mg/l dev avauéverol Kivduvog TepaTOYEVEGNC.

INo neprocdtepeg TANPOPOPIES GYETIKA LE TN SOKILAGIN TOV OELYHOTOG, TUPUKAAOVUE EMKOIVMOVINOTE
LE TOV KATOY0 TNG GdE10g KUKAOPOPIOG ) LE TOV TOTIKO TOL avTimpdommo (PA. Tapdypopo 7).

Awodiaocio EkTAvoNG
A@QOV GTAUATAGEL | AYOYT] LE AEPAOLVOUION:
o yopnyovvtot 8 g yoreotupapiving 3 @opég nuepnoing yo ypovikd dtdotnua 11 nuepav,

o EVAALOKTIKA yopmyouvtan 50 g kdvews evepyomompévou dvBpaka 4 popég nuepncing yuo
yxpovikéd dtdotnua 11 nuepov.

ITop’ 6ha avtd axdun Kot av akolovdndel kdmowa amod Tig dradikacies EkTAvong, amorteiton
emPefainon pe Tig 2 YOP1oTEC SoKIHOTIEG POV TapEADEL SIAGTNO TOVAGYIGTOV 14 Nuepdv Kol pia
7EPI000G OVOUOVIG EVALLGT VO ATTO TOV TPMTO TPOGSOIOPIGHO, TTOV Ol CUYKEVTIPMGELC GTO TAGGLLOL
glvar kdtw amo 0,02 mg/l og ) yoviponoinon.

O1 yovaikeg pe duvatotnTo Tekvomoinong Oa Tpénel va evepdvovTaL OTL LETE T SLOKOT TNG
ayoyNg amorteitol mepiodog avaovig Yo 2 xpovia TPOTov PeiVOuY EYKVEG. TNV TEPIMTMOT| TOV
BewpnBel 611 dev glvar dvvarn n Tepiodog avapovig yia tepimov 2 xpdvia pe xpnomn aEOTeTNG
AVTIGOAANYTG, GUVIGTATOL TPOANTTIKG 1 Evapén pag dtadtkaciog EkmAvong.

Toc0o M yoreoTUpALiv OGO KOl O EVEPYOTOINIEVOS AVOPOKAG O KOVL UTOPEL VO EMNPEAGOVY TNV
amoppOPNON TV 01GTPOYOV®V Kol TPOYEGTAYOVAV, £TGL MOTE VO, UNV £tval duvatd va S106paAlcTel
a&10moT AVTIGOAA YT LE TO OTO TOV GTOLOTOG YOPTYOVUUEVO OVTICLAANTTIKY KOTA T1 Jladtkacio
£KTTAVONG LLE YOAECTUPALIVY 1] EVEPYOTOINHEVO GvOpaKa GE KOVL. ZUVIGTATAL 1] (PN |OT| EVOAAUKTIKOV
uefOd®V avTIcOAANYG.

Onioopodg

Amo peréteg og mepapatdlma TPoKHTTEL OTL 1) AEPAOVVOLION 1| Ol pHeTafoAiTeG TG O1EPYOVTIOL GTO
untpucd yoko. I't” avto, yovaikeg mov OnAdlovv dev emttpéneton va, ApBAvouy AePAOVVOUIO.

Tovipémo

Amoteréopota pereT@v yovipotntog o {da dev £xovv dgiéel emidpaom otV apoeviKn Kot Onivkn
YOVILOTNTA, OALG TopaTnPONKay emiProfeic emdpdoelg oTa OPCEVIKA AVATOPAYOYIKE OpYava GE
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uehéteg tokotnrog emavaloufovouevng doong (BA. mapdypago 5.3).

4.7 EmOopacelg 6Ty tKavOTTO 001]YN61)S KAl YEPLGHOD Ui UVI|LATOV

E@pbdoov mapovsiacBovv avemBounteg evépyeleg tétotec 0mmc (dAn pmopel va ennpedoovy Ty
KavOTNTU TOV 060V Vo GLYKEVTP®OEL KoL va, avTIOpEoeL avAloya. L& TETOIEC TEPUTTMGELS Ol
aoBeveig Ba TpEmeL va 0moQEVYOLV TV 001YNGT) KOL TO YEPICUO UNYOVIHLAT®V.

4.8  AvemOovunteg evépyeleg

IIepiinyn TOL TPOEIA AGQAAELOG

Ot o coVyVa avapeEPOUEVEG AVETIODUNTES EVEPYELEG LE TN AEPAOLVOLION elvat: )Tl avEnon TG
apTNPLIKNG Tieonc, Aevkonevia, Topatcnaio, kepaiadyio, (AN, dSidppoia, vavTio, EUETOG,
datapayéc Tov GTOUATIKOD BAEVVOYOVOUL (T.Y. apOBDdNG oTopatiTidn, EEEAKMON TOL GTONATOG),
KOWAOKO GAyoc, avEnuévn ammAeia poAlmv, Eklepa, e£avonua (copmeptiapfovopuévon Tov
KnAdoPratidddovg e&avinpatog), kvnouog, Enpodeppiia, tevovrodnkitida, avénuévn CPK, avopeéioa,
UTMOAELN COUOTIKOD Bapovg (cuvnbmg un onuavtikn), e£acBévnon, eEAappE AALEPYIKES OVTIOPACELS
Kot a0ENGN TOV NTUTIKOV TopapéTpov [tpaveouvicesg (Wdwaitepa e ALT), Arydtepo cuyva g
vapo-GT, ™ aAKaAIKNG pOopaTaonS, TG XohepvOpivng].

Ta&vounon g ovVaUEVOUEVIC GLYVOTNTOGC:

ITolv ovyvég (>1/10), ouyvég (=1/100, <1/10), 6y cuyvég (=1/1.000, <1/100), ordvieg (=1/10.000,
<1/1.000), oAb omdvieg (<1/10.000), un yvowotég (dev umopovv va, ektiundoiv pe Bdon to dtabicipo
dedopéva).

Evtog xé0e katnyoploag cuyvotntag epedvions, ot avembounteg evépyeleg mapatifevror Kotd
eBivovca celpd coPapdTntag.

Aowaéeis kot mopooitwoels
ETAVIEG: cofopéc Aotuméelg, ovumepthapufavouevng g oyng n oroio, pwropel vo amoPel
Oavaedpa

Onmg Kot GALOL TOPAYOVTES [LE EVOEYOLEVT] OVOCOKATAGTUATIKY OpAcT), 1| AEPAOLVOUIOT UTopEL va
avénoet v evaicOncio e AOUMEEIC, CLUTEPIAUUPAVOUEVOV KOl TOV EVKOUIPLOKADY AOU®EEDV (BA.
eniong mapdypago 4.4). Enopévmg umopei va avénbel n oAtkn cuyvotnto TV AOUOEEDY (E101KOTEPQ
N pwitida, 1 Ppoyyitida Kot 1 TVELHOVIQ).

Neomlaouazo koionln, kaxony kou un kabopiouévo. (repiloufovovial KOGTELS Kol TOADTOIES)
O «ivdvvog kakonetag, £101KOTEPA AEUPOVTEPTAACTIKGOV SLOTAPAYDV, CLEAVETOL [LE TN XPTOT

KOO0V 0VOCOKATUCTOATIK®Y TAPAYOVTOV.

A1070p0yES TOV QUOTOINTIKOD K1 TOD AEUPIKOD GUOTHUATOS

Yuyvég: Aevkomevia (Aevkoxvttapa >2 G/1)
Oy ovyvéc: avaipia, eragpd Bpopporevia (cpometdiio <100 G/1)
EIAVIEG: TAVKLTTOPOTEVIA (TIBAVOV e PNYOVICUO OVAGTOANG TNG TOPAYMYNG), AEVKOTEVID

(Aevkokvtropa <2 G/1), noowvoeiiia
[ToAV omvies: OKOKKIOKLTAPOULIO

[Ipdoeata, n cuyyopnynon N 1 dadoyikn xpnomn dvvnTikd LueAoToEIK®V Paprdkwv Tlavov va
oyetiletol pe LEYUADTEPO KIVOLVO QUUUTOAOYIKDV EMIOPACE®DV.

A1aropaoyéc o0 avosoToINTIKOD GOOTHUOTOS

Zoyvéc: EMULPPEC AALEPYIKEG AVTIOPAGELS

IToAV omévieg: GoPapég avaELAOKTIKES/ AVOPUANKTOEIOELG AVTIOPACELS, ayYELTION,
SUUTEPIAAUPAVOLLEVIC TG OEPILATIKNG VEKPOTIKNG OLyYEUTIONG
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Arazapoyéc tov puetofolionod kor e Opeyne

Yuyvég: avénuévn CPK
Oy ovyvéc: VTOKOALOLpEN, VIEPAMTISALUIN, VTOPMGPOPULLIN
Xrdvieg: ovénuévn LDH

Mn yvootés:  vmoovpryotpio

Poy1oTpIkéc OLaTopoyES
Oy ovyvéc: ayxog

A1070p0YES TOD VEVPIKOD GVOTHUATOS

Suyvéc: napotodnoia, keparadyia, (AN, TEPLEEPIKN VELPOTADELL
Kaporoxés drotapayéc

Xoyvéc: N aENCM TS OPTNPLUKNG TEONG

ETAVIEG: cofopn abénom g apTNPLOKNG TiEoTg

A10T0pOYES TOD AVOTVEDGTIKOD GVOTHUATOS, TOV Owpako, kol Tov uecobwpaxiov

ETAVIEG: duapeon Tvevpovomdbela (cupmepthapufovoprevng e SIAUESN S TVEVUOVITIONG), M
omoia pmopet va amofel Bavoatnedpa

Mn yVOOTéG:  TVELHOVIKT VIEPTOOT)

A1070p0oyES TOV YATTPEVTEPIKOD

Xuyvég: KOAITIOO, GLUTEPIAAUPAVOUEVTG TG UIKPOGKOTIKNG KOMTIONG OTMG AEUPOKVTTOPIKY|
KOAITION, KOAAOYOVIKT KOAITION, d14ppotd, VouTia, EUETOC, SLOTOPUYES TOV
GTOUATIKOV PAeVVOyovoL (T.). apBdong otopatitida, EEEMKMGT TOL GTOUATOG),
KOWALOKO GAYOG

Oyt ovyvéc: SwoTapayéc yevong

[ToAb omdvieg: Taykpeatitida

Arozopoyés T00 BTATOS KOl TV YOAPOPDV

Yuyvég: AvENon TV NRaTIK®OV TapapéTpev [Tpaveapvaceg (Wwitepa g ALT), Ayotepo
ovyva g Yoapa-GT, g ahkolkng pocoeatdongs, e yorepvdpivig]
ErAVIEG: nratitda, IKTepog/xoAdcTooT

[ToAd omdviec: cofoapn PAGHN TOL HTOTOG OTWE NTATIKY AVETAPKELN KOl 0EEL0 VEKPWOOT) TOV NTATOG
7ov pmopel va amoPel Bavatneopog

Arozopoyég T0v dEPUATOS Kot TOD DTOJOPIOD 1GTOD

Yuyvég: avENUEVN ammAglo poAM@V, Exepa, eEavOnua (cvumeptiapfoavoprevon Tov
KnAdoPratidddovg eavOnpatog), Kvnopog, Enpodeppio

Oyt ouyvéc: Kvidwon

IToAd omdvieg: to&kn emdepuiky vekpoivon, ocvvdpopo Stevens-Johnson, ToAOLOPPO £pOON U

Mn yvootég:  deppratiKog epLONUOT®ONG AVKOG, PAVKTOVMONG WmpiaoT 1 emdeivoon Tng
yopiaong, Papuakevutikn Avtidpaon pe Hoowopthia kot ZuoTnHOTIKG ZOUTTOUOTO
(DRESS), deppaticd €lkog

A10T0POYES TOD HDOOKEAETIKOD OVOTHUOTOS KAL TOD GVVOETIKOD 10TOD
Zoyvéc: Tevovtodnkitida
Oy ovyvéc: pnén tévovia

A10TOPOYES TWV VEPPWDV KOL TWV 0VPOPOPDY 00DV
Mn yvootés:  vEPPIKN OVETAPKELDL

Araropoyéc Tov avamopaywyIKod GOOTHUOTOS KoL TOV UOOTOD

Mn yvootés: 0plokéC (AVOOTPEWYIIES) LELDGELS TOV GUYKEVIPOOENDY TOV GTEPLOTOC, TOV OALKOD
apBpod onepuatolwopimv Kot Tng Tayelog KvnTiKOTNTOG
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TeviKég d10T0p0YES Kol KOTAOTAGELS THS 000D YOPHYNONG
Xoyvéc: avope&io, ammAglt couatikoD Bapovg (cuvnBmg un onuavtikn), eEacfévnon

Avapopd mBavoroyovueveVv avemBOUNTOV EVEPYELDY

H avoapopd mBavoroyoduevmy avemiBountmy evepyeumv HeTd amd T Yop1yNnom Adelug KuKAOPopiag
TOL QPOPUAKEVTIKOD TPOidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorlovdnomn e oy€ong
0PEALOVC-KIVOVVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital and Tovg enayyeAUaTieg VYEiNG Va
AVOPEPOVV OTTOEGONTOTE THAVOLOYOVUEVEG OVETIBVUNTEG EVEPYELEG LECH TOV EBVIKOD GUGTNLLATOG
avopopds mov avaypdeeton oto [Hopdptmua V.

49 Ymnepodocolroyia

ZOUMTOUOTO

Ymp&av avapopés xpdviag vrépPacng e dosoroyiog o acbeveig mov EAapav AepAiovvouion oe
nNuepNoLeg 00GELS, Ol 0moieg NTaY TEVTE POPES LEYOADTEPES OO TI GLVIGTAOUEVT NLEPN OO d0GOAOYiN
KkaBdg emiong avapopég yia o&eio vIEPPaon TG d0G0A0YI0G 68 EVAAIKEG KO TOOIHL. TNV TAEOVOTNTA
OVTOV TOV TEPUTTMCEMY VIEPOOGOLOYIAG gV avapEptnKay avembBvunteg evépyeteg. Ot avemBounteg
EVEPYELEC TTOV GUUPOVOVV LE TO TPOPIA AGPAAELNG TG AEPAOVVOLIONG ElVaL: VTTOYAGTPIKO AAYOG,
vavtia, d1dppota, ovénpéva nratikd Evivpa, avorpia, Aevkonevio, kKvnopog kot eEGvonpua.

Avtuetmnion

2V mepintmon Tov epeovicdel vtepdocoroyia 1 TOEIKATNTA, GLVIGTATOL YOAEGTVPOIVN 1| AvOpOKag
TPOKELEVOL va. emiToyvvOel 1 aoforny. Otav yopnyndnke amwd Tov oTOUATOC YOAESTVPALIVY GE dOOT

TV 8 g, 3 popéc v Nuépa Yo 24 dpeg o TPEIS vYLelg eBelovtéc petwbnkay ta enineda Ttov A771726
010 TAdopo Kotd 40% mepimov evtog 24 opadv kot 49% Emg 65% evtog

48 opov.

[Mopatnpndnke 6TL HETA ATO TN YOPTYNON EVEPYOTOMUEVOL GvOpaka (KOVIC TOV YIVETOL EVOIDPTLLOL)
OO TOL GTOUATOG N HEG® TOV PvoyaoTplkod cwinva (50 g avd 6mpo Yo 24 dpeg) PeEIDOnKav ot
GUYKEVTIPMGELS TOV OpaoTikoy peTaforitn A771726 610 mAdcpe o€ 1060610 37% evtdg 24 mpdv Kot
o€ 1060010 48% £viOC 48 wpmV.

AvTég o1 Sradikaoieg EkmAvong prmopel va emavaineBovv, av etval avoykoio KAVIKA.

Meléteg T060 KUTA TNV EQUPLOYT UUOSIOAGNC OGO Kol VTG GLVEYT POPNT TEPLITOVAIKT KABpoN
(CAPD) &de1éav 0t1 0 A771726, KOprog petaforitng g Ae@rovvopidng, oev eival dStoAvTog.

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@oppokodvvoptkés 1010TNTEG

Doppokobepanevtikn katnyopio: Exiextikd avocokatactaltikd, kwdikdg ATC: LO4AKO!1.

Dopuakoloyio og avOpdTOLE

H Ae@Arovvopidn givor £vog avTipeuUaTIKOG TaPEyovToS, TPOTOTOMTIKOG TG VOGOL LE 1O10TNTES
OVOGTOATIKEG TOV TOAAATAQGLUGLLOV.

Dapuokoroyio og Loa,

H Aeprovvopidn givol dpactikn oe HoviEAa Telpopatolomy pe apbpitido Kabdg Kot pe GAAEC
LTOAVOGEG VOGOLG 1] KOl LETOUOGYEVOT], Kupiwg av yopnyndel katd ) edorn gvatcOntonoinong. Exet
VOGOPLOLOTIKGA/ AVOCOKATAGTUATIKE YOPOUKTNPLOTIKE, dPO (OG AVACTOATIKOG TAPAYOVTOS TOL
TOALATAQGLOGLLOV KOl TOPOVGLALEL OVTIQPAEYLLOVMIELS 1O1OTNTEG.
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X HOVTEAQ TTEPALOTOL®OMV LE AVTOAVOGO VOGO, OTOV YopnYNONKe 1| Ae@AOLVOLION KOTE TNV TPOIUN
@aon g EEMENG TG VOGOV TaPOLGIAGONKE 1 LEYIGTI TPOPUAOKTIKT OPAGCT).

In vivo petaforiletor tayémg kot oyeddv mAnpmg oto A771726, 0 omoiog eivat dpactikdg in Vitro kot
Bempeiton 011 lvar vTEHOBVVOG Y10 TO BEPUTEVTIKO ATOTELEGLAL.

Mnyoviopdc dpaong

O A771726, evepydg petaforitng g Ae@Aovvopiong, avaotéAdel To VLo STHOPOOPOTIKN
apuopoyovdotn (DHODH) 6tovg avOpdmovg Kot EMOEIKVIEL OVAGTUATIKY TOV TOAAUTAUCIOGLOD
dpdon.

Klvikn omoteAesuotikdTNTo Kol 0CQAAELD

Pevuarosions apOpitida

e 4 eleyyopeveg perétec (1 paong I kon 3 edong 1) tapovcidcdnke n omoTELECUATIKOTNTA TNG
Ae@Aovvopidng otn Bepameio TN pevpatosdovg apbpitidac. Xt perétn eaong II, pehétn YU203,
ToyotomomOnkay 402 dtopa pe o&eia pevuatosidn apbpitda oe placebo (n=102), oe 5 mg (n=95), e
10 mg (n=101) 1 25 mg/muépa (n=104) Aeprovvopuidnge. H didpkeia aymyng tav 6 pives.

e 6Aovg Tovg acbeveig kotd Tig peéteg paong LI yopnyndnke o apywn 66om 100 mg
Ae@Aovvouiong yio 3 nuépec.

2 perétn MN301 toyaromomOnkav 358 droua pe o&eia peopatogidn apbpitida og 20 mg
Aeplovvopidng nuepnoing (n=133), oe 2 g covipacoralivng v nuépa (n=133) 1 o€ placebo (n=92).
H dudpxeia g aymyng nTov 6 unvec.

H perétn MN303 ftav pie TpoatpeTikn, 6unvn ToeAn cvvéyion s MN301 yopic ™ xopiynon
placebo, kataAnyovtog o€ po cOYKpIon Aeprlovvopiong pe covipacaralivn et 12 punveg.

2 peiétn MN302 toyaromomOnkav 999 dropa pe o&eia peopatoeidn apbpitida oe 20 mg
Aeprovvouidng nuepnoing (n=501) 1§ oe 7,5 mg pebotpelag tnv eBdoudoa ta omoia avénbnkav ce
15 mg efdopadiaing (n=498). H cuuminpopatik yoprynon oikod 0£E0g TV TPOUPETIKT] Kot
yopnynOnke povo oe 10% tov acbevav. H didpketa e ayoyng nrav 12 prvec.

> peiétn US301 tuyoromomOnkay 482 dropo pe o&eio pevpatoetdn apbpitida og 20 mg
Aeprovvopidngmuépa (n=182), oe 7,5 mg pebotpeamc/efdopadiaing avavouevn oe 15 mg v
eBdopada (n=182) 1 o€ placebo (n=118). Orot o1 acOeveic ELafov 1 mg porkov 0&€og 2 Popéc
nuepnoinc. H ddpketo aymyng ntav 12 univec.

H ‘eplovvopion oe nuepriota 66om tovidyotov 10 mg (10 €émg 25 mg otn perémn YU203, 20 mg otig
peréteg MN301 kot US301) tav 6TatioTiKd onuovtikd avatepn évavt Tov placebo g mpog
UEIMOT TOV GNUEIDV KOl CUUTTOUATOV TNG PEVUATOE0VS 0ppitidag Kot oTic 3 EAeYYOUEVES e
placebo pelétec. Ot deikteg avramokpiong kotd ACR (Apepikdviko KoAréylo Pevpatoroyiog) o
peién YU203 Arav 27,7% évavtt tov placebo, 31,9% ota 5 mg, 50,5% ota 10 mg xor 54,5% ota
25 mg/muépa. Ttig peréteg paong I ot deikteg avramoxpiong katd to ACR yio ta 20 mg
Ae@lovvopidng nuepnoing évavtt tov placebo ftav 54,6% évavtt 28,6% (ueiétn MN301) ko 49,4%
évavtt 26,3% (perétn US301) avriotoyo. Metd amd 12 unvav cuvveyilopevn aymyn, ot deikteg
avtomdkplong katd 1o ACR otovg acbeveic vwd Aeprovvopuion frav 52,3% (ueréteg MN301/303),
50,5% (ueiétn MN302) ko 49,4% (pehétn US301) cuykpvopevol pe toug aobeveig vid
covipacaralivn wov ftav 53,8% (uehétec MN301/303), 64,8% (pnerétn MN302) ko 43,9% (pedétn
US301) otovg acBeveic vmod peBotpesatn. Xn peiétn MN302 i Aeprovvopion fTav onpovtiKd
AMyotepo amoterecpatikn amd 0t M pebotpesatn. [lap’ 6Aa avtd, otn perétn US301 dev

opoTN P ONKAY SNUAVTIKES O10pOpES LETAED AepAovvouidng kKo pebotpeEdtng otic kKuplapyeg
TOPOUETPOVS ATOTEAEGLOTIKOTNTAS. Agv TapatnpnOnKe dtapopd peta&d Aeprovvouiong kot
covApacaralivng (nerétn MN301). To arotélecua omd TNV ay®yn AEPAOLVOUIONG TAV EUPOVEG
petd and 1 ppva, otabeponomnOnke péca oe 3 £mg 6 puNveg Kot cuveyioTnke kod’ OAN T dSdpKeLo TNG
ayoyfg.

€ 0L TUYOLOTOINUEVT), SITAN-TVEAN HEAETT, TAPAAANA®Y OPAd®V, U KOT®TEPOTNTOG (NON-
inferiority) cuyKpiOnKe 1N GYETIKN AMOTEAEGLATIKOTITO SVO SLOUPOPETIKDOV UEPTIOLBY dOGEDMV
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ouvtnpnong Aeprovvouiong, nrot 10 mg ko 20 mg. Anod ta anotehéspata pwropel vo cvuvaydet 6TL N
OTTOTEAECUATIKOTITO TTOV TTPOKVTTEL OO T 00T GLVTNPNONG TOV 20 ME TOV TEPICCOTEPO ELVOTKT],
EVD, amd TNV GAAN TAELPA, TO, ATOTEAEGLOTO (O TPOG TNV AGPAAELN EDVOOVGAV TNV TLEPTGLO. OGN
cuvtnpnong tov 10 mg.

THoudiorpixoc minQvouog

H Ae@Arovvopion pehethOnke o€ OV TOAVKEVTPIKT, TUYALOTOINUEVT, OITAT-TVQAT], GUYKPIVOLEVT E
dpaotikn ovoia peAétn og 94 acbeveic (47 avd okéAOG) e TOALAPOPIKT LOPPT] VEAVIKNG
pevpatogldong apbpitidac. Ot acBeveic Nrav 3-17 €TV e evepyn ToAVAPOPIKT LOPOT| VEAVIKNG
PELLOTOELDOVG apBpiTIdag aveEapTnTo Ao TOV TOTO EVOPENG TG VOGOV Kot Ympic vo Exouv AdPet
TPONYOLUEV®DS pebotpeldtn 1 AeAovvouidn. Te avth T LEAETN, 1 SOCT] POPTIOT|G KOl GLVTIPTONG
™G Ae@Aovvopidng Paciotke o€ 3 katnyopieg avaroya pe to couatikd Bapog: < 20 kg, 20-40 kg kot
>40 kg. Metd anod 16 gfdouddeg aymyng, 1 61apopd 610 puiud amdKPIoNG ITAY GTATICTIKA GTLOVTIKNY
v TN uebotpeldtn cOUPMOVA [LE TOV OPIGUO Y10 BEATIOOT TNG VEOVIKNG PELUATOEW0VC apOpitidag
(DOI) >30% (p=0,02). Z10UV¢ 0cbeveic mov avromokpiOnkav, 1 andkpion datnpnOnke yio 48
gpodopddeg (PA. mopdypapo 4.2).

To oy TOV avemBOUNTOV EVEPYELDY TNG AEPAOLVOUIONG Kat TG pnebotpelatng eaivetot va, givat
TOPOUO10, OV KoL 1] d00T TOV YopnyROnke ce acheveic youniov couatikod Papovg odynoe ce
oyeTKa yapnAn €kBeon (BA. mopdypapo 5.2). Avtd to oTorKEl0 dEV EMTPENMOVY OMOTEAECUATIKN KOt
aoQOAN dOGOAOYIKT GVGTAGT).

Ywpraoikn aplpitido,

H amoteleouatikdma g AePAOVVOUIONG 0modelyOnKe Ge pia EAeYYOUEVT] TUYOLOTOINUEV SITTAN-
T nerét 3L01 og 188 acbeveig pe yopracikn apbpitida, oTovg omoiovg yopnyndnkav 20 mg
nuepnoionc. H ddpketo g ayoyng tav 6 unves.

H Aeprovvopidn oe nuepnola d6om 20 mg NTov GNUAVTIKA avaTePT Evavtl Tov placebo og Tpog )
peimon Tov cvurtopdtov g apbpitidag oe acbeveic pe yopraokn apbpitida: ot katd PSARC
(deikteg avTamokplong yia ) Oepancio g yoplactkns apbpitdag) avramokpices ntav 59% oty
opado g Aeprovvopiong kot 29,7% oty opdda tov placebo yia 6 urveg (p<0,0001). H
OTOTEAECUATIKOTNTO TNG AEPAOVVOUIONG 6T PerTimon Tng Asttovpyiag Kot 6T peiwon Tov PAafov
dépLaToc NTav HéETpLa.

Meléreg peta v kvkAopopio Tov Tpoiovrog

Mo toyotomompévn HeAETN a&loldyNnGe T0 TOGOGTO AVIATOKPIGNS TNG KAVIKTG
amoTEAECUATIKOTNTOG o€ acbeveic pe mpoyun PA mov dev €yovv Adfet oto maperdov DMARD
(n=121), xatd v omoia éAaPav gite 20 mg, gite 100 mg Aeprovvouidng o€ 600 mTAPUAANAES OLAOES
Katd T S1EPKELD TOV TPV TPADTMV NUEPDV TNG STANG TVEANG TepLodov. H apykr| mepiodog
akolovOnOnke amd pio avoryt TEPI0G0 GLVINPONS TPV UNVOV, KATA TN S1GPKELN TG OTOL0G Ko Ol
dv0 opadec Ehafav 20 mg Aeprovvopidng nuepnoing. Kavéva emmposbeto cuvolikd 6@erog dev
mapatnpnonKe otov TANBVGIO TOV PEAETNONKE e TN YPNOT TOL CYNUATOC e dOam POpTIonS. Ta
O€dOUEVO AGPAAELNG TOV OTOKTNONKAV Kot 0o TIG V0 OUASES OY@YNG NTAV GOUP®VE LE TO YVOOTO
TPOPik AoPAAELNG TNG AEPAOVVOUIOING, (OGTOCO, 1| GUYVOTNTO ELPAVIONG AVETIOVUNTOV EVEPYELDV OO
TO YOOTPEVTEPIKO KoL AVENHEVOV NTATIKAOV ViDLV £TEVE Va. glvorl vYMASTEPT 0TOVG oBEVEIG TTOV
élapav ™ doom eoptiong Twv 100 mg AePAOVVOLIOTG.

52  ®appuoKoKivTIKES 10T TES

H Aeprovvopidn petatpémeton Tox€mg 610 OpaoTikd petafolritn, A771726, pe petafoAicpud g
TPOTNG S1000V (S14voi1En daKTLAIOV) GTO TOLY MUK TOL EVIEPOL KOl OTO NIAP. TE [0 LEAETT] UE
padloemionuocuévn #C- Aeprovvouidn oe tpeic vyeig ebehovtég dev aviyvedOnke opetdfintn
Ae@AOLVOLION GTO TAAGLO, OTA 0VPA T} GTO, KOTPAVA. L& AAAEG HEAETEC, OTTAVIO AV VELOT KAV
apeTapAnTa eninedo AepAovvouidng oto TAdoud, ®6TOc0, NTav ot enineda TAdouatog twv ng/ml.
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O H6VOG POSIOETICNLAGEVOG LETOPOAITNG TTOVL aviyveLOnKe oTo TAdoH Ty 0 A771726. O
petaforitng awtdg evfhveTan ovolaoTIKE Yo OAN TNV iN VIVO dpactikdTnta TS AEPAoLVOLIdNG.

Amoppdonon

Ta otoyeia anékkpiong and ™ perétn HC £6ei&av 6Tt amoppoendnke TovAdyioToV T0c0sTO 82-95%
g 06onc. O xpovog emitenéng HEYIOTOV GLYKEVTPMGE®V TOL A771726 010 TAGGUA vl TOAD
gupetdfAntoc. Metd v epdmas yopynon to LEYIoT EXITES TOV TAAGLLOTOG SUVATOV Vi,
mapovotachodv petd ond 1-24 mpec. H Aeplovvopion pmopel va yopnynet pe v tpoei, eneidn o
pLOUOG amopPOEN oG EIVOL CLYKPIGIHOG TOGO pe VTTAPEN TPOPNC OGO KOl GE KATAGTAOT] VI|OTEING.
Abdy® ™G TOAD peydAng nuueptodov {ong tov A771726 (nepimov 2 efdoudadec) oe KAMVIKEG HEAETEG
yopnynOnke 06om epddov 100 mg yia 3 Nuépec TPOKEWEVOL Vo, devkoivviei 1 tayeio emitevén Tov
emmédwv Tov A771726 o otabepn kotdotacn. Ymoroyiletan 0Tt xwpig T 0661 A0V amarTeiTon
YPOVIKO SLUCTN A YOPTYNONG 2 VDV TPOKELEVOL VO, ETITELYHOVV 01 GUYKEVTIPMOGELS TOV TAACUATOG
o€ otafepn KOTAOTOOT. Xe EAETEG TOALUTADY d0GE®V € acbeveig e pevpatoglon apbpitida, ot
QOPUOKOKIVITIKEG TAPAUETPOL TOV AT771726 TV YPOUUUIKES GE EVPOG dOOME S £m¢ 25 mgE. e auTég
TIG LEAETEG M KAWVIKT] OpAGCT) £XEL OTEVI GXEOM UE TIG GVYKEVIPAOGELG TOL A771726 oTo TAUCUO KOt e
TV NuepNota 001 AePAovvouidnc. Xe eninedo 06ong 20 mg/muépa, oL Katd HEGo OPO GLYKEVIPMGELS
tov A771726 610 TAGGpo e oTafepn Katdotaon fTov mepimov 35 pug/ml. Ta enineda TAdouartog o
otobepn katdotaon givar avEnpéva mepinov Katd 33 £0¢ 35 Popés cuyKpvoOuEVa e EKETVA TNG
epamaé dOGEMG.

Koatavoun

210 Ao Tov avBpdTmy 0 A771726 decuedetol ekteTapéva e TG Tpwteiveg (Aevkopoativn). To
un deopevpévo kKAdopo tov A771726 rav 0,62% mepinov. H déopevon tov A771726 givon ypoppuxn
OTLG GLYKEVIPOGELG Bepamevtikod ebpovg. H déopevon tov A771726 napovoidcdnie erappdg
LELOUEVT] KO TTEPIGGOTEPO EVUETAPANTN 0TO TAAC A 0GOEVAOV Le peVIaTOEdN apbpitida 1 pe ypdvia
veppikn avemdpkela. H extetapévn oéopevon tov A771726 pe Tig TpmTeiveg Umopel vo TpoKaAEcel
EKTOMION GAAOV QAPUAK®V TOV €YoV LYNAN décpevon. [lap’ OAa avTd peAéTeg aAANAETIOpAONG [E
Bapeapivn in Vitro wg Tpog ™ SEGUEVOT| E TIG TPOTEIVEG TOV TAAGHOTOG GE KAVIKG ONUAVTIKEG
GUYKEVTIPMGELS OEV EULPAVIGOV KOO0, CAANAETIOPACT|. ATTO TOPOUOLEC LEAETEG PAVIKE OTL M
Povmpogaivn kot 1 dukhogevdkmn dev ektomilovyv Tov A771726, evd T0 00EGUEVTO KAAGUA TOV
AT771726 av&averal katd 2 £0g 3 popég o€ mapovasio tng ToAfovtapiong. O A771726 extomice v
Povmpoaivn, T SIKAOQEVAKT KoL TNV TOABOLTAUION EVED TO AOECUEVTO KAAGLO QVTMYV TOV
QOPLOKEVTIKOV TPoTovTeV avéninke kotd 10% £mg 50%. Aev vdpyet Evoeién 6Tt o1 dpacelg avTég
£€xovv KAMVIKY| onpacio. ZOUEOVE, LE TNV EKTETOUEVT OECLEVOT UE TIG TPOTEIVEG, 0 A771726 €yxel
YOUNAO pavopevo 6yKo kKatavopung (mepimov 11 Altpa). Aev vdpyet kdmoa Wiaitepn TpOSANYT GTA
gpvBpokvTTApO.

Bulougtooynuotiopnde

H Aeprovvopion petaforiletar og €va kupiapyo (A771726) kot o€ TOAOVE LKPOTEPNG ONUACTOG
petaforitec copmeprrappavopevov tov TFMA (4—tprprovopopedoiavidivn). O petaforucog
Plopetacymuatiopods e Aeprovvopidng oe A771726 ko o emokdAovBoc petaforiopog tov A771726
dev eléyyeton amd éva pepovopévo EvOupo Kot Tapatnpnonke 01t evioniletal 6 KUTTOPIKA KAAGLOTO
UIKPOCOUATOV KOl KOTOGOA®V. ATO PeAETec OAANAETIOpUONC e CUUETIOIVI (U EO1KOG OTOKAEIGTNG
ToV KuToYpOUaTog P450) Ko prpapmikivy (un 106G enaymyEag Tov kKutoypmdpatog P450) edvnke
ot in vivo ta évlopa CYP gvBdvovtar pdvo oe pikpd Boabud yio 1o petafoiiopuod g AeAovvouionc.

AmofoAn

H amoPoin tov A771726 givon Bpadeio ko yapaktnpileton omd eavouevikny kdbopon 31 ml/opa
nepinov. Xe acbeveic N numepiodoc amofoing eivar mepinmov 2 efdopdades. Metd amd yopnynon Hog
POSLOETIOLAGHEVTG 000G Ae@AOVVOUIdNG, 1 padievépyela anekkpiOnke e&icov ota KOTPAVA,
mOavOV PEcw amoPoAng amd T yoAn Kot ta ovpa. O A771726 aviyvedetal 6To 0VPO Kot GTO, KOTPOVOL
aKoun kot 36 nuépeg petd v epamas xoprynon. Ot Bacikoi petaforiteg ot ovpa fTav
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YAVKOLPOVIKA TPOTOVTO T OTToi0 TPOEPYOVTOL Atd TN AePAoLVOUIdN (Kupimg o€ delypata 0 Ewg 24
®POV) Kal Eva Tapaymyo oEaviAtkov o&€og Tov A771726. O kupiapyog petafoltng ota KOTPAVaL
ntav o A771726.

AmodelyOnke otov AvOp®mo OTL 1) 0O TOV GTOUOTOC YOPYNON EVALOPTLLATOS EVEPYOTONIEVOL
avOpoka oe KOV 1] YoAeoTUPOIVIG TPOKAAEL Tayeiol Ko oNUAVTIKY ahENGT TOL PLOLLOV ATTOBOANG TOVL
A771726 ko1 pelwon 6TIG CUYKEVIPOGELG TOL TAAGHOTOC (PA. mapdypaeo 4.9). Avtd moTeveTAL OTL
EMLTUYYAVETOL UE KOO0 UNYAVIGUO YOOTPEVTEPIKNG OLOMIOVONC KON UE SLUKOTY| TNG EVTIEPONTTUTIKNG
OVOKOKAMOTG.

Neppikn dvsAisttovpyia,

H Ae@Aiovvopidn yopnyndnke amd tov otopToc 0¢ epdnas door 100 mg og 3 acbeveic vo
apodwiion kot og 3 acbeveig VIO cuvey PopnT Tepttovaikn kdbapon (CAPD). H
QOPUOKOKIVITIKT TOV petafolritn A771726 oe dropa vd cuveyn EopMTH TEPLTOVAIKY KdBapon
(CAPD) @dvnke 6T Tov TOpOpoLa Le ekeivn Tav vyldv eBelovidv. Taydtepr anofoin Tov
petaforitn A771726 mopatnpnonie ce dropo Vo AUOSIOALGT), YEYOVOG TTOL OEV OQEINOTAV GTNV
ATOUAKPLVGT) TOV PUPHOKEVTIKOD TPOTOVTOC LE TO dtdAvua opokdBaponc.

Hratwkn ducsAisttovpyia,

Agv vrapyovv StabEcio ototyeia oYeTIKA e TNV ayyn actevdv e nratiky dvciettovpyia. O
OpaoTikog petafforitng A771726 deopeveton EKTETAUEVO LE TIG TPMOTEIVES KOl AmoPGAAETAL HECH
NTATIKOO PETUPOMGHOD KOl ATEKKPIGNG OO TN YOAT. L& NTUTIKY SVGAEITOLPYi 01 S10d1KaGieg VTEG
dvvatdv va emnpeacovv.

Toudrorpikdc TANOvoudS

H pappoxoxivntikny tov A771726 petd v amd Tov oTOUATOC YOPNyNon Ae@Aiovvouiong et
peietnfei og 73 mandiatpikovg acheveic e ToALaPOPIKT LOPEN VEAVIKNG PELHOTOEOOVS apBpitidog
o€ nlkieg Tov Kupaivovion amd 3 émg 17 1. Ta amoteléopata and pio mAnBvcpok
QOPUOKOKIVITIKT avAAVGT] QUT®V TV OOKIUDV £Je1Eav OTL O TandtaTpikol aoBeveic e Bapog
ocmpotoc <40 kg mapovsialovy peiwuévn cvotnuotiky ékfeon (uetpoduevn pe Css) tov A771726
OYETIKG L€ TOVG EVIAIKEG 0loBEVEIG Le pevpaTogtdn apbpitida (BA. Tapdypapo 4.2).

Hiwopévol

Ta dedopéva POPLOKOKIVITIKNG G€ NAMKIOUEVOLG (> 65 eT®V) eivarl TEPLOPIGUEVE OAAG GUUPOVODY LE
TN QOPLOKOKIVNTIKN GE TLO VEAPOVS EVIIMKEC.

5.3 IIpoxivika dedopéva yio TNV a6@dreia

H Aeprovvopion yopnyoduevn omd ToV GTONATOG Kol EVOOTEPITOVOIKE a&loloynOnKe o€ LeAETEC
o&eiog T0EIKOTNTOG G TOVTIKIN Kot apovpaiovg. Metd tnv arnd ToL GTOUATOG EMAVOALUPAVOUEVT)
YOPNYNo™ AEQPAOVVOUIONC o€ TOVTIKIO Yio 3 UNVEG, GE aPOVPAIOVE Kol GKOAOLE Y10l SIApKELD 6 UNVOV
Kot o€ mONKovg yia 1 unqvae mapoatnpndnke 61t 6ta peyakvtepa opyava 6Ttdyovg yio To&kdTnTa
TEPIAAUPAVOVTOL O HVELOG TV 0GTMV, TO Qi[L0, O YOOTPEVIEPIKOG COANVIGS, TO OEPLM, O GTANVAG, O
600G Kot 01 AepLPAOEVEG.

O1 KVPLOTEPEG EMOPATEIC NTOV avaLpio, AEVKOTEVIO, HELOUEVOS APLOUOC OLOTETAAIDY KOl
mavpveromddelo kabng anetkovilovv to Bactkd Tpdmo dpdong Tov GVoTATIKOD (AVAGTOAN cVVOESN S
tov DNA). Ze apovpaiovg Kot okdAovg avevpiédnoav copdtio tov Heinz ko copdtio tov Howell —
Jolly. AlAeg emOPAGELG TTOVL EVTOTICONKAV GTNV KOPOLE, GTO AP, GTOV KEPATOEIDT KOl GTOV
OVOATTVELGTIKO GOANVA Uopovv vo. e€nynbodv og Aotudéelg Adym g avocokatacTtoAng. H
to&wdtnra ota {ha Ppébnke oe 506E1G 160dVVALES TV BEPATEVTIKMOV SOCEMV Y10, TOVS AVOPOTOLG,.

H Aeplovvopion dev eivan petarra&royovoc. Iop’ dha avtd, o devtepedmv petaforitng TFMA
(4-tprorovopopebviavirivn) mpokdrece prén N OpavdoN TOV YPOUOCOUATOV Kol CUELOKT HETAANOEN
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in vitro, evé ta Sobéoipa ototyeio dev gival ETOPKN OC TPOG TO SLVALIKSO TOV VO EKONAMDGEL QLT TN
dpaon in vivo.

e o LEAETN KOPKIVOYEVECT|G GE aPOVPOIOVS 1) AEQAOLVOLIOT OgV EULPAVIGE EVOEYOLEVT] KUPKIVOYOVO
Opdon. Ze o LEAETT KOPKIVOYEVEGTC GE TOVTIKLIO TAPOLGLAGHNKE ALENUEVT] CLYVOTNTA KOKOTO0VG
AEUPOLOTOG OTNV OUAO TV ApPEVMV LE TNV VYNAOTEPN 0061, YEYOVOS Tov Bempeitar 6Tt opeiletal
GTNV GVOGOKOTAGTOATIKY dpdon Tng AepAovvopione. Xta Oniea movtikia mapatnpndnke avénuévn
GLYVOTNTA, S0GOEEAPTMUEVT], PPOYYOKVYEAISIKDV OOEVOUATOV Kol KAPKIVOUATOV T®V TVEVUOVDV.
Agyv givor BEPoun n onuacio T@V EVPNUATOV GTO TOVTIKIN G€ GYECT] LE TNV KAVIKT ¥p1oN TNG
Ae@Aovvouiong.

H Ae@Arovvopidn dev £xel avTryovikég 1010TNTEG GE LOVTEAN TTEPAUATOLDMV.

H AepAiovvopidn eivor epuPpooto&ikn Kot TEpaToydvog G€ apoVPAions Kot KOUVEALDL G OOCELS EVTOGC
Tov OgpamevTIKOD E0POLG Y10 TOVG AVOPOTOVG KOl 68 PEAETEG TOEIKOTNTOG LETE Ot
EMOVOLOUPAVOUEVEG BOGEIC TAPOVGIAGON KOV aVETIOOUNTEC EVEPYEIEC GTO AVATAPUYDYIKA OPYAVO TOV
appévov. H yovipuomta dev peiddnke.

6. OAPMAKEYTIKEX TAHPO®OPIEX
6.1 Katarloyog ekdéymv

Hvprvac dokiov

Aoktoln povoidpkn

Y 3po&umpomuALKT KVTTAPIVI YOUNANG VTTOKATAGTACTG
Tpoykd 0&L

Natpro Aaovpvrobeukd

Mayviolo oteatcod

Erucédoyn
Aexifivn (coyoc)

IToAv (Bwvok ahkooAn)

Tédkng

Tiraviov d10&gido (E171)

Eav0dvng ko

6.2 AovpPatoéTnreg

Agv epapuodletart.

6.3 Awdpkera Cong

3 ypévia

6.4 Idwitepeg TPoPLAGEELS KOTA TN QUAOEN TOV TPOTOVTOG

Awtnpette T QAN KOAQ KAEGUEVT] Y10 VO TPOGTATEVETAL OO TNV VYPACiaL.

6.5 ®Oon Kol GLOTUTIKA TOV TEPLEKTN

Drodn Tov 40 ml pe eapdv otopo and tovaifvAiévio vyning tokvotntag (HDPE), pe fiowtd topa
OO TOAVTPOTVLAEVIO LLE EVODUOTMUEVO TEPIEKTT UE ENPOVTIKO VAIKO (AEVKN TUPLTIKT YEAT]), TTOV

nepiéyet eite 30 eite 100 emucodvppévo pe Aemntd vuéVio diokia.

Mmropei va, unv KuKAOQOpOoLV OLEG 0L GUGKEVAGIES.
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6.6 Idwitepeg TpoPULAEELS amTOppLYNG

Koapio €1d1kn vroypéwmon yio amdppyn.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

ratiopharm GmbH
Graf-Arco-Stra3e 3
89079 Ulm
Teppovia

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

Leflunomide ratiopharm 10 mg emikadlvupuéva pe Aertd vuévio diokio
EU/1/10/654/001
EU/1/10/654/002

Leflunomide ratiopharm 20 mg smucoivpuuévo pe Aertd vuévio diokio
EU/1/10/654/003
EU/1/10/654/004

9. HMEPOMHNIA ITPOQTHY ETKPIZTHX/ANANEQXHY THX AAEIAX
Hpepounvia npdtng £ykpiong: 29 Noepufpiov 2010

Hpepounvia tedevtaiog avavémong: 19 lovviov 2015

10. HMEPOMHNIA ANAGEQPHXHYX TOY KEIMENOY

Aemtopepeic TANPOPOPIES Y10 TO TOPOY QOPUUKEVTIKO TPOioV gival d100EGIIES GTOV SIKTVAKO TOTO
tov Evpomaikod Opyovicpod @apudkov: hitps://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAZKEYAXTHX(EX) YHHEYOYNOZX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMMIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAZKEYAXTHX(EX) YHIEYOYNOZX(OI) I'TA THN AITIOAEEMEYXH TQN
IHAPTIAQN

Ovopo kot dievbvvon tov(twv) Tapackevoot(dv) mov givor vrevfuvoc(ol) Yo TV arodEcLELon TOV
ToPTId®V

Haupt Pharma Munster GmbH
Schleebruggenkamp 15
DE-48159 Mnster

T'eppavia

Merckle GmbH
Ludwig-Merckle-Str. 3
89143 Blaubeuren
Teppavia

270 £VTLTTO QUALO 0ONYIDV XPNOTG TOV PUPLOKEVTIKOD TPOTOVTOC TPEMEL VAL, OVOYPUPETOL TO OVOLLXL
Kot 1 d1e06vVoT TOL TAPACKELOGTH TTOV Eival VTELOLVOG Y10 TNV ATOSEGUEVGT TNG CYETIKNG TAPTIONS.

B. OPOI'H HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokeuTikd TPOIOV Yo TO 07010 omaLTEITOL TEPLOPIGUEVT 1oTPIKT) cuvTayT| (PA. mapdptnua |:
[Mepiinyn tov Xoapaktnpiotik®v Tov ITpoidvtog, mopdypopog 4.2).

I AAAOI OPOI KAI ATITAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢oe1g mepLodkng mapaxkorovdnong e acpdirelag (PSURS)

Ot amortioelg yio v voPoAn twv PSURS yuo 10 ev Adym @apuakevtiko mpoidv opilovtol 6tov
KaTdAoyo pe T nuepounvieg avagopdc e Evoong (katdloyoc EURD) mov opatifetor otny
mapdypoeo 7, Tov dpBpov 107y, tng odnyiag 2001/83/EK kar kdOe eraxkdlovdng emucaporoinong
OTMG OMNUOGIEVETAL GTIV EVPAOTAIKT OUKTVAKT TOAT Y10l TO POPLLOKCL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHZIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyé0r0 owaygiprong Kivovvov (XAK)

O Kdroyoc Adeiag Kukhopopiag (KAK) Oa die&aydyet Tig amattodpueveg dpactnplotnTes Kot
TOPEUPAGELS PUPLOKOETOYPVTVIONG OT¢ Tapovotdlovial ato cupuenvniéy XAK mov mapoveialetan
otV evotnta 1.8.2 g ddetag KukAo@opiog Kol 0TOEGONTOTE EXOKOAOLOES EYKEKPIUEVES
avafempnoelg Tov TAK.

‘Eva emucarporompévo LAK Ba mpénet va katotebei:
e Metd and aitmpa tov Evponaikov Opyoavicpod Gapudxmy,
o OnoTedNMOTE TPOTOMOLEITAL TO COGTNHO JLAYEIPLONG KIVOVDVOL, EOIKA (O OTOTELEC O AMYNC
VE®V TANPOPOPIDV TOV UTOPOVV VO ETUPEPOVLY GNUAVTIKT GAAXYT) GTN GYECT] 0PELOVC-KIVOHVOL
N ©¢ OTOTEAESUA TG EMITEVLENG EVOC GNUAVTIKOD 0POGTILOV (PAPUAKOETOYPOTVIOT I}
gloyotomoinon Kvovvov).

. EmnpdéocOeta pétpa ehayrotonoinons Kivovvou
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O Kdaroyoc g Adelag Kuihopopiog opeilel va dtac@aiioet 0T, OAOL Ol 10TPOL OV OVOUEVOVTOL VO,
ouvVTayoypaprcovv/ypnooromcovy o Leflunomide ratiopharm 6o epodiactovv pe éva 10Tpikd
EKTTALOEVTIKO VAIKO 1oL B0 mep1€yet Ta akoAovOa:

o Ty [Iepiinyn tov Xapoaktnpiotikdv tov I1poidvtog

e To ®vAho Odnyudv ya tov latpd

To ®VALo Odnyudv yio tov latpo mpénet va mepiéyel Ta akolovba KOplo urvouato.:

o Otivzmdapyet o kivouvog cofapnic Nratikng PAGPNG Kot ETOUEVMG 1) TOKTIKH LETPTON TOV
emmédwv g ALT (SGPT) yia tnv mapakolohnon g Nratiknig AElTtovpyiog ivaol GUOVTIKN.
To ®VALo Odnyudv mov mapéxetal otov latpd Tpénel va mapEyel TANPOPOPIES Yio TN Helmon
NG 066MC, TN dtoKoTn Kot TI¢ dtadikacisg EkmAvong og mepintoon ovénuévng ALT.

o Tov avayvopiopévo Kivouvo Tng GUVEPYIGTIKNG NTOTO- 1] OLLOTOTOEIKOTNTOG TOV OYETILETAL e
Oepameion GLVOVAGHOV LE KATO0 GAAO AVTIPEVLOTIKO PAPUAKO TPOTOTOUTIKO TNG VOGO (T.Y.
pebotpedn).

o Ot vrdpyel Kivouvog TEPOTOYEVESTG KOl ETOUEVMG 1] KOT\OT| TPETEL VO OTOPEVYETOL EYPLS OTOV
T0 emineda AePAOVVOUIONG 6T0 TAGGH glvan ota katdAAnia enineda. Ot wotpol Kot ot acheveic
TPETEL VO, €IVl EVAULEPOL OTL LITAPYEL LI EIOIKT GUUPOVAEVLTIKN VANPETia SabEaun Yo va
TOPEXEL TANPOPOPIEG Y10 TNV EPYACTNPLOKT| EEETACT] TV EMTESWDV AEPAOVVOLIONG GTO TAAG L.

o Tov kivouvo AoumdEemv, CLUTEPIAUUPOVOLEVOV TMV EVKAIPLOK®OV AOIUMEEDV Kot TNV
avTéVOELSN Yl (P01 OE OVOGOKOTAGTAAUEVOVS 0oOEVELS.

o Tnv avdykn mapoyns copfovAdmv 6Tovg acheveic oYETIKA e TOVG ONUAVTIKOVG KIVODVOUG TOL
oyetilovion pe tn Oegpameio pe AeAOVVOUION Kot TIG KATAAANAES TPOPLAGEELS KATA TN XPAON
TOL QOAPUAKOVL.

O Kdaroyoc Adeiag Kukhogopiag (KAK) mpénet va dacparicel 6TL 0m01€60MTOTE LETOPOAES GTO
TPOPIA AGPUAEING TOL POPUAKEVTIKOD TPOIOVTOG CVOPOPAS TOV OTALTOVY TPOTOTOINCELS GTO XYESL0
Awyeipiong Kivddvov 1 otig minpoopieg mpoidvtog viomolovvtal apeca yio to Leflunomide
ratiopharm.
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX TIOY ITPEIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

XAPTINO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide ratiopharm 10 mg emkaAvppévo pe Aentd vuévio diokia
AEPAOVVOLIOM

| 2. LYNOEXIH IE APAXTIKH(EX) OYEIA(EY)

Ké0e emkaivppévo pe Aemtd vpévio dtokio mepi€yel 10 mg Aeplovvopiong.

‘ 3. KATAAOT'OX EKAOXON

ITepiéyet Aaxtdln ko AekiBivny ooyiag. I'a mepiocdtepeg TANpopopies, PA. GTO GUALO 00N YLDV.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Emwaivppévo e Aemtd vpévio diokio
30 emkaAvpupéva pe AeTTo LUEVIO dloKio
100 emuaAvppéva e AETTO LUEVIO dloKia

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Amo oTOUATOC YpNOT).
AwfaoTe T0 PUALO 0ONYIOV ¥PNOTG TPV OO TN (PNOT.

6. EIAIKH ITPOETAOITIOIHEIH LYM®QONA ME THN OIIOIA TO ®PAPMAKEYTIKO
IMPOION MPEIIEI NA ®YAAXXETAI E OEZH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na puAdooetol o Béom, TV omoia dgv PAETOLY Ko dev Tpoceyyilovv Ta TadLd.

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

‘ 8. HMEPOMHNIA AHEZHX

EXP

9. EIAIKEY YYNOHKEX OYAAZHX

Awnpeite T UIAN KOAG KAEIGUEVT] Y10 VO TPOGTOTEVETAL OO TNV VYPUCICL.
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10. TATIAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TON MH
XPHEIIMOIIOTHOENTQON ®APMAKEYTIKQN ITPOIONTQON 'H TON
YIHIOAEIMMATON IIOY ITPOEPXONTAI ATIO AYTA, EOOXZON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH
Graf-Arco-Strafle 3
89079 Ulm

T'eppovia

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/10/654/001 30 emikoAvUUEVOL PE AETTO DUEVIO OIGKI0L
EU/1/10/654/002 100 emikolvppéva pe Aemtod vuévio diokio

13.  APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TMAHPO®OPIEX XE BRAILLE

Leflunomide ratiopharm 10 mg

17.  MONAAIKOX ANAI'NQPIZTIKOZ KQAIKOX — AIZATIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPAUUU®TOS KdOKAS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO aVOyVOPIOTIKO KMOTKO.

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

PC
SN
NN
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ENAEIZEIX TIOY ITPEIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

OIAAH

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide ratiopharm 10 mg diokia
AEPAOVVOLLOT

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Kdé0e diokio mepiéyet 10 mg Aeprlovvopiong.

3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln ko AekiBivny ooyiag. I'a mepiocdtepeg TANpopopies, PA. GTO PUALO 0O YLDOV.

4, OAPMAKOTEXNIKH MOP®H KAI INTIEPIEXOMENO

Alokio
30 dwokia
100 dwokia

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo oTOUATOC YPNOT).
Awfaote To @OALO 0ONY1®V ¥PNOTG TPV amd TN YP1oN.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QONA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na pvrdooetal o€ 0Eom, TNV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta TALdd.

‘ 7. AAAH(EY) EIAIKH(EYX) [TIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX XYNOHKEX OYAAZEHX

Awotnpeite T ELIAN KOAG KAEIGUEVT Y10 VO TPOGTATEVETOL OTd TIV VYPAGIaL.
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10. TAIAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TON MH
XPHEIIMOIIOTHOENTQON ®APMAKEYTIKQN ITPOIONTQON 'H TON
YIHIOAEIMMATON IIOY ITPOEPXONTAI ATIO AYTA, EOOXZON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/10/654/001 30 emikaivppéve. pe AEmTo DUEVIO SloKio
EU/1/10/654/002 100 emikolvppéva pe Aemtd vuévio diokio

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TMAHPO®OPIEX XE BRAILLE

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

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX TIOY ITPEIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

XAPTINO KOYTI

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide ratiopharm 20 mg emkaAvppévo pe Aentd vuévio diokia
AEPAOVVOLIOM

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ké0e emkaivppévo pe Aemtd vpévio dtokio mepi€yet 20 mg AepAovvopiong.

3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln ko AekiBivny ooyiag. I'a mepiocdtepeg TANpopopies, PA. GTO PUALO 0O YLDOV.

4, OAPMAKOTEXNIKH MOP®H KAI INTEPIEXOMENO

Emucoloppévo pe Aemtd vpévio diokio
30 emkoAvppéva pe AETTO LUEVIO dloKio
100 emuaAvppéva e AETTO LUEVIO dloKia

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo oTOUATOC YPNOT).
Awfaote To @OALO 0ONY1®V ¥PNOTG TPV amd TN YP1oN.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QONA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na pvrdooetal o€ 0Eom, TNV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta TALdd.

‘ 7. AAAH(EY) EIAIKH(EYX) [TIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX XYNOHKEX OYAAZEHX

Awotnpeite T QAN KOAG KAEIGHEVT Y10 VO TPOGTATEVETAL OTO TV VYPAGIOL.
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10. TAIAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TON MH
XPHEIIMOIIOTHOENTQON ®APMAKEYTIKQN ITPOIONTQON 'H TON
YIHIOAEIMMATON IIOY ITPOEPXONTAI ATIO AYTA, EOOXZON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH
Graf-Arco-Strafle 3
89079 Ulm

T'eppovia

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/10/654/003 30 emikoAvUUEVOL PE AETTO DUEVIO OIGKI0L
EU/1/10/654/004 100 emikolvppéva pe Aemtd vuévio diokio

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TMAHPO®OPIEX XE BRAILLE

Leflunomide ratiopharm 20 mg

17.  MONAAIKOX ANAINQPIZTIKOZ KQAIKOX - AISATIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KDOKAS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO aVOyVOPIGTIKO KMOTKO.

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

PC
SN
NN
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ENAEIZEIX TIOY ITPEIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

OIAAH

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Leflunomide ratiopharm 20 mg diokia
AEPAOVVOLLOT

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ka0e diokio mepiéyet 20 mg Ae@rlovvouiong.

3. KATAAOTI'OX EKAOXQN

ITepiéyet Aaxtdln ko AekiBivny ooyiag. I'a mepiocdtepeg TANpopopies, PA. GTO GUALO 0O YLDV.

4, OAPMAKOTEXNIKH MOP®H KAI INTEPIEXOMENO

Alokio
30 dwokia
100 dwokia

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Amo oTOUATOC YPNOT).
Awfaote To @OALO 0ONY1®V ¥PNOTG TPV amd TN YP1oN.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QONA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na pvrdooetal o€ 0Eom, TNV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta TALdd.

‘ 7. AAAH(EY) EIAIKH(EYX) [TPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEX XYNOHKEX OYAAZEHX

Awotnpeite T QAN KOAG KAEIGHEVT Y10 VO TPOGTATEVETAL OTO TV VYPAGIOL.

32



10. TATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TON MH
XPHEIIMOIIOTHOENTQON ®APMAKEYTIKQN ITPOIONTQON 'H TON
YIHIOAEIMMATON IIOY ITPOEPXONTAI ATIO AYTA, EOOXZON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

ratiopharm GmbH

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/10/654/003 30 emikaivppéve. pe AEmTo DUEVIO SloKio
EU/1/10/654/004 100 emikolvppéva pe Aemtd vuévio diokio

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lA TH ATAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TMAHPO®OPIEX XE BRAILLE

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

18. MONAAIKOX ANAT'NQPIETIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO
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B. ®’YAAO OAHI'TQN XPHXHX
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@vAro ooV (piong: IIAnpoeopics yra Tov yprjot

Leflunomide ratiopharm 10 mg smukaioppéve pe Aenté vpévio diokia
Ae@Aovvouion

AwWfacTe TPOGEKTIKA OAOKAN PO TO GVAAO 0ONYIAV YP1|ONG TPV UPYICETE VU TAIPVETE AVTO TO

PaproKo, O1OTL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 COGS.

- dvraEte avTo To EOALO 0dNYIBV YpMone. Towg ypelactel va to dofdcete Eavda.

- Edv éxete mepartépo amopieg, p@INoTE TOV Y10TPO, TOV PAPLOKOTOLO 1) TOV VOGOKOLO GOLC.

- H ovvtayn yia avtd to pappoko yopnynnke omokAEoTIKA Y10 60G. Aev TPETEL v SDCETE
TO PAPUOKO GE AAAOVG. Mmopel Vo Tovg TpoKaAEGEL BAAPT, AKOUO KOl OTOV TO, GUUTTOUATO,
g acBéveldg Toug glvan idwo pe Ta d1kd Goc.

- Edv mopatnpnoete kamoto avemBOunt evépyela, EVIUEPADOCTE TOV Y1OTPO, TOV QAPUAKOTOLO
M TOV VOGOKOUO Gag. AVTO 1oYvEL Kot Yio KaOe wihavn avemBountn evépyeia Tov dgv
AVAQEPETOL GTO TAPOV PVAAO 00N yLdV Yprionc. BAéne mapdypago 4.

T epLéyeL 1o Tapov GUAA0 00N YLOV:

T eivan o Leflunomide ratiopharm xai mowa givar n yprion tov
T npéner va yvopilete mpv Tapete To Leflunomide ratiopharm
Iog va mapete to Leflunomide ratiopharm

IMBovég avemBOuntec evépyeteg

Iog va purdcoete To Leflunomide ratiopharm

[Tepreydueva g cuoKeVOGING Kot AOUTES TANPOPOPIES

oL E

1. T givan To Leflunomide ratiopharm ket wowa givar 1 piion tov

To Leflunomide ratiopharm mepiéyet tn 6pactiky] ovcio AEPAOVVOUION 1) OTTOI0, AVIKEL GE L0l OHAOOL
QOPUAK®V TO 0TTOi0 OVOUALOVTOL OVTIPEVLATIKA PAPLLOKOL.

To Leflunomide ratiopharm ypnoiponoteitot yio va Bepanedoet evilikovg acBeveig pe o&eia
pevpatogdn apbpitda 1 pe o&eio yoplactkn apbpitida.

270, CUUTTOUOTO TG PEVUOTOELDOVG apOpiTidog TephapuPavovTal 1 AEYHOV TV apBpdoe®V, TO
oidnua, 1 dvokorio otV Kkivnon kKot 1o GAYoc. AAAC GUUTTOUATA TOV EXNPEALOVY OAOKANPO TO GO
aeopolv oe avopesia, TUPETO, andAELL EVEPYELNS Kot ovatpio (EAlewyn epuBpokvTTdpwv).

Y10 cvpmtdpoTo TS o&eiog Woplaotkng apdpitidag Teptiapfdavovtal 1 eAEyUOVH TV 0pBpdeE®V, TO
oidnua, 1 dvokokrio otny Kivnon, To AAyog Kot o1 KOKKIVES POAMOMIELS kNAidec oTo dépua (BAdPeg Tov
S€pUaTOG).

2. T npéner vo yvopilers npwv napete to Leflunomide ratiopharm
Mnv napete 1o Leflunomide ratiopharm

- ov elyaTe TOTE EULPUVICEL KATOLN AALEPYIKY] OVTIOPOOT| GTN AEPAOVVOLIOT (E101KOTEPQ 10t
cofopn SEPUOTIKN AVTIOPOOT], GLYVA GLUVOOEVOUEVT atd TVPETO, AAYOC GTIS apBpMOOELS,
KOKKIVEC KNAISEC 6TO OEPUO 1] QLUGOAIdEC, TT.). cOVdpouo Stevens-Johnson), 6ta puoTIKLA 1
oTN 60Y10 1] GE OTTOLOONTTOTE AAAO OTTO TO, GLGTUTIKG AVTOV TOL PUPUAKOV (CVaPEPOVTOL
otV mapdypao 6), | o€ mepintmon aAlepyiag otV TEPIPAOVVOLIdT (YpNoLomotEiTal yio
T OepamEVTIKY AVTIUETOMION TNG TOAAATANG CKANPUVOTG),

- oV EYETE OTTOLOONTTOTE TPOPANNO. NE TO GVKOTL,

- oV EYETE LETPLO. £ GOPaPE TPOPANRATA IE TOVG VEPPOVGS,

- oV EYETE ONUOVTIKE YOUNAO aplOUd TPOTEIVOV 6TO aipd (VTOTPOTEIVALUIN),
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- ov TaoyeTe and 0molodNTOTE TPOPAN O TOV EXNPEALEL TO AVOGOTOMTIKO GG GVGTILO.
(m.y. AIDS),

- oV EYETE KATO0 TPOPANLO LLE TO HVEAD TOV 0GTAV GOG 1] OV EXETE YOUNAO aplOUd epuOpadv
N AEVKAOV KVTTAPOV GTO aipol GO 1 LELMUEVO aplOUd aOTETAAIWDY,

- ov Taoyete and kdmolo cofapi) Aoipmeén,

- av glote £yKvog, motevete OTL umopel va giote £ykvog 1 InAalete.

IIpog1domon)oElS KoL TPOPUAGEELS

AmevBuvBeite ooV Y10TPO, TOV POPLOKOTOL0 1] TOV VOGOKOUo cog mtpwy tapete to Leflunomide

ratiopharm

- av EYETe TOTE VOONOEL Ad GAEYIOVI] TOV AVEVROVOV (S1GECT) TVELUOVOTTADELD).

- av eiyote ToTé QupATi®OoN 1) giyate VTAPEEL O GTEVY EMAPT LLE KOTOLOV/0L TOV £XEL T EiyYE
ovpatioon. O Y1aTpdc oG EVOEYETUL VO TPOYUATOTOMGEL EEETACELS Y10l VO OEL AV £XETE
ovpotioon.

- av elote avopag kot embopeite vo yivete matépag. Eneidn dev pumopel vo amokielotel 6ti t0
Leflunomide ratiopharm mepvdetl 010 onéppa, TpEmeL vo, ypnouonotovvial aElomoTo LETPa
avTioVAANYNG Katd T didpketa g ayoyng pe to Leflunomide ratiopharm. Ot dvdpeg ot omoiot
eMBLUOVY VO TEKVOTTOI GOV Do TPETEL VOl EXKOVOVIIGOLV UE TO YLOTPO TOVGE, 0 01010¢ Oal TOLg
ovppoviedoset va otapaticovy va Aaufdavovv o Leflunomide ratiopharm kot va mwépovv
Kdmoto eAapuoka TPOKEWEVOL va amopakpvvouy to Leflunomide ratiopharm ypryopa ko
EMAPKAOG and TOV 0PYAVICHO ToVG. Oa ypetootel TOTE va yivel o eE€Taom alpotog yio va
empPePorwbdei 611 To Leflunomide ratiopharm £yet amopakpouvOel tkavomomtikd amd tov
0pYOVIGUO Gag KOl 6T GUVEYELN Oa TPEMEL VO TEPIUEVETE TOLAAYIGTOV AAAOLG 3 Piveg TpLy
TpooTafnocel va yivel KAmolog TatéPas.

- €qv mpoketol va vtoPAndeite og kdmola E101KN alpaToroyki e€étaon (emmédov acPeotiov).
Yrapyet mOoavotnTo, EGQAAUEVNG AVIXVELONG YOUNADY ETTES®V 0oPecTiov.

- edv mpokertan va vtoPAndeite 1 £xete voPAnOel oe Tpdopaty cofapin yerpovpykn exépuPacn
N €Gv éxete akoun pn EoVA®OEY Tpadpa peETd amd yerpovpykn exépPacn. To Leflunomide
ratiopharm pmopei va. kabvotepnoeL TV ETOVAMOT TOL TPADUOTOG.

To Leflunomide ratiopharm pnopei va tpokalécetl nepiotactokd KGmolo TpofANpoTa Le To oipol, To
GLK®TL, TOVG TVEDLLOVEG M TOL VEDPOL TOV YEPIDV 1] TOV TOSDOV 60.G. AKOUA TOAVOV Vo TPOKAAEGEL
Kdmoteg coPapég ahdepyikég avidpdoelg [mepiiapfavopévng g Poppokevtikng Avtidopoaong pe
Hoocwoeihia kot Zvotmnpartikd Xvpntopato (DRESS)] 1 va avénoet v mbavotnta piog coPapng
rotpwéne. o teplocotepeg TANPOPOPIES TAVHD GE QUTA, TOPAKAAEIGTE VO SIUPACETE TNV TAPAYPOPO
4 (ITBavég avemBounTeg EVEPYELEC).

To DRESS epopaviletor apyikd pe copntdpoato Tov potdlovv pe g ypinmng kot e£avonua 6to
TPOCMOTO, PETA L EKTETANEVO VOO Kot vyNA Beppokpacia, avénpéva erinedo Tov evEOU®OY TOV
GLKMOTION OV gpPavifovtal 6Tig e£eTdoELg aipaTog Kot ahENGT evOg TOTOV AEVKOKVLTTAP®V
(noowoeiia) kot peyevBuuévotl AeLadEve.

O ywatpog oag Oa kavel EEETAGELS AIPNOTOS OVE TOKTA XPOVIKA OLUGTAIOTA, TPV KOl KOTA TN SldpKeLd
¢ ayoync peLeflunomide ratiopharm, yio va mopoakolovbel ta KOTTOPO TOV CHUATOC KOL TO GLKOTL
oag. O yotpdc oag Oa eréyyet, emiong, Taxtikd v mieon cag yori to Leflunomide ratiopharm pmopei
Vo TPOKOAESEL OENGT TG TTieomg.

Evnuepaote tov yatpd cog av £xete avelnyntn ypovia ddppota. O yiatpdg cag pmopet vo {ntioet
TpocheTeg e€ETAGELG Y10 S10POPIKT ddyvmoN.

Evnuepdote 10 yiorpd oog GV avamtd&ete depratiko MK0G KOTO TN dtdpketo TG Oepaneiog pe
Leflunomide ratiopharm (BA. exiong mopdypogo 4).

Mowora ko Epnpor

To Leflunomide ratiopharm &&v cuvietdrot Yo ypiion 6Ta Tad1d Ko 6T0VG EPPOVS KAT® TOV
18 erdv.

36



Alha @éppoxa kot Leflunomide ratiopharm

Evnuepaote tov y1otpd M 10V QaploKkomold cog 0V ToipveTe, XETE TPOCPATA TAPEL 1| LTOPEL VO
mhpeTe AAAO QApHOKO. AVTO TEPIAUUPAVEL TOL PAPLOKO TOV EXOVV amoKTnOEl xwpic cuvtoym.

Av10 givor Wioitepa GNUAVTIKO oV TOPVETE:

- Al @appaKka Yo TN pevpatostdn apbpitida, dnwc avhelovootokd (mT.y. YAmpokivy Kot
VOPOELYAWDPOKIVN), EVOOUVIKA 1| aTd TOV GTOUATOC YOPTYOVUEVOS YPLGOG, D-tevikiAlapivn,
afaberompivn Kot GALD OVOGOKATOGTOATIKG QAappaka (.. uebotpe&dn), yloti avtoi ot
oLVOLOCHOTL dEV GUVICTOVTAL,

- Bappapivn (ypnoiLomoteitan yio T HEI®ON TG TNKTIKOTNTOS TOV GULLOITOC), EXEON 1
napakolovOnon eivorl amapaitnTn Yo T HEIOT TOV KIVOUVOL OVETIBOUNTOV EVEPYEIDY QLTOV
TOVL POPUAKOL

- TEPLPAOVVOUIOT Y10 TNV TOAAUTAY GKANPLVOT

- pemayAvion, moyittalovn, vateyAvion 1 pootyAtrtalovn yio o oo

- daovvopovumikivn, doEopovpmikivn, TaKAMTAEEAN 1| TOTOTEKAVT Yo Kapkivo

- doVAOEETIVN Yo TNV KOTAOALYN, TNV OKPATELD OVP®V 1| GTN VEQPIKN acOEVELD GTOVG
dtafnrikode

- aAoceTPOVT Y1 T dlayeipion g coPapng didppotag

- Beo@uAAivn Yo TO GoBpa

- TICovidivn, £vor Loy oAopTIKO

- O7tO TOV GTOUOTOG OVTICVAANTTIKG (oL TEPLEYOLV alfuvudoloTpadiodn Kot AefovopyesTpéin)

- KeQakAOpN, PevivAmevikidhivn (tevikildivn G), curpopro&acivr yio AOmEELS

- woopebaxivn, ketompopaivn yio Tov TOVo 1 TN EAEYUOVY

- (QPOVPOGEUION Y10 Kapdlakh achévela (dtovpnTikod, YAmt amoPoAng vepol)

- {idofovdivn yio ™ Aoipwén andé HIV

- pocovfactativn, clufactativn, atopPactativr, TpaPacTativn yio TNV VTEPYOANCTEPOAULLLI
(oYM xoAnoTEPOAN)

- covApacaralivn yio TNV eAeYHOVMON acBévela Tov EVTIEPOL N TN PELLOTOELDT 0pOpitida

- éva edppoxo mov ovopdletal yoleoTupapivn (YpNCILOTOLEITOL Y10 VO LEUDGEL TNV VYNAN
XOANGTEPOAN) N EVEPYOTOUNIEVO GVOpaKa YI0TI QVTA TO PAPUOKO UTOPOVV VO, LELDGOVY TNV
nocotnta tov Leflunomide ratiopharm nov amoppogdrtal 0md Tov opyovicuo.

Av NON ToipVETE KATO0 [ GTEPOELOES UVTIPAEYROVAOOES pdpuako (NSAID) kavm
KOPTIKOGTEPOELDN], LLITOPEITE VO CLVEYIGETE VO, TO, TAPVETE PeTd TV Evapén tng Oepameiog pe
Leflunomide ratiopharm.

Epporacpoi

Av mpoxkettan va epportaceite, {nteiote amod to y10Tpd cag va 6oG dMGEL EOIKES GUUBOVAES.
Optopévo gpPolia dev Ba mpénet va dievepyodvial eved AapPdavete to Leflunomide ratiopharm kot yia
KOO0 GUYKEKPIUEVO SLACTNUA LETA TN SLOKOTN TNE OYWOYNS.

To Leflunomide ratiopharm pe Tpo@1}, ToTé KoL OLVOTVELROTMOIN

To Leflunomide ratiopharm pmopei vo AneBei pe 1) yopic tpoen.
Agv cvviotdron vo mivete oAkodh katd ) Oepancio pe Leflunomide ratiopharm. Otav wivete odkooh
evo Aappaverte to Leflunomide ratiopharm pmopei va ovénbei ) mbavoto BAAPNEC 670 GLKOTL GOG,.

Kdnon kot Onhaocpog

Mnyv wapete to Leflunomide ratiopharm av siote 1 motedete 61 pmopei va eiote £ykvog. Edv giote
£ykvog 1 pueivete £ykvog evad maipvete to Leflunomide ratiopharm, o xivéuvog va amoktioete éva
uwpd pe coPfapéc yevetikég avouaiisg sival avénuévoc. Ot yovaikeg dev mpénet va, Aapfavovy o
Leflunomide ratiopharm ywpig va ypnoiponotovv a&ldmoto pETpa ovIioOAANYNG OTaY VIAPYEL N
duvaToTNTO TEKVOTOINGNC.
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Evnuepdote tov yiatpd oag av oyedidlete va. peivete £ykvog uetd  daxonn tov Leflunomide
ratiopharm, ywti npénet va fefonwbeite 011 kéOe xvog Tov Leflunomide ratiopharm éyet
amoUaKPLVOEL O TOV OPYOVIGUO GOG TPV SOKIUACETE VO, LEIVETE £YKVOG. AVTO UIopel Vo TapPEL EG
Kat 2 ypdvia. Avtd duwg pmopet vo petwbei o Alyeg efOOUASES oV TAPETE CUYKEKPULEVO PAPLLOKOL TO
omoio emtayvvouvy TNV amopdkpuvon tov Leflunomide ratiopharm omd tov opyavioud coc.

Ye omowadnmote mepintwon, Oa npénel vo emPeformBei pe e&étaon aiporog 611 o Leflunomide
ratiopharm amopakpOvOnKe IKOVOTOMTIKA atd TOV 0pyavIGUO 60G Kot 6T cVVEXELD Oa Tpémet va,
TEPIUEVETE TOVAAYIGTOV aKOUN GAAO Eval Piva TPOToV peivete £YKLOG.

IMo neprocdTepeg TANPOPOPIEC GYETIKA LE TNV EPYOCTNPLOKY EEETAOT, TapakaAovuE omevduvieite
GTO YLOTPO GG,

Av éxete Vv voyria 6Tt gloTe £yKVOG KaTd T ddpketa mov AapPdavete o Leflunomide ratiopharm m
EVTOG TOV 2 YpOVOV 0QOTOV SIOKOWYATE TNV 0y®YT, 0o TPEMEL VUL EMIKOIVOVIOETE AUEG MG LIE TO YIOTPO
o0G Yo Vo, Yivel éva Te0T KuNoemG. AV omd 10 TeoT emiPePatmbel 6Tt eioTte £YKLOC, 0 YIATPOC GOG
umopet vo. 6o TPOTEIVEL aymyn He opiopéva eappaka yio va amopokpuviet to Leflunomide
ratiopharm ypfyopo Kot EM0PKOC 0 TOV 0pyovioud oag, kKabdg e antd Tov TpOmo Prnopel vo puetmbet
0 Kkivduvoc y1o. To popd GOC.

Mnyv naipvete o Leflunomide ratiopharm 6co Onhalete, yuorti n Aeprovvopion mepvaet oto untpikd
YOAQ.

00nynoN Ko LEPLOROS PNV LATOV

To Leflunomide ratiopharm mbavov vo cog tpokaréostl (AN oV Umopel vo UEIMOEL TNV IKAVOTNTA
oag va cuykevipwbeite Ko va avidpdoete. Eqv emnpedleote, unv odnyeite 1 ypnoylonoteite

L0V Lot

To Leflunomide ratiopharm mepiéyel Aaxtoln
Edv &yete evnuepwbel and Tov yatpo cog 0Tt Exete dusavesio oe OpIGUEVE GAKYOPA, EMKOVMOVIOTE
LLE TO Y1OTPO GOG TPV TAPETE ALTO TO PAPLLAKO.

To Leflunomide ratiopharm mepiéyer vatpro.
To @appaxo avtd mepiEyel Arydtepo amd 1 mmol vatpiov (23 mg) avd eTKOAVUUEVO e AETTO VUEVIO
dtokio, eivor avtd mov ovoudlovpe «eAevBepo vatpiovy.

To Leflunomide ratiopharm mepiéyer Aexi@ivny coyrog.

Edv eioBe ailepykdg 610 QLOTIKL 1} 6T GOYLL, U1V XPTCLUOTOMGETE OVTO TO PAPLAKO.

3. o va wapete To Leflunomide ratiopharm

ITavtote va maipvete To PAPLOKO OVTO AVGTNPA COLPOVA LE TIG 0ONYIEC TOV Y1OTPOV 1| TOV
Qopurakomolod cog. Eav éxete appifolieg, potnote TOV Y10TPO 1 TOV QOPLOKOTOLO GOG.

H cvvifng 60om évapéng tov Leflunomide ratiopharm givor 100 mg pio opd v nuépa yia Tig Tpeig

TPAOTEG NUEPES. MeTd amd avTn, o1 TEPLosdTEPOL 0obeveic ypetdlovTon Lo doon:

o T ) pevpartoetdn apbpitida: 10 1 20 mg Leflunomide ratiopharm pia eopd nuepnoing,
avéioya pe tn Bapvtnta g acHévelog.

o To v yoplacwkn apdpitida: 20 mg Leflunomide ratiopharm pio @opd nuepnoimg.

Katoamivete 1o 610kio 0AOKANPO 1€ TTOAD VEPO.
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Mmnopei va tepdoovy mepimov 4 gfdouddec 1| Ko meptocoTePO PEYPLS GTOV apyiceTe Vo volmbeTe
Kdmola PeAtioon ¢ katdotaong cac. Opiopuévol acbeveic akdun kot Hetd amo 4 — 6 unves aymyng
aoBdvovtar tepartépw Perticvon.

ducroroyikd, Bo maipverte to diokia Leflunomide ratiopharm yio peydio ypoviko didotnua.

Eav mapete peyorvrepn d6on Leflunomide ratiopharm amé thv kavoviki

Av mipote nepiocotepo Leflunomide ratiopharm oamd 611 énpene, EMKOWOVAGTE PE TO YIATPO GOG 1|
avalnteiote GAAN 10Tpikn cuUPovAn. Av gival dvvato, mdpte pali cag to diokio 1 TO KOLTI Yol va. Ta
deiete 610 Y10TPO.

Eav Egyaoete va mapete to Leflunomide ratiopharm

Av mapareiyate va mopeTe Kmola 8001, mhpte TNV HOMG To Buundeite, extdg kot ov TANcLalel  ®pa
Yo TNV emdueVT 600T. MnV ThpeTe SITAN SOOT| Y10, VO AVATANPAOGCETE TN d00T o Egydioarte.

Edv éyete meptocOTEPEG EPOTNGELG GYETIKA LLE TN XPTOT VTOV TOV POUPUAKOV, POTNGTE TOV YLOTPO,
TOV QUPLOKOTOLO 1] TOV VOGOKOLO GOLC.

4, IMBavég avemOBOuNTES EVEPYELEG

Onwg 6ha Ta pappoKa, £TGL KO AVTO TO GAPUOKO UTOPEl VO TPOKAAESEL AVETIOOUNTES EVEPYELES, OV
Kot 6gv Tapovctdlovtal 6 GAOLG TOVG AVOPMOTOLG.

Evnuephote apéoms 1o yotpd cog Ko otapotniote vo maipvete to Leflunomide ratiopharm:

- €dv mapovoiboete advvapia, Kepohaiyia 1) CoAn 1 £xete HvGKOAID 6TV avamvon, Yot
ot pmopet vo givol CLUTTAONATO LL0G GOPapng AALEPYIKNG avTidopaomg,

- gbv Tapovcidcete e£GvOnpa 6to déppa M EEAKMON 6T0 OTONA GOG, YloTl AVTA PTopel va
VIodNAdVOLV GoPapés, eviote ameAnTikéS Yo T (o avTdpdoelg [n.y. ohvdpopo Stevens-
Johnson, To&ikn emdep k| vekpdivon, morbpopeo epvbnua, Oappakevtikn Avtidpoon ue
Hoowoeiiia kor Zvotnuatikd Zvumtdpoto (DRESS)], BA. mapdypago 2.

Evnuepdote apéomg 10 y10tpd Gog €0V TOPOVGLACETE:

- OYPOTNTH, KOO, 1| LEAAVIES, Y10TL QVTA PTOPEL VO, DVTTOONADVOLV SLOTAPAYES TOL
OllOTOG TOV TPOKAAEITOL OTO TNV SLOTOPYT TOV SLOPOPETIKOV TOTMV TOV KLTTAP®OY TOV
aiplotog oV AmroTeEAOVV TO aipla,

- KOTT®MG1, KOLAAKG dhyog, 1| iktepo (Kitpiviopo Tv oeBalpdv 1 Tov dEpUatog), yati avtd
Umopel va vTodNAGVOLY GoPapEG KOTAGTAGEIS OTIMG NTATIKN AVETAPKELD, 1 OTTOl0 UTOPEL Vo
glval Bavatnedpa,

- OTOL0ONTOTE GLUMTMOUATA AOLUMEEMG, OTMOG TVPETO, TOVOALULNO 1] Bi]ya, YiaT TO PApLAKO
avtd pmopel va avénoet tny mibavotnta cofapng Aouméemc, 1 onoio umwopel va etvot
ameAnTikn yo ™ Lo,

- Bijya 1 avamveveTikd tpofipata Kabdg evosyeTon vo amoteAovv Evoelsn mpofAnudtov
GTOVG TVEVUOVEG (S1GUEST) TTVELLOVOTTAOELD 1) TVEVUOVIKY] VTEPTACT),

- aoLVVNOIGTO HOVJIAGHA, AdVVOLIN T} TOVO GTO XEPLO KOl GTA KO, TOOLM, ETEDN OVTA
EVOEYETOL VO, LTOONADVOLY TPOPANLLOTA, LLE TO VEVPO GOG (TEPLPEPIKT VELPOTAOELD).

Yoyvég avemOOunteg evépyeieg (mbavov va exnpedoovy péypr 1 oto 10 dropa)
- pikpn peiowon otov aptBpd Tov AevKoKLTTAP®V (AevKomevia),

- EMIQPEC OAAEPYIKEC aVTIOPAGELS,

- avopeéia, andieln coUatikod Bdpovg (cuvnB®S Un oNUoavTIKY),

- komwon (e&acHévnon),

- Kkeaioyio, {aAn,

- U1 QLGIOAOYIKEG OEPUATIKEG GO GEIC OTTMG LupUnRYKlooua. (Tapaicincia),
- Nmo adv&nomn g apINPLOKNG TECT,

- KoMT1d0,
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- ddppota,

- vauTtio, EUETOG,

- QAEYLOVT] TOV GTOUOTOG 1) EEEAKMGN TOL GTOUATOG,

- KOWALOKO GAYOG,

- avénon o€ KAmota amd To AmoTEAEGUOTO TOV EEETAGEMY TOL NNATOG,

- ov&NUEVN OmOAELD LOAMDY,

- éxlepa, Enpodepuia, e£avOnua, Kvnouog,

- tevrovitioa (GAyog mov TpokaAeital amd T Aeyuovny ot pepPpavn mov mepPaiel Toug
TEVTOVEG GLVNOMG TOV TOSLDY KAl TOV XEPLDV),

- avénomn opopévav evOO®mV Tov aipatog (KPEUTIVOP®GPOKIVACT)),

- TPOPANHATA GTO VEDPO TOV AVE® Kol KAT® AKPOV (TEPUPEPIKT VELPOTADELL).

Oy ovyvég avemOBopnteg evépyeleg (mOBavov va eanpedaocovy péypr 1 ota 100 dropa)

- peimon otov apliuod tov epubpokutTdpmy (avarpia) Kot EAGTT®onN oTov aplfpd Tov
atponetariov (Opoufomevia),

- Leimon TV ETmEdmV KaAov 6To aiua,

- ayxog,

- droTapayéc g yevbong,

- Kkvidwon (kvidwtiko e£avonua),

- pnén tévovta,

- avénomn tev emnédmv Mmovg 610 aipd (YoANoTEPOAN Kot TpLtyAvkepidw),

- LElmoN TOV ETTEIOV POGPOPIKDY GTO O,

Yrdvieg avemBOunteg evépysieg (mbavov va emnpedoovy péypr 1 ota 1.000 Gropa)

- avénomn otov aplipd TV KVTTAP®V TOL iaTog TOV OVOUAlovVTaL NOGIVOPIAL
(noowoeiria), mio. peimon otov apldpd Tov AELKOKVLTTAP®OVY (AEVKOTEVIM), EAATT®GN GTOV
apBpd SAMV TV KVTTAP®V TOL aipatog (TavkutTaponevia),

- coBapn avgnon g apTPOKNG TiEoTS,

- QAEYLOVT] TOV TVELUOVOV (SLdpecn TvevLovoTadela),

- avénomn og Kamola and To AmOTEAEC LT TOV NITATog oV Uropel va eEelyBovv og Popidg
LOPONG KATACTAGELS, OT®S NratiTida Kot {Ktepo,

- cofoapn Aoipwén mov ovopdletar oy, 1 omoio puwopel va gival Bavatneopa,

- avénomn oplopévav evOimy Tov aipatog (YOAUKTIKY apudpoyovaoT)).

Mold onavieg avemOopnteg evépyseies (mBavov va eanpedsovv péypr 1 ota 10.000 dropa)

- £vovn UElmoT] OPIGUEVOVY AEVKOKVTTAP®V (OKOKKIOKVTTAPOLUIN),

- coPopEc Kot EVOEXOUEVMG Papldg LopPTG QALEPYIKES OVTIOPACELS,

- QAEYLOVT] OLLOPOPOV ayyel®V (0yyEUTION, GUUTEPTAAUPAVOLEVIC TG OEPLLOTIKNG
VEKPOTIKNG QyYEUTIONG),

- (QAEYLLOVT] TOV TAYKPENTOGS (TaryKpeatitidon),

- cofopn PAGPN Tov NTOTOG, OTMS NTOTIKY AVETAPKELX 1] VEKPMOT], 1| oTtoia pumopel va givat
Bavatneopa,

- ocofapéc kat pepIkéEg PopES ametAnTikég yio, tn (o1 avtidpdoels (chvdpopo Stevens-Johnson,
TOEIKN EMOEPULKT] VEKPOAVGT), TOADLOPPO EpVONLL).

AlAeg avemBOUNTEG EVEPYELEG, OTMOC VEPPIKT AVETAPKELN 1] LEIMON TOV EXUTEIWDY OVPIKOV 0EEOC GTO
aipo, TVELIOVIKT LITEPTACT], OVOPIKY GTEPOTNTA (1] oToia etvat avacTpEwiun LOMG dlokomel 1) oy yn
LLE TO PAPLOKO 0TO), depUaTikog AVKoc (yopaktnpiletal amd e£avOnua/epddnuo oe TeployEg Tov
O€POTOC TTOV €KTIBEVTOL GTO PG), yopiaor (Véa 1 emdeivmon), DRESS kot Agppotico €hicog
(oTPOYYLAT|, AVOIKTH TANYN OTO SEPILO LEGM TNG OTTOTOG UITOPEITE VAL OEITE TOVE VITOKEIUEVOLS 1GTOVG),
UTOPEL VO TOPOVGLAGTOVV UE UN YVOGTH LY VOTNTO.

Avo@opd avemBOunTOV EVEPYELOV

Edv mapoatmpnoete kKamoto avemBOunt evEpPYELR, EVIILEPDOTE TOV YLOTPO 1) TOV PUPUOKOTOLO GOG.
AVT0 1oyl Ko Yo kdOe mhavr avemBountn evépyela Tov OgV avaQEPETAL GTO TOPOV PVALO 0ONYIDV
yphone. Mropeite emiong va avagépete avembounteg evépyeleg anevbeiog, Léow Tov 6vikon
GLGTIIOTOG OVOPOPAS TTOL avaypapeTol 6to lapdptnua V. Mécwo g avaeopds averdountov
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EVEPYEIMV UmopeiTe vo, fonBNceTe TN GLALOYN TEPLOCOTEPMV TANPOPOPLDV CYETIKA LLE TNV ACPAAELL
TOV TTOPOVTOC POPUAKOV.

5. Mog va gvidcsoete To Leflunomide ratiopharm
To pdppako avTtd TPETEL VO, PUAAGGETOL GE PEPT TTOL OeV TO PAETOVLY Kot dev TO POEvVOLY Ta TTALdLdL.

Na pn xpnoipomoteite avTd T0 PAPHAKO HETE TNV NUepOoUNVia ANENG TOL avaPEPETOL 6TO EEOTEPIKO
KovTti Ko ot eLéAn petd v EXP. H nuepounvia AMéng eivon ) tedevtoio npépa Tov pivo mov
ovVOQEPETOL EKEL.

Awnpeite T QLIAN KOAG KAEIGUEVT Y10, VO TPOGTOUTEDETAL GO TNV VYPUCICL.

Mnv metdite @ApHLOKO GTO VEPD TNG OMOXETELGNG 1] GTA OKLOKA amoppiptata. Potote tov
QOPUOKOTOLO GOG Y0 TO MG VO TETAEETE TO, PAPUOKO TTOV OEV ¥PNOLULOTOLETE T AvTd T péTpa Oa
BonBncovv oty Tpoctacia Tov TepPdAiiovtog.

6. Iepreydpeva TS CLOKEVAGIOG KO AOTTEG TANPOPOPIEg
Tvepiéyer to Leflunomide ratiopharm

- H dpaotikn ovoia glvar 1 Aeprovvopion.
‘Eva d1okio amd to emkolvppéva pe Aentd vuévio diokio Leflunomide ratiopharm 10 mg
nepiéyet 10 mg Aeprovvouion.

- Ta @GAAa cuotoTikd givar: Aaktoln povobdpikn, VOPOELTPOTLAIKY KVTTAPTVY YUUNATG
VIOKATAGTACTS, TPVYIKO 0ED, VATPLo AdoVPLAOOEUKO KOl LOyVIOL0 GTENTIKO GTOV TUPTVAL
ToV d1okiov, kabmg eniong AekiBivn (coy10g), ToAv (Bl alkoOAn), TAAKNG, TiTOViOL
dro&eidio (E171) ko EavBdvng kO 6Ty emkdAvLy.

Ep@avien tov Leflunomide ratiopharm ko agpieyépeva TG 6V6KELOGIOG

Ta Leflunomide ratiopharm 10 mg emkaivupéva. pe Aemtd vpévio diokia eivorl Aevkd £m¢ vdrevka
KOl GTPOYYVAQ pE Sidpetpo mepimov 6 mm.

Ta diokia eivol cuokeLAGUEVA GE PLAAES.
AwtiBevtor oe peyéhn cvokevaoiog tov 30 1 100 enucodvppévov pe Aemto VUEVIO S1oKIOV ava OLaAT.

Mmropei va, unv KuKAOQOpPOUV OAEG 0L GLOKEVAGIES.
Kéroyog Aderag Kvkrhogpopiag

ratiopharm GmbH

Graf-Arco-Strale 3

89079 Ulm
T'eppovia

HopookevaocTiig

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster

Teppovia

Merckle GmbH
Ludwig-Merckle-Stralle 3
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89143 Blaubeuren
T'eppovia

I"a omo1admoTe TANPOPOPIL GYETIKA LLE TO TOPOV PAPUOKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amevBuvbeite otov tomikd aviumpdsmno Tov Katdyov g Adstoc Kukiopopiag:

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tel/Tel: +32 38207373

Bbnarapus
Tea ®apma EAJL
Tein.: +359 24899585

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

E\rada
TEVA HELLAS AE.
TnA: +30 2118805000

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

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
ratiopharm GmbH
Allemagne/Deutschland
Teél/Tel: +49 73140202

Magyarorszag
Teva Gydgyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

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

Portugal

ratiopharm - Comércio e Industria de Produtos
Farmacéuticos, Lda.

Tel: +351 214767550

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

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

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.



Simi: +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EA\Gda
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666

Tel: +421 257267911

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

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

To mapov OAL0 03N YAV ypoNS ovadsmpOnke Yo Televtoia gopd etic {MM/EEEE}

Alreg INYEG TANPOYOPLAOY

Aentopepeic mAnpoopieg yio 1o pappoko avtd eival d1a8éoipeg oto dikTLaKO TOTO ToL Evpmraikon
Opyaviopod Goppdkmv: https://www.ema.europa.eu.
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@vAro ooV (piong: IIAnpoeopics yra Tov yprjot

Leflunomide ratiopharm 20 mg smukaioppéve pe Aenté vpévio diokia
Ae@Aovvouion

AwWfacTe TPOGEKTIKA OAOKAN PO TO GVAAO 03N YAV YP1|ONG TPV UPYICETE VU TAIPVETE AVTO TO

PaproKo, O1OTL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 COGS.

- durdEte avTo To EOALO 0dNYIBV YpMone. Towg ypelaotel va to dofdcete Eavda.

- Edv éxete mepartépo amopieg, p@INoTE TOV Y10TPO, TOV PAPLOKOTOLO 1) TOV VOGOKOUO GOLG.

- H ocvvtayn yia avtd to papproko xopnynonke oamokAEloTIKA Y10 60G. Aev TPETEL VO SMCETE
TO PAPUOKO GE AAAOVG. Mmopel Vo Tovg TpoKaAEGEL BAAPT, AKOUO KoL OTOV TO, GUUTTOUATO,
g acBéveldg Toug glvan idwo pe Ta d1kd Goc.

- Edv mopatnpnoete kamoto avemBOunt evépyela, EVIUEPDOCTE TOV Y1OTPO, TOV QAPUAKOTOLO
M TOV VOGOKOWO Gag. AVTO 1oYvEL Kot Yio kKaOe mihavn avemBountn evépyeia mov dgv
AVAQEPETOL GTO TAPOV PVAAO 00N yLdV Yprionc. BAéne mapdypago 4.

T epLéyeL 1o Tapov GUAAO 00N YLOV:

T1 etvan o Leflunomide ratiopharm xai mowa givar n yprion tov
T npénel vo. yvopilete Tpv mapete o Leflunomide ratiopharm
o va mapete to Leflunomide ratiopharm

[MBovég avemBbuntec evépyeteg

Iog va purdcoete to Leflunomide ratiopharm

[Tepreydueva g cuoKeVOGING Kot AOUTES TATPOPOPIES

SourLNE

1. T givan To Leflunomide ratiopharm ket wowa sivar 1 xpiion tov

To Leflunomide ratiopharm mepiéyet tn dpactiky] ovcio AEPAOVVOUION 1) OTTOI0 AVIKEL GE L0 OHLAOTL
QOPUAK®V TO 0Ol OVOUALOVTOL OVTIPEV LATIKA PAPLLOKOL.

To Leflunomide ratiopharm ypnoiponoteitot yio va Bepanedoet evilikovg acBeveis pe o&eia
pevpatogdn apbpitida 1 pe o&eio yoplaotkn apbpitida.

270, CUUTTOMOTO TG PEVUOTOELDOVG apOpiTIdog TepLapuPavovTal 1] AEYLOV] TV apBpdoe®V, TO
oidnua, 1 dSvokoiio otV kivnon kKot 1o GAyog. AAAC GUUTTOUATA TOV EXNPEALOVY OAOKANPO TO GO
aeopovv og avopeia, TLPETO, andAELL EvEPYELNS Kot ovatpio (EAlelyn epuBpokvTTdpwv).

Y10 cvpmtdpoTo TG oéeing Woplaotkng apdpitidog Teptiapfdavovtal  pAEyUOVH TV 0pBpdeE®V, TO
oidnua, 1 dvokokrio otny Kkivnon, To Ahyog Kot ot KOKKIVES POAMOMIELS kNAidec oTo dépua (BAdPeg Tov
S€pUaTOG).

2. T apéner vo yvopilers npwv napete to Leflunomide ratiopharm
Mnv napete 1o Leflunomide ratiopharm

- ov ely0ate TOTE EULPUVICEL KATOLN AALEPYIKN] OVTIOPOOT| GTN AEPAOVVOLIOT (E101KOTEPA 10t
cofopn OEPUOTIKN AVTIOPOOT], GLYVA GLUVOOEVOUEVT atd TVPETO, AAYOC OTIS apBPMOOELS,
KOKKIVEC KNAIDEG GTO OEPUO 1] PLGOAIdEC, TT.). cOVdpouo Stevens-Johnson), 6ta puoTiKia 1
oTN 60Y10 1] GE OTTOLOONTTOTE AAAO OTTO TO, GLGTUTIKG AVTOV TOL PUPUAKOV (CVaPEPOVTOL
otV mapdypao 6), | o€ mepintmon aArepyiog 6TV TEPIPAOVVOLIdT (YpNoLoTotEiTaL yio.
T OEpamEVTIKY] AVTIUETOMION TNG TOAAATANG GKAYPUVOT|G),

- oV EYETE OTTOLOONTOTE TPOPANNO. NE TO GVKOTL,

- oV EYETE LETPLO. £ GOPaPE TPOPANRATA IE TOVG VEPPOVGS,

- oV EYETE ONUOVTIKE YOUNAO aplOUd TPOTEIVOV 67O aipd (VTOTPOTEIVALUIN),
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- ov TaoyeTe amd 0molodNTOTE TPOPAN O TOV EXNPEALEL TO AVOGOTOMTIKO GG GVGTIO.
(m.y. AIDS),

- oV EYETE KATO0 TPOPAN O LLE TO HVEAD TOV 0GTAV GOG 1] OV EXETE YOUNAO aplOud epuBpadv
N AEVKAOV KVTTAPOV GTO Qo GO 1 LELOUEVO aplOUd ALUOTETAAIWDY,

- ov Taoyete and Kdmolo cofapi) AoipmeEn,

- av glote £yKvog, motevete OTL Umopel va giote £ykvog 1 InAalete.

IIpog1domon)oEls Kol TPOPUAGEELS

AmevBuvBeite ooV Y10TPO, TOV POPLOKOTOL0 1] TOV VOGOKOUO0 cog mtpwy tapete to Leflunomide

ratiopharm

- av £YeTe TOTE VOONOEL Ad GAEYIOVI] TOV AVEVROVOV (d14ECT) TVELLOVOTTADELD).

- av eiyote ToTé QupATion 1 giyote VTAPEEL O GTEVN EMAPT LLE KATOLOV/0L TOV £XEL T EiyYE
ovpatioon. O Y1oTpdc oG EVOEYETUL VO TPUYUATOTOCEL EEETACEL Y10l VO OEL OV XETE
oupatioon.

- av glote avopag kot embopeite vo yivete matépag. Eneidn dev pumopel vo amokAelotel 6Tt T0
Leflunomide ratiopharm mepvdel 6to omépua, TPETEL VoL YPNCLOTOIOVVTOL AELOTIGTU UETPA
avTioOAANYNG Katd T Stdpketa g aywyng pe to Leflunomide ratiopharm. Ot dvdpeg ot omoiot
eMOLUOVY VO TEKVOTTOI GOV Oa TPETEL VO ETKOVMOVIIGOVV UE TO YIOTPO TOVE, 0 011010¢ Bt TOVg
ovppoviedoset va otapaticovy va Aaufdavovv o Leflunomide ratiopharm kot va mwépovv
Kdmolo pAapLoKa TPOKEWEVOL va amopakpvivouy to Leflunomide ratiopharm ypriyopa xon
EMAPKAOG and TOV 0PYaVICHO ToVG. Ba ypetootel T0TE va yivel pia eE€Taom aipatog yo va
emPePorwbdei 611 To Leflunomide ratiopharm £yet amopakpouvOel tkavomomtikd amd tov
opYavIcUO Cag KOl 6T GVVEYELN Oa TPEMEL Vo TEPIUEVETE TOLAAYIGTOV AAAOLG 3 piveg Tpy
TpooTafnoel va yivel KAmolog TatéPas.

- €qv mpokeTol va vtoPAndeite og kdmola E101KN alpaToroyiki e€étaon (emmédov acPeotiov).
Yrdpyet mOovotnTo EGQAAUEVIG AVIXVELONG YOUNADY ETTES®V 0oPeaTiov.

- €dv mpokertan va vtoPAndeite 1 Exete voPANnOel oe Tpdopatn cofapin yerpovpykn exépuPacn
N €qv &xete axoOUN pn ETOVAMOEY Tpavpa netd amé yerpovpykn exépfacn. To Leflunomide
ratiopharm pmopei vo KafuatepnoeL TNV ETO0OAMGT] TOV TPODLOTOC.

To Leflunomide ratiopharm pnopei va tpokarécetl neptotactokd KGmolo TpoANoTe Le To aipo, To
GLK®TL, TOVG TVEDLLOVEG M TOL VEDPOL TOV YEPIDV 1] TV TOIDOV 60G. AKOUA TOAVOV v TPOKAAEGEL
Kdmoleg coPapég ahdepyikéc avidpdoel [mepiiapfovopévng e Poppokevtikng Avtiopaong pe
Hoowoethia kot Xvompatikd Xvpntopato (DRESS)] 1 va avénoet nv mbavotnta piog coPapng
rotpwéne. o teplocotepeg TANPOPOPIEG TAVHD GE QUTA, TOPAKAAEIGTE VO SIUPACETE TNV TAPAYPOPO
4 (ITBavég avemBounteg EVEPYELEC).

To DRESS epgpavifetor apyikd pe copntdpato Tov potdlouvy pe g ypinmng kot e£avonua 6to
TPOCMOTO, UETA e EKTETANEVO eEAVON IO Kot vyNAY Beppokpacia, avénuéva erninedo Tov evEOU®OY TOV
GLKOTIOV OV gpPavifovtal 6Tig e£eTdoeLg aipaTog Kot adENoT evOg TOTOV AEVKOKVLTTAP®V
(noowoeiia) kot peyevBuuévotl AeLPadEVes.

O yatpog oag Oa kavel eEeTAGELS AIPNOTOS OVE TOKTA XPOVIKA OLGTAOTA, TPV KOl KOTA TN SldpKeLd
g ayoync peLeflunomide ratiopharm, yio va mopoakolovBel ta KOTTOPO TOV CHUATOC KOL TO GLKOTL
oag. O yotpdc oag Oa eréyyet, emiong, Taxtikd v mieon cag yoti to Leflunomide ratiopharm pmopei
Vo TPOKOAESEL OENGT TG TTiEoTG.

Evnuepdote tov y1atpd cog av £xete avebnyntn ypovia ddppota. O yiatpdg cag pmopet va {ntioet
pocheTeg e€ETAGELG Yo S10QOPIKT ddyvmon.

Evnuepdote 10 ylorpd oog GV avamti&ete depratiko EAKOG KOTA TN dtdpkelo TG Oepaneiog pe
Leflunomide ratiopharm (BA. eniong mapdypopo 4).

IMoora xon Epnpor

To Leflunomide ratiopharm &&v cuvietdrot Yo ypiion 6ta Tad1d Kol 6T0VG EPPOVS KAT® TOV
18 erdv.
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Alha @éppoxa kot Leflunomide ratiopharm

Evnuepaote tov y1otpd M 10V QaploKkomold cog 0V ToipveTe, XETE TPOCPATA TAPEL 1| LTOPEL VO
mhpeTe AAAO QApHOKO. AVTO TEPIAUPAVEL TOL PAPLOKO TOV £XOVV amoKTNOEl xwpic cuvtoym.

Av10 givor Wioitepa GNUAVTIKO oV TOIPVETE:

- AN PAPLOKO, Y10, TN PEVHOTOELT| apBpitida, Omwg avOeLoVOGLOKA (TT.). YAMPOKIVY Kot
VOPo&LYA®POKIV), EVOOUVIKA 1| 0Td TOV GTOUOTOS XOPNYOVUEVOC Y PLGOG, D-evikidlouivn,
alabetompivn Kot GAAO 0VOGOKOTAGTOATIKG appaka (.Y, peBotpe&dtn), yloti ovtoi o
GUVOLOCLOL OEV GLVICTMOVTAL,

- Bappapivn (ypnoipomoteitar yio T Hei®on TS INKTIKOTNTAG TOV AilaToc), ETEON M
TapoakolovOnon eival amapoitnTn Yo T HEIWOT TOV KIVOUVOL AVETIBOUNTOV EVEPYEIDY
oVTOD TOL POPULAKOV

- TEPLPAOLVOUION Y1 TNV TOAAATAT, GKANPLVEOT

- pemayAvion, moyArtaldvn, vateyhvion 1| poctyitalovn yio o Stapntn

- daovvopovpumikivn, doEopovpmikivn, TaKAMTAEEAN 1| TOTOTEKAVT Yo KapKivo

- dovA0&eTivn Yoo TNV KOTAOAWYT, TNV aKPATELD 0OVP®V 1| GTN VEPPIKN 0.60EVELD GTOVC
dtapnrTikode

- alooeTpovn Yo T dlayeipion g coPapng ddppotag

- BopuALivn Yo TO GoOpa

- TICovidivn, £va Loy oAapOTIKO

- OO TOVL GTOUATOG AVTICVAANTTIKE (TOL TEPLEXOLV 0lBuVVAOIGTPASIOAT Kot
AePovopyectpéin)

- KeParkAopn, Pevivimevikilhivn (tevikildiv G), curpopio&aciv yio AoUmEELS

- wdouebakivn, ketompopaivn yio Tov TOvo N T EAEYUOVNI

- (OVPOGEUION Yo KapdlakT acBévela (dtovpntikod, yimt amoBoAng vepol)

- {1doBovdivn yio ™ Aoipwén and HIV

- pocovPactativn, clufoactativn, atopfactativn, Tpafactativn yio TNV
vrepyoAnoTeporatpio (VYNAY YOANGTEPOAN)

- covApacaralivn yio TNV eAeyHoVMON acBévelo Tov EVTIEPOL N TN PELLLOTOELDT apOpitida

- évo QappoKo Tov ovoudleTal xoleoTupouivn (YPNCIUOTOLEITOL Y10 VO LELDGEL TNV LYNAY

YOANOTEPOAN) N EVEPYOTOMUEVO AVOpaKO YIOT] QLT TO PAPUAKO UTOPODV VO, LELDCOVY TNV
nocotnta tov Leflunomide ratiopharm mov amoppo@dtat oo tov opyovicpod.

Av 01 TOPVETE KATO10 1) GTEPOEIOEC UVTLPAEYHOVAOES papuako (NSAID) kaunm
KOPTIKOGTEPOELDT], UTOpEite Vo cuveyiceTe va ta maipvete pHetd v évapén g Bepaneiog pe
Leflunomide ratiopharm.

Eppoiaopoi

Av mtpoxerton va epfortaceite, {nteiote omd 10 yloTpd 060G Vo GOC dMOEL E10KEG GLUPOVALS.
Opopéva epforia dev Oa Tpénel va dievepyovvral eved Aappavete to Leflunomide ratiopharm kon yio
KATO10 GUYKEKPLUEVO SLAGTNILO LETE TN OLOKOTY| THG OYWYNC.

To Leflunomide ratiopharm pe Tpo@1}, T0T6 KoL OLVOTVELROTAOON

To Leflunomide ratiopharm pmopei vo. Ane0ei e 1 yopic tpoen.

Aev ouviotdTol vo mivete aAKoOA katd T Oepancio pe Leflunomide ratiopharm. Otav wivete olkoOA
evod hapPavete to Leflunomide ratiopharm pmopei va avénbei n mbavotnto PAAPNG 610 GLKOTL GaC.
Kvonon kot Onhaopog

Mnyv napete to Leflunomide ratiopharm av gicte 1 motedete 611 pmopei va eiote £ykvog. Edv giote

gykvog N peivete £ykvog evod maipvete to Leflunomide ratiopharm, o xivduvog va amoktioete éva
Lopo pe coPapéc yevetikég avopaiieg eival avénuévos. Ot yovaikeg dev mpémet va Aapfdvovy To
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Leflunomide ratiopharm ywpic va ypnoiporoiodyv a&lomioto peTpo avTicOAANYNG OTay VIdpyEeL
dvvordtnTo TEKVOTOiNnGNG.

Evnuepmote tov yiatpd oag av oyedidlete va peivete £ykvog petd  dtaxont| tov Leflunomide
ratiopharm, ywoti mpénet va BePouwbeite 6t1 kdOe tyvog Tov Leflunomide ratiopharm éyet
omopokpuvOel amd ToV 0pYUVIGHO Gag TPV SOKIUAGETE Vo Leivete €ykvoc. AVvTo pmopel vo Tapel Emg
Kot 2 xpovia. Avtd Opmg pumopel va petmbei o Alyeg BOOUAOEG 0V TAPETE GVYKEKPLUEVO PAPLLOKOL TOL
omoio emtayvvouvy Vv amopdakpuvon tov Leflunomide ratiopharm omd tov opyaviouod coc.

Y& onowadnmote mepintwon, Oa npénetl vo emPefoarmOei pe e€étaon aiporog 61t o Leflunomide
ratiopharm amopoakpOvVONKe IKOVOTOMTIKA 0O TOV 0PYOVIGUO G0G Kot 6T cuvEYELo Oa Tpémet va.
TEPIUEVETE TOVAGYLOTOV aKOUN GAAO Eval Uiva TPOTOV PeVETE £YKVLOG.

IMoa neprocdTepeg TANPOPOPIEC GYETIKA LE TNV EPYOOTNPLOKT EEETAON, TOpaKaAOVLE amevBuvleite
67O YLTPO GOG.

Av éyete v voyia Ot glote £ykvog katd ™ didpkeia Tov Aoufdvete To Leflunomide ratiopharm 7
EVTOC TV 2 1pOVOV apOTOV SLOKOYATE TNV AyYY|, Ba TPEMEL VoL EMKOVOVICETE APECMG LLE TO YIUTPO
o0G Yo Vo, Yivel éva Te0T KUNoemG. AV amd 10 TeoT emifePatmbel 6T eioTe £YKLOC, 0 Y1IATPOC GOG
UITOPEL Va. 6OG TPOTEIVEL aywyn LE optouéva eappoka yio va amopoakpuviei to Leflunomide
ratiopharm ypryopa Kot ETOPKAOS 0md TOV 0pyoavioud oag, kabmg e avtd Tov TpOmo Pmopel vo pewwbet
0 kivduvog Yo To popd Gog.

Mnv naipvete o Leflunomide ratiopharm 6co Onhalete, yoti n Aeprovvopion mepvaet oto untpikd
YOAQL.

Oonynon ko yEPLoPOS PNy avNpdTOV

To Leflunomide ratiopharm mBavov va cag mpokorécel LOAN oV Uropel Vo, HELDOEL TV IKOVOTNTA
oag vo, ouykevipwbeite kot va avtdpdoete. Eqv emnpedleote, unv odnyeite 1 ypnoylomnoleite

L0V LoTaL.

To Leflunomide ratiopharm mepiéyer haxtoln
Edv éyete evnuepwbel and Tov yiotpo cog 0Tl £xeTe ducsavelio oe OpIGUEVO GAKYOPO, ETKOIVMVIOTE
LLE TO Y10TPO GOG TPV TAPETE AVTO TO PAPLLOAKO.

To Leflunomide ratiopharm wepiéyer vazpuo.
To @dppoaxo avtd mepiéyel Arydtepo and 1 mmol varpiov (23 mg) avd emkalvppévo pe AEnTd VUEVIO
dwokio, etvar avtd mov ovopdlovpe «erevBepo vatpiovy.

To Leflunomide ratiopharm mepiéyel AexiBivn céyroc.

Edv gicBe aAlepykdc 6T0 PLOTIKL ] GTN GOYLO, UMV YPNCUYLOTONGETE AVTO TO PAPLOKO.

3. Iog va tapete 10 Leflunomide ratiopharm

[Tavtote va maipveTe To PAPLOKO CLTO CLGTNPE GUUPOVO LE TIG 0ONYIEG TOV YLOTPOD 1] TOV
QopLOKOTO10V 6aG. Edv €xete apgiBories, poTnote TOV Y10TpO 1 TOV PUPLOKOTOLO GOC.

H cvvnfng 60om évapéng tov Leflunomide ratiopharm givor 100 mg o opd v nuépa yia Tig Tpetg

TPAOTEG NUEPES. MeTd amd avTn, o1 TepLosdTepol acbeveic yperdlovton o doon:

o To ™ pevpatoedn apbpitida: 10 13 20 mg Leflunomide ratiopharm pia eopd nuepnoing,
ovaioya pe ) Boapdtnta g acbivetag.

o To v yoplaoctkn apdpitida: 20 mg Leflunomide ratiopharm pio. @opd nuepnoiog.

Haipvete to dokio pe dpbovn mocdTNTA VEPOD.
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Mmnopei va tepdcovy mepimov 4 gfdouddec 1| Ko TeptocoTeEPO PEYPLS GTOV apyiceTe Vo volmbeTe
Kdmola PeAtioon ¢ katdotaong cac. Opiopuévol acbeveic akdun kot Hetd amo 4 — 6 unveg aymyng
aoBdvovtar tepartépw Pertivon.

duvcroroyikd, Bo maipverte to diokia Leflunomide ratiopharm yio peydio ypoviko didotnua.

Eav mapere peyorvrepn 6o Leflunomide ratiopharm amé thv kavoviki

Av mipote nepiocodtepo Leflunomide ratiopharm omd 611 énpene, EMKOWOVAGTE PE TO YIATPO GOG 1|
avalnteiote GAAN 1oTpikn cVUPovAN. Av gival duvato, mdpte pali cag to diokio 1 TO KOLTI Yol va. Ta.
deiete 610 Y10TPO.

Eav Egyaoete va mapete to Leflunomide ratiopharm

Av mapareiyate va mopeTe Kdmola 8001, mhpte TNV HOMG To Buundeite, extdg kan ov TANcLalel | ®pa
Yo TNV emdUeVT 600T. MnV ThpeTe SITAN SOOT| Y10, VO AVATANPAOGCETE TN d00T oV EgYdioarTe.

Edv éyete meptocOTEPEG EPOTNGELG GYETIKA LLE TN XPTOT VTOV TOV POPUAKOV, POTNGTE TOV YLOTPO,
TOV QUPLOKOTOLO 1] TOV VOGOKOLO GOLC.

4, IMBavég avemOBOuNTES EVEPYELEG

Onwg 6ha Ta pappoKka, £TGL KO AVTO TO GAPUOKO UTOPEl VO TPOKAAESEL AVETIOOUNTES EVEPYELES, AV
Kot 6gv Tapovctdlovtal 6€ GAOLG TOVG AVEPMOTOLG.

Evnuephote apéoms 1o yotpd cog Kot otapotiote vo maipvete to Leflunomide ratiopharm:

- edv mapovcidoete advvapia, Kepoahaiyia 1) CoAn 1 £xete dHuoKOAI 6TV avamvon, Yot
ot pmopet va givol CLUTTAONATO LL0G GOPapng AALEPYIKNG avTidopaomg,

- gbv Tapovcidcete e£avOnpa 6to déppa M EEAKMON 6T0 OTONA GOG, YloTl AVTA PTopel va
VTOdNA®VOLY GOPapéc, evioTe ameANTIKES Yo TN Lon avtidpdoels [m.y. cvvdpopo Stevens-
Johnson, To&kn emdepikt| vekpdivon, mordpopeo epvbnua, Oappakevtiky Avtidpoon e
Hoowoeiiia kor Zvotnuatikd Zvumtopoto (DRESS)], BA. mapdypago 2.

Evnuepdote apéomg 10 y1otpd Gog 0V TOPOVGLICETE:

- OYPOTNTH, KOO, 1| LEAAVIES, Y1OTL QVTA PTOPEL VO, DVTTOONADVOLV SLOTAPAYES TOL
OlLOTOG TTOV TPOKAAEITOL OTO TNV SLTOPYT TOV SLOPOPETIKOV TOTMOV TOV KLTTAP®OY TOV
aipotog Tov AmroTeEAOVV TO O,

- KOTT®G1, KOLAaKG dAyog, 1| iktepo (Kitpiviopo tav oeBalpudv 1) Tov d€pUaTog), yoti avtd
UTopEl v VTOINAGVOLY GOPaPEG KOTAGTAGELS OTIMG NTATIKN AVETAPKELD, 1 OTOl0 UTOPEL Vo
gtvanl Bavatnedpa,

- OTOL0ONTOTE GLUMTMOUATA AOLUMEEMG, OTMOG TVPETO, TOVOALULNO 1] BiYy0, YioT TO PApLOKO
avtd pmopel va avénoet tnv mibavotnta coPapng Aouméemc, n onoio pmwopel va etvot
amelAnTikn yo ™ Lo,

- Biya 1 avarveveTikd tpofipate Kabdg evosyeTon vo amoteAovv Evoeln mpofAnudtov
GTOVG TVEVUOVEG (S1GUEST) TTVELLOVOTTAOELD 1) TVEVUOVIKY] VTEPTACT),

- aoLVVNO1GTO HOVJIAGHA, AdVVOLIN T} TOVO GTO XEPLL KOl GTA AKPO, TTOOLM, ETEDN OVTA
EVOEYETOL VO, LTOONADVOLY TPOPANLLOTA, LLE TO VEVPO GOG (TEPLPEPIKT VELPOTAOELD).

Yoyvég avemOOunteg evépyeieg (mbavov va exnpedoovy péypr 1 oto 10 dropa)
- pikpn peiowon otov aptBpd Tov AeVKoKLTTAP®V (AevKomevia),

- EMIQPES OAAEPYIKEC aVTIOPACELS,

- avopeéia, andieln copatikod Bdpovg (cuvnBmg Un onuoavTKy),

- komwon (e&acHévnon),

- Kkeaiolyio, (aAn,

- U1 QLGIOAOYIKEG OEPUATIKEG GO GEIC OTTMG LupUnYKIooua, (Tapaictncia),
- Nmo advénon g apTNPLOKNG TECTG,

- KoMT1d0,
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- ddppota,

- vauTtio, EUETOG,

- QAEYLOVT] TOV GTOUOTOG 1) EEEAKMGN TOL GTOUATOG,

- KOWALOKO GAYOG,

- avénon o€ KAmota amd To AmoTEAEGUOTO TOV EEETAGEMY TOL NIATOG,

- ovENUEVN OTOAELD LOAMDY,

- éxlepa, Enpodepuia, e£avOnua, Kvnouog,

- Tevrovitioa (GAyog mov pokaAeital amd T Aeyuovny ot pepPpavn mov mepPiiel Toug
TEVTOVEG GLVNOMG TOV TOSLDY KAl TOV XEPLDV),

- avénomn opopévav eviipmV Tov aitatog (KPEUTIVOP®GOOKIVAGT)),

- TPOPANUATA GTO VEDPO TOV AVE® Kol KAT® AKPOV (TEPUPEPIKT VELPOTADELL).

Oy ovyvég avemOBopnteg evépyeleg (mOBavov va eanpeaocovy péypt 1 ota 100 dropa)

- peimon otov aplduod tv epubpokutTdpmy (avarpia) Kot EAGTTmon oTov aplfud Tov
atponetadiov (Opoufomevia),

- ueimon TV ETmEdmV Kalov 6To aiua,

- ayxog,

- droTapayéc g yebong,

- Kkvidwon (kvidwtiko e£avOnua),

- pnén tévovta,

- avénomn tev emrédmv Mmovs 610 aipa (YoANoTEPOAN Kot TpyAvkepidn),

- LEIMON TOV ETTEIOV POGPOPIKDY GTO AL,

Yrdvieg avemBOunteg evépysieg (mbavov va ernpedoovy péypr 1 ota 1.000 Gropa)

- avénomn otov aplipd TV KVTTAP®V TOL OiaTog TOV OVOUALoVTaL NOGIVOPIAL
(noowoeiria), mio. peimon otov aplfpd Tov AELKOKVLTTAP®OVY (AEVKOTEVIM), EAATTMGN GTOV
apBpd SA®V TV KVTTAP®V TOL ipaTog (TavkuTTaponevia),

- coapn avgnon g apTPIOKNG TiEoTS,

- QAEYLOVT] TOV TVELUOVOV (dldpecn Tvevpovomdela),

- avénon og Kamola and To AmTOTEAECLOTA TOV NITATog oV Uropel va eEelyBovv oe Popidg
LOPONG KATACTAGELS, OT®S NratiTida Kot {Ktepo,

- cofapn Aoipwén mov ovopdletar oy, 1 omoia pwopel va gival Bavatneopa,

- avénomn opiopévav eviimy Tov aipatog (YOAUKTIK apudpoyovioT)).

Mold onavieg avemOopnteg evépyseies (mBavov va eanpedsovv péypr 1 ota 10.000 dropa)

- €vtovn UelmoT] OPIGUEVOVY AEVKOKVTTAP®V (0KOKKIOKVTTAPOLUIN),

- coPapéc Kot EVOEXOUEVMG PapLdg LOpPTG QALEPYIKES OVTIOPACELS,

- QAEYLOVT] OLLOPOpOV ayyelmv (oyyeUTidn, GUUTEPIAAUPOVOLEVIC TG OEPLLOTIKNIG
VEKPMTIKNG OyYEUTIONG),

- (QAEYLLOVY] TOV TAYKPEOTOGS (TaryKpeatition),

- cofapn PAEPN Tov NTaTOG, OTMS NTOTIKY AVETAPKELX 1] VEKP®OT, 1| ontoia pumopel va givat
Bovatneopa,

- ocofapéc kat pepIkEg PopEC ametAntikég yio T (o1 avtidpdoels (cvvdpopo Stevens-Johnson,
TO&IKN EMOEPULKT] VEKPOAVGT), TOADLOPPO €pVONLL).

AAleg avemBOUNTES EVEPYELEC, OGS VEQPIKT OVETAPKELN 1] LEIDOT TOV EXTEd®V 0VPUKOD 0&E0G GTO
allpLo, TVELLLOVIKT LITEPTACT], OVOPIKT| GTEWPOTNTA (1] omoia elvat avacTpEWin LOMS dloKomel 1) oy yn
LLE TO PAPLOKO 0Td), depuaTikog AVKoC (yopaktnpiletal amd eEavOnua/epvdnuo ce Teployg Tov
O€pOTOC TTOV €KTIBEVTOL GTO PG), Yopiaor (Véa 1 emdeivmon), DRESS kot Agppoticod €hicog
(oTPOYYLAT], AVOIKTN TANYN OTO SEPLLO LEGM TNG OTOTNG ITOPEITE VAL OEITE TOVE VITOKEIUEVOLS 1GTOVG),
UTOPEL VO TOPOVGLOGTOVV LE UM YVOGTH LY VOTNTO.

Avo@opd avemOOunTOV EVEPYELOV

Edv mopotmpnoete Kamoto avemOOun evEPYELD, EVILEPDOTE TOV YLOTPO 1) TOV QUPUOKOTOLO GOG.
AVT0 1oyt Kot Yo kdOe mhavr avemBountn evépyela Tov 6gV aVaPEPETAL GTO TOPOV PUALO OONYIDV
yphone. Mropeite emiong va avagépete avembounteg evépyeleg anevbeiog, Léow Tov 6vikon
GLGTIIOTOG OVOPOPAS TTOL avaypapeTol 6to lapdptnua V. Mécwo g avaeopds averdountov
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EVEPYEIMV UmopeiTe vo, fonBNceTe TN GLALOYN TEPLOCOTEPMV TANPOPOPLDV CYETIKA LLE TNV ACPAAELL
TOV TTOPOVTOC POPUAKOV.

5. g va puidseste To Leflunomide ratiopharm
To @appako ovTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLV TO TOdLA.

Na pn xpnoipomoteite avTd T0 APHAKO HETA TNV NUEpOUNVia AENG TOL avaPEPETOL 6TO EEOTEPIKO
Kouti Ko otn eroAn petd v EXP. H nuepounvia AMéng elvar 1 teElevtaio nuépa Tov punvo wov
ovVoQEPETOL EKEL.

Awnpeite T UIAN KOAG KAEIGUEVT] Y10 VO TPOGTOTEVETAL OO TNV VYPUCICL.

Mnv metdite @ApUAKO GTO VEPD TNG OMOYETELGONC 1| OTA OlKLOK(A amoppipata. Potiote tov
QOPUOKOTOLO GOG Y0l TO TMG VO TETAEETE TO, PAPUOKO TTOL OEV YPNOLLOTOLEITE T AvTd T péTpa Oa
Bonfnoovv oty mpoctacio Tov mePBAAAOVTOG.

6. Iepreydpeva TS 6LOKEVAGLAG KOL AOUTEG TANPOPOPiES
T agpréyer to Leflunomide ratiopharm

- H dpaoctikn ovoia glvar 1 Aeprovvouion.
"Eva diokio oo ta emkodloppéva pe Aemtd vuévio dokio Leflunomide ratiopharm 20 mg
nepi€yet 20 mg AeAOLVOUIO.

- Ta GAha cvototikd givar: Aaktoln povobdpikn], VOPOELTPOTLAIKY KVTTAPIVY YOUNANG
VIOKATAGTACTS, TPVYIKO 0ED, VATPLo AdovPLAOOEUKO KOl LOYVIOL0 GTENTIKO GTOV TUPTVAL
ToV d1okiov, kabmg emiong AekiBivn (coy10G), ToAL (Bvvd aAkoOAN), TAAKNG, TITOVIOV
dro&eidio (E171) kon EavBavng kOp 6Ty emkdAvy).

Epgavien tov Leflunomide ratiopharm ko wepieyopeva g 6vokevociog
Ta Leflunomide ratiopharm 20 mg emkolvppéva pe Aentd vuévio diokia givar Aevkd £mg vTOAELKOL
K0l GTPOYYVAQ e SLAUETPO TEPimov 8 mm ko ypoppu diyotounong ot pia mAevpd tov dickiov. To

dtokio umopei va dtoywpiotel o€ 000 ioa pép.

Ta diokia eivorl cuokevacpéva 6E PLAAES.
Awtifevtan og peyébn cvokevaoiog tov 30 1 100 enucodlvpupévov pe AETTO DUEVIO J10KIOV 0VEL OLAAT.

Mmropei vo pmv KuKAOQOpoUV OLEG 0L GLGKEVAGIES.
Karoyog Adsrag Kvkhogopiag

ratiopharm GmbH

Graf-Arco-Stralie 3

89079 Ulm

Teppavia

IHopoackevaostig

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster
T'epuavia
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Merckle GmbH
Ludwig-Merckle-Stralle 3
89143 Blaubeuren
T'eppovia

IMo omoladnmote TANPOPOPio. GYETIKA LE TO TOPOV POUPUOKEVTIKO TPOIOV, TAPUKOAEISTE VO

amgvbuvbeite otov Tomikd avtimpdésmmo tov Katdyov g Adelag Kvkhogpopiag:

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tel/Tel: +32 38207373

Bbbarapus
TeBa ®apma EAJ]
Temn.: +359 24899585

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.; +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EArGoo
TEVA HELLAS A.E.
TnA: +30 2118805000

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

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

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

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich

ratiopharm Arzneimittel Vertriebs-GmbH

Tel: +43 1970070

Polska

Teva Pharmaceuticals Polska Sp. z 0.0.

Tel.: +48 223459300

Portugal

ratiopharm - Comércio e Indistria de Produtos

Farmacéuticos, Lda.
Tel: +351 214767550

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

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



Island Slovenska republika

Teva Pharma Iceland ehf. TEVA Pharmaceuticals Slovakia s.r.o.
Simi: +354 5503300 Tel: +421 257267911

Italia Suomi/Finland

Teva Italia S.r.l. Teva Finland Oy

Tel: +39 028917981 Puh/Tel: +358 201805900

Kbnpog Sverige

TEVA HELLAS AE. Teva Sweden AB

EAMGda Tel: +46 42121100

TnA: +30 2118805000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija Teva Pharmaceuticals Ireland

Tel: +371 67323666 Ireland

Tel: +44 2075407117

To mapov vALo 03NYLAOV Yp16NS ovadcmpOnke Yo TeEevTOia Popa ot {MM/EEEE}

Addeg TNYEG TANPOPOPLOV
Aemntopepeic TAnpoeopieg yia to pappoako avtd eivar dtabéoipeg 6to dikTvakd TOTo Tov Evpmmaikon
Opyavicpod Goppdkmv: https://www.ema.europa.eu.
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