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IEPIAHYH TQN XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1.  ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX
Sitagliptin Accord 25 mg emucoAvppévo pe Aentd vEVIO diokia

Sitagliptin Accord 50 mg emucoAlvoppéva pe Aemtd vuévio diokio
Sitagliptin Accord 100 mg emtkaAvpupéva e AETTO LUEVIO dloKia

2. HOIOTIKH KAI MIOXOTIKH XYNGEXH

Sitagliptin Accord 25 mg emkoALUUEVO PLE AETTO VUEVIO SLOKIO

Kd&Be diokio mepiéyel povoddpikn vdpoylmpikn orrayAmtivy, 10odOvoun pe 25 mg crroyAumtivng.

Sitagliptin Accord 50 mg emkoAvppévo pe AETTd VUEVIO SIOKIO

Kd&Oe diokio mepiéyel povoddpikn vdpoylmpikn orrayAmtivy, 1oodvvoun pe 50 mg crrayAumtivig.

Sitagliptin Accord 100 mg emukaAvpupévo pe AETTd VUEVIO SIoKI0

Kd&Be diokio mepiéyel povoddpikn vdpoylmpikn crrayAmtivr, 1wodbvoun pe 100 mg orrayAmtivng.

IMa tov TAnpn katdloyo tov ekdoy®v, PA. Tapdypagpo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emwcaivppévo pe Aemto vuévio diokio (d1okio).

Sitagliptin Accord 25 mg emkoAvUUEVO LE AETTO VUEVIO SLOKIO

2TpoyyvA0, pol YPOUATOS, LE ETIMTEDO OPLO, EMKOAVUUEVO LE AETTO VUEVIO O10KIO YAPOYUEVO LE TNV
évoelgn “S3” ot pio TAELPA Kot Ypig xopayn oty GAAn. Adpetpog 6 mm €wg 6,40 mm.

Sitagliptin Accord 50 mg emkoAvppévo pe AETTd VUEVIO SIOKIO

2TpoyyvAo, ovorytol umel xpOUOTOS, e AoEOTUNUEVO OPlo, EMIKAAVUUEVO LE AETTO VUEVIO O10KI0
Yopoayuévo pe v Evoeiln “S4” ot pio Tlevpd kot yopig yopoyn oty GAAN. Aldpetpog 8 mm £wg
8,40 mm.

Sitagliptin Accord 100 mg emkoAvpupévo pe AETTd VUEVIO SIGKIO

21poyyvro, prel xp®dPRoTog, Le AOEOTUNUEVO OP10, ETIKOAVUUEVO e AETTO DUEVIO SIOKIO YOPOYUEVO
pe v évoeln “S7” ot pia mhevpd kot yopig xapayn oty GAAn. Atdpetpog 10 mm émg 10,40 mm.
4. KAINIKEX IAHPO®OPIEX

4.1 OgpomevTikég evociserg

Ye evilkeg acBeveic pe cakyapmdon doprtn tomov 2, to Sitagliptin Accord evdeikvoton yio
Beltimon Tov YAvKOUIKOD EAEYYOL:

¢ povobepaneio:

. o€ acbevelg Tov dev EAEYYOVTOL EMOPKAOC LE SlONTO KAl AGKTON LOVO KO Y10, TOVG OTT010VE 1)
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petopuivn dev givar KatdAANAn Ady® ovievdeiEemv 1| U OVEKTIKOTITAG.
®G OUTAN OO TOL GTOUATOG YOPTYoLLEVT Bepameia o€ cLUVOLOCUO LIE:

. petopuivn 6tav 1 dlarta kou 1 doknorn poll pe Heteopuivn Lovo dev TOPEYOVY EMAPKT
YAVKOUIKO EAEYYO.

° pio covApovoiovpio 6tav 1 dlonta kol 1 doknon pali pe Ty HEYIoTn avekth 600m Hog
GOVAPOVLAOLPTING LOVO OEV TOPEYOVY ETAPKT] YAVKOUUIKO EAEYYO KO OTOV 1) LETQOPUIVY OeV
gtval KaT@AANA, AOY® avTevOoei&e@y N U1 OVEKTIKOTNTOG,

. évav gvepyomotnuévo vrodoyéa tov yapa (PPARY) ayoviot mov endyel Tov ToAAOTAOCIOGIO
TV vaepoéeicoudtov (t.y. pnia Oeralodvediovn), otav n yprion evog PPARY ayoviot) ivot
KOTAAANAN Ko 6tav 1 diaita kot 1 aoknon puali e tov PPARy ayoviot) povo dev mapéyovv
EMOPKT] YAVKOUUIKO EAEYYO.

®C TPUTAN atd TOL GTOUNTOC YOPTYOUUEVT| Depameia € GUVOVAGUO LE:

. pio covApovoiovpio Kot pet@opuivn otav 1 dlowta kot 1 doknomn pall pe ™ dudn Oepameio pe
OVTA TO POPUAKEVTIKG, TPOTOVTO OEV TAPEYOVY EMAPKT] YAVKAUIKO EAEYYO.

. évav PPARY ayoviet kot peteoppivn, étoav n ypnon evog PPARY aymviet ivar katdAAnin
Kot 0tav 1 dloto Ko 1) doknon poll pe ™ oumAn Oepameia Le aVTA T0 QOPUOKEVTIKE TPOIOVTOL
deV TOPEYOVV ETAPKN YAVKOLUIKO ELEYYO.

To Sitagliptin Accord evdeikvutat eniong g mpootBéuevn Oepaneio. otV tveovAivn (ue M yopig
petopuivn), 6tav 1 diatto, ko 1 doknon poli e otabepn 0661 WWGOLAIVIG dEV TOPEXOLY ETAPKN
YALKOUIKO EAEYYO.

4.2  Aocolroyio kol TPOTOS YOPRYNONS

Aocoloyia

H d60n givar 100 mg crrayMmtivng o nuepnoiong. Otav ypnoLomoteitol 6€ GLVOILUGUO LE
petpopuivn ko PPARY ayoviet, 1 66om ¢ peteoppiving kavnq tov PPARY ayoviet o tpémel va
dwatnpeitat, ko to Sitagliptin Accord va cuyyopnyeitat.

Orav 1o Sitagliptin Accord ¥pncG1LOTOLEITOL GE GUVOVAGUO LE Uit GOLAPOVVAOVPIO 1) LLE VOOVAIVT,
umopet va e&etacbei 1o gvdeyOUEVO YOpNYNONG OGS HKPOTEPTG dOGNG TIG GOLAPOVLAOLPING M
WGovAivg Yo va pelmbel o kivduvog vroyAvkaipiog (PA. mapdypoeo 4.4).

Edv mopareipBei pia 66om tov Sitagliptin Accord, avtr Oa wpémet va AneOel apéomnc PoAg o acbevig
70 BuunBei. Agv Oa mpénet va AapPavetal dSuthn doom TV 1o nuépa.

Eidkoi winBoouoi

Negpixn dvolertovpyio,

Orav e&etdleton 10 EVOEYOUEVO YOPTNYNONG TNG CLTAYAITTIVIG 6€ GLVOLOCUO UE €V GANO

VTSP TIKO POPUAKEVTIKO TPOTIOV, TPEMEL VAL EAEYXOVTOL Ol GLUVOKEG TOV Y10l TN (PO G€ 0oOEVEIQ
LLE VEQPPIKT dLGAELTOLPYIQL.

Mo acBeveig pe Nma veppikn dvsiertovpyio (pOuode orepapatikig dmdnong [GFR] > 60 éwg
< 90 ml/min), dev amotteitan TPOSAPUOYN TNG dOGNG.

INo acBeveig pe pétpro veppikn dvcsiertovpyio (GFR > 45 émg < 60 ml/min), dev amarteiton



TPOGAPLOYT TNG SOGNG.

Mo acBeveig pe pérpro veppikn dvcsiertovpyio (GFR > 30 émg < 45 ml/min), ) 66om tov Sitagliptin
Accord givan 50 mg anaé nuepnoing.

INo acBeveig pe coPapn veppikn dvcsiertovpyio (GFR > 15 émg <30 ml/min) 1 pe veppikn voco
telkov otadiov (NNTZ) (GFR < 15 ml/min), coprnepthapfovopévmv EKEIVOV Y10 TOVE 0TO10VG
amorteitol ookdBapon 1N meprrovaikn S1oAon, 1 86om tov Sitagliptin Accord givan 25 mg dnad
nuepnoing. H aywoyn propei va yopnyndet ave&aptnta amd Tov Ypovikd TPOYPOUUATIGUO TG
opokadapong.

Emedn yiveton mpocsappoyn g 66ong PAcEL TG VEPPIKNAG AEITOVPYING, GUVIGTATOL VO EKTILATOL 1|
VEQPIKN AgtTovpYio TPV amd TV Evapén g Oepaneiog pe Sitagliptin Accord Kot Katdmy TEPLOdIKA.

Hrotikn dvoleitovpyio,

Agv amoiteital Tpocapuoyn g d0oNg o€ acbeveic pe o £m¢ HETPLA NTATIKY dvGAELTovpyia. To
Sitagliptin Accord dgev £xel ueretnei oe aceveig pe coPapn nmatikn Svcieitovpyio Kot Oo, Tpémet va
emdeybet mposoyn (BA. mapdypapo 5.2).

Qo61600, N GOPapn NTATIKY SVGAETOLPYIO OEV OVAUEVETOL VO EXNPEACEL TI POPUOKOKIVIITIKN TNG
ortoyMmtivng kabmg 1 ortayAurtiv amekkpivetal Kuping UEGH TV VEQPOV.

Hlriouévor
Agv amoiteital TPOSaPUOY TG 006NC e Baon TV NALKia.

Houdiarpixoc ninBoouos

H orrayhmtivn dev Oa mpémetl va yopnysitol oe maudid ko epnouvg nikiag 10 émg 17 etdv Adyw®
OVETAPKOVG ATOTEAECUOTIKOTNTOC. T o, mopdvTo, S1fEco SESOUEVO, TTEPLYPAPOVTOL OTIC TAPUYPAPOVS
4.8, 5.1 xou 5.2. H ortayMmtivn dev éxetl pedet0el og modrotpikovg aobeveic nikiog kdto twv

10 etdv.

Tpdmrog yopfynong

Amd otdpatog ypnon.
To Sitagliptin Accord umopei va Aneet pe 1 yopig Tpoen.

4.3 Avrevocigeg

Ynepevawonoio ot dpacTIKT 0LGI0 1) GE KATOW0 OO TO, EKO0YO, TTOV AVAPEPOVTOL GTNV TAPAYPUPO
6.1 (BA. mapaypdopovg 4.4 kot 4.8).

4.4 E0kég TPOEBOTOU|GELS KO TPOPVAGEELS KUTA TN Yp1on
Cevika

H ocurrayMmtivn dev o tpémetl va ypnoyonoleitan o€ acbeveic pe dapntn tomov 1 M yio ™ Oepomneio
g JPNTIKNG KETOEEWOTC.

Oé&elo Tarykpeatitida,

H ypnion avactoréwv DPP-4 €yel cuoyetiobel pe kivouvo avantuéng oteiog maykpeatitidoc. Ot
ac0eveic TPEMEL VO EVILEPDOVOVTOL Y10 TO YOPOKTIPIOTIKO COUTTOMO TNG 0&Elng TOyKPEATITIONG:
eMUEVOV, GoPapd KOIA0KO GAyoc. YTOYDPNoN TG TOYKPEATITIONS TapaTPONKE LETA TNV S10KOTN
g oltayAmrtivng (Le M xopig vooTNPIKTIKY Bepameia), aAld Exovv avapepBel TOAD oTaviEg
TMEPUMTAOCELS VEKPMTIKNG 1] LOPPAYIKTG TToyKpeoTitidag kovn Bdvartoc. Edv vrdapyet vmoyio yio
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TOYKPEOTITION, 1) CITAYAITTIVI Kot GAAC TOOVOV DTOTTEVOUEVO PAPUOKEVTIKA TPOIOVTO TPETEL VAL
dwokomovv. Edv n o&eia maykpeatitida emPeformbel,  crtayirtivny dev pénet vo apyioet Eovd. Oa
TPENEL VO, OTVETOL TPOGOYT| 0 aGOEVEIG e 10TOPIKO TOYKPEATITIOONG.

Yroylvkoiuio 0Toy YpNCILOTOLEITAL GE GLVOVOCUO UE QAL CVTI-VDTEPYAVKOLLUIKO QOO UOKEVTIKE,
mPOidVTOL

Ye KAMVIKEG dOKIUES e TN orToyMmtiv og povobepameio Kot og LEPOG TNG GVVOVAGUEVNG Bepameiog
LE POPUAKEVTIKG, TTPOIOVTA TTOL OEV EIVOL YVOGTO OTL TPOKAAOVY VITOYALKALIA (7). LETPOPUIVY KA
éva PPARY ayoviot]), 1 ouyvoTnTo TV TEPIMTOCENDY VIOYAVKOLLING TOV avapépOnKe e
orroyMmtivn fTav Topopoto e Tr ovuyvotnTa o€ acbeveig Tov EAafov EIKOVIKO QAPLOKO.
YroyAvkoipio TopatnpiOnke 6tav 1 oltoyAmtivn YpnoYLoTo)Onke o€ GUVOVAGUO e VGOVAIVI 1| [
pio covApovorovpia. I't' avtd, yuo va peiwbel o kivovvog g voyAvkopiog uropel va eEetacbei to
EVOEYOLEVO YOPNYNONG MG UIKPOTEPNG 0OGTG GOVAPOVLAOLPING 1) VGOLAIVIG (PA. Tapdypao 4.2).

Negpikn dvoiettovpyio

H ocurroylMmtivn anekipiveton amd tovg veppovc. [pokeipévou va enttevyBodv GuYKEVIPMGELS TNG
orToyMmTivng 6To TAGGIO TUPOUOLES LLE AVTEG TOV 0oBeEVMV [LE PUGIOAOYIKT| VEQPIKT AElTOVPYid,
OLVIGTAOVTOL LIKPOTEPES dO0ElS o€ acbeveic pe GFR < 45 ml/min, kafdg emiong og acbeveic pe NNTZ
Yo TOVvg omoiovg amorteitanl apokdBapon N meptrovaikn dStoion (BA. mapaypdeovg 4.2 kot 5.2).

Orav e&etdleton 10 EVOEYOUEVO YOPNYNONG TNG CLTAYAITTIVIG 6 GLVOLOCUO UE EVOl GALO
AVTIOOPNTIKO POPUAKEVTIKO TPOTIOV, TPEMEL VAL EAEYXOVTOL Ol GLUVOKEG TOV Y10 TN (PO G€ 0obEVEig

LE VEQPPIKT dLGAELTOLPYIQL.

Avtidpaoelc vrepevorcinociog

"Exouvv yivel avoapopég, LET TV KUKAOPOPIo TOL PAPUAKOL Y10 GOPOPES OVTIOPACELS
vrepevatctneciog oe acbeveig mov Elafoav Bepomeia pe orraylmtivr. AvTég ol avTIOPAGELG
ocoumeprroppavoovy avauiasio, oyyelooidnpLo, Kot aro@oMOOTIKES OEPUATIKEG AVTIOPACELS
coumeprioppoavopévon Tov cuvdpopov Stevens-Johnson. H gppdvion avtdv tov avidpldoemnv Eyve
EVTOC TOV TPOTOV 3 UNvav Uetd v Evapén e Bepaneiog, Le OPIoUEVES avapOpEC ToL epeavilovTol
petd v mpmtn 06om. Edv vrontevbeite pia avtidpaor vrepevaisneiog, n citayAntivy Tpénetl va
dwokomel. AdlAeg mBavEg artieg yio To GVUPAY TpEmel Vo ekTUN 000V, Kot va EEKIVIIGEL EVOALOKTIKN
Oepomeio yio Tov dafnTn.

ITop@oAVYDOEC TEUPIYOEIOEC

"Exovv vap&et avapopég TOU@oADYDOOVE TEUPLYOEO0DS LETA TNV KUKAOPOPIO TOV QOPUAKOV GE
acBeveic mov Adpupavay avactoleig tng DPP-4, cuumepihapfavopévng g crtayintivne. Edv vrdpyet
VITOYI0 Y10 TOUPOAVYDOEG TEUPLYOEIDES, 1) GLTayAmTTivn B Tpémet vor S1oKOTTETOL.

ITAnpoeopicc oyetikd pne to £Kdoyo.

AT T0 POPLOKEVTIKO TTPOIOV TTEPLEYEL MyoTepo amd 1 mmol vatpiov (23 mg) avd diokio, eivor avtd
7OV OVOULALOVLLE OVGLUGTIKG, «EAEVOEPO VaTpiovy.

4.5 AMMAemOPAGELS PUE GALN QUPRUKEVTIKA TPOTIOVTA KOl GAAES pOPPEG aAANAeTTiOpaONG

Emdpdoeic GA®mV QopUAKEVTIKOV TPOIOVTMY GTH CITOYAUTTIVY

To KAviKG GTotyElD TOL AVAPEPOVTOAL TUPOKATO VTOGTNPILOVY OTL 0 KIVOLVOG KAIVIKG OT)LLOVTIKMV
OAANAETOPACE®V LLE TNV CLYYOPNYNOT QOPLOKEVTIKAOV TPOIOVTOV Eivorl Likpdc.



Mehéteg in vitro £€de1&av OTL T0 TpOTOPYIKO EVOLUO OV Eivorl VTEVBVVO Y1 TOV TEPLOPICUEVO
petapfolopod g ortayirtivng ival to CYP3A4 pe ) ovpPorn tov CYP2CS. Xe acBeveic pe
(VOIOAOYIKT VEQPIKN AgtTovpyia, 0 UETABOMGUAG, cupumeptlapPovouévon avtobd pécom tov CYP3A4,
mailel povo éva pikpo poro oty kdbopon g ortayiumtivig. O petaforopog propel vo mailet Evav
O GNUAVTIKO POAO GTNV AOPOAN TNE CLTAYAUTTIVIG 0TIV KOTAGTOGT oPapng VEPPIKNG
dvuodettovpyiag 1 veepikng vocov teikov otadiov (NNTX). I't' avtd to Adyo, ivarl duvatdv 1oyvpol
CYP3 A4 avaoctoleig (1.y. ketokovaloAn, rtpakovaloAn, pitovapipn, kKAapldpopvkivn) va pmopody va
OAAGEOVY TNV QOPLOKOKIVITIKY TNG ooy Mmtivng oe acBeveic pe cofapn veppikn dvciettovpyia 1
NNTZ. H enidpaon tov ioyvpav avactorénv tov CYP3A4 oto mhaicio g veppikng duciettovpyiog
dev &xel a&loroynbel o KAvikn pHeAé.

Meréteg LeTaQOPAG in vitro E6€1EaV OTL 1] GLTAYATTIVI] EIVOL VITOGTPOLO. TS P-YAVKOTPAOTEIVG KOl
TOV HeTOPopEa-3 opyovikod aviovtog (OAT3). H petagopd g orrayimtivng péow tov OAT3
OVEGTAAN in Vitro amd TV TpoPevesion, porlovott Bewpeitotl 6Tt 0 KivOLVOG TMV KAVIKG GTIUOVTIIKOV
aAnAemdpdoemv gival pikpdg. Tavtoypovn yopriynon tov OAT3 avactorémy dev Exel a&loroynOel
in vivo.

Merpopuivy: H suyyopnynon nolhamlodv 66cemv 600 @opég nuepncing 1.000 mg petpopuivng pe
50 mg crrayAmtivg S€V TPOTOMOINGE GNUOVTIKG TN POPUOKOKIVITIKN TNG ortayMativig o€ acbeveig
ue dtoprytn tomov 2.

Kovrloomopivy: Mia perlétn d1e&nydn yio mv extiunon g enidpacng g KVKAOGTOPivig, EVOG
1GYLPOV AVUGTOAEN TNG P-YAVKOTPOTEIVIG, OTN QOPUOKOKIVITIKY TG ortoyAmtivig. H cuyyopnynon
piog epama amd Tov oTopaTo d0omg 100 mg crraylmtivig Kot Hiog EQAmos amd ToLv 6TOUATOS 0OGNC
600 mg kvkhoomopivig avénoe v AUC kot ™ Cmax TG ottayAmtivig mepimov katd 29% kot 68%
avtiotoro. Ot petaPoréG AVTES OTN PAPUOKOKIVIITIKN TNG ottayAmtivig dev BecpnOnkay ot etvor
KAwvikd onpavtikés. H veppkn| kédBapon g ortayAmtivng oev HetofAndnike onuovtikd. Zuvenmg,
OgV aVOUEVOVTOL CTIUAVTIKEG OAANAETOPACELS e GALOVS OIVOOTOAEIS TNG p-YALVKOTP®TEIVIC.

Emdpdoeic e crrayMmtiving 6 GAAS Q0P ULOKEVTIKG TPOIOVTO,

Ayoivy: H ourtaylmtivn giye pikpn enidopact oTIC GUYKEVIPAOGELS TG d1yo&ivng oto mAdoua. Metd
amo yopnynon 0,25 mg dryo&ivng tavtdypova pe 100 mg crraylmtivig nuepnoing eni 10 nuépeg, M
AUC 1t dryo&ivng oto mAdopa avénonke katd péco 0po katd 11 % kot 1 Crax 070 TAACHA KOTA
néco opo katd 18 %. Ag cuvictdrtal Tpocapuoyn g d0ong g dryo&ivng. 261000, ot acbevei o
Kivouvo to&ikdtnTog omd TN dryo&ivn mpénel vo, TopakoAovBobvtat GYETIKA He o TO OTAV 1)
orroyAmtivn kon 1 dryo&ivn yopnyovviot Toutdypova.

Ytoyeia in vitro vrootnpilovy 0Tt 1 GrtayMativi) 0ev avacTéAAEL ovte endyel Ta 1oévivuo CYP450.
Y& KAMvIKEG peAéTeg, N ortoyMmtiv 8gv TPOTOTOINGE GTUAVTIKG T QOPUOKOKIVITIKY TNG
petopuivng, g yAvfovpidng, g oipPfactotivig, g postyltaldvng, e Papeapivng 1 tov amd
TOL GTOUATOC OVTICVAANTTIK®V, TAPEXOVTOGS i1 VIVO TEKUNPIMON Y10 LKPT dSUVATOTNTO TPOKANGNG
oAnAemdpdoemv pe vrootpodpoto Tov CYP3A4, CYP2CS, CYP2C9 kot opyavikd KaTIOVIKO
petapopén (OCT). H orraylmtivn puropel va givat €évog Nog avacsToréag TG p-YAuKoTpmTeivng in
Vivo.

4.6 T'ovipdétnTa, KUNON KO Yorovyia

Kvnon

Agv vrdpyovv eraPKN GTOXEID Y10 TN YPTOT TG olTayMmtiving o€ £ykveg yuvaikes. Meléteg oe {oa
KaTédEEOV avamapoy@yikt Toikomta o€ VYNAEG dooelg (PAéne mapdypapo 5.3). O evdeyduevog

Kivouvog Yo tov avBpmmo givar ayvawotog. Adyw g EAAelyng dedopévav e avOpOTOLS, TO
Sitagliptin Accord dev Tpémel va YpNOYLOTOLEITAL KATA TN JEPKELD TG EYKVLOGVUVC.



OnAacudc

Eivan dyvooto av n ocrrayAmtivn amekikpivetor 6to avOponivo untpiko yaio. Meréteg oe {oa
Katédel§av OTL 1| olrTayAtTivn omekkpiveTol oto untpikod yaio. To Sitagliptin Accord dev mpémet va
YPNOYOTOLEITAL KATA TN d1dpKELD, TOV ONAacov.

Tovipémta

Agdopéva amd {ha. dev vrootnpilovy kdmown enidpacn g Oepaneiog pe crtaylmtivn oty
YOVILOTNTO OPGEVIKMV Kot OnAvkadv. Agdopéva yio Tov AvOpwmo dev VITAPYOLV.

4.7 Emodpacelg oty IKavOTNTO 001]Y101)G KO YEPICROD PNy OVI|LAT®Y
To Sitagliptin Accord dev €yet kapia 1 £(EL AGNUAVTT EXIOPOACT GTNV IKOVOTNTO 0O1YNONG KoL
YEPIOUOV UNYOVNUATOV. Q0TOGO, KOTA TNV 001yNoT 1 TN ¥PNON UNYovNUAToV, TPEmel va AaupaveTol

VT oYY OTL EYovv avaeepBel (oA Kot vavnAia.

Emm\éov, ot acBeveic mpémel va gival 6€ eypyopon GYETIKA LLE TOV KivOLVO LIToyAvKapiog 6tV T0
Sitagliptin Accord yopnyeitol 6e GUVOILAGUO LE Lio GOLAPOVLAOVPIN 1) LLE VOOVAIVT|.

4.8 AvemOopnteg evépyereg

ZUVOTTTIKO TTPOPIA OLTQAAELOC

"Exovv avaeepbetl coPapég avemBounteg evépyeleg, CUUTEPTAOUPBAVOUEVOV TAYKPEATITIONS Kol
avtdpdoemv vrepevacnaciog. ‘Exel avapepel vroyAlvkaipio € GuvdvAGHO e GOVAPOVVAOVPIL
(4,7 %-13,8 %) ko tvoovAivn (9,6 %) (PAéme mapdypoo 4.4).

AvembBOunteg VEPYEIEC TTOV OVOPEPOVTOL GTOV TTIVOKO

Avoapépovron topakdto (otov [Mivaxa 1), avd katnyopio opyovikod GUGTANATOC Kol GUYVOTITO O
avemBounteg evépyeteg. H ouyvotmrta epepdviong &xet opiobei wg: moAd cuyvég (= 1/10), ouyvég

(= 1/100 €wg < 1/10), &1 ovyvég (= 1/1.000 éwg < 1/100), ondvieg (> 1/10.000, éwg < 1/1.000), woAid
onavieg (< 1/10.000) kon pun yvootéc (dev umopovv va ektiunodv pe Baon to. dtbéoyio dedopuéva).

Hivakag 1. H coyvotnTo TOV AVEMOOUNTOV EVEPYELDV TOV TEVTOTOMONKAY OO TIg
ELEYYONEVES NE EIKOVIKO QAPRAKO KMVIKES nELETEG povodepameiog ortayMTTivig Kot TNV
gumepio PETA TNV KVKAOQOpia

AvemOountn evépysio YoyvoTnTe TG OVETOOUNTNGS EVEPYELOG

AWTOpayES TOV GHOTOUTIKOD KUl TOV
AENQIKOD GLOTNHOTOG

OpopPomevia Yrdvia

AWTapayég TOV AVOGOTOUTIKOY GUGTIRATOS

avTdpdoelc vepevacOnaiag, Mn yvoot cuyvotnta
CUUTEPTAOUPOVOLEVOV TOV OVOPVANKTIKOV
avtdphoemv’

Awtapayés Tov petofoiiopod kot e 0piwng

vroy koo oy




AvemOountn evépysio

ToyvoTnTe TG OVETOOUNTNGS EVEPYELOG

AWTopayES TOV VEVPIKOY GUGTIIATOG

KeQoAoAyia

2oy

CéAn

Oy cuyvn

AWTapayES TOV AVETVEVGTIKOUY GUGTILO.TOS, TOV
0®OpoKa Kol TOV pEGohmpaKiov

I4 4 r *
O1dLEST) TVELOVIKT VOGOG

Mn yvoot cuyvotnta
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dvokodTnTa

Oy cuyvn

, *
€LLETOG

Mn yvoot cuyvotnta

r r * 4 9
ofgla moykpeortitida

Mn yvoot cuyvotnta

BovaTneopog Ko pUn-0ovaTneopog aLoppoytKn Kot
vekpOTIKY moykpeatitdo”’

Mn yvoot cuyvotnta

AWTapayég TOV OEPRATOS KAL TOV VTOd6PLOV
16700

Kvnopoc* Oy cuyvn

aryystooidnpo’ Mn yvooti cuyvotnta
e&avonua”’ Mn yvooTi cuyvotnta
kvidoon™' Mn yvooti cuyvotnto

deppatikh ayyetitda

Mn yvoot cuyvotnta

OTTOPOMOWOTIKEG OEPUATIKEG KOTAOTAGELG
CLUTEPTAOUPAVOLEVOD TOV GUVOPOLOL Stevens-
Johnson *, 1

Mn yvoot cuyvotnta

TOLPOAVYOIES TEUPTYOEIDES

Mn yvoot cuyvotnta

AWTOpayES TOV HVOCKELETIKOD GUGTINOTOS KO
TOV GUVIETIKOV 16TOV

apOpalyio” Mn yvooTi cuyvotnta
poodyio Mn yvoot cuyvotnta
0GQLALYio Mn yvoot cuyvotnta
apBpomdfeta’ Mn yvooTi cuyvotnta

AWTAPOYES TOV VEQPAV KUl TOV 0VPOPOP®V
00V

EMMPENGUEVT VEQPIKT Aettovpyia "

Mn yvoot cuyvotnta

r , y *
0&glo VEQPIKT OVETAPKELLL

Mn yvoot cuyvotnta

* AvemiO0OpNTEG EVEPYEIES TTOV TOVTOOWONKOY KOTA TNV TapaKoAoDONGT HeETd TV KukAogopia

TBA. mopdypago 4.4.
B mapoxdto v Kapdoyyeioxn Mehét Acedeiog TECOS

[Ieprypaon eMALYUEVOV OVETOOUNTOV EVEPYEIDV

Emmpocheta tov avemBountov evepyeldv mov oyetilovtol LE TO PAPLOKO KOl OVOPEPOVTOL
TOPOTAV®, 0L OVETIOVUNTEG EVEPYELES TTOV aVOPEPONKAY, AVEEOPTTOS ALTIOAOYIKNG GUGYETIONG LLE TO
(POPUOKEVTIKA TPOTOVTO, KOl TOL TOPOVGLAGONKAY TOVAG)IGTOV 0T0 5 % KOt Lo GVYVA o€ acbeveig
ov Ehafav ortayAmtivi, TepLapuPavoy AOTUOEN TOV VAOTEPOL OVOTVEVGTIKOD GUOTHUATOS KOl
pwopopvyyitda. Emmiéov avembounteg evépyeteg avapépnkay aveEapttmg aITIOAOYIKNG
GLGYETIONG UE TO PAPLOKO, TOL ELPOVICONKOY cLYvOTEPH o€ 0ioBevelg mov AduPavoy Bepomeio, pe
orrayMmtiv (dev épBacav ta enimeda tov 5 %, aAld eppavicOnkav pe coyxvotnta > 0,5 %
peyoAvTepn He T ortoyAMmtivn amd 0Tt Pe TNV OUdd0. EAEYXOL) Kot TEpAduavay ooteoapBpitida Kot

TOVO GTA AKPA.




Opiopéveg avemBOUNTEG EVEPYEIEG TOPATIPNONKOY CLYVOTEPO GE LEAETEG GLVOVAGTIKNG YPNONGS TNG
orroyMmtivng pe GAA0 avTi-O1ofnTiKa eopUAKEVTIKG TPOTOVTA, Ao O, TL 68 PeAETE povobepameiog pe
orroyMmtivn. Avtég mephapfovoy vIoyAvKaio (GUYVOTNTO TOAD GUYVI| LLE TO GUVOVAGUO
coVAPOVLAOLPTNG KoL LETPOPUIVNG), YPImN [Guyv1| 1E VGOLAIVT (He N} opig peTt@opuivn)], voutia kot
éueto (ouyvn L pHeteopuivn), uetempiopd (cuyvn pe peteoppivn 1 moyiArtaldvn), dSvokotdtna
(ovyvn He TO GLVOIVAGILO GOVAPOVLAOLPING KOl LETPOPUIVG), TEPIPEPIKO 0idN U (GUYVT| e
moyArtaldvn 1 To cuvOLOCUO TOYAITALOVTG KOl LETPOPUIVIG), VITVIALL KOt S1dppota. (GUYVES L
petopuivn), ko Enpoctopio [0yt Guxv He VGOLAIVY (Ue N pig pet@opuivn)].

Iowdratpkodc TAndvoudc

Ye KAMVIKEG dOKIUEG Ie orToyAmtiv o€ TaudloTpikong aobeveic nhkiag 10 émg 17 etV pe coxyopmon
dwafn OOV 2, TO TPOPIA AVETIHOUNTOV EVEPYEIDV NTAV GVYKPIGIUO KE 0LTO TOL TaPpATPNONKE
OTOVG EVIAIKEC.

TECOS Kapowayyeraxn Merétny Aopdleiog

H perétn a&rordynong kapdioyyeokmv ekfdoemv pe orraymtivn (TECOS) nepreddpfove

7.332 acbeveic mov Elafav crraylmtivn, 100 mg nuepnoing (1 50 mg nuepncing edv 1 apykn eGFR
Arav > 30 ko < 50 ml/Aentd/1,73 m?) ko 7.339 acOeveic mov ELoPav E1KOVIKO PAPIAKO GTOV
mAnBvouo pe Tpdbeon Bepamneioc. Kot ot dvo Bepaneieg mpootédniav otn cuvin aywyr pe otodyo TV
EMTELEN TOV TOTIKOV BEPUTEVTIKOV TPOTVTT®V YAVKOLIM®pEVNC opoc@atpivng (HbA ) kot
kapdyyewkov (KA) tapaydoviov kivovvov. H cuvolikn cuyvotnta epedvions cofopov
avemfountov evepyeldv oe aobeveig mov Ehafav crtayAmtivi fTay Topopold e avt) ToV acbevov
oV EAPaV EIKOVIKO PAPUOKO.

Ytov TAnBocud pe mpobeon Bepomeiog, petald T@V acOEVMOV TOL YPTGLOTOOVGAY VGOLATVT] KoM
{10 GOLAQOVVAOLPia KOTA TNV Evapén, N cuXVOTNTO ELEEVIoNS coPapng vroyAvkaipiog tav 2,7 %
oTovg aoBeveig mov Edafav crtayArtiviy kKo 2,5 % otovg aobeveic mov Ehafay EIKOVIKO PAPUOKO.
Meta&h tov acbevav mov dev EKavay ¥proT VGOLAIVNG KOV (oG GOVAPOVVAOLPIOG KOTE TNV
évapén, n cuyxvotNTa EREdvions coPapng vroyivkaipiog tav 1,0 % otovg acbeveig mov Edafayv
ocrroyAmtivn kot 0,7 % otovg acbeveig mov Eafav eikovikd edppoako. H cuyvomta euepaviong tmv
emPePuopévav encicodiov naykpeatitidog ntav 0,3 % otovg acbeveic mov Ehafav crrayiurtivn Kot
0,2 % otovg aobeveic mov ELaPay EIKOVIKO PAPUOKO.

Avopopd mOavoAoyoOUEVOV OVETIOOUNTOV EVEPYEIDV

H avagopd mhovoroyodpevmv avemBuunToV eVvepyEIOV LETE amd TN XOPNYNoT| AdEWG KUKAOPOPIog
TOL PAPUOKELTIKOD TPoidvVTOoC lvan onuavtiky. Emttpénel tn cvveyn mapakoiovdnon g oyéong
O0(PEAOVG-KIVODVOL TOL (POPUAKEVTIKOD TPOIOVTOG. ZNTelTan 0o ToLg EMayyEALATIEG VYELOS VO
avaQPEPOVY OTOLEGONTOTE THOVOALOYOVUEVEC OVETIBVUNTEG EVEPYELEC LECM TOL EOVIKOD GLGTILOTOG
ovapopdg mov avaypdeston oto [Hopdptmua V.

4.9 Ymnepoocoloyio

Kotd ™ didpketo eAeyyOUEVOV KAIVIKGOV SOKIUMV GE LYU] Atopd, yopnynonkav epdmal 006G€1g £mg Kot
800 mg crtaylmtiving. Mikpég avénoeig tov QTc, mov dev BempnOnkav KAvikd oyeTi{OUEVEG
mopotnpnOnkay ce pia pedét ot do6on tv 800 mg crrayAumtivng. Aev VITAPYEL EUTEPIN GE KAIVIKEG
peAétec pe 06c0elg Tavo omd 800 mg. Kotd v edon I peletdv molhamding doong dev vanp&ov
KAMVIKEG avemBounteg evépyeteg oyeTIlOUEVEG LE TN 000T oL TopatnPnOnKay pe crtayAurtivn pe
docelc £ 600 mg nuepnoing Yo dwwotiuoto £og 10 nuépeg kot 400 mg nuepnoing Yo SlucTiHoTe
€m¢ 28 nuépeg.

Ye mepintmon vepdocoAoYiag, Elval AOYIKO VO EQAPUOGEL KOVELG TO, GLVNON VTOGTNPIKTIKG HETPO,
OTMOC .. OTOUAKPVVGT] TOV W1 OTOPPOPTLEVOD DAKOV 0td TN YOOTPEVIEPIKT 000, YPNCIUOTOINCT
KAWVIKN G TapakoAovdnong (cuumeptiapufavopuévng g AYng NAEKTPOKoPIIOYPOPTLOTOC) KOl
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EPAPLOYN VIOGTNPIKTIKNG Oepameiog eGv amatteitot.

H ocurayMmtivn elvan petpiong dmbnowun. e khvikég peréteg, mepinov 1o 13,5 % g 66omg
amopakpvuvOnke oe pio cuvedpio apodwiiong dupkelog 3 Emg 4 wpav. Eav kpBel khvikd
KatdAAN o pmopei vo, e£eTacBel To EVOEYOUEVO TAPATOOTG TG OLLOSWAIONG. AgV glval YvmoTo av 1
orroyAmtivn lvan dmbnoyn péom meprrovaikng StOAIoNG.

5. OAPMAKOAOI'IKEX IAIOTHTEX

5.1 @oppokodvvapikEg 1O10TNTES

Ddoppokobepomentikn Katnyopio: OapuaKe TOL ¥PTCLOTOIOVVTOL Y10, TOV O10P1Tr, OVOCGTOAEIS NG
dumenTIdOVAKNG Tentddong 4 (DPP-4)

Kwdwog ATC: A10BHOL.

Mnyovicuoc dpdong

H ocrrayMmtivn glvan pélog piog kotnyopiog omd Tov GTOUOTOG AVTIVTEPYAVKOUIKMY QUpUAK®Y, TOV
ovopalovtot avactoreic g dumentidvAKNg Tentiddong-4 (DPP-4). H Bedtioon tov yAvkoyukod
EAEYYOV TTOV TOPOTIPEITAL LLE OVTO TO QPOPUAKEVTIKO TPOIOV UTOPEL VO, EXTLYYOVETOL LECD TNG
aHENONG TOV EMITESWOV TV EVEPYDV OPLOVAV TTOL ovopdlovtar kpetiveg. Ot vkpeTiveg,
CUUTEPTAOUPOVOUEV®Y TOL TAPOLOLOL UE TN YAVKayovT TemTdiov-1 (GLP-1) kot tov e€aptdpevon
a6 T YAvKOLn wvoovAwvotpomov moivrentidiov (GIP), aneievBepdvovtal and 10 £viepo KaTd T
dudprelo TNS NUEPOG KOt TOL EMITESA TOLS AEAVOVTOL (OC OmAVTNoT o€ £va yevpa. Ot vkpetiveg gival
UEPOC EVOC EVOOYEVOVG CLUGTLLOTOG TTOL EUTAEKETOL GT] PUGIOAOYIKT POOUICT] TNG OUOIOGTAONG TG
YAvkone. Otav o1 GLYKEVTIPMOGELS TG YAVKOING GTo aipa ivar pucetoroyikéc | avénuéveg, to GLP-1
kot GIP avéavovy ) chvBeon kot v anerevdépman g eovAivig omd o friTo KOTTOPa TOV
TOYKPENTOG LEG® EVOOKLTTAPLDV 03DV GNUATOOOTNOMNG, OTIC OTOIEG EUTAEKETOL TO KuKAKO AMP. H
Oepomeio pe GLP-1 i pe avactoieic g DPP-4 oe npotuma {omv pe dafnit tomov 2 £deiée va
BeAtidvel v amokpion TV BNTo KTTapOV oTn YAvKo(n kot va dieyeipel ™ Prochvbeon kot
amelevbEépmaon g veoLAivNne. Me o vynAOTEPA EMITES A IVGOLAIVIC EVIGYVETAL 1] TPOGANYN TNG
YAvkong omd Toug 16t00¢. Emmpocheta, to GLP-1 peudvel tnv ékkpion g YALKAYOVNS amd To. GAQQ
KOTTOPO TOV TOYKPENTOG. O LEIOUEVES GLYKEVTPOGELS YAVKAyOvN G pall pe ta avénuéva emimeda,
WGOVAIVIIG 001 YO0V GE HELOMUEVT NTTUTIKY TOPAY@YT YAVKOING, TOV EYEL MG OTOTELECUO, LEID®CT) TMV
emméd v YALKO{NG Tov aipotog. Ot emdpdoelg tov GLP-1 kat tov GIP givon e€aptmdpeveg amod v
YAvko(n étol dote dtov To emineda TG YAVKOLNG etvan Yo umAd, dgv TopaTnpEiTaL S1EYEPOT] TPOG
ameAeLOEPMOT VGOLAIVIC 00TE KOTAGTOAN TG EKKPIONG TNE YAvKyOvne péow tov GLP-1. Kot yia ta
800, GLP-1 xou GIP, 1 diéyepon mpog amerevfépmaon veoviivig avéavetol Lolc ta enimeda g
YAVKONC avEpyovTal TAVM amd TIC PLGLOAOYIKEG cuykevipmaels. EmmAéov, to GLP-1 dev emidevavet
TI QLGLOAOYIKT ATTOKPLON TNG YAVKaYOVNC o€ vrroyAvkouio. H dpactnprotnra tov GLP-1 kot GIP
nepropiletan and ™ dpdon tov evlvuov DPP-4, 10 omoio vdpoivel ToEmg TIC WVKPETIVES TOPAYOVTOG
adpavn poiovra. H crraylurtivn mpolapfavetl tnv vdpoivomn Tov KpeTvav amd to DPP-4,
aLEAVOVTOG ETOL TIG GUYKEVTPMGELS 0TO TAUCUA TOV dPASTIK®V Hopeav twv GLP-1 kot GIP.
AvEAvoVTaG TO ETITEDD TOV EVEPYADV VKPETIVAV, 1| SLtaryAntivi) avédvel v amelevdépmon g
WGOLAIVIG Kol LLELMVEL Ta EMITES A TNG YAVKOYOV”NG Le éva YAvkoloeEaptdpevo Tpdmo. Xe acbeveic pe
oo tomov 2 pe vepyAvkoio, ot OAAAYES aVTEG GTOL EMIMEdA IVGOVAIVIG KOl YALKOYOVNG 001 YOOV
0€ LEWNIEVES GLYKEVTPAOGELS TNG apos@otpivng Aie (HbA ), Tng yAvkding vnoteiog, kabmg kot tng
petayeupoTikng YAUKOLNG. O yAukoloe&opTOUEVOG UNXOVIGHOG OPACTIC TG CLTAYATTIVIG Elval
SLPOPETIKAG AT TOV UNYOVIGUO TG GOLAPOVVAOVPIOG TOV awEAVEL TNV EKKPIOT) TG VGOVAIVIG
aKOUN Kot OTa TaL emimeda TG YAVKOING givarl younAd Kot uropel va 0d1ynoel € vroylvkoipio o€
acBeveic pe dwafnn TOTOL 2 Kot 68 PLOIoA0YIKE dtopa. H crtaylmtivn givar évag 1oyvpdc Kot vynAd
eKAEKTIKOG avaoToréag Tov evibpov DPP-4, kot dev avactéddel ta otevd oxetilopeva évivpo DPP-8
1 DPP-9 c¢ BepomevtiKéc cuykevipmoelC.
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e pio pehétn S0 NUEPOV GE VY ATOUA, 1) CITAYAITTIVI OG LovoBepameio aOENCE TIG GUYKEVIPDGELG
Tov gvepyov GLP-1, evd n petpopuivn og povobeparneio adENce TIC GUYKEVIPMGELS TOL EVEPYOV KOl
ohkov GLP-1 g mapdpolo To600Td.

H ovyyopnynon g ortayAurtivng Kot LeT@opuivng eiye pio eTmALOV EXIOPACT] OTIC GUYKEVIPAOGELS
Tov gvepyov GLP-1. H surtayAurtivn aAld Oy n petooppivn, avénce Tig GLYKEVIPOGELS TOV EVEPYOD
GIP.

KAMvikn omoTteAec LOTIKOTNTO, KOl 0GQAAELO,

Ievikd,  ortaylrtivn Beitiooe tov yAvkaipukd Eleyyo otav yopnynonke og povobepameio 1
Oepomeio cuvovacuoy og eviihkeg acBeveig pe daprtn tomov 2 (BA. [Mivaxa 2).

AeEnybnoav 600 peréteg yio vo, ekTiun0el 1 0ToTEAEGUOTIKOTITO KOt 1] AGQPOAELN TNG CLTOYMATTIVIG
¢ povobepoameio. H Oepaneia pe orrayiurtivn, oto 100 mg pio popd nuepnoimng wg povodepameio
emépepe onuovTIkEG fertiwoelg oty HbA . ot yAvkoln madopotog vnoteiog (FPG) kot otn yAvkoln
2 opeg petd amd yeoua (2-mpeg PPG), e cOykpion e To EIKOVIKO PAPLOKO o€ 600 PEAETEG OAPKELOG
pio 18 ko pio 24 gfdopadmv. [Hopatnpnnke Peltioon T@V LTOKOTAGTATOV JEIKT®V (Ssurrogate
markers) yio T Agttovpyio Tov P kuttapov, cvurepiiapfovopévov g HOMA-B (Homeostasis
Model Assessment-f§), Tov AOYOL TPOIVGOLAIVIG TPOG LVGOVAIVT], KOl TOV LETPTICEMY Y10 TNV
AVTOTOKPLoN TOV BIT0 KUTTAPOV LEGM TNG SOKLUAGIOG 0VOYNG GE KOVOVIKY|] S10TPOPT| UE CLYVEG
derypatolnyieg. H ovyvomta epgdviong vroylvkoipiog mov topatnpndnke otovg acbeveic mov
Aappoavoy crtayAmtiv) Toy TepOUoLo LE CTH TOV EIKOVIKOL @apudkov. To copotikd Bapog dev
avéNOnke oo TV apykn T pe ™ Bepomeio pe ortoyMmtivn o€ Koud amd Ti LEAETEG, O GUYKPLION
KE o pikpn| peimon otovg acbeveic mov EAdpPovay EIKOVIKO QAPLOKO.

H ocrroyAmtivn 100 mg pio popd nuepncing mopeiye onpavtiky PEATIOON TOV YAVKOUUKOY
TOPOUETPMV GE GUYKPLOT] UE TO EIKOVIKO PAPLOKO o€ 600 HEAETEG 24 efOOUAd®V Yo T GLTOyAITTivy
¢ Bepaneio TpocOnKNG, pio 68 cUVOLOCUO UE LETEOPUIVY Kot il o€ GUVIVAGUO pe ToyATalovn. Ot
OAAOYEG TOV GOUATIKOD BAPOVG atd TNV OPYIKT T TV ToPOUOLEG Y10 TOLG acbeveic Tov Elafov
Oepomeio pe orroylmtivn o€ cOYKPION UE TO EIKOVIKO PAPUOKO. X' aLTEC TIg pehéteg vnpée pia
TOPOUOLN GUYVOTNTO ELPAVIOT|G VTOYAVKOUING ToV avagépOnke Yo Tovg acbeveic Tov Elafov
Oepomeio pe orroyAmtivn 1 EIKOVIKO QAP ULOKO.

Mia, pedém dudpketog 24 efSouddmy, EAeyYOUEVT] LLE EIKOVIKO QAPLOKO, GXESIOCONKE Y10 TNV
a&10A0YNoN TG ATOTEAEGLOTIKOTNTOC Kol acpdAslog ¢ ortaylrtivig (100 mg pio popd nuepnoimg)
OV TTPOCTEONKE o€ YMUETIPION WOVO 1| YAUETIPION o€ cuvdvacud pe peteoppivn. H mpocdnkm mg
orroyMmtivng gite ot YAERpidn uévo 1 6T YAUETIPION Kol LETPOPUIVY ETEPEPE O ULAVTIKEG
Beltimoelg o€ yAvKakovg topayovtes. Ot acBeveic mov EhaPav Oepaneio pe ortaylmtivy eiyav
TOPOVCIAGEL HETPLO, ADENCT] COUATIKOD PAPOVG GE GUYKPLGT] UE OTOVG TTOL EAAPOV EIKOVIKO

QapLoKo.

Mia, pelétn dudpketog 26 eBSoUAdmY EAEYYOUEVT] LUE EIKOVIKO QAPLOKO OYEOLAGONKE TPOKELUEVOD VO
a&oroyn el n amotedecuatTikdTTa Kot 1) ac@aAelo TG ortoyAmrtiving (100 mg pia popd nuepncimg)
7oV TPOSTEDNKE 6TO GLUVIVACUO TOYATALOVIG Kal petpopuivng. H mpocnkn g crtayAurtivng oty
moyMtalovn Kot LETEOPUIvI Tapelye SNUOVTIKES BEATIOCELS TV YAVKOWIKOV TapapuéTpov. H
HETAPOAT TOL GOUATIKOD BAPOVE amd TNV aPYIKY| T HTOV TOPOLOLD, Yio TOVG 0cBeveic mov Eafov
Oepamneia e ortaymtiv) og chykpion e To eikovikd edppoko. H enintwon g vroylvkopiog nrov
eniong mopduola oe acbeveic mov Edafov Bepameio e crrayMmTivi 1] EIKOVIKO QAPLLOKO.

Mia pelétn dupretog 24 efoopdomv eAeyYOLEVT LE EKOVIKO QAPLOKO, OYEOAGONKE TPOKELUEVOD VaL
a&loroynOel ) anotelecpatikOTTa Kol 1] 0o@AAew g ottayAntiving (100 mg pio popd nuepnoing)
oL TPooTédnKe otV WGoLAivn (og pia otabepn) docoroyia yio TovAdyiotov 10 efdopddec) pe M
xopis petpoppivn (tovAdyiotov 1.500 mg). Xe acbeveic mov ELaPov TPOOVAUEUTYUEVT] VGOLAIVT, M
péon nuepnota docoroyia Mrav 70,9 Umuepnoing. Xe acheveig mov EAafav un Tpoavopeptytévn
(evdrapeonc/paxpdg 0paoncg) voovAivn,  péon nuepnotla docoroyia Ntav 44,3 Umuepnoing. H
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TPOGHNKN TNG GLUTAYAITIVIG OTNV VOOVAIVT TOPElYE ONUAVTIKEG PEATIOCELS OTIG YAVKOLUKESG
TOPOUETPOVS. Agv vINPEE KOUIO OMULOVTIKT OAAAYT 0T TV OPYLIKT T GYETIKA LLE TO COUOTIKO
Bapog og kapio omd T SV0 OpAdES.

Y pio TopoyovTikoD oXedloouoy HEAETN apykng Oepameiog 24 eBOouddmV, ELEYYOUEVT LE EIKOVIKO
Qapuako, N ottayArtivn 50 mg 600 popéc nuepnoing oe cuvdovacud pe petpopuivn (500 mg 1
1.000 mg 600 Qopéc NuepNoing) Topeiye GNUAVTIIKES PEATIOCEL TOV YAVKALUKOD EAEYXOVL GE
ovyKkplon pe kdbe pio amod Tig povobepaneiec. H peimon tov copotikod Pépovg e Tov GuVOLAGHO
ooy MITTIiVIG KO LETPOPUIVIG TAV TOPOLOLN [LE LT TTOL TTAPOTPNONKE e peTPopuivn Lovo M
ewovikd eappako. Agv vapée kapio oAhoyn amd TV opyikn TN Yo Tovg acbeveic oe Oepameia
uévo pe crraydntivn. H cuyvotta epeaviong vroyAvkoiog nTov Topopoto, Letaéd TV opuadny
Oepoameiog.

Mivakag 2: HbA (. 0m0TEAEGNATO HEAETOV ELEYYOPNEVOV PUE ETKOVIKO @ApROKO povodepameiog
Kol cvvovacpévig Oepanciog®

Méo Méon petaforn g HbA,,
a “:], Méon petafoin amd oopOopévn g pog 1o
Meiétn 2 1Xm'|n v apyuki Tip HbA €1IKOVIKG pappaxo HbA .
LY i 9%, i
HbA . (%) (%) o S(‘VZ)CI)
Mgehéteg povobepameiog
SirayArtivy 100 mg pio f
. o -0,6
@opd nuepnoing 8,0 -0,5 (-0,8, -0.4)
(N=193) T
SirayArtivy 100 mg pio i
. ;o -0,8
@opd nuepnoing 8,0 -0,6 (-1,0, -0.6)
(N=229) 7
Meléteg cuvovaopévng Ospameiog
SirayArtivy 100 mg pio
Popa nuepNoing
TpooTédnie ot 2.0 0.7 -0,7¢
ouvveyllouevn Bepaneio, pe ’ ’ (-0.8, -0.5)
petgoppivn'
(N=453)
SitayArtivy 100 mg pio
®Opa nuepNoing
TpooTédnie ot 2.1 0.9 -0,7¢
ouvveyllouevn Bepaneio, pe ’ ’ (-0.9, -0.5)
moyhralovn'
(N=163)
SitayArtivy 100 mg pio
Popa nuepNoing
TpooTédnie ot 2.4 03 -0,6*
ouvveyllouevn Bepaneio, pe ’ ’ (-0,8, -0,3)
YApempion'
(N=102)
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Méon Méon petraforn g HbA,,
. Méon petaforn anod dwopBopévn og Tpog To
Merétn “ X“f" v apyuki Tip HbA €1KOVIKG pappaxo HbA .
R (%)' (%)'

HbA . (%) (95% CI)
SitayArtivy 100 mg pio
®Opa nuepNGing
TpooTédnie ot 0.9
ocuvveylopevn Bepomeio pe 8,3 -0,6 1.1 ’ 20,7)
YAMUETPION+uETPOp U T
VnH
(N=115)
SirayArtivy 100 mg pio
®Opa nuepNGing
nTpootédnKe otV 0.7t
Guvsxlgéursvn Gspomsia’ us# 8.8 1.2 (_1’0: 20,5)
moyArtaldvn+ueTeoppivn
(N=152)
Apykn Bepameia
(890 popég nuepnoing)' 16t
SurayMrtivy 50 mg+ 8,8 -1,4 (-1.8 ’_1 3)
uetpoppivn 500 mg B
(N=183)
Apykn Bepameia
(8V0 popég nuepnoing)' PRE
YuroyAtivy 50 mg+ 8,8 -1,9 (2.3 ’ 1.8)
uetpoppivn 1000 mg o
(N=178)
SitayArtivy 100 mg pio
®Opa nuepNcing
nwpootédnke oe 0,611
ocuvveylopevn Bepomeio pe 8,7 -0,6" -0 7’ L0,4)
WGOoLAivn 7
(+/- petgoppivn)’
(N=305)

* [TAinOvoudg 6hot ot acbeveic mov Elafav Oepaneio (avirvon mpdbeong yio Oepomeia).

T Méon T eloyioTov TETpaydVEOV TPOGHUPLOGHEVY Y10, THV TPONYOVLEVT vTTEPYAVKaKY Ogpameio. kot TV apyikt|
.

1 p<0,001 o6& GOYKPION LE TO EIKOVIKO GAPLOKO 1] EIKOVIKO QAPHAKO + Guvdvaoudg Oepameiog.

$ HbAic (%) v efdopdda 18.

'HbA 1 (%) ™v eBSopdda 24.

# HbAu1c (%) tv eBdouéda 26.

I Méon tip| ehoyiotov TETPOyOVOVY TPOGOPUOGUEVT Y10, TN YPToT peT@oppivng kotd v Erniokeyn 1 (vavdyr), veovrivng
katd v Eniokeyn 1 (mpoavapepryévn évavtt un Tpoavapepty lévng [evatdpeons 1 pokpdg dpaong]) Kot yio Tig apyikes
Tipéc. Ot adindemdpdoetg avd opdda Oepomeiog (xpMon LETPOPIIvIG Kot VGOLAIVIG) dev NTav onpavtikég (p>0,10).

Mia pelét 24 efdopddmv, eheyyopevn e evepyod mapdyovto (LETPOPUIVN), oxedicinKe Yo va
a&loroynOei 1 omotelecpatikOTTA Kol ac@aAgln TG ortoyAmtivng 100 mg pio popd npepnoimg
(N=528) oe ouykpion pe petpoppivn (N=522) oe acbeveig pe avemapkn YALKoKo Eaeyyo pe dlorta
KoL GoKNoN Kot oL omoiot dgv EAafav avti-umepylvkoauikn Oepaneio (yopic Oeponeio TovAdyioTov Yo
4 uveg). H péon docsoroyia tng petpopuivng frav mepimov 1.900 mg nuepnoione. H peimon g
HbA . and T1¢ péoeg apyucég Tywég Tov 7,2 % frav -0,43 % ywo v ortayArtivy ko -0,57 % yio v
petpopuivn (Avédivon katd to [Ipwtdkoiro). H cuvoriky cuyvotnta sLeAvIons TV avemfounTomv
EVEPYEIDY TOL YAGTPEVTEPIKOV OV BempnOnkav g oxeTlOUEVES e TO PAPULOKO og aobeVeic TOV
éafav Bepomeia pe orraylmtivn nTav 2,7 % oe ovykpion pe 12,6 % oe acbeveig mov Erafay
Oepomeio pe peteoppivn. H cuyvommta eueaviong g vmoyAvKoiog OV fTay oNUOVTIKG
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drapopetikn petald tov 0vo opuddwy Bepaneiog (ortayimtivy, 1,3 %, petpoppivn, 1,9 %). To Bapog
TOV GOWOTOC HEIDONKE ATd TNV OPYIKN T Kot 6TIG dV0 opddeg (ortaymtivn, -0,6 kg, petpopuivn
-1,9 kg).

Y pio PeAETN GVYKPIONC TNG OMTOTEAECUATIKOTNTOG KOl TG 0CQAAEWNG LETE amd TpocsOnKm TNg
orrayMmtivng 100 mg pio popd nuepnoimg 1 g YAmLiong (Lio covipovurovpia) o acbeveig pe
OVETOPKT] YAVKOUIKO EAEYYXO UETA 0md povobepameio Pe LeT@oppivn, 1 ortayAtivn Tov Topdpote
g YAmliong 6cov apopd ™ peimon g HbAi.. H péorn docoroyia yAumlidng mov yprnoyiorombnke
oV opddo cvykpiong NTov 10 mg nuepnoing, eved oe tepimov 40 % tov acbevdv aroitnOnke doon
yAmliong < 5 mg nuepnoing Katd v Siapkela ¢ LeAETNC. 26T000, TEPIEGOTEPOL 000EVEIC OTNV
opado pe ortayMmtivn diékoyav T Bepomeio AOy® EALEIYNG OMOTELEGULATIKOTITAG OO OTL GTNV
opado pe yamlion. Acleveic mov éhaPav Bepaneio e GrTayMaTiv) TOPOVGIOCAY GNUOVTIKY LECT
pelmon oo TV apyIKn T 6TO COUATIKO BAPog o€ GUYKPIoT He pio onuaviiky adénon Papovg o
acBeveic oTovg omoiovg yopnynHonke yamlion (-1,5 évavt +1,1 kg). ' avtq ™ perérn, o Adyog
TPOTVGOLAIVTG TTPOG VGOVAIVT), OEIKTNG TNG OMOTEAEGATIKOTNTAG TG cLVOEONC Kot amehevBEP@ONG
NG WGOLAIVTG, BeATIDONKE pe crTayAmTivi Ko emdsvabnke pe v Oepameia pe yamlion. H
CLYVOTNTO, EUPAVIONC VTOYAVKOALIOG 6TV Opada ¢ ottaymtivig (4,9 %) nTov onuovtikd
YOUNAOTEPN OO TNV TG opadag g YAmLiong (32,0 %).

Mia, pedhétn 24 efdopddmv eheyyOUevn e EIKOVIKO PAPLOKO Tov TTeptEdaPe 660 acbeveig
oYEO1AGTNKE Y10, VO 0EIOAOYGEL TNV OTOTEAECUATIKOTNTO KOl TV aciieia ¢ ortayimrtivig (100 mg
pio popa nuepnoing) dcov apopd otn petaforn e 660Mg YGOLAIVNG, 1 omoio TPocTEONKE GTNV
woovAivn glargine pe M yopic petpopuivn (tovidyiotov 1.500 mg) kotd T AcN TG
evtatikomoinong g Oepaneiog wvoovrivne. H tyun g HbAie katd v évapén ftav 8,74 % ko
d00M ™G WeoLAivng katd v évapén nTav 37 TUMuépa. Ot acbeveic kaBodnyndnkav va
TITAOTOW|GOVY TN 866T TG WoovAivng glargine pe Bdon tig THég YAvKOINng vnoteiog omd LETPNCELS [UE
TPOTNUO ToV daktOAov. Katd tnv efdopdada 24, n avénon oty nuepnoia 401 weovAivig ntov 19
IUMmuépa og acbeveig mov Ehafoav Bepomeio pe orraylmtivn kot 24 IlUMpépa o€ acbeveic mov Elafov
Oepomeio pe EOVIKO PAPULOKO.

H peimon g HbA . og acBeveic mov éhaPav Oepaneia pe orrayirtiviy Kot tvooviivn (Le 1 yopig
petpopuivn) nrav -1,31 % cvykprkd pe -0,87 % oe aocbeveic mov ElaPav Oepameia pe eKOVIKO
(APUOKO KoL VGOVALIVY (Le 1 yopic peteopuivn), pia dtapopd kotd -0,45 % [95 % CI: -0,60, -0,29].
H ocvyvomrta gpedviong vroyivkaipiog nrav 25,2 % o acbeveic mov éraPav Bepaneio pe
orroyMmtivn Kot tvovAivn (Le 1 xopic peteoppivn) kot 36,8 % oe acbeveig mov dafav Bepameio pe
EIKOVIKO QAPLLOKO Kot VooLAivn (Ue 1 yopig petpopuivn). H dtapopd opetlotay kuping o€ Eva
VYNAOTEPO TOGOGTO OGOEVMOV GTNV OLLASN TOV EIKOVIKOD QUPIAKOL 01 070i0t Tapovsiacay 3 1
TEPLocOTEPQ ENEIGOAL0 VITOoYAVKOiag (9,4 Evavtt 19,1 %). Aev vanpée Kopio dtapopd ot cuyvoTnTa
EUPAVIOTG GoPapng LTOYALKOING.

Mia, pedétn ovykpiong ortoyAurtivng tov 25 1 50 mg pia popd nuepncing pe yamlion tov 2,5 émg
20 mg/muepnoing o1eénydn oe acbeveig pue pétplo | coPapr veppikn dvcrettovpyia. Avti 1 L&
ocvumeptérafe 423 acheveic pe ypovio veppikn SueAertovpyio (VTOAOYIGOEIG PLOUOG CTEPOUATIKNG
dmOnong < 50 ml/min). Metd omd 54 efdouddesg, 1 néon peioon amod v apyikn T ™ HbA i ftav
-0,76 % pe ortaylmtivn kot -0,64 % pe yamlion (Avédivon katd to [Ipotoxodro). X avti T peAén,
TO TPOPIA TNG AMOTEAEGLOTIKOTNTOG KOl AGPAAELNG TNG ortayMmtivig Tov 25 11 50 mg pio popd
NUEPNGIMS NTAV YEVIKE TOPOUOL0 LE 0VTO TOL TTapaT P ONKE o€ GAleg neAétec povobepameing o
acBeveic pe puololoykn veppikn Aettovpyia. H cuyvétto epnedviong g voyAvkoiiog otnv opddo
g ortayAntiving (6,2 %) ftav onuavtikd pikpotepr omd 61t oty opdda e yAmiliong (17,0 %).
Ymip&e eniong pio onpovTikn S10popd LETOED TOV OUAd®Y GYETIKA UE TN LETOPOAT TOV COUOTIKOD
Bapovg and v apykn Tn (ortayAwrtivy -0,6 kg, yamlion +1,2 kg).

Mia GAAN pedétn obykplong ortoyMmtivig Tov 25 mg pio popd nuepnoing pe yAmlion tov 2,5 g
20 mg/muepnocing d1e&nydn oe 129 acbeveic pe NNTX ot oroiot vofaiiovioy o apokdbapon.
Metd and 54 efdouddec, N péon peimon omd v apykn Ty g HbAcntav -0,72 % pe ortaylmrtivn
kot -0,87 % pe yAmlidon. X' autn T LEAETN, TO TPOPIA TG OTOTEAECUATIKOTITOG KOl OCPAAELNG TNG
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ocroyMmtivng Tov 25 mg pio gopd nUepNcimg HTaV YEVIKA TOPOUOL0 LLE AVTO OV TopatnpninKe o
GAAeg peréteg povobepaneiog oe aobeveig pe puoloA0YIKY vEQPIKT Agttovpyia. H cuyvotnta
EUPAVIONG TNG LIOYAVKOUING OEV TOV CNUOVTIKG S10POPETIKY LETOED TV OpadmV Oepameiog
(owwayiumtivn, 6,3 %, yamlion, 10,8 %).

Ye pio GAAN pedétn mov cvpmeptédafe 91 acbeveig pe drafrtn THTOL 2 Kot ¥POVIN VEPPIKY
dvoiettovpyio (kdBapon kpeoatviviig < 50 ml/min), 1 acediela kot avoyn tng Oepomeiog pe
orroyAmtivn tov 25 1 50 mg pio eopd nUepNoimg NTaY YEVIKA TopOUOLo. LE 0VTH TOV EIKOVIKOD
eapudiov. Emmhéov, petd amd 12 efdopdadec, o1 péoeg pewwoelg e HbAj (ortayirtivn -0,59 % ,
ewovikd pappako -0,18 %) kot FPG (ortaylmtivn -25,5 mg/dL, euwovikd eappaxo -3,0 mg/dL) ftav
YEVIKA TOPOUOLEG HE OVTEG TTOV TTopaTnpnOnKoy o€ AAAdeg uedéteg povobepaneiog oe aobeveic pe
(QLOIOAOYIKT VEQPIKT Agttovpyia (BA. Tapdypapo 5.2).

H TECOS ftov pia toyoononuévn perétm og 14.671 acBeveic otov minbuoud pe mpdbeon Bepameiog
pe HbAi. > 6,5 émg 8,0 % ko pe eyKoteotnuévn Kapdloyyelokn vocso, Tov Aoy ortayAurtiv
(7.332) 100 mg nuepnoing ( 50 mg nuepnoing eav N apyikn eGFR ftav > 30 kot

< 50 ml/Aenté/1,73 m?) 1 srcovikd eappako (7.339), ta omoia TPooTEOKOY GTN GLVHON aAy™YH pE
OTOYO TNV EMTEVEN TOV TOMIKAOV OEPamELTIKGOV TPoTHTTWV YAvKo MwUéVNg arpocspatpiving (HbA )
KO TOVG Kapdlaryyslakog mapdyoveg kKivdvvov. Acbsveig pe eGFR < 30 ml/Aentd/1,73 m*Sev
evtayOniav otn perém. O minbovouog g perétng meprerdpfove 2.004 aceveig > 75 etmv kot

3.324 acbeveic pe veppikn dvoiertovpyio (€GFR < 60 ml/Aentd/1,73 m?).

Kotd ™ dibpketo g perétng, n ovvolkn ektipdpevn péon (SD) dwapopd oty HbA . peta&o g
OMLAdOC TNG CLTAYATTIVIIG KOl TOL EIKOVIKOV pappdakov fTav 0,29 % (0,01), 95 % CI (-0,32, -0,27),
p <0,001.

To npmTevov KapdyYEIKO KATAANKTIKO GNUELD Tav GUVOEST] TNG TPAOTNG ELPAvIong Bavatov amd
Kapdlyyelkn voco, un Bovatneopov eRepayUaTos TOL Huokapdiov, un Boavammedpov oyyelakon
EYKEPAAIKOD EMEIGOSI0V 1 voonAegiog Yo aotabn omBayyn. To devtepevovia Kapdloryyeiokd
KOTOANKTIKG onueio meplapPfovoy Ty Tpat ELavior avatov omd KapdioyyeloKk vOGo, un
BovaTNEOPOL EULPPAYUATOS TOV HVOKAPSIOL I 11 Bovatneopov oyyelakoD eYKEPAAIKOD ETEIGOSI0V,
TNV TPDTN ELEAVICT] TOV HELOVOUEVOYV GUVIGTOOMY TOL TPMOTEVOVTOG CUVOETOL KATAANKTIKOD
onueiov, ™ BvnordTTO 0O OTO0ONTOTE OTIO KoL TIG ELGOYWOYES GE VOGOKOEIO Y10 GUUQOPTTIKT
KOPOLOK OVETGPKELD.

‘Emterto amd po didpeon mapakorovdnon 3 etdv, n orrayAumtiv, 0tay Tpootédnke ot cuvnon
Oepomeio, oev avénoe Tov kivouvo peillovov KapdloyyEIaK®Y OVETIBOUNTOV EVEPYEIDY 1) TOV KIVOLVO
voonA&log Yo KopOlokn aVETAPKELL, G€ GOYKPIoT e TN cuvnOn Bepaneio ywpig T crtaylmtivn, o
acBeveic pe cakyapmon dwoprtn tomov 2 (Ilivakag 3).

Hivakag 3. ZvyvotnTes 6OVOETOV KOPOLOYYELUKAV ATOTELECULATOV KOl fUCIKOV OEVTEPEVOVTOV
UTOTEAEGUATOV

Xitoyhrtivy 100 mg Ewkovik6 @appoxo

o

D?:Tn Toyvotnt

. o

ENQaVIC ,

nG ové: gneavion ]

100 g avé 100 Avadoyio
ao-esvsig- ao-egvgig_ Kvévvov (HR)
N (%) PR N (%) én’* (95% CI) Tq pf

Avalvon otov tAn0vopé pe tpoédeon Oepameiog

ApOpdg acOevav | 7.332 | 7.339 | 0,98 (0,89-1,08) | <0,001
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Xitoyhrrivy 100 mg Ewkoviké @appoxo
Toyvé
D?:Tn Toyvotnt
. a
81111;[)((::;6 gneavion
100 g avé 100 Avaloyia
. acOsveic- | Kwdidvov (HR)
acOgveic- . .
N (%) s N (%) fmn* (95% CI) Twn p
potedov 6OvOETO KATAIKTIKO
onueio
(®dvotog and Kapdlayyelokn
v6o0, un Bavatneopo Epepaypo
Tov pvokapdiov, pun Bavatmeodpo
OYYELKO EYKEPAAIKO EMEIGOO10 N 351
voonieia ywo actadn otOdayyn) 839 (11,4) 4.1 (11,6) 42
AguTepevov oOVOETO KOTUANKTIKO
onueio
(®dvotog and Kapdrayyelokn
v6o0, un Bavatneopo Epepaypo
TOL pvokapdiov M pn
Bavatneopo ayyelokd 746
EYKEPUMK MEI6610) 745(102) | 3.6 (10,2) 3,6 0,99 (0,89-1,10) | <0,001
AEUTEPEVOV ATOTELEG A,
BOdvatog amd KopoloyyElokn
VOG0 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
Olo Ta epeparypoto Tov
pookapdiov (Bavameopa kot 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
Oho ta ayyelod eyKeEQOAMKA
emelodia (avatneopa Kot un) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
Noomheio yo actabn omboym | 16 (1 6) 0,5 129 (1,8) 0,6 | 090(0,70-1,16) | 0,419
Odvatog an6 omoodmote aito | 547 (7,5) 2,5 537(7,3) 2,5 1,01 (0,90-1,14) | 0,875
Noonheio yio kapdokn
avendpreto? 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) | 0,983

* H ovuyvomnta eppdviong ava 100 acBeveic-£tn vroloyiletor wg 100 x (cuvolikog apiBpdg acbevav pe > 1 copfdvta kot
T Sdpkeln G eMAEELUNG TEPLOdOL £kBEONC 0vE GUVOAIKO aPBNS AGOEVOV-ETMOV TG TapakolovOnong).

TMe Béon otpopotonomuévo poviého Cox avé meploxn. o ta ohvOeTa KaTaAnKTiKd onueio, oL TG p avTIGTOLOVY OE
L0 SOKIHOGTIOL [T KOTOTEPOTNTAG IOV £XEL GTOYO VoL amodeilel 6ti 1 avadoyio Kivdvvou givan pikpotepn omd 1,3. o dha
T GAAOL KOTOANKTIKG onpeia, ot TIHEG P OVTIOTOLYOUV GE i SOKILOGIO TV S10POPmV GTIC AVOAOYIES KIvODVOUL.

H avéivon g vooneiog yio KapSiokr| aveEnGpKeLo, TPOCAPUOGTNKE e PAOT TO 1GTOPIKO KAPSIOKNG OVETAPKELNG KOTE

™mv Evapén.

Iowdratpkodc TAndvoudc

AeENyOn pio Smdd ToeAn perétn dudpkelag 54 efOopddmv doTe vo eKTIUNOel 1 0TOTEAEGLOTIKOTNTA
Kot 1 acdreln ¢ ortayAurtivig 100 mg pia @opd v nuépa oe madiatpikovg acbeveig (10 éwg 17
ETOV) LE caKyop®mON S10pnTn TOTOL 2 01 07TOi0L SEV NTAV GE AVTITEPYAVKOUIKT Oepameio yia
TovAdytotov 12 gfdopadec (ue HbAlc 6,5% éwg 10%) N fjtav og otabepn d0oM WGovAivG Y10
TovAdytotov 12 gfdopadeg (ne HbAlc 7% émg 10%). Ot acBeveig Tuyaonombniay ce crroyAmtivn
100 mg pio popd v NuUéPa 1 6€ EIKOVIKO Pappoko yio 20 efdopddec.

H péon apywn Ty HbAlc ftav 7,5%. H Bepomeia pe ocrraylmtivny 100 mg dev mopeiye onuovikn
Beltimon oy HbAlc otig 20 gfdopndadec. H peimon g HbAlc og acBeveic mov éhafav ortayiurtivn
(N=95) ntav 0,0% oe ovykpion pe 0,2% ce acbeveic mov EraPav gikovikd papuaxo (N=95), pia
dwpopd -0,2% (95% CI: -0,7, 0,3). BAéne mapaypoeo 4.2.
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52 ®oappoxokivnTIKEG 1O10TTES

Amoppbonon

Kotomwy yoprynong amnd 1o otopa piog 06ong 100 mg o vy dtopa, 1 cltayAntiviy aroppoenonke
Tayéms, UE UEYIOTES GUYKEVIPAOGELG 0T0 TAAGHA (LEON Tmax ) TOL TOPOVOEGONKAV 1 £mG 4 Dpeg petd
v 6601. H péon AUC ¢ ortayAmtivig oto mAdopo fjtay 8,52 uMehr, kot 1) Cmax fTav 950 nM. H
amoAvT frodwbecipudtnTo ¢ ortayAurtivng eivor tepimov 87 %. Epdcov n cuyyopfynon g
orToyMITivig Le YeO e VYNAGV MIap®dV OeV ElYE ETIOPACT OTNV QOPUOKOKIVITIKY, 1] GLTOYAUTTIV
umopel va yopnynOel pe 1 yopic tpoen.

Ot ovykevipwoelg AUC g ottayntivng oto TAdopa avénbnkay katd 6060eE0pTOUEVO TPOTO.
Aocogaptopevn avaroyio dev TeKUNPLOONKE Y10 TNV Crmax Kot Coanr (1 Crnax 00ENONKE TEPIGGOTEPO
amd OTL Katd ToV 0060eEAPTMUEVO TPOTO KoL 1 Codnr LENONKE KOTA AtyOTEPO OTO O,TL KATA TOV
d060e&apTOEVO TPOTO).

Kotavoun
O péoog 6yKog KaTtavoung oe otofepn Katdotaon HETA amd yoprynon evOopAEPLag epamas 666N
100 mg orrayArtivng o€ vyu] dropa, ivol mepinov 198 Altpa. To KAdoua g oltayArtivig mov

GULVOEETOL AVAGTPOPA. LLE TIC TPMTEIWVES TOL TAGGUATOC Elvar younAo (38 %).

Buopetaoynuotioioc

H ocurroyMmtivn amofdiieton Tpotapyikd apetdfAnTn oo ovpo., Kot 0 LETAPOMCUOG AmTOTEAEL o
devtepevovca 000. Tlepimov 10 79 % g crtayAntiving omekkpiveton apeTtdfAnTn oTO OVPOL.

Metd and 6om [“ClortayAmtiving amd To oTopa, Tepimov 16 % g padievépyetag amekkpidnke mg
petapoliteg tng ortayAmtivig. Aviyveudnkoy tyvr €61 petafoltadv Tov devV avapuEvovTol Vo,
EVIGYVGOLV TNV OVOGTOATIKY dpacn e ortayAurtivng eni tng DPP-4. In vitro peléteg €de1i&av 011 10
TPOTOPYIKO VL0 TOV VOVLVETIL Y10 TOV TEPLOPICUEVO UETAPOMGLO TNG CLTAYAITTIVIG TAV TO
CYP3A4 pe ovuporn tov CYP2CS.

Ytoyeia in vitro £d€1&av otL 1 ortayMmtiv 0ev gival avaotoréag TV iooevivpwy Tov CYP, CYP3 A4,
2C8, 2C9, 2D6, 1A2, 2C19 1 2B6, ko dev givan eraywyéag tov CYP3A4 kot tov CYP1A2.

Amofol

Meté and xopriynon doong [“Cloraylmtivig amd o 6Toépa o€ LYW Gropo, mepimov To 100 % tng
YOPTYOOUEVTG POSIEVEPYELOG OmOpakpOVONKe ota KOTpava (13 %) 1 ota ovpa (87 %) eviog pog
gfdopadag amd ™ yoprynomn. O pawvopevog teAkog xpovog nuicelog Long tiz HETA amd 600
ocrroyMmtivng amd to otope 100 mg ftav wepinov 12,4 mpeg. H crrayimtivi cvescmpedeton povo
eMdytota pe Tig ToAAamAEG 060¢€lg. H veppucn kaBapon ftav wepirov 350 ml/min.

H amofoAr g ortayMmtivig yivetal Tpotapyikd LEGH VEPPIKNG OTEKKPIONG Kot TEPIAAUPAVEL
evepyn coAnvaplokn ékkpion. H ortaylmtivn eival vtootpopa yio tov petagopéa-3 ovipanivov
opyavika@Vv avioviov (hOAT-3), mov pumopel vo UTAEKETOL GTNV VEPPIKT| OTEKKPIOT TNG CLTOYAUTTIVIC.
H vk oveyérion tov hOAT-3 oty petopopd ¢ ortayAutivng dev €xet tekunpiobel. H
orroyMmtiv glval ETioNG VTOGTPMLN TG P-YAVKOTPOTEIVIG, 1) OTToio Umopel va, eumAEKETL
SLEVKOADVOVTOG T VEQPIKT OEKKPLOT TNE SLtayAmttivig. 26T060, 1| KUKAOGTOPivn, £Vag avaeTOAENS
g p-yYAvkompmTeivig, dev peimae TV veppikn kdbapon g ortaylmrtivig. H crtayAmtivn dev givat
vrootpopa oo OCT2 1 tov OAT1 1 tov petapopéwv PEPT1/2. In vitro, 1 cwtayAmtivn dev
avéotelhe 10 OAT3 (IC50=160 uM) 1 ™ petapopd PEcw p-yAvkonpmteiving (€mg 250 uM) ce
0ePOmEVTIKEC GUYKEVIPMGELC TOL TAACUATOC. X€ U0 KAVIKY LEAETN 1) CLTOYATTIVN Y€ pkpn
EMOPOAON OTIS GLYKEVIPAOGELS O1YOEIVIG 0TO TAACUA TTOV SEIKVOEL OTL 1] GLTOyAITTivn Umopel va givat
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NTOG AVOGTOALNG TNG P-YAVKOTPMOTEIVIG.

XopoKktnploTikd o acfeveic

H poappaxokivntikn g ortoyMativig TV VY10V aTOU®V TV YEVIKA TOPOUOLN LE 0T TOV 00OEVOY
pe dwoprytn tomov 2.

Negpikn dvolerrovpyio,

Atevepynnie pio ovolkTig ETonavong HEAETN epdmal d6omG Yo va a&loloynbein
(QOPUOKOKIVITIKT piog Hetdpévng d0omg g ottayArtiving (50 mg) oe aceveig e ypovia VEQPIKY
dvodettovpyia S1apopv Pobumv e cOYKPIoT UE PLGLOAOYIKOVS VYLElG papTupes. H perétn
meplerdpupove acbeveig pe Nmo, PETpla kot cofapn veppikn dvoiettovpyia, kabdg kot acbeveig pe
NNTZ vrd arpoxabopon. Emmpoctétmg, o emdpdoeic e veepikng dushertovpyiog 6t
POPUOKOKIVITIKN TNG ortayMmtivig o€ acbeveig pe dtoprtn tomov 2 kot fmio, pHétpia 1 cofapn
veppikn dvciertovpyio (cvumeprrappavouévng g NNTZ) a&odoyndnkoy ypnoilonoidviog
POPUAKOKIVITIKN avdAven TAnBuepod.

Y& GUYKPION UE PLGLOAOYIKA, LYW dtopa eAéyyov, 1 AUC g ortayAtivng oto TAdopo ovénonke
katd wepimov 1,2 popég ko 1,6 popég oe acbeveig pe Nmo veppikn dvsiertovpyio (GFR > 60 émg
< 90 ml/min) ko1 o€ acBeveic pe pétpia veppikn dvciettovpyia (GFR > 45 éwc < 60 ml/min),
OVTIOTOLY ™G,

Emedn avénoeig autod tov peyéBoug dev eivorl KAMVIKG ONILOVTIKEG, 1 TPOGAPLOYT TG 0OONC GE
awTovG TOVG acbeveic dev etvar amapaitn.

H AUC ¢ ortoyAmtivng oto mAdopa anénonke katd mepinov 2 popég oe acbeveig pe uétpio veppikm
dvodertovpyia (GFR > 30 éw¢ < 45 ml/min) kot katd mepinov 4 opég oe aobeveic e coPapn veppikn
dvoertovpyia (GFR < 30 ml/min), cvumepirapfovouévaov acbevav pe veppikn voco TeEAkod otadiov
o€ aodwiton. H crtayirtivn amopakpovinke petpiong pe v aypodwiion (13,5 % ya 3 éng 4 dpeg
opodwAlong pe Evapén 4 dpeg petd ™ doon). Ilpokeévon va emttevyfodv GUYKEVTPDOGELS
OLITOYMTTTIVIG GTO TAGGILO TAPOUOLES LLE OVTEC TOV AGhEVDV [LE PUGIONOYIKT| VEQPIKT AElTOoVpYia,
oLVIeTOVTOL UIKpOTEPEC dd0elg o€ acbeveic ue GFR < 45 ml/min (PA. mopdypago 4.2).

Hratikn dvolerrovpyio,

Agv amouteitanl TpocapUoyn TG d0oNG TG CLTAYAITTIVG 6Tovg acbeveic e o 1 LETPLOL NITOTIKY
dvodertovpyia, (Child-Pugh score < 9). Aev vrapyel KAviky epnepio o€ acbeveic pe cofopn NTatiKn
dvodertovpyia, (Child-Pugh score > 9). [Mapdia avtd, yio To Adyo 6TL 1 crTtoyAmtivr amoBaiieton
TPOTOUPYIKA OO TOVG VEPPOVLS, 1 coPapt) NIOTIKY SVGAEITOVPYi, OEV OVOUEVETOL VO, EXTPEACEL TNV
(QOPLOKOKIVNTIKY] TNG CLTOYATTIVIG.

Hlaiowuévor
Agv amouteitan Tpocappoyn g d0ong pe Paon v nikio. H nAwia dev emnpéoce KAVIKA GNUAVTIKA

TNV QAPUOKOKIVITIKY] TG CLTAYAITTIVIG, CUOUP®VO UE OEGOUEVA OO POPLOKOKIVITIKY OVOAVOT) GE
mAnBvuoud peretav eaong I kot edong 1. HAaopéva dtopa (65 g 80 etdv) pedvicoy mepimov
19 % vymAOTEPEG CLYKEVTPMGELG TNG GLTAYATTIVIG OTO TAACLO, GE CUYKPLOT UE VEOTEPOLG aabeveElg.

Houdorpioc mdnBooudg

H pappaxoxivntiky g orraylmtivng (epana 66om tov 50 mg, 100 mg 1 200 mg) diepevvnOnke oe
modlaTpikovg acbeveic (nAiog 10 émg 17 etadv) pe dwafnt Tomov 2. Xe avtd Tov TAnbucud, n
TPOCAPUOGHEVT 0001 cvykévTpwong ™ AUC g ortaylmrtivig 6to mAdopo ftav mepinov 18%
YOUNAOTEPT] GE GVYKPIOT WE TOVG VAAIKEG 0ioBevelg pe dtafntn tomov 2 yo pia 66om 100 mg. Avti n
dlapopd dev Bempeital KAVIKA GNUAVTIKN € GOYKPLOT| LLE TOVG EVIAIKEG aoBeveic e Baon v
eninedn PK/PD oyéon peta&d g 06omg tov 50 mg kot tov 100 mg. Agv égovv mpaypotorombel
UEAETEC E CLTAYATTIVI] O€ TOdLOTPIKOLG acbeveic nAkiog pikpotepng Tov <10 etmv.
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AMo yopaxtypiotird aclevav

Agv amouteitan Tpocapuoyn g 00omMg Le facn To pOA0, T PLAN N To deiktn ndlog copotog (BMI).
AVTE TO YOPOKTNPLOTIKA €V EYOVV KAMVIKE GNUOVTIKY ETIOPOCT) GTNV QOPLOKOKIVITIKY TNG
oUrToyMITivig COUPOVA LLE POPUOKOKIVITIKG OE0OUEVA LOG JUKTNG avaAvong nerétng eaong I kot
d€dOUEVO, OO POPUAKOKIVITIKT avdAvon o€ mAnBuoud peretav eaong I kot edong 11

5.3 Ipoxiwvika dgdopéva yio TV acsQALELN

Ne@pikn Kot NToTIK ToEIKOTNTO TopaTPNONKE 68 TPOKTIKA LE GLGTNUOTIKY £kBeon 58 popég
VYNAOTEPT 070 TO EMinedo EkBeong atov AvBpwTo, VM TO Opto Un emidpacng Ppeédnke otig 19 popég
TV oo To eninedo £kbeong Tov avlpdTov. AveouoAieg TOV KOTTHP®V 006vVI®V Tapotnpnkay ce
apovpaiovg o€ enineda Ekbeong 67 popéc v amd To eminedo kKAvikNg €kBeong. To 6plo un
eMidpaong YU avTod To e0pnuo NTav 58 Popég LYNAOTEPO, POCIoUEVO GTN HEAETN apovpaimy 14
gfdopadwv. H oyéon autdv tov eupnudtov pe toug avipomovg eivar ayvaot. [apoducd puoicd
onueio oxetildpeva e ™ Bepomeia, pepikd amd To 0moio GLVIGTOVV VELPIKT TOEIKOTNTO, OO
OVOTTVOT] UE OVOIKTO GTOUO., GLEAOPPOLD, AEVKOTOC 0pPpdONG EUETOC, 0Toéio, TPONOC, LELMUEVT
dpacTnPOTNTO KA/ KupTH oTdomn mapotphonkay ce 6kOAOVG o€ emineda EkBeomng mepimov 23 popéc
VYNAOTEPQ 0o TO EMinedo KAMvikg EkOeomg. Emmpdoeta, moAd eEhappd £m¢ ELa@pd EKPUAIOT) TOV
OKEAETIKOV LV®V TapoTnpNONnKe ETioNC 1I6TOAOYIKA GE OOGELG Ol OTOIEG TPOKAAEGOY GUGTILLOTIKT
ékbeom oe eminedo 23 popég vyMAdTEPO amd TO eminedo ¢ avOpdmivng ékbeonc. To dpro un
eMidpaong yL avtd to evprpata Ppébnke oe EkBeon 6 Popéc VYNAOTEPT 0O TO EMIMESO TNG KAVIKNG
éxbeomg.

H orroyltivn dev €xet deiybei va, givar yevoto&iknm oe mpokivikég pehétec. H ottaylmtivn dev ftav
KOPKIVOYOVOC G€ TTOVTIKIO. L€ apovpaiong, VANPEE AVENUEVT TOPOLGIN NTOTIKOV AOEVOUATOV KOl
KOPKIVOUATOV o€ eninedo cuoTNUATIKNG £kBeonc 58 @opéc Tov emmédov ¢ avOpdmivng ékbeonc.
ATO T oty oL N NTOToToEIKOTNTO EXEL POVEL Vo oeTI(ETaL [UE EMAYMYN TNG NAATIKNG VEOTANGIOG
0€ 0POLPAIOVE, VTN 1| AVENUEVT] GLYVOTNTO EUPAVICTIC NTOTIKOV OYK®OV GE 0pOVPAIOVE TTOV
dEVTEPOYEVIC TNG XPOVIOG NTOTIKNG TOEIKOT TG GE QL TV TV VYN AN 06om. E&attiog Tov vyniod
opiov ac@areog (19 popég vynAdTEPa 0d T0 EMimedo U EXOPAOTG), OVTEG Ol VEOTTAUGLOTIKES
aAlowncelc dev Bewpeiton ott oyetiovral pe avTioToyn KaTdoTtaon o€ avlpdmovd.

Agv TapompnOnkay avemBounteg evépyeleg et TG YOVILOTNTOG OPCEVIKMV Kol ONAvKOV apovpainy
oL AAUPavay CrTayMITivr TPo 1 Katd 1 SIPKEL GLUVEDPEGTC.

Y& [io, Tpo-/UETAYEVVITIKT UEAETN OVATTTLENC TTOL TTPOYUATOTOONKE GE aPovPaiovE, deV
TAPOLGLAGON KAV aveTIBOUNTEG EVEPYELES LLE T CLTOYAUTTIVY.

Meléteg avamapaymykng toéuomrag edei&av pia erappd oyetilopevn pe t Bepameia avénuévn
oLYVOTNTA ELPAVIONS OLGULOPPLDY TOV TAEVP®V TOL EUPPLOL (ATOVGES, VTOTAAGTIKES KOl
KUHLOTOEWEIG TAEVPES) GE OmMAYOVOLG apovpaimV GE EMIMESD GLGTNUOTIKYG EkBeOTC 29 Popég mhvm
amo6 ta enineda g EkBeong otov dvBpwmo. Touwdtra otV £yKVO o€ HEAETN KOVIKA®V
napovoldcolnke o emineda 29 popég vymAdtepa amd Ta enineda g £kBeong otov dvBpwmo. EEattiog
TOV VYNADOV 0piev 0CQAAELNS, OVTA TO EVPNLOTO OEV VTOONAMVOLY GYETILOUEVO KIVOLVO Y10 TV
avBpomvn avamapoyoyikny wovotnto. H crraylmtivn anekkpivetol 6€ ONUOVTIKES TOGOTNTEG GTO
yoro Onraloviov apovpainv (oyéon yolaktog/mAdopa: 4:1).
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6. @®APMAKEYTIKEXZ IAHPO®OPIEXZ
6.1 Kaotaroyog ekdoymv

ITvpnvog dickiov

pikpokpvotaAlikn kuttapivn (E460)

O1606EIVO POGPOPIKO 0GPECTIO

KapUeALOLn vatplovyog doctawpovpevn (E468)
payvioto oteatiko (E470b)

Emucdioyn pe Aewtd vuévio

TOAVBVOAOAKOOAN

moAvatBuievoyAukoan 3350

téAxnc (E553b)

Titaviov 610&eido (E171)

o1dnpov o&eido epvbpd (E172)

o1dnpov o&eido kitpwvo (E172)

6.2 AovpparétnTeg

Agv epappoleral.

6.3 Awdpkewn Long

3 xpovia

6.4 Idwitepeg mpo@uAracerg katd T @OAAEN TOV TPOIOVTOG
AT T0 POPLOKEVTIKO TPOTOV dev amaltel W0itepeg cLVONIKEG dlaTPNONC.

6.5 @von K GVOTUTIKAE TOV TEPLEKTY

Blister PVC/PE/PVDC-oAovpviov. Zvokevaoieg tov 28, 30, 56, 98 | 100 emkaAvppEVOV LE AETTO
VUEVIO JloKimV.

Mmropei va. unv KukAoQopohv OAEG Ol GLCKEVAGIEC.

6.6 Iowitepeg mpoUAAEELS amOpPIYNG

Kd&0e aypnoylomointo @oppoKenTiko Tpotdv 1 VTOAELUN TPETEL VO OTOPPITTETAL COUPDVO, UE TIG
KOTE TOTOVG 1GYVOVGEC GYETIKES SL0TAEELS.

7. KATOXOZX THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,

Edifici Est, 6 Planta,

08039,Barcelona,
Toravia
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8. APIOMOZXZ(OI) AAETAYX KYKAO®OPIAX

Sitagliptin Accord 25 mg emkoAvUUEVO Le AETTO VUEVIO SLOKIO

EU/1/22/1633/001
EU/1/22/1633/002
EU/1/22/1633/003
EU/1/22/1633/004
EU/1/22/1633/005

Sitagliptin Accord 50 mg emkoAvpUUEVO pLe AETTO VUEVIO SLOKIO

EU/1/22/1633/006
EU/1/22/1633/007
EU/1/22/1633/008
EU/1/22/1633/009
EU/1/22/1633/010

Sitagliptin Accord 100 mg emkoAvpupévo pe AETTd VUEVIO SIoKI0

EU/1/22/1633/011
EU/1/22/1633/012
EU/1/22/1633/013
EU/1/22/1633/014
EU/1/22/1633/015

9. HMEPOMHNIA ITPQTHE EI'KPIXHX/ANANEQXHY THX AAEIAX

Hpepounvia tpmtng £yxpiong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic mTANPOPOpPiEg Yio TO PAPLOKO avTo gival dabéciueg otov dikTvako tomo Tov Evpmmaicon

Opyaviopov @apudkmv http://www.ema.europa.eu.
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IHAPAPTHMA 11

HAPAXKEYAXTHX(EX) YHHEYOYNOX(OI) I'TA THN
AIIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H HEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIMMOTEAEXMATIKH XPHXH TOY ®APMAKEYTIKOY
MPOIONTOX

22



A. TTAPAXKEYAXTHX(EY) YHHEYOYNOX(OI) I'TA THN AITIOAEEMEYXH TQN
MHAPTIAQN

Ovopa xai d1ev6vven Tou(tmwv) TopookKeLooTN(®V) oL ivor VITELOVVOC(OL) Yo TNV ATOGECLEVTT) TV
TOPTIO @V

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, [ToAmvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, MdaAta

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, OALavdia

270 £vTomo POAAO 0ONYIDV YPNONE TOL POPUAKEVTIKOD TPOIOVTOG TPETEL VO OVAYPAPETUL TO OVOULOL
Kot 1 d1eV0VVOT TOV TUPUCKEVAGTI OV fvorl LTEVOVVOC Y10 TV ATOGECUEVOT) TG OYETIKNG TAPTIOOC.

B. OPOI'H HEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DoppokevTikd TPoidy Y10 T0 ONolo oToNTEITON 10TPIKT) GUVTOY

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢og1g meprodwkng mapakorovOnong ™ acedisiag (PSURS)

O1 amortioelg yuo v voPfoin Twv PSURS yia to v Adym @appoakentikd mpoiov opiloviol otov
KaTAAOYO UE TIG Nuepounvieg avapopdc ™m¢ Evoonc (katdioyoc EURD) mov mapotifeton oty
Tapaypoeo 7, Tov dpbpov 107y, g odnyiog 2001/83/EK kot kdbe emakoiovdng entkapomoinong
OT®C OMLOGIEVETOL GTNV EVPMOTOIKN SIKTVOKT TOAT] Y10, TO QPOPLLOKCL.

A. OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHXZH TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyéowo Awayeipiong Kiwvovvou (XAK)

0O Karoyog Adeag Kukhogpopiog (KAK) Oa dieEaydyet Tig amaitodeves dSpacTnploTnTeg Kot
TOPEUPAGELS PUPLOKOETAYPVUTVIIONG O¢ Tapovotdlovtatl 6to cuppovniéy TAK mov napovoidletan
otV evotnta 1.8.2 ¢ doelog KukAogopiog Kol OTolEGONTOTE EXAKOAOVOES EYKEKPIUEVEG
avaBewpnoelg Tov XAK.

"Eva emkapormompévo XAK Ba mpénet va katotedet:

. Metd and aitnuo tov Evponaikod Opyovicpod @oppdkmy,

. OnotednmoTE TPONONOIEITOL TO GUGTNLLA JOXEIPIONG KIVODVOV, EOIKAE MG OMOTEAEGLOL AYNMG
VEOV TANPOPOPLOY TTOL LITOPOVV VO ETLPEPOLY GNLLOVTIKY] GAAYT OTN GYECT) 0QEAOVG-KIVOVUVOL
N ®OG AMOTELEG LA TG EMITEVENG EVOG GNUAVTIKOD 0pOG OV (QapLaKoeTaypOTVIoN 1
eAayloTomoinoT KIvdvvov)
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ITAPAPTHMA 111

EIIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX T1OY ITPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 25 mg emucoAvoppévo pe Aentd vEVIo diokia
ouroyAmtivn

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

Kd&Be diokio mepiéyel povoddpikn vdpoylmpikn orrayAmtivy, 10odOvoun pe 25 mg crrayAumtivng.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

EMKOAVUUEVO LE AETTTO VUEVIO O10K(0

28 EMKOAVUUEVA [LE AETTO DUEVIO dloKIN
30 emkoAvpupéva e AETTO DUEVIO OloKio
56 emKoAvUUEVO LE AETTO DUEVIO OloKiL
98 emikolvppéva e AETTO LUEVIO dloKio
100 emucoivppéva pe Aemto vUEVIO dloKio

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 00N YLDV TPV O TN XPTOT).
Amd otopatog ypnon.

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

Noa puAdoocetal g Béom v omoia dev PAEmoLV kat dev Tpoceyyilovv To Toudid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX YYNOHKEYX OYAAEHX
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10. TAIAITEPEX ITPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTQON ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHOAEIMMATQN ITOY NPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6° Planta,

08039, Barcelona,

Iomavia

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/22/1633/001
EU/1/22/1633/002
EU/1/22/1633/003
EU/1/22/1633/004
EU/1/22/1633/005

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

Sitagliptin Accord 25 mg

17. MONAAIKOX ANATNOQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KOdKaG (2D) Tov pépet Tov meptneBévta Lovadtko avoyvVOPLoTIKO KOOKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEXZ ENAEIZEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 25 mg diokia
ouayAmtivn

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX T1OY ITPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 50 mg emucoAlvoppévo pe Aentd vEVIo diokia
ouroyAmtivn

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

Kd&Be diokio mepiéyel povoddpikn vdpoylmpikn orrayAmtivy, 10odvvoun pe 50 mg crrayAutivig.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

EMKOAVUUEVO LE AETTTO VUEVIO O10KI0

28 EMKOAVUUEVA e AETTO DUEVIO dlOoKIN
30 emkoAvpupéva e AETTO DUEVIO OloKio
56 emKoAvUUEVO LE AETTTO DUEVIO OloKiL
98 emikoAvppéva e AETTO VUEVIO dloKi
100 emucoivppéva pe Aemto vuéVio diokiol

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 00N YOV TPV O TN XPTOT).
Amd otopatog ypnon.

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

Noa puAdcocetal g Béom v omoia dev PAEmoLY kat dev Tpoceyyilovv To Toudid.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXEH(EIYX), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEYX YYNOHKEYX OYAAEHX

10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTQON ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHOAEIMMATQN ITOY MTPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEY®OYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6° Planta,

08039, Barcelona,

Iomavia

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/22/1633/006
EU/1/22/1633/007
EU/1/22/1633/008
EU/1/22/1633/009
EU/1/22/1633/010

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

Sitagliptin Accord 50 mg

17. MONAAIKOX ANATNOQPIZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMOQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KOdKag (2D) Tov pépet Tov meptneBévta LovadtKo avoyVOPLoTIKO KOOKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEXZ ENAEIZEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYINIOY KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 50 mg diokia
ouayAmtivn

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX T1OY ITPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 100 mg emtkaAvpupéva pe AETTO LUEVIO dloKia
ouayAmtivn

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

Kd&Be diokio mepiéyel povoddpikn vdpoylmpikn crrayAmtivr, 1wodbvoun pe 100 mg orraymtivng.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

EMKOAVUUEVO LE AETTTO VUEVIO O10K(0

28 EMKOAVUUEVA e AETTO DUEVIO dlOoKIN
30 emkoAvpupéva e AETTO DUEVIO OloKio
56 emKoAvUUEVO LE AETTO DUEVIO OloKiOL
98 emikodvppéva e AETTO DUEVIO dloKi
100 emucoivppéva pe Aemto vUEVIO dloKiol

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 0OMNYIOV TPV Od TN XPTOT).
Amd otopatog ypnon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEITIOYN KAI
AEN ITPOXEITIZOYN TA ITAIATA

Noa puAdoocetal o€ Béom v omoia dev PAEmovv kat dev Tpoceyyilovv To Toudid.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXEH(EIY), EAN EINAI ATTAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX YYNOHKEYX OYAAEHX
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10. TAIAITEPEX ITIPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTQON ®APMAKEYTIKOQN ITPOIONTON 'H TQN
YIHOAEIMMATQN ITOY NPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEY®OYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 6° Planta,

08039, Barcelona,

Iomavia

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/22/1633/011
EU/1/22/1633/012
EU/1/22/1633/013
EU/1/22/1633/014
EU/1/22/1633/015

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

Sitagliptin Accord 100 mg

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

A166146T0TOG YPOUU®TOS KOdKag (2D) Tov pépet Tov mTeptneBévta Lovadiko avoyvOpPLoTIKO KOOKO.

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

PC
SN
NN
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EAAXIXTEXZ ENAEIZEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYINIOY KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

BLISTERS

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Sitagliptin Accord 100 mg dioxia
ouayAmtivn

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®VYrho odNy®V ypiong: [Iinpoopiss Yo Tov acOeviy

Sitagliptin Accord 25 mg emkalvppéva pe Aewtéd vpévio orokia

Sitagliptin Accord 50 mg emkolvppéve pe Aentd VUEVIO OIGKIA

Sitagliptin Accord 100 mg emukoivppéva pe Aertd vpévio diokia
ouayAmtivn

AW PacTe TPOGEKTIKG OLOKANPO TO GUALO 0ONYIOV AP OIS TPV UPYICETE VO TAIPVETE VT TO

QOappoKo 0TI TEPrAapufaverl oNUOvVTIKEG TANPOPOPIES Y10 GOG

- DdvraEte avTO TO PUALO 0dNYIOVY YPNoTS. Towg ypelaotel va to dfdcete Eavd.

- Edv éxete mepontépw amopiec, poTHGTE TOV Y1IOTPO, TOV POPLAKOTOL) 1) TOV VOGOKOLO GOG.

- H cvvtayn yv avtd 10 eapproko xopnynonke amokAeloTiKd Yo 6oc. Agv TPENEL VO ODGETE TO
QAPUOKO GE GAAOVG. MTopEl Vo TOLG TPOKOAESEL PAGPN, aOMO KOt OTOV TO GUUTTOUOTO TG
acéveldg Toug givart 01 Le Ta S1Kd oag.

- Edv mopatmproete Kamota avemBOunTn evEPYELQ, EVILEPDGTE TOV YIATPO, TOV POPUAKOTOLO 1)
TOV VOGOKOUO GOC. AvTd 1oY0EL Kat Yo Kabe Thoavn avemiBdount eVEPYELD TTOV SEV AVOPEPETOL
GTO TOPOV PLALO 00T YLDV Yprone. BAéne mapdypapo 4.

T wepréyel To mTapov UALO 00NYLOV

T etvon o Sitagliptin Accord kot ol ivan 1) xpromn Tov
T mpéner va yvopilete mpv wapete to Sitagliptin Accord
[og va mdpete to Sitagliptin Accord

[MBovég avemBdunTeg evépyeteg

[og va purhdccete to Sitagliptin Accord

[epieydpevo e GuokeLOGING Kot AOUTEG TANPOPOPIES

Sk =

1. T givan to Sitagliptin Accord kot wowa givar n (pfion Tov

To Sitagliptin Accord mepiéyet ™ dpacTikn ovcia crtayAurtiv 1 omoio eivol LEAOG UioG Kotyopiog
eapudkmv mov ovoudlovtal avaotoreic DPP-4 (avootoleig TG SmenTiduAKNC Tentiddong 4) ta
0Tol0, LLEIDVOLY TO, ETITEDC, TOV CAKYGPOV OTO Qipo. 6 EVAAIKEG acOeVEIC Le cakyap®don dtofrtn
Tomov 2.

Avtd 10 PdpuoKko fondd oy adénon TV ETMESMY VGOLAIVIG TOV TOPAYETOL LETA OTTO YEDLLO KOl
LELOVEL TNV TOCOTNTO TOL GOKYEPOL OV dNULovPYEiTAL amd ToV 1610 TOV 0pYaVIGHO.

O ywtpdc Gag cLVTOYOoYPAPNGE AVTO TO PAPLOKO Yo VA GaG BonBNGEL va LELOGETE TO EMIMEDO
COKYGPOV GTO aipla 6ag, TO onoio gival ToAD vyMAS, enedn £xete o1afntn tOmov 2. To papuaKo avtd
umopet vo ypnoponomdel o¢ povobepomeio 11 0€ GLVOLAGLO LE CLYKEKPLLEVO AAAD PAPLOKOL
(tvoovAivn, peteopuivn, covApovuiovpieg, | YATaloOVES) TOV LEIDOVOLY TO GAKYOPO GTO OipLol, TO
omoia umopel 1O va maipvete yia tov P pali pe Eva mpdypopLpa S1Tpoeig Kot AoKNoNE.

T etvan o dwaPryng toHmoL 2;

O dwPng tomov 2 givon pio katdotaor Katd v oroia 0 opyaviGHOg GoG Ogv TOPAYEL APKETH
WGOoVALvY Kot TowTdypova 1) tvoovAivn, TV ool Tapdyet, 0ev 6pa 1060 Kord 6o Ba Enpene. O
opyavicudg oag pmopel emiong va dnuovpyel peyaddtepn mosotnta cakydpov. Otav cvpfaivovy
avtd, avePaivovv ta enimeda ToL GoKYAPoL (YAvkO(NG) oto aipa. Avtd uropel va 0dnynoetl o€ coPapd
W0TPIKA TPOPAN LT OTIMG KAPOLAKY] VOGO, VEPPIKT] VOGO, TOPAMGT] Kol OKPOTIPLOGHO.
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2. T pémer va yvopilete npwv wapete 1o Sitagliptin Accord

Mnyv napete To Sitagliptin Accord
- o€ MEPInT®ON aALePYiaG oTN olTayAtTivn 1| 6€ 0OLOONTOTE GALO OO TOL GLGTATIKG AVTOD TOL
PAPUAKOL (OVOPEPOVTOL OTNV TOPEYPAPO 6).

[ pocdomon|osig Ko TPOPUAGEELS
"Exovv avaeepbel mepimtdoelc pAEYLOVIG TOV ToyKpENTog (Taykpeotitida) o acbeveig mov
Aappdavouv Sitagliptin Accord (BA. Tapdypapo 4).

Edv avtipetonicete dnpovpyio pOUGKAADY 6TO dEPUM, EVOEXETOL VO, ATOTEAEL OMUEio H10G
KOTAGTAGTG IOV OVOLALETOL TOUPOAVYMOES TEUPTYOELDES,
O y1atpog oag umopel va cog {nthost va otapatioste to Sitagliptin Accord.

Evnuepaote tov yiatpd cog bv €xete N elyate:

- pio voco tov moyKkpéatog (Ommg 1 morykpeaTitido)

- TETPEC 6N YOAN, EEAPTNOT OO TO AAKOOA 1) TTOAD LYMAQ emtimeda TpryAvkepPdimV (Lo Lopen
AMmovg) oto aipa 6oc. AVTEC O LITPIKEG KATAOTAGEIS Umopel va avéncovy v Tilfavotta va
Topovcldcete Taykpeatitida (PA. mapdypapo 4).

- Swoprytn tomov 1

- SoPnriky keroo&émaon (pio emumAokr) Tov S1afnTn pe vYNAd odiyapo TOL CiLATOS, ATOTOUN
ammAELD BAPOLS, VauTio 1 EUETO)

- 0TOLOONTOTE TPOPAN LT OTTO TOVG VEPPOVS, TOPQ 1| GTO TAPEADOV

- omoladNToTE aAAEPYIKY avtidpacn oto Sitagliptin Accord (BA. mapdypapo 4)

To @dpuoko avtod givar omiBavo va TPoKOAECEL YOUNAES TILES COKYAPOV GTO Ol GOC EMEON OEV EXEL
SpaoTIKOTNTO OTAV OL TYEG GUKYAPOVL GTO QipLo. 0aG Evarl Yo unAéc. Q6Tdo0, EAV TO PAPLUKO AVTO
XPTCULOTOLEITOL GE GUVOLAGUO LE EVOL PAPUAKO TOTTOL GOLAPOVVAoLPiag N nali pe vGovAivy umopel
Vo Tapovolacel younAn T cokyapov 6to aipa. O Yiutpdg Gog UTopel Vo LELDGEL TNV 0OGT TOV
PAPLLAKOV TNG GOVAPOVVAOLPING 1) VGOLAIVTG .

Moo kar Egnpor

Mo ko épnpor k&tw v 18 etdv dev Ba Tpémet vo pNOUOTOLODY VTO TO PApLaKo. Agv gival
QTOTEAEGLOTIKG 0€ Tond1d Kot gprifovg nAkiag amd 10 éwg 17 etdv. Agv gival yvootd 4v avtd 0
QapUOKO EIVAL ACPOAES KOl ATTOTELECUATIKO OTOV XPNOLOTOLELTOL 08 Tad1d NAKiag KaT® tv 10
ETOV.

Alho pappoka ko to Sitagliptin Accord
Evnuepadote Tov y1atpd 1 TOV QOpUOKOTOWO GOG €0V TaipveTe, £xeTe TPOCEOTA TAPEL 1 Lopel va
TAPETE AAAL QAPLLAKAL.

Idwitepa, evnuepdote Tov Y1aTpd GOG edv TaipveTe dryo&ivn (Eva APLOKO TOL YPNGULOTOLELTOL Y10l TN
Bepameios TOV AVOROAOD KOPIOKOD TOALOD KOl AAAWOV Kapdlak®dv mtpofAnudtov). To eninedo g
oryo&ivng oto aipo cog pmopel va ypelaoctel va eheyydel edv Aappdveton pe to Sitagliptin Accord.

Kbtnon ko Onhaopdg

Edv elote éyxvoc 1 OnAdlete, vouilete 6t pmopel va giote £€yKvog 1 oxeO1ALETE VO OMOKTOETE OO,
{nmote ™ GLUPOVAN TOL YLOTPOV 1} TOL PAPLLOKOTOLOD GOG TPV TAPETE AVTO TO PAPLLOKO.

Agv mtpénel vo TépeTe AVTO TO PAPULOKO KOTE T SLAPKELN TNE EYKLVHOCVVTG.

Agv givol yvooto ov avtd To eappoko mepviel 6To unTpkd yaia. Agv Ba mpémet vo P GLULOTOGETE
avtd 10 Pdppaxo av Onralete N oxomeveTe Vo ONAAGETE.

Odnfynon Kar e1Popég uNyavnpHaTOVY
Avtd 10 pdppoKo dev €xel Kapio 1 £l OONULOVTY EXLOPAOT) GTNV KAVOTNTA 001YNONG KAl XEPIGUOD
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pnyovnudtov. Qotdco, Egovv avaeepBel (oA Kot vavniia, Tov UITopEl Vo EXNPEAGOVV TV KOVOTNTA
00 Y10 001 YNNG 1 YEPICUO UNYOVILOTOV.

H Aqyn avtod 100 poaprdkon 6e GUVOLAGHO LE PAPLLOKE TTOV OVOLALOVTOL COVAPOVLAOLPIEG 1| UE
WGOVAIVI UTopel Vo TPOKAAEGEL LITOYAVKOLIEL, 1 OTTOi0, LITOPEL VOL EMNPEAGEL TNV TKAVOTITA 01 Y1oNG
KOL YEPIOUOV UNYOVNILATOV 1) TV SUVOTOTNTO EPYACING YOPIG AcPOA oTafEPOTNTA.

To Sitagliptin Accord wepiéyer vatpro.
AvT16 10 PappoKo TEPLEXEL AyoTepo amd 1 mmol vatpiov (23 mg) avd diokio, eivol avTtd Tov
ovopalovpe ovolaoTiKG «EAeV0gpO vaTpiovy.

3. og va napete To Sitagliptin Accord

[Tévtote vo TaipveTe TO0 PAPLOKO GVTO AVGTNPA COUPOVO. LE TIG 00N Yieg TOV YoTpoy cag. Edv éyete
ap@PoLieg, pOTAGTE TO YITPO 1) TO PAPUOKOTOLO GOG.

H ovvifng cvvictdpevn d6om eiva:

- €Val EMKOAVUUEVO e AETTO VUEVIO d1okio Ty 100 mg
- pio popd mv nuépa

- oo TO GTOLOL

Edv éyete mpofAuoto pe Tovg veppovc, 0 YoTpdg oG UTOPEL VO GUVTOYOYPUPNOEL LIKPOTEPEC HOGEIS
(6nwg 25 mg 1 50 mg).

Mropeite va Aappdvete avtd 0 QApUAKO LE 1 PG TPOoE1| 1} TOTO.

O yotpOg GO UWTOPEL VO GUVTAYOYPAPNOEL 0L TO TO PhpUoKo ¢ povobeparmeio 1 pali e opltopéva
GALO PAPLLOKO, TO, OTTOI0L LELDVOVY TO GAKYOPO TOV OLOTOC.

H diotta ko 1 doknon unopei va fondncovy tov opyavicpud cag va yp1oLLoTotel KOADTEPO TO
GOKYOPO TOV aiportdg Tov. Eivol onpavtikd vo mopapeivete o€ diaita Kot GoKNoT 0mmS GOG
OLVEGTNGE 0 YTpOg Gag, evad Ttaipvete Sitagliptin Accord.

Edv ndpete peyorvtepn o6on Sitagliptin Accord amwd TV Kavoviki
Edv mapete peyolvtepn 6661 avtod ToL QoPUAKOD amd 0LTH OV Gag EYEL GuVTOYoYpoENEt,
EMKOWMVNOTE APEGOC [LE TO YIOTPO COC.

Eav Egydoste vo ndpete To Sitagliptin Accord

Edv yboete pia 06om, mépte v apécmg porg to Buoundeite. Edv dev 1o Buundeite péypt va pber
OpO Y10 TNV EMOUEVN 000N, TOPOAEDYTE TN YOUEVT] OOCT] KO CUVEXIGTE TAAL LLE TO KOVOVIKO GOG
mpdypappa. Mnv mapete SHITAN 6661 0VTOD TOL POPLLAKOV.

Edv octapatioere va maipvete to Sitagliptin Accord
Yvveyiote va AapPavete avtd 10 @APUOKO Yo 660 SEAGTNILO GOC TO GLVTAYOYPOUQEL O YLOTPOS COC,

£101 ®ote va, eEakorovBnoete va Bonbdte otov EAeyyo Tov Gakydpov oto aipa coc. Agv Ba mpémel va
OTOLOTACETE VO AAUPAVETE OVTO TO PAPLOKO YMPIC VO ETKOVOVIGETE TPDTA LLE TO YITPO GOGC.

Edv éyete mepiocdtepec EpMTNCEIS GYETIKA LLE T1] YPT|OT CLTOL TOL PAPLAKOV, POTNGTE TO YATPO 1 TO
(POPULAKOTOLO GOG.
4. MBavég avemBOunTES EVEPYELES

Onwg 6Aa 0. pAppOKa, £TG1 Kol 0VTO TO PAPLOKO UITOPEl VO TPOKAAEGEL avemBOUNTEG EVEPYELES, OV
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Kot 6gv Tapovclalovial o€ OAOVG TOVS OVOPAOTOLG,.

YTAMATHEZTE va maipvete to Sitagliptin Accord kot enikoveovioTe pe Evay Y1oTpo apécmg 0V
TOPOTNPNOETE OTOLOONTOTE OO TIG AKOAOLOEG GOPapEg avemBOUNTEG EVEPYELES:

. YoPapdc Kot EMPOVOG TOVOS GTIV KoM (GTNV TEPLOYT TOV GTOUAYOV) O OT010G UTOPEL VoL
emextabel uéypt v TAATN oG e N xwpig vavtio Kot EUeTo, kabdg vt pmopel vo eivar onpeio
(QAEYLOVNIG TOL TAYKPENTOG (TOYKPEATITIOONG).

Edv mopovcidoete pio cofapn aliepykn avtiopact (Un yve@oT GuXVOTNTO), TOL UTOPEL VoL
meprropfavel e£avonuo, kvidmon, eovokdieg oto déppa / EEPAODOIGLA TOV SEPLOTOG Kot 010N L0 TOV
TPOCHOTOV, TOV XEMMDV, TNE YADGGOS, Kol TOL AGLOD TOV UTOPEL VoL TPOKOAEGEL GVGKOAID, GTNV
OVOVON 1 TNV KOTOTOOT), GTOLATOTE VO TOIPVETE AVTO TO PAPUAKO Kol KAAEGTE TO YIOTPO GOG
apéoms. O yTpdg oG UTOPEL VoL GOG GUVTOYOYPOUPNGEL VO PAPIOKO Yl TV Oepameio ¢
OAAEPYIKNG GOG aVTIOPOOTG KOt £VOL S10UPOPETIKO PAPIOKO Vi TOV dLoTn.

Mepikoi acbeveig Exovv TapoLGLAGEL TIG AKOAOLOES aVETIBOUNTEG EVEPYELEG LETA TNV TPOGHT KN
ourToyMmTiving otV HeT@opuivn:

Yuyvég (umopet va ennpedoovy péxpt 1 otovg 10 acbeveic): younAn T cokyapov ailatog, voutia,
HETEDMPIGLOC, EPETOC.

Oyt ouyvée (umopel va emnpedoovy péypt 1 atoug 100 acbeveic): mdvog atoudyov, diappota,
dvoKoMdTNTO, VIVNAL.

Mepikoi acdeveig £x0Vv TOPOLGLAGEL SOPOPETIKOVG TOTTOVE HLGPOPING GTOUAYOL OTAV APYLCOV TN
Oepomeio cuvovaouoy crtayirtivig poll pe petgopuivn (N cvyvotra ival Guyvn).

Mepikoi acbeveic £xovv Tapovcldcel TiG akOAoLOES avemBOUNTEG EVEPYELEG EVOGM AduPovay
orroyMmtivn 6€ cuVOLOCUO UE il GOVAPOVLAOLPIN KOl LETEOPUIVT:

[ToAb cuyvéc (umopel va emnpedoovy meptocdTepovg amd 1 atovg 10 acbeveic): younin tun
GOKYGPOV GTO CfLL.

2uyvéG: OLGKOIMOTNTO.

Mepucoi acBeveic xovv mapovsldcel Tig akOAoVOEC avemBvUNTES EVEPYELES EVOCH AApPovo
ortayAMmtivn e moyMtalovn:
2VYVEC: LETEMPIGAC, OO TV XEPLDOV 1] TOV TOSUDV.

Mepkol acBeveig éxovv Tapovcidcel Tig axoiovbeg avemBOuNTeG evépyeleg evocm AdpPovay
ocuroyMmtivn o€ cuvovaoud pe moyAttaldvn Kot petgopuivn:
2uyvEG: oldNU TV EPLOV 1] TOOLDV.

Mepkol acBeveig éxovv Tapovcldcel Tig axoiovdeg avemBOuNTEG EVEPYELEG EVOGM AdpPovay
ocrroyMmtivn 6€ cuvOLOCUO e VGOLAIVY (e | XOPIC LETQOPLLIVN):

Yuyvég: ypinn

Oy ovuyvéc: Enpootopia.

Mepkol acBeveig éxovv Tapovoldcel Tig axoAovdeg avemBOuNTEG EVEPYEIEG EVOGM AdpPovay
ocuroyMmtivn og povobepaneio 6€ KAMVIKEG LEAETEG 1) KOTA TNV SIPKELD TNG YPNONG LETA TNV
KukAopopia mg povobepameio Kavn pe GAA0 pappoKa yio To Sfn:

ZoyvEG: YOUNAN TYN oaiyGpov aipatog, KePaAaAyio, AOImEN TOV OVATEPOL OVOTVELGTIKOD
GLGTNAATOC, POLAMUEVT LOTN 1] LOTI OV TPEYEL KL TOVOAALLOG, 06TE00ppitida, TOVOg oTa XEPLa N
To TOHOWL

Oyt ovyvéc: Ladn, duokotMoTTa, Poryovpa

YrAvieg: LetOpEVOS aplOudc aponeTaAlmy

Mn yvooTti] cuyvotnT: TPOoPANUOTO TOV VEQPOV (0oL LEPIKES POopES amarteital apokabapon),
EUETAG, TOVOG 6TV ApBpmon, Luikdc TOVOG, 0cPLAAYIN, SIAUEST] TVEVUOVIKT VOGOG, TOLLPOAVYDOES
TERPLYOEOES (EVag THTOG POVGKOAMY TOL OEPLATOC).
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Ava@opd avemOOpNTOV EVEPYELDOV

Edv mopoatmpnoete Kamoo avemBounTn evéEpyela, EVIUEPDGTE TOV YIOTPO, TOV QOPLOKOTOLO 1) TO
VOGOKOUO G0C. AvTd 1oY0eL Kot Yo, KaBe Thovn avemBOunt EVEPYELD TTOV JEV OVAPEPETOL GTO TOPOV
(QOALO 0ONYIOV YpNong. Mmopeite eniong va avapépete avemBounteg evépyeleg omevdeiog, HECH TOV
€Bvikob cuoTUATOG OVaPOPAS ToL ovaypdpeTol oto [opdptnua V. Méom tng avapopas
avemfBounTov evepyeldv uropeite vo Pondncete ot CLALOYN TEPIGGOTEPOV TATPOPOPLOV GYETIKA [LE
TNV AGPAAELD TOV TOPOVTOG POPLAKOV.

5. Ilag va guiaooete To Sitagliptin Accord
To @dppoko avtd TPETEL VoL QLAAGGETOL G PEPT TTOL dgV TO PAETOLY Kot dgV TO POGVOLV Ta US4

No pn ¥p1nOLOTOLEITE AVTO TO PAPUAKO HETA TNV Muepounvia AMEng mov avaeépetat oto blister kot
oto kovuti petd ) 'AHEH'. H nuepounvia Aéng eivar n tedevtoio nUéPO TOL PUAVA TOV CVOPEPETOL
exel.

AvTo 10 PdpuoKo dev omartel Wlaitepeg cLVONKEG dlaTrHPNOTG.

Mnv metdite @AppoKa 6To vePd TNG AMOYETELONG 1| GTO OKLOKE amoppippata. Potiote tov
(QOPUOKOTOIO GOG Y10 TO TMG VO, TETAEETE TOL PAPLLOKO, TTOV OEV YPNOLOTOLEITE TLo. AVTd TO uETPO Oat
Bonbnoovv oy Tpoctacio Tov TEPPAALOVTOC.

6. [epreydpeva TG ovokeLUGiNG KAl AOITES TANPOPOpPieg
T epréyer to Sitagliptin Accord

- H dpactiki ovoia givar  orroyAmtivn;:
Sitagliptin Accord 25 mg emxaloyueva pue Ao vuevio o1okio.
Kda0e emucoloppévo pe Aemtd vuévio d1okio (816Ki0) mepIEyel LOVODIPIKT VOPOYAMPIKN
ortoyMmtivn, 16odvvoun pe 25 mg crrayAurtivig.
Sitagliptin Accord 50 mg emixalopuévo, ue Aemto vuévio dlokia
Kda0e emucoloppévo pe Aemtd vuévio d1okio (816Ki0) mePIEYEL LOVODIPIKT VOPOYAMPIKN
ortoyAtivn, 16odvvoun pe 50 mg crroyAurtivig.
Sitagliptin Accord 100 mg emikoAvuuéva ue Aewto vuévio diokio,
Kda0e emucoloppévo pe Aemtd vuévio d1okio (816ki0) mepEyel LOVODOPIKT VOPOYAMPIKN
ortoyAartivn, wwodbvoun pe 100 mg orroyAmtivng.

- Ta, GAAe cuoTOTIKG ivol: ZTOV TUPAVA TOL J1GKIOV: HIKPOKPLGTAAAKT KuTTapivn (E460),
O160EWV0 PwePop1kd acPéotio, KapueAAdln vatplovyog dtactavpovuevn (E468) kot poyviclo
oteatiko (E470b). H emkdAvyn tov d1okiov pe Aemtd DUEVIO TEPIEYEL: TOAV PIVOAOAKOOAT,
moAvatfvAievoyivkoin 3350, téixng (ES53b), 610&eidio tov titaviov (E171), epubpd o&eidio tov
odnpov (E172) kar xitptvo o&gidto tov oonpov (E172).

Epg@avion tov Sitagliptin Accord kot wepireydpeva TG cvokeLUGiNG

Sitagliptin Accord 25 mg emikolouuéva e Aemwro vuévio orokio: XTPOoyYLAd, pol Yp®UTOS, e ETITESO
Op10, EMKOAVUUEVO [ AETTO DUEVIO O10Ki0 Yapayuévo pe Ty €voelgn “S3” ot pia mAevpd Kot ympic
yopaynq otnv dAAn. Aduetpog 6 mm £wg 6,40 mm.

Sitagliptin Accord 50 mg emixolopuévo. pe Aemto vuévio diokia: LTPoyyolod, avorytov umel ypdUATOC,
pe AoEotunuévo 6p1o, ETIKOAVUIEVO te AETTO VHEVIO dtokio yapaypévo pe v évoein “S4” ot pia
TAeLPA Ko yopig yapayn otV GAAN. Awdpetpog 8 mm £wg 8,40 mm.

Sitagliptin Accord 100 mg emikolvuuéva ue Aewro vpévio diokio: ZTpoyyvrd, Umel ypOUATOC, e
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AoEoTunuévo 6p10, ETIKOAVUUEVO e AETTO DUEVIO SIOKIO YopayHévo e v €voeitn “S7” ot pia
TAELPA KoL YOPIc yapoyn oty aAAr. Awduetpog 10 mm £wg 10,40 mm.

Blister PVC/PE/PVDC-oAovpviov. vokevaoieg taov 28, 30, 56, 98 1| 100 emkaAvppévav pe AETTO
vUEVIO dloKimV.

Mmropei va unv KukAo@opohv OAEG Ol GLGKEVAGIEC.

Karoyog Adcrog Kvkrogopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6° Planta,

08039 Barcelona, Ioravio

HopaockevaoTig

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice, [ToAmvio

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000, MdaAta

Accord Healthcare B.V.

Winthontlaan 200,

3526 KV Utrecht, OALavdia

To mwapov OAL0 00OV Yp1joNG avade®piOnke Y10 TELEVTAIX POPE OTIG

Agmtopepeic mMANPoeopieg Yo T0 PAPHOKO avTo gival dabéoyeg otov dikTvakod tomo Tov Evpmmaicon
Opyoviopov @apudkmv http://www.ema.europa.eu.
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