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IEPIAHYH TON XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Xelevia 25 mg emuaAvppéva pe Aentd vpévio diokia

Xelevia 50 mg emkaAivppéva pe Aento vuévio diokia
Xelevia 100 mg emucoivppéva pe Aentd vUEVIO dloKio

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Xelevia 25 mg smkoivpuéva pe Aemtd vuévio dickio
Kabe diokio mepi€yetl Lovoidpikn pmSPOPIKT GLTayAmtivr, 10000vaun Pe 25 mg GrtoyMaTivig.

Xelevia 50 mg emkaivppéva pe Aentd vuévio diokia
Kabe diokio mepiéyetl povoidpikn @mc@opikn oltayAmtiv, 1wodbvoun pe 50 mg crroyMativing.

Xelevia 100 mg smikolvpuéva pe Aemtd vuévio diokia
Kabe diokio mepiéyetl povobidpikn poceopikn crtayArtivr, ioodvvaun pe 100 mg orroylmtivig.

T Tov A pn Katdhoyo tav exddywv, BA. mapdypago 6.1.

3. ®PAPMAKOTEXNIKH MOP®H
Emwcaioppévo pe Aemto vuévio diokio (S1okio).

Xelevia 25 mg emkaivppéva pe Aentd vuévio dlokia
21poyyvAd, pol emkaAVUUEVO e AeTTO VUEVIO O1okio pe TV £vdeltn <2217 ot pia mTAgvpd.

Xelevia 50 mg emkoAivppéva pe Aewtd vuévio dickia
2TpoyyLAd, avoryto umel emKOAVUUEVO e AETTO LUEVIO dtokio pe v évoelén “112” ot pio TAgvpd.

Xelevia 100 mg emkoioppéva e AemTo VUEVIO doKia
21poyyvAd, pumel emkaAvppévo e AEmTO vUEVIO O1okio pe TV €vdeldn “277” ot pia mAgvpd.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTiKEg EVOEiEelg

e evilikeg acleveic pe cokyapndn dafnn tomov 2, 1o Xelevia evdeikvutarl yia T PeAtioon Tov
YAVKOUUIKOD EAEYYOL:

¢ povobepameio:

o o€ acbevelg oL dev EAEYXOVTOL EMOPKMS LE SlOLTA Kol AOKTGN LOVOV KO Y10 TOVG OTTOToVE 1)
UETQOPLIVN OeV elval KATAAANAN AOY® ovTeVOEiEEmV 1| UN AVEKTIKOTITAG.

®G SUTAN Ao TOV GTOUATOG YOPNYOLLEVT Bepamein G CLUVOVAGUO LLE:

. peteoppivn otav 1 dlatta kot 1 doknon pali pe HETPOPIvI UOVO dEV TAPEXOVV ETOPKN
YAVKOUUIKO EAEYYO.

o pio sovkpovorovpia 6tav 1 dlaita Kot 1 doknon pall pe TNV HEYIOTN aveKT 00T LOG
GOVLAPOVVLAOVPIOG LOVO dEV TAPEXOVY ETAPKT YAVKOLLKO EAEYYO KOt OTav 1) LETPOPLLIvT Ogv
glvol KatdAAnAn, Adym avtevoeifemvy 1 un aveKTIKOTNTAG.



o évav gvepyomompévo vodoyéa tov yapo (PPARY) ayoviot) mov endysl Tov TOAAATAAGIOGUO
TV vrepolelcopdtov (m.y. pio 0eialoidvediovn), 6tav n xpnon evog PPARy ayoviot) sivat
KATOAANAN Kot Otav 1 dlorta ka1 doknomn pali pe tov PPARY ayovioty povo dev mapéyovv
EMOPKT YAVKOUIKO EXEYYO.

®G TPUTAN amd TOL GTOLNTOG XOPTYOVLEVT Bepameio oe GLUVOIVOCUO LLE:

. pia covdpovuiovpia Kot pet@opuivny 6tav 1 dlotto Ko 1 doknon poli pe  durin Bepaneio pe
VT TOL POPUAKEVTIKE TPOTOVTO OEV TAPEYOVY EMOPKT YAVKOLUKO EAEYYO.

. évav PPARY ayoviot] Kot petgoppivn, 0tav 1 ypron evoc PPARY aywviet etvat KatdAinin
Kol 0Tav 1 dlowta kot 1 doknon pali pe  dumAn Oepameio e aVTA TO POPUOKEVLTIKA TPOIOVTOL
Ogv TAPEYOLV ETOPKN YAVKALLIKO EAEYYO.

To Xelevia gvdeikvutal emiong g tpootfépevn Bepaneio oV voovAivn (Ue N xopig peteopuivn),
otav n dlouta ka1 doknon poll pe otabepn 600m oovAivig dev TapEYoLV ETAPKT| YAVKALULIKO
é\eyyo.

4.2  Aocoioyio Kol TPOTOS YOPIYNONS

Aocoloyia
H 860 givar 100 mg ortayintivng anaé nuepnoiong. Otav ypnoiLonoleitol 6 cuVOVAGUO e

petpopuivny kavn PPARy ayoviet, 1 d6omn ¢ petpopuivig kar/n tov PPARy ayoviot) Ba tpémet va
Sdwtnpeital, kKot 1o Xelevia va cuyyopnyeitat.

Orav 10 Xelevia ypnoyonoteitan 6€ GLVILAGUO LLE Pidt GOVAPOVLAOLPIL 1| LE IVGOVLALVY, puropel va
e€etaobel 1o evoeydLEVO YOPYNONG LUag LIKPOTEPTS OOONG TG GOLAPOVLAOVPING T IVGOVATVIG Y1 VoL
pewmBel o kivdvvog vmoyAvkaipiog (PA. mapdypopo 4.4).

Edv mapareipel pia d6om tov Xelevia, avt Oa mpémel va Angbei apécsmg Loig o achevig 1o
BounBei. Aev Ba mpémel va AapPavetot dSumAn 666n Vv id10 NUEPAL.

Ewwcoi mAnBuopoi

Neppikn dvolertovpyio

Orav e€etaletar 10 evOgOLEVO YOPNYNONG TG CLTAYAITTIVIG G€ GLUVOVAGHO LE Vo GALO
AVTOWPNTIKO QUPLOKEVTIKO TPOidV, TPEMEL vaL EAEYXOVTAL OL GLVOTKEG TOV Yo TN ¥pNoN o€ acBeveic
LE VEPPIKT SLGAELTOVPYICL.

Mo acBeveic pe miov Pabuov veppikn duciettovpyio (pOudc orepapotikng dmdnong [GFR] > 60
£m0¢ < 90 ml/min), dev amorteital Kapio Avampocaproyn e d0omng.

INo acBeveig pe pétprov Pabpod veppikn dvciertovpyio (GFR > 45 émg < 60 ml/min), dev amoriteiton
Kapio avampooap Loy e 6ocoroyiog.

I"o acBeveig pe pérprov Pabpot veppikn dvsiertovpyia (GFR > 30 éwg < 45 ml/min), | d6om TOL
Xelevia givor 50 mg dmaé nuepncing.

INo acBeveic pe coPapov Pabduov veppikn dvciettovpyia (GFR > 15 éwg <30 ml/min) 1 pe veppiky
v660 tedkol otadiov (NNTE) (GFR < 15 ml/min), copnepthapfavopévev eKeivev yio Toug 0moiovg
amorteitan apokdBapon N Tepirovaikn dwitomn,  66on Tov Xelevia givar 25 mg draé nuepnoing. H
ay@yn umopet vo xopnynOel aveEaptnta amd Tov YPOVIKO TPOYPUUUOTICHO TG dptoKadopong.

Emedn yiveton avampocappoyn g 60omg BAcEL TG VEQPIKNG AELTOVPYING, GUVIGTATOL VO EXTILATOL )
veppikn Agttovpyia Tpv amd v Evapén g Oepameiag pe Xelevia kot KatoOTY TEPLOSIKA.



Hrartixn dvolertovpyio.

Kopia avarpocapuoyn g 66ong dev anatteital o€ acbeveic pe Nmov Eog uétpiov Padpod nratiky
dvchiertovpyia. To Xelevia dev €xer peke et oe acheveic pe coPfapov Pabupod nratiky duciettovpyio
ka1 Oa mpénel va emderyOel mpocoyn (BA. Tapdypapo 5.2).

Qc1600, 11 coPapov Pabov NTATIKY SVGAEITOLPYIO OEV OVOLEVETOL VO ETNPEAGEL TN
QOPUOKOKIVITIKT] TNG GLTAYMITIVIG KAOMDC 1) SLTayATiv omekKpiveTol KuPIoG LEG® TOV VEPPOV.

Hlkiouévor
Koapia avarpocapuoyn tng 66ong dev amaiteital pe faon tnv nikio.

Howdrotpixog tAnBoouos

H ocurraylurtivn dev Ba mpémetl va yopnyeiton o madid kou eprfovg nAikiog 10 émg 17 etdv Adyw®
QVETOPKOVG amoTeLecpatikOTToC. Ta TpdS@ata Sabéciua dedopuéva TEPLYPAPOVTAL OTIG
mapaypdeovg 4.8, 5.1 kot 5.2. H crtaylmtivny dev éxet pedetn el g madaTpikovg acheveic nikiog
Kéto Tov 10 eTdV.

Tpoémog yoprynong
To Xelevia propei va Anedei pe 1 xwpig tpoem.

4.3 Avtevocigelg

YrepevoicOnoio 6t dpacTiki ovcia 1 6€ KATOL0 0d T0 EKO0Y0 TOV OVAPEPOVTOL GTNV TAPAYPUPO
6.1 (BA. mapaypdoovg 4.4 kot 4.8).

4.4 E10wkég TPoetdomomGELS Kol TPoPuAGEeIs kKatd T ypion

levikd
To Xelevia dgv Oa mpénel va ypnoiponoteitan o€ acbeveig pe dafntn tomov 1 M Yo tn Bepameia g
Srapntikng keto&éwong.

Oéela maykpeatitidon

H ypnon avactoréwv g dimentidviikng nentiddong 4 (DPP-4) éxel cuoyetiolel pe kivouvo
avamtuéng ofelag maykpeatitidag. O acbevelg Tpémet va eviEPOVOVTAL Y10l TO YOPUKTPLOTIKO
oOUTTOUO TNG o&elog TayKpeaTiTdag: EMUEVOV, oPapd KOIMakO GAY0S. Y ToymPN o™ TG
TOYKPEOTITIONG TTOpaTPNONKE PETA TNV SloKOT TG SrtayMmtiving (Ue 1 xopig VTOOTNPIKTIKY
Oepamneia), aAAd £xovv avapepOel TOAD GTAVIEC TEPITTOGELS VEKPOTIKNG 1] QUULOPPOYIKTS
marykpeotitioag kKo 8évartog. Edv vrdpyet vroyia yio maykpeatitida, to Xelevia kot aiia mbovov
VTOTTEVOUEVO PUPHOKEVTIKA TPoidvTa TPémel va dtokomovv. Edv 1 ofela maykpeatitidn
emPeParwbei, o Xelevia dev mpénet va apyicel Eava. Oa mpémnel va divetor Tpocoyn o€ acbeveig pe
1GTOPIKO TOYKPEATITIONG,

Yroylvkouio 6Tov ¥pNOLUOTOIEITOL GE GUVOVAGUO UE AAAL OVTI-DTEPYAVKOLUIKA QOPLAKEVTIKA
mPOidvTa

Xe kKhvikég peréteg pe 1o Xelevia og povobepamneio Ko g pHéPOg G cuvovacpévng Bepaneiog pe
QOPUAKEVTIKG TPOTOVTA TTOV OEV EIVaL YVOGTO OTL TPOKOAODY VITOYAVKALUIN (7T.). LETQOPLIVY KOV
éva PPARY ayoviot), N cuyvotnTo TV TEPIMTOCEMY VTOYAVKUUING TTOL avapépOnKe pe
OLTAYMITTIVI] fTAY TOPOUOLL LUE TN cuyvoTtnTa o€ acBeveic mov Elafav eikovikd PAPLOKO.
Yroylvkaipio topatnpnonke dtav 1 crtayAMativn ¥pnoiuomomonke € GuVILAGUO LLE VGOVAIVN ) e
pio sovApovorovpia. I't' avtd, yio va peiwbel o kivovvog g vmoyivkopiog uropei va e€etacei to
EVOEYOLEVO YOPNYNOTNG LOG IKPOTEPTS OO G GOVAPOVVAOLPiaG 1 tvoovAivig (BA. Tapdypapo 4.2).

Neppikn dvciettovpyia
H ocrtaylmtiv arexkpivetar amd toug veepovg. [lpokeipévon va enttenyfodv GuYKEVTPMOGELS TNG
OLTOYMITIVIG GTO TAAGLO TOPOLOLES LE AVTEG TV ACHEVAOV [Le PUGLOAOYIKT VEQPPIKT AELTOLPYiaL,




oLVIeTOVTOL PIKPOTEPEG 00G¢ELG o8 aobeveic pe GFR < 45 ml/min, kabag eniong oe aceveic pe NNTZ
Y10 TOLG 0ToioVG amatteital apokabopon N meptrovaiky dwilon (PA. mapaypdaeovg 4.2 kat 5.2).

Orav e€etaletar 10 evOgOLEVO YOPTYNONG TG CLTAYAITTIVIG G€ GLUVOVAGHO LE Eva GALO
ovTIONTIKO POPUOKEVTIKO TPOIOV, TPETEL VO, EAEYYOVTOL Ol GLUVOTKEC TOV Y1a TN PO 6€ 0eOeVEiC
LE VEPPIKT SLGAELTOVPYIOL.

Avtidpdceig vrepevoicinciog

"Eyovv yivelr avapopéc, petd tnv kukiopopia Tov @apudkov yio coPapéc avidpioslg
vrepevatcnociog oe aobeveic mov EhaPav Oepaneia pe orraymtivn. AVTég Ol AvTIOPACELG
ovumepthappavovv avapuiaio, oyyel00idnua, Kot amoPoMOOTIKEG OEPUATIKES OVTIOPACELG
ovumeptlappavopévou tov cuvopouov Stevens-Johnson. H eppdvion avtdv tov avidpacewy £yve
EVTOG TOV TPOTOV 3 UNvav HeTd v évapén g Bepaneiag, e optopéves avapopég Tov eppavifovral
petd tnv mpmtn 060m. Edv vrortevbeite pia avtidpaon vaepevarctnoiog, To Xelevia apénet va
drakomel. Alheg mBavEg artieg Yo To cLUPAvIpEnet vo ekTUNBo0V Kot va EEKIVIGEL EVOAAIKTIKT
Oepameio yio tov dafnn.

Hoppoivymdeg TepOIyoeldég

"Exovv vrdpéet avapopés TORPOAVYMDOOVE TEUPLYOED0VE LETE TV KUKAOQOPIQ TOL PAPLLAKOV CE
acBeveig mov AdpPovay avactodreic g DPP-4, cupmepirappavouévng g ortayimtivng. Edv vdpyet
VIOYiO Y10l TOUPOALYDIEG TEUPLYOELDES, TO Xelevia o Tpémel va S1aKOTTETAL.

Ndazpro
To @appokevTikd ovtd TPOidV TEPE el Ayotepo and 1 mmol vatpiov (23 mg) avd dickio, eivar ovtd
oV ovoudlovpe oLoOTIKA «ehevBepo vaTpiovy.

4.5 Aliemopdosic pe GAAo QUPRIKEVTIKG TPOIOVTO KO AALES HOPPEG IAANAETIOPAOG
Emidpdosic GAA®V QOPUOKEVTIKOV TPOIOVTOV 0T GLTaYMRTIVY

Ta KAMvikd 6TotyEln TOL OVAPEPOVTAL TUPUKAT® VITOSTNPILOVY OTL 0 KIVOLVOG KAVIKG, GTLOVTIKOV
OAANAETIOPAGEWDV [E TNV GLYYOPNYNOT POPUOKEVTIKMY TPOTOVTMOV ivol piKpoC.

Meléteg in vitro £6e1&ov 0TL TO TPpOTAPYLKO £viLO OV gival LTELHLVO Y10 TOV TEPLOPICUEVO
petaforiopd g ortayirtiving givar to CYP3A4 pe ) ovuPorn tov CYP2CS. Xe acbeveig pe
(ULOIOAOYIKT] VEPPIKT AgLTovpyia, 0 LETAPOMOUOG, cuumepAapfoavopévon autol pésm tov CYP3A4,
nailel povo €va pikpo poro oty kabapon g crtayiumtivng. O petafolopog umopel va mailet Evav
7O GNUAVTIKO POAO GTNV OOPOAN TNG CLITAYATTIVIIG TNV KOTAGTACT GOPapnG VEPPIKNG
dvodettovpyiog N veppikng vocov teAtkobd otadiov (NNTE). I't' avtd to Adyo, eivar duvatdv 1oyvpoi
CYP3A4 avaotoreig (m.y. ketokovaloin, itpakovaloin, prrovafipn, KhapiBpopvkivn) va propovv va
OAAGEOLY TNV QUPLOKOKIVNTIKN TNG CITOyAMTTivG o€ aoBgveig pe coPapn veppikn duciettovpyia 1
NNTZ. H enidpacn tov woyvpdv avactorémv tov CYP3A4 ota mhaicia tng veppikng SueAettovpyiog
dev &yel a&loroynBel og KAvikn pedérn.

Meléteg uetapopdc in vitro £6€1EAV OTL 1) GLTAYALTTIVY £IVOL VTTOGTPOUN TNG P-YAVKOTPMTEIVNG Kol
TOV peTapopéa-3 opyavikov aviovrog (OAT3). H petapopd g ortayurtivig pécsm tov OAT3
aveoTdAn in vitro and v mpoPevesion, porovott Bewpeitan 6TL 0 KIVOLVOG TOV KAVIKA OTLLOVTIKOV
aAAnAemidpacewv eivor pikpdc. Tavtdypovn yoprynon tov OAT3 avactoréwv dev Exel a&loloynOei
in vivo.

Merpopuivy: H cuyyopfiynon moAlamAdy d66Emv 300 popég nuepncing 1.000 mg peteopuiving pe
50 mg crrayAmtivng 0V TPOTOTOINGE GNUAVTIKA TN QOPUUKOKIVITIKN TNG SLTayMaTivig o€ acOeveic
pe dwaprtn tomov 2.

Kvrloomopivy: Mio pehétn dte€nqydn yo v extipnon g enidpacng tng KVKAOGTOPivNg, EVOC
1GYLPOV AVUGTOAEN, TG P-YAVKOTPMOTEIVIG, TN POPUOKOKIVITIKY TG ortayMmtivne. H cuyyoprynon
piog epdnag and Tov otopatog 66ong 100 mg crraylrtiving kot piog epAmas amd Tov 6TOHITOS dOOTG
600 mg xvkAoomopivng avénce v AUC kat ) Crax TG oltoyAmtivig mepimov kotd 29% kot 68%



avtiotorya. Ot petaforég anTEC 0N QUPLOKOKIVNTIKN TNG ortoyAutivig dev BempnOnkoay oti gival
KAk onpavtikée. H veppikn kabapon g ortayMmtivng 6ev petafAndnke onuovtikd. Zuvenme, oV
OVOPEVOVTOL CNUOVTIKEG OAANAETIOPACELS e AAAOVG VOGTOAEIS TNG P-YAVKOTPOTEIVIG.

Emdpboeig g ortayMrtivg o ALD QOPUOKEVTIKE TPOidvTa

Aryolivy: H ourtayMmtivn iye pikpn enidpaon oTig CLYKEVIPAGELS TG dtyo&ivng oto mAdoua. Metd
amd yoprynon 0,25 mg dryo&ivng tavtdypova pe 100 mg orraylmtivig nuepnciog ent 10 nuépeg, n
AUC 11 d1yo&ivng oto mAdopa avénonke katd péco 0po katd 11 % ka1 Crax 6T0 TAAGHLO KOTA
uéco 6po kotd 18 %. Ag cuvieTATOL TPOGAPUOYT THG dOGNS TG dtyosivig. Qotdc0, ot acbeveic o
kivduvo To&uotnTog amod T Sryo&ivn mpémel va TapakoAovBobvtal GYETIKA He ovTd OTaV M
orTayAmTivn Kot 1) 0tyo&ivr yopnyovvTal TanTO POV

Yroyeia in vitro vtoopifovv 6tTL N ortayAurtiv dev avactéALeL ovte endyel Ta 1loévivpa CYP450.
Y& KAMVIKEG PHEAETEG, M olrTayAuTTiv) 08V TPOTOTOINGE GNUAVTIKA TN QOPUOKOKIVITIKNY TNG
petpopuivng, g yAvBouvpidng, g opPactativng, tg postyMtalovng, g Bapeapivig | ToV amd
TOV GTOUOTOS OVIIGVAANTITIK®V, TAPEXOVTOS i77 VIvo TEKUNPLMON Yot KPT] SUVATOTNTO TPOKANGNG
aAAnAemidpacewv pe vrootpmdpata tov CYP3A4, CYP2C8, CYP2C9 kot opyavikd KaTIovViKO
petagopéa (OCT). H crrayAntivn propet va gival €vag fmog avacsTorEns TG p-YAVKOTPOTEIVNG in
vivo.

4.6 Tovipotra, KONON KO Yorovyio

KinonAegv vdpyovv enapkn ototyeio yio m xpnomn g ortaylumtivig oe £yKveg yovaikeg. Meléteg og
(o, kaTéder&av ToEIKOTNTO GTNV AVOTAPAYOYIKT IKOVOTNTO 68 VYNAEG dOaels (BAére mapdypapo
5.3). O evdgyduevog kivduvog yia tov avBpomo givar dyvmotog. Adym g EAletyng dedopévov 6e
avOpomovg, To Xelevia dgv TPEMEL VoL YPNGILOTOLEITOL KATA TN SLAPKELN TNG EYKVLLOGVVTG.

OnAaopog
Eivotl dyveooto av 1 crtoyMmtivn anekkpivetal 6to avOpodmvo untpikd yara. Meiétec oe (ma

Kkatéoer&ay Ot 1 orraylmtiv anekkpivetol ato untpikod yaia. To Xelevia dev mpémet va
YPTOULOTOLEITAL KAT TN J1APKELD TOV ONAacuoD.

Tovipoétnto
Agdopéva and {ma dev vrootnpilovv kdmon enidpacn g Oepaneiog pe ortayAntivn otny

YOVILOTNTA 0PCEVIK®V Kol OnAvkdv. Agdopéva yia tov dvBpmmo dev vIdpyoLV.
4.7 Emdpacsig 6TV IKEvVOTNTA 00171161 KOL {EPLOROD UYOVI|LaTOV

To Xelevia dgv &gt kapio 1 g€l aoUAVTn EXIOPAGT] GTNV IKAVOTNTA 0YNONG KAl XEPIGLOV
unyovnudtov. Qotdc0o, KoTd TV 00Myno”n 1 T xpRon UNYavnuatev, Tpénet va Aappdvetot v oy
ot &yovv avaeepbei (oAn kol vTvnda.

Emm\éov, o1 acBeveic mpémel va givar o€ gypNyopon GYETIKA e TOV Kivouvo vroyAvkopiog étav 1o
Xelevia yopnyeital 6€ GUVOVAGUO LE Hiot GOVAPOVLAOLPIC 1] LE IVGOLALVY.

4.8 AvemBOunteg evépyereg

2VVORTIKO TPOPIA AGQAAELNG

"Exovv avaeepbel coPapic avembBounteg evépyetec, CuUTEPILOUPOVOUEVOV TOYKPEATITIONG KOl
avTdpdoemv vrepevacnoiag. ‘Eyel avapepbel vroyAvkoiio 6 cuvoLAGHO e covApovurovpia (4,7
%-13,8 %) ka1 voovrivn (9,6 %) (BAére mapdypago 4.4).

AvemBOunTEC EVEPYEIEG TTOV OVALPEPOVTOL GTOV TVOKQL

Avapépovion mapakdto (otov [ivaka 1), avd katnyopia opyovikod GLGTAATOS KOl GUYVOTNTO Ol
avemBounteg evépyetec. H ouyvotnta epepdviong éxetl opiobei wg: mohd cuyvég (= 1/10), cuyvég

(= 1/100 éag < 1/10), oyt ovyvés (= 1/1.000 émg < 1/100), ombvieg (= 1/10.000, £wc < 1/1.000), moAd
onavieg (< 1/10.000) ko un yvootég (dev umopolv va ektiunovv pe Bacn ta dabéoia dedouéva).




Iivaxoeg 1. H cuoyvétnTo TOV AVETIOOUNTOV EVEPYELOV TOV TUVTOTOMONKAY 06 TIC EAEYYONEVES
LE EIKOVIKG QAPROKO KMVIKEG PEAETES HOVOOEPOTTELNG GLTAYMATIVIIG KOL TV EUTEPIQ PETE TNV

KuKAoQopio

AvemBOuntn gvépysra

ToyvotnTa TG avemOounTng evépysiog

AWTopoy£S TOV GROTOUTIKOV KOl TOV AEPOLKOD
CULOTHOTOG

OpouPorevia Xrdvio
AWTapay£S TOL GVOGOTOUTIKOY GUGTIOTOS

avTOpAcelg vepeLaGONGiag, cuumepAapfavouévoy Mn yvooti cuyvotnta
TOV AVOPLAOKTIKOV avTidpboenv”f

Awtoapayéc Tov petofolopov Kot g 0péyng

vroylvkauio Zuyvi
AWTopoy£S TOV VELPIKOD GLGTIIATOG

KEQOAOAYiO oy

Caan Oy ouyvm
AWTopayES TOV AVUTVEVGTIKOV GUGTIILOTOS, TOV

0OpuKa KoL TOV HEGOOMPAKIOV

31GE6T TVELLOVIKY VOGOC Mn yvooT) cuyvotnTa
AwTapoy£c TOL YOOTPEVTEPIKOV

dvokototnTo Oy ouyvn
guetoc” Mn yvoot) cuyvotnto
otela maykpeatitida Mn yvoot cuyvotta
Bavoatneopog kot pun-Bavatedpog atpoppaytkn Kot Mn yvoot cuyvotnto
veKpOTIKY Taykpeotitido

AWTopay£S TOV OEPUATOS KO TOV VTOOOPLOV LGTOV

Kvnopoc* Oyt ouyvn
ayysooidnua’f Mn yvoot) cuyvotnto
gEqvOmua”f Mn yvooti cuyvotnta
kvidwon " Mn yvoot) cuyvotnto
depuoticr] ayystitido”t Mn yvooti cuyvotnTa
UTOPOMOMTIKEC SEPUOTIKEG KUTOGTAGELG Mn yvooT cuyvoTnTO
ocoumeptiapovopévov Tov cuvopopoL Stevens-

Johnson '

TOUPOAYDIEG TEUPTYOEISES Mn yvooti cuyvotnta
AWTOpoyES TOV HVOGKELETIKOY GUGTI|LOTOS KL TOV

GUVOETIKOV 16TOV

apOparyia” Mn yvoot cuyvotta
poaiyio” Mn yvoot cuxvotta
oc@uolyia” Mn yvooT cuyvotnta
apOpomddsia” Mn yvoaoti cuyvotnta
AWTOPOYES TOV VEQPAV KL TOV 0VPOPOP @V 00DV

emnpeacuévn veepikt Aettovpyio Mn yvooT GUYvVOTNTO
o&gio VEQPIKY avemapKeL Mn yvooti) cuyvotnta




* AvemO0pnTeg evépyEieg mov TavTomow|ONKay KoTd TNV Tapakolovdnon Letd Ty KukAopopia
TBA. mopdypago 4.4.
BA. mapakéto thv Kapdiayysioxn Medétn Acedieiag TECOS

Ieprypaon emieypévaov avemBOunNT®V EVEPYELDV

Emmpdcheta tov avemBountov evepyeidv mov oyetilovTaol Le T0 QAPUOKO KOl avapEPOVTOL
TOPOTAVE®, 0L OVETIOVUNTEG EVEPYELES TOV avOQEPONKAY, OVEENPTITMG OLTIOAOYIKNG GUGYETIONG LIE TO
QAPLLOKO, KOl TTOV TOPOVCLAGHN KOV TOVAAYIGTOV 6T0 5 % Kot Tlo Guyva o€ acheveic Tov Ehafov
ortayMmtivn, mepthappovay Loipnmén Tov avATEPOV OVOTVEVGTIKOD GLGTHLOTOG KOl PLVOQAPLYYITIOA.
Emmiéov avemBounteg evépyeteg avapépnkay aveEapTnTOg AITIOAOYIKTG GUCYETIONG LLE TO
@aploKo, Tov gpeavicdnkav cuyvotepa oe acbeveic mov AduPavay Oepaneio pe crrayiurtivn (dgv
¢pBaoav ta enimeda tov 5 %, aAld gpeavicOnkav pe cuxvotta > 0,5 % peyolvtepn pe
OLTOyAMITTIVI] amd OTL e TNV OpLado. EAEYYOV) Kot TepAGpPavay oateoapOpitida Kot Tdvo Gt AKpa.

Opiopéveg avemBOunTeg evépyeleg TopatnPHONKayV cuYvOTEPE GE UEAETEC GUVOVAGTIKNG XPNONG TNG
OLTOYAMATIVIG HE GAAD OVTL-O1NTIKG QUPUOKEVTIKA TPOIOVTA, amd O, TL 6€ HEAETEC Lovobepameiog e
ortayMmtivn. Avtéc mepiddpfavay vroyilvkaipio (GuyvoTnTa TOAD GLUYVH UE TO CLVOVACUO
GOVAPOVLAOLPIAG Kot LETPOPUIVIG), YPimn (cuyvi He tvGoLAivn (e I Yopig HeET@Opivn)), VauTia Kot
£ueto (ouyvi 1E HETQOPUIVN), LETEMPIOHO (cLYVN UE HETPopivi 7| ToyAtalovn)), SOVGKOIALOTITA
(ovyvn LEe TO GLVOLAGHO GOLAPOVVAOLPIOG KL LETPOPUIVIG), TEPLPEPIKO 0idnua (GLYVA HE
moyAtalovn 1 To cuvILAGHO ToyMTaldvng Kot LETQOPIIVNG), vITVNALa Kot dtdppota (GLUyvEG e
peteoppivn), Ko Enpoctopio (0)L cuyvY| Le WGOLAIVY (e 1 Yopig peTQopivn)).

Houdrorpikog minbuoog

Xe KMVIKEG 00KIUEG Le ortayAuttivn o€ Toudtatpikotg acBeveic nAkiog 10 émg 17 etdv pe cakyapdon
Swafrtn THmov 2, To TPOPIA AVETBVUNTOV EVEPYEIDY MTAV GUYKPICIUO HE 0L TO TOL TapaTPNONKE
GTOVG EVIAIKEC.

TECOS Kopdayyeioxn Melétn Aopaleiog

H perémn a&rordynong kapdiayyelakmdv ekfaoemv pe Zitayiumrtivi (TECOS) nepreddpfove

7.332 acbeveig mov éhafoav crrayAirtivn, 100 mg nuepnoimng (M 50 mg nuepnoing edv n apykn eGFR
Arav > 30 kot < 50 ml/Aentd/1,73 m?) kon 7.339 acbeveic mov ELaBav £IKOVIKO GAPUOKO GTOV
TnOvoud ue npodeon Bepomeiog. Kat ot 600 Oepaneieg mpootédnkav ot cuvnon aymyn pe 6tdyo v
emTtevn TOV TOMKOV OepAmeVTIKGV TPOTOTWV YAVKOCIM®pEVNG arpocpatpiving (HbA ¢) kot
KOPOLAYYELK®V TapayovImv Kivovvov. H cuvoAikn cuyvotnta epedvions coPapdv avemifountov
gvepyelmv o€ acbeveic mov Elafav ortaylmtivi ftay Tapouotle e anTh ToV aobevav mov Erafav
EIKOVIKO QAPLLOKO.

Ytov mAnbooud pe mpobeon Bepanciog, peta&d Tov 0oBevdv oL XPNOIUOTOOVCAY WWGOLAIVY Ko/
pio GOLAPOVVAOLpia Katd TNV Evapén, 1 cuyxvoTTa PP avVIong cofapng vroyivkoiog nrav 2,7 %
010V acbeveig mov Elafav orraylmrtivn kot 2,5 % otovg acbeveig mov EAafav EKOVIKO PAPHLOKO.
Meta&d Tov acbevdv mov dev Ekavay ¥pron WGOLAVNG Kau/1| HLoG GOVAPOVVAOLPIAG KATA TNV
&vapén, N ovyvotnTo eUeaviong coPapng vwoyAvkapiog nrav 1,0 % otovg acbeveig mov Erafav
ortayAurtivn kot 0,7 % otovg acbeveic mov Elafav swovikd papuako. H cuyvotnta epedaviong tov
emPefaropévov enetcodiov taykpeatitidag ntav 0,3 % otovg acBeveig mov Elafav ocrraylutivn kot
0,2 % otovg acbeveic mov Erafav gucovikd QapLaKo.

Avooopd mhavoroyouUeEVEV OVETLOOUNTOV EVEPYELDV

H avagopd mBovoroyodpueveov avemBountov evepyeidv PETE amd TN YOp1yNoT AdEwg KUKAOPOPIag
TOV QAPUAKELTIKOD TPOIOVTOG eivan onpavtikn. Exttpénet tn cuveyn mopakolovOnen e oyéong
0PEALOVC-KIVOHVOL TOV QOPHOKEVTIKOD TPOTOVTOC. ZNTEiTan amd TOVG ETAYYEAUOTIEG TVYELNG VO
avaPEPOLY OTOLECONTOTE THAVOAOYOVLEVES AVETIBOUNTEG EVEPYELEG LEG® TOV €6VIKOD GLOTHLATOG
ovoeopdg mov avaypdeetot oto [Hapdptmua V.



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

4.9 Ynepooocoloyio

Koatd ™ didpreta ereyyopevmv KAVIKOV SOKILOY GE VY] ATOO, XOpNyNOnKav ot epdmas d06EIS £1C
rat 800 mg crrayAntivng. Mikpég avénoeig tov dtopbmpévov dwuotpatog QT (QTc), mov dev
BempnOnrav KAvikd oyetilopeveg mopatnprOnKay o€ pio peAétn otn 06on tov 800 mg
ortayMmtiving. Agv vapyet eumepio oe KAVIKEG peATeG e 06oelg mavm amd 800 mg. Katd thv ¢don
I pedetdv moAlomAng 86ong dev vIPEAV KAVIKEG avemBOUNTEG EVEPYELEG OYETILOUEVEG e TN dOOM
OV TTaPOTNPNONKAY e srtayAmtivn e 06celg émg 600 mg nuepnoing yio dtaotipato o 10 nuépeg
kot 400 mg nuepnoing yio dtuotuato Emg 28 nuépsed.

X mepintwon vrepdocoroyiag, ival Aoy vo epapUOGEL KOVELS TAL GLVHOTN VTOGTNPIKTIKA LETPO,
OTMOC T.Y. OTOLAKPVVGT] TOV 1] ATOPPOPTLEVOD VAIKOV OO T YOGTPEVTEPIKT 000, XPNOILOTONoN
KAWVIKN G mapakolovdnong (cvpmepiiapfovoprévng g ANYng NAEKTPoKapSOYPOPT LOTOG) Kol
EQUPLOYT VITOGTNPIKTIKNG Bepameiag edv amatteitol.

H ocurayhmtivn givon petpiog dmOnoyn. Xe khvikég peréreg, mepimov 1o 13,5 % g 660mg
amouakpOVOnke og pio cuvedpio arpodtdiong duapkelag 3 £og 4 mpov. Edv kpBel khvikd
KatdAAnAo uropel va e€etacbel 1o evdeydpevo Tapdtacng TG apodAons. Agv gival Yvootd av n
ortayMmtivn elval OmBnoun HEG® mEPITOVAIKNG O1OMOTG.

5. DPAPMAKOAOTIKEX IAIOTHTEX
5.1 ®@oppoxodvvopIKkES IOI0TTES

Dapuaxobepamevtiky katnyopio: OApUoK TOV ¥PNGYLOTOIOVVTOL Y10 TOV OL0BNTN, AVACTOAEIS TNG
durenTidvAkng entiddong 4 (DPP-4), kwdwkdg ATC: A10BHOL1.

Mnyavicudc dpdong

To Xelevia givar pérog pog Katnyopiog amd ToL GTOUATOG OVTIDTEPYAVKALUIKOV QUPUAK®OV, TOV
ovopdlovtol avacsTtoreic e dmenTidLAMKNG TenTiddong-4 (DPP-4). H Beitioon tov yAvKopko
eAEYYOoL OV TAPOTNPEITOAL LE VLTO TO PAPLAKEVTIKO TPOIOV Umopel va emTuyydveTon LEGM TG
avENONG TOV EMTESMV TOV EVEPYDOV 0pLOVAV TTov ovoudlovtal vkpetives. Ot kpeTived,
GUUTEPTAAUPAVOUEV®Y TOV TAPOUOIOL UE TN YAvKayovn mentidiov-1 (GLP-1) kot tov e€aptdpevon
amd ™ YAvkoLn woeovlvotpdmov morvmentidiov (GIP), anglevBepdvovtar amd To £viepo KaTd ™
S1apKeL TNG NUEPAG Kot Ta EXITEIA TOVS ALEAVOVTAL MG ATAVTNOT 6€ Eva Yeupa. Ot vkpetiveg stvat
UEPOG EVOG EVOOYEVODG GUOTAUATOG IOV EUTAEKETUL OTT PLGLOAOYIKT PLOUIGT TNG OULOLOGTACTG TNG
YALKO{NG. Otav o1 GVYKEVIPMOOELS TNG YAVKOLNG 670 aipa givarl puotoAoyikég 1 avénuéveg, o, GLP-1
ka1l GIP avédvouv ) ouvBeon Kot Tnv amelevBEépmon g GovAivng omd o frita KOTTEpO TOV
TOYKPENTOC LEGM EVOOKVTTAPLOV 00MV GNUATOSOTNONG, OTIC 0Toleg EUTAEKETAL TO KuKkAkO AMP. H
Oepaneio pe GLP-1 1 pe avactoieic tng DPP-4 6e mpotuna (dov pe dafntn tomov 2 £deiée va
Beitidverl v andkpion TV Prita Kuttdpov otn YAukoln kot va deyeipel T ProcvvBeon kot
amedevfépwon g voovAivng. Me ta vynAoTEPa EMITEDN VGOVAIVIG EVIGYVETOL 1) TPOGANYT TNG
YALKO(NG ard Tovg 1oTovg. Emimpdcbeta, 1o GLP-1 peidvel tnv €kkpion g yAvkoyovng omd to dAgpa
KOTTOPA TOL TAYKPEATOG. O1 HEIWUEVES GUYKEVTPAOOELS YAVKayOvNs pali pe ta avénpéva emineda
WWGOLAIVIIC 001 YOUV GE LELOUEVN NTTOTIKT TOPAY®YN YAVKOLNG, OV £XEl G AmOTELEGHA Leimon TV
emméEdV YAVKOING Tov aiportoc. Ot emdpdoelg tov GLP-1 kot tov GIP gival e&aptopeve amd v
YALKO(N €101 dote dTav Ta emimeda TN YAvKOING ivar younAd, dev mapotnpeitar dSi€yepon Tpog
ameAevBEPOOT) WVGOLAIVIG OVTE KATAGTOAN TNG EKKPLoTg TG YAvKaydvng pécm tov GLP-1. Kot yia ta
00, GLP-1 ka1 GIP, 1 diéyepon mpog amelevfépmon voovAivig avédvetal oA T EMimedN TNG
YAVKOING avEPYOVTUL TAV® aO TIG PUGLOAOYIKEG cLYKeEVTPOGElS. EmmAéov, to GLP-1 dev emdevavel
TN PLGIOAOYIKY] OTOKPICT) TG YAVKAYOVNG o€ vmoyAvkaipio. H dpactnpromta tov GLP-1 ko GIP
nepropiletor amod ) dpdom tov evivpov DPP-4, to omoio vopoldel TaEmg TG WVKPETIVEG TOPAYOVTOG
adpavn Tpoiovto. H ortaylmtiviy mporappdverl v vopdivon tov vkpetvav ord to DPP-4,
av&AVOVTaG £TOL TIG CLYKEVTPMGELS GTO TAAGUO TOV dPACGTIKGOV wopemv tov GLP-1 kot GIP.
AvEGvovTag To emimeda TOV EVEPYDV VKPETVAV, 1 SLTayMITiv) av&dvel TNV amedevBépmon g
VGOLAIVIC KOl LELDVEL TaL EMITESA TNG YAVKOYOVNG e Eva YAvkoLoe&apTtdpevo Tpomo. Te acbeveig pe




Swafrtn tHmov 2 pe vaepylukotpio, ot 0AAAYEC OVTEC GTO EMITES VGOVAIVIC Kot YAVKOYOVNG 001YOLV
0€ LEIMUEVES GVYKEVTPAOOELS TNG apoootpiving A (HbA ), Tng YAvkdIng vnoteiog, Kabmg Kot g
petayevatikng YAvkolng. O yAvkoloe&aptdevog unyaviolloc dpacmng tng orrayimtiving etvor
SPOPETIKOG ad TOV UNYOVICUO TNG GOLAPOVOAOVPLOG TOV OEAVEL TNV £KKPLON TNG WVGOVAIVIG
okOUN Kot 0ty ta, emimeda TG YAuKOING eival yoaunAd kot pmopet vo 0dnyfcel og vroylvkapio e
acBeveic pe dtafrn TOIOL 2 Kot 6€ puotoAoyikd droua. H crtayimtivny etval €vag 1oyvpog Kot vynAad
EKAEKTIKOG avaoToAéag Tov evibpov DPP-4, kot dev avactéAdel ta oteva oyetilopevo évivpo DPP-8
N DPP-9 c¢ Oepomentikéc cuYKEVIPOGELS.

e pio peAétn dVO MUEPOV G VYU ATOUA, 1 CITAYATiVI] ¢ povoBepameio avENGE TIC GUYKEVTIPMOGELS
Tov gvepyol GLP-1, evd 1 petpoppivn og povobepamneio adENGE TIG GUYKEVIPAOGELS TOV EVEPYOD KOl
olko0 GLP-1 o€ mapopoln mosootd. H cuyyopriynon g ottoyAurtivng Kot HeT@opuivig elye pia
emmAEOV EMIOPACT OTIS GVYKEVIPAOGELG TOV gvepyoy GLP-1. H srraylurtivn aAld oyt n petpoppivn,
avénoe Tig cLYKEVTPOGELG ToL evepyov GIP.

Khlvikn amotedespotikdnta Ko 0QAAEL.
I'evikd, n ortayMmrtivn Pektiooe Tov yAvkapuiko Eheyyo 6tav yopnynonke og povobepomeio M
Bepaneia cuvdvacpov o evijhikeg acBeveig pe drafnn tomov 2 (BA. Iivaka 2).

AeEnybnoav 000 pekéteg Yo va eXTIUNOEl 1] OTOTEAECUATIKOTNTO KOL 1] OGPAAELD TNG CLTAYATTIVIG
g povobepamneia. H Bepaneia pe orrayintivn, ota 100 mg pia popd nuepnoing wg povobepameio
enEPePe oNUaVTIKEG Pedtidoelg otnv HbA . ot yAvkoln mAdopoatog vnoteiag (FPG) kot ot yAvkoln
2 mpeg puetd and yevpa (2-opeg PPG), o cOYKPIoN LE TO EIKOVIKO QAPLOKO GE 600 PEAETEG OLAPKELOG
pio 18 kou pio 24 efdopddwv. Iapatnpndnke Pektivon Tov vIokaTdoToTOV dEIKTM®V (Surrogate
markers) ywo ™ Aettovpyio tev B kuttdpov, copuneprapPavopévev g HOMA-B (Homeostasis
Model Assessment-f3), Tov AOYOL TPOIVGOVAIVIG TPOG IVGOVAIVY, KOL TOV LETPTGEDV Y10 TV
avTOTOKPIoT TOV PTa KLTTAP®V PHEGM TNG SOKIUAGIOG OVOYNG OE KOVOVIKT SLUTPOQT] LE GUYVEG
derypatoinyiec. H ouyvomra eppdviong vroyilvkaipiog mov mopotnpnnke otovg acbeveic mov
ehappavay ortayMmtivi fTay TopOLoLo LE VTN TOV EIKOVIKOD Qappdkov. To copatikd Bapog dev
avéndnke amod TV apykn TN Pe T Bepaneio pe ortayAmtivn o€ Kopd ond Tic HEAETEG, GE GUYKPLoT
HE [0, LuKpN LEImOT 6ToVG 0o0gVElg oV EAGUPBAVAY EIKOVIKO (APLLOKO.

H ocurrayhurtivi 100 mg pio popd nuepnoimg tapeiye onpavtiky BeEATIOON TV YAVKOLUIK®V
TOPOUUETPMV GE GUYKPLOT| LLE TO EIKOVIKO PAPUOKO GE dV0 UeAETEG 24 EBSOUAOMY Y10 TN GLTOYATTIVI
g Bepameio TpocHNKNg, Lio 6€ GLVILACUO LLE LETPOPUIVY Kot [ia o€ cLVIVAGHO pe ToyArtaldovn. Ot
OAAAYEG TOL COUATIKOD BAPOVE OTd TV apyIKY| T NTaV TOPOUOLES Yo ToLG acbeveic mov Elafay
Oepamneio e GrTOyMITIiVI] 08 GOYKPLOT LE TO EIKOVIKO PAPUOKO. ' ALTEG TIG peAéTeg vnpée pia
TAPOUOL0, GUYVOTITA ELPAVIOT|G DTOYAVKOIULING TTOL avaeépOnke yia Tovg acbeveig mov Elafov
Bepamneia pe orrayMmTivi 1 EIKOVIKO QAPLLOKO.

Mio, perém didpketog 24 efdopadmv, ELeYYOUEVN UE EIKOVIKO (APLLOKO, GYeddodnKe Yo v
a&loAdynoN TNG AMOTEAECUATIKOTNTAG Kol acpdAelog TG ortaylrtiving (100 mg pia opd nuepnoing)
OV TTPOCTEONKE o€ YAMUemPidn Hovo N YAUETpidn o cuvdvaoud pe petpoppivn. H mpocnkm g
ortayMmTivng gite ot YAMUETPIon udvo N o YAUETIPION Ko LETQOPIVI ETEPEPE CTUAVTIKEG
BeAtiwoeig og yAvkakovg Toapayovies. Ot acBeveig mov Ehafav Bepaneio e orrayimntivn giyav
TOPOVGIACEL LETPLA AOENON COUOTIKOD BAPOVG G€ GUYKPLOT| LE aVTOVS TOV EAAPOV EIKOVIKO
QAPLLOKO.

Mia pelét dudpkelag 26 efSOUAOMV EAEYYOUEVT LE EWKOVIKO PAPLAKO GYESAGOHNKE TPOKEEVOL VOl
a&loAoyn0el N AmOTEAEGLOTIKOTNTO KO 1] 0oQUAEL TNG ortayAlrtivig (100 mg pia popd nuepncimg)
7OV TTPOGTEONKE 6TO GLVOLAGUO TOYALTALOVNG Kot petpopuivng. H mpocsOnkn g citaylumtivig oty
moyMtalovrn Kol LETPOPUIVI Tapeixe oNUAVTIKEG BEATIOGEIS TOV YAVKAKOV Topapétpov. H
HeTaBoAn Tov coUATIKoL BApous amd TNV apyikn TIUn NTav Tapdpola Yo toug acbeveic mov Ehapav
Oepaneia e ortaylMmtivn o cOYKPLON e TO glKoVIKO Qapproko. H exintwon g vroyAvkopiog nrav
emiong mapopola o€ acbeveig mov Edafoav Oepameia e GLTayAlTTivn 1| EIKOVIKO QAPUOKO.
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Mio, perém didpketog 24 fOoUASDY EAEYYOUEVT LLE EIKOVIKO QAPLOKO, GYESAGONKE TPOKELLUEVOD VAL
a&loroyn0el n amotelecpaTiKOTNTO KO 1] 0o@iiELn TG ottoyAurtivig (100 mg pia popd nuepncimg)
OV TTPOCTEONKE GTNV voOoVLAIvVT (og piootabepn docoloyia Yo tovidyiotov 10 efdonddeg) pe 1
yopic peteoppivn (tovidyotov 1.500 mg). Xe acbeveig mov Elafov Tpoavopeptypévr tveoviivn, n
uéon nuepnota docsoroyia NTov 70,9 Umuepnoing. Xe acbeveic mov éhafay un mpoovapeprypévn
(evdrdpeons/pakpdc 6paonc) tveovAivn, n péomn nuepniota docoroyia Nrav 44,3 Umuepnoionc. H
TPOCHNKN TNG GLTAYATTIVIIG GTNV VGOVAIVY TapEi e ONUAVTIKEG BEATIOCELS OTIC YAVKOLUIKEG
TOPALETPOVG. Aev VIIAPEE KOUIO CUAVTIKT 0ALXYT ATO TNV OPYIKT TN OYETIKA LLE TO COUOATIKO
Bapog ot kopia omwd Tig 000 ouddec.

e pio Topayovtikoh oxedlacpold HeAETn apyikng epansiog 24 efoopddmv, EAEYYOUEVN LE EIKOVIKO
@apuoko, n ortayArtivn 50 mg dVo opég Nuepncing 6 cuvLAGUO pe pet@opuivn (500 mg 7
1.000 mg dH0 popég nuepNoimg) Tapeiye oNUAVTIKEG BEATIOGEIS TOV YAVKOUIKOD EAEYYOL GE
ovykpion pe kabe pia omd T povobepaneiec. H peimon tov copatikod Bapovg pe tov cuvovacuo
SLTAYATTTIVIG KOl LETQOPIIVIG TV TAPOLLOLN LLE QUTI TOL TTapaTPNONKE e petpopuivin uévo M
€IKOVIKO PdppoKo. Agv vrfp&e Kapio aAloyn amd TNV apyikn TN Yo Tovg acbeveig og Bepoaneio
uévo pe ortaymtivn. H cuyvotnto epedaviong vroyAvkopiog Tov topopuote Letaéd TV opadmv

Bepamneiog.

Mivaxag 2: HbA . 0w0oTeAéopHOTO PEAETAOV ELEYYONUEVOV IE EIKOVIKO QPAPROKO povoOepameiog Kot

ovvovaopévig Oepaneioc*

Méon perapori) ng HbA,,

OILVI 8:::] i Méon perafornq amd Tnv dropbopivn wg mpos To
Merétn Py Tl hETaporn o nf £Koviko @appoxo HbA .
T apyui] Tipg HbA i (%) (%%)!

HbA1. (%) (95% CI)
Melétec povoOepameiog
Zrroylurtivn 100 mg pia 0.6

op& nuepnoing’ 8,0 -0,5 o

POpa. MUEPNGLG ’ ) (-0,8, -0,4)
(N=193) T
ZrrayArtivy 100 mg pio 0.8t
@opa nuepnoing! 8,0 -0,6 -1 0’_0 6)
(N=229) T
Meléteg ovvovaopévig Oepanciag
Zrroyurtivn 100 mg pia
@Opa NuEPNGing
npocTédnke oTn 2.0 07 -0,7¢
ocuveyllopevn Oepaneio pe ’ ’ (-0.8, -0.5)
petpopuivn!
(N=453)
Zrroyduetivn 100 mg pia
Popd nuepnoing
npocTédnke oTn g1 0.9 -0,7*
ocuveyllopevn Oepaneio pe ’ ’ (-0.9, -0.5)
moyMralovn/
(N=163)
Zrraylurtivn 100 mg pia
Popd nuepnoing
npooTédnKe 6N 8.4 03 -0,6%
ocuveyllopevn Bepaneio pe ’ ’ (-0,8, -0,3)

yMpemipidn/!
(N=102)
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Méon Méon perapoin tng HbA,,
apyui Méon petapforq amd Tnv dlopBopévy g mpog T0
Merétn PXm Tl HETEBOM) nf etkoviko @appoxo HbA .
T apyki] Ty HbA ¢ (%) (%)
HbA/. (%) (95% CI)
ZurayArtivy 100 mg pio
Popd nuepnoing
TPOoTEONKE 0T 0.9¢
ocvveylopevn Bepaneio pe 8,3 -0,6 (1.1 ,-O 7
YAMUETPidNHueTQopui e
!
(N=115)
ZrrayArtiviy 100 mg pio
Popd nuepnoing
TPooTEONKE oTNV
ocuvellopevn Bepaneio pe
moyMralovnt+uetpopuivn’®
(N=152) -0,7+
8,8 -1,2 (-1,0.-0.5)
Apyn Bepomeio
(890 popég npuepnoing)! 16t
Zwrayltivn 50 mg+ 8,8 -1,4 (-18 ’_1 3)
petpopuivny 500 mg o
(N=183)
Apyu Bepaneio
(890 popég uepnoing)! DAL
ZurayArtivny 50 mg+ 8,8 -1,9 (2.3 ’_1 8)
peteoppivn 1000 mg e
(N=178)
Zrroylurtivn 100 mg pia
Popd nuepnoing
TPooTEONKE o8 0.6
cvveylopevn Oepaneio pe 8,7 -0,6" -0 7’ 0.4)
WWGOLAIVY v
(+/- perpoppivn) !
(N=305)

* ITAnBvopog 6rot ot acbeveic mov EhaPav Bepancia (avirvon mpdOeong yua Oepameia).

T Méon Ty eloyioTov TETPayOVOY TPOGUPUOGUEVT Y10 TNV TPONYOVUEVY AVTIVTEPYAVKOLKTY Ogpameia kot TV apyikn
.

£p<0,001 o6& GOYKPION LE TO EKOVIKO QAPLOKO 1) EIKOVIKO PApOKO + cuvduacuog Oepomeiac.

S HbA1c (%) tv eBdopddo. 18.

I'HbA1c (%) tv £Bdopado. 24.

# HbA1c (%) v eBdoudda 26.

1 Méon tyn ehoyictov teTpoy VeV TPOCHPHOCHEYT Y10, TH XPYoT HETEOprivig Katd thv Eniokeyn 1 (va/dyy), voovrivig
katd v Eniokeyn 1 (mpoavapeptypévn évavtt pn poavapeptypévng [evotdpeong 1 pakpds dpdong]) Kot yio g apyikég
Tipéc. Ot aAAniemdpdoetg ové opdda Bepameiog (ypion LeTPopuivig Kol tVGOLAIVIG) eV Tav onpavTikés (p>0,10).

Mio, perém 24 efoopdadmv, eEreyyopevn pe evepyd Tapdyovto (LET@Opuiv), oxedidcinke yio va
a&loAoyn0el | amotedecpaTIKOTNTO KOl AcPAAELlo TG ortayAurtivig 100 mg pio popd nuepnoing
(N=528) og ouykpion pe peteoppivn (N=522) o acbeveic pe avemopkr YAVKaUKO EAeyyo Le dlonta,
Kol Goknon Kot ot oroiol dev Elafav avti-vaepylvkoiuikn Oepomeio (ywpic Oepameio TovAdyIGTOV Y10
4 uMvec). H péon docoroyia tng petpopuivng rav nepimov 1.900 mg nuepnoing. H peioon g
HbA . amod Tig péoeg apykés Tnég tov 7,2 % frav -0,43 % ywo v orrayMmtivn ko -0,57 % yo v
petpopuivn (Avéivon katd to Ipotdkoiro). H cuvolikn cuyvdtnta epdvions Tov avembountov
EVEPYELDV TOV YOOTPEVTEPIKOV TTOL BempnOniay o¢ oxeTilOUEVEG e TO QAPHOKO og 0oBeveic Tov
éhaPav Oepomeio pe crrayintiviy fitav 2,7 % oe ovykpion pe 12,6 % oe acBeveic mov Ehafav
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Oepamneia pe petpoppivn. H cuyvomta epedvione g vaoyAvkoipuiog 6ev NToV GTUOVTIKG,
drapopetikn peta&d tov 6o opddwv Bepancing (crtayArtivy, 1,3 %, petpopuivn, 1,9 %). To Bapoc
TOV GOUOTOG UEIDMONKE Ao TNV APYIKN TN Kol 6TIg 000 ouddeg (ortayAintivn, -0,6 kg, petpoppivn
-1,9 kg).

e pio LEAETN GVYKPIONC TNG AMOTEAEGLATIKOTITOG KO TNG UOQAAELNG LETE 0O TPOGON KN TG
ortayAtiving 100 mg pio popd nuepnoing 1 g yAmiiong (Lo covidpovoriovpia) oe acbeveig pe
OVETOPKT] YAVKOLUIKO EAEYYO LETA amd povobepomeio Le LETQOPLVT), 1 CLTAYAITTIVI] TV TOPOUOLN
g yAMmiliong 6cov agopd ™ pueimon e HbA .. H péon docoroyio yArmiliong mov ypnoyomomonke
oV opdda cvykpiong frav 10 mg nuepnoing, evd ot mepinov 40 % tov achevav amotOnke ddom
yAmliong < 5 mg nuepnoimg Katd v dtapKeln TG LEAETNG. Q20Td60, TEPLGGATEPOL 0lGOEVEIC OTNV
opado pe ortayMmtivn diékoyav t Bepomeio AdY® EAAENYNG ATOTEAEGLOTIKOTNTOG OO OTL GTNV
opdoa pe yMmilion. AcBeveic mov aafav Bepameio pe rTayMmTivn Topovsiacoy GNUOVTIKY HEoT
UEIMGT 0o TNV apyIKY TIU 6TO COUOTIKO BApog o€ cOyKplomn U pio onuavtikn avénoen Bapovg o
acBevelg otovg omoiovg yopnynOnke yamlion (-1,5 évavt +1,1 kg). ' avtr tn perén, o Adyoc
TPOTVGOVAIVIG TTPOG IVGOLALVY, SEIKTNG TNG AMOTEAEGUATIKOTNTOG TNG GVUVOESNC Kot ameAevBEp@ONG
NG WWGOLAIVIG, PeATiOONKE pe crtaylmtivn kat emdevadnke pe v Bepameio pe yAumlion. H
GLYVOTNTA ELPAVIONG VTTOYALKAING OTIV Opada NG ortayAmtivng (4,9 %) ftav onpavtikd
YOUNAOTEPT amd ovThV TG opddag tng YAumiliong (32,0 %).

Mia pehét 24 efdopddmv eheyydpevn L EIKOVIKO @appoko mtov teptéhafe 660 acbeveig
OYEOIAOTNKE Y10 VO 0ELOAOYNOEL TNV ATOTEAEGILOTIKOTITO KO TV OCPAAELN TNG GLTAYALTTIVIG

(100 mg pio eopd nuepncimg) 6cov aPopd ot LETAPOAN TNG 600NG VGOVAIVIG, 1 omoia TpoaTédnie
otV WwoovAivn glargine pe 1 yopic peteoppivn (tovAdyiotov 1.500 mg) katd ) edon g
gvtatikonoinong g Bepanciog tvooviivine. H tiun g HbA . katd v évapén fitav 8,74 % ka1 n
d00T TG WWGoLAIVNG katd TV évapén Ntav 37 TUMuépa. Ot acbeveic kabBodnynOnkay va
TITAOTIOCOVY TN d00T TNC VGOLAIVIG glargine pe Bdomn Tig TInéG YAKOING vioteiog omd LETPOELS UE
TpOTNUE TOV dakTorov. Katd tnv ERdopndda 24, n avénon oty nuepnota 6661 vGovAivng fTtav

19 IUMuépa o acbeveic mov ElaPav Oepaneia pe ortayimtivn ko 24 ITUMuépa oe acbeveic mov
éhoPav Bepancio pe eucovikd eapuaxo. H peimon e HbA . o€ acbeveig mov éhafav Bepaneio pe
orroyAmtivn kot tvoovdivn (e M xopic petpopuivn) nrav -1,31 % cvykprrikd pe -0,87 % og acBeveig
7ov Ehafav Oeparmeio e EIKOVIKO QAPLOKO Kol VGOVAIVY (UE 1) XOPIg LETPOPUIVN), ia Stapopd kaTd
-0,45 % [95 % CI: -0,60, -0,29]. H cuyvotnta eppdviong vroyivkotpiog nrav 25,2 % og acbeveic mov
éloPav Bepaneio pe orraylurtivn Kot veovAivn (pe 1 yopic peteopuivn) kat 36,8 % oe aobeveig mov
élaPav Bepomeio pe elcovikd EApROKOo Kot tvaovAivn (Le 1 yopig petpopuivn). H dtapopd opetrdtoy
KLpIE 6€ £va LYNAOTEPO TOGOGTO OIGOEVAOY GTNV OUAON TOV EIKOVIKOD GAPUAKOL 01 0710101
mapovsiacay 3 1 TePecaTEPQ EMEIGOI VoY vKaiag (9,4-évavtt 19,1 %). Aev vpe kapio
SPoPA GTN CLYVOTNTO EUEAVIOTG GOPaPNG VTOYAVKOLUIOG.

Mia pelét obykpiong ortoylurtivig tov 25 1 50 mg pio popd nuepnoing pe yamiion tov 2,5 og
20 mg/muepnoing d1e&nydn oc acbeveis pe pétplov €wg cofapod Pabuod veepikn dvciertovpyia.
Avt 1 perém ovumepiéhaPe 423 acbeveig pe ypovia veppikn dvciertovpyia (voroyiobeic puOudg
omePapaTIKng otOnong < 50 ml/min). Metd amd 54 efdouddeg, N péon peimon amd TV apyikn T
g HbAcftav -0,76 % pe orrayiurtivn kot -0,64 % pe yamlion (Avaivon katd to Ipmtoéxoiro). X
QT TN HEAETT), TO TTPOPIA TNG UTMOTEAECUATIKOTNTOG KAl AGPAAELONG TNG SLTayMaTiving Tov 25 1 50 mg
pio popd nuepnoimg NTaV YEVIKA TaPOOL0 e 0VTO TOL TapatnpOnke o€ AAAEG LEAETEC
povoBepaneiog oe 0oBeveig e pLOIO0AOYIKN VEQPIKT| Agttovpyia. H cuyvotnta epedviong g
vroyAvkopiog otny opdda g ortayAmtivig (6,2 %) frav onpavtikd pkpotepn amd 0Tt 6TV opdda
g yAmliong (17,0 %). Yapée eniong pio onuoavtikn otagopd Leta&d teov ouddmv oXeTIKA LUE TN
peTafoArn Tov copatikod Bapovg amd v apykn T (crraylumtivn -0,6 kg, yAumlion +1,2 kg).

Mia GAAN pedétn obykplong oltayAmtivig Tov 25 mg pia popd nuepnoing pe yAumilion tov 2,5 émg
20 mg/muepnoing de&nydn oe 129 acbeveig pue NNTZ o1 onoiot vrofdiiovtay o€ aypokdadapon.
Metd omd 54 gfdopadec, n péon peiwon omd v apykn tiun g HbAcftav -0,72 % pe orrayimtivn
ka1 -0,87 % pe yAumlion. X' auth T HEAETT), TO TPOPIA TNC UTOTEAECUATIKOTITOS KOl AGQAAELOG TNG
oLty MmTiving Tov 25 mg pia @opd nUePNoime NTOV YEVIKE TUpOUOL0 LE AVTO TOV TapotnpOnKe o€
dAAeg peléteg povobepamneiag o aobeveic e puololoyikn veppikn Aettovpyia. H cuyvotnta
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EUPAVIONG TNG VTOYAVKOING OEV TOV CTULOVTIKA SLPOPETIKN UETAED TV Opadmv Depameiog
(owwayhmtivn, 6,3 %, yamlion, 10,8 %).

e pio GAAN pedétn mov cvpmepiérafe 91 acbeveig pe drafntm Tomov 2 Kot ypdvio VEPPIKT
dvoiertovpyia (kdBapon kpeatvivng < 50 ml/min), n acedieia Kot avoyn tng Bepaneiag pe
ortayMmtivn Tov 25 1 50 mg pia gopd NUePNGi®S NTOV YEVIKA TOPOLOL0 LE VTN TOV EIKOVIKOV
oapudaxov. Emimiéov, petd and 12 gfdouddec, ov péoeg pewmwoelg e HbA . (ortayiintivn -0,59 % ,
gikoviko edppako -0,18 %) kot FPG (ortayAmtivn -25,5 mg/dL, swovikd gdppakxo -3,0 mg/dL) fjrav
YEVIKA TOPOUOLEC LE OVTEG TTOV TTapaTnPNONKay o dAAeg peréteg povobepaneiog o€ acbeveic pe
(QLOI0AOYIKT] VEPPIKN Agttovpyia (PA. mapdypapo 5.2).

H TECOS 1jtav pia toyoromompévn peaétn oe 14.671 acsbeveic otov minbuopod pe mpdbeon Bepameiog
pe HbA . > 6,5 émc 8,0 % Kot pe eykatestnUévn Kopoloyyelokn voco, Tov Elafav oltayAMmtivy
(7.332) 100 mg nuepnoing (1 50 mg nuepnoing eav n apyikn eGFR ftav > 30 kot

<50 ml/Aent6/1,73 m?) 1 eiovikd eappako (7.339), to omoio mpootédnkay otn cvviON ayoyn pe
G100 TNV EMTEVEN TOV TOMK®V BepamevTikdy TpotHinwy YAvkoliMopévng arpoocparpivng (HbA )
KoL TOVG kKapdiayyetaxodg mopdyovieg kivdvvov. Acbeveic ue eGFR < 30 ml/Aentd/1,73 m?Sev
eviayOnkav ot pekét. O mAnBouopdc g peréng nepieddpPave 2.004 acbeveic > 75 etdv Kot

3.324 acOeveic ue veppikfy Suchertovpyio (eGFR < 60 ml/Aentd/1,73 m?).

Kotd ™ dibprela g perétng, n cuvolikn ektipadpevn péon (SD) dtapopd otnv HbA 1. peta& g
opadag g ortayAmtivg Kot Tov gikovikov gapudkov nrav 0,29 % (0,01), 95 % CI (-0,32, -0,27),
p <0,001.

To mpwtevov Kapdlayyelokod KoTtainkTikd onpeio nrav cuvleon g tpdTng eppdvions Bavatov and
KapOLayYELOKT VOGO, U1 Bovatn@opov ELEPAYIOTOS TOV HLOoKapdiov, 11 Bovatn@opov ayyelaKoy
EYKEQOAKOV £me100010V 1 vooneiag yia actadn otnddyyn. Ta devtepedovta kapdioyyelakd
KATOANKTIKG onpeio mepthapupavay v Tpatn eLeavior avatov amd Kapdioyyelokn voco, un
Bavatneopov ELEPAYOTOS TOV LLOKAPSIoL 1 1N Bovatn@OpoL 0y YELKOD EYKEPUALKOD EMEIGOOI0V,
TNV TPDOTN EUEAVIOT] TOV UEHOVOUEVEY GUVIGTOGMV TOV TPMOTELOVTOG GUVOETOV KOTAANKTIKOD
onueiov, ™ BvnoIOTNTO 0O OTOL0ONTOTE AETIO KO TIC EICAYMYEC GE VOGOKOUEIO Y10 GUUPOPTTIKN
KOPOLOKN OVETAPKELOL.

‘Emterta amd pa duiapeon mopakorovdnon 3 etdv, | oltayAutivn, 0tav tpoctédnke otn cuvinon
Oepaneia, d0ev avénoe tov Kivduvo pellovmv Kapdlayyelak®my avertBount@y evepysidy 1 Tov Kivouvo
VOONAELOG Y10 KOPOLOKT AVETAPKELN, OE GUYKPION UE TN cLviON Bepameio ywpic T crtaylmtivn, o€
acBeveig pe cakyapmon dwafnn tomov 2 (livakag 3).

Hivakag 3. Zvyvétnteg Lovletov Kapowayysrokdv Anotereopdrov ko Baoikov
AEVTEPEVOVTOV ATTOTELEGNATOV

Zwroyhrtivy 100 mg Ewoviké oappoxo
Xoyvétt Xoyvétt
a o
gueavion gneavion ]
¢ avé 100 ¢ avé 100 Avadoyia
acOeveic- acOeveic- | Kwdovov (HR)
N (%) * N (%) {m* (95% CI) TwA pf
Avaivon otov IIinBvopoé pe MpdOeon Oepanciog
ApBpic acBevarv 7.332 7.339
[potevov 6HvOETO KATAAKTIKO
onpeio
(®dvatog amd KapdloyyEloKk
v660, un Bavatnedpo Epepoypo
ToVv pvokapdiov, un Bavatnedpo
OYYELI0KO EYKEQPOAKO ETEIGO10 1
voonAigia yio aotadn otOayym) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001
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Twayharrivy 100 mg Ewoviké odppoxo

Xoyvétt Xoyvétt
a [V}
gueavion gneavion
gava 100 gava 100 Avahoyia
acOeveic- acOeveic- | Kwdovov (HR)
N (%) {m* N (%) ¢m* (95% CI) Tw pf

AgvTepeov oUVOETO KUTUANKTIKG
onpeio
(®dvorog amd Kapdioryyetokn
v660, un Bavatnedpo Epepoypo
Tov pvokapdiov N un
Boavateopo ayyelokd
EYKEPUAMKO ETEIGOB10) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001

Agvtepedov Amotérecpa

BdvoTog and KapdioyyeloKn

voGo 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
‘O)o oL LEPAYROTO TOV

pokapdiov (avatnedpo. kot

un) 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
‘O)o oL ayyetad yKeQoAKd

enelc601a (Dovatneopa Kot pn) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
Noonheia yue aotadi omiy;m 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) | 0,419
Odvarog amd onodnrote aitio 547 (7.,5) 2,5 537 (7,3) 2,5 1,01 (0,90-1,14) 0,875

Noonleta yio kopdiokn
5 i
OVETOPKELL 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) | 0,983

* H ovyvomra epoedviong ava 100 acbeveic-£tn vroroyileton wg 100 x (cuvolikds apiBpds acbevav pe > 1 copfavta katd
™ SapKeLol TG EMAEEUNG TEPLOSOV £kBECTG OVA GUVOMKOS apBLd 0GOEVAOV-ETMV TNG TapakorlovBnong).

T Me Béon otpopoatorompévo poviého Cox avd meproyr|. [io o cHVOETO KaTaAnKTikd onpeia, oL TIHEG P avTIGTOLOOY oE
L0l SOKIUAGIOL PN KATOTEPOTNTOS OV £XEL 6TOYO Vo amodeiel 0T 1 avoroyio kivdvvou givor pikpdtepn and 1,3. T 6Aa Ta
AL KOTOANKTIKG GNUEID, Ol TYES P OVTIGTOLYOVV GE 10 SOKLHOGIN TV S10pOPDY GTIG AVAA0YiES KIVODVOL.

FH avélvon tng voonieiog Yo kopdioky| avETEPKELR TPOGUPUOGTIKE LE PACT] TO 1GTOPIKS KAPSIOKYG OVETAPKEING KATE TNV

é&vapén.

Hodrorpikog minbuoog

AeEnyOn pio Simhd ToeAn perétn oidpkelag 54 efoopddmv dote va ekTiunBel | amoteAecpuaTIKOTN T
Kol M acdrela ¢ ortayiurtivng 100 mg pio popd v nuépa oe Toudtotpikodg acbeveig (10 émg 17
ETMV) UE GUKYOPMIN O1afnTn TOTOV 2 01 070101 JEV NTOV GE OVTIWTEPYAVKALUIKT Ogpameia yio
tovAdyotov 12 efdopddec (ue HbAlc 6,5% éwc 10%) N tav oe otabepr| d6on weovAiivng yio
tovAdylotov 12 gfdopddeg (ne HbAlce 7% éwmg 10%). O acBeveig tuyoromomOnkav o€ crrayAimtivn
100 mg pio popd v NuéEpa. 1 o€ EIKOVIKO Pappoko yio 20 gfdopddec.

H péon apyucr tipmq HbAle nrav 7,5%. H Bepaneia pe srraylmtivy 100 mg dev mopeiye onuovtikn
Beitioon oty HbAlc otic 20 gfdouddec. H peioon e HbAlc og acheveic mov éElaPav crtayiurtivn
(N=95) fitav 0,0% o obykpion pe 0,2% og acbeveic mov Elafav eucovikd pdppaxo (N=95), pia
dwapopd -0,2% (95% CI: -0,7, 0,3). BAéne mapdypopo 4.2.

5.2 ®oppokoKiviTIKES 1O10TNTES

Amoppognon

Kotomy yopnynong omd 1o otopa piag 66ong 100 mg o vy dropa, 1 GLtayMativiy amoppoprdnke
TAYEDG, LE UEYIOTEG CUYKEVIPMGELG 6T0 TAACUA (LESN Tmax ) TOL TapovodcONKaY 1 mg 4 dpeg petd
v 66om. H péon AUC ¢ ortaylmtivig oto mAdoua ftav 8,52 uMehr, kot 11 Crax iTav 950 nM. H
amoAvtn ProdiabeoipdtnTa g crtayimrtiving etvon mepimov 87 %. E@doov 1 cuyyopriynon mg
CLTOYMITIVIG LE YELLLOL VYNADV MIap®dv eV glye eTidOpOoT GTNV PAPLOKOKIVITIKY, To Xelevia umopel
va xopnynei pe M xopic tpoen.
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Ot ovykevipwoeig AUC g ortayMativig 610 TAAGHe avEROnKay Kotd 060eE0pTOUEVO TPOTO.
AocoegEaptmdpevn avoroyio dev tekunpimOnie y1o TV Cmax Kot Coanr (1 Cimax 00ENONKE TTEPIGGOTEPO
and 0Tl KoTh ToV 0060eEUPTMHEVO TPOTO Kot 1 Coanr a0ENOMNKE KOTE AryOTEPO ATO O,TL KATA TOV
3000e£APTOUEVO TPOTO).

Kozavoun

O pécog 6yKog KaTavoUnG o€ otabepn KATAOTOOT LETA amd yopnynon evoopAEPiag epdma d6onG
100 mg ocrtayArtivig o€ vy droua, sivar mepimov 198 Altpa. To KAdoua ¢ ortayAmntivig mov
GUVOEETOL AVAGTPOPO. LLE TIG TPMTEIWVEG TOV TAAGLOTOG givan yapumAo (38 %).

Buopetooympotiopoc
H crtaylmtivn amofdiietal mpotapyikd apetdfAntn oto o0pa, Kol 0 LETOPOAICUOG amoTeAET o
devtepevovoa 006. [epimov to 79 % g crraylmtivng anekkpivetal apetdfintn ot ovpa.

Metd amd 86om [“Clortaylmtivig amd to 6topa, mepimov 16 % g padievépystag anekkpidnke mg
petafoiitec g ortayAmtiving. Aviyvevdnkav iyvn €1 petafotdv TOL dEV AVALEVOVTOL VL
EVIGYDOOVVY TNV OVOCTOATIKY OpaoT TG ottayAurtivng eni tng DPP-4. In vitro peléteg édei&ov 611 0
TpoTopykd Eviupo Tov eVBVVETAL Y10 TOV TEPLOPIGUEVO HETAPOAMGHO TNG GLTAYATTiVIG TAV TO
CYP3A4 pe cvopporn tov CYP2CS.

Yroyela in vitro €de1&av 0TL 1 ortayAmtivn dev gival avaotoréag Tav 1oogvivuwmy tov CYP, CYP3A4,
2C8, 2C9, 2D6, 1A2, 2C19 1 2B6, kou dev givar emaryawyéag 1o CYP3A4 xou tov CYP1A2.

Amofoin

Metd amd yoprynon doong [*Clortaylmtivng omd to 6tdp0 68 VY dTopa, Tepinov to 100 % tng
YOPIYOVLEVNG pOdlEVEPYELOG OmOopokpOVOnKe ata Kompava (13 %) 1 ota ovpa (87 %) evtog Lo
eBdopddag amd tn yopnynon. O pawvopevog 1elkog xpdvog nuicelog Lmng tiz LETA amd doom
ortayAmtiving omd to otope 100 mg ftav wepinov 12,4 dpeg. H ortaylmtivi cuocmpeveTan povo
e dyoTa e TIg TOAAATAEG 00ae1s. H veppikn kdBapon ftav tepimov 350 ml/min.

H amoPoin ¢ ortayAmtivg yivetal IpoTapyikd HEGMm VEQPPIKNG OTEKKPIONG Kol TEPIAAUPAVEL
gvepyn coAnvaplokn £kkpion. H ortaylmtivny etvan vméotpopa yio tov petagopéa-3 avlpomivov
opyovik®mv aviovtev (hOAT-3), mov pnopel va eUTAEKETOL GTNV VEQPIKN ATEKKPLOT TNG
ortayArtivne. H ikhvikn suoyétion tov hOAT-3 oty petapopd e ortoyAmtivig dev €xel
tekunpwbel. H ortaylmtivn etvan eniong vdotpopa TG p-yAVKOTPOTEIVIG, 1) OTolo UTopel va
EUTAEKETAL O1EVKOADIVOVTOG T VEPPIKN OMEKKPLON TG SLTOyMITiviG. Q0T1d60, N KUKAOGTOPivT, £VOC
OVAGTOAENG TNG P-YAVKOTPOTEIVNG, Oev peimae TNV veppikn kdBapon tng citayiumtivng. H
ortayAurtivn dev givar vtootpopa tov OCT2 1 tov OATI 1 tev petapopéwv PEPT1/2. In vitro, n
outayMmtivn dev avéotethe 1o OAT3 (IC50=160 uM) 1} T petapopd PEG® p-yAvkompmTeivng (€mg
250 uM) o€ OepOMEVTIKEG GLYKEVTIPMDGELS TOV TAACUATOG. X& [io KAVIKY HEAETN 1 orToyAmTivn giye
UIKPY| EMLOPUCT] GTIG GLYKEVIPAOGELG O1YOEIVIG 0TO TAACUA TOV SEIKVOEL OTL 1] GLTAYALTTIVN UTOPEL va
glval NTOG OVAGTOAENS TNG P-YAVKOTPMTEIVNG.

XapoaKTnploTikd e achevelg
H poppokokivntiki Tng SrtayMmItivig ToV VYOV aTOU®Y NTAV YEVIKA TAPOUOLN e ALTN TOV 0oOEVOY
pe dwaprtn tomov 2.

Neppixn ovolertovpyio

Atevepynnie pia avorytn peAétn epamas d6omS yio va a&loAoyn0el 1 @OPLOKOKIYITIKY Hiog
pelmpévng doong tng ottayArtivng (50 mg) oe acheveic e xpovio veppikr SLGAEITOVPYIN SLOPOP®Y
Babumv og chyKplomn pe PLGLOAOYIKOVG LYIEIG udpTupes. H pedém mepielauPave acbeveic e fma,
pétpla Ko cofapn veppikn duciettovpyia, kabmg kot acbeveig pe NNTZ vrd aipokdaBapon.
EmmpocBitmg, o1 emdpdoelg g vepikig SUGAEITOVPYING GTI POPLOKOKIVITIKY| TNG CLTOYMITIVIG GE
acBeveig pe dafn ToToL 2 Ko NTia, LETPLY 1] cofapn VEPPIKT SuGAEITOLPYiN
(ovumeprapPovopévng e NNTE) agloloynnkay ypnoomoidvIoas QopUOKOKIVITIKY avaAvon
mAnBucpov.
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& GUYKPION UE PVOIOAOYIKA, VY dtopa eAéyyov, N AUC ¢ ortaylmtivig 6to mAdope avénonke
Katd wepimov 1,2 popég kot 1,6 popéc o€ acbeveic e Nmo veppikn dvoiertovpyia (GFR > 60 £ng
< 90 ml/min) kon o€ acBeveic pe pétpia veppikr duciertovpyia (GFR > 45 émg < 60 ml/min),
avtotoiyws. Emeidn avénoeig avtov tov peyédoug dev eival KAMVIKGA OTUOVTIKEG, 1] AVOTPOCHPUOYN
™G 6000A0YiaG G aVTONG TOVG aebeveic dev givor amapaitnTn.

H AUC g ourtayMmtivng oto TAdopa avéndnke kotd nepinmov 2 popéc o€ acbeveic e péTplo veppiky
dvoiertovpyia (GFR > 30 ém¢ < 45 ml/min) kot xotd mepimov 4 popég o€ acbeveig e coPapn
veppikn dvciettovpyio (GFR < 30 ml/min), cuumepthapPavouévov acbevav pe veepikn vOGo TEAKoD
otadiov og apodwiton. H ortayhmtivn amopoakpbvinke petpiog pe v orpodtdvion (13,5 % yw 3
£m0¢ 4 ®peg aplodAIoNg L Evopén 4 mpeg petd tn doo). Llpokeévou va emrevyBovv
GUYKEVTPMOELS CLTOYMITTIVIG OTO TAAC LA TOPOLOIEG LE OVTEC TV ACOEVDV LLE PLGLOAOYIKT] VEQPIKN
Aertovpyio, cuvioT@vTol LKpOTEPEG 000¢El; o aobeveig pe GFR < 45 ml/min (BA. mapdypaeo 4.2).

Hromixy ovoleitovpyia,

Agv amaiteiton Tpocappoyn g doong tov Xelevia otovg acBeveig pe Nma 1 LETPLA NITOTIKT
dvoiertovpyia, (Child-Pugh score < 9). Aev vréipyel KAk epmelpio oe acOeveic e cofapr| Nratikn
dvodettovpyia, (Child-Pugh score > 9). [Tapdra avtd, yio 1o Adyo 611 1| crtayAmtivn amoPdAletol
TPOTUPYIKE 0O TOVG VEQPOVG, 1 coPapn) NIATIKY SVGAEITOLPYIN, OEV OVOUEVETOL VO EXNPEAGEL TNV
QOPUOKOKIVITIKN TNG GLTayAMITTivVig,.

Hliowuévor

Agv amaiteitonl Tpocappoyn g 60ong pe Pdon v nAkio. H nAwia dev ennpéace KAvikd onpovTikd
TNV QOPUUKOKIVITIKY] TNG CLTAYMATIVING, COLPOVO LE GEOOUEVA OO POPLUAKOKIVITIKY OVAALGT GE
mnBuopod peretdv eaong I ko paong I. Hukiopéva dtopa (65 g 80 etadv) sppdvicay mepinov 19
% VYNAOTEPES GLYKEVIPMGELS TG CLTAYAITTIVIG GTO TAGGUO, GE CUYKPLOT E VEOTEPOLG 0oOeVElS.

Houdrazpixog winBoouog

H @oppakokivntikn g ortaylmrtiving (epdmaé 06on tov 50 mg, 100 mg 1) 200 mg) diepgvvnOnke oe
madtaTpkovs acbeveic (nAkiog 10 émg 17 etdv) pe dfnn tomov 2. Xe avtd tov TAnbucud, n
TPOGUPLOGHEVT 8O0 cuykévTpwon g AUC g crtaylmtivig 6to mAdcpa ftav mepinov 18%
YOUNAOTEPT GE GUYKPIOT LE TOVG EVIALKEG acbeveic pe dafntm tomov 2 yo pio d6on 100 mg. Avt n
Stopopd dev Bempeital KAMVIKA GNUAVTIKN 08 GUYKPLON e TOVG eVAKeEG 0oBevelg e faon tnv
eninedn PK/PD oyéon peta&y g d6on¢ tov 50 mg kot twv 100 mg. Agv éxovv mpaypartomotnel
UEAETEG e ortayMmTivn o€ madlaTpikovg acheveig nAkiog pikpotepng tov <10 etdmv.

Aldo. yoparxtnpiotikd aoBevav

Agv amaiteital Tpocappoyn g d0omg pe Bacn to eOA0, T ELAN 1 To deiktn palag cmdpotog (BMI).
AVTA TO YOPAKTNPICTIKA OEV EYOVV KAMVIKG GNUAVTIKT ETIOPACT] GTNV QOPLUKOKIVITIKT TNG
OLTOYMATIVIIG GOLPMOVA LE QUPUOKOKIVITIKG 0E00UEVA LLOG LKTNG oviAvong HeAéTng edaong I ko
dedoUéval amd QUPLLOKOKIVITIKN oviAvon og TAnBuoud peietodv @dong I kat edong I1.

5.3 TIIpoxkivikd dedopéva Yo TNV A6QAAEL0.

Nepptkn kot otk To&dTnTa TapatnpninKe 68 TPOKTIKA Le GLOTNHATIKY EkOeon 58 popég
vynAdTEPT 0md TO eminedo £kbeonc oTov GvOpmmo, Evd To Oplo un emidpacng Ppidnke otic 19 popéc
mhvo amd to eninedo Ekbeong Tov avOpdOTOV. AVOUOAESG TMV KOTTNPOV 000VI®V Tapatnpnonkay ce
apovpaiovg og emineda Exbeong 67 Popég mive amd To eminedo KAvikng ékBeomng. To 6pro un
emidpaomng YU’ antd T0 0PN NTAV 58 Popég VYNAOTEPO, Bactouévo ot HeAétn apovpainy 14
epdopddwv. H oyéon avtdv tov evpnudtov pe toug avlpomrovg ivar dyvaot. [lapodud puoikd
onueia oxetilopeva pe ) Beponeio, pepikd and Ta 0moio. GLVIGTOLV VELPIKT TOEIKOTNTA, OTMG
OVOATTVOT] LLE OVOIKTO OTOWA, GLEAOPPOLA, AEVKWOTOC 0pPpOING EUETOC, atadia, TPOUOS, LELOUEVN
dpacTNPIOTNTO KOUT KUPTH 6TAoT Tapotnpiinkay o€ ckvAovg o€ enineda £kBeong mepimov 23 popég
vymAdTEP 0o TO emimedo KAVIKNG €kBeonc. Emmpocheta, modd ehappd Emg eEhappd EKPVUAICT] TOV
OKEAETIKAOV LDV TapoTnpnOnke eniong 10Toloyikd 6€ dOGELG 01 0TOIEC TPOKAAEGAY GUGTNUATIKT
éxbeon oe eminedo 23 popég vYNAOTEPA. ad TO eminedo g avOpomvng ékbeong. To dpio un
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emidpaong yL avtd ta gvpfuota Bpédnke oe Exbeomn 6 Popég LYNAOTEPN Ad TO EMIMESO TNG KAVIKNG
éxbeomnc.

H ocurraylurtivn dev €xet derybel va givon yevotolikn o mpokAwvikéc peréteg. H ortayimtivn dev ntav
KOPKIVOYOVOC GE TOVTIKLO. XE apovpaiong, VINPEE AVENUEVT] TOPOVGIO NTATIKMOV UOEVOUATOV Kol
KOPKIVOUATOV G€ EMIMEdD, CLOTNATIKNG £kBeong 58 popég Tov emmédov ¢ avBpdmivig £kBeong.
A6 ™ oTypn) oL M NIaToToSIKOTNTA £XEL POVEL VO OXETICETOL LE ETOYOYT TG NTATIKNG VEOTAAGTOG
G€ apovPaiovs, VTN 1 AVENUEVT] GLYVOTITU ELPAVIOTC NTATIKGV OYK®OV GE 0pOVPOiovg TV
SEVLTEPOYEVING TNG YPOVING NITATIKNG TOEIKOTNTAG 68 QL TV TNV LYMAN doon. E&attiag tov vynion
opiov acpdielog (19 popég vynidtepa amd 1o eminedo un eXidPAONGC), AVTEG OL VEOTAUCLOTIKEG
aArowmoelg dev Bempeital ot oyetiCovTon pe avtioToyn Katdotaor 6€ avlpdmovg.

Agv mapatnpnnkav avemBOunTeg evépyeleg eml TG YOVILOTNTOG OPCEVIKAV Kol ONAvK®V apovpainv
7oV EAGUPAVOY GITOYAMTTTIVI) TTPO 1) KATA TN S1APKELD GLVEDPESTG.

e pio Tpo-/petayevvn Tk LeEAETI avATTTLENG TOV TPAYULATOTOONKE GE apovpaiovs, dev
TapovGlicOnKay avemBOUNTEC EVEPYELEG e TN GLTOyATTiv).

Meléteg TOEIKOTNTOC TNG AVATOPAYWOYIKNG IKovOTNTAG 08150V pia eEAa@pd oxeTlOIEVT LE TN
Oepaneio aENUEVN CLYVOTITA EUPAVIOTG SVGLOPPLOY TOV TAELPOV TOV EUPPVOL (ATOVGCEG,
VIOTAOCTIKES Kol KOLLOTOEWEIS TAEVPEG) GE amOYOVOLG OPOVPAimV OE EMIMEdO GLOTNUATIKNG EkBeong
29 popéc mavm amod to enineda ¢ £kBeong otov dvBpwmo. TokoTNTo TNV £YKLO OE LEAETT
Kovik @V Tapovoidctnke og emineda 29 popég vynAoTEPO amtd Ta emineda TG £kBeong oTov
avBpomo. E&attiog tmv vynAdv opiov acedieiag, ovtd to evprLata OV LTOINA®VOLY GYETILOUEVO
Kkivduvo yia v avBpomvn avoarapaymyiky wavotnte. H oitaylmtivn anekkpivetol 6€ onuavTikég
TO0GOTNTEC 670 YaAa OnAaldvtov apovpaimy (oxéon yariaktog/midoua: 4:1).

6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Koatdahoyog ekdoywv

Ivpnvag diokiov:

pikpokpuotoriky kottapivn (E460)

d160E1vo pwcPopikd acPéatio, avudpo (E341)
KapueAloln voatprovyoc dactavpovpevn (E468)
payviolo oteotikd (E470b)

VATPLO GTEATLAOPOLUAPIKO

TPOTVAECTEPOG YOAMKOG

Emxdioyn pe Aentd vpévio:

TOAL BtvuAaAKOOAN
moAvatBuievoyivkoin 3350
téAkng (ES53b)

d1o&eidio Tov Titaviov (E171)
gpLBpd 0&eidio Tov cdnpov (E172)
kitpivo 0&eidto tov cdnpov (E172)

6.2 Aocvpparéotnreg
Agv epapudleton
6.3 Awgpkero Long

2 ypdvia
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6.4 Iowitepeg mpo@uAdEers kata T @OLAEN TOV TPOIOVTOG
dvrdooete og Beppokpacio pkpotepn Tov 25 °C.
6.5 ®@von Kol GLGTATIKA TOV TEPLEKT

Adwpavn blister (PVC/PE/PVDC kot adovpviov). Xvokevacieg tov 14, 28, 30, 56, 84, 90 1 98
EMKOAVUUEVOV e AETTO VUEVIO dtokimv kot 50 X 1 emkaAvppéva pe AenTo LEEVIO O10Kio 6€ TP TA
blister povadwv d6oNg

Mmnopei va, unv KoKAOPOpoLY OAEG Ol CUGKEVAGIEC.
6.6 Iowitepeg mpoPurdéers amoppryng

Kabe aypnoipomointo @appokevtikd Tpoidv 1| VITOAEWLLN TPETEL VO, ATOPPITTETOL COLPOVA UE TIC
KOTO TOTOVS 1GYVOVGES GYETIKES SLUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMovdio

8. APIOMOZX(OI) AAEIAYX KYKAO®POPIAX

Xelevia 25 mg gmkoAvpupévo e Aemtd LUEVIO d1oKia,
EU/1/07/382/001
EU/1/07/382/002
EU/1/07/382/003
EU/1/07/382/004
EU/1/07/382/005
EU/1/07/382/006
EU/1/07/382/019
EU/1/07/382/020

Xelevia 50 mg emkoAvupéva e Aemtd LUEVIO d1oKia,
EU/1/07/382/007
EU/1/07/382/008
EU/1/07/382/009
EU/1/07/382/010
EU/1/07/382/011
EU/1/07/382/012
EU/1/07/382/021
EU/1/07/382/022

Xelevia 100 mg gmxaiouuéva pe Aemtd vuévio diokio
EU/1/07/382/013
EU/1/07/382/014
EU/1/07/382/015
EU/1/07/382/016
EU/1/07/382/017
EU/1/07/382/018
EU/1/07/382/023
EU/1/07/382/024
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9. HMEPOMHNIA IMPQTHX EI'KPIXHY/ANANEQYXHY THX AAEIAYX
Huepounvia tpdng £ykprong: 21 Maptiov 2007

Huepounvia tedevtaiog avavémong: 20 Iavovapiov 2012

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TAnpoeopieg yio To eappoko avtd eivar dtabéoipeg otov diktvakd ToTo Tov Evpmmaikod
Opyaviopuot @oppdrwmv: http:/ www.ema.europa.eu.
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IHAPAPTHMA 11

IHHAPAXKEYAXTHX(EX) YHHEYOYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMMOTEAEXMATIKH XPHXH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHXE(EYX) YIIEYOYNOZXZ(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

‘Ovopa kot otevfuvon Tov(tawv) Tapookevaoti(@v) mov gival vrevhvvoc(ot) Yo TV amodEGUEVCT] TOV
mopTidmV

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OAavoio

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

DoppokeuTikd TPOidV Yo T0 OTOI0 OTOLTEITOL WTPLKT) CLVTOYT.

I AAAOI OPOI KAI AITAITHXZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢oe1g meprodknig mwapakorovdnong g acpdrerag (PSURS)

O1 anmattioelg yio v vrofoAr twv PSURS yuo 10 ev Adym @appakevticd mpoidv opiloviat otov
KaTAAOYO UE TIg Nuepounvieg avapopdg g Evmong (katdioyog EURD) mov mapatibeton oty
Tapdypoeo 7, Tov dpBpov 107y, tng odnyiag 2001/83/EK kot k&b emakdlovbng emkarpomoinong
OTMOC ONUOCIEVETOL GTIV EVPOTOIKT STKTVAKT TOAT Y10l TO QAP ULOKOL.

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

. Yyéoro owayeipiong Kivovvovu (ZAK)

O Kdroyog Adetog Kukhogopiag (KAK) Ba die&aydyet TIC amattovpeveS OpacTplOTNTES Kot
TOPEUPAGELS POUPLOKOETAYPVTVIIONG OTG Tapovoidlovtal ato supeovniéy XAK mov tapovcidaletan
otV evotnta 1.8.2 ¢ ddelag KukAOQOPiog Kot 0T01EGONTOTE EMAKOAOVOEG EYKEKPIUEVES
avaBewpnoelg tov ZAK.

‘Eva emucaporompévo XAK Oa npémnel va katatedet:

. Metd and aitnpa tov Evponaikod Opyaviopod @apudkmv,

o Omnotednmote Tpomomoteitan To VST SloyEiptong KivdHvov, ed1Kd MG AmOTEAEGLO ANYTG
VE®V TANPOPOPIDV TOL UTOPOVV VA ETPEPOVY GTUAVTIKT GALAYT GTN GYECN 0PEAOVG-KIVIUVOL
N ®G OTOTEAEC A TNG EMTEVLENG EVOC GNUAVTIKOD OPOCTILOV (PUPUAKOETAYPOTVIION 1)
glayiotomoinon Kvdvvov).
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IHAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIZHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xelevia 25 mg emikaAvppéva pe Aemtd vuévio dtokio
GLTOyAMITTIiVY

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

Kabe diokio mepi€yetl Lovoidpikn pmOSEOPIKT GLTayAtTivr, 10060vaun pe 25 mg GrroyMativig.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

14 emkoivppéva pe Aemtd vpévio dtokio
28 eMKOAVUUEVOL UE AETTTO DUEVIO O1oKIOL
30 emkoAVUUEVEL PE AETTO DUEVIO O1GKIOL
56 emKoOAVUPEVE e AETTO DUEVIO OLOKIOL
84 emukoivppéva pe AETTO LUEVIO dloKi0L
90 emkaALUUEVOL PE AETTTO DUEVIO O1GKIOL
98 emkaAvppéva pe AeTTO LUEVIO dloKio
50 x 1 emoAvppéva e AETTO LUEVIO dloKio

| 5. TPONOX KAI OAOX(OI) XOPHTHZHE

Awpbote 10 PUALO 0INYIOV TPV OO TN YPTOT).
Ao otouaTog ypon.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na pvidcoetal o€ Oéon v omoia dev PAETOLY Kot dev Tpoceyyilovy Ta TaLd1d.

| 7. AAAH(EZ) EIAIKH(EE) IPOEIAOTIOTHEH(EIE), EAN EINAI ATAPAITHTH(EE)

‘ 8. HMEPOMHNIA AHEZHX

AHEH

25



9. EIAIKEX XYNOHKEX ®DYAAEHX

Ddvrdccete og Beppokpacio pkpotepn tov 25 °C.

10. TAIAITEPEX IPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITOY TIPOEPXONTAI ATIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAIT AIEYOYNXH TOY KATOXOY THX AAEIAYX KYKAO®OPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OAavoia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/07/382/001 14 emkaAvppéva e AETTO DUEVIO OlOKIN

EU/1/07/382/002 28 emucolvoppéva. e AemTd LUEVIO dloKia
EU/1/07/382/019 30 gmucoloppéva pe Aemtd LUEVIO dloKia
EU/1/07/382/003 56 emkaAvppéva pe AemTo DUEVIO dloKiN
EU/1/07/382/004 84 emukaAvpuéva e AETTO DUEVIO O1oKiL
EU/1/07/382/020 90 emucoloppéva. pe AemTd LUEVIO dloKia
EU/1/07/382/005 98 emkaivppéva pe AEmTd vUéVIO dtoKio
EU/1/07/382/006 50 x 1 emucoivppéva pe Aemntd vpuévio diokio

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

Xelevia 25 mg

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

A160106T0TOC YPOUUU®TOS KOdKag (2D) mov @épet Tov mepAnefévta LovadIKO avayvoploTIKO KOOTKO.
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18. MONAAIKOX ANAT'NQPIZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AITO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIETI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYNOY KYYEAHZX (BLISTER) 'H XTIX TAINIEX(STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xelevia 25 mg diokia
OLTOyAMITTIVNY

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

MSD

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEZEQTEPIKH XYXKEYAZXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xelevia 50 mg emkaivppéva pe Aemnto vpéVio diokia
OLTOyAMITTIVNY

2. XYNOEXH XE APAXTIKH(EY) OYXIA(EY)

Kabe diokio mepiéyetl povobdpikn pmc@opikn crtayArtiv, 1woddvoun pe 50 mg crrayMativing.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

14 emkoivppéva e Aemtd vuévio dtokio
28 emKaALUPIEVO LE AETTTO VUEVIO dloKia
30 emKaAVUUEVOL PE AETTTO DUEVIO O1GKIL
56 emKOAVUUEVA e AETTO DIEVIO O1OKI0L
84 emicodvppéva pe AETTO LUEVIO SLoKI0L
90 emkaALUUEVE LE AETTTO DUEVIO O1GKIOL
98 emKoOAVUUEVA e AETTO DUEVIO OloKI0L
50 x 1 emxaAvppéva e AETTO VUEVIO OlGKiO

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0ONYIOV TPV 0T TN YPNOT.
Ao otouaTOC Ap1IoN.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidcoetal o€ 0éomn v onoio dev PAETOLY Kot dev mpooeyyilovv To TodId.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOMIOIHEZH(EIZ), EAN EINAI AIIAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

Ddvrdccete og Beppokpacio pkpotepn tov 25 °C.

10. IAIAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITOY NIPOEPXONTAI ATIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAIT AIEYOYNXH TOY KATOXOY THX AAEIAY. KYKAO®OPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OAavoia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/07/382/007 14 emkaAvppéva e AETTO DUEVIO OlOKIN
EU/1/07/382/008 28 emucolvoppéva pe AenTo DUEVIO dloKin
EU/1/07/382/021 30 gmucoloppéva. pe AETTO LUEVIO dloKin
EU/1/07/382/009 56 emucoloppéva pe Aemtd LUEVIO dloKia
EU/1/07/382/010 84 emkaAvppéva e Aemto LUEVIO dloKia
EU/1/07/382/022 90 emucoloppéva pe Aemtd DUEVIO dloKia
EU/1/07/382/011 98 emucoloppéva pe Aemtd LUEVIO dloKia
EU/1/07/382/012 50 x 1 emxolvppévo pe Aemwtd vpévio diokio

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lTA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TIAHPO®OPIEX XE BRAILLE

Xelevia 50 mg

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

A60106T0TOG YPOUU®TOS Kddkag (2D) mov pépet Tov meptineBévta LovadKO avayvmploTiKo KOOKo.
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18. MONAAIKOX ANATI'NQPIZTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AITO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX [TOY ITPEIIETI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYNOY KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xelevia 50 mg diokia
OLTOyMITTIVNY

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

MSD

3. HMEPOMHNIA AHZHX

AHEH

4. APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXEIA

32




ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEZEQTEPIKH XYXKEYAZXIA

EZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY NIPOIONTOX

Xelevia 100 mg emkoivppéva pe AETTO LUEVIO O1oKiN
GLTOyAMITTIVY

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

Kabe diokio mepiéyetl povobidpikn poceopikn crtayAmrtivr, ioodvvaun pe 100 mg ortaylumtivig.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

14 emkoivppéva pe Aemtd vpévio dtokio
28 eMKOAVUUEVOL UE AETTO DUEVIO OLoKiOL
30 emkaALUUEVOL PE AETTO DUEVIO O1oKIaL
56 emKoOAVUPEVE e AETTO DUEVIO OLOKIOL
84 emukoivppéva pe AETTO LUEVIO dloKi0L
90 emkaALUUEVOL PE AETTTO DUEVIO O1GKIOL
98 emkoAvppéva pe AETTO VUEVIO dloKia
50 x 1 emoAvppéva pe AETTO LUEVIO dloKio

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awpbote 10 PUALO 0INYIOV TPV OO TN YPTOT).
Ao otouaTog ypon.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Na puAdooetal o€ Béon v onoia dev PAETOLY Kot dev Tpoceyyilovv Ta Tad1d.

| 7. AAAH(EZ) EIAIKH(EE) IPOEIAOTIOTHEH(EIE), EAN EINAI ATAPAITHTH(EE)

‘ 8. HMEPOMHNIA AHEZHX

AHEH
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9. EIAIKEX YYNOHKEX OPYAAEHX

Ddvrdccete og Beppokpacio pkpotepn tov 25 °C.

10. IAIAITEPEX TIPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN ITOY TIPOEPXONTAI ATIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAITAIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®QOPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OAavoia

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/07/382/013 14 emkaAvppéva e AETTO DUEVIO OIOKIN

EU/1/07/382/014 28 emucolvoppéva. e AemTo LUEVIO dloKia
EU/1/07/382/023 30 gmucoloppéva pe AemTd DUEVIO dloKia
EU/1/07/382/015 56 emkaAvppéva pe AETTO DUEVIO O1GKIL
EU/1/07/382/016 84 emkaAvppéva e AETTO DUEVIO O1oKIO
EU/1/07/382/024 90 emucoloppéva. pe AemTd LUEVIO dloKia
EU/1/07/382/017 98 emxoivppéva pe Aentd vpévio diokia
EU/1/07/382/018 50 x 1 emucoivppéva pe Aemntd vpuévio diokio

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

Xelevia 100 mg

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

A160106T0TOC YPOUUU®TOS KddKag (2D) mov @épel Tov mepAnefévta LovadKO avayvmploTIKO KOOKO.
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18. MONAAIKOX ANAT'NQPIZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AITO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX ITOY IIPEIIETI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
TYNOY KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xelevia 100 mg dioxia
OLTOyAMITTIVNY

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

MSD

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

Lot

S. AAAA XTOIXEIA
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B. DYAAO OAHI'TQN XPHXHX
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@viro ooV 1piong: IIAnpogopiss yro Tov yp1joty

Xelevia 25 mg emuxaloppéva pe Aentod vpévio ookia

Xelevia 50 mg emuxaioppéva pe Aentod vpévio diokia

Xelevia 100 mg emkaivppévo pe Lextd vpévio diokio
ortayAMmTivn

AWPaoTE TPOGEKTIKG OLOKANPO TO GUALO 0ONYLOV YPNONGS TPV 0.PYIGETE VU TAIPVETE AVTO TO

PapROKO, O1OTL TEPLAAPUPAVEL GNUAVTIKES TANPOPOPIES YU GOC.

- Dvra&te avTo TO EVALO 0N YLDV Yprione. Towg ypelootel va 1o dofdcete Eava.

- Edv éxete meportépw amopieg, poTNOTE TOV Y1OTPO, TOV PAPLOKOTOLO 1} TOV VOGOKOLO GOLC.

- H cvvtayn yia ovtd 10 gappoko xopnynonke amokAEGTIKA Yio 6aG. Agv TPETEL VO ODGETE TO
@apuoKo o€ GAAovc. Mmopel va Toug TpokoAéael PAAPN, koI Kot OTAY TO CUUTTOUOTO TNG
acBéveldg Toug etvar 1d1a pe T Sk oag.

- Edv mapotnpricete kdmota avemBOUNTN eVEPYELL, EVILEPDOCTE TOV YLOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO G0C. AvTd 16Y0EL Kot Yo KaOe mhovn avemBOunT evépyela Tov Oev aVaPEPETAL
670 TapdY PUALO 0dNYIOV Ypriong. BAére mapdypago 4.

T Tepréyer 7o Tapoév gvAro 0oNYLAOV

T etvan to Xelevia kot mwota givon 1) xpion Tov

T mpéner va yvopilete npv Tapete 1o Xelevia

[ag va mapete 1o Xelevia

[MBavég avemBOuntes evépyeteg

[Tog va purdooete 1o Xelevia

[epreydpeva g cvokevaciog Kot Aomég TANpoPopieg

Sk =

1. Th givon To Xelevia kon wora givon n ypion Tov

To Xelevia mepiéyel tn dpacTiky ovsia crtayAlrtivn 1 ontoia eivo PEAOG piag Kot yopiog Quprakmy
mov ovoudlovtat avactoreig DPP-4 (avaotoleig g dmentidvMkng Tentiddong 4) ta onoia HELdVOVY
TOL EMTEDA TOV GUKYAPOV GTO Qi 6€ EVAAIKEG 0l60EVElS e cakyap®don dtafntn tomov 2.

Av1d 10 apuraKo Bonbd oty adENCT TOV ETTES®Y VGOVAIVIG TTOL TOPAYETOL LETA O YEOLLOL KoL
LELDVEL TNV TOGOTNTA TOV GOKYAPOV OV dNUIOVPYELTaL 0md TOV 1310 TOV 0pYOVIGUO.

O y101pdg 060G GLVTAYOYPAPNGE AVTO TO PAPLOKO Yo Vo Gag fonBNcEeL va LELOGETE TO EMIMESO
GOKYOPOL GTO QipL GaG, TO 07010 Eivat TOAD VYNAO, emeldn| £xete draPrtn tHmov 2. To papuaKko owtod
umopei va ypnoyomombei o¢ povobepameio 1 6€ GLVOVAGUO IE CUYKEKPIUEVO AL POAPLLOKOL
(tvoovAivn, peteoppivn, Govipovorovpiec, | YMTALOVES) TOV HELDOVOVY TO GAKYOPO GTO OLLaL, TO
omoia pmopet oM va Taipvete yio tov defntn poli pe Eva mpoypoppa S10Tpoeng Kot AoKnong.

T givon 0 drafmng tomov 2;

O dPnng tHmov 2 givon pio KatdoTaon Katd Ty omoic 0 0pyavic O Gag OV TAPAYEL OPKETN
VGOLAIVY] KO TOLTOYPOVO 1| IVGOVALVY, TNV oToia mapdyel, dev dpa 1060 KAl 660 Oa énpene. O
opyavicuoc cag umopel emiong va dnuiovpyel peyaArdtepn mtocoTnTo cakydpov. Otav cuuPaivovy
avtd, avefaivouy ta enimeda Tov cakydpov (YAuKOING) oto aipo. AVTd pUmopel vo, 00Ny oEL o8
cofopd 1TpiKd TPoPANUATE OTMG KOPOIOKT VOGO, VEPPIKT] VOGO, TOPAMGT] KOl AKPOTNPLUGUO.

2. T péner va yvopilete mpv mwapete To Xelevia
Mnyv ntapete 10 Xelevia
- o€ MePInT®ON aAlepyiag ot oltayMmtivn 1] 68 0TOL0MTOTE GAAO OO TOL GUGTATIKA CLTOV TOV

POPUAKOL (OVOPEPOVTOL TNV TTAPAYPOPO 6).
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IIposgidomoun|oelg Kot TpoPVAGEELS
"Exovv avaeepbel mepimttdoelg AEYHOVIG TOV TayKpEATOG (TayKpeaTiTdn) o€ acbeveig Tov
Aappdavovv Xelevia (PA. mapdypoeo 4).

Edv avtyetonicete dnpuovpyio poucKoA®OV 610 dEPLLA, EVOEXETAL VA OTOTEAEL onueio piog
KATAOTOONG TTOL OVOUALETOL TOUPOALYDOES TEUPLYOEDES. O Y1aTpdC GOG UTopel va cag {nThHoel va
otapatinoete o Xelevia.

Evnuepmote tov yatpd cog edv Exete N elyarte:

- pic vOGo Tov TaykpEaTog (OTmG 1) TLYKPEUTITION)

- TETPEG OTN YOAN, EEAPTNON OO TO AAKOOA N TOAD VYNAQ emimeda TpLryAvKePOi®V (Lo LOpEN|
AMmovc) 6to aipa 6og. AVTEG Ol LOTPIKEG KOTOGTAGELG UITOPEL VO avERoOoVY TNV THvOTNTO VOl
TOPOVGIAcETE TayKpeaTiTd (PA. Tapdypapo 4).

- oo tomov 1

- Swfnrikn Ketoo&éwon (pio eTmAoKT TOL S1aP1Tn Le LYNAO GAKYOPO TOL OLILOTOS, ATOTOUY)
ammAeln Bapovg, vavtio 1 EUETO)

- 0TO1001TOTE TPOPANLATA OO TOVS VEPPOVS, TOPA 1) OTO TAPEAOOV

- omotadnTote aAlepykn avtidpaon oto Xelevia (BA. mapdypago 4)

To @appako ovtd givar omifavo vo TPOKUAECSEL YUUNAES TILEG GOKYAPOV GTO AL GO ETELON OEV EYEL
OpaCTIKOTNTA OTAV Ol TYEC GOKYAPOL GTO aipo oag etval yaunAés. Qot6c0, £6v TO PAPUAKO AVTO
YPTCULOTOLEITAL GE GUVOVOAGUO LE EVO QPAPLLOKO TOTTOV GOVAPOVLAOLPIAG 1 pall LE VGOLAIVY umopel
va mapovotactel younAn Tiun cakydpov oo aipa. O yaTpdc 6o UTOPEL Vo HEIOGEL TNV dOGT TOL
QOPUAKOV TNG COVAPOVLAOLPILOG 1] VGOLAIVIG .

MHoowd xon Epnpor

Modd kot Epnpor kdtw TV 18 etdv dev Oa TPETEL va. YPNGIUOTOI0DY 0VTO TO EAPLOKO. Agv glval
omotelecaTikd o€ Toudid kot epnPovg nhikiag amd 10 g 17 etdv. Agv givar yvootd by avtd 1o
QAPUOKO EIVOL OCPOAEC KO OTTOTELEGUATIKO OTAV YPNOLUOTOLEITAL GE TTadLd NAkiag KdTm TV 10
ETOV.

Alro @appoxa kor 1o Xelevia
Evnuepmote tov yiatpd 1 ToV QopUOKOTOL0 Gag €6V maipvete, £xeTe TPOSOATO TAPEL 1| LITopel va
mhpete GALO PApLOKO.

[dwitepa, evnuepdote Tov yroTpd oag eav maipvete dryo&ivn (€va @APUAKO TOV XPNCYOTOLELTOL Y10l
T Bepameio TOL AVAOPOAOL KOPI1OKOD TOALOD Kol GAA®Y Kapdlok®v TtpofAnudtov). To eninedo g
dryo&ivng oto aipa cag umopel va ypetactel va ereyydel edv AapPaveton pe to Xelevia.

Kinon kot Onioopdg

Edv giote éyxvog 1 Onhalete, vouilete 0T umopei va giote £ykvog 1 oxed1dlete vo amokTNoeTe Todi,
{ntiote ™ GVUPOLAN TOL YIATPOL 1] TOV PUPLOKOTOIOD GOG TPV TAPETE AVTO TO PAPLOKO.

Agv Tpénel Vo TUPETE AVTO TO PAPUAKO KATH TN OLAPKELN TNG EYKVHOGUVIG.

Agv givorl yvooto av autd To papuoko diEpyeTat 6To PNTpkd yéia. Agv Oa mpénet va
YPTOULOTOGETE AVTO TO PApuaKo av OnAalete 1| okomebete va OnAdcete.

0onynon Ko YEPLOROS PNV LATOV
AvT06 TO PAapOKO eV EYEL Kapia 1) EYEL ACTUAVTT EXOPOCT) GTNV IKAVOTITA 03YNONE KoL YELPICUOD
unyovnudtov. Qotoco, Exovv avaeepdel {GAn Kot vTvnAia, Tov UTOPEL Vo ETNPEAGOVY TNV IKOVOTNTE,

o0G Yot 00NYNON 1 YEPWOUO PNYOVIHLATOV.
H Ayn avtod 100 poprAKoy 6€ GUVOVAGHO LE PAPLOKN TOV OVOLALOVTOL COVAPOVLAOVPIEG 1 LUE

WGOLAIVY Umopel Vo TPOKAAEGEL VTOYAVKALLLO, 1| 07010 UTTOPEL VO, EANPEAGEL TNV IKAVOTNTA 03NYNGNG
KO YEPLHOD UnyavnUdTov 1 TV SuvaToTnTo EPYNCig Y®PIG acPain otabepoTnta.
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To Xelevia wepiéyel vatplo
Av106 T0 PappaKko TePLEYEL AydTtepo amd 1 mmol vatpiov (23 mg) avd dickio, givar owtd TOL
ovOUALOVLE OLCLUGTIKG «EAEVOEPO VATPIOLY.

3. Iog va wapete 1o Xelevia

ITavtote va moipvete To PAPLOKO OVTO AVOTNPE COLPOVO LE TIC 0dNYiEG TOL YLaTpoL cag. Edv éxete
au@lPoriec, pmTNOTE TO YIATPO 1 TO PUPLUKOTOLO GOGC.

H ovuving cuvictdpevn 660 siva:

- éval emkaAvppEVO te Aemtd vuévio diokio twv 100 mg
- pio @opd v nuépa

- oo T0 OTOUOL

Edv &yete mpoPAnuata pe toug veppoic, o ylaTpdg oG LTOPEl VoL GUVTOYOYPUPNGEL KPOTEPES dOGELS
(6mwg 25 mg i 50 mg).

Mmnopeite vo Aappdvete avtd 10 ApUaKo LE 1 x0pic eoyntd 1 ToTo.

O Y10TpOG G0 UTOPEL VO GLUVTAYOYPOPTIGEL OV TO TO PAPHOKO ¢ povobepaneio 1 pali pe opltopéva
GAAQL PAPLLOKOL TOL OTTOT0, LLELDVOVY TO GAKY PO TOV CLILLOTOG.

H dioita ko 1 doknon pmopei vo fondncovy Tov opyaviGd Gog vo XpToLUOTOLEL KAADTEPO, TO
oaKyopo Tov aipatds tov. Eivar onpavtikd va mapopeivetre oe dloita Kot Aoknom 0TmG 6ag
GLVESTNGE 0 YTPOG 0OC, EVO Taipvete Xelevia.

Eav napete peyarvtepn 060m Xelevia amé v kavovik)
Edv mapete peyarhtepn 6661 auTod TOV GOPUAKOL OO QLTH TOL GOG £XEL GLVTAYOYPUPNOEL,
EMKOWVOVNOTE AUECHOG LLE TO Y1OTPO GOG.

Edv Egyaoete va mapete To Xelevia

Edv ydoete pio d6om, mapte v apécmg potg to Bounbeite. Edv dev 1o Buunbeite péypt va £pbe n
Opa Yo, TNV EXOUEVT OO0, TAPAAEIYTE TN YOUEVT dOOT KOl GLVEXIGTE TAAL |UE TO KOVOVIKO GO
TPOYpappe. MnVv mhpeTe ST 00T TOL AVTOV TOV PUPHAKOL.

Edv otopatijoete vo maipvere 1o Xelevia

Yuveyiote vo AapPavete to Xelevia yuo 660 S1AGTNO GG TO GLVTAYOYPOQEL O YIOTPOG GAG, £TCL DOTE
va eEaxorovdnoete vao fonddte oTov EAeyyo TOL GOKYAPOL 6TO aipa coc. Aev Ba Tpémetl va
OTOUOTNGETE VO AOUPAVETE OVTO TO PAPLLOKO YOPIG VOl EMIKOVMOVIGETE TPMTA, JIE TO YLOTPO GOC.

Edv &yete meprocdtepeg epOTNOELS GYETIKA LLE TN (PTOT CLTOV TOV PUPUAKOL, POTNGTE TO YLUTPO 1) TO
(QUPULOKOTOLO GOG.

4. IBavéc avemOOuNTES EVEPYELEG

Onwg 6o To EAPLOKD, ETCL KOL 0VTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL AVETIOOUNTEC EVEPYELEG, OV
Kol Ogv Tapovotdlovtal 6 GAOVG TOVG AVEPMOTOLG.

YTAMATHXTE va naipvete 1o Xelevia kot eMKovOVIoTE Le VOV Y10TPO AUECHS EAV TAPUTIPTCETE
omo10dMTOTE OO TIG aKOAOLOES GoPapic avemBounTeg EVEPYELES:

. Tofapog Kot eTIUOVOG TOVOG GTIV KOWAMA (GTNV TEPLOYN TOL GTOUAYOV) O 0TO10¢ UTOPEL Vo
enektafel péypt v TAATN G0G e N Y0 pig vavtia kot EReTo, KaBdg avtd pmopel va givon onpeia
QAEYLOVNG TOV TTOYKPENTOS (TOYKPEATITIONG).
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Edv mapovoidoete pio coPapr oAiepyikn avtidopoaot (Un yvoGT GuyvoTnTo), TOL UTOPEL Vo
nepthapPavel eEavOnua, kvidwor, Povckareg oto dEpua / EEPAOVIIGUE TOV SEPUATOC KO OIOT L0, TOV
TPOCHTOV, TOV YEMDV, TNG YADOGGOS, KOl TOU ANLLOD TOV HTOPEL VO TPOKAAESEL SUGKOAMO GTNV
OVATTVOT| 1} TNV KOTATOGT), GTAUOTNOTE VO TAIPVETE 0UTO TO PAPLOKO Kol KAAEGTE TO YLOTPO GOG
apéomc. O yTpog ooc LTopEl Vo GOG GLVTAYOYPAPIOEL VO PAPLAKO Vi TV Bepomeia Tng
OAAEPYIKNG GOC OVTIOPOAOTG KOl £VA, OLOPOPETIKO PAPLLOKO Yo TOV dlafnTn.

Mepikoi acBeveig Exovv Tapovotdost T akOAOVOEC avemBOUNTEC EVEPYELEG LETE TNV TPOGHN KN
OLTAYAMITTIVIIG 6TV UETQOPUIVN:

Yuyvég (umopet va emnpedoovv péxpt 1 otoug 10 acbeveic): younin Ty caxkydpov aipotoc, vavTia,
HETEDPIOUOG, EUETOC.

Oy ovyvég (umopel va enmpedoovy uéxpt 1 otoug 100 acBeveig): mévog otopdyov, didppota,
dvokototnTa, VITVNAia.

Mepikoi aoBeveic £xouv TaPOVCIACEL SLAPOPETIKOVS TOHTTOVG dSVCPOPING CTOUMYOV OTAV dpYLGaV TN
Bepaneia cuvovacpob crtayimtiving pali pe peteopuivn (1 cuyxvotnTa etvar cuyvn).

Mepwoi acBeveic £xovv mapovoidost Tig akdlovBeg avemBOUNTEG EVEPYEIEG EVOCH EAGUPaVOY
ortayMntivn o€ GuvOLacUO e pia GOVAPOVVAOLPIN Kot LETEOPLIVN:

[ToAd cuyvég (umopel va emnpedoovy tepiocdtepovg amd 1 otovg 10 acbeveic): yaunAn tiun
GOKyapov GTO Ol

2UYVES: OLGKOIAMOTNTAL.

Mepikoi acOeveic £xovv mapovoldost TIg akdAovOeg avemBOUNTEG EVEPYELEG EVOGM EAGUPOVOY
ocurtayMmtivn pe moyAtaldvn:
YOYVES: LETEMPIGLOG, OIONUO TV XEPLDV T} TV TOJDV.

Mepikoi acBeveic £xovv mapovcidoet Tig akdAoVOeg avemBOUNTEG EVEPYEIEG EVOO® EAAUPavVaY
SLITayMITivn 6€ GLVOLOGUO LE TOYALITALOVN KOl LETQOPLLIVNY:
ZuyvEG: OlOMUO TOV YEPIDV 1) TOSLDV.

Mepwoi acBeveic £xovv mapovoidoet Tig akdiovbeg avemBounTeg evépyeleg evocm eAappavay
ortayMmTivi o cuvovaoUo Le tVGoVAIv (LLE 1 Y®pig petpopuivn):

Xoyvéc: ypimn

Oyt ovyvég: Enpootoptic.

Mepikoi acBeveic £xovv mapovoidost Tig akdAovbeg avemBOunTeg eVEPYELEG EVOGM EAGUPOVOY
ortayAMmtivn uovn g o€ KAVIKEG HEAETEG 1 KATE TV SLAPKELN TNG XPNOTG LETE TNV KukKAopopia mg
povoBepaneio Kovn pe dGAla @dppoxa yio to dfnn:

ZoyvEG: oA TN cakydpov aipatog, Keoaladyio, AOIU®EN TOL AVAOTEPOL OVATVEVGTIKOD
GLOTANATOC, POVA®UEVT T} LOTN TTOL TPEYEL KO TOVOAULLOG, 0oTEOPOpitTIdn, TOVOG GTa. XEPLU 1) TO.
oo

Oyt ovyvég: LaAn, duokoMdTNTA, Paryodpa

ETAVIEG: UEIMUEVOG APOOG OLLOTTETOM MY

Mn yvooti cuyvotnta: TpofARpaTe TV vepp®V (0Tov HEPIKES PopEG amarteital aokdbapon),
gnetdc, movog oty aApbpwon, Likdg Tdvog, oceLaAyia, SIGUEST TVEVHOVIKT VOGOS, TOUPOAVYMOES
TEUPLYOELDEG (EVAG TOTOG POVCGKUADY TOV OEPIOTOC).

Ava@opd avemOOuNTOV EVEPYELOV

Edv mapoatnpfoete kamola avemBountn evépyeia, EVIUEPDOTE TOV YIUTPO,TOV QUPUOKOTOLO 1) TO
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio kKdOe mhav avemBountn evEpyeLo TOL OEV AVAPEPETAL GTO TOPAY
@OALO 00N YIDV Yprione. Mropeite emiong va avaeépete avembBounteg evépyeieg ancvdeiog, PEcw TOV
€Bvikov cuaTnaTog avaPopas Tov avaypaeetol oto [apdpnua V. Mécm g avapopds
avemBountov evepysldv umopeite va fonbnoete ot GLALOYN TEPIGGHTEPOV TAN|POPOPLDY GYETIKA
LE TNV 0CQAAELN TOV TOPOVTOG PUPAKOV.
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5. [ ®¢ va puracoete To Xelevia
To @dppako avtd TPEMEL va pUAACOETAL GE PEPN TTOV OgV TO PAETOVV Kail Ogv TO POAVOLV T TOLOLA.

Na un ypnoiponoteite ovtd 10 QAPHOKO UeTE TV nuepounvia AHENC mov avaeépetal oto blister kot
oto kouTi petd to 'AHEH'. H nuepounvia AnEng eivar n tedevtoio nUEPA TOV VO TOV AVAPEPETOL
eKel.

dvidocoete og Deppokpacio pkpdtepn tv 25 °C.

Mnv metdite @ApULAKO GTO VEPD TNG ATOYETELGNG N OTA OIKLHKA amoppippata. Potmote tov
POPUOKOTOLO GOG Y10 TO TMC VO TETAEETE TAL PAPLLOKA, TTOL OEV YprcLonoteite o, Avtd ta pétpa o
BonBncovv oty tpoctacio Tov TePIPAALOVTOC.

6. Iepreydpeva TG GLOKEVAGLOG KOL AOUTES TTANPOPOPIES
T mepréyer o Xelevia

- H dpactikn ovcia eivor 1 crtayAirtivn:
o Kabe Xelevia 25 mg emikodlvppévo pe Aemtd vpévio diokio (010Ki0) TepPLEYEL LOVODOPIKN
POCPOPIKN CLTAYAITTIVN, 16000VaUn LE 25 mgE ooy MaTivig.
o Kabe Xelevia 50 mg emikodlvppévo pe Aemtd vpévio diokio (d10Kio) TePLEYEL LOVODIPIKY
POCEOPIKN ortayAumtivn, 1wodbvoun pe 50 mg crrayMativing.
o Kabe Xelevia 100 mg emkaivppévo pe Aentd vuévio diokio (dtokio) mepiéyet povobidpikn
POCPOPIKN ortaymtivn, 1oodvvaun pe 100 mg crraylmtivng.

- Ta dAlo cvotatikd givat:
o IMvpnvag tov diokiov: pkpokpuoTaAilikn kuttapiviy (E460), dvudpo 5166E1vo pmopopikd
acPéotio (E341), xappeAloln vatpiovyog dactovpovpevn (E468), payvioclo oteatikd
(E470b), vatplo 6TEATLAOPOVLOPIKO Kol TPOTVAEGTEPUG YUAAKOG,
o Emxdloyn tov diokiov pe Aentd vpévio: moAvfivodaiiodin, toivarfvievoyivkdin 3350,
téAxng (E553b), dro&eido tov titaviov (E171), epubpd o&eidio tov adnpov (E172) ko
kitpwvo o&gidto tov cdnpov (E172).

Epoavien tov Xelevia kou mepreyopeva. TG 6VOKEVAGIOG

- Ta Xelevia 25 mg emkaAvppéva pe Aewto vuévio diokio ival oTpoyyLAd, pol ETKOAVUUEVE, e
Aemto vUéVio dokia, pe TNV EvdelEn “221” ot pia mAgvpd.

- Ta Xelevia 50 mg emkaAvppéva pe Aewto vuévio diokia eivat aTpoyyvAd, avorytd umel
EMKAAVUUEVA [LE AETTTO DUEVIO S1oKi0 e TNV évoelén “112” ot pio TAgvpd.

- Ta Xelevia 100 mg enucoloppéva pe Aemtd vpévio dokia givar oTpoyyvAd, prel emucoiloppévo
pe Aemtd vuévio diokia, e TNV €vOelln “277” ot pio mAgvpd.

Adwpavn blister (PVC/PE/PVDC kot adovutviov). Zvokevaoies tomv 14, 28, 30, 56, 84, 90 1 98
EMKAAVUPEVOV Pe AeTTO VEEVIO Otokicv Kot 50 x 1 emkoAivppéva pe Aemto vuévio diokio og dtdTpnta
blister povadwv do6ong.

Mmnopei va, pnv KuKAOPOpoLV OAEG Ol CUGKEVAGIEC.

Karoyog Aderog Kvkhogopiog ko Ilapackevaostiic
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

OMavdio
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Mo omoladnmote TANPOPOPia. GYETIKE [LE TO TAPOV PAPUAKEVTIKO TPOIOV, TUPUKAAEIGTE VO
amevbuvbeite otov Tomiko avtitpdommo Tov Katdyov g Adeiag Kvkiogpopiag:

Belgié/Belgique/Belgien
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@msd.com

bbparapus

Mepk Llapm u Jloym bearapuss EOO/]
Ten.: +359 2 819 3737
info-msdbg@msd.com

Ceska republika

Merck Sharp & Dohme s.r.0.
Tel.: +420 277 050 000

dpoc czechslovak@msd.com

Danmark

MSD Danmark ApS
TIf.: +45 4482 4000
dkmail@msd.com

Deutschland
BERLIN-CHEMIE AG
Tel: +49 (0) 30 67070

Eesti

Merck Sharp & Dohme OU
Tel: +372 614 4200
dpoc.estonia@msd.com

EirGoa

MSD A.®.E.E.

TnA: +30 210 98 97 300
dpoc.greece@msd.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.

Tel: +34 91 321 06 00
msd_info@msd.com

France
MSD France
Tél: +33 (0)1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +385 1 6611 333
dpoc.croatia@msd.com

Lietuva

UAB Merck Sharp & Dohme
Tel. +370 5 2780 247
dpoc_lithuania@msd.com

Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@msd.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@msd.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
dpoccyprus@msd.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+31 23 5153153)
medicalinfo.nl@msd.com

Norge

MSD (Norge) AS

TIf: +47 32 20 73 00
medinfo.norway@msd.com

Osterreich
Merck Sharp & Dohme Ges.m.b.H.

Tel: +43 (0) 1 26 044
dpoc_austria@msd.com

Polska

MSD Polska Sp. z 0.0.
Tel.: +48 22 549 51 00
msdpolska@msd.com

Portugal

Merck Sharp & Dohme, Lda
Tel.: +351 21 4465700
inform_pt@msd.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel.: +40 21 529 29 00
msdromania@msd.com
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Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor ehf.
Simi: +354 535 7000

Italia

Neopharmed Gentili S.p.A.
Tel: +39 02891321
regulatory@neogen.it

Kvmpog

Merck Sharp & Dohme Cyprus Limited
TnA: 800 00 673 (+357 22866700)
dpoccyprus@msd.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel.: +371 67025300
dpoc.latvia@msd.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 520 4201

msd.slovenia@msd.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@msd.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@msd.com

To mapov pviro 0dNYLOV yp1oNs avedsmpiOnke Yo TelevTaia popa etic {MM/EEEE}.

Aentouepeic TAnpoeopieg yio to eappoko avtd eivar dtabéoipeg otov diktvakd ToTo Tov Evpmmaikod
Opyaviopov @apudkv: http://www.ema.europa.eu.
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