ITAPAPTHMA 1

HEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgukaivupuéva pe Aemtd vpévio diokia

2. MOIOTIKH KAI MOXOTIKH XYNGEXH
Kafe diokio mepiéyer 80 mgoeefovEootdng.

"Exdoyo pe yvootn dpdon

Kdé0e diokio mepiéyer 236,0 mhaktoln.

I"o Tov AP Katdrhoyo Tov ekdoywVv, PA. mapdypapo 6.1.

3.  ®APMAKOTEXNIKH MOP®H

EmwkaAvppévo pe Aemtd vuévio dtokio (Stokio).

Kitpivov ypdpatog, appikvupto Siokio 6€ oyipo KOWoKiov dactdcemv nepimov 16 X 7 mmyue
avayAoeo 1o Slokpitikd «M» ot pia oy tov dokiov kot «FX3»otny dAAn dyn Tov.

4.  KAINIKEX ITIAHPO®OPIEX

4.1 OgpamevTikég gvosigelg

Bepoameio TG YPOVING VITEPOVPLYULUING GE KOTAGTAGELG OOV 1 evamdbeon ovpikov 0EE0C ExEL O
ovufel (mepthopfavopévon Tov 16ToPIKoD, 1 TNG TaPOLGiag, TOPOL f/Kkat ovpikng apbpitidac). To
Febuxostat Viatrisvoeixvotol og evilikes.

4.2 Aocoloyio kol TPOTOG YOPNYNONS

Aocoioyia

H cuvictdpevn and otépatog d6on Febuxostat Viatrisivar 80 mgdana& nuepnoiong ave&dptnta and
po@éc. Eav 1o ovpkd 00 opov eivar > 6 mg/dl (357 pmol/lfrerta and 2-4 eBdopddeg, pmopei vo.
g€etaotel n yoprynon Febuxostat Viatris 120 miguaé nuepnoiog.

To Febuxostat Viatridgettovpyei apketd ypryopo MGTE Vo, EXLTPEYEL TNV EXOVEEETOOT] TOV OVPIKOD
0&€og opov énerta omd 2 gfdoudadec. O Bepomentikdc 6Tdy0g ivar va petmbel kat vo dtatnpnoei to
ovpikd 0&H 0po? kdtw omd o 6 mg/dl (357 umol/l).

Svviotdrot Tpoedraln and EEapon ovpikng apbpitidog yio tovidyiotov 6 uiveg (BAEne Tapdypapo
4.4).

Hliawuévor:
Aev amonteitar poBuion g doc0A0Ying 6Tove NAKIOPEVOLS (BAéne mapdypago 5.2)

Negpixn dvolertovpyia
H acpdieia ko 1 amotedeopatikotnta oev £xovv a&loroyndei TApwg o€ acbeveic pe coPapn

veQEpIKkn dvcAettovpyia (kabBapon kpeatvivng <30 mI/min,préne napdypoago 5.2).

Agv amarteitonl pHOpion g docoroyiog oe acbeveig pe o N LETPLA VEPPIKT SuGAEITOVPYIDL.



Hramixn dvolertovpyio.

H amoteleopatikdmma kot ) acpdieia e pefovootdtng dev Exovv peretn0el og acbeveic pe fapud
nratiky dvciettovpyia (Child PughTaén C).

H cvvietdpevn docoloyia o€ acbeveig pe Nma nrotikn Svciertovpyia eivar 80 mg.Ileplopiopéveg
TAnpoopieg eivar Srobéoipeg yio aoOeveic e pétpla NTOTIKN SLGAEITOVPYid.

THoudrozpiog wAnBoouog
H aopddeia ka1 amotelecpatikotnTa ¢ eefovootding o€ modid nAkiog Katw tov 18 etdv dev

€yovv akopa tekpnpumbel. Agv vapyovv dbéotua dedopéva.

Tpdmog yopnynong

Amd o1épaTOG XPTIOT.

To Febuxostat Viatrigpénet va Aappavetor and 1o otopo Kot unopsi vo Aapfavetor pe 1 xopic
TPOOT.

4.3 Avrtevosieg

Yrepevouohnoio ot SpacTiKn 0VGio 1] 6€ KATO0 amd TO EKS0Y0 TOV OVOPEPOVTAL GTNV TAPAYPAPO
6.1 (BAéne emiong mopdypaeo 4.8).

4.4  Ewkég TPOELOOTOU|GELS KUl TPOPVAAEELS KATA T1) Y p1)o)

Kapdayysiokéc dratopoy£c

Katd v avartoén tov tpoiovtog kot og pia peteykpirikn pehétn (CARES),mapotnpnonke
UEYOADTEPOC aplOUOC BovaTNEOP®V KOPILOYYELWK®Y GUUPBAVI®V HE TN PEBoVEOGTATN GE GUYKPIOT LE
v aAlomovpivorn o aobeveic pe Tpoimdpyovoeg peiloveg kapdiayyelakéc Tadnoelg (.. EUPPoyLLa
TOV HVOKOPSIoV, EYKEPAMKO enelcOd10 1 aoTabng oTnOayYn).

Qo010060, o€ [ua petayevéotepn peteykprtikn peAétn (FAST),n eefovéootdt dev fTay KatdTEPT 0o
TNV 0AAOTTOVPIVOAT] GT GLYVOTNTA EUPAVIOTG TOGO Bavatn@opwv 660 Kot un Bovatneopmv
KAPOLOYYELOKDY GUUPBAVTOV.

H 0epameio avtig ™g opddog acbevav Oa npémet va aokeitar pe Tpocoyn kat ot acbeveig o mpémet
va TopoKolovfovvtat ToKTukd. o TepIocOTEPEG AETTOUEPELES OYETIKA e TNV KOPSIOYYELOKT|

ac@dAeln tng pePovéootdg, avarpéére oty Topdypago 4.8 kol otnv mapdypapo 5.1.

AMepyia/vmepevaicOncio 610 QOPUAKELTIKO TPOIOV

Enavieg avapopéc cofapdv avtidpdoewy aAlepyiag/vmepevaicnoiog, copnepiappoavopévov Tov
ametnTiko yia tn {on cvvdpouov Stevens Johnsomyg to&ikng emSEPIKNG VEKPOAVLOTG KO TG
o&giog avaguiaktikng avtidpacng/kataninéiog, Exovv cvileyOel pe Ty eumelpio PeTd TV

KUKAOQOPIa. XTIG TEPIGGOTEPEG MEPITTMGELG, OVTESG O AVTIOPATELS GLUPOIVOVY HOVO KATE TN StdpKELD
ToV TPMOTOL Unva Bepaneiog pe pefovéootdrn. Mepikoi, aAdd Oyl 601 amd oLTOVG TOL AcOEVEIC
AVEPEPOV VEQPIKT] OVETAPKELD KO TPpONyoOUEVT VITepELAoONGio 6TV 0ALOTOVPIVOAN. ZoPapéc
avTpaoelg vrepevatsneiog, copmepriapfoavopévov g PappokevTikig Avtiopaong pe

Hoowoeihio kot Zvotnpotikd Zvuntduoate (DRESS-Drug Reaction with Eosinophilia and Systemi
SymptomsvoyeticOnkay pe ToPETO, AUUTOAOYIKY, VEQPIKN 1] NTOTIKN EUTAOKT GE OPIOUEVEG
MEPMTAOGELG.

O1 aoBeveic Tpénel va eVIIUEPDOVOVTOL 0T TO, GNUEIN KOl GUUTTAOMOTO KO VO, TpAKOAOLOOHVTOL
o1eva Y10 cvpmtdpata aArepyiac/avtidpdoswv viepevarctnoiog (PAéne Topdypagpo 4.8).H Oepansia
ue eePoVEOCTATN TPETMEL OUECHE VA, GTOUATHOEL €0V coPapd cvpntduata oAlepyiag/avtidpdoetg
vrepevoicinciog, copmeptAapupavopévov Tov cuvdpopov Stevens-Johnsoapufoiv kabmg 1 Eykaipn



amodovpon oyetifetar pe koaAvtepn mpodyveon. Eav évag acbevig éxet avoamtdéel avtidpdoeig
aAlepyiac/vmepevacinoiog coumeptiapfavouévov Tov cuvdpdpov Stevens-Johnsatu oeio
avapLAOKTIKY avtidpoaon/cok, N pepovEootdtn dev mpémel va Eavapyiosl o€ avtdv Tov acOevi avd
TAGOo GTLY ).

O&£a. emes0810. ovpiknc opfpitidac (€opon ovpiknc apdpitidac)

H Oepameia pe pefovEootartn dev Oa mpémet va Egkivael péypt vo el VIOYWPNGEL TANPWG EVOL 0ED
€nel006010 ovpikng apbpitdag. EEGpaeic ovpung apbpitidag pumopel va cupfovv katd v Evapén g
Oepaneiog AMoy® oALayNG TOV EMITESWDY OVPIKOV 0EEOG OPOV TOL KUTAANYEL GE KIVIITOTOINOT) OLPLKOD
o&éoc amod evanobioelg otovg 161o0¢. (PAéne mop. 4.8xa1 5.1). Katd v évapén g Bepaneiog pe
oePovEootatn cuviotdtal TpoevAasn amd EEapar ovpikng apbpitidag yio TovAdyioTOV 6 UVES PE Eval
Mn Z1epogidéc Aviipheypovadeg Papuoko (MEZAD) 1 koAykivn (BAéne map. 4.2.).

Edav ovpPei é€apon ovpiknig apBpitidag katd ) Bepancio pe pefovéoatdrn, 1 Oeponeia dev Oa Tpénet
va dwokomet. H €é€apon ovpikng apbpitidag Oo tpémel vo avTIUETOTIGTEL TAVTOYPOVA OVAAOYQ UE TNV
nepinTmon yio Tov pePoVOHEVO acbevi. Zuvexnc Bepameia e pefovE0oTdTn HEIDVEL T GLYXVOTITA
Kot Ty €viooT Tov eEapcemv ovpikng apbpitidog.

Evand0eon EavOivng

Y& aoBeveic 6ToVg 0moiovg 0 PLOUOG GYNUATIGHOV oVPLKOD 0&E0G sivar e€atpeTikd avénuévog (..
Kako10ng vocog kat Bepancia g, covdpopo Lesch-Nyhan) amdéivtn cvykévipmon EavOivng ota
oVOpa umopel, 6 OTAVIEG TEPTMGELS, Vo, avénbel onpavtikd dote va emtpéyel v evandbeon otnv
oVpoPOPo 060. Kabmg dev vrapyet epmepia pe t eefov&ootdrn, 1 xpNo” TG G€ AVTOVG TOVG
TANOVGHOVG deV GuVIGTATAL.

Mepkantonovpivn/aladsionpivn

H ypnon eefovéootang dev cvvictdtor o acbeveig 6ToVg 0TOi0VS YopTYELTAL TV TOYPOVOL
uepkantomovpiviy/alaberonpivy. kabmg N avactodn TG 0&gddong g EavBivig amd tnv
eepovéootarn pmopei va mpokaiécel avénpuéveg cuYKeEVIpmoelg pepkamtonovpivic/aladsionpivng oto
T dopa wov B propovoay vo odnynoovy o€ coPapn to&kdTnTa.

‘Omov M tawtdypovn yopnynon dev umopel va aropevydel, cuviatdrol peimon e doong g
uepkantorovpivig/ alaberonpivig oto 20%M AydtEPO TG TPONYOVUEVNS BOGNC TTOVL
oLVTAYOYPOPNONKE TPOKEWEVOL Vo amopevyHodv mbavég aipatoroyikég emdpaoeis (BAéne
nopaypdeovg 4.5xat 5.3).

Ot acbeveic Oa Tpénetl va mopakoiovBoivial 6Teva Kot 1 60on Tng pepkantonovpivig/aladelonpivig
0o Tpémel axorovbwg va tpocappuoletat pe Bdon v aloldynon g OepamevTIKnG AVTATOKPIOTG KO

v Evopén evieyOUEVOVY TOEIKMV ETOPUCEDV.

ANTTEC LOGYELUAT®Y OPYAVOV

Eme1on dev vmdipyel epmeipio. 6 ATTEG LOGYEVHATOV OpYAveVY, 1| xp1ion eefovéootdng dev
owvioTatol o€ T€To10Vg aobeveic (BAéne Tapdypogo 5.1).

®eo@LAAivY

H ovyyopnynon eepovéootdtng 80 mgkat epdnas d6ong Beopuirivng 400 mgoe vy dropa £de1&e
0IoVGi0 0OTOIGONTOTE PAPUAKOKIVITIKNG oAAnAemtidpaong (PAéne Tapdypago 4.5).H pefovootdrn
80 mgumopei va ypnoponondei oe acbeveic oTovg omoiovg yopnyeitol TavTOY POV Be0LALIVY Y®Pig
Kkivduvo avénong tav emmédmy tng Beo@uAriving 6to TAdGHA. Agv vTdpyovy dtabEcipa dedopéva yio
v eefovEootdtn 120 mg.

Hrotwkéc Srotapoyéc




Katd tn dibpkeio tov cuvovaspévev eaons 3 KAVIKGOV HELETOV, NTLES AVOUOAIEG 6TIG SOKIIAGIES
nmatikng Agrtovpyiog mapatnpndnkav og aobeveic oToug omoiovg yopnynonke eefovéootdt (5.0%).
Aoxocio NTatikng Aettovpyiag cuvieTdton TP amod v Evapén g Bepameiog e pefovéootdrn Kot
petémetto meplodikd Paocet kKAvikng extiunong (BAéne mapdypogo 5.1).

Awatoapoyéc tov Bupeotdone

AvEnuéveg tipég TSH (35,5 plU/mL)rapatnpnnkov o acbeveic vrd pakponpddeoun Oepansio. pe
eefovéootat (5, 5%)otig pokponpdBesueg OVOIKTHG TITAOTOINOTG LEAETES TapATACTG. ATTOLTEITOL
Tpocoyn o6tav ypnopomoteitan pefovootdtn oe acobeveig e petafoArn tng Aettovpyiog Tov
Bupeoetdoic (BAéne mapdypagpo 5.1).

"Exdoya

Ta diokio. Febuxostat Viatrigepiéyovv Aaxtoln. Ot acheveic pe omdvia KANpovoukd tpopAnuota
dvoave&iog otn YoAaKTOLN, TANPT OVETAPKELD AAKTACTG 1] KOKT amoppoenon YAVKO ns-yohaktolng,
dev TPETEL VO, TAPOVV QVTO TO PAPAKO.

Ta dwokio Febuxostat Viatrigepiéyovv Myotepo amd 1 mmolvatpiov (23 mg)avé diokio, givar avtd
7ov ovopdlovpe «ehevfepo voTpiov».

4.5 Alliemdpaocseig pe Ao QUPUOKEVTIKA TPOIOVTA Ko GAAES HOPPES aAANAETIOpOOG

Mepkantorovpivn/aladsionpivn

Bdoel Tov unyaviepov dpaong g eefovoctdtng oty ovactoAn tng XO dev cuvieTtdrton 1
TavTOYpovn YpNoN. Avacstodn g XO amod v eefovEoctdtn uropel vo TPOKIAEGEL AVENUEVESG
GUYKEVIPMDGELG OTO TAAGHO OVTAV TOV POPUAK®DY 0MYDOVTOG G LVEAOTOEIKOTITA.

Y mepintwon Tavtdypovng xopiynong ne eefovéootdrn, n 60on pepkartonovpivig/alabdeionpivng o
npénel vo, peidvetar oto 20%M Aydtepo g mponyodpuevng 6061 oL cuvToyoypoaenOnke (BAéne
nopoypdeovc 4.4.xar 5.3)

H emdpreia tng mpoTevOUEVIG TPOGOPUOYNG TS dOGTG, 1| 0Toia PacicTnKe 6 LOVTELOTOINGN Kot
avAALGN TPOGOUOIMONE TPOKAVIKMV dEGOUEVOV GE apovpaiovs, eniefatminke and To
OTOTEAECUATO, OGS KAVIKNG LEAETNG OAANAETIOpaoC PapaKoD GE VYIElG e0eAoVTE, TOV EAaPay
povo 100 mgaladeionpivn ko peiwpévn d6on alabelompivig (25 mg)oe cuvdvooud pe
eepovéootarn (401 120 mg).

Merétec aAniemdpaoemv QeRovE0oTaTNG e GAAT KuTTaPOTOEIKN YNpEodepaneia dev Exovv
de€ayBel. Aev vapyovv StabEoL SESOUEVE GYETIKG LUE TNV AG@AAELN TN PEPOVEOGTATNG KOTA TN

duapkela £Tepng KutTapoto&ikng Bepameiag.

PocswyArralovn/vrootpduota CYP2C8

H @efovéootdrn deiydnke va givar évag addvapog avaotoréag tov CYP2C8 in vitroXe o pekétn pe
vy dropa, 1 svyyopiynon 120 mgeePovéootdmg QD pe pio amd Tov otdpatoc d6om 4 mg
pootyArtalovng dev giye kapio eNiOPACT GTNV OPLOKOKIVNTIKY TNG poctyArtalovng Kot Tov
petaforitn g N-deopebvd poorylitaldvng, vrodeikvoovtag 6tL 1 pefovéootdn dev givar Evivpo
avactoréag tov CYP2C8 in vivo Emopévag, n ouyyopnynon eepovéootding pe pootyAtalovn 1 e
Ao CYP2C8umootpdpata, eV avoUEVETOL VO, YPEIOTEL OTOLAONTOTE PLOLLGT TG HOONG YO OVTEG
TIC EVOGELS.

®eo@uAAivn

Mia pelétn aAnieniopacng o vy dropa xetl deEaybei pe pefovootatn, yia va aoloyndet katd
OG0V 1 ovacToAn Tng XO evOEETAL VO, TPOKAAEGEL AENGT GTO KUKAOPOPOHVTA EMITESD TNG
OgopuALivg Omac €xel avapepBel pe dAlovg avaotoreig tng XO. Ta amoteAéopata avThg TNG LEAETNG



£oei&av 0t M ovyyxopnynon eepovéootdtng 80 mg QDue epdma 66om Beopuiiivng 400 mgoev Exet
Koo ETIOPAOT TNV QUPUUKOKIVITIKN 1| ac@diela TG OeopuAdivng. Emopévmg, dev cuvietdtot
Wwitepn Tpocoyn otav n eefovéostdrn 80 mgkat 1 OcopuAdrivy divovtar TowToXpOVMG. Agv
VIapyovv drabécipa dedopéva Yo v pefovéootdtn 120 mg.

Nozmpo&évn ko GAlol ovosToAeic YAVKOVpOVIdWONC

O petaPforiopdg g pefovéootdatng e&aptator omd Evivpo Ovpdivig I'AvkovpovosvATpavepepdons
(UGT). ®oppakeutikd mpoiovia tov avactéAlovy T yAvkovpovidwor, 6nwg 1o MIAD kol n
TPoPeveaion, LTopovy BepnTIKA Vo EXNPEAGOLY TNV ATEKKPLOT TG PEPOLE0STATNG. X LY ATOoL,
N ToLTOY POV YpNon eefovootdrng kot vampo&évng 250 mgdig nuepnoing cuoyetiotnke pe avénon
otV ékBeomn og pePovéootatn (Cmax 28%, AUC 41%an t1, 26%).Xe kAvikéc pedétec n xpnon
voarpo&évne | GAAmv MZAD/COX-2 0vaoToAé®mV OV GUGYETIOTNKE UE TUYOV KAMVIKG GNUAVTIKT
avénon og avemBounto copPavra.

H pefovéootatn punopei va cuyyopnyeitor pe vampo&évn xopic va amotteiton podrion g d6ong g
oePovEootatng N g varpo&evng.

Enaywysic YAvkovpovidmwonc

Ioyvpoi emayoyeig tov eviipmv UGT evdéyetal mbovdg vo odnynoovy 6€ avénpévo HETAPOMGHO Kot
LEWWUEVN amOTELEGHOTIKOTN T TG PePovéootdrng. Emopévag cuvictdtot Ttopoakoiovdnen tov
ovpkov 0&€oc opov 1-2 efidopadeg Encrto and TV Evapén g Bepaneiog pe Evav 1oyvpd enaywyéa
YAVKOVPOVIB®ONG. AVTIGTPOPMG, S10KOTH TNG Bepaneing VoG ETOYOYEN EVOEYETOL VO OO YN OEL OE
avénpéva emineda pefovEootdtng 6To TAUGHO.

Kolykivn/wvdopedakivn/vdpoyrmpoberalidn/Bopeapivn

H pefovéootatn punopei va cuyyopnynbei pe koAyikivn 1 wdopebaxivn ywpic va omorteitol podion
g 066M¢ TG PEPOVEOGTATNG 1] TNG GLYYOPTYOVUEVNG OPUGTIKNG OVGING.

Agv amarteitol pvopion g 60omg yia v pefovoctdtn 6tav yopnyeital pe vopoyAwmpodelalion.
Agv amarteitol pvOpion g 66omg yia ) Bapeapivn 6tav yopnyeitar pe pefovéoatdrn. Xopnynon
eePovéootatc (80 mgn 120 mguia opd v Nuépa) Le Papeapivn dev iy enidpaocn otny

eoppaxokvntiky g Papeapivng o vyieic eBelovtés. To INR ko 1 dpdom tov Tapdyovta VI dev
EMNPEGGTNKOY OO T GLYYOPNYNOT TS PEROVEOGTATNG.

Asourpapivn/vrostpouoza CYP2D6

H gefovéootatn edvnke 611 givar aoBevic avaoctoréog tov CYP2D6in vitro. e o pedétn pe vy
aropa, N Afyn 120 mgeefovEootdng nuepnoing katéAnée oe o péon avénon katd 22%otmyv
AUC 1 g decumpapivig, evog vrootpodpatog CYP2D6nov vrodeikvoet pia mhovn acdevn
avooTalTikn dpdon tng eefovéootitng oto Eviupo CYP2D6Iin vivo.

Emopévag, n ouyyopnynon g eepovéootdtng pe dAro vrootpmdpoto CYP2D6dev avopévetal vo
amoitel pOOuIon dOGNG Yo AVTEG TIG EVDGELS.

Avtidéwva

Tavtoypovn Katdmnoom evog avtid&vov Tov TepEyel VIPOEEiSIo payvnaiov Kot VIPo&eidio apyidiov
éxel pavel 011 kaBvotepel TV amoppoenon g pefovéootdng (tepinov 1 dpa) Kot TpokaAel o
peiwon katd 32%0tv Cmax 0ALA dev Topotnprdnke onpavtikn aAlayn otnv AUC. Ertopévac, 1
oePovEootatn punopei va Anedel aveEdptnta amd ) ypnon aviioEvoy.



4.6 Tovipétnto, KONGN Kol yorovyia

Kdnon

Ta dedopéva oeTIKA pe TOAD TEPLOPIGUEVO aplOpd TEPTOSE®V KOG KATA TNV £YKLUOGHVT], OEV
KotédetEav avembounteg evépyeteg g pefovootdtng oty eykupochvr 1 oTnV vyeio Tov gpfpoov/
veoyévvntov. MeAétec o (Mo dev KaTESEIEQY GUEGES 1) EPUECES EMKIVOVVES EMMTOGELG OTNV
£YKLIOGVVY, oTnV avartuén tov gpfpvov 1 otov 1okeTd (BAEne Tapdypago 5.3).0 evdeyduevog
kivduvog yio tov avBpomo sivol dyvmotog. H pefovEoctdtn dev mpénet va ypnolpototeital Katd
SLAPKELD TG EYKVUOGVVIG.

Oniooudg

Eivon dyvooto gdv n pefovéootdtn amekkpivetor 6to avOpdmvo pntpikd yaro. Meréteg o (oo
KOTESEIEOY AEKKPIOT OTHG TG OPACTIKNG OLGING GTO UNTPIKO YOAX Kot StTaparyévn avAaTTuEn TV
Onralovrov veoyévvntov (dov. Kivovuvog og Onialov Bpépog dev pmopei va anoxieiotel. H
@ePov&ooTtdt dev Ba TPETEL VO YPTCULOTTOIELTOL KOTA T YoAovyio.

Tovipdnro

e (ha, pelétec avamapaynyng éwg kot 48 mg/kghuépa dev £dei&av docoelaptdueve avembounteg
gvépyeleg otn yovipotnta (BAéne mapdypogo 5.3).H enidpaon g pefovéootdtng otnv avOpdmivn
yovipdtnta givat AyveoTn.

4.7 EmOpacelg 6TV tKOVOTITO 001]Y161S KA YEIPLGHOD P OvVI|LATOV

Yrvniia, {dAn, TapaicOncio kot Oapupoc 6pacng Exovv avapepbel pe ™ xpnon g eefovéootdrng. Ot
acOeveig Oa Tpémet va emMSEKVOIOVY TPOGOYT TPV 0ONYHOOLVV, YEPIGTOVV UIYOVALLOTO. 1|
GUULETAGYOVV GE EMIKIVOLVEG dPaGTNPLOTNTEG UEYPLG OTOV Vo etvart apkeTd BERatot 6TL 1
eePov&ootdn dev emnpedlel apvnTIKE TNV anddoom.

4.8 AvemOOunteg evépysieg

ZOVOYN TOL TPOPIA 0cQaAEinG

O1 10 cuyva avaPepopeveg avemBounteg evépyeleg o€ kKAwvikég peréteg (4.072datopa mov Edafav
TovAdytotov pio 6o and 10 mgéwc 300 MQ),oe peteykprrikéc peléteg acparelog (uehétn FAST:
3001é4ropa mov Edapav tovidyiotov pio d6on and 80 mgémg 120 mgkat Ty gpmeipio eTd TNV
KuKAoopia givat eEapaoelg ovpikng apbpitidag, dSotapoyEs TS NTOTIKNG AstTovpyiang, Siippoia,
vavtio, kepoiodyia, {dAn, dvorvola, eEavOnuo, kvnopdc, apdpaiyia, poakyio, TOVOC 6T AKPOA,
oidnua Kot KOT®GoT. AVTEC oL avemBOUNTEG EVEPYELES NTAV KLPIMG NTIEG 1| HETPLEG GE GoPapdTnTa.
Eravio coPapég avtidpacelg vrepevaicinciog otn eefovEocTdatr, LEPIKES OO TIC OTTOTES
oLGYETILOVIOVGOV [LE GLOTNUATIKG GUUTTMHOTO, KOOMG Kol GTAvVie GOUPEVTO aupvidlov KopdlokoD
Bavdrov, éxovv cupuPei oV peTd KuKAOQOpPia pmelpia

ITwaxkomomuévn Aloto avemfounTmyv EVEPYEIHOV

Yvyvég (>1/100£mwg 1<100),0x1 cvyvég (>1/1.000¢mwg 1<100)kan omavieg (>1/10.000¢w¢ 1<1.000)
avemBounteg evépyeleg mov cuvéPnoay o€ acbeveig mov Adpupavayv Oepancio pefovéoctdng
nopatifeviol ToPoKAT®:

Evtdc kdOe katnyopioag cuyvotntag, ot avembounteg evépyeleg mopatifevral katd gbivovoa celpd
coPapotnrac.



ITivaxag 1. AvemOdunreg evépyeieg mov oyetiCovtar ue t Oepameio cuVOvaoUEVWY LUoKPOTPODETUWY
HEAETOV TOPATOOTNS PAOHS 3, UEAETES AOYAAELOS UETC. TNV EYKPLON KOL OTO THY EUTELPLO. UETC. TRV

KvKAopopio,

Awtapayég Tov
QLHLOTTOUNTKOV KOl TOV
AELPIKOD GLGTALOTOG

ZTAVIEG
IMovkvtraponevia, OpopPorvrronevia, axokkiokvTTédpmon®, avouio®

Awotapayéc Tov
0VOGOTOINTIKOV GUGTHLOTOG

XTAVIES
AvaQulokTiKég avTdpdoelc*, vrepevaiotncio 6to Qapuako*

AloTopay£G TOL EVOOKPIVIKOD
GLGTNHLOTOG

Oy ovyvég
Avénuévn BupeoetdoTpdmog 0pudvn 610 aipo, vrodvpeoetdionoc”

OpBarpég droTopoyég

Oy ovyvég

Odaupog paong

2TAVIES

Andppatn aptnpioc apueiprnotpostdovc”

Awtapayég Tov
petofolopod kot g Opéymg

ZD:Q[S’;***

E&dpoeig ovpug apOpitidog

Oyt ovyvée

Sakyopmong danng, vaephmidoipia, petwpévn 6peén, avénon Papovg
XTAVIES

Meiwon copotikod Bapovg, avénon dpeéng, avopetio

Yoylatpucég dtatopoyég

Oy ovyvég
Mewopévn yevveriola opun, abmvia

XTavIES
Nevpikotnzro, koradlrtiky Siéddson, Sotapoym vrvov®

Alotapay£C Tov VELPLKOV
GUGTNLOTOG

2UyvEG

Keporahyia, Cain

Oyt cuyvéc

IMaporsOnoio, nuimdpeon, vovniia, AfOapyoc?, oAloyéc otn yevon,
vraetneia, vioouio

XTAVIES

Aysvoio?, aicOnon kovcov®

Awatapoyés Tov Tdg KoL TOL
AaPopivBov

Oy ovyvég
Eppoég
ZTAVIEG
Taryyoc”

Koapdiakég dratapoyég

Oy ovyvég
Komik] papuapuyr], aicOnue maipdv, ovopaiieg too HKT, appuduio®

ZTAVIEG
Awpvidiog kapdiokodg 0avatoc*

Ayyelaxég dtatapoyég

Oy ovuyvég

Yréptaon, oy, eEayelg
ZTAVIEG

Kvkhogopikn katamAnEio®

Awtapayég Tov
OVOTVEVLGTIKOY GUGTILOTOG

2uyvég

Avcnvola

Oyt cuyvéc

Bpoyyitida, AOWDEELS TOL AVATEPOL OVATVELGTIKOD, AOIUMEELS TOV
KATMOTEPOL OvamvevoTikov?, Bryag, prvoppoto®

2TAVIES
ITvevpovio®




Awtapayég Tov
YOOTPEVTEPLKOD

2uyvég

Awgppora**, vavtia

Oy cuyvéc:

Kotoxd dAyog, Gve kothaxd dryoc?, kothokr Siétacn,

YOG TPOOICOPAYIKT TOAVIPOUNOT), EUETOC, ENPOcTOoia, duoTeyia,
SVOKOMOTITA, CUYVEG KEVDOELS, LETEMPIGHOG, YAGTPEVTEPIKT SLGPOPIa,
£hkm 61épaTog, TPHEO TV YOV, TaykpeoTinda

ZTAVIEG

Tactpeviepkh Sidtpnon *, otoporitnide’

AwTapay€g ToL NTATOG Kot
TOV YOANPOpOV

2UYVES

Avopoiies g nratikng Asttovpylog*™
Oy ovyvég

XoloMBioon

ZTAVIEG
Hroritida, iktepoc* , nrotuch] BAAPN* , xohokvotitida #

AloTopay€g TOL SEPOTOC Kot
TOV VTOSOPLOV 1GTOV

2uyvég

E&avOnua (cupmepilappavopévon dtapdpwv tHnmv eavinuatmy mov
avapEpONKay og YaUNAOTEPEG cLYVOTNTES, PAETE TAPAKAT®), KVNOUOG
Oyt cuyvéc

Agppotitida, kvidwon, amoypoUaTIcUOS TOV OEPUATOC, deppoTiky PAAST,
netéyeieg, eEavomua mypdsg kniidog, e£avin o knAdoPAATIODSES,
eEavOnuo Pratidddeg, viepidpmocia, cAmnekio, xlepa®, epdOnuoa,
vuytepvéc epdpacels”, yopiaon®, kvnouddeg eEavonuo’

XTaviEG

To&wn emdeppikn vekpodivon*, Zovépopo Stevens Johnson*,
aYYE0010MUA*, POPLOKEVTIKT AVTIOPOOT| LE NOCIVOPIAI, Kot
GLOTNLOTIKG CUUTTOMATA*, YeviKeLpévo eEavOnua (coPapd)*,
amooMOmTIKO EAVON A, 0lddeg epvON U, PLooAMdmOES eEGvOnua,
QAvKTOVDOEC eEAvONu, epuOnuatddec eEdvOnua, 1hapogldéc eEdvinua

Awtapayég Tov
HVOGKELETIKOD GUGTAUOATOG
KOl TOV GLVIETIKOD 16TOV

2uyvég

ApOpodyia, poadyia, movog oo dicpa?

Oy ovyvég

ApOpitida, LOOGKEAETIKO AAYOGC, LVIKT adLVapio, HOTKOG GTOoUOS, VKN
dvokapyia, Ovrakitida, Tpn&po otic apdpdoeic?, movog otnv mhdtn?,
pockereTiky dvokapyio®, Svokapyio apOpdoemv

ZTAVIEG

Pafdopwdrvon*, civepopo 6Tpo@ikod TeTdAov?, peopatikn
molvpwaryio®

AlotapoyéG TV VEQPAOV Kol
TOV 0OVPOPOPWV 00DV

Oy cuyvég
Neppikn averdpkeia, veppoidioor, apatovpio, cuyviy o0pMon,
TpwTEIivoLpia, £mEEn yio ovpnot, Aoipwén Tov oVPOTONTIKOD

cvoThpaToc”
ZTAVIEG
Aldpeon coAnvoplokn veppitido*
Awtapayég Tov ZTAVIEG
AVOTOPOY®YIKOD GUGTNUATOG | XTUTIKN dueAELToVpYia
K0l TOV [LOGTOV
Tevikég dratapoyég kot Zuyveég
KOTOGTAGELG TG 030V Oionpo, k6T®ON
Xopfynong Oyt ovyvég

TT6vog 610 Odpaxa, duspopia oto othdog, Tovoc?, Sucpopio®

Zrdvieg
Alyoa, aicOnua kavsov”




IMopaxivikég eEgtdoelg Oy cuyvéc
Avénon apviaong aipotog, peimon aptfuod aiporetoliov, peimon

aipatog, peiwon apocearpivng, avénon ovpiog aipatog, avénon
TPLYAVKEPLSIOV TOV aipatog, abénon g YoANGTEPOANG TOV OiUATOG,
LEI®OT) TOL OILILOITOKPITY], YOAOKTIKY 0QUIPOYOVACT] ENUEVT], avénon
Tov KaAiov oto aipa, avénon tov INR?

ZTAVIEG

AvEnuévn yAukddn tov aiplatog, TapaTacT) TOL XPOVOL EVEPYOTOMUEVTS
pepikng Opoppomiactivig, peiwon epuOpdv aposeolpiav, avénuévn
OAKOATKT POGOATACT] TOV OiUATOG, ADENGT KPEATIVIKAG POCPOKIVACNG
670 aipo*

Kokooeig,oninmpaceig kot | Oyt cvyvécg
EMTAOKEC OEPUTEVTIKOV Maolomog”
YEPIOUDV

*  AvemBOunTteg eVEPYEIEG TOV TPOEPYOVTOL OO TNV EPTELPIO, LETA TV KUKAOQOPIOL.

** H pn Aotudong didppoto Tov TPOoKLTTEL Kot TN Ogpameio Kot ot U QUGLOAOYIKEG SOKLUAGIES TNG
NTOTIKNG AELTOVPYIOG GTIG GLVIVOCHEVESG PEAETEC PAOTG 3 gival TTo GLYVEG G€ a60gveig GTOVG
01010V G YOPMYEITUL TOVTOYPOVMG KOAYLKIVT).

*** - BAéne mop. 5.1y10 emmtdoelg Tov eEApoemv ovpkng apbpitidag oTiG LEPOVOUEVEG,

TUYOOTOMUEVES EAEYYOUEVES LEAETEC PAOTG 3.

AvemBOUNTEC EVEPYELEG TTOL TTPOEPYOVTOL OO UEAETEG OCPAAELOG UETE TNV £YKPIOT|

Ieprypoon emAeyuévav avemBounToyv EVEPYELOV

Amd v gumepio petd v KukAopopio omdvia £xovv cupPel coPapéc avtidpacelg vIepeLAUIGONGiOG
ot eefovéootdrn, cvumeptiapfavopsvov Tov cuvdpouov Stevens-Johnsomg to&ikng emdEP KNG
VEKPOADONG KOl TV OVOPLACKTIK®V avTidpdoemv /kotaminéiag. To cvvdpopo Stevens-Johnsatuin
To&1KT| EMOEPIKT VEKPOALGN YapaKTnpilovTal amd TpoodevTikd deppatikd e&ovinuata Tov
oyetiovion pe eovokdieg 1 PAAPES Tov PAevvoyovov Kot pEOIGO TOV HATIOV. AVTIOPAGELG
vrepevoicinciog otn EePovEootdtn puropel va cuoyeTi{ovtol pe T0, 0KOAoVOA GUUTTOUOTOL:
depLOTIKEG avTIdpAcELS ToL YapakTnpilovtal amd dieicdvorn knAdoPfratidmoovg eavinpatog, oAl
Kot PAGPEG TOL dEPUATOC, OIONLUA TPOCHTOV, TVPETOC, OUUATOAOYIKEG AVOUAAIES OGS
Opoppokvtonevio kot nOGWOEILia, Kot amAr] 1| TOAAATAT CLUPETOYN OpYaveY (MTap Kat To VEPPG.
ocvumeptiapfavousvou didueong coinvopakng veppitidag) (PAéne napdypago 4.4)

E&dpoeig ovpikng apbpitidog mapatnpndnkav cuyva apéoms Hetd v évapén g Oepaneiog kat katd
1 S1APKELN TOV TPOTOV UNVAV. TN GUVEYELD, T) GUYVOTNTA TOV eEAPCEMV TNG 0LPIKNG apOpiTidag
LELDVOVTOL GE €Va, YPOVIKO SIACTNUA LE EVa EEQPTOUEVO TPOTO. ZVVIGTATOL TPOPVAAEN Yid TIG
g€apoeic g ovpikng apbpitidac (BAéne mapaypapovg 4.2km 4.4).

AvoQopd TOavoAoyoOLEV®Y OVETIOV UNTOV EVEPYELDV

H avogpopd mbavoroyoldevav avemBountmy evepyEl®V HETE oo TN YOpNyNon AdEng KuKAOPOpiog
TOV PAPUOKELTIKOV TPOIOVTOC elvar onuavtikn. Emtpénel tn cuveyn mopakolovdnon g oyéong
0PELOVC-KIVODVOL TOV PAPLOKEVTIKOD TPOIOVTOG. ZNTEiTtan amd TOvg emayyelatTies vyeiog va
avaPEPOVY OTOLEGINTOTE TIOUVOLOYOULEVEG OVETIOVUNTEG EVEPYELEG LEGH TOL EBVIKOV GUGTNILOTOG
avapopdg Tov avaypdeetorl oto [Hopdptnua V.

4.9 Ymnepdocoroyia

AocbBeveic pe vrepdocoloyio Oa Tpémel avTIUETOTILOVTAL L€ CUUTTOUATIKY KoL VITOGTNPIKTIKN
QPOVTIdO.
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5.  ®APMAKOAOTIIKEX IAIOTHTEX
51 ®oppoxodvvopkEg I010TNTES

Doppokobepamentikn katnyopio: Xkedooua ovpikng opOpitidag, TUPUCKELAGUATO TTOV AVAGTEAAOVY
TNV TOpoyyn ovptkod 0&og, kwdikog ATC: MO4AAO3

Mnyovioudc dpbonc

To ovpud 0&H etvat T0 TEAKO TPOidY PETAPOMGLOV TNG TOVPIVIE 6TOV AvOp®TOo Kot dnuovpysitot
Katd oepd amd v vro&avliv —» Eavliv —» ovpucd 0&y. Kat to 600 Pripata 6Tig mapandvem
UETOUOPPOOELS KartalvovTol and thv o&eddon g EavBivng (XO). H eefovootatn sivar éva
Topaywyo 2-0pvAlkng 0elalOANG OV EMLTVYYAVEL TN BEPATEVTIKT TOV EMIGPACT) HELDOVOVTOS TO OVPIKO
0&0 0pov péocm emhekTikng ovaotoAng e XO. H pefovéootdrn givar €vag 1oyvpdg, Un Toupvikog
emlextikdc avaotoréag e XO (NP-SIXO)pe o in vitro tipn ovactoing Ki pikpdtepn and éva
nanomolarH gefovEootdrn £xet kKoTaderytel 0Tt avaoTEALEL SPAGTIKG TOGO TIG 0EEIBMUEVES OGO KaL
TIG petmpéveg popeég XO. Xe OepanenTikég GUYKEVIPAOOELG 1| PEPOVEOCTATN dEV aVOCTTEAAEL GALD
£vQuL0, TOV GUUUETEYOVY GTO HETAPOMGHO TG ToVpivng M TG TupLudivig, SnAodt, 6TV OTOUVACT
yYovavivng, 6T eOGEOPIPOGLATPAVGOEPACT] TNG VTOEAVOIVIC-YovoVivIg, 0TIV 0POTIKA

QOGS POPPOCLATPAVGPEPAGT], OTT LOVOPOGOOPIKT amoKapBoEuAdon 0poTidivig 1 GTHV TOVPIVIKY
VOUKAEOG1OIKT) POGPOPVAACT).

KAMvikn amoteAeoLotikOTNTO KO 0GQAAELD,

H anoteleopatikdmmra g pefovootdng katadeiytnke o€ Tpelg mAoTikEG ueéteg edong 3 (ot 0o
mhotikég peréteg APEX ko FACT kon 1 emmAéov pehétn CONFIRMSmov meprypdpovraon
TopoKaT®) mov deEnydnoav og 4101lacbeveic pe vrepovpryopio kot ovpikn apbpitida. e kabe
TAOTIKY peAéTn @dong 3,1 pePovéootdtn KoTédelEe avdTEPN IKAVOTNTO VO, LELDGEL KO VOl
dlonpnoel To ETITESD OVPIKOV 0EEOG 0POV GE GUYKPLOT UE TNV OALOTOVPLVOAT. To TpwTEVOV TEAKO
onueio anoterespotikotnTog 0TIg peréteg APEX kar FACT ftav n avaloyia ac0evav Tmv otoiov to
tehevtaio 3 unviaio eninedo ovpkol o&éog opod Nrav < 6,0 mg/dl (357 pmol/Etny emmAiéov @don
3 g perétng CONFIRMS, ¢ omoiag to amotelécpata gival S1abEctua HETA TNV EYKPLoT TNG GOEL0G
KuKAOQOpiag TNG PePovE0GTATNG, TO TPOTAPYIKO OTUEID OTOTELEGLOTIKOTNTOS HTAV 1) OVOAOYIL TV
acBevav Tav onoiwv ta enineda Tov ovpikod 0&foc otov opd Ntav < 6.0 mg/dikatd v televtaia
gniokeyn. Kavévac acbevig pe pooyevpa opyavou dev tepidnednke o avtég tig pehéteg (BAémne
napbypao 4.2).

Melern APEX: H eheyyOuevn L EIKOVIKO @APUOKO UEAETT] OTOTEAEGUOTIKOTNTAG TG PEPOLEOCTATNG
ue aAromovpvorn (APEX) fitav @dong 3, tuyotomotuévn, SImAd TVQAY], TOAVKEVTPIKY peAétn 28
gfdopddwv. Xikot efdounva dvo (1.072)acheveic TuyatomoOnkav: sikovikd papuako (N=134),
eepovéootan 80 mgnuepnoing (N=267),pefovéootdrn 120 mgnuepnoing (N=269),peBovéootdt
240 mgnuepnoing (N=134)n aironovpwvorn (300 mgnuepnoimg [N=258]yi0 acBeveic pe kpeatvivn
opov Pactknc ypouune <1,5 mg/diy 100 mgnuepnoing [N=10] yio acBeveic ue kpeatvivy opod
Baownc ypapunc >1,5 mg/dikor £2,0 mg/dl).Awxdoio copdvta mgeefovéootdang (2 popécn
CUVIGTOWEVT LYNAOTEPT 60OGN) YPNGILOTOMONKAY (G 00T aEIOAOYNONG ACPAAELOC.

H perémn APEX £8e1&e 6TaTIoTIKG GNIOVTIKT aveTEPOTNTO TOGO TOL BEPUTEVLTIKOD GYLOTOG
oePovEootatng 80 mgnuepnoing, 66o kot pefovéootdatng 120 mgnuepncing évave tov
Bepansvtikod oynpotog cupfatikd xpnoonolodevay 60cewmv ailorovpvoing 300 mg (n = 258)
/100 mg (n = 10yt peioon tov ovpkod 0&éog opovd (SUA) kdte and 6 mg/dl (357 pmol/l) {frére
IMivaka 2 kot Ewcova 1).

Melétn FACT: H gheyyopevn dokur eefovéootdtng Evavtt alhomovpivoing (FACT) fitov @dong 3,
TUYOLOTTOMUEVT], SLTAG TVEAT, TOAVKEVTPIKT peAEtn 52 efdopddwv. Eptakdoior eEnqvra (760)
acBeveic TuyaromoOnkav: pepovéooctdrn 80 mgnuepnoing (N=256),psfovéootdtn 120 mg
nuepnoing (N=251) 1 aiiorovpivorn 300 mgnuepnoing (N=253).
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H perémn FACT £de1&e T 0TOTIGTIKA GMLOVTIKY OvOTEPOTNTO TOGO TOV OEPAUTEVTIKOD GYNIOTOG
oePovéootatng 80 mgnuepncing 66o kot pefovéootdrng 120 mgnuepncing évave tov
OepamevTIKOD GYNLOTOG GCUUPATIKA XPNGILOTOLOVUEVTS 6001 aAlomovpvoing 300 mgotn peiwon
kot dropnon tov SUA kéto amd 6 mg/dl (357 umol/l).

O IMivaxag 2 cuvoyilel T0 amoTEAEGLLOTO TOV TPMOTEVOVTOG TEAIKOD GTUEIOV ATOTEAEGIATIKOTITOC:

Mivakag 2

Avaloyio ac0evav pe enineda ovpikod 0&fog opov <6,0 mg/dl (357 umolll)
TelevTaisg TPEIS UNVICIEG EMOKEWYELG

AAllomovpivoin
Merém defovéootatn | PePovéootdn 300/
80 mg 120 mg 100 mg
npepncing nuepncing nuepnoiog!
APEX 48%" 65%*# 22%
(28 efdopnddec) (n=262 (n=269 (n=268
FACT 53% 62% 21%
(52 gBdopadec) (n=255 (n=250 (n=251
Zuvdvacpéva 51% 63% *# 22%
Amoteléopata (n=517 (n=519 (n=519
tamotedéopato and dropo mov AauPdvovy eite 100 mgnuepnoing (N=10:
acbeveic pe kpeatwiviy opod > 1,5 ko £2,0 mg/dl) § 300 mg nuepnoimg
(n=509)cvvevddnkay yio avaAdceLs.
* p < 0,001 évavt aAlomovpvorng, # p < 0,0014vavt 8C mg

H wavotnra g pefovéootdrng vo peidcel ta exinedo ovpukon 0&E0G 0poD NTAV GUEST KoL GUVEXNG.
Meimon o710 eninedo ovpikod 0o opov og <6,0 mg/dl (357 pmol/Ipnueidbnke kotd v emickeyn
g EBdopadac 2 kot dtatnpndnke kad' oAn t dudpkela g Oeponeiog. Ta péoa eninedo ovptkod 0&Eog
0pov GE OYEOT LE TO YPOVO Y10 KABE opddo Bepaneiog omd Tig 600 MAOTIKEG HeAéTEG pAong 3 paivovTat
otV Ewova 1.

Ewova 1 Méoo enineda ovpikod 0E£0G 0pod GUVOLAGUEVOV TIAOTIKMOV HEAETOV Qaong 3
11 1

10 1 Ewovikd pappaxo

AXromovptvorn

deBovéootdm 8Cmg

DePovéootam 120 mg

Méoo (SEM) eninedo ovpikod o&éog opov (mg/dL)

w

DePovéootdrn 240 mg

[}

8 12 16 20 24 28 32 36 40 44 48 52
EBdopdada

BL 2 4 6
BL = évapén g perétng, SEM = tomkd o@ddpo péong tiung

Inueioon: 509 acbeveic EraPav oalromovpvorn 300 mgnuepnoing, oe 10 acbevei pe kpeotivivn
opov > 1,5xat < 2,0 mg/dldodnke 6601 100 mgnuepnoiog. (10acbeveic amd tovg 2680t pedétn
APEX). 240 mgpefovéootatng ypnoipomodnkoy yia va atohoyndei n aceddieto g
@ePOVEOGTATNG 6T0 SIMAGGIO TNG CLUVIGTMOHEVNC VYNAOTEPNG SOONG.
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Merétn CONFIRMS:H CONFIRMSYtav pia peAét oty oo 3, Toxoomompuévn, eeyyopevn, 26-
efdopadmv yio v a&l10A0YNoT TG AGPAAELNG KOL TNG OTOTEAEGUATIKOTNTAS TNG PEPOVLEOGTATNG

40 mgkat 80 mg,ce cOyKkpion pe v ariomovpvorn 300 mgn 200 mgoe acbeveig e ovpikn
apBpitida kot vrepovpryopio. 2269ac0eveic Nrav tuyotomomuévor. eefov&oostdatn 40 mg
QD(n=757),0epovEoctdt 80 mg QD (n=756)) oAromovpvoin 300/200 mg QD (n=756).
Tovldyotov 10 65%TwV acbevav gixe Nmo-pétpla veppikn duvoiettovpyio (ue kKGBapon kpeaTvivig
30-89 ml/min) ITpo@draén évavit tov eEdpoemv Tng ovpikng apbpitidac Hrav amapoitntn Kotd ™
duapkela 1oV 26 eBdopdowy.

To 060616 TV acbevav pe To eninedo Tov ovpikov o&foc atov opd < 6,0 mg/dL (357umol/l) otnv
terevtaio eniokeyn, nrav 45%yio 40 mgeepovéootatng, 67%ya ™ eefovéootdarn 80 mgko 42%
yio. v aAlomovpvorn 300/200 mg.

THpw1edov 1ed1Kd onueio oty VTOOUAI ATHEVAV LUE VEPPIKY JVTAEITOVPYIO

H perém APEX a&oloynoe tnv anoteieopotikotnta og 40 aobeveic pe veppikn duoiertovpyio (SnA.
Kpeatvivi opol Baocikng ypauung > 1,5 mg/dikar 2,0 mg/dl).'o dropa pe veppikn diatapayn ot
omoiol TuyatomoOnKoy o aAlomTovpPIvOAT, 1| 8601 gixe Opto ta. 100 mgnuepnoine. H pefovéoctatn
TETVYE TO TPWTEVOV TEMKO onpeio amoteleopatikotnog og 44% (80 mohuepnoing), 45% (120 mg
nuepnoing), kot 60% (240 mguepnoing) tov acbevidv oe ovykpion pue 0% otig opadeg
aAlomovpvoing 100 mgnuepnoimg Kot 6TIG OPAOES EIKOVIKOD (OPHAKOV.

Aev vIPYoV KMVIKGE OTLOVTIKEG SILPOPEG OTNV EKOTOOTININ LEIMON OTN GLYKEVIPMOGT OVPIKOD 0EE0G
0pov o€ vy dropa aveEdptnTo and T veppikr Asttovpyia tovg (58% oty ouddo pe GUGIOAOYIKA
ve@pikn Agrtovpyio kot 55% oty opudda pe coPapn veppikh Suciettovpyia).

Mia avdivon o€ acBeveic e ovpikn apbpitida Kot veppik duciettovpyio Kabopiotnke ot HeAET
CONFIRMS, kot £de1&e 6TL 1 PePoVEOGTATN NTOV GNUAVTIKG O OTOTEAEGLOTIKN 0T HEIDON TOV
gmmédmv Tov ovpikov 0&fog og < 6 Mg/dloe ohykpion pe v aklomovpvorn 300 mg/200 mge
acbeveic mov giyav ovpikn apbpitida pe Ao Ewg péTpio veppikn dvoiertovpyio (65%ce acbeveig
7oL peAeThOnKav).

Tpwtebov teliké onueio oty vrooudoo acbevay ue SUA > 10 mg/dl

[epinov 10 40% 1wV acbevav (cuvdvaouéveg APEX kaw FACT) giyav SUA Bacikhg ypouung

> 10 mg/dl.Ze avt v vroopdda, | pefovEoctdtn TETUYE TO TPOTEVOV TEMKO oNuEi0
amoteAeopatikotnrag (SUA < 6,0 mg/dbric 3 tekevtaieg emokéyelc) oe 41% (80 mgjuepnoing),
48% (120 mgyuepnoing), kot 66% (240 mguepnoing) tov acbevdv og chykpion pe 9% otnv
opdda odhomovpvorng 300 mg/100 mgyuepnoing kot 0% oty opdda EIKOVIKOD POPUAKOV.

2 perétn CONFIRMS, 10 1060616 TV 060evidv 0oV TETVY AV TO KOPLOo TEAKO oTueio
amoteAeopatikotnrag (SUA < 6,0 mg/dbtnv tekevtaio enickeyn) yia acbeveic pe ta enineda tov
ovpikov o&foc otov opd > 10 mg/dIBepanednkay pe pefovéootdrn 40 mg QDitav 27% (66/249),

ue eePovéootdrn 80 mg QD 49% (125/254)m pe airomovpivoin 300 mg/200 mg QD 31% (72/230)
avtiotoya.

KAwvika aroteléouara: avaloyio aobevav mov amoirovv Oeparneio yro éCopon ovpikng oplpitidog
MEAETH APEX: Katd tn dudpkeia tng meptodon mpo@oiaéng Tav 8 fdopddmv, pio peyodldtepn
avoroyio atopmv oty Bepamevtiky opdda e pefovéootdtng 120 mg (36%)perdodnke Oepomeio
yio Tig €Apoetg g oL Pk apbpitidag cuykpvopuevn e eefovéootatn 80 mg (28%),
aAromovpwvorn 300 mg (23%kan ewcovikd eapuako (20%).01 e€dpoeig avéndnkav petd v nepiodo
TPOPVAOENG Kol GTASIKA PemOnKay pe TNV Tapodo tov ¥pdvov. Metaly tov 46% kol 55%twv
atop®V oL Adppavay Oepancio yio Edpoelc g ovpikng apbpitidag omd v efdopdda 8 kot v
gRdopdoa 28.01 e&dpaoeig e ovpikng apbpitidag katd Ti¢ 4 tedevtaieg efOOUAdES TNG LEAETNG
(epdouddec 24-28)nov napatnpribnkav oto 15% (pefovéootdtn 80, 120 mg), 14%oflomovpivorn
300 mg)kor 20% E1KoViKO PAPLOKO) TOV ATOUMV.

MEAETH FACT: Katd tn didpkeia e meptodov TpopOraéng tov 8 efdopddmv, pio peyodvtepn
avoroyia atépmv otn Bepancvtiky opddo g eefovéootdtng 120 mg (36%)peidcdnke Oepameio yio
TG €EGPOEIC TNG OVPIKNG apOPITIONG GLYKPIVOUEVN UE TIG BEPATEVTIKES OAOES TG PEPOLEOGTATNG
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80 mg (22% ka1 tng eAromovpvoing 300 mg (21%)Metd amd v nepiodo npoevAang Tmwv 8-
efdopadwv, o1 emrT®oelS TV eEApoev avéndnkay kot oTadiokd pewmbnkay pe Ty mépodo Tov
ypovov (64% kot 70%tov atopmv mov Aaufavay Bepaneio yio Tig eEAPoelg g 0VPIKNg apbpitidag
amd v gfdoudda 8-52).01 e&dpoeig g ovpikig apbBpitidag katd tig 4 tehevtaicg efdopadeg avTng
g perétng (epdopddeg 49-52)mov mapatnpndnkay Nrav oto 6-8% (efovéoostatn 80 mg, 120 mg)
kot 11% @Aromovpvoin 300 mg)towv atdpmy.

H avaioyio atopmy mov amartodv Ogpameio yia EEapon ovpiknc apBpitdag (Merétn APEX kot
FACT) ftov aptfuntikd yapniotepn oTic Opuddeg mov méTuyay Vo HéEco eninedo ovptko 0&E0G 0pol
ueta ) Paowkn ypouun < 6,0 mg/dl, < 5,0 mg/df) <4,0 mg/dloe obykpion pe v opdda mov TETUYE
évo, Héco eminedo ovpkov 0&Eog opol petd ™ Packn ypouun > 6,0 mg/dikatd tic tedevtaieg 32
gPdouddeg tng meprddov Bepamneiog (Sraotpate ERdopdda 20-ERdopdda 24 émc EBdoudada 49 — 52).

Katd ) duapkero g perémg CONFIRMS, 1o 1060016 TV aoBeviv mov ypetdodnie Oepomeia yio
115 e€apoelg g ovpikng apbpitdag (Huépa 1 éwg tov Mnva 6) frav 31% kot 25% 10 Tig opdadeg g
eePov&ootdtnc 80 mgkot tng 0AAOTOVPIVOATG, avTicTolya. Aev TapatnpiONKe d10popd 6TO TOGOGTO
TV acfevav mov ypeldobnke Oepaneia yia Tig e£Gpaelc TG ovptkng apbpitidag peta&d TV opddmv
¢ pePovéootdtng 80 mgkar 40 mg.

MoxporpoOeoyieg, ovorytig TITAOTOIMONS UEAETES EMEKTOONG:

Merét EXCEL (C02-021)H Excelfrav pio pelétn tpidv etdv paong 3, ovoikTig Tithomoineng,
TOAVKEVTPIKT], TUYOLOTOINUEVT], EAEYYXOLEVT LE OAAOTTOVPIVOAT|, LEAETN ao@uAeing Yo acBeveig mov
giyav couminpooet v Thotikn edon 3twv pedetdv (APEX 1 FACT). Eva covolo 1.086060sviv
giyav gyypagei: pefovootdat 80 mg QD (n=649)pefovéootdatn 120 mg QD (n=292%01
aAromovpwvorn (300/100 mg QD (n=145)Iepimov 1o 69% 1wV acbevdv dev ypeidodnke alhoyn otn
Oepameia yio v emitevén g teAkNg otabepng Oepamneiag. Acbeveic mov elyav 3 dadoyca SUA
eninedo > 6,0 mg/dlamoctpbnkay.

To enineda Tov OLVPIKOD GTOV 0P dratnpPNONKaAV pe TV TEPodo Tov xpdvov (m.y. 91%kar 93% Twv
acBevav g apykng Oepameiag pe pefovéootdtn 80 mgkar 120 mg,avrictoya, giyav SUA <
6 mg/dltov Mnva 36).

Agdopéva Tpmv ypdvev £0g1av Pelmon otn cuyvoTnTo EREAVIoNS eEapoemy ovpikng apbpitidag pe
Myotepo amd 10 4% tov acbevdv vo, arartodv Oepaneio yio EEapon (dnA. teptocdtepo amd o 96%
TV aoBevov dev amortovoe Bepameio yio éEapon) Tovg Mnveg 16-24kat tovg Mnveg 30-36.

To 46%xa1 10 38% 1V acbevdv oty TeAkn otabepn Bepancio tng pefovéootdtng 801 120 mg
QD, avtictoya, giyov TANPN VTOYDPNON TOV APYIKOV YNAAPNTOV TOP®V Ao TNV TPMTN £0G TNV
TeAevTOio eTicKeEy.

H FOCUS (TMX-01-005)tav perétn 5 etdv, @aong 2, avoikTig TITAOToINomg, TOAVKEVTIPIKY,
EMEKTOOTG LEAETNG 0OPUAELDG Y10 TOVG a.GOeVeig oV glyav cLUTANPDGEL 4 BSOUASEG SUTANG TVPANG
docoroyiag otn pedétm TMX-00-004.

116 aoBeveic eyypapnkay kot EAapav apyikd pefovéoatdrn 80 mg QD.To 62%1twv acbevav dev
ypedodnkav mposapuoyn g docoroyiog yio va mapapeivel 1 SUA <6 mg/dlxat 1o 38%twv
acOevav ypeldodnkay avampocapproyn d6ong o va emtevydei n tedkn otabeprn doon.

H avoloyio tov acbevav pe ta enineda tov ovpikod o&éog < 6,0 mg/dl (357umol/l) otnv televtaio
gmiokeyn Nrav peyordtepn and 80% (81-100%pe kabe 6601 pefovEootdTng.

Kotd ™ @don 3 1ov KAWVIKOV HEAET®V, NTIEC AVOUAAIEG OTIC SOKILOGIEG NTATIKNAG AEtToVvpYiog
nopaTnpHOnKav o€ acbeveic otovg onoiovg yopnyndnke pefovéootatn (5,0%).Ta TocooTd aVTA
MoV TAPOUOLN LE TO, TOGOGTA TOL avoPEPONKaY Yo TV aAlomovpvorn (4,2%) BAéne mapdypago
4.4). AvEnpéveg tipég TSH (35,5 plU/mirapatnpidnkay og acbeveic vnd pokporpddeoun Oepameio
ue pePfovéootatn (5,5%)kar o€ acbeveic pe airomovpvorn (5,8%)otic Lakpompofesieg ovoikTig
Tithomoinong perétec mapatoong (PAéne mopdypago 4.4).
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Moaxpoypovieg ueréteg peta t drabeon otny oyopa

H perétn CARESYTaV pio TOAVKEVTPIKY, TUYOLOTOMUEVT], SITAG-TVPAT SOKIUN U KATOTEPOTNTOG, 1|
onoia cvvékpve Tig kapdayyetokég (KA) exPaoeig pe pefovootdtn évavit aAAomovptvoing oe
aoBeveig pe ovpikn apbpitida kot 1otopikd cofaprg KA vocov, cupmephapufBovopévav epepayiotog
Tov pvokapdiov (EM), voonheiag yio actadn otnddyyn, otepaviaiag 1 eyke@oiikng drodtkaciog
EMAVAYYEIMONG, EYKEPAAIKOD ETEIGOSIOV, TOPOSIKOD IGYULUKOD EMEIGOFIOV e VOGIAELN, TEPIPEPIKNG
QYYELWOKNG VOGOL 1] Gakyapddn Slofntn te eVOEi&Elg LKpOayYELOKNG 1) HOKPOyYELOKNG VOsov. ['o va
gmtevyfel SUA kbt and 6 mg/dL,n d6om ¢ efovéootdtg tithomomdnke amd 40 mgémg 80 mg
(ave&dptnTa amd T veEpikn Artovpyia) Kot 1 061 THG OAAOTOVPIVOANG TITAOTOBNKE GE 3OGELS TMV
100 mgan6 300¢mg 600 mgoe ac0eveic e PLGIOAOYIKT VEQPIKT AELITOVPYIO KOL NTTLOL VEQPPIKT|
dvuciertovpyia ko amd 200émg 400 mgoe acOeveic pe pETpla veppikn dueAettovpyia.

To mpwtevov katodnktikd onpeio oty CARESNHTOV 0 ¥pdvog yio TV TpdTn EUPEVIoT HElOVmV
avemBduntov kopdwyyslokdv copfaviov (MACE), évag cuvdvoopog pn Bovatnedpov epepdypatog
Tov pvokapdiov (EM), un Bavatnedpov eykepoikov encicodiov, KA Bavdatov kot enctyovoag
gnavayysioong AMyo actafovg otndayyns.

To katanktikd onueia (Tpwtedovto kot devtepehovta) avorvonkay cOuPVa pE TV avdivon
npoBeong yo Oepancio (ITT) otnv onoia coumepnEdnKov 6Lot o1 acbeveig mov TvyaLoTOMONKOY KoL
ELofav TovAdyiotov pia 6001 omd TN POPLOKEVTIKN Oy®YT TNG OITAG TUPANG HEAETNG.

Yvvolikd, 10 56,6%twv acbevav diEkoye Tpdmpa N Bepameio g dokyung kat to 45% 1wV acbevov
deV OAOKANPWOE OAES TIG EMOKEYELS TNG SOKIUNG.

Yvvohikd, 6,190060¢veic mapakolovdnOnKay Yo péco dtdotnua 32 unvev Kot 1 péon d1dprela
éxBeong Nrav 728nuépeg yia tovg acbeveig e opddog pefov&ootatng (N 3098)kan 719Muépeg yio
tovg acbeveig tng opddag ardomovpvorng (n 3092).

Ta T0600TA EULPAVIONC TOV TPMTEVOVTOG KATUANKTIKOL onueiov MACE ftav mapopota yio tnv opddo
¢ pePovéootdtne Kot TG ariomovpivorng (10,8%évavtt 10,4%tmv acbevav, aviiotolya, avaroyio
kiwvdvvov [HR] 1,03, aupimievpo enavoraufavouevo 95%didotnua sumictosvvng [Cl] 0,89-1,21).
2y avdivon tov empépovs otolyeiov MACE, 10 mocoosté KA Bavdatmv ftav vyniotepo pe
eePovéootatn ot oyéon pe v aAromovpvorn (4,3%évovtt 3,2%tov acbevav, HR 1,34, 95% CI
1,03-1,73) Ta nocootd twv vroroummwv cupfdaviov MACE ftav topdpote 6Ty opddo tng
@ePovEOGTATNG KO 6TV Opdda TG aAlomovpvoAng, dnAadn un Bavameopo EM (3,6%évovtt 3,8%
tov acbevov, HR 0,93, 95% CO0,72-1,21)un Bavarnedpo eykepaikd encicodio (2,3%évavtt 2,3%
tov aoBevov, HR 1,01, 95% CI 0,73-1,4%ku enciyovca enavoyysioon Aoym aotafodg otn0ayyng
(1,6%évavt 1,8%tov acbevav, HR 0,86, 95% CI 0,59-1,26)0 mocootd Bvnodtrac OA®V Tov
a1tV Nrav exiong vymAdTePo pe T PePovEootdtn oe cOyKpion pe TV aAlomovpvorn (7,8%Evavtt
6,4%t0v acbevodv, HR 1,22, 95% CI 1,01-1,47)dyo kuping Tov vynAdtepov tococtod KA
Bavatwv ot cvykekpipévn opdda (BAére Tapdypago 4.4).

To T0606TA TG VOONAEING Y10, KAPSIOKT OVETAPKELQ, Ol EICAYMYEG OTO VOGOKOUELD Yo appvOLies Tov
dev oyetiCovtar pe woyoupio, erefikd Opopfoepforid exelcod1a Kot 1) VOSNAEID Y10 TOPOSIK
LOYOLUIKG ETEIGOOIO TAV GLYKPIGIUA Yio TNV EEPOLEOCTATN Kot TNV AALOTOVPIVOLN.

H perétn FASTNTOv Hio TPOOTTIKY], TUYOLOTOUNIEVT], OVOLYTOD TOTTOV PEAETY|, LE TVQAOTOINGT) MG
TPOC T0 TEMKO onueio, n omoio cuvEkpve To kapdiayyeloko (KA) mpogid aopdieiag g
eepovéootdng Evavtt Tng aAlomovpvOANG og aobeveic pe xpdvia vepovpryopio (o8 KATACTAGELG
6mov 1 evamdbeon Ghatog Tov oVPKOD 0EEOC lye 110N ovuPet) ko mapdyovieg kapdioyyelakon (KA)
Kwdvvov (m.y. acbeveig 60 eTdv 1 peyakvtepng nhikiog kat pe TOLAGYLGTOV £vav GALO Topdyovta
kapdiayyetokod (KA) kivdovov). Ot emdéEuor acbeveic Elafav Ogpomeia pe oAlomovpvoin mpv amd
TNV TUYOLOTTOIN O™ KoL amonthHOnKaY TPOGOPLOYES TG 0OGMC OTAY XPEOlOTAV, COLPMOVA LE TNV KAIVIKY
kpion, tg ovotdoelg g EULAR (European League Against Rheumatigion)myv ykekpipévn
docoloyia. 1o TEAOG TNG PAOTG EICAYMYNG TG OAAOTOVPIVOATG, Ot acbeveig e eminedo SUA

<0,36 mmol/l (<6 mg/dIjj mov éLaPav T péylot avekty d6on N T HEYIOTN EYKEKPLUEVT BOoM
aAlomovpvoANG TuoomomOnkay o avaAoyio 1:1yw va AdBovv Oepaneia gite pe pefovéootd eite
pe odhomovptvorn. To kOpilo KotaAnkTikd onueio g perétng FAST tav 1o xpovikd Sdotnuo Héypt
TNV TPATN EUPAVIOT) 0T010VINTOTE GLUPEVTOG IOV TEPLapPavoToy 6To GOVOETO TEMKO oNUEio
Antiplatelet Trialists' Collaborative (APTCjo onoio mepilaufave: i) voonieia yio un Bavotmeopo
suepaypo tov pookopdiov (EM), Proynukd Betikd o0& otepaviaio cuvdpopo (OXX), ii) un
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Bavatnedpo eykepolikd enelcod10, iii) Bdvatog Adym KA cvupdvtog. H apyixn avaivon Paciotnke
oty Kot ™ Ogponeio mpooséyyion (on-treatment approach).

Yvvohikd, 6.128ac0sveic ToyoomomOnkay, 3063yia pefovéootdt kot 3065yi0 ardomovpivorn.

2y TpwToyeVH avdAvon Kotd T Oepancia, 1 gefovEootdtn dev NTOV KATOTEPT OO TNV
OALOTTOVPIVOAT] MG TTPOG TNV EMUMTMGT] TOV TPMOTEVOVTOG KATUANKTIKOO GMLElov, 1 omoia peovioTnKe
oe 172a00eveic (1,72/100povia éxbeong aobevdv) e pefovéootdtn og ovykpion pe 241 acbeveig
(2,05/100gpovia ékBeong acbevdv) pe aAlomovpvorn, pe éva nposapposuévo HR 0,85 (95% Cl:
0,70, 1,03), p<0,00H aviérvon katd tn Bepameio yio 10 TPOTELOV TEMKO OTMUEl0 6TV VIOOUAdA
acOevav e 16Topikd epepdypatog pookapdiov (EM), eykepaiikod engicodiov 1 0&H otepaviaio
ovvdpopo (OXX) dev £de1ée onpavTikn dtaopd peta&d Tmv opddwv Bepanciag: vanpyov 65 (9,5%)
aobeveic pe cupBavta otny opdda eePovéootdrn kot 83 (11,8%cbeveic pe cupfdvta otny opddo
aAlomovpwvoing. Ipocappocuévo HR 1,02 (95% CI: 0,74-1,42), p=0,202.

H Oepancia pe pefovootdtm dev cuoyetionke pe advEnom kapdiayyslokov Bavatov 1 Bavdtov OAmv
TOV TV, GUVOAIKA 1] 6TNV VIOOUASH acOevdVY e apykd 1otopkd EM, eykepaitiod engi6odion 1
OXX. Zuvorikd, vrnpéav Aydtepot Bdvatol otnv oudda tng eefovéootdrng (62 OGvartor amd
Kapdiayyelokd voonuoto kat 1080dvator Shov tov artidv), and 6,11 6Ty opdda g GALOTOVPIVOATS
(82 Bavator and koapdioyysiakd voonpata Kot 1740avatol OA0V Tov oTidv).

Ymp&e peyaivtepn peioon tov emmédov ovpikov o&fog ot Bepancio pe pefovéoatdtn oe chyKpion
pe 1 Bepameia pe oAAOTOVPIVOAT.

5.2  ®appoxokivnTikEG 1010TNTES

Yg vy dTopa, Ot HEYIOTEG GLYKEVTPOGELS TAAGHATOC (Chay) KoL 1) TEpLoyN KAT® 0td TV KOUTOAN
ovykevipooewv-yxpovov (AUC) g pefov&ootdtng avéndnkav pe tpdmo avdroyo mpog tn do6om
émerta omd amAég Kot ToAlamAEG dOoelg Tov 10 mgéwg 120 mglwa d6oeis peta&y 120 mgior 300
mg, TapatnpnOnke yuo tn eePovéootdn Lo LeyaAdTEPN amd TNV OvGAOYT HE TN d6on avénorn otnv
AUC. Agv vrdpyetl vmoroyiciun cvecopevon 6tav d6celg twv 10 mgémg 240 mgyopnyodviot Kabe
24 dpeg. H pefovEoatdt éxel pavopevikd péco ypovo nuioeiag Long (tio) tehikng anékkpiong
nepimov 5 éwg 8 dpec.

DapuakokvnTikéc/papuakoduvouikég avardoelg minbvouod deaydnkav oe 211acOeveic pe
VIEPOV PLYOLILIO KOl OVPIKT] apBpitida, GToVG 0Toiovg yop1ynOnke pefovéootdtn 40-240 mg
nuepnoing. I'evikd, or eapUIKOKIVNTIKEG TAPAUETPOL TNG PEPOVLEOGTATNG TOL VIOAOYIGTNKAV ALTTO
OVTEC TIC AVOADGELS EIVOIL GUVETEIG LE ekeiveg TOV EANPONGAV Amd VY ATOWO, DTTOSEIKVOOVTOG OTL
VY GTOLO, EIVOL OVTITPOCSMTEVTIKA Y10, QUPLAKOKIVITIKA/ QP LakoduVopKn aEloAoynon 6Tov
TnOvopud aclevav pe ovpkn apbpitida.

Amoppdonon

H ¢efovéootdt amoppopdrat tayéms (tmax 1,0-1,50pa) kot kokd (tovidyiotov 84%). Enerta and
amAéc | ToATAEG amaé nuepnoimg omd otopatog d6celg v 80 kot 120 mgn Crhax eivar mepimov
2,8-3,2ug/ml, xar 5,0-5,3ug/ml, avtictoya. H andivt Brodwbdesipotta yio 1o diokio
oePovEootatng dev Exel pehetnOet.

‘Enerta omd molhandég dmaé nuepnoing omd otopatog docelg twv 80 mgn amd po amin d0om TV
120 mgue yebpa vynAd og Mmopd, vipée peiwon 49%kar 38% o1 Crax ko 18% kot 16% peioon
otmv AUC, avtictoiya. Qo1000, dev mapatnpnOnke KAVIKA GNUOVTIKY GALOYT GTIV TOGOCTIONN
peimon tng ovYKEVTPOoNG 0VPKoH 0EE0g 0pov dmov eEetdotnke (modlamin d6on twv 80 mQ).
Enopévac, n pefovéootdrn prnopet va Angoei aveEdptnta amd Tpo@Ec.
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Koatavoun

O pawvopevikog 0ykog katavouns (VsdF) oe otabepn katdotoon e eefov&ootdtng Kupoivetat amd
29 ¢m¢ 75 Aitpa énerto and otopaTog dooels Twv 10-300 mMgH déopevon Tpateivdv TAGGHATOS TG
eePovéootatng eivor mepimov 99,2% kuping e Aevkmpativn), kat eivon otabepn ce oyéon e 0
€0pog ouyKévpwong pe d6oeig tov 80kat 120 mgH déopevon TpoTelvdy TAGGHOTOS TOV EVEPYDV
petapolrtdv kopaivetar amd 82%Emg 91%.

Biopetaoymuatiopog

H ¢ePovéootat petaforiletar ektevmg pécm oulevéng diopécon Tov GLGTHHATOG TOL EVIDIOV
SPmoPopikn ovp1divr yAvkovpovoov- tpaveepacn (UDPGT) kot o&eidmong diauéoov tov
ovothuatog kKutoypopoatog P450 (CYP)Téooepig papuakoroyikd evepyoi vdpo&ulikoi petaforiteg
gyouv avoyvmploTel, ek Twv onoimv ol Tpelg Ppickoviatl oto avBpdmivo TAdopa. [N vitro pekéteg
YPNOLOTOLDOVTAG OVOPOTIVA LKPOSHUATA NTOTOG KATESEIEAY OTL EKEIVOL 01 0EE1d™TIKOL peTaPoliTEG
oynuatiomnkav kvpiog ard CYP1ALl, CYP1A2, CYP2C8 CYP2C9ka1 to yAvkopouvidio
eefov&ootang oynuatiotnke kupiog omd UGT 1AL, 1A8,kor 1A9.

Amofoin

H pefovéootarn anekkpivetatl 1060 amd TNV NTOTIKT OG0 Kot oo T veppikn 080. Encrta v omd
otopatog d6on Tov 80 mgtC-emonuacuévng pefovéootdng, nepimov to 49% g ddong
avoktOnke ota ovpa wg apetaPAn pefovéootdt (3%),10 aKLAO-YAVKOPOLVISIO TNG SPACTIKNG
ovoiag (30%),01 yvwotoi o&etdwtikoi petaforiteg Tov kat ot ouievkteg Tovg (13%),Kkan dArot
dyvmotot petaforiteg (3%). ITépav g amékkpiong ota ovpa, nepimov to 45% g doong avakthonke
o710 KOmpova ®¢ auetafAnT eefovéootdt (12%),70 akvAO-YAVKOPOLVISLO TNG SPUCTIKNG OVGI0G
(1%), o1 yvwotoi o&etdmtikoi petafolriteg tov ko ot ovgdKTeg Tovg (25%), K01 GAAOL AyvedoTol
petafolriteg (7%0).

Neppikn dvsAetrtovpyio,

"Emeita and moAlamdég d0oeig pefovéootdc twv 80 mgoe acheveig pe ma, pétpia 1 coPfapn
veppikn ducrertovpyio, N Cnax g eefovéootdng dev dAhae, 0G0V apopd ATOMN IUE PVGIOAOYIKN
veppikn Agttovpyia. H péon ohikn AUC g pefovéootdtng avéndnke kotd mepimov 1,8 popég and
7,5ug-h/ml oty opdda pe puotoroyikn veppikn Asttovpyia og 13,2ug-h/ml oty opdda pe coPapn
veepikn dvcAertovpyio. Ot Chaxkar AUC tov evepymv petafoltadv avéndnie £og 2 kot 4 popéc,
avtiotoyya. Qo10060, 6gv amorteitol pHdIon TG dOoNG 68 acbeveis pe N 1 LETPLO VEPPIKT
dvoAertovpyio.

Hrotwn dvcieitovpyio,

"Emerto, and moAramhég d6oe1g pefovéootane twv 80 mgoe acbeveig pe o (Child-PughTdaén A) 1
pétpra (Child-PughTéén B) nrotikn duciettovpyia, ot Crax kot AUC tng pefovéoatdtng Kot tmv
HeTaPoMT®OV TG eV AALOEE OTLOVTIKA GE GUYKPIOT LE GTOLO LE PUGLOAOYIKT] NTOTIKY AELTOVPYid.
Agv éyovv dieEayBel pedéteg oe aobeveig pe coPfapn veppixn dvorertovpyia (Child-PughTaén C).

Hlwia

Agv mapatnpninikov onpovtikég aalayég otnv AUC ¢ pefovéootdtng 1 tov petafoAltdv g
gmerta omd TOAMOTAEG o oTOUATOG SOGEIG PEBOVEOCTATNG € NAMKIOUEVOVG GE GVYKPIOT LE VEOTEPQ
vym dTop.

dovrio

‘Enerta omd moAhandég amd tov 6topaTog d0oelg pefovootdrng, ot Cmax kot AUC fitav 24% ko 12%

VYNAOTEPEG OTIC YUVAIKEG ald 0,TL GTOVG AVTIPES, avtioTtotya. 26Tdc0, dStopbmuéves Bacel Bapovg Cmax
kot AUC ftav mapopoteg Heta&d tv 600 OAY. Agv amatteital puOuion 66ong Pacel Tov GOAOL.
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5.3 TIIpoxivika dgdopéva yia TV a6@aiera

Emmtdoeig oe pn kAvikég peréteg mapatnprdnkay yevikd og ékbeon mov BewpnOnke 6tL ftav apKeTd
TV amd To AvATTO Oplo £kbeong Tov AvOpMOTOVL.

H povtehomoinon g QapHoKoKIVITIKNG Kot 1) TPOGOUEIMGT) SESOUEVMV OO 0pOVPOIOVG, VITOOEIKVVEL
o1, dtav ovyyopnyeitan pe pefovéootdrn, N KAiKY 6on pepkomtomovpivng/aladeionpivng Ha
apénel va pewwvetol oto 20%m Aryotepo TG TPOoMYOLUEVTG SOGNC TOV GUVTOYOYPAETONKE
TPOKEUEVOL Va. omoPevyBovv mhavég apatoroyikég emdpacelg (PAéne mapaypdpovg 4.4kon 4.5)

Kopkiwvoyéveon, petodraroyEveon, SLotapoyn TG YOVILOTNTOG

Y& apCEVIKOVG apOLPAiovs, GTOTIOTIKG GNUOVTIKH avénon o€ dykovg e ovpoddyov kuotg (Iiopa
Ko kapkivopo oro petafotikod emBniio) Bpédnke novo o oyéon pe Aibovg EavBivng oty opdda
VYNNG doong, o€ mepinov 11 popéc 1o dpio Exbeong Tov avBpmdmov. Agv vpEe oNUAVTIKY ovénon
o€ Lo TOTO AYKOV €ite G€ 0POEVIKOVG gite o€ ONAVKODE TOoVTIKODE 1| apovpaiovs. Ta vprpata ovtd
OepovvTol GUVETELD TOV EITKOV Y10, TO €100G HETAPOAIGIOV TG TOVPIVNG Kot TG GVVOEST|G TV
00pOV Kol 0V TAPOVCIALEL GYECT] LE TNV KAWVIKT] Yp1OT).

Mia Tumtikn o€1pd EAEYXWOV YOVOTOEIKOTNTOG SV ATOKAALYE PLOAOYIKA GYETIKES YOVOTOEIKEG
EMBPAGELS Y10, TN PEPOVEOTTATN.

H eepovéootitn oe amd otopotog ddoeig £mg 48 mg/kghuépa Bpébnke 6TL dev €yl enidpaon ot
YOVILOTNTO KOL TV OVOTOPOYMYIKT IKOVOTNTA GE APCEVIKOVS Kot OnAvkohe apovpaiong.

Agv vipyav amodeiEelg daTapayUEVIG YOVILOTNTOG, TEPATOYOVAOV EMOPAGEDY, 1] KIVOUVOL Yo TO
éuBpvo AoYm g eefovéootatne. Ympée untpikn to&ikodtnto vynAng 000mg GLVOSEVOUEVT] antd
pelmon 6710 SEIKTN AmOYOAUKTIGUOD KOl HELOUEV AVATTVEN TOV OTOYOVMV GE 0POVPOIOVG GE TEPITOV
4,3 popég 10 Opro ékbeong tov avOpdmov. Meréteg tepatoroying, mOL TMPAyHOTOTOMONKAV ©E
apoLPAioOVg TOV KLOPOPOVCaY € TTEPITOL 4,3 POPEC KOl KOVIKAOLG TOL KVO®OpoVGay cg Tepimov 13
@opéG To Op1o EkBeGNG TOV OVOPDOTOV, OEV OTOKAALY AV TEPATOYOVEG EMOPAGELG.

6. GOAPMAKEYTIKEX TAHPO®OPIEX

6.1 Koatdloyog exdoymv

Hvuprvag dioxiov

Aoaktoln

MikpokpLGTOAAIKT KLTTAPIV

Maoyvclo oteatikod
Ydpo&umpomvriokvtTopivn

KaoppeAroln vatplovyog Sieotavpodevn
"Evudpo koAA0EIdES TVPiTIO

Avodpo KOALOELDES TLPITIO
Kpoomofidovn

T

Emwdivoyn dtokiov

YrpoueAroln

Ao&gidio titaviov (E171)
ABvroxvttapivn

Z1oMpov o&gidio kitpvo (E 172)
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Tproketivn
O&eidio cdnpov pélav (E172)

6.2 Aocvppoatéotnreg
Agv gpappdletar.
6.3 Awgpkera {ong

2 ypovia
TMa eudAeg: Metd 10 mpmdTo Avotyua, ypnoiponolgite eviog 180nuepmv.

6.4 Idwitepes mpouAAEES KaTd TN UAAEN TOV TPOIOVTOG
To pappokevTiKd awTd TPOidVY dev amortel Waitepeg cuvONKes PVAAENC.
6.5 ®Vo1 Kol GVGTOTIKA TOV TEPLEKTN

Yvokevaoieg koyelav (PVC/oPAALovpivio)/Alovpivio (Le evoouatopévn otpdon Enpavtiko
uéoov) mov mepiEyovy 14, 281 84 diokia, NUEPOLOYLOKEG GLOKEVOGIEG KVYEADV TTOV TEPIEYOLY 281
84 d1okia Ko S14TPNTEG GVOKEVUGIEG KLWEADY LOVAS®V dOGNG IOV Tepiéyovy 28 X 1diokia.

Yvokevooieg kuyehmv (0PA/AAovpivio/PVC)/Alovpivio mov tepiéyovy 14, 28, 42, 84iokia,
NUEPOLOYIOKEG CVOKEVOGIEG KOYEALMY TTOV TTEPIEXOVV 28 dioKia Kot SIUTPNTEG CLOKEVUGIEG KLWEADY
povédwv 60om¢ mov mepiEyovy 28 X Ldiokia , kot moAvokevacio tov 84 (2kovtid TV 42) Siokimv.

D1dAn oo Tolvatbviévio vyming mokvotntag (HDPE) ue fdwtd nodpo and mtolvaporvriévio (PP)kat
Enpavtiko péco mov mepiéyel 281 84 dwokio.

Mmropet vo pmv KukAo@opovv OAEG 01 GUGKELAGIES.
6.6 Idwitepes mpoPuAGEES OTOPPIYNG

Koapia €181k vroypéwon.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAZ

EU/1/17/1194/001
EU/1/17/1194/002
EU/1/17/1194/003
EU/1/17/1194/004
EU/1/17/1194/005
EU/1/17/1194/006
EU/1/17/1194/007
EU/1/17/1194/008
EU/1/17/1194/017
EU/1/17/1194/018
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EU/1/17/1194/019
EU/1/17/1194/020
EU/1/17/1194/021
EU/1/17/1194/022
EU/1/17/1194/029
EU/1/17/1194/030

9. HMEPOMHNIA IIPQTHX EI'KPIZHX/ANANEQXHY THX AAEIAX

Hpepounvia mpatng £ykpiong: 15Tovviov 2017
Hpepounvia televtaiog avavémong: 16 defpovapiov 2022

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Aentopepeic TANPoeopieg Yio T0 TapPOV POPUAKEVTIKO TPOiOV ival S1a0EGIES GTOV SIKTLOKO TOTO
tov Evpomnaikod Opyavicpod @appdxeov http://www.ema.europa.eu
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1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgrikoloppévo pe Aemtd vpévio diokio

2. MTOIOTIKH KAI MOXOTIKH XYNGEXH
KaBe diokio mepiéyer 120 mgpepovéootdng.

"Exdoyo pe yvootn dpdon

Kabe diokio mepiéyer 354,0 mghaxtoln.

I"o Tov AP Katdrhoyo Tov ekdoywVv, PA. mapdypapo 6.1.

3.  ®APMAKOTEXNIKH MOP®H

EmwkaAvppévo pe Aemtd vuévio dtokio (S1okio).

Kitpivou ypdpatog, apeikvupto diokio 6€ oynpo KOyoKiov dactdoemy nepimov 18 x 8 mmyue
avayloeo 1o Stokpitikd «M» ot pia 6y tov dokiov kot «FX4»atny dAAn dyn Tov.

4.  KAINIKEX ITIAHPO®OPIEX

4.1 OgpamevTikég gvosigelg

To Febuxostat Viatrisvosikvotat yio tnv Ogpomeia tn¢ ¥pOviag VIEPOVPLYUUING GE KATAGTAGELS OTOV
1N evandBeon ovpkov 0&Eog Exel 116N cvpPel (TepthapBavopévov Tov 1Topikod, 1 TG TOPOLGIaG,
TO6QOL Kt oVPIKNG apbpitidac).

To Febuxostat Viatrisvésikvotat yio tnv mpoAnym kat Oepomeio ¢ vaepovpiyoipiog o€ vijlKeg
aoBeveic mov voPdAilovral o€ ynuelofepaneio Yo MpATOAOYIKEG KOKONOELES LLE EVOLAUESO TTPOG
VYNAS Kivduvo yia Zovepopo Aveng Oykov (ZAO).

To Febuxostat Viatrisvdeikvotal og viiikec.

4.2  Aocoloyio Kor TPOTOS YOpNYNONG

Aocoloyia

Ovpixij apBpitdo.

H ovvictdpevn amd otopatog d0on Febuxostat Viatrisivar 80 mgdamaé nuepnoing aveédptnta omd
po@éc. Eav 1o ovpkd 00 opov eivar > 6 mg/dl (357 pmol/lfrerta and 2-4 efdopddeg, pmopei vo.
g€etaotei n yoprynon Febuxostat Viatris 120 mguaé nuepnoiog.

To Febuxostat Viatrideitovpyei apketd ypriiyopa dote vo emtpéyel Ty enaveEETaon Tov ovpiko
0&€og opov énerta omd 2 fdoudadec. O Bepomentikdc 6Tdy0g ivar va pelmbel kat vo dtatnpnoei to
ovptkd 0&H 0po? kdtw omd o 6 mg/dl (357 pumol/l).

Svviotdror Tpoedraln and £Eapon ovpikng apbpitidog yio tovidyiotov 6 uiveg (BAEne Tapdypago
4.4).

2bovdpouo Avens Oykov
H cuvictdpevn and tov otouatog d6on Febuxostat Viatrisivar 120 mganoé nuepnoiog ave&aptmra

ond TPOPES.
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To Febuxostat Viatrifa npénet va Egxivioet 00 nuépeg mpv amd v Evapén g KuTTapoTo&Ikng
Oepameiog kot vo cuveloTel Yo 7 UEPES TO AyOTEPO; MGTOGO 1 Bepaneio pumopei va mapatadel peypt
Kot 9 MUEPEG avaroya LE TV SLapKeEL TG yNHeodepameiog Katd TV Kpion Tov KAVIKOD YloTpov.

Hlikiouévor
Agv anoteitan pHOpion g docoroyiog otovg nAkimpévoug (PAéne mapdypago 5.2).

Negpirn dvolertovpyia
H aoeddea ka1 amotelecpatikotnta dev £xovv a&loroyndei mipwc oe acbeveig pe cofoapn
veQEpIKN dvcAettovpyio (kabapon kpeatvivig < 30 ml/min,Bréne mapdypago 5.2).

Aev amonteitan poOuion g docoroyiag o€ aobeveig pe o | HETPLO VEQPIKT SVGAELTOVPYiO.

Hramixn dvolertovpyio.
H amoteleopatikdmma kot ) acpdieia e pefovootdtng dev Exovv peretn0el og acbeveic pe fapud
nratiky dvciettovpyia (Child PughTaén C).

Ovpin| apBpitda: H cuvietopevn docoroyia oe acOeveig pe Nmio otk Svcieitovpyia eivar
80 mg.Ilepropiopéveg mAnpopopisg givar dabéoipeg yio acOeveic pe péTpia nratiky dSveAettovpyia.

Zovdpopo Avong Oykov: Ztnv mrotikn dokun @aong I (FLORENCE)u6vo ta dropa. pe cofopn
NTOTIKY OVETAPKELD ATOKAEIGTNKOY 0O TN GUUUETOYN oTNV dokiun. Agv amontiOnke pvouon g
docoloying Yo Tovg eyyeypoppéVong acbeveic e faon v nratikn Agttovpyio.

Toudrozpirog ninBoouog
H aopddeia kot 1 amotelecpatikotnta g eefovootdng o€ modid nAkiog Katw tov 18 etdv dev

&xel tekunplodei. Agv vapyovv dabécipo dedopéva.

Tpodmoc yoprynong

Amd otépaTOg XPNON

To Febuxostat Viatrigpénet va Aappavetor and 1o otop0 Kot unopei vo Aapfavetor pe 1 xopic
TPOO.

4.3  Avrevdsiteg

Yrepevouohnoio ot SpacTiKn 0VGio 1] 6€ KATO0 amd TO EKS0Y0 TOV OVOPEPOVTAL GTNV TAPAYPOPO
6.1 BAéne eniong mopdypago 4.8).

4.4  E10Kég TPOELOOTOUNGELS KO TPOPVAGEELS KATA T1) (p1)oN

Kapdoryysiokéc dratopoyic

Ogpameio TNC YPOVINC VITEPOVPLYOLLLC

Katd v avantuén tov npoiovrog kot og pia peteykpirikn perétn (CARES),mapatnpnonke
UEYOADTEPOC aplOLOC BovaTnEOP®V KaPILOYYELLK®Y GUUPBAVI®V pE TN PefovE0CTATN GE CUYKPIOT LE
v aAlomovpivorn o aobeveic pe Tpoimdpyovoes peiloveg kapdiayyelakéc Tadnoelg (). EUPPoyLLa
TOV HVOKaPSion, EYKEPAMKS enelc0d10 1 aotabng otnOayyn).

Qo01060, 6€ [a petayevéotepn peteykprtikn pedétn (FAST),n eefovéootdt dev fTay KatdTEPT 0o

TNV 0AALOTOVPIVOAT GTI GUYVOTNTO ELPAVIOTS TOGO Bavatneopwv 660 Kot un Bavatmeopwv
KOPOLOYYELOKDY GUUPBAVTOV.
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H Oepameio avtig ™g opddog acbevav Oa npémet va aokeitar pe Tpocoyn kat ot acbeveig o mpémet
Vol TOpOKOA0VHOVVTOL TOKTUKE.

INo tep1ocdTEPEg AEMTOUEPEIEG GYETIKA LUE TNV KOPILOYYEWKT 0o@iAelo TG pefovéootdng,
avatpeéte oy Topaypago 4.8 kot oty mapdypago 5.1.

IIpoAinwn kot Oepameio Tne vrepovpryaiiog o acheveic pe kivoovo XAO

Ot acBeveic Tov vroPaiiovtal o€ YNUEODEPATTELN Y10 HLUATOAOYIKEG KOKONOEIEC e EVOLAUETO TPOG
VYNAS Kivduvo yia Xovdpopo Aveng Oykov (ZAO) mov Bepamedovton pe pepovéooctdrn Bo mpénet va
Bpiokovtar vd Kapdiokn Topakorovdnon 6mmg apuolel KAVIKA.

AMepyia/vrepevaicOncio. 610 QOPUAKELTIKO TPOIOV

Emavieg avapopéc cofapdv avtidpdosmy aAiepyiag/vmepevaicnoiog, copnepiappoavopévov Tov
ameiAntikoD yio T {1 ovvdpouov Stevens Johnsomyg to&ikng emdeppikig vekpOALONG Kot TNG
o&giog avaguiaktikng avtidpacng/koataninéiog, Exovv cvAiexOel pe Ty eumelpio PeTd TV
KUKAOQOPIQ. XTIC TEPIOCOTEPES TEPMTMGELS, AVTEC O1 OVTIOPATELG GLUPaivovy LOVO KATA TN JLdpKELDL
ToV TPMOTOL Unva Bepaneiog pe pefovéootdrn. Mepikoi, aAdd Oyl 601 amd oLTOVG TOL AcHEVEIC
AVEQEPOV VEQPIKT] OVETAPKELDL KO TpONYOLEVN VITEPELOIGHNGia 6TV aALOTOVPIVOLY. ZoPapig
avtidpaoelg vrepevatcnoiog cvpmepapfavopuévng me Pappaxevtikng Avtidpoong pe Hooswoeihia
kot Zvotnpotikd Zvprntopote (DRESS-Drug Reaction with Eosinophilia and Systemic Symgfom
ovoyetichnkav pe TOPETO, AUATOAOYIKT, VEQPIKN 1] TOTIKY EUTAOKN OE OPIGUEVES TEPINTAOCELS.

Ot acBeveic TPETEL VO EVILEPDOVOVTOL OO TO GNUEIN KOl GUUTTOWUOTA Kol VO, TopakoAovfovvTal
o1eva Y10 cvpmtdpata aArepyiac/avtidpdoswv viepevarctnoiog (PAéne Topdypapo 4.8).H Bepansia
ue eePoVEOCTATN TPEMEL OUECHC VO, GTOUATHOEL €0V coPapd cvpntduata oAlepyiag/avtidpdoeig
vrgpevatcinoiag, ovpmeptiappavousvon tov cuvdpduov Stevens-Johnsoapufovv kabog 1 éykoipn
amoovpon oyetiletan pe kaAvtepn tpdyvaon. Edav évag acBevng éxel avomtdéel avtidpacelg
aAlepyiag/vmepevaicinoioc coumeptiapfavouévov Tov ocuvdpopov Stevens-Johnsatu oeio
avaPLAOKTIKY avtidpaon/cok, 1 pefovoctdtn dev mpémetl vo Eavapyioel 6 avTdv Tov acbev ava
TAGo GTUy ).

O&La emeis0d10. ovpiknc opbpitidag (£opon ovpiknc apOpitidac)

H Oepamneia pe pefovEootarn dev Oa mpémet va Egkivael pHExpt vo el VIOYWPNGEL TANPWG EVOL 0ED
€me160010 ovpikng apbpitidac. EEdpoelg ovpikrg apbpitidog pmopei va cupPodv Kotd tnv Evapén g
Oepoameiog MOy oAAayNG TOV EMITES®V 0VPIKOD 0EE0C OPOV TOV KOTOANYEL GE KIVITOTOINGT OVLPLKOD
o&gog and evamobéoeic otovg 1otovg. (BAéne map. 4.8xar 5.1). Katd v évapén tng Oepaneiog pe
oePovEootatn cuviotdtal TpoeVAasn amd EEapar ovpikng apbpitidag yio TovAdyIoTOV 6 UVES LE Eval
Mn Ztepoeidéc Avtipheypovadeg Pappoako (MEA®D) 9 kodywkivn (BAéne nap. 4.2).

Edqv ovpPei é€apon ovpiknig apBpitidag katd ) Bepancio pe pefovéoatdrn, 1 Oeponeia dev Oa Tpénet
va daxomel. H é€apon ovpikrg apbpitidog Oo Tpémel vo, avIHETOMOTEL TANTOYPOVE OVAAOYA HE TNV
nepinTmON Yo Tov PePOVOHEVO ac0evi. Zuvexnc Bepameia e pefovE0oTATN HEIDVEL T GLYXVOTITA
KoL TNV €vTooT Tov eEApeemy ovpikng apOpiTidag.

Evand0eon EavOivng

Y& aoBeveic 6ToVg 0Mmoiovg 0 PLOUOG GYNUATIGHOV oVPLKOD 0&E0G sivar e€atpeTikd avénuévog (..
Kakondng vococ ko Bepamneio tng, ovvdpouo Lesch-Nyhan) andrvtn cvykévipoon Eavbivig ota
00p0. UTOPEL, GE GTAVIEG TEPITTMGELG, VO aENOEl oNUAVTIKG DGTE VoL EMTPEYEL TNV Evamdbeon oty
0VPOPOPO 060. AVTO dev Exel Tapatnpnel oty TAOTIKN KAWIKN pHeAéTn pe pefovootdrn 6To
YHvdpopo Aveng Oykov. Kabmg dev vadpyel epmeipio pe t @eBovEootdn, n xpnon g o€ acbeveic
ue ocvvdpouo Lesch-Nyhardev cuviotdzor.
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Mepkantonovpivn/aladsionpivn

H ypnon o¢ePovéoctdtne dev cuvviotdtar o€ oobevelg otovg omoiovg yopmyeitar Towtdypova
pepkomromovpivn/aladeionpivn kabmbg n avaotoln tng o&etddong tng EavOivig amd v eefovéootatn
Umopel va TpoKoAEGEL ENUEVES GLYKEVTPOGELS pepkantomovpivg/alabeionpivig 610 TAdopa mov Ba
LITopovGaY Vo 0dNyHcovv 6€ Gofopt To&ikdTtnTa.

Omov 1 towtdypovn yopnynon Oev pmopel vo amopevydel, cuviotdtol peimon tng o6ong g
uepkomromovpivng/  alabetonpivng oo 20% 1 Aydtepo  ng  mponyovpevng  ddong  mov
ouvtoyoypaendnke mpokewévov vo  amo@svyBodv  mbavég oapatoloyikég emdpdoelg  (BAéme
napaypapovg 4.5xa 5.3).

O1 aoBeveic Bo mpémel va mapakorovbovviol 6Tevd kat 1) 8601 ¢ pepkamtonovpivng/alodeionpivng
0o mpémel akolovBwe va Tpocsappoletar pe Baon v a&loAdynon g BepamenTikig avTaTdKPIoNG Kot

v Evopén evieyOUEVOVY TOEIKMV ETOPUCEDV.

ANTTEC HOGYEVUAT®V OPYAVHV

Emedn dev vmapyel epmeipio 6 ANTTEG LOOYKEVUATOV OpYavmV, 1| Xpnom eefovootdng dev
ovvioTdtol o€ tétolovg aobeveic (BAéne mapdypapo 5.1).

Beo@LAAivy

H ovyyopnynon eepovéootdtng 80 mgkat epdnas d6ong Beopuirivng 400 mgoe vy dropa £de1&e
AmoLGIa OTOLGINTOTE PUPHAKOKIVITIKAG oAANAenidpaong (BAéne mapdypago 4.5).H pefovéootdn
80 mgumopei va ypnopomombei oe acbeveic 6ToVg 0TOiOVE YopNYEiTAL TOVTOY POV BEOPLAAIVT Y®PIG
Kkivduvo avénong tov emmedmv g 0eo@uALivic 6T0 TAAGLLO.

Aev vrdpyovv drbéoia dedopéva yio Ty eefovEoostdtn 120 mg.

Hrotwéc drotapayéc

Katd tn dibpkeio tov cuvovaspévev eaons 3 KAVIKGOV HELETOV, NTLES AVOUOAIEG OTIG SOKIIAGIES
NTOTIKAG Aertovpyiog mapatnpndnkay o acbeveic atovg omoiovg yopnyndnke pefovéootdat (5,0%).
Aoxpocio NTatikng Aettovpyiag cuvieTdton TP amo v Evapén g epameiog e pefovootdrn Kot
UETETELTO, TEPLOOIKA BAoel KMVIKNG extipunong (BAéne mapdypago 5.1).

Awatapoyéc Tov Bupeotdong

AvEnuéveg tipég TSH (35,5 plU/mirapatnprifnkay oe acbeveic vd poxporpddeoun Bepomeio pe
eePovéootat (5,5%)o011c pakpompdBeceg avolkTig TITAOTTOINoNG HEAETEG TapdTacnc. Amatteitat
Tpocoyn o6tav ypnoonoteitar eefovéootdt o acbeveic pe petafoin g Aettovpyiog Tov
Bupeoetdoic (BAéne mapdypagpo 5.1).

"Exdoya

Ta diokio. Febuxostat Viatrigepiéyovv Aaxtoln. Ot acheveic pe omdvia KANpovoukd tpopAnuota
dvoave&iog otn YOAaKTOLN, TANPT OVETAPKELD AAKTACTG 1] KOKT amoppoenon YAVKO ns-yohaktolng,
OEV TIPEMEL VOL TTAPOLY OLTO TO PAPLOKO.

To diokio. Febuxostat Viatrigepiéyovv Aryotepo amd 1 mmolvatpiov (23 mg)ava dickio, eival avtod
7ov ovopalovpe «ehevbepa voTpiov».

4.5 Alliemdpacseig pe Ao QUPROKEVTIKA TPOIOVTA Ko GAAES HOPPES aAANAETIOpaoNg

Mepkantorovpivn/aladsionpivn
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Bdoet tov pnyavicpov dpdong g eefovEootdng oty avactodn g XO dev cuvictdton n
TaVTOYPOVN ¥PNoT. AvacTtorn T XO omd v eeBovEootdtn umopel vo TPOKaAECEL AVENUEVES
GUYKEVIPMGELS GTO TAAGLO ALTAOV TOV QOPUAK®OV 00NYDOVTAG G LLELOTOEIKOTNTO.

Y mepintoon toavtdypovng yopynong pe pefovéootan, n d6on pepkantonovpivnc/alabeionpivng Ha
npénel vo, petdvetat oto 20%1 Aydtepo tng mponyodpevng d6ong mov cuvtayoypaenonke (BAEne
noapaypdeovc 4.4.xar 5.3)

H endpreio e Tpotevopevng Tpocapoyng TG 60omg, 1 omoic Bocictnke 6 POVTELOTOINGT Kot
avAAVGN TPOGOUOIMONE TPOKAVIKMV dEGOUEVOV GE apovpaions, emiefatmbnie and Ta
OTOTEAECUATO, OGS KAVIKNG HEAETNG OAANAETIOpaoNC Paprakov Gg vYlElG eBedovTég, Tov ElaPay
uovo 100 mgalabeionpivn kot peiwuévn d6om alobetonpivng (25 mg)oe cuvdvacud pe
eePovéootat (401 120 mg).

Merétec alAniemdpdoenv @efovéootde pe GAAN kuTtapoto&ikn ynuelobepomeio dev €xovv
Se&oyOet.

Kartdé v mhotikn doxipn tov Zuvopdpov Avong Oykov yopnyndnke pefovootdtn 120 mgnuepnoiong
o€ aobevelg mov vmoPdAloviov Ge apkeTd oyfuata ynuetodepaneiog cLUTEPIAAUPOVOUEVOY TOV
HOVOKAMVIK®V OVIICOUATOV. Q0TO60, CAMANAETIOPACEIC PUPIAKOV LE PAPLOKO KOl POPUAKOV LE VOGO
dev diepeuviOnkay Kotd T dldpkeln avtg ¢ pekétng. Emopévog, mbavéc adiniemdpdoelg ue
OTOLOONTOTE TAVTOYPOVE YOPTYOVUEVO KUTTOPOTOEIKO QPAPUAKO OEV HTOPOVV VO ATOKAEIGTODV.

PoswyArtalovn/vrootpduoza CYP2C8

H gefovéootarn deiydnke va givar évag addvapog avactoréag tov CYP2CS in vitroXe puo, pedétn pe
vy atopa, n cvyyopnynon 120 mgpefovéoctdtng QD pe pia amd Tov oTopATOg SO0 4Mg
pootyArtalovng dev giye kapio eniOPAcT GTNV POPLOKOKIVNTIKY TNG poctyArtalovng Kot Tov
petaporitn g N-decpebvd pootyditalovng, vrodeikviovtag 6Tt 1 pefovEootdrtn dev givar Eviupo
avactoréag tov CYP2C8 in vivo Emopévag, n ouyyopnynon eepovéootding pe pootyAtalovn 1 ue
Ao CYP2C8umootpdpota, eV avoUEVETOL VO, YPEIOTEL OTOLAONTOTE PLOLLGT TG HOONG Y10 OVTEG
TIC EVOGELS.

®eo@LAAivY

Mia pelétn oAnieniopacng o vy dropa xet deEaybel pe pefovootatn, yia va aloloyndel katd
nooov N ovastoln g XO evdéyeton vo TpoKorEceL avénom 6To KukAo@opohvTo enineda TG
Beo@uALivig 0Ttmg £xet avapepBel pe dAlovg avaostoreig g XO. Ta amoteAéopata AVTNG TNG LEAETNG
£oei&av 0t M ovyyopnynon eepovéootdatng 80 mg QDue epdma 6o Beopuiiivng 400 mgoev Exet
Koo ETIOPACT TNV QUPUUKOKIVITIKA 1| ac@diela TG OeopuAdivng. Emopévmg, dev cuvietdton
Wwitepn Tpocoyn otav 1 eefovéootdrn 80 mgkat 1 OcopuAdrivy divovtar TowToXpOVMG. Agv
VIapyovv dtabécipa dedopéva Yo v pefovéootdtn 120 mg.

Nompo&évn kot GALot ovosToleic YAvkovpovidwong

O petaforiopdg g pefovéootdatng e&aptator omd Evivpo Ovpdiving I'AvkovpovosvATpavepepdons
(UGT). ®oppakeutikd mpoiovio tov avactéAlovy T yAvkovpovidwor, 6nwg o MIAD kol n
TPoPeveaion, LTopovy BepnTIKA Vo EXNPEAGOLY TNV ATEKKPLOT TG PEPOLEOCTATNG. X LY ATOoM,
N ToLTOY POV YpNon eefovEootdrng kot vampo&ivng 250 mgdig nuepnoing cuoyetiotnke pe avénon
otV ékBeomn og pePovéootatn (Cmax 28%, AUC 41%an trz 26%).Xe kKAvikéC pedétec 1 ypnon
vampo&évne N iAoV MIAD/CoX-2 avooTOAE®MY SEV GUGYETIOTNKE LE TUYXOV KAVIK( GNLLOVTIK
avénon og avemBounta coppdavra.

H ¢pePov&ootatn pmopei va cuyyopnyeitat pe vampo&évn yopic va amorteitan phoOpon g doong g
@ePovEOGTATNG 1) TNG VOTTPOEEVIG.

Enayoysic YAvkovpovidwonc
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Ioyvpoi emaywyeig Tov evidpmv UGT evdéyetat mbovdg va 0dNyHoovy g avénpévo HETABOAGHO Kot
LEW®UEVN amoTELEGHOTIKOTN T TG PePfovéootdrng. Emopévag cuvictdtot Topoakoiovdnen tov
ovpkov 0&€og 0pov 1-2 gfdopadeg Emerta amd v Evapén g Bepameiog pe Evav 1oyvpod eToywyEn
YAVKOVPOVIB®MONG. AVTIGTPOPMG, d10KOTH TG Bepancing EvOg ETOYOYEN EVOEYETAL VO OOYNOEL OE
avénuéva enineda pefovooTdTNng 6TO TAAGHA.

Kolyucivn/ivdopedaxivn/vdpoyrnpoderalidn/Boppapivn

H ¢pePov&ootatn pmopei va cuyyopnynOet pe kokyikivn 1 wwdopebaxivn yopig va amatteiton poduion
NG 066M¢ TS PEPOVEOGTATNG 1) TNG GLYXOPTYOVUEVNG OPUGTIKNG OVGIAG.

Agv amarteitol pvouion g 66omg yio v pefovoctdtn 6tav yopnyeital pe vopoyAwpodelalion.
Aev amonteitar poOuion g d6ong yo T Papeapivn 6tav yopnyeitar pe pefovEoctdtn. Xoprynon
eepovéootarng (80 mgn 120 mguia gopd tnv nuépa) pe Bapeapivn dev gixe enidpaon oty

eappaxkokvnTikn g Papeapivng oe vyieic eBerovtég. To INR o dpdon tov mapdyovra VI dgv
EMNPEGOTNKOY OO T GLYYOPNYNOT TS PEROVEOGTATNG.

Asourpapivn/vrostpouoza CYP2D6

H @efovéootdtn pdvnke 0t givar acbeviic avactoréag oo CYP2D6in vitro. Xe o pedétm pe vy
aropa, 120 mgpepovéootdng nuepnoing katéAn&av oe pio péon avénon kotd 22%ctmmv AUC g
decumpopivng, evog vrootpopatog CYP2D6mov vrodeikvoet tia mbov) actevi ovacTaATikn dpdon
™mg eePfovéootatng oto £vivpuo CYP2D6IiN vivo. Eropévamg, 1 cuyyoprynon g eefovéootdrng e
o vrootpopata CYP2D66gv avapéveral va amottel puduion 60omg ylo ouTég TIg EVOGELS.

Avtioéwva

Tavtdypovn katdmoomn evog avTioEIVoV Tov TEPLEYEL VOPOEELDIO HLayvnciov Kot VOPOEEidLo apythiov
éyel pavel 0t1 kabvotepel v amoppdenon g pefovéootdtng (nepinov 1 dpa) Kot TPOKaAEL o
peimon katd 32%6tv Chax 0ALG dev mapatnpnnke onuavtiky odlayn otnv AUC. Etopévamg, 1
eePov&ootdtn pmopei va Anebel ave&aptra amd T xp1Hon avioEvov.

4.6 TCovipotyra, kKOnon ko yorovyio

Konon

To dedopévo oYETIKA pe TOAD TEPLOPIGUEVO aplOUd TEPIMTOCE®V EKOEOTC KOTA TV EYKVHOGUVY, dEV
Kotédel&av avembounteg evépyeteg g pefovéootdtng oty eykupochvr 1 oTnV vyeio Tov gpfpoov/
veoyévvnTov. Mekéteg oe (o dev KOTEDEIENV AUEGEG 1) EUUECEC EMKIVOVVEC EMTTMOGEIC GTNV
£YKLIOGVVY, TNV avartuén tov gpfpvov 1 otov 1okeTd (BAEne Tapdypago 5.3).0 evdeyduevog
kivduvog yio tov avBpomo sivol dyvmotog. H pefovEoctdtn dev mpénet va ypnoporoteital Katd
SLPKEL TNG EYKVHOGVVNG.

Onioopdg

Agv gival yvooto dv 1 pefovEoctdn anekkpivetol 6to avOpamivo yaia. Meiéteg e {ma katédei&ov
OTEKKPLOT OUTHG TNG OPOCTIKNG OVGING GTO UNTPLIKO YA Ko SLOTAPAYUEVT] OVATTUEN TOV
Onralovrov veoyévvntov (dov. Kivovuvog oe Onialov Bpépog dev pmopei va anoxieictel. H
@ePov&ootdn dev Ba mpémel va ypMooTotEiTon Katd T SidpKed Tov INAacpov.

Tovipdmra
e (ha, pelétec avamapaynyng éwg kot 48 mg/kghuépa dev £dei&av docoelaptdueve avembounteg

gvépyeieg ot yovipotnta (BAéne mopdypago 5.3).H enidpaon g pefovéootatng oty avOpdmivn
YOVILOTNTO €LVl AYVOOTN.
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4.7 Emopacelg 6TV IKAVOTITO 001]YN61S KAl YELPLGROD P avi|LdTov

Yrvnia, {dAn, TapaicOncio ko Oapupoc 6pacng Exovv avapepbel pe ™ xpnon g eefovéootdrng. Ot
acOeveig Oa Tpémet va eMSEKVOIOVY TPOGOYT TPV 0ONYHOOLVV, YEPIGTOVV UIYOVALLOTO. 1|
GUUUETAGYOVV GE EMKIVOLVEG dPAGTNPLOTNTEG UEYPLG OTOV VO etvart apkeTd BEPatot 6TL 1
@ePov&ootdn dev emnpedlel apvnTIKE TNV anddoom.

4.8 AvemOOunteg evépyeieg

ZOVOYN TOL TPOPIA 0GQUAEING

O1 o ovyva avapepopeveg avemBOuNTeg evépyeleg o€ KAvikég peléteg (4.072d4topo mov Elafov
TovAdyotov pio 6o and 10 mgéwc 300 mQ),oe peteykprrikéc peréteg acparelog (uehétn FAST:
3001édropa mov Edapav tovidyiotov pio d6om and 80 mgémeg 120 mg)kor trv eumelpio petd mv
KuKAoopia o€ aobeveig pe ovpikn apbpitido eivar eEGpoelg ovpikng apBpitidag, dtatapayés g
NraATKNG Agrtovpyiag, didppota, vovtia, keparaiyia, (aAn, dbonvola, e&avOnua, kKvnopog, apdpaiyia,
poaAyia, mOVog oTo. GKpa, OldTHo Kol KOT®MGN. AVTEG 01 avemBOUNTEG EVEPYELEG NTOV KLPIMG TTIES 7
péTpieg o€ coPfapdra. Xmdvia cofapic avTidpdcels vrepevacnaciog otn eefovioatdrn, HePIKEg
amo TIC 0M01eg GVGYETILOVTOVOAV LLE GUGTNHOTIKG GUUATOWUOTA, KOO®DG Kol GTavio SLUPBAVTO
a1evidov kapdiakod Bavatov, Exovv cupuPel oV pETE KuKAlopopia epmelpia.

IIvokomompévn Aot avemfOUNTOV EVEPYEIDV

Yoyvég (>1/100£mwg <1/10),6y cvyvéc (>1/1.000émg <1/100)kon omdvieg (21/10.0006w¢ <1/1000)
avemBounteg evépyeileg mov cuvéfnoav oe acbeveic mov AauPovay Bepameio pefovootdtng

KOTOYPAPOVTOL TOPOKAT.

Ot ovyvotnteg Pacilovtar og peAETeg Ko PeTd TV KukAopopia eumelpia o€ acbeveig pe ovpikn

apBpitida.

Evtdc ka0 katnyopiog cuyvotTnTog EUQAVIONG, Ol avemOOUNTES EVEPYELEC TOPATIOEVTOL KOTA

@Bivovoa oelpd coPapdmrog.

ITivaxag 1: AvemOounteg evépyeies mov oyetioviou pe t Gepameio. cvvOvaTUEVOV HOKPOTPOBeouwY
UEAETAOV TOPATATNHS PAOHS 3, UEAETES AOWYOAEIOS LUETC. TNV EYKPLON KOL OO THV EUTEIPLO. UETC, THV

KvKAopoplio e 000eveic ue ovpikn o

pOpitido.

Alotapoy£C TOV aLLOTONTIKOD
KOl TOV AEUPIKOD GUGTILLOTOG

2TOVIEG
Movkvttapomevia, Opoppokvtronevia, aKOKKIOKLTTAP®ON?*,
avoupio®

Awotapayéc Tov
0VOGOTOUTIKOV GUGTHLOTOG

Xmhvieg
Avaouloktikég avTdpdoeis*, vrepgvoicincio 6to edpuako*

AlTopayEC TOL EVOOKPIVIKOD
GLGTNLOTOG

Oy ouyvec
AVENLEVT BUPEOEIBOTPOTOG OPUOVI GTO OipaL, VITOOVPEOEISIGUOS”

OpBodKég SraTapayEg

Oyt ouyvéc

Odappog 6pacng

LTAVIEG

Amdppaén opeipAnctpoeidoie aptpioc”

AwatapayEc Tov HETOPOAOHOD
Ko TG Opéymg

L ~kkk

2VYVEC

E&dpoeig ovpkng apOpitidag

Oy ouyvéc

Yakyapmdong Safnng, vrepAmdaipio, HEI@UEVN 0peln, avénon
Bapovg

ZTOVIEG

Meiwon copotikod Bapove, avénon opeéng, avopeia

Yoylozpicég drotapoyés

Oy ovyvég
Mewopévn yevetnoo opun, abdmvia

Xmbhvieg
Nevpucomra, kotadurticy Siddeon”, Srotapayy vrvov”
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AwTapayég Tov vevpikoh
GUGTNLOTOG

2uyvég

Kepoiahryia, Codn

Oy ouyvég

[aporsOnocio, nuimdpeon, vevniia, A0apyoc”, alloyéc ot yeoon,
vroueOnoio, vroouio

ZTAVIEG

Avysvoeia®, aicOnon kovoov”

AwTapayéc Tov OTOG Kl ToV
Aafopiviov

Oyt ouyvéc
Eppoég
ZTAVIEG
Tayyoc”

Kaopduokég dratapayés

Oy ouyvéc

KoAmikn poppopoyn, aictnue maApudv, avopoiieg tov HKT,
AmoKAEIGHOG aploTePol okéAoVg (PAéne Topdypapo ZOvEpopo
Avong Oykov), erefoxoufikn toyvkapdio (BAéne mapdypopo
Zovdpopo Avong Oykov), appuduio?

ZTAVIEG

Awpvidiog kapdiakodg Odvatoc*

Ayyelokég Slotapayég

Oyt ouyvéc

Ynéptaon, £Eaym, e&avelc, apoppayio (BAEne mapdypopo
Zovépopo Avong Oykov)

2TOVIEG

Kvkhopopwkn Kowomknéi(xE

AlTopoy£C TOL OVOTVELGTIKOD
GLOTNOTOG

2uyvég

Avonvola

Oy ouyvec

Bpoyyitida, LOUOEELG TOV AVAOTEPOL AVATVEVGTIKOD, AOUMEELG
TOV KATMTEPOV aVATVELGTIKOV, PRyac, prvoppora?

ZTAVIEG
ITvevpovio®

AlTOpayEC TOL YOOTPEVTEPIKOD

2uyvég

Awgppora**, vavtia

Oyt ouyvéc:

Kotakd dhyog, dvo kothaxd diyoc?, kothakn didracn,
YOOTPOOIGOPAYIKT) TAAVOPOUNOT|, EUETOC, ENpocToioa, dSvomeyia,
SVOKOIMOTNTO, GUYVEG KEVAOOELS, LETEMPIGLOGC, YOOTPEVIEPIKN
duogopia, EAkn Tov 6TONATOC, TPHEO TOV YEMMVF,
TOYKPEATITION

Xmbvieg
Tactpeviepikh Sidrpnon”, otoporitdo®

AlTopoy£ TOL NTATOG KoL TOV
KON POpOV

2uyvE

Avopalies tng nratikng Agttovpyiog*™*
Oy cvyvég

XoloMbBioon

Xmhvieg
Hratitido, iktepoc*, nmotikn BAAPN*, yolokvotitda®
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Altapay£c ToOL dEPUOTOG Kol
TOV VTOOOPLOV 16TOV

2uyvég

E&avOnua (cupmepilappavopévav dtopdpmv tonwv eavonuitmnv
OV ovaPEPONKAY pe YapnAdTEPES GLYVOTNTES, PA. TOPUKAT®),
KVNGLOG

Oy cvyvég

Aeppatitida, Kvidmon, amoypOUATIGHOG TOV OEPHATOS, SEPUATIKN
PBAGPN, Tetéxeieg, e&avOnua oypdg kniidag, eEAvOnua
KnAdoPAaTIODOES, e&avOn o BAoTIOMOES, VITEPIOpOGIia, oAmmekia,
éxlepa, epOOnu0, VoyTePIVEG PdpdsEIc’, yopiaon®, kymoumdeg
eEavonuo®

Xmhvieg

To&wm emdeppukn vekporvon*, Xovépopo Stevens-Johnson*,
OYYEL00IOMUA*, PAPUOKEVLTIKN avTIOpAoN HE NOGIVOPIAiN KoL
GLGTNUATIKA GVUTTOMATO®, Yevikevuévo eEavOnua (copfapd)*,
amoPoMdmTiKS e&avOna, olmdeg epvON U, PVSOMIMOEG
eEavonua, pruktovddeg eEavonua, epudnuatmdes e&avinpua,
opoetdég e&avinua

AlTopoy£c TOV HVOGKEAETIKOD
GLGTNUATOG KOl TOV GUVOETIKOV

10TOV

2uyvEc

ApOpadyia, poodyio, movoc ota drpa®

Oy ovyvég

ApBpitida, PockeAETIKO GAYOS, ViKY aduvopia, Hoikodg 6Tacpos,
wiky dvokapyio, Ovioxitida, Tph&o otic apOphoeic?, mdvog
oV M, poockeletikn duokapyio®, Suokauyio apdpdoenv
Xmbhvieg

PoBdopudrvon*, civepopo oTpo@ikod TeTdAov?, pevpatich
molvpvadyio®

AwTopoyéc Tov veppdv Kot
TOV 0VPOPOPOV 0ODV

Oyt ouyvéc

Neppkn| avendpkein, veppoidiaon, apotovpio, cuyvi ovpnon,
TpOTEIVOLPia, EElEn Yo 00pNoT, AOIU®EN TOL OVPOTOTIKOD
cvoTApaToc”

Xmhvieg

Atdpeon colnvaplokn veppitido*

Awotapayéc Tov
OVOTOPOY®YIKOD GUGTHLATOG
KOl TOV LOGTOV

Xmhvieg
Y1uTikn SucAettovpyio

Ievikég Sratapayés Kot
KOTOGTAGELG TG 000V

XopNYNong

2uyvég

Oidnpoa, kémwon

Oyt ouyvéc

I16voc oo Ompoxka, Sucpopia oto 6THO0G, TOVOS", Sucpopia®
2TOVIEG

Alya, aicOnua kavcov”

Mopaxdvikég e&etdoelg

Oy ouyvec

AvENGT apvraong aipatog, peimon apBuov aporeTorioy,
UELMOT AEVKOKVTTAPOV, LEIWUEVOS 0plOUOC AEUPOKVTTAP®V,
avEnon kpeatvivg aipatoc, peimon opospatpivng, avénon
ovpiag aipoTog, avénon TpryAvkepPIdimv Tov aipatog, avénon g
XOANGTEPOANG TOL AUULATOG, LEIMGT TOV UATOKPITN, YOAOKTIKN
aQLOPOYOVAcT] avéNUEV, avénon tov kaAiov oto aipa, abvénon
tov INR*

2TOVIEG

AvEnpévn yAvkoln tov aipatog, TapdToct Tov ¥pOvoy
gvepyomomuévng pepikng Bpouforiactivng, peimon epubpmv
apoc@apiov, auEnuévn OAKIAK OGEATACT] TOV AillaToG,
aOENOT KPEATIVIKIG POGPOKIVAGNS GTO oo™

Koxmoglg,oninmpiioels Kot
EMTAOKES DEPATEVTIKOV
YEPLoUDV

Oyt ouyvéc
Moronac”
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AVETOOUNTEG EVEPYEIEG TTOV TPOEPYOVTAL OO TNV EUTEIPIOL LETA TV KUKAOQOPIOL.

H pn Aopdéng didppoia mov TpokvmTel katd T Oepameio Kot ot un QUGIOAOYIKEG SOKIUAGIEG
NG NAATIKNAG AELTOVPYIOG 0TI GUVOILAGUEVESG HEAETEG (Ao 3 elval o cLYVEG o€ aoeveig
GTOVG OTOIOVG YOPMYELTAL TAVTOYXPOVMG KOAYIKIVN.

BM\éne mop. 5.1y emntdoelg Tov eEpoemv ovpikng opHpitidag oTIC LEPOVOUEVEG,
TUYOLOTTOMUEVEG EAEYXOLEVEG HEAETEG Paong 3.

AvemBOpuNTEG EVEPYEIEG IOV TPOEPYOVTOL OO PEAETEG OIGPAAELNG LETA TNV £YKPLOT

*%*

*k%

Teprypopn emAeyuévov avembountwyv VEPYEIOV

A7 v eumelpio petd TV KukAopopia omdvia £xovv cuppel cofapic avTdpdoels vrepevatctnciog
ot pePfovéootdrn, coumeptlapfavouévon tov cuvopduov Stevens-Johnsom)c to&ikng emdEPUIKNG
VEKPOALONC KOl TV AVAPLAOKTIK®V avTidpdoewnv /kataminéiog. To ovvépoupo Stevens-Johnsatu n
T0&1KN EMOEPIKN VEKPOAVOT YapakTNPilovTol amd Tpoodevticd deppatikd e&avOnata Tov
oyetilovton pe povokdies | PAAPES Tov PAevvoydvov kat epeBIGUO TOV paTIOV. AVTISpAcELg
vrepevarcinciog otn pefovéootdtn pnopei vo cuoyetifovrol pe o akdAovH0 GLUTTOUATO!
depuatikég avTidpaoelg mov yopaktnpifovrar amd dieicdvon knidoPfrotidmdovs e&ovOnpatog, aAAd
Kot BAAPEG TOV SEPUATOG, OO TPOGHOTOV, TVPETOC, ALLOTOAOYIKES AVOUUAIEG OTMG
BpouPorvtonevia Kot NOGVOPIAIN Kot At 1 TOAAATAT GUUUETOXN OPYAVOV (ATap Kol ToL VEQPS,
ovpmeptiapBoavopévou didpeong convaplakng veppitidac) (BAéme napdypapo 4.4).

E&apoeig ovpiknig apbpitidag mapatnpriOnkay cuyva apécmg Hetd v Evapén g Oepaneiog Ko Katd
1 SIGPKELN TOV TPOTOV UNVOV. LT GUVEKELD, 1] GUYVOTNTO, TOV £EAPCEMY TNG OLPIKNG apOpitidag
LEWOVOVTOL GE £VOL XPOVIKO O1A0TNHO pE Eva eEUpT®UEVO TPOTO. ZuVioTAToL TPOPVAAEN Y10 TIG
g€apoeig g ovpikng apbpitidog (BAéne mapaypdoovg 4.2xar 4.4).

2ovdpouo Avong Oykov

ZOvoyn ToL TPOoPiA ac@aieiog

2V Toyoomomuév, SmAd-toeAn ®dong 3 mrotikn perétn FLORENCE (FLO-01)tov chykpive
mv eefovéootdtn pe v alhomovpvorn (346acbeveic mov vrofdilovion og ynuetodepameio yio
OLULOTOAOYIKEC KOKOT0E1EG Kal e EVOIAUESO- TPOG- LYNAS Kivduvo Yo EAO), povov ot 22 (6,4%wv
ac0evdv cuVoMKE Tapovsiacay avemBounTeg evépyetesg, kat ovykekpipéva 11 (6,4%)cbeveic o
KkG0e Oepamevtikn opdda. H mAeiovotnta Tov averiBuuntov evepyeidv fTay €ite Nmieg 1 HETPLES.

Yvvohikd, 1 doxiu] FLORENCESev eneonpove kamola idiaitepr avnovyio ao@iAieiog exmpdodeta
oTNV TpoyolLEevn sumelpia e ™ pefovEootdtn oty ovpiky apbpitda, pe v e&aipeon Tov

TOPOKAT® TPIOV OvemBOUNTOV gvepyeldv (avopépovial Tapamdve otov mivake 1).

Kapdraxés draropayeég:
Oy ovyvég: amoxdeiopdc aplotepol okéAove, prefokoppikn Toyvkapdio

Ayyeraxég o10Topayés:
Oyt ovyvég: apoppayio

AvoQopd TOavoA0YOULEVOV OVETIOV UNTOV EVEPYELDV

H avagopd mbovoroyodpuevoy avemBOunTmv evepyelmv HETA amd TN YopnyNnon adsiog KukAopopiag
TOV QOPUOKELTIKOD TPOIOVTOG €ivar onpovtikn. Emitpéner ) ocvveyn mopokoiovdnon g oyxéong
0PEALOVC-KIVOOVOD TOV  (QOPLOKEVTIKOD TPOIOVTOG. ZNTEiTOl Omd TOVG EmayyeAuaTieg vysiog va
AVOPEPOVY OTTOLEGINTOTE TOAVOLOYOULEVEG OVETIOOUNTEG EVEPYELEC LECH TOL €BVIKOD GLOTAUOTOG
avapopag Tov avaypdeetol oto [Hopaptnua V.
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4.9 Ynepdoocoroyia

Aocbeveic pe vepdocoroyia Oa mpémel avtiuet@nifovTol e CUUTTOUOTIKY KOl VTOGTNPIKTIKY
@pOVTidO.

5. ®APMAKOAOI'IKEX IAIOTHTEX
51 ®appoxkodvvopkis 1010TNTES

Doppokobepamentikn katnyopio: Xkedooua ovpikng opOpitidag, TUPUCKELAGUATO TTOV AVAGTEAAOVY
TV Tapayyn ovpkod o&eog, kmduog ATC: MO4AAO3

Mnyovieoudc dpbonc

To ovpikod 0&D givar 1o TeEMKO TPOiOV HeTAPOMGHOV TNG TOLPTVIG GTOV AVOPp®TO Kol dnpovpyeiton
Katd oepd omd v vrofavlivn — Eavlivy — ovpucd 0&D. Kot ta dvo Pripato oTic Tapamive
UETOUOPPOOELS KartalvovTol and thv o&eddon g EavBivrg (XO). H eefovootatn sivar éva
Topaymyo 2-0pvAlkng 0elalOANG TOV EMLTVYYAVEL TN BEPATEVTIKT TOV EMIGPACT) HELDVOVTOS TO OVPIKO
0&0 0pov péom emhektikng avaotoAns e XO. H gefovéoatdrn eivar évag 16yvpdc, un Tovpvikog
gmilektikog avootoréag g XO (NP-SIXO)pe o in vitro tiun avactodrg Ki pikpotepn and éva
nanomolarH gefovEootdtn £xet kKoTaderytel 0Tt avaoTEALEL SPAGTIKG TOGO TIG 0EEIBMUEVES OGO KaiL
TG pelopéveg popeég XO. e BepomevTikég GLYKEVIPAOGELS 1 PEPOLEOGTATN deV AVAGTEALEL GAAN
€vluUa TOV GUUUETEYOVY GTO HETOPOAMGHO TG TOLPIVNG N TNE TLPLULSTVTG, ONAAST, GTNV ATAUIVACT
Youavivig, 6T eOGEOPIPBOGLATPAVGOEPACT] TNG LTOEAVOIVIC-YovOVivIG, 0TIV 0POTIKA
POCPOPIPOGLATPAVGPEPACT, GTT LOVOPOGPOPIKT amoKaPPBOELAAGT 0POTISIVIG 1] GTIV TOVPIVIKY|
VOUKAEOGLO1KT POGPOPVAION.

KMvikn amoteAec LOTIKOTNTO KOl 0GQAAELOL

Ovpikr; apbpitida

H amoteleopatikdmra g pefovootdng katadeiytnke o€ Tpelg mAoTIKEG ueéteg gdong 3 (ot 600
mhotikég peréteg APEX ko FACT kon 1 emimAéov pehétn CONFIRMSmov meprypdpovraon
napakdto) tov die€nydnooav og 4.101lacbeveic pe vepovpryopio Kot ovpikn apbpitida. X kdbe
TAOTIKY peAéTT @dong 3,1 pePovéootdtn KoTédelEe avdTEPT IKAVOTNTO VO, LELDGEL KO VOl
dloTnpnoel To EXITESD OVPIKOV 0EEOG 0POV GE GUYKPLOT HE TNV OALOTOVPIVOAT. To Tp@TEVOV TEAKO
onueio amoteleopotikdmrog otig peréteg APEX ko FACT ftav 1 avaroyia acbevov tov onoiov ta
tehevtaio 3 unviaio eninedo ovpikov o&éog opod Nrav < 6,0 mg/dl (357 pmol/Etny emmAiéov @don
3 g perétng CONFIRMS, ¢ omoiag to amotelécpata gival S0t HETA TNV EYKPLOT TNG GOEL0G
KukAoQopiag TS PePovEOGTATNG, TO TPOTAPYIKO CNUEID ATOTELEGUATIKOTNTOG TAV 1) AVOAOYiO TV
acbevdv TV omoimv Ta eninedo Tov ovpikod 0&Eog otov opd ftav <6,0 my/dikatd v tedevtaia
gniokeyn. Kavévac acbevig pe pooyevpa opyavov dev tepidnednke o avtég tig pehéteg (BAémne
nopdypapo 4.2).

Melern APEX: H gheyyOuevn pe EIKOVIKO @APUOKO UEAETT] OTOTEAEGUOTIKOTNTAG TG PEPOLEOCTATNG
ue aAromovpvorn (APEX) fitav @dong 3, tuyotomotuévn, SImhd ToeAY], TOAVKEVTPIKY peAétn 28
gfdopdadwv. Xikot efdounva dvo (1.072)acheveic TuyatomomOnkav: sikovikd papuako (N=134),
eepovéootatn 80 mgnuepnoing (N=267),pePfovéootdtn 120 mgnuepnoing (N=269),peBovéootdt
240 mgnuepnoiong (N=134)1 arrorovpivorn (300 mgnuepnoing [N=258]ywo acbeveic pe kpeaTviv
opov Pactknc ypouune <1,5 mg/diy 100 mgnuepnoing [N=10] yio acBeveic ue kpeatviv opod
Baownc ypapunc >1,5 mg/dikor £2,0 mg/dl).Awxdoio copdvta mgeefovéootdang (2 popécn
CUVIOTOWEVT LYNAOTEPT 6OGT) YPNGILOTOMONKAY (G 00T AEIOAOYNONG ACPAAELOC.

H perémn APEX €de1&e otatioTikd onuavTiky ovatepodtnta TO60 Tov 0EpamevTIKod GYLOTOC

oePovéootatng 80 mgnuepncing 66o kot pefovéootdrng 120 mgnuepnocing évave: Tov
BepamevTIKOD GYNLOTOG GUUPATIKA YPTCILOTOIOVUEVOY d0cemV aAlomovpvoring 300 mg (n = 258)
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/100 mg (n = 10yt peioon tov ovpikod 0&éog opovd (SUA) katw and 6 mg/dl (357 pumol/l) fréne
IMivako 2 kot Ewcova 1).

Melétn FACT: H gheyyopevn dokur eefovéootdtng Evavtt alhomovpivoing (FACT) fitov @dong 3,
TUYOLOTTOMUEVT], SLTAG TVEAT, TOAVKEVTPIKT ueAETn 52 efdopddwv. Eptakdoiot eEnqvra (760)
aobeveic TuyaromoOnkav: eefovéootiatn 80 mgnuepnoing (N=256),pefovéootdrn 120 mg
nuepnoing (N=251) 1 adlorovpvorin 300 mgnuepnoing (N=253).

H perémn FACT £de1e T OTOTIOTIKA OTLLOVTIKT OVOTEPOTNTO TOGO TOL DEPUTEVTIKOV GYNUATOG
oePovéootatng 80 mgnuepnoing 66o kot pefovéootdrng 120 mgnuepncing évave tov
OepamenTikoy oyNUOTOG CLUPATIKA XPNOIUOTOLOVEVT|G 000N alhomovpvoAng 300 mgotn peiwon
kot dtotpnon tov SUA kéto ordé 6 mg/dl (357 umol/l).

O ITivaxog 2 cvvoyilel Ta 0moTEAEGUATA TOV TPAOTEDOVTOC TEMKOD ONUEIOD ATOTEAESHATIKOTNTOGC:

Mivakag 2

Avadoyio ac0evdv pg erineda ovpikod 0&fog opov <6,0 mg/dl (357 umol/l)
TelevToisg TPEIS UNVICIEG EMOKEWYELG

Allomovpvorn
Melé dePovéootatn | DPePfovéootarn 300/
80 mg 120 mg 100 mg
nuepnoing NHEPNGIOG nuepnoiog'
APEX 48%" 65%" # 22%
(28 efdopnddec) (n=262 (n=269 (n=268
FACT 53% 62% 21%
(52 £Bdouddec) (n=255 (n=250 (n=251
Tuvdvacpévo 51% 63% # 22%
Amotehéouota (n=517 (n=519 (n=519
tamoteréopata omd dropa mov Aappavovv eite 100 mgnuepnoing (n=10:
acbeveic pe kpeoatvivn opod >1,5 kar £2,0 mg/dl)n 300 mgnpepnociong
(n=509)cvvevdinkav yio ovaAdGELC.
* p <0.0014vavt aAhomovpvoing, # p < 0,001évavt 8C mg

H wavomta g pefovootdtng va peimoet Ta eninedo ovpikol 0&E0g 0po NTOV GUECT] KOl GUVEYNC.
Meiwon oto eninedo ovpikod o&Eog opov og <6,0 mg/dl (357 pmol/lpnpeidonke katd tnv enickeyn
¢ EBSonadog 2 kot datnprOnke kod' 6An t didpkeia g Oepaneiog. Ta péoa eninedo ovpicov
0&£0c 0pov € GYéom pe To (pOvo Yo kabe opdda Bepameiog omd Tig 600 TAOTIKESG PeAéTes pdomg 3
eaivovtatl oty Ewdva 1.
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Ewova 1 Méoo enineda ovpikod 0££0G 0pod GUVOVUGUEVOV TIAOTIKMOV HEAETOV Qaong 3

11 7

10 1 Ewcoviko pappoxo

Al omovptvorn

DdePovéootd 8C mg

DePovéootam 120 mg

Méoo (xSEM) eninedo ovpkod 0&gog opov (mg/dL)
w

Defovéootam 240 mg

()

BL 2 4 6 8 12 16 20 24 28 32 36 40 44 48 52
EBdopdda

BL = évapén g perétng, SEM = tomkd o@ddpo péong tiung

Inpeioon: 509 acbeveic Edapav arlomovpvoin 300 mgnuepnoing, oe 10 acbeveig pe kpeativivn
opo¥ > 1,5« < 2,0 mg/dIdotnke d6om 100 mgnuepnoiog. (10acheveis amd tovg 268
otn perétn APEX).

240 mgoeepovEootatng ypnoiporomonkoy yio vo a&ltoloyndei n aocpdieia tng
0ePOLEOGTATNG GTO SUTAAGLO TG GUVIGTMUEVNS VYNAOTEPTG OOOT|G.

Melétn CONFIRMS:H CONFIRMSntav pia pehét oty gdon 3, Tuyalomomuévn, eAeyyouevn, 26-
gBdopadwv yio TNV aE10AOYNOT TNG ACPAAELNG KOL TNG OTOTEAEGUATIKOTNTAS TG PEPOLEOGTATNG

40 mgxat 80 mg,oe oOykpion pe v aAromovpvoin 300 mgn 200 mg,ce acbeveig pe ovpiky
apBpitida kot veepovpryoupio. 2.2690c0eveic Nrav Tvyoomompévor. pefovEostatn 40 mg
(QD(n=757),pePfov&ootdtn 80 mg QD (n=756)) arromovpvorn 300/200 mg QD (n=756).
Tovldyotov 10 65%TWV aobevav gixe Nmo-pétpia veppikn duvoiertovpyia (Le kGBapon kpeaTvivig
30-89 ml/min).IIpogdraén Evavit Tmv e£apoemv T ovpIkng apbpitidag rav amapaitnTn Kotd
duapkelo tov 26 efdopddwv.

To 1060016 TV 0cbevdv e To enineda Tov oVPKOD 0&Eog otov opd < 6,0 mg/dL (357 umol/l) otnv
tehevtaio emiokeymn, nrav 45%vywo 40 mgeepovéoatdmg, 67%ywo t eefovéootdtn 80 mgkor 42%
yio, v odlomovpvoin 300/200 mg.

Tlpwredov tedio anueio atny VEOOUGIN O.GTOEVDV e VEPPIKH OLOAEITODPYIA

H perlétn APEX a&loloynoe v anotelecpotikotnto o€ 40 acbeveig pe veppikr dvoiertovpyio (dnA.
KkpeaTvivn opovd Pacikng ypoppng >1,5 mg/dikar <2,0 mg/dl).Ta dropo pe veppikn dwatapayn ot
omoiot TuyotomomOnKav 6€ GALOTOVPIVOAT], 1| dOaN gixe Oplo To. L00 mgnpepnoing. H pefovéootdatn
TETVYE TO TPWTEVOV TEMKO onpeio anotehecpatikottog o 44% (80 mguepnoing), 45% (120 mg
nuepncing), kot 60% (240 mguepncing) tav acbevov og cvykpion pe 0% otic opddeg
oAhomovpvorng 100 mgnuepncing Kot 6T ORASES EIKOVIKOD QUPIAKOL.

Aev vInpy oV KMVIKGE OTLOVTIKEG SIUPOPES OTNV EKOTOCTIONN LEIMOT 0TI GLYKEVIPMOOT OVPIKOD 0EE0G
opob og VY GTopa. aveEdptnTo and T veEpkn Agttovpyia Tovg (58%ctny opdada e pUOIOAOYIKY
ve@pikn Agrtovpyio kot 55% oty opdda pe coPapn veppikh SucAettovpyia).

Mia avdivon og acOeveig pe ovpikr apbpitida kot veppiky dvorettovpyia kabopictnie otn perétn
CONFIRMS, kan €de1&e 0TL 1 9EBOVEOGTATN NTAV CNUAVTIKA IO OTOTEAEGLLOTIKY OTI LEI®OT TOV
gmmédmv Tov ovpikov 0&fog og < 6 Mmg/dloe ohykpion pe v akdomovpvorn 300 mg/200 mge
acBeveic mov giyav ovpiky apbpitida pe Nria Emg péTpio veepikn dvciettovpyio (65%ce acbeveic
7oL pelethonKay).
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Tpwtebdov tedid onusio oty vroouddoe acbevary ue SUA > 10 mg/dl

[epinov 10 40% 1wV acbevav (cuvdvaouéveg APEX kaw FACT) giyav SUA Bacikhg ypouung

> 10 mg/dl.Ze avt v vroopdda,  pefovéoctdtn TETUYE TO TPOTEVOV TEMKO oNuEiD
amoteAeopatikotnrag (SUA < 6,0 mg/dbrtic 3 tedevtaieg emokéyelc) o 41% (80 mgjuepnoing),
48% (120 mgyuepnoing), kot 66% (240 mguepnoing) tov acbevdv og chykpion pe 9% otnv
opddo arhomovpvorng 300 mg/100 mauepnoing ko 0% otny opdda 1Kovikoh QapraKov.

2 peiétn CONFIRMS, 10 1060616 TV 060evadv oV TETVY AV TO KOP1Oo TEAKO orueio
amotedeopatikotnrag (SUA<6,0 mg/diotnv televtaia eniokeyn) yio aobeveic ue to eninedo Tov
ovpikov o&foc otov opd > 10 mg/dIBepanedtnkay pe pefovéootdrn 40 mg QDitav 27% (66/249),

ue pgPov&ootdrn 80 mg QD 49% (125/254)u pe odromovpvoin 300 mg/200 mg QD 31% (72/230)
avtiotoyo.

KAwvikad arwoteléouora: avaloyio aobevav mov amoirovy Oepamneio yro éCopon ovpikng opbpitidag
MEAETH APEX: Katd tn dudpkeia tng meptodon tpo@ouiaéng Tav 8 fdopddmv, pio peyadlvtepn
avoroyia atéumv oty Bepomevtikn opdda g pefovéootdatng 120 mg (36%)peidobnke Oepancio
yio. Tig €Apoelg g oL Pk apbpitidag cuykpvopevn e eefovéootdtn 80 mg (28%),
aAlomovpvoin 300 mg (23%kan stkovikd eapuaxo (20%).01 e&dposic avEndnkay petd v mepiodo
TPOPVAOENG Kol GTASIKA PetmOnKay pe TNV Tapodo tov ¥pdvov. Metaly tov 46% kol 55%twv
atop®V oL Adppavav Oepancio yio &dpoeic g ovpikng apBpitidag omd v efdopndda 8 kot v
efdopada 28. 0t e&apoelg g ovpikng apOpitidog Kotd Tig 4 Tedevtaies efdopadeg Tng LeAETNg
(eBdopddec 24-28)mov mopatnprOnkay oto 15% (efovéootdtn 80, 120 mg), 14%ahomovpivorn
300 mg)kor 20% Ekovikd PApROKO) TOV OTOU®Y.

MEAETH FACT: Katd ™ didpkeia tng tepiodov tpopdiaéne tov 8 efdonddmv, pia peyaidtepn
avaroyio atopmv otn Begpomevtikn opdda g pepovéootdatng 120 mg (36%)peidobnke Oepancia yio
T1G eEGPOEIS TNG OVPIKNG apOPITIOAG GLYKPIVOUEVN LE TIG BEPATEVTIKES OHASES TNG PEPOLEOGTATNG

80 mg (22% o g odhomovpvorng 300 mg (21%)Metd and v nepiodo mpopOraéng tov 8-
efdopadwv, o1 emrT®oelS TV eEApoev avéndnkay kot oTadiokd petmbnkay pe v mépodo Tov
yxpovov (64% kot 70%tov atopmv mov Aaufavay Bepaneio yia Tig eEApoelg g ovpIkng apbpitidag
amd v gfdoudda 8-52).01 e&dpoeig g ovpikng apbpitidag katd Tig 4 tehevtaicg efdopadeg avTng
¢ perétng (epdopddeg 49-52)mov mapatnpndnkay Nrav oto 6-8% (efovéoostatn 80 mg, 120 mg)
kot 11% @eAlomovpvorin 300 my)rov atduwy.

H avoAoyio atopmv mov amortodv Oepansia yio éEapon ovpikng apbpitidag (Merétn APEX kar FACT)
NrTov apOunTiKd YopnAdTeEPN 0TI OUASES TOV TETVYAV VO, LECO EMIMESO OLPIKOV 0EE0C OPOD LETA TN
Baocwn ypoupun < 6,0 mg/dl, < 5,0 mg/dh < 4,0 mg/dbe obykpion pe v opdda mov TETVYE Eva PEGO
eninedo ovpkov 0&E0g 0pol petd ™ Poaoctkn ypauur >6,0 mg/dlkatd tig tedevtaicg 32 efdopddeg g
nep1odov Oepomeiog (Sraotiuato ERdopdada 20EBRdopdda 24 éwc Epdonada 49 — 52).

Katd ) duapkero g perémg CONFIRMS, 1o 1060016 TV aoBeviv Tov ypetdodnie Oepomeia yio
T1g e€dpoelc e ovpikng apbpitidag (Huépa 1 émg tov Miva 6) fitav 31% kot 25%yia. tig ouddeg g
eePov&ootdtnc 80 mgkot tng 0AAOTOVPIVOATG, avtioTolya. Aev TapatnpiONKe d10popd 6TO TOGOGTO
TV aobevav Tov ypeldodnke Oepaneia yio Tig €dpoelc Tng ovpikng apBpitidag petaé&d tov ouadmv
¢ pePovéootdtng 80 mgkar 40 mg.

MoxporpoBeoucs, ovorytis TITAOTOINONG UEAETES EMEKTAONG:

Merét EXCEL (C02-021)H Excelfrav pio pelétn tpidv etdv paong 3, ovoikTig Tithomoineng,
TOAVKEVTPIKT], TUYOLOTOINUEVT], EAEYYOLEVT LE CAAOTOVPIVOAN, LEAETT 0oPUAElNG Yio acOeveic TOV
giyav coumAnpooet v Thotikn edon 3twv pedetdv (APEX 1 FACT). Eva covolo 1.086060sviv
giyov eyypagei: pefovootatn 80 mg QD (n=649)pepovéootdtn 120 mg QD (n=292%a1
aAromovpwvorn (300/100 mg QD (n=145)Iepimov 1o 69% 1wV acbevdv dev ypeidodnke alhoyn otn
Oepameia yio v emitevén g teAkNg otabepng Oepameiag. Acbeveic mov elyav 3 dadoyca SUA
gninedo > 6,0 mg/dlamoctpbnkay.

34



To enineda Tov OLPIKOD GTOV 0P dratnpPNONKav pe TV TaPodo Tov ypdvov (m.y. 91%kar 93%Twv
acBevav g apykng Oepaneiog pe pefovéootdrn 80 mgkor 120 mg,avrictorya, eiyav SUA
< 6 mg/dltov M7va. 36).

Agdopéva tpimv ypovev, £dei&av Heimaon ot cuyvoTnTa EUEAVIOTG £APCE®V 0VPIKNG apBpiTIdug LE
Mydtepo amd 10 4% tov acbevdv va amattody Oepameio yia £€apon (). neprocodTepo amd to 96%
TV acbevdv dev anotovoe Oepameia yia £€apon) tovg Mnveg 16-24kon toug Mnveg 30-36.To 46%
kot 10 38% 1wV acbevav oty TeMkn otabepn Oepaneio tng pefovéootdtng 801 120 mg QD,
avtioTtoya, ElyaV TANPN VTOYMPNOT] TOV APYIKOY YNAUPNTOV TOPMOV Ao TNV TPOTH £0C TV
TeAevTaio eTicKey.

H FOCUS (TMX-01-005)tav perétn 5 etdv, paong 2, avorytig TITAOTOINGNG, TOAVKEVTIPIKY,
EMEKTOONG LEAETNG 0IOQUAELNG Y10 TOVG a.GOeveig oV glyav cLUTANP®GEL 4 BS0UASEG SUTANG TVEANG
docoloyiag otn perétm TMX-00-004, 116Gic0eveig eyypdonkay Kou EAapav apyikd eefov&ootd
80 mg QD.To 62%1twv acbevav dev ypeldodnkoy Tposaproyn Tng 0060A0YI0G Y10 VO TOPAUEIVEL 1)
SUA < 6 mg/dl kot o 38%tov acBevdv ypeidodnkoy avampooappoyr d6ong yio va enttevybei n
teMkn| oTodepn 6Oo.

H avoloyio tov acbevav pe ta enineda tov ovpikod o&éog < 6,0 mg/dl (357umol/l) otnv televtaio
gmiokeyn Nrav peyordtepn and 80% (81-100%pe kdbe 6601 pefovEootdTng.

Katd ) @don 3 tov KAviKOV HELETOV, NTIEG OVOUOAES 6TIG SOKIUAGTIEG NTATIKNG AELTOVPYIOG
nopaTnpnOnKov o acbeveic otovg onoiovg yopnyndnke pefovéootatn (5,0%).Ta Toc0ooTd AVTE
NTOV TOPOLOLN. LE TO TOCOGTA TOL avaPEPONKay yio TV aAlomovpvoln (4,2%) Bréne mapdypapo
4.4). Avénpéveg ipég TSH (5,5 plU/mirapatnpndnkay o acbeveic vid pokponpdbeoun Bepameio
ue pePfovéootatn (5,5%)kar o€ aobeveic pe aaromovpvorn (5,8%)otic Lakpompofesieg ovoikTig
Tithomoinong perétec mapatoong (PAéne mopdypago 4.4).

Moxpoypovieg ueAéteg uetd  o1abeon otyv ayopa.

H perétn CARESHTOY o TOADKEVTPIKT, TUYOOTOMUEVT], SITAG-TOEATY SOKLUN UN KOTOTEPOTNTOC, 1
omoio cuvékpve TIg Kapdlayyelokés (KA) exPaoeig e gpefov&ootdtn Evavtt oALOTOVPIVOANG GE
acOeveig pe ovpikn apbpitida kot 16Topikd coPapng KA vocov, cupmepropfovolévey epepiyotog
Tov pvokapdiov (EM), voonieiag yia aotadr otnOdyyn, otepaviaiog 1 eyKeQOAKNG dtadikaciog
EMOVAYYEI®ONC, EYKEPAAIKOD ENTEIG0O10V, TAPOSIKOD 1IGYUUIKOD EMIGOOEIOV [LE VOOTAELD, TEPIPEPIKNG
AYYEWKNG VOGOV 1 6aKyopmONG O10fNTNG He EVOEIEEIS KPOAYYELIOKNG 1] LOKPOYYELOKNG VOGOV. [
va emtevyfei SUA kdto omd 6 mg / dLn d6om g pePfovootding tithomomOnke amd 40 mgéwg 80
mg (@ve&dptnta and T veepikh Aettovpyia) kat 1 8601 TG aAAOTOVPIVOAN G TLTAOTOM ONKE GE 30GELG
tov 100 mgand 300éwg 600 mgoe acbeveic Le PUGIOAOYIKT VEQPIKT AEITOVPYIC KO )T VEPPIKT|
dvuorerrovpyio kor amd 2006wg 400 mgoe acbeveig pe pétpio veppikn dvoiettovpyia.

To mpwtevov kataAnktiko onueio otnv CARESTYTav 0 ¥povoc yo TNy IpdTn peavion pelldvov
avemBbuntov Kopdwayysokdv coppaviov (MACE), évag cuvévaopog un Bavatnedpov
guEpaypotog tov pookapdiov (EM), un Bavatnedpov eykepaiikod encicodiov, KA Bavdartov kot
enelyovoa enavayysioon Aoym actafovg otnddyymg.

To katanktikd onueia (mpotedovto kat devtepehovta) avorlvOnkKay cOuPVE pE TV avdiven
npdOeong v Ogpameio (ITT) oty omoia cupmepA@ONKay 6Aot 01 0c0gveic TOV TVYOOTOMONKAY KoL
Erafav TovAdyioTov ptio dOGT Omd TN POPHOKEVTIKY 0y®YN TNG SUTAG TOPANG LEAETNG.

Yuvolikd, 10 56,6%twv acbevav diEkoye Tpdmpa tn Bepameio g dokung kat to 45% 1wV acbevov
dev OMOKANP®GE OAES TIG EMOKEYELG TNG OOKIUNG.

Yuvolikd, 6,190000¢veig TapoakorovnOniay yio péco ddotnpua 32 unvov kat  pécn dtdpkeia
éxBeong Nrav 728nuépeg yia tovg acbeveig e opddog pefovéootatng (N 3098)kan 719Muépeg yio
ToVg aobeveic TG opddag odlomovpvorng (n 3092).

Ta T0606TA EPEAVIONG TOV TPMTEVOVTOG KATAANKTIKOD onpeiov MACE fjtav Topopota yio v opddo
¢ pePovéootdtne Kot TG ariomovpivorng (10,8%évavtt 10,4%tmv acbevav, aviiotolya, avaroyio
kwovvov [HR] 1,03, aueimrevpo enavarapfavopevo 95%didotnua epmotoovvng [Cl] 0,89-1,21).
v avaivon tov enpuépovg ototyeimv MACE, to mocoatd KA Oavdtmv ntav vyniotepog pe
eePovéootdtn o oyéon ue v aAhomovpvorn (4,3%évovtt 3,2%tov acbevav, HR 1,34, 95% CI
1,03-1,73) Ta mocootd tov vrorommy cupBaviov MACE fitav topopota otnv opuddo
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eePfovéootang kat oty opada aAlomovpvoAng, dniadn un Bavatmeopo EM (3,6%évavtt 3,8%twmv
acbevadv, HR 0,93, 95% CO0,72-1,21) un Bavatnedpo eyke@arko eneicddo (2,3%évovt 2,3%twv
acBevav, HR 1.01, 95% CI 0,73-1,4%u enciyovoo enavayysioon Aoym actadodg otmbayyme (1,6%
évavtt 1,8%1twv acbevdv, HR 0,86, 95% CI 0,59-1,26)0 1060616 Bvoudtntag OAOV TV atidv
Nrov eniong vynAGTEPO pe TN EePoLE0GTATN 68 chyKpion e TV oAlomovpvorn (7,8%évavtt 6,4%
tov acbevov, HR 1,22, 95% CI 1,01-1,47)dyo xuping Tov vynAdtepov tocootod KA Bavatov ot
ovyKekpLéVT opdda (BAéne mopdypago 4.4).

To T0606TA TG VOONAEING Y10, KAPSIOKT] OVETAPKELD, Ol EICAYMYEG OTOL VOGOKOUELD Yo appvOie Tov
dev oyetilovran pe woyoupio, pAefikd OpoppfospuPoricd enelcod1a Kot | VOGNAEID Y10l TOPOSIKE
IGYOLIKGL ETELGOJIA NTAV GLYKPIGILO Yio TNV PEPOLEOSTATN Kot TNV AALOTOVPIVOLN.

H perémn FAST N0V pio TPOOTTIKY], TUYOLOTOUNIEVT], OVOLYTOD TOTTOV PEAETY], LE TVQAOTOINGT) MG
TPOC T0 TEMKO onpeio, N onoia cuvEkpve To kapdiayyeloko (KA) mpoeil acdisiag g
eePovéootang Evavtt Tng aAlomovpvoing o€ aobeveic pe ypovia vIEpoLPLOLLia (08 KATAOTACELG
6mov 1 evamdbeon Ghatog Tov oVPKOD 0EEOC lye 110N ovuPet) ko mapdyovieg kapdioyyeiakon (KA)
Kivdvvou (m.y. acBeveic 60 etdv 1 peyaddtepng nAIKiag Kot pe TOLAGYIGTOV Evov GALO TapdyovTa,
kapduayyelokov (KA) kivdovov). Ot emhé€yuor aoBeveic Edapav Oepomeio pe oAlomovpivorin mpwv oo
TNV TLUYOLOTTOINGT KoL aontHONKaY TPOGOPLUOYES TG 0OGMC OTAY XPEOLOTAV, COLPOVA LE TNV KAIVIKY
kpion, g ovotdoelg s EULAR (European League Against Rheumatigon)myv gykekpipévn
d0coA0Yia. XT0 TEAOG TNG PACNS EI0AY®OYNG TNG AALOTOVPIVOANG, ol acbeveig pe eninedo SUA

<0,36 mmol/l (<6 mg/dI)) tov éLafav T péyrotn avekt d6on 1 TN HEYIOTN EYKEKPIUEVT dOO
aAlomovpvoANG TuoomomOnkay o avaAoyio 1:1yw va AdBovv Bepaneia gite pe pefovéootd eite
pe aAlomovptvorn. To kOpro kKataAnktikd onpeio g pekétng FAST fitav 1o ypovikd didotnpa péypt
TNV TPATN EUPAVIOT) 0T010VINTOTE GLUPEVTOG TTOV TEPLAapPfavoToy 6To GOVOETO TEMKO oNuEio
Antiplatelet Trialists' Collaborative (APTCjo onoio mepilaufave: i) voonieia yio un Bavotmeopo
suepaypo tov pookapdiov (EM), Proynukd Betikd o0& otepaviaio cuvdpopo (OXX), ii) un
Boavatneopo eykePaAikd ng1c0010, i) Bhvatog Aoywm KA cvppavtog. H apyikn avéivon Paciotnke
oty Kot ™ Ogponeio mpooéyyion (on-treatment approach).

Yvvohikd, 6.128ac0sveic ToyatomomOnkay, 3063y1a pefovéootdt kot 3065yi0 ardomovpivorn.

2V TpToyeVH ovdAvon Kotd T Oepancia, 1 gefovEootdtn dev TV KATOTEPT OO TNV
OALOTIOVPIVOAT] MG TTPOG TNV EMATMGT] TOL TPMTEVOVTOG KATUANKTIKOD GMUEIOV, 1] OTTO10 EUPOVIOTNKE
oe 172ac0eveig (1,72/100ypbvia £kbeomng aocBevmv) pe pefovéootdrtn oe cvykpion ue 241acbeveic
(2,05/100gpovia ékBeong acbevdv) pe aAlomovpvorn, pe éva nposapposuévo HR 0,85 (95% Cl:
0,70, 1,03), p<0,00H avdivon katd ) Oepameio yio 10 TPOTEVOV TEMKO oNpEio otV vIToouddo
ac0evdV pEe 16TopIKO epEpayaTog pookapdiov (EM), eykepoalikod engicodiov 1 0£0 otepaviaio
obvdpopo (OXX) dev £de1&e onpavtiky drapopd petaéd Twv opddwv Oepameiog: vapyav 65 (9,5%)
aobeveic pe cupPavta otny opdda eePovéootdtn kot 83 (11,8%cbeveic pe cupfdvta otny opddo
aAlomovpwvorne. Iposapuosuévo HR 1,02 (95% CI: 0,74-1,42), p=0,202.

H Oepancia pe pefovootdtm dev cuoyetionke pe avEnom kapdiayyslokov Bavatov 1 Bavdtov OAmv
TOV TV, GUVOAIKA 1] 6TNV VIOOUASH acOevdVY pe apykd 1otopikd EM, eykepaitod eneicodiov 1
OXX. Zvvorkd, vanpéav Ayotepot Oavatotl otny opdda tng pefovéootdtg (62 0Gvatot oo
Kapdiyyelokd voonpoto ko 1080dvatol OAmv tev attidv), amd 6,11 6Ty opada TG aAAOTOVPVOANG
(82 6avarot oo kapdiayyelokd voonpata Kot 17404vatol OAov Tov aitidv).

Ymp&e peyaivtepn peloon tav emmrédnv ovpkov o&fog ot Bepaneia pe pefovéootdn oe cOyKpion
pe 1 Oepamneio pe 0AAOTOVPIVOAT).

20vopouo Adong Oykov

H omoteleopatikdt o Ko n ac@dieio e pefovéootdtng otnv tpdinyn kot Bepaneio Tov Zvvdpopov
Avong Oykov a&loroyndnke oty pedétn FLORENCE (FLO-01)H esBovéootdn C £deiée avmtepn
KoL ToOTEPN SPOCTIKOTNTA HEIMONG TOV OVPIKOV 0EEOG GE GVYKPLOT LE TIV GAAOTOVPIVOAN.

H FLORENCERtov pio toyotomompévn (1:1), sutmhd toein, eaong 11, mhotikn dokiur mov cOyKpve
™ egPovéootat 120 mygdnoé nuepnoiong pe v adiomovpivorn 200 mg 600 mgnuepnoing (uéon
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nuepnota d6om oAlomovpvoing [+ tumik amodxkiion]: 349.7+112.90 mgdcov apopd Tov Eeyxo Tov
EMMESOV TOV 0VPIKOL 0&E0G 6TOV 0pO. EmAéE ot aoBeveig Enpene va givar vmoyneiot yio Oepameio pe
NV 0AAOTIOVPIVOAN 1| Vo unv €yovv mpodcPacn oy pacPovpikdon. Ta TPOTELOVTO KOTOANKTIKA
onueio oy N TEPLoYN KAT® amd Ty KopmdAn tov ovpikod 0&Eog opod (AUC sUAwg) kat n petafoln
TOV EMIEd®V NG KpeaTvivng opod (SC)xat ta dvo and v Pactkn ypapun éoc v Huépa 8.

Yvvolikd, ocvpmepAnednkav 346 acOeveic pe oatoloykés Kokondeleg mov vmofdiAiovioy oe
ynueobepomeio kot pe evdiauesolvynid kivovvo yio Tovdpopo Adong Oykov. H Méon AUC sUAL-8
(mgxh/dl) Atav onpoavtikd wikpdtepn pe ™ eefovéootatn (514.0 £ 225.7%vovtt 708.0+234.42;
gMbyloto TETPAYOVO Slopopds tav péowv: -196.794 [95%d1Gdotnua sumiotocvvng: -238.600; -
154.988]; p<.0001)Emmréov, T0 péco eminedo oL oVPIKOL 0EE0G OPOV MHTAV CUOVTIKG UIKPOTEPO UE
™ pefovéootdtn amod TIc TPMTEG 24 Dpeg NG Oepameiog Kol € 0TOL0ONTOTE EMOUEVO YPOVIKO GTUELD.
Kapio onpoavtikn dtapopd dev EhaPe ydpa oty péon petaforn g kpeatvivig opod (%) avaueoa ot
eepovéootan kar v oAdomovpwvorn (-0.83 = 26.98évavtt -4.92 + 16.70avtiotorya, eAdyioto
TETPAYOVO dapopdg Tov péowv: 4.0970 [95%Bidaotnpo epmictoovvng: -0.6467; 8.8406]; p=0.0903).
e oyéomn pe to dgutepehovta TEAMKE onpeio, Kopio onuavtiky dtupopd dev aviyvehnke doov apopd
mv gpeavion gpyaoctnprakod LAO (8.1% kot 9.2% oto oyfua eefovéootdtn kot aAlomovpivoAn
avtiotoyya,; oyetikdc kivovuvog: 0.875 [95%didotua epmictoovvng: 0.4408; 1.7369]; p=0,8488)te
KAvikov A0 (L.7% ko 1.2% ot0 oyfuo gefovéootdrn kot oALOTOVPIVOAN OVTIGTOY(O; GYETIKOG
kivéuvog: 0.994 [95%Didotnpa epmotocvvng: 0.9691; 1.0199]; p=1,000Q) enintwon TG GUVOAKNG
Oepomeioc—eppoavilopeva onueio Kol COUTTONATO Kol avemBuuNTeg evépyeleg Ntav 67.6% évavt
64.7%xa1 6.4%¢vavtt 6.4%pe pefovEoosTdtn Kot CAAOTOVPIVOAT AVTIGTOLYd.

> perém FLORENCE 1 gefovéootdrn katédel&e avatepo EAEYX0 TOL ETUTESOV TOV OLPIKOL 0EEOG
oTovV 0pd 0€ CVYKPION HE TNV 0ALOTOVPWVOAN G€ 0GOEVEIC TOL TPOYPUpUOTICTNKOY VO Adfovv To
TeAEVTOlO PApuaKo. Agv vdpyovv Topdvta dabiciua dedopéva Tov va cuykpivouv T eefovootdrn
pe v pacpovpikdon. H arotelecpaticotnto kot 1 oopdreia e pefovéoctdnc dev £yl Tekunplwbet
o€ acbeveic pe 0&O coPfapd XAO, m.y. o acbeveig Tov amoTLYYdvoLV e dAleg Oepameieg peiwong Tov
ovpkov o&éoc.

5.2  ®appokoKivnTIKEG 1O16TNTES

Y& VYU GTOa, Ol HEYIOTEG GLYKEVTIPOOELS TAAGHATOC (Chaxy) KoL 1) TEPLOYN KAT® 0716 TNV KOUTOAN
ovyKevIpOoe®Vv-ypovov (AUC) g pefovootdng avndnkov pe tpomo avaioyo mtpog tn 600
énerta amd aniég Kot ToAhamAég doaelg tov 10 mgémg 120 mglia d6ceig peta&d 120 mgkoat

300 mg,tapatnpnOnke yia ) pefovootdtn pio peyodvtepn and v avdioyn pe m doon avénon
omv AUC. Agv vtdpyel vroAoyiciun cveompevon otav d6celg tov 10 mgémg 240 mgyopryodvtal
kabe 24 dpec. H pefovéootdartn £yl pavopevikd péco xpovo nuiostog Cong (tz) teMkng omékkpiong
nepimov 5 éwg 8 pec.

DapuakokvnTikéc/papuakoduvouikég avardoelg minbvouod deaydnkav oe 211acOeveic pe
VIEPOV PLYOLILIO KO OVPIKT] apBpitida, GTOVG 0Toiovg yop1yNOnKe pefovéootdtn 40-240 mg
nuepnoing. ['evikd, o1 POPUOKOKIVITIKES TAPAUETPOL TNG PEROVEOGTATNC TOL VTOAOYIGTIKAY OO
OVTEC TIC AVOADGELS EIVOL GUVETEIG LE ekeiveg TOV EANPONGAV Amd VYU ATOWO, DTTOSEIKVOOVTOG OTL
VY1 GTOUO, EIVOL OVTITPOCMTEVTIKA Y10, QUPLAKOKIVITIKA/QopakoduvopKn aElodldynon 6Tov
mnOvoud acbevav pe ovpikn opbpitida.

Amoppdonon

H gefovéootatn anoppoedrol tayimg (tnax 1,0-1,50pa) kot kard (tovridyiotov 84%). Encito and
amAéc | ToAOTALG Ao nuepnoing amd otopatog d6celg Twv 80 kot 120 mg,n Crax givar mepimov
2,8-3,2ug/ml, xou 5,0-5,3ug/ml, avtiotorya. H améivtn Prodiabeoipudtnta yio to diokio
@ePov&ootdng dev Exel peretnei.

"Emeita and moAlamdég anal nuepnoing and otopatog 66celc tmv 80 mgn omd o omAr d6om TV

120 mgpe yeopa vynAod o Mmapd, vipée peioon 49%kar 38% 6t Chax kot 18% kot 16% peimon
otV AUC, avtictoiya. Qo1000, dev mapatnpnOnke KAVIKA GNUOVTIKY GALOYT GTIV TOGOCTIONN,
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peioon tng ovyKEVTPmoNG ovpKoH 0&Eog opob dmov eEetdotnke (modlamin d6on twv 80 mQ).
Emopévag, n pefovéootatn propei vo Anedet ave&dptnta and Tpo@is.

Koatavoun

O pawvopevikog oykog kotavouns (VsdF) og otadepn katdotaon g efovéootdng Kupaivetor omd
29 ¢w¢ 75 Aitpa énerto and otopaTog dooels Twv 10-300 mMgH déopevon Tpateivov TAGGHATOS TG
eepovéootarng eivan mepimov 99,2% (uping og Aevkmpativn), Kot givor otabepr) o€ oo U TO
€0pog uyKEVTpOOTG e dooelg v 80kar 120 mgH décpegvon Tpoteividv TAAGLATOC TOV EVEPYDV
petafoirtov kopoivetal and 82%Ewmg 91%.

Blopetaoymuatiopog

H pefovéootarn petaforiletar extevag pécw oOlevéng diauéson 1oV GLGTNUATOS TOL EVEDUOV
SpwoPopikn ovpdivr yYAvkovpovoosuvi- tpaveepdon (UDPGT) ko o&eidwong drauéoon Tov
ovotiuartog kutoypouatog P450 (CYP)Téooepig papuakoroyikd evepyoi vdpo&vAikoi petafolriteg
gyovv avoyvoploTel, ek Twv onoimv ol Tpelg Ppickoviatl oto avBpdmivo TAdopa. [N vitro pekéteg
YPTNOULOTOIDVTOG OVOPOTIVO LIKPOGMUOTA NTATOG KATESEIEMY OTL EKEIVOL 01 0EE0MTIKOL peTaforiteg
oynuatiomnkav kupiog ard CYP1ALl, CYP1A2, CYP2C8 CYP2C9ka1 to yAvkopouvidio
oePovéootatng oynuatiotnke kupiog amd UGT 1A1, 1A8 ko 1A9.

Amofol

H pefovéootarn anekkpivetatl 1060 amd TNV NTOTIKT OG0 Kot oo T veppikn 080. Encrta v omd
otopatog d6on twv 80 mglC-emonpacuévng ePovéoctdrng, nepimov to 49%tng ddong
avaktiOnke oto oVpa ®¢ apeTaPAn Ty Eefovéootdt (3%),T0 aKLAO-YAVKOPOLVIBLO TG SPAGTIKNG
ovoiag (30%),01 yvootol o&edmtikoi uetafoliteg Tov kat o1 cvievkteg Toug (13%), kot dArot
dyvootol petafolriteg (3%). Iépav g anékkpiong ota ovpa, mepimov o 45% g 0ong avaktnonke
o710 KOmpova ®¢ auetafAnT eefovéootdt (12%),70 akvAO-YAVKOPOLVISLO TNG SPUCTIKNG OVGI0G
(1%), o1 yvwotol o&gdwtikoi petaPoliteg tov kar or culgvkTeg ToLg (25%), K01 GALOL AyvmoTol
petafolriteg (7%0).

Negpikn dveiettovpyio,

"Enerta omd moAlhandég doaeic pefovéootatg tov 80 mgoe acbeveig pe Nma, pétpa | cofopn
veepikn duaAertovpyia, 1 Crax ¢ eePovéootdtng dev dAlate, o0V a.POpA GTOUO LE PVGIOAOYIKN
veppikn Aertovpyia. H péon odkn AUC g pefovéoatdtng avéndnke katd tepinov 1,8 popég and
7,5ug-h/ml oty opdda pe puotoroyikn veppikn Aettovpyia og 13,2ug-h/ml oty opdda pe coPapn
veepikn dvcAertovpyio. Ot Chaxkar AUC tov evepymv petaforltdv avéndnie £og 2 kot 4 popéc,
avtiotoyya. Qot660, dgv amatteitor puOuion g 06ong o€ achevelg pe Mo 1 LETPLO VEPPIKN
dvoAertovpyia.

Hrotkn dvsAettovpyio,

"Enerto and molhamhég 60aelg pefovéootdtg twv 80 mgoe acbeveic pe Ao (Child-PughTaén A) 1
pétpra (Child-PughTéén B) nrotikr duciettovpyia, ot Crax kot AUC tng pefovéoatdtng Kot tmv
HETABOATOV TG 0V AAAAEE ONUOVTIKG GE GUYKPIOT) [LE GTOO e PUGLOAOYIKT NTOTIKY AgLTOoVPYia.
Aev £xovv die€aybei uedéteg o€ acbeveic pe coPapr veppikn dvorettovpyia (Child-PughTaén C).

Hhuxkio
Aev mapatnpriOnkav onuavtikég ahiayég oty AUC e eefov&ootdc ) tov petafoitdv g

EMEITA A0 TOALOTAEG OO GTOUATOG OOGELG PEPOLEOCTATNG GE NAMKI®UEVOVG GE GUYKPIOT) LUE VEOTEPQ
VYU] GATOL.
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dvro

‘Enerta omd moAhandég amd tov 6topaTog d0oelg pefovootdrng, ot Cmax kot AUC fitav 24% ko 12%
VYNAGTEPEG OTIG YOVAIKES O O,TL GTOVS AVTPEG, ovTioTolyo. Q6T600, dopbmpéves Bacel Papovg Cmax
kot AUC ftav mapopoteg Heta&d tv 600 OAWY. Agv amatteitar puduion 66ong Pacel Tov GOAOL.

5.3 TIIpoxivika dgdopéva yia v ac@aiera

Emntooeig og un kAvikég pedéteg mopatnpnonkay yevikd oe éxbeomn mov Oempndnie 611 NTav apketd
TV amd To avATaTo Oplo £kbeong Tov avOp®OTOUL.

H povtehomoinom g opLOKOKIVITIKNG Kol 1) TPOGOUEI®OT dESOUEVAOV AO 0POLPAIOVG, VTOJEIKVVEL
o1, dtav ovyyopnyeitan pe pefovéootdrn, N KAiKY d6on pepkomtomovpivng/aladeionpivng Ha
npémel vo, peiovetor 6to 20%M Aydtepo T TponNyoLUEVTS 6OGNE TOL GLVTOYOYPUPHONKE
TPOKEWEVOL va amoevyovy mbavég apatoroyikég emdpaoelg (PAéne mapaypdpovg 4.4xon 4.5)

Kapkwvoyéveon, petodro&loyEveon, dotopayn Tne YOVILOTNTOC

g apoeVIKODE apovpaions, OTUTIOTIKA oTUavTiKh avénor o OYKovg tng ovpoddyov kbotg (OnAmpa
Ko Kopkivopa ard petafatikd embnio) Bpédnke povo og oyéon ue Aibovg Eavbivig oty opdda
VYNANG doong, o mepimov 11 popég to 6pio EkBeong Tov avBpdTov. Agv VIPEE oMOVTIKY avENo
o€ Lo TOTo BYKOV €ite G€ 0PoEVIKOVG gite o€ ONAVKODC ToVTIKODE 1| apovpaiovs. Ta vprpata ovtd
Be@poHVTOL GUVETELN TOV E1OIKOV Y10 TO €100G PETAPOAIGHOD TG TOVPIVIG Kot TG oHVOESNC T™V
00p®V KO 0eV TOPOVOIALEL GYEOT e TNV KAVIKNT XpHoN.

Mo Tumtikn] 6E1pd EAEYY®V YOVOTOEIKOTNTOG OEV aOKGAVYE PBLOAOYIKE GYETIKEG YOVOTOEIKES
emdpdoelg yo T pefovéoatd.

H gefovéootatn o and otopatog docelg Emg 48 mg/kghuépa Bpébnke o6t dev €xel emidpaon ot
YOVIHLOTITO, KOL TNV OVOTTOPOYOYIKT TKOVOTITO G 0PCEVIKODG Kol ONAVKOVG apovpaiov.

Aev vrnpyov amodei&Els StTapayLEVING YOVILOTITOG, TEPUTOYOVMV EMSPAGEMV, 1 KIVEUVOL Y10 TO
EuPpvo Ady® g eefovéootdtng. Yanpée untpikn ToEIKOTNTA VYNANG 001G GLVOSEVOUEVT] Ol
HEIMON GTO JEIKTN ATOYOANKTIGHOD KOl LEIMUEVT] OVATTUEN TOV OOYOVMVY GE aPOVPAIioNE GE TEPITOV
4,3 popéc 10 6p1o Ekbeomng Tov avOpmmov. Melétec Tepatoioyiag, TOL TPayHATOTO 0KV OE
apOVPOIOVG TOV KLOPOPOHGAY G€ TEPITOV 4,3 POPES KO KOVIKAOVG IOV KuoPopovoay o€ mepimov 13
@opéG To OP1o EkBEGNG TOV OVOPDOTOV, OEV OTOKAALY AV TEPATOYOVEG EMOPAGELG.

6. GOAPMAKEYTIKEX TAHPO®OPIEX

6.1 Koataloyog ekdoymv

Hvuprvac diokiov

Aoaktoln

MikpokpLGTOAAIKT KLTTAPIV

Mayviolo oteaticod

Y épo&umpomviokutTapivny

KaoppeAloln vatplovyog Sieotavpodevn
"Evudpo xoAlogldéc mopitio

Avvdpo KoALOEWEG TVpiTIo
Kpoomofidovn

TéaAxn
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Enwcdioyn dickiov

YrpoueAroln

Ao&gidio titaviov (E171)
ABvroxvttapivn

Z1mpov o&gidio kitpwo (E 172)
Tproketivn

O&eidio cdnpov uélav (E172)
6.2 Aovppototnteg

Agv gpapudletar.

6.3 Awpkera {ong

2 ypovia
INo eéAeg: Metd o mpmto Gvotypa, ypnotponoteite evrog 180nuepav.

6.4 Idwitepeg TPOPULAEELS KATA TV QOAAEY TOV TPOIOVTOG

To pappokevTiKd avtd TPOidVY dev amortel Waitepeg cuvONKes PVAAENC.

6.5 ®Vo1N Kol GVETOTIKA TOV TEPLEKTN

Yvokevaoieg koyelav (PVC/oPAALovpivio)/Alovpivio (Le evoouatopévn otpd@on Enpavtiko
uéoov) mov mepiEyovy 14, 28, 8Biokia, NUEPOLOYIOKEC GLOKELOGIES KVYELDY TTOVL TTEPIEYOLY 28, 84
dlokia Kot S1ATPNTEG CLOKEVAGIES KLWEADV LOVAd®V 80oTG TToL TTepLEyovy 28 X 1diokia.
Yvokevacieg koyelav (0PA/ALovpivio/PVC)/Alovpivio Tov mepiéyovy 14, 28, 42, 84iokia,
NUEPOAOYIOKEG CLOKEVOGIEG KOWEADV TTOV TepLéyovy 28, 84d1oKia Kot SIUTPNTEG GLOKEVUGIES
KOWEADV povadwv d6ong mov mepiéyovv 28 X 1diokia , kat molvokevacio tov 84 (2xovtid tov 42)

olokimv.

D1dAn amd Tolvatbviévio vyning mokvotntag (HDPE) ue fdwtd nopo and mtolvraporviévio (PP)kat
EnpovTiko péco mov mepiEyel 281 84 diokio.

Mmropet va pmv KukAo@opovv OAEG 01 GUGKELUGIES.
6.6 Idwitepes mpoPuAGEES OTOPPIYNG

Kaopio edwn vroypéwon.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAX
EU/1/17/1194/009

EU/1/17/1194/010
EU/1/17/1194/011
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EU/1/17/1194/012
EU/1/17/1194/013
EU/1/17/1194/014
EU/1/17/1194/015
EU/1/17/1194/016
EU/1/17/1194/023
EU/1/17/1194/024
EU/1/17/1194/025
EU/1/17/1194/026
EU/1/17/1194/027
EU/1/17/1194/028
EU/1/17/1194/031
EU/1/17/1194/032

9. HMEPOMHNIA INPQTHX EI'KPIZHX/ANANEQXHY THX AAEIAX

Hpepounvia mpatng £ykpiong: 15Iovviov 2017
Hpepounvia televtaiog avavémong: 16 defpovapiov 2022

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

A€mTONEPEIC TANPOPOPIES Y10 TO TOPOV PUPLOKEVTIKO TPOIOV Eivol S10OECIUEG GTOV SIKTLAKO TOTO
tov Evpomnaikod Opyavicpod @appdxeov http://www.ema.europa.eu

41



ITAPAPTHMA 11

IMAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEEMEYZXH TQN ITAPTIAQN

OPOI'H NEPIOPIXMOI XETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIMMOTEAEZMATIKH XPHZH TOY ®APMAKEYTIKOY
IMPOIONTOX

42



A. TTIAPAXKEYAXTEZX YIIEYOYNOI I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

‘Ovopa kot d1e06vvon TOV TOPUCKEVAOTOV TOV Eival LTELOHVVOL Y10, TNV ATOOEGUEVON TOV TOPTIOMV

Mylan Hungary Kift
Mylan utca 1
H-2900 Koméarom
Ovyyopia

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzsras
Bad Homburg v. d. Hoehe

Hessen, 61352,

T'eppavia

210 £vtumo OAAO 0INYIDV YPNONG TOL PUPUUKEVTIKOD TPOIOVTOG TPEMEL VO, OVALYPAPETOL TO GVOUL
ka1 1 d1evBvvon Tov TAPUCKELAGTH TOV Eival VTELOVVOG Y10 TNV ATOSEGUELON TNG GYETIKNG TAPTIOAS.

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

DoppokevTikd TPOidV Yo TO OO0 ATALTEITAL LLTPIKY] GUVTAYTY].

AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢os1g meprodikng mapaxkorovOnong g acedrsiog (PSURS)

Ot amontoelg v v vroforn twv PSURSywa 10 ev A0y @oppokevutikd mpoiov opiloviol atov
Kotdloyo pe Tig muepounvieg avagopdg g ‘Evoong (katdloyog EURD) mov mapotibetar otnv
napypapo 7,tov apbpov 107, g odnyiog 2001/83EK kat kGbe emakdA0vONG emtkapomoinong Ommg
ONUOCIEVETOL TNV EVPOTAIKT] SIKTVLOKT TOAN Y10l TO PAPLLOKO.

A.  OPOI'H HEPIOPIZEMOI ZXETIKA ME THN AX®AAH KAI ATTIOTEAEEMATIKH
XPHIH TOY ®PAPMAKEYTIKOY IMPOIONTOX

. Yyédro draysipiong kivdvovov (XAK)

O Kdroyog Aderog Kuhogopiag (KAK) Ba die€aydyet Tig anattodpueves dpaotnptotTnTes Kot
TOPEUPAGELG PAPLAKOETAYPOTVIONG OT™S TopovGtdfovtal 6To cupemvnBéy XAK mov mapovoidletor
otV evotnta 1.8.2m¢ ddeiag kukho@opiog Kot 0TolEGONTOTE ETOKOAOVOES EYKEKPIUEVES
avabewpnoeig tov AK.

"Eva emxopomompévo AK mpénet va kototedet:
*  Metd and aitnpa tov Evponaikod Opyavicpod Ooppikov,
¢ OmoTEdMMOTE TPOTOTOLEITOL TO GVUGTNHO SLXEIPIONG KIVODUVOV, EIOIKA MG OTOTELEG O, AYNG
VE®V TANPOQOPIDOV TOV UTOPOVV VO ETLPEPOVY GNUAVTIKT OAAAYT) GTN GYECT] 0QELOVC-KIVOHVOL
N ®G OTOTELEG A TNG EMITEVENG EVOG GNUOVTIKOD OPOCTILOV (PAPLOKOETAYpOTVION 1)
ghayiotonoinon Kvdhvov).
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ITAPAPTHMA III

EINNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EEQTEPIKO KOYTI (KYYEAEX KAI ®IAAEY)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgricaAlvppévo pe Aemtd vpévio diokia
oePovéootat

[2.  TYNOEZIH XIE APAXTIKH(EX) OYZIA(EX)

KaBe diokio mepiéyer 80 mgoeefovEootdng.

[3.  KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.
BAéne 10 OALO 03N YLDV XPAONG Y10 TEPIGCOTEPES TANPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emwcolvppéva pe Aemtd vuévio diokio (diokio)

[Zvoxevaoics koyeldv]

14 gmxodoppéva e Aemtd vuévio diokio (Srokior)

28 emkaAvppéva, pe Aemtd vpévio diokio (diokia)

42 gmkodvppéva pe Aemtd vuévio diokio(diokior)

84 gmkolvppéva pe Aemtd vuévio drokia (diokio)

28 x lemixoAvpuévo pe Aemtd vuévio diokia (diokia)

28 gmkolvppéva pe Aemtd vuévio drokia (Nueporoylakn cvokevaoio) (diokio)
84 gmkolvppéva pe Aemtd vuévio drokia (Nuepoloylakn cvokevaoio) (diokio)

[ Drdleg]
28 emkaAvppéva, pe Aemtd vpévio diokio (diokia)
84 smkaAvppévo, pe Aentd vpévio diokio(diokia)

[5.  TPOIOX KAI OAOX(OI) XOPHTHIHX

Amd otépaTOg XPNOM
Awfaote 1o @OALO 0dN YLDV ¥PNONG TPV OO T YPNOoT.

AEN ITPOZEITIZOYN TA TTAIAIA

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MNPENEI NA ®YAAXXETAI LE OEXH THN OIIOIA AEN BAEIOYN KAI

No puAdooetat og BEom, v omoia dev PAETOVY Kot dev Tpooeyyilovv To TaLd1d.
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[ 7. AAAH(EZX) EIAIKH(EX) TPOEIAOIIOIHZH(EIX), EAN EINAI AITAPAITHTH(EY)

[Movo yra préleg]
Mnv kotamieite 1o ENpaviiko.

| 8.  HMEPOMHNIA AHEHX

EXP

[Mbvo yra pradeg]

Metd 10 Tp®TO Avorypa, ypnoiponoleite evtog 180nuepav.
Hpepounvia avolypatog_

| 9. EJAIKEYX XYNOHKEY OYAAEHX

10. IAIAITEPEX IPO®YAAZEIX I'lA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTOQN 'H TQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNIH KATOXOY THX AAEIAX KYKAO®OPIAY

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

| 12.  APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/17/1194/001
EU/1/17/1194/002
EU/1/17/1194/003
EU/1/17/1194/004
EU/1/17/1194/005
EU/1/17/1194/006
EU/1/17/1194/007
EU/1/17/1194/008
EU/1/17/1194/017
EU/1/17/1194/018
EU/1/17/1194/019
EU/1/17/1194/020
EU/1/17/1194/021
EU/1/17/1194/029
EU/1/17/1194/030

| 13. APIOMOX IAPTIAAX

Lot

| 14. TENIKH KATATAEH I'lA TH AIAGEZH
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| 15. OAHTIEX XPHIHX

| 16. INAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 80 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIEAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A168106TaTOg YPoUU®mTOG KOdKag (2D) Tov gépel Tov TepAneévia Lovadikod avayvopioTikd KodKo.

18. MONAAIKOZX ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buoc}
SN {ap1Opoc}
NN{ ap1Opoc}
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EZQTEPIKO KOYTI HOAYXYXKEYAXIAY (ME BLUE BOX)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgukaivupuéva pe Aemtd vpévio diokia

oePovEootatm

[2. TYNOEZH XIE APAXTIKH(EZ) OYZIA(EX)

KaBe diokio mepiéyer 80 mgoeefovEootdng.

3. KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.

BA\éme 10 OALO 001 YLDV YPONG Y10 TEPLGCOTEPEG TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

ITolvokevaoio: 84 (2kovtid Twv 42) emkoAvppéva pe Aemntd vuévio diokio (diokio)

[5.  TPONOX KAI OAOX(OI) XOPHTHZHX

Ao oTtopaTOoC Yp1oN

Awfaote 1o @OALO 0dN YLDV ¥PNONG TPV OO T YPNOoT.

AEN ITPOZEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MNPENEI NA ®YAAXXETAI LE OEXH THN OIIOIA AEN BAEINOYN KAI

Na pvrdcoetal o€ 0€om, TV onoia dev PAETOVV Kot dev Tpooeyyilovv Ta Taldd.

[7. AAAH(EZX) EIAIKH(EX) IPOEIAOIIOIHZH(ELX), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP

| 9. EIAIKEX XYNOHKEYX ®YAAEHX
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10. IAIAITEPEX IPO®YAAZEIX I'lA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHHOAEIMMATQN TIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNZIH TOY KATOXOY THE AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

[12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1194/022

| 13.  APIOGMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH AIAGEZH

| 15. OAHTI'IEX XPHXHX

| 16. MAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 80 mg

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A163106TaTOG YPOUU®TOG KOdKaS (2D) Tov @épet Tov Tepn@évTa LovadiKod ovayvVoploTKO KOSKO.

18. MONAAIKOZXZ ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buog}
SN {ap1Opoc}
NN {optOpodc}
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EXQTEPIKO KOYTI TOAYXYZKEYAZXIAX (XQPIX BLUE BOX)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgukaivupuéva pe Aemtd vpévio diokia

oePovEootatm

[2. TYNOEZH XIE APAXTIKH(EZ) OYZIA(EX)

KaBe diokio mepiéyer 80 mgoeefovEootdng.

3. KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.

BA\éme 10 OALO 001 YLDV YPONG Y10 TEPLGCOTEPEG TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

42 gmkoloppéva pe Aentd vuévio diokio (Stokia)

Mépog molvcvokevaciog, dev pmopei va TmAndei Eexwpiotd.

[5. TPONOX KAI OAOX(OI) XOPHTHZHZ

And otépatog xpnon

Awfdote 10 PUALO 0dNYIDV XpHioNG TPV amd TN YPNOoT.

AEN ITPOZEITIZOYN TA TTAIAIA

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MNPENEI NA ®YAAXXETAI LE OEXH THN OIIOIA AEN BAEIMOYN KAI

No puAdooetat og BEom, v omoia dev PAETOVY Kot dev Tpooeyyilovv To Tad1d.

[ 7. AAAH(EZX) EIAIKH(EX) TPOEIAOIOIHZH(EIX), EAN EINAI AITAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHX

EXP
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| 9. EIAIKEX YYNOHKEYX ®YAAZEHX

10. IAIAITEPEX TPO®YAAEEIX I'IA THN AIIOPPIYH TQN MH
XPHXIMOIIOIHOENTQN ®PAPMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNZH TOY KATOXOY THE AAEIAY KYKAO®OPIAY

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

[12.  API®OMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/17/1194/022

| 13. APIOMOZX IIAPTIAAX

Lot

| 14. TENIKH KATATAZH I'l A TH ATAGEXH

| 15. OAHTIIEX XPHIHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 80 mg

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

A168106TaTOg YPoUR®mTOG KOdKag (2D) Tov @épel Tov TepAneévia Lovadikod avayvopioTikd KodKo.

18. MONAAIKOZX ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buog}
SN {ap1Bpoc}
NN {apOuoc}
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAHX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgricaAlvppévo pe Aemtd vpévio diokia
eePov&ootd

| 2.  XYNGOEXH XE APAXTIKH OYZXIA

KaBe diokio mepiéyer 80 mgoeefovEootdng.

[ 3.  KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.
AvatpéEte 6T0 GUALO 0SNYLDV ¥PNONG Y10 TEPLOCOTEPES TANPOPOPIES.

| 4. O®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

EmwaAvppéva pe Aemtd vpévio diokia (diokia)

28 smkaivupéva pe Aemtd vuévio diokio (diokia)
84 gmikolvppéva pe Aemtd vuévio drokia (diokio)

[ 5.  TPOMOX KAI OAOX(OI) XOPHTHEHE

And otépaTOg YPIOT
Awfacte 1o @OALO 0dN YLDV ¥PNONG TPV OO T YPNOoT.

6. EIAIKH MTPOEIAOIIOIHXIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIMIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puidooetal o€ 0€om, TV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta Taldld.

[ 7. AAAH(EX) EIAIKH(EX) IPOEIAONOIHEH(EIL), EAN EINAI ATIAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

EXP
Metd 10 Tp®TO Avorypa, ypnoiponoleite evtog 180nuepav.
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9. EIAIKEX XYNOHKEX ®YAAZEHX

10. TAIAITEPEX IPO®YAAZEIX I'A THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON 'H TQN
YIHOAEIMMATQN T1IOY [TPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXIH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAETAY KYKAO®OPIAX

EU/1/17/1194/007
EU/1/17/1194/008

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

18. MONAAIKOXZ ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIZTELX ENAEIZEIZ TOY MPENEI NA ANATPA®ONTAI :TIZ LYZKEYAXIEXL
KYYEAQN (BLISTERS) 'H ETIZ TAINIEX (STRIPS)

XYXKEYAXIEX KYYEAQN

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgukaivupuéva pe Aemtd vpévio diokia
oePovéootat

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited

| 3.  HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZX IIAPTIAAX

Lot

| 5. AAAA ZTOIXEIA

[Tia nuepoloyioxés cvokevacies udvol:
AEY

TPI

TET

I[HEM

ITAP

>AB

KYP
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EAAXIZTEX ENAEIZEIL [IOY ITPEINEI NA ANATPA®ONTAI ITIZ L YZKEYAXIEZ
KYYEAQN (BLISTERS) 'H £TIZ TAINIEX (STRIPS)

KYYEAH MONAAAX AOXHX (UNIT DOSE BLISTER)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 80 mgricalvppévo pe Aemtd vpévio diokia
oePovEootatn

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EEQTEPIKO KOYTI (XYZKEYAZXIEY KYWEAQN KAI ®IAAEY)

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgukoloppéva pe Aentd vuévio diokio
oePovEootat

| 2. XYNOEZIH IE APAXTIKH OYZIIA

KaBe diokio mepiéyer 120 mgpepovéootdng.

[3.  KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.
BAéne 10 OALO 03N YLDV XPAONG Y10 TEPIGCOTEPES TANPOPOPIES.

| 4. PAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emwcolvppéva pe Aemtd vuévio diokio (diokio)

[Zvoxevaoics koyeldv]

14 gmxodoppéva e Aemtd vuévio diokio (Srokior)

28 emkaAvppéva, pe Aemtd vpévio diokio (diokia)

42 gmkodoppéva pe Aentd vuévio diokio (Siokia)

84 gmkolvppéva pe Aemtd vuévio drokia (diokio)

28 x lemixoAvpuévo pe Aemtd vpévio diokia (diokia)

28 gmkolvppéva pe Aemtd vuévio drokia (Nueporoylakn cvokevaoio) (diokio)
84 gmkolvppéva pe Aemtd vuévio drokia (Nuepoloylakn cvokevaoio) (diokio)

[ Drdleg]
28 emkaAvppéva, pe Aemtd vpévio diokio (diokia)
84 smkaivppéva, pe Aemtd vpévio diokia (Siokia)

[5.  TPOIOX KAI OAOX(OI) XOPHTHIHX

And otépatog xpnon
Awfaote 1o @OALO 0dN YLDV ¥PNONG TPV 0o T YPNOoT.

AEN ITPOZEITIZOYN TA TTAIAIA

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MNPENEI NA ®YAAXXETAI LE OEXH THN OIIOIA AEN BAEINOYN KAI

No puAdooetat og BEom, v omoia dev PAETOVY Kot dev Tpooeyyilovv To TaLd1d.
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[ 7. AAAH(EZX) EIAIKH(EX) TPOEIAOIIOIHZH(EIX), EAN EINAI AITAPAITHTH(EY)

[Movo yra préleg]
Mnv kotamieite 1o ENpaviiko.

| 8. HMEPOMHNIA AHEHX

EXP

[Movo yra pradeg]

Metd 10 Tp®TO Avorypa, ypnoiponoleite evtog 180nuepav.
Hpepounvia avoiypatog:

| 9. EIAIKEX XYNOHKEYX ®YAAZEHX

10. TATAITEPEX TIPOPYAAEEIX I'lA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN YIIOAEIMMATQN
IHOY HPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

[11. ONOMA KAI AIEYOYNIH TOY KATOXOY THE AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

[12.  APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/17/1194/009
EU/1/17/1194/010
EU/1/17/1194/011
EU/1/17/1194/012
EU/1/17/1194/013
EU/1/17/1194/014
EU/1/17/1194/015
EU/1/17/1194/016
EU/1/17/1194/023
EU/1/17/1194/024
EU/1/17/1194/025
EU/1/17/1194/026
EU/1/17/1194/027
EU/1/17/1194/031
EU/1/17/1194/032

[ 13. APIOMOZX ITAPTIAAX

Lot
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| 14. TENIKH KATATAEH I'lA TH AIAGEZH

| 15. OAHTIEX XPHIHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 120 mg

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A163106TaTOG YPOUU®TOG KOdKaS (2D) Tov @épet Tov Tepn@évTa LoVadIKO ovayVOPIoTIKO KOSIKO.

18. MONAAIKOZXZ ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buog}
SN {oap1Bpock
NN {optOpdc}
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EZQTEPIKO KOYTI HOAYXYXKEYAXIAY (ME BLUE BOX)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgricoloppévo pe Aemtd vpévio diokio

oePovEootatm

| 2. XTYNOEZIH IE APAXTIKH OYZIA

KaBe diokio mepiéyer 120 mgpepovéootdtng.

3. KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.

BA\éme 10 OALO 001 YLDV YPONG Y10 TEPLGCOTEPEG TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

ITolvokevaoio: 84 (2kovtid Twv 42) emkolvppéva pe Aemtd vuévio diokio (diokio)

| 5. TPOIIOX KAI OAOX(OI) XOPHI'HEHX

Ao oTtopaTOoC Yp1oN

Awfaote 1o @OALO 0N YLDV ¥PNONG TPV OO T YPNOoT.

AEN ITPOXEITIZOYN TA ITAIAIA

6. EIAIKH IPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MMPOION MPENEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na purdooetal o€ 0€om, TV onoia dev PAETOLV Kot dev Tpooeyyilovv Ta Taldld.

[7. AAAH(EX) EIAIKH(EX) IPOEIAOMOIHZH(ELX), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP

| 9. EIAIKEX XYNOHKEYX ®YAAEHX

60



10. IAIAITEPEX IPO®YAAZEIX I'lA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHHOAEIMMATQN TIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNZIH TOY KATOXOY THE AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

[12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1194/028

| 13.  APIOGMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH AIAGEZH

| 15. OAHTI'IEX XPHXHX

| 16. MAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 120 mg

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A163106TaTOG YPOUU®TOG KOdKaS (2D) Tov @épet Tov Tepn@évTa LovadiKod ovayvVoploTKO KOSKO.

18. MONAAIKOZXZ ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buog}
SN {ap1Opoc}
NN {optOpodc}
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEZQTEPIKH XYXKEYAZXIA

EXQTEPIKO KOYTITMTOAYXYXKEYAZXIAY (XQPIX BLUE BOX)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgricoloppévo pe Aemtd vpévio diokio

oePovEootatm

| 2. XTYNOEZIH IE APAXTIKH OYZIA

KaBe diokio mepiéyer 120 mgpepovéootdtng.

3. KATAAOIOX EKAOXQN

ITepréyer emiong Aaxtoln.

BA\éme 10 OALO 001 YLDV YPONG Y10 TEPLGCOTEPEG TANPOPOPIES.

| 4. OPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

42 gmkoloppéva pe Aentd vuévio diokio (Stokia)

Mépog molvcvokevaciog, dev pmopei va TmAndei Eexwpiotd.

[5. TPONOX KAI OAOX(OI) XOPHTHZHZ

And otépatog xpnon

Awfdote 10 PUALO 0dNYIDV XpHioNG TPV amd TN YPNOoT.

AEN ITPOZEITIZOYN TA ITAIAIA

6. EIAIKH INPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION MPEIEI NA ®YAAXIETAI LE OEXH THN OIIOIA AEN BAEIIOYN KAI

No puAdooetat og BEom, v omoia dev PAETOVY Kot dev Tpooeyyilovv To Tad1d.

[ 7. AAAH(EZX) EIAIKH(EX) TPOEIAOIOIHZH(EIX), EAN EINAI AITAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHX

EXP
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| 9. EIAIKEX YYNOHKEYX ®YAAZEHX

10. IAIAITEPEX TPO®YAAEEIX I'IA THN AIIOPPIYH TQN MH
XPHXIMOIIOIHOENTQN ®PAPMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNZH TOY KATOXOY THE AAEIAY KYKAO®OPIAY

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

[12.  API®OMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/17/1194/028

| 13. APIOMOZX IIAPTIAAX

Lot

| 14. TENIKH KATATAZH I'l A TH ATAGEXH

| 15. OAHTIIEX XPHIHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

Febuxostat Viatris 120 mg

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

A168106TaTOg YPoUR®mTOG KOdKag (2D) Tov @épel Tov TepAneévia Lovadikod avayvopioTikd KodKo.

18. MONAAIKOZX ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC {ap1Buog}
SN {ap1Bpoc}
NN {apOuoc}
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®IAAHX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgukolvppéva pe Aentd vuévio diokio
oePovEootat

| 2.  XYNGOEXH XE APAXTIKH OYZXIA

Kabe diokio mepiéyer 120 mgepePovéootatng.

[ 3.  KATAAOIOX EKAOXQN

[Tepiéyer emiong Aaxtoln.
AvotpéEte 6TO PUALO 0OMYIDV YPNOTNG Y10 TEPIGGOTEPEC TATNPOPOPIEG.

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EmwkaAivppéva pe Aemtd vpévio diokia (diokia)

28 gmicaivppévo pe Aemto vuévio diokia (diokior)
84 smkaAivppéva, pe Aemtd vpévio diokia (diokia)

[ 5.  TPONOX KAI OAOX(OI) XOPHTHEHX

Ao otopaTOoC Yp1oN
Awfaote 1o @OALO 03N YLDV ¥PNONG TPV OO T YPNOoT.

6. EIAIKH MTPOEIAOIIOIHXIH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION NMPENEI NA ®YAAXIETAI *E OEXZH THN OIIOIA AEN BAEIMIOYN KAI
AEN ITPOXZEITIZOYN TA TTAIAIA

No puAdooetat og BEom, v omoia dev PAETOVY Kot dev TPooeyyilovv To Tad1d.

[ 7. AAAH(EX) EIAIKH(EX) IPOEIAONOIHEH(EIL), EAN EINAI ATIAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

EXP
Metd 10 mp®dTO Avorypa, ypnotponoieite evtog 180nuepdv
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9. EIAIKEX XYNOHKEX ®YAAZEHX

10. TAIAITEPEX IPO®YAAZEIX I'A THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON 'H TQN
YIHIOAEIMMATQN T1I0OY [TPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXIH KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

12. APIOMOZX(OI) AAETAY KYKAO®OPIAX

EU/1/17/1194/015
EU/1/17/1194/016

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'lA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

18. MONAAIKOXZ ANATNQPIXTIKOX KQAIKOX —AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIZTEX ENAEIZEIE IOY IPEIIEI NA ANATPA®ONTAI XTIZ SYEKEYAXIEE
KYYEAHE (BLISTER) 'H XTIZ TAINIEZ (STRIPS)

XYXKEYAXIEYX KYYEAQN

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgukolvpuéva pe Aentd vuévio diokio
eePov&ootd

| 2. ONOMA KATOXOY THX AAEJTAY KYKAO®OPIAX

Viatris Limited

3. HMEPOMHNIA AHZHX

EXP

4.  APIOMOX ITAPTIAAX

Lot

[5.  AAAA ZTOIXEIA

[Tia nuepolroyioxés ovokevaocies uovol:
AEY

TPI

TET

ITEM

ITAP

>AB

KYP
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EAAXIZTEZ ENAEIZEIL [IOY ITPEINEI NA ANATPA®ONTAI ITIZ LYZKEYAXIEZ
KYYEAQN (BLISTERS) 'H £TIZ TAINIEX (STRIPS)

KYYEAH MONAAAX AOXHX (UNIT DOSE BLISTER)

| 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Febuxostat Viatris 120 mgukolvppéva pe Aentd vuévio diokio
oePovEootatn

| 2. ONOMA TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Viatris Limited

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. DYAAO OAHI'TQN XPHXHX
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®Yrho 00OV yprong: [IAnpogopiss Yia Tov acOevi)

Febuxostat Viatris 80 mgemkoivppéva pe Aemtod vpévio diokio
Febuxostat Viatris 120 mgsmukoivppéve pe Aentd vpévio diokia
pePfovéootdrn

Awfdote TpooekTIKE 0AGKANPO TO PVLAO 00 YIAOV (PGS TTPLV UPYICETE VO TAIPVETE AVTO TO
PappraKo, o16TL TEPLAApPavel oNUAVTIKES TANPOPOPLES YIX GUC.

- dvragte avtd To EVALO 0N YDV Yprione. Towg ypelaotel va to dwuPfdcete Eavd.

- Edv éxete mepartépm amopiec, po1oTE TOV Y10TPO 1] TOV QOPUAKOTOLO GOG.

- H ocvvtayn yo avtd to eapproko yopnyndnke oamokAEloTIKA Yio 60c. Agv TPETEL VO SDGETE TO
QappoKo o€ AALoVS. Mmopel va Tovg TpoKaAEseL BAAPN, aKkOUO Kot OTOV TO GUUTTOUATO TG
ac0éveldc Tovg givon id1a e Tor Sk GoG.

- Edv maponprioete kanowo avemBOunTn evépyeia, EVIUEPDGTE TOV Y1ATPO 1) TOV POPLOKOTOLO
60G. AvTd 1oy0el kot Yo Kabe mhovn avemBOUNTN EVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV
@VOALO 001 Y1V Ypriong. BAéne mapdypogo 4.

T Tepréyel 1o TAPOV QVALO 00N YLOV:

Ti eivar to Febuxostat Viatrigat oo givor 1 xprion tov
T péner va yvopilete Tpwv mhpete to Febuxostat Viatris
Idg va mapete o Febuxostat Viatris

MBavég avemBOUNTEG EVEPYELES

Iac vo purdcoete o Febuxostat Viatris

[Tepreydueva g cuokeVAGING Kot AOITES TANPOPOPIES

oupwNE

1. Tveivan o Febuxostat Viatris ko ove. ivan n yprjon tov

Ta diokio. Febuxostat Viatrigepiéyovv 1 dpaotikiy ovcio efovEootdrn Kot ¥pNo1orolodvToL yio
TNV AVTIILETOTION TNG OVPIKNG apbpitidac Tov oyetileTon pe TNV TEPIGGELN EVOG YNUIKOD GTO CAU
7OV OVOUALETAL OVPIKO 0EV. XE OPIGUEVE, ATOWA, 1] TOGOTNTA OVPLKOD 0&E0G aVEAVETAL GTASIOKA GTO
oo Kot evOEXETL VO, YIVEL TTOAD DYNAT Yo va Tapapeivel Stadvtd. Otav cupfaivel ovtd, evoyetol va
GYNUATIGTOVV KPOHGTAALOL 0VPIKOD 0EE0G HEGE KOl YOP® 0md TIg apHpdaElg Kat Tovg veppovc. Ot
KPVGTOAAOL 0VTOL UTOPET VO TPOKAAEGOVY QUPVidLo, EVTOVO TOVOo, EpuBpoTNTa, OepproTnTa. Kot
ddykwon og po apbpmon (Voo wg enelc0d10 0vpIKNG apbpitidag). Av dev OVTIHETOTIOTEL,
peyaAvtepes evomofEselg mov ovopdlovTol TOPOL EVOEXETOL VO GYNUATIGTOVY HEGO KL YOP® Ol TIG
apBpaacelc. Avtoi o1 TOPOL EVOEYETAL VoL TPOKAAEGOVV PAGPN 6T apbpdoelg Kot o 00Td.

To Febuxostat Viatridettovpyei peidvovrtag to eninedo ovpikod 0&Eog. Atatnpdviag younid to
gminedo, ovpikov o&éog péom AMymng Febuxostat Viatrignoé nuepnoiong otapatd n otadiokn avénon
TOV KPUGTAAA®V, KAl LE TO TEPAGLO TOV XPOVOL LELDOVOVTOL TO. CUUTTMOUATO. AlATNPOVTOG ETOPKADS
YopNAG o, emimedo ovpLKoD 0EE0G Y10, OPKETE PEYOAO YPOVIKO SIACTNLLO UTOPEL ETIONG VAL
cuppkvebovv ot ToPot.

Ta dokio. Febuxostat Viatris 120 mgnoiomotodviol EXiong yio TV GVIILETOTIOT Kot TPOANYN
VYNADV EMTESOV OVPIKOL 0EE0G GTO ALl TOV UTOPEL VO EUPAVIGTOVV OTav EEKIVATE TNV ANYN
ynueodepamneiog yio kKapkivovug Tov aipaTog.

Ortav divetar ynueobepomeio, To KOPKIVIKA KOTTOPO, KATASTPEPOVTOL, KoL AVOAOY®G 0EAVOVTOL Ta.
enineda Tov oVPIKOD 0EE0G GTO aipal, EKTOC KOl OV O GYNUATIGHOC TOL 0LPLKOD 0&E0C TPOANPOEL.

To Febuxostat Viatrisivat yio evijlikec.
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2.  Tuvrpéne va yvopilete npwv napete o Febuxostat Viatris
Mnyv napete 10 Febuxostat Viatris:

. og mepintmon alAepyiog otn EEPoLEOGTATN 1) G€ 0TOONTOTE GAAO ATTO TO. GLGTATIKG CVTOV
TOL PapPUAKOL (avapépovtal oty Tapdypogo 6)

pogdomou)celg Kot TPOPVAAEELG

AmevBuvbeite otov yatpd cag mpwv mapete to Febuxostat Viatris:

. Edv éxete N eiyorte kapdiokn avemdpkelo, Kapdiokd TpofAnpoto 1 eykepalkd enelcoO610

. Eav éyete M giyate veppikn voco ko cofapés oAlepyikég aviidpacelg otV oALOTOVPIVOAN
(éva pdppoko Tov ypnolponoteiton yia tn Oepameio tng ovpikng apbpitidog)

. Edv éxete M eiyorte otk voco 1 SOKIUAGIEG NTATIKNAG AELITOVPYIOG U] PUGLOAOYIKEG

. Edv LouPdavete Bepameio yio vynAd enineda ovpikod 0&éoc ¢ amotédesua cuvdpouov Lesch-
Nyhan {ua ondvia kKAnpovopukn katdotacn oty omoio vdpyel viepPorikd ovpikd 0&H 6To
aipa)

. Edv éyete mpofanpata Bupeocidotc

Edv éyete guneipio odlepyikdv avtidpdoswv pe to Febuxostat Viatrisstopotote va Aappavete avtd

10 Pappaxo (BAéne emiong mapdypago 4).

[MBové cupmTdOpaTo GALEPYIKGV OVTIOPACEDV UTOPEL VO ETVOLL:

- E&avOnpa cvumepirapBovopévov cofapng popenc (.. eAvktoweg, olidia, payovpa,
amoPoMdmtiky eEGvOnua), kvnoudc.

- Ipn&yo tov dxpmv 1 TOL TPOGHOTOL

- AvckoAio otV ovaTVon|

- TIvupetod pe SoyKoUEVOUG AEUPOOEVES

- AMAG emiong amenTikég Yo ™ {on aAAepYIKEC KATAGTAGELS IE KOPOLOKT] Kol KUKAOPOPIKN
OLVOKOTN

O yuwtpdc oag Bo amopaciost av Bo dakdyete uovipa ) Bepancio pe Febuxostat Viatris.

Ymp&ov ondvieg avapopég Suvntikd omenTikd yio tn (o1 depuatikd eEavOnquata (chvdpopo
Stevens-Johnsomk t yprion ¢ eefovéootdng, mov suaviloviol apyikd m¢ KOKKIVmTOG 6TOY0C,
OTMG KNAIdEC N KOKAMKEG KNALdES GLUYVA Ue KEVTPIKT KLUWEAN GTov Kopud. Emiong, umopet va
nepthapPavel EAKn 6to 6TOUA, 6TO AU, 6TN LOTN, OTO YEVVITIKG Opyava. KOl ETUTEPLKITION
(koKkKwvo ko Tpnopéve patia). To e€avOnpa propet va eEehybel og exteTopéveg POVOKAAEG 1)
OTOAETIGN TOV BEPUOTOG.

Edv éyete avanti&el to oOvopouo Stevens-Johnsarx tn ypnon eefovéootdtng, dev npénet vo.
Eexvnoete ek véou to Febuxostat Viatrisva tdoa otiypn. Edv avantocoete Eva eEavOnua 1 avtd to
SEPUATIKG CUUTTOHOTA, ovolNTNOTE AUESMG GUUPOVAN GO TO YIOTPO KOl EVILEPDGTE TOV OTL
TOPVETE OVTO TO PAPLAKO.

Edv avt ™ ottypn) mepvate éva eneloddio ovpikng apbpitidag (cpvidia Evapén Eviovov Tovov,
gpubpotnrac, Oeppdtrog Kot S10YKmong o€ o apdpmon), TEPYEVETE PEXPL VO, VTOYWOPTGEL TO
gnelo6d10 ovpIkng apbpitdag tpotod Eekvroete yio TpdTn popd ) Oepameio pe Febuxostat Viatris.

IMao oplopéva dtopa, To emelcddo VPN apbpitidag evoéyetal va avalomupwbodv otav EEKvovv T
ANYN OPIoUEVOV PAPUAK®V TOV ELEYXOVV Ta EMITEdA 0VPIKOV 0&€0G. Agv Tabaivovv Lot e&dpaoelc,
aAAG propei vo mapovoidoete £Eapon akopa K av taipvete Febuxostat Viatrisson dwaitepa katd T1g
npoTe £fdopadeg 1 uiveg g Bepanciog. Eivar onpoviikd va cuveyilete va maipvete to Febuxostat
Viatris akopo xu ov €xete £€apon, kabmg to Febuxostat Viatrisakolovbei va Agttovpyel yia
peimon Tov oVpIKoD 0&€0g. Me To TEPAGLO TOV YPOVOV, 01 EEAPGELG OVPIKTG apbpitidag Oa
ovpfaivovy Aydtepo cuyva ko Ba eivar Mydtepo eninoveg £Gv cuveyilete va naipvete to Febuxostat
Viatris ké6e nuépa.
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O ywpdc oag Bo oag GuvTayoypapel cuYVA GAAL AapLOKa, EAV amaLTELTAL, Y10 VO GO Pon0dnoet vo
amoTpamohy 1 vo OEpaTELTOVY T0, GUUTTOLOTA TV EEAPGEMV (OTWC 0 TOVOG Kat 1] SLOYKWMGT OF Ld.
apBpwon).

e acbeveic pe mold vynAa enimedo ovpikov 0&Eog (.. o€ avTovg ToL VITOPUAloVTaL OE
ynueobepomeio kapkivov), n Oepaneio e PAPLOKO TOV LEIHVOLY TO OVPIKO 0ED PTOPEL VO 0S| YNOEL
oV avénon g EavOiving oty ovpoPdpo 080, e TBUVEG TETPES, oV Kot avTd dev Exel mapatnpndel
oe acbeveig mov Bepangdovrton pe to Febuxostat Viatrigio to ovdpopo Aveng Oykov.

O yatpdc oag umopel va oag (ntoet va kavete eEETAGELG aiplatog Yo va eEAEYEETE OTL TO TP GOG
Aertovpyel QLGLOAOYIKG.

MMowowd kan £pnpor

Mn bivete T0 Papuoko avTd o€ TOdd NAKiog KAT® tov 18 etdv eneldn 1 acpdieio Kol n
OTOTEAECUATIKOTNTO OEV EYOVV TEKUNPLOOEL.

Ao @appoxa kot Febuxostat Viatris

Evnuepdote Tov ylotpd 1 T0V QopUaKOTOld 0aG EAV TOIPVETE 1| EXETE TPOCPUTO TAPEL AAA PAPLLOKAL,
KOO Kal 0VTE TOL dev oag £xovv yopnyndel pe cuvtayn.

Eivou 1d1aitepo onpavtikd va meite 6to y1otpo 1 T0 QUpPUOKOTO0 GG AV TOIPVETE GAPLLOKO TOV
TEPLEYOVV OTOLOINTOTE OO TG 0KOAOVOEG 0VTiEg KAOMG EVOEXETOL VO AAANAETIOPAGOLVV LE TO
Febuxostat Viatrigot o yioatpdg cog evdéyetal vo oKeQTEL TN AYn amapaitniov HETpeV:

. Mepromtonovpivny (ypnopomoteiton yio tn Ogpomeio kapkivov)

. Alaberompivn (xpnolpomoteital yio T UEI®OT TNG VOCOAOYIKNG OVTOTOKPIONC)
. OcopuALivn (ypnoyonoteitar yio T Ogpaneio Tov GobpoTOC)

Kvnon kot Onlaocpig

Agv givar yvwot6 gav 1 pefovootdtn pmopel va PAdyet To ayévvito maidi cog. To Febuxostat Viatris
OEV TIPEMEL VO YPTGLUOTOIEITOL KOTA T SAPKELD TNG EYKLUOCHVNC. Agv glval Yv®GTO €4V M
@ePovE0oTATN HTopEl Vo TEPACEL GTO AVOPOTIVO UNTPIKO YAAL. ALV TPETEL VAL XPTCYLOTOWGETE TO
Febuxostat Viatrisav n\dalete, 1| €dv oromedete va Onhdoete.

Edv giote éyxvog 1 Onialete, vouilete 0TL pmopet va giote £ykvog 1 6YeSALETE VO OTOKTHGETE TOUd,
{ntmote ™ GUUPOLAN TOL YITPOV T} TOV PUPLOKOTOLOD COG TTPLY TAPETE AVTO TO PAPLLOKO.

001yN o1 KO LEPIGROS PN AV LATOV

[péner va yvopilete 6T pmopei va vorboete LAAN, vvniia, Odppog 6pacnc, apmdio 1§ poppnKicon
katd ™ Oepameio kot 6ev Oa Tpémet va odnyeite M) va yepileote punyavipoto edv cuppet anto.

To Febuxostat Viatris mepiéyst Aaktoln

Ta diokio. Febuxostat Viatrigepiéyovv Aaxtdln (Eva tomo cakydpov). Av o ylatpdc 6ag, 6og
EVNUEPMGE OTL EYETE dLGOVEEIN OE OPICUEVO GAKYOPO, EXKOIVOVIOTE LLE TOV YLOTPO GOG TPV TUPETE
ovTO TO POPUOKEVTIKO TPOIOV.

To Febuxostat Viatris ngpiéyer vatpro

To Febuxostat Viatrigepiéyet Ayotepo omd 1 mmolvatpiov (23 mg)avaé dickio, eivor avtd Tov
ovopdlovpe «elevbepo vatpiov».
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3. Mg ve napere To Febuxostat Viatris

[Tavtote va maipveTe To PAPUOKO QLTO QLGTNPE GOUPOVO. LE TIG 00N YiEg TOV Ylotpoy cag. Edv €yete

apeifories, poTAGTE TOV YI0TPO 1 TOV PAPLAKOTOLO GOGC.

. H cvving 86on givai éva dtokio nuepnoing. 1o wicm PEPOS TG NUEPOAOYINKTG GVOKEVUGIOG
KOWYEADV VIGPYOVV CTUEIOUEVEG 01 NUEPES TNG ERdopadag, mote va oag fondncel va eréy&ete
OTL €xeTE TAPEL Uit 6OoT KABE NUEPO.

. Ta dioxio Oa wpénet va AapPdvovtal omd T0 GTON Kot Umopohv va, Aapupdvovtar pe 1 xopig
TPOON.

Ovpixn apBpitida
To Febuxostat Viatrisivai dioBéoipo og diokio gite tov 80 mgeite tov 120 mg.O yuutpdc oag Oa
GOG YOPMYNOEL TNV MEPLEKTIKOTNTO TTOV ELVaL TTLO KATAAANAN Y1 £G4,

Yvveyiote va maipvete To Febuxostat Viatrigdbe nuépa axopa kit av dev Tapovotdlete EEapon 1
€MEI06010 OVPIKNG apOpitidag.

1Tlpolnym kou Gspameio vynAav emmédwy ovpikod o&éog oe aobeveis mov vrofdllovior e
xnuetobepomeio

To Febuxostat Viatrisivat d100éo1p0 g diokio twv 120 mg.

Eekwnote va maipvete to Febuxostat Viatrigvo nuépeg mpv and v évapén e ynuetodepameiog kot
GUVEYIGTE TNV YPNOT] TOL COUPOVA LE TNV GUUBOVAT TOV Y1aTpoD coc. Zuvnbwc 1 Bepomeia ivar
HUKPOV ¥POVIKOD SLOGTILLOTOC.

Eav mapete peyoldtepn d6on Febuxostat Viatris amwd tnv kavoviki)

e mepInToT TVYOING VTEPSOGOLOYING POTHGTE TO YIOTPO GOG TL VO KAVETE, 1| EMKOIVWOVIOTE LIE TO
TANGIEGTEPO TUN O EMELYOVIMV TEPIGTATIKADV.

Eav Egydoste vo mapete To Febuxostat Viatris

Edv napareiyate pia d6on Febuxostat Viatrigépte tn poéig to Buunbeite extog dv givan dpa yio
Vv enduevn 8001 600G, OTOTE GTNV TEPIMTTMOT 0LTH TOPUAEIYTE TN dOGT TOL EEYACATE KO TAPETE TNV
gnouevN 060N TN O™ dpa. My Tapete ST dOGT Yo VO AvaTANPOGETE TN d00T TOV EEYdoarte.

Edv etopotioste va moipvete To Febuxostat Viatris

Mnv otopatfoste vo, maipvete to Febuxostat Viatrigopig t copfovin tov yrotpod cag akouo Kt o
vounbete kadvtepa. Eqv otopatioete va maipvete to Febuxostat Viatrisa enineda ovpikon 0&£og cog
umopel va EEKvioovy va uEAVOVTaL Kol TO GUUTTOUATE GOG EVOEXETAL VO, ETLOEIVOOOVY AOY® TOV
GYNUATIGUOV VEDV KPLUGTAAA®V 0VP1KoD 0EE0G HECH Kot YOP® 0Ttd TIC 0pHPMGEIS Kot TOVG VEQPPOVCS
00G.

Edv &yete meprocdtepeg EpOTNCELS GYETIKA LLE TN XPTOT] CLTOV TOV PUPLAKOV, POTNOTE TOV YTPO M
TOV PUPULOKOTOL0 GG,

4. MBavég avemOOuNTEg evépysreg

Onwc 6A0 To. apUOKa, £TCLKOL AVTO TO PAPUOKO UTOPEL VoL TPOKAAEGEL OVETOVUNTES EVEPYELES, AV
ka1 6gv Tapovoldalovtal 6 GAOVG TOVS AVOPOTOLG.

2Tapotnote Vo AAUPAVETE QVTO TO PAPHOKO KO EVIUEPDGTE TOV YIUTPO GOG AUEGMG 1 TNYAIVETE GTO

TANGIEGTEPO TUNHA ETELYOVTOV €4V Ol KATmOL oTdviEg avemBOuNTES EVEPYELES cuuPBovv (Lumopel va

gmnpedoovy £o¢ 1 otovg 1000ac0eveic), enedn pio oAAepykn avtidpacn Umopel va axoAovOoEL

. OVOUPVAOKTIKES OVTIOPACELS, VITepevaodncio oto eapuako (BAéne mapdypapo 2
«IIpog1d0moMoELG KOt TPOPUAGEEIG»)
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SVVNTIK®G ameAnTikd yio T (on depuatikd eEavOnpata mov yopaktnpilovral omd
dpovpyio. PLOOAMO®MY Kot ATOAETIGT) TOV OEPLATOG KOl GTNV ECOTEPIKT EMPAVELL TV
KOILOTHTOV TOV GOUOTOG, ). GTOUM, YEVWITIKG Opyave., ET®OVVE EAKT 6TO 6TOUE KoM oTig
YEVVITIKEG TEPLOYES, TTOV GLVOOEVOVTOL OO TVPETO, TOVOAALLO Kal Kovpaon (cOvopopo
Stevens-Johnsofib&ixn Emdeppikn Nekpdivon), 1| and 10yKOUEVOLS AEUPASEVES, SLOYKMOOT)
Nmatog, nrotitido (Emg Kot NTOTIKY OVETAPKELR), A0ENCT] TOV OPOHOD TOV AEUPOKVTTAP®Y GTO
aipo (PopHOKELTIKY OVTIOPOOT LE NOCIVOQEIALN KOl GLGTNUATIKG cvuntdpate Dress-Drug
Reaction with Eosinophilia and Systemic Symptorfis§fe mapdypagpo 2)

Ievikevpévo deppotikd eEGvompa

Aleg avemBOUNTEC EVEPYELEC O1 OTOIEG OEV AVAPEPOVTAL TAPUTAV® TAPOTIOEVTAL KATWOL.

Yoyvég avem@ounteg evépysieg (unopel va ennpedoovy £0g 1 otovg 10 acbeveic):

U1 QUGLOAOYIKE OTOTEAEGHATO EEETAGEMY NTATOG

Siappoia

TOVOKEPAAOG

e€avOnuata (cupmepiappoavopévon daedpwv 80V eEavinuata, PA. TapaKIT® 6TIC
TAPAYPAPOVG <Oyl GVYVESH KO COTTAVIEC)

voavtio

avénomn Tov CLUTTENATOV TG apdpitidog

TOTKN B10YK®OGT AOY® KATOKPATNONG VYPOV 6TOoVG 16T00G (01 o)
Can

dvokolio otV avomvon

KVNopOG (paryovpa)

ndvog ota dkpa, TOVog o€ poeg/apbphoeig

konmon (advvopio)

'Oy ovyvég avemBOunTeS evépyereg (Lmopei va emnpedoovy émc 1 otoug 100acbeveic):

pel®UEVT Opeén, odlayn ota enineda cakydpov aipatog (31ofNTng) Tov 0Toiov VO CUUTTMO
umopei va givar veepfoiikn diya, avénuéva enineda Mmidiov aipatog, adénon copoTicon
Bépoug

OTMAELN EPMTIKNG EMBLinG

dvckoria Hvov, VIIVNAia

ap®dio, popunkioon, petwpévn | cAlowwuévn aicnon (vroucHnoia, nuimdpeon 1
napaodnoia), cAlowwpévn aicOnon yevong, petwpévn aicbnon doeppnong (voopior)

un evctoroywd HKT', axoavovietog 1 ypryopog kapdiakoc TaApds, aicOnua maAuoy
(tayomaipia)

eEqyelg N epubpioom (.. KOKKIVIGHO TOV TPOGMTOV 1) TOV 0LYEVA), GLENUEVT 0PTNPLOKT TTiEST,
atpoppayio (cpoppayia, mapatnpeitar pdévo oe acbeveic mov maipvouv ynueobepaneio yia
droToporyég TOv aipoTog)

Byac, dvcpopia 610 6THOOG 1| TOVOC, PAEYHOVH TV PWVIKGOV d10dwV kat / 1} Tov Adpuyya
(AoUDEEIC TOV AVOTEPOL AVOTVELGTIKOV), Bpoyyitida, AOUDEEIC TOV KOTMTEPOL OVOTVEVGTIKOD
Enpootoptia, kKoakdg TOvog/dvopopia 1) 0épla, Ave KOIAOKOG TOVOC, KADGOG
oToUAyov/duoTEYia, SVOKOIALOTNTO, TO GUYVEC KEVDGELS, ELETOG, SVGPOPIN GTOLUAYOV
KVNOUMOESG eEAVON LA, KVIO®OT), PAEYLOVT], SUGYPOUATIGUOS TOV SEPUATOG, KPEG KOKKIVEG 1)
HoP knAideg oto dépua, KPEG eMImEdEs KOKKIVES KNASEG 0TO dEPLM, KOKKIVI TEPLOYT GTO
S€paL TOV KOADTTETON pLE LKpd cuppéovta eEoykdpata, e&avOnpa, meployés pufpoTnTag Kot
KNALdeg 670 6Eppa, QLENUEVT] EPIdPWOT, EPIdP®OT TN VOYTO, OA®TEKIN, KOKKIVIGHO TOV
déppartog (ephnua), yopioon, Exlepa, GAAOL TOTOV SEPUOTOAOYIKEG KOTUOTAGELG

Wikég Kpdpmeg, pikn advvapia, Bulaxitida 1 apbpitda (reypovh apbpdoewv cuvindmg
oVVodeLdUEVT amtd TOVOo, dtoyKmon H/kot Suokapyia), TOVog 6T TAATH, HVIKOG 6TacuUdS, LVIKN
Ko/ otig apfpdoelg dvokapyio

aipa oTo 00pa, U1 PLOLOAOYIKH oLV 00PN, 1N PVGIOAOYIKEG eEgTaoEIS 0VP®V (OWENUEVO
EMIMEDO MPOTEIVAOV GTO 0VPO), UEIDMON GTNV IKAVOTNTO TOV VEPPDY VO AELTOVPYOVV KAVOVIKA,
Aoip®én Tov OVPOTOMTIKOY GLGTNLLATOG
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TOVoC 6To Bdpaxa, Suseopico 6To Hdpaka.

Aibot ot xoAndodyo kbotn N 6710 YoANdOY0 TOPO (Yorolbioon)

avénon tov emmEdov diEyepong g Bupeoegldovc oppdvng (TSH)oto aipa

aAlayéc oTic eE€TAGELC OplOTOg 1 6TV TOGOTITA TOV ALOGPApimV 1) TV caponetorMmv (un
QUGLOAOYIKG amOTEAECUOTO EEETAGEMV Oi|LOTOC)

TETPEG OTA VEQPAL

GTUTIKEG SLOKOMEG

petouévn Aettovpyio Tov Bupeoedoic adéva

0aupoc 6paong, uetaforn g 6pacNC

euPoéc ota ovtid

KaToppon

eEEAKMON TOL GTOUATOG

(QAEYLOVT] GTO TAYKPEAS: GUVION CVUATOHOTO EIVOL 0 KOIAOKOG TOVOG, VAVTIO Kot EUETOG
évtovn embopia yio ovpnon

mOVOG

adlabeoia

avénuévo INR

UOAOTES

npn&uo ota xeiln (010ykwon yeMmv)

Yravieg avemOOuntes evépyeieg (umopei va ennpedoovy émg 1 otovg 1.000008eveic) sivar:

poikn BAAPT, o KOTACTOOT 1) OO0 O GTAVIEC TEPITTOCELG UToPEl va tvar cofapn. Mropel
VO TPOKOAECEL PUTKA TPOoANaTa Kot taitepa, av TV idlo otiypn, acbdveste adiabecio
€yete vynAn Beppokpacio propei va £yl TpokAnOel amd pun VoIOAOYIKN PViKT PAGPN.
Emkowoviote pe tov yiotpd oag apéomg ov acbavieite poikod ndvo, evacdnacia, 1 advvapia.
coPapd oidnua TV Pabdtepv GTIBAdMVY TOV dEPUATOC, 1W1iTEP YOP® A0 TA LATLO, TO,
YEVWITIKG OpYavaL, TIG AKPES YEIPES, TOVG AKpOLG TOOEG 1 TN YADGGO, pE Thavh Eapvikn
dvckoMMa 6TV avamvon

VYNAO TLPETO GE GUVILACUO UE dEPUATIKO eEAVON U OTT™G TNG TLOPAS, SLOYKOUEVOVG
Aeppadéveg, S10YKmomn NIatog, NTotitida (Emg Kol NIATIKe averdpKela), avénon tov aptfpond
TOV AEUPOKVTTAP®OV 6TO aipa (AEVKOKVTTAP®GT, LE 1| Y®Pig nwswopiiia)

Spopav popemv eEovBnuota (T.y. pue Aevkég KNAIdES, Le POVOKAAES, e POVOKALEG TTOV
TEPLEYOVY THOV, UE AMOAETION TOV dEPUATOS, eEAVONO OTTmG TNG AaPAg), ekTeTapuévo ephbnua,
VEKPMOOT], KOl TOUPOAVYDING OTOKOAANOT| TNG EMSEPUISNS KOl TV PAEVVOYOVOV LEPPPAVDV, LE
anotélecpa TNV amolémion kat mhoavh onyn (chvdpopo Steven-JohnsofibEikn emdeppukn
vEKPOALON)

veLPIKOTNTO

aicOnpa diyog

ueimon Bapovg, avénuévn opeln, aveéleyktn anmieio Opeéng (avopeia)

acvvifeTta yapnAd oooeaipia (Aevkd 1 epuOpd alpoceaipia)

aAlayéc M pelmomn TG TocOTNTOG TOV 0VPMV TOL OPEIAETAL O PAEYHOVH 0T0, VEQPQ (d1dpeon
COANVOPLOKT] VEQPITION)

@Agypovn tov Aratog (Nratitida)

Kitpiviopa tov déppoartog (iktepoc)

AOUDEEIGTNG 0VPOSGYOV KHGTNG

nrotiky PAGLN

aVENUEVA EMIMEDD TN KPEUTIVIKNG POGPOKIVAONG 670 aipo (§vag dsiktng poikng PAGSNG)
a1pvidlog Kopdokog Bévatog

YOUNAGC apBuds epuBpdv apoceotpiov (ovarpior)

KatdOAym

dlaTopoyr VIVOL

ammAEln TNG aioBnong g yevong

aicOnpa kavoov

tAtyyog

KUKAOPOPIKT| OVETAPKELDL
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. Aoilpwén tov mvevpova (Tvevpovia)

. TANYEG OTO GTOO, PAEYLLOVT] TOV GTOUATOC
. YOOTPEVTEPIKN d1dTpnon

. GUVOPOUO GTPOPIKOV TETAAOV

. PEVUATIKT] TOAVPVOA YO

. aicOnua/aicOnon (éotng
. Eapvikn andlela 6paong AOY® andepoing piag aptnpiog 6To Latt

Ava@opd avemBuunToV evepyELOV

Edv napatnprcete kamoio avemBOunTn VEPYELX, EVILEPDGTE TOV YIOTPO 1) TOV POPHAKOTOLO GOG. AVTd
1oyvEL Kot Yo KAOe mhovn avemBOuN T EVEPYELN TOV SEV AVAPEPETAL GTO TOPOY PVALO 0dTYL®DV YPNOTG.
Mropeite eniong vo avaeépete avembounteg evépyeleg omevbeiog, péocm tov €BviKod GLOTAUOTOG
avaQopag mov avaypapetol oto [apdpmua V. Mécm g avagopds avemfOunToVv eVEPYEIDV UTOpEiTE
vo Bonbncete 61N GLAAOYN TEPIGCOTEP®V TANPOPOPLDOV GYETIKA WE TNV OCOAAELNL TOV TOPOVTOG
Qapudrov.

5. g ve pvidaccete To Febuxostat Viatris

To @appako ovtd TPETEL VO PUAACCETAL GE PEPT] TOV gV TO PAETOVV Kot Ogv TO POAVOLV T TOIIA.
Na pn ypnoiponoteite avtd 10 PAPUOKO LETE TNV NUEpOUNVic ANENG OV AVAPEPETAL GTI GLGKEVOGTOL
ueta ™ AHEH/ EXP.H nuepounvia AMéng sivon n televtaio nUéPA TOL UAVO, TOV OVOPEPETOL EKEL.
INo 116 uideg, petd 1o mpmTo dvotypa, ypnotponoteite eviog 180nuepdv.

To @appakevtikd ovtd TPoidy dev amartel Woitepeg cuvOnKeg PUAAENS.

Mnv metdte edppoKo 6To vepd NG AmoYETELONG 1 OTA OIKLOKA omoppipparta. Potiote tov
(QOPUOKOTOLO GOG Y10l TO MG VO TETAEETE TOL PAPLOKO TOL OEV YPTCLUOTOIEITE Tl AVTA TO, LETPOL Ot
BonBncovv otV Tpoctacia tov TepPaiiovtog.

6. Iepreydpeva TG GLOKEVAGLOG KO AOUTEG TANPOPOPiES
T wgpiéyel to Febuxostat Viatris
H dpaoctikn ovoia givar 1 pefovéoatdatn. Kabe diokio mepiéyxer 80 mgn 120 mgeefovéootdng.

Ta dAAo cvotatika sival:

ITvprivoag Sroxiov: Aaxtoln (PAéne napdypago 2, «To Febuxostat Viatrigepiéyer Aaktoln»),
LKPOKPVOTOAAIKT KUTTOPIVT, GTEATIKO LayVIG10, VOPOEVTPOTVAOKVTTAPIVI, VOTPLOUYOG
KPOOKAPHEALOLT, EVOOATOUEVO KOALOEIDEG TLPITIO, AVDOPO KOALOEWEG TTVPITIO, KPOGTORIdOVN Kol
TaAKT).

Emixdloyn droxiov: vrpopelholn, 610&eidio tov titaviov (E171),010viokvttopivy, kitpvo 0&gidio tov
onpov (E172),tproketivn ko péhav 0&gidio tov owdnpov (E172).

Epgavion tov Febuxostat Viatris kol wepieyopeva g cvekevaciog

Ta emkoloppéva pe Aemtd vuévio diokio Febuxostat Viatrisivat kitpva, apgikvpta diokio o€ oynua
koyakiov. Ta diokioa 80 mgeépovv tnv emonpaven «M» ot pio TAeLPd Kot TV emtonpoven «FX3»
otV dAAn. Ta diokia 120 mgeépovy v emtonuaven «M» Gt pio TAEVPA KOl TV ETICTLLOVOT
«FX4» oV aAAn.

To emkodoppéva pe Aentd vuévio diokio Febuxostat Viatris 80 migr 120 mgdatifevtar o
OLOKELOOIES KVYEADV TToV TtepEyovv 14, 28, 4Zan 84 diokia, NUEPOAOYIOKES GVOKELOGIES KOYEADV
7ov mepEyovv 28 kan 84 diokin Kot SLUTPNTEG CLCKEVAGIEC KVWEADY LOVAI®V OOCT|G TTOL TTEPLEYOLY
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28 x 15wo0Kio Ko 68 TOAVOKELOOIES TV 84 EMKAAVUUEVOV e AETTO VUEVIO JIGKIWOV TOV
amoTEAOVVTOL ATd 2 KOLTLA, TO KoOEVa TEPIEXEL 42 EMKOAVUUEVD PE AETTO DUEVIO SLoKid.

To emkaivppévo pe Aemto vuévio diokio Febuxostat Viatris 80 mgn 120 mgdiatibevion og TAaoTikég
@Laheg mov meptEyovv 28 kan 84 diokia.

Mmropet va pmv KukAo@opovv OAEG 01 GUGKELUGIES.

Kaértoyog Adsrog Kvkhogopiog ko IMapackevaotiig

Katoyog Adsrog Kvkhogopiag
Viatris Limited

Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Iphovdia

HopoockevacTiig
Mylan Hungary Kift
Mylan utca 1
H-2900 Koméarom
Ovyyopia

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstras
Bad Homburg v. d. Hoehe

Hessen, 61352,

Teppavia

IMo onowdnmote TANPOPOpPio GYETIKA [E TO TAPOV PUPHAKEVTIKO TPOTOV, TAPAKAAEIGTE VOl
amevBuvbeite otov TomiKo avtitpdsmmo tov Katdyov tng Adsiog Kuhopopiag.

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bouarapus Luxembourg/Luxemburg

Buatpuc EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceské republika Magyarorszag

Viatris CZ s.r.o.
Tel: +420 222 004 400

Danmark

Viatris ApS

TIf: +45 28 11 69 32
Deutschland

Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
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Viatris Healthcare Kift.
Tel.: + 36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 356 21 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge



Viatris OU
Tel: + 372 6363 052

EMLada
Viatris Hellas Ltd
TnA: +30 210 993 6410

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: +33 4 37 25 75 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris S.r.|
Tel: + 39 (0) 2 612 46921

Kvnpog

CPO Pharmaceuticals Limitdthi: +357

22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Sp. z 0.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8 630 19 00

To mapév pvArro 00N LAV YpiioNc avade®pOnke Yo TELEVTAIO POPA OTIS

AlLec T YEG TAPOPOPLAV
Aentopepeic mAnpoeopies Yo 10 PAppoKo avTod givor dlabéoipeg oto diktvako tomo Tov Evpmmaikon
Opyavicpov Papudkev http://www.ema.europa.eu.
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