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IEPIAHYH TON XAPAKTHPIETIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emikaivppévo pe Aemtd vuévio diokia
Ebymect 5 mg/1.000 mg emkaivppévo pue Aemtd vpévio dtokio

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Ebymect 5 mg/850 mg emikaivppuévo pe Aemtd vuévio diokio

Kdabe diokio mepiéyet povobidpikn damayiorolivn pe mpomavodidin i.oodvvaun pe 5 mg damayAiprolivng
ka1 850 Mg vdpoyA®PKNG HETPOPUIVIG.

Ebymect 5 mg/1.000 mg smucoivupéva pe Aemtd vuévio diokio

Kdabe diokio mepiéyet povoidpikn samayAeArolivn Le TpomavodtoAn teodvvoun pe S mg domayiprolivig
xat 1.000 mg voépoyrwpikng petpoppivng.

Mo tov T p1n KatdAoyo Tav exdoywVv, BA. Tapdypapo 6.1.

3. D®APMAKOTEXNIKH MOP®H
Emkodoppévo pe Aemto vuévio (81okio).

Ebymect 5 mg/850 mg smikaivpuéva pe Aertd vuévio diokio

Koaotavoypoua, apeikvpta, dactdoemv 9,5 X 20 mm woegidn emikoivppévo. pe Aentd vpévio diokia, Tov
eépovv yoapoypévn v évoelén "5/850" ot o mievpd ko v évoelén 1067 and v GAn mAevpa.

Ebymect 5 mg/1.000 mg smucoivupévo. pe Aentd vuévio dioKio.

Kitpwa, augikvpta, diactacewny 10,5 X 21,5 mm ®og1dn entkaAvupuéva pe AETTo DUEVIO dloKia, TOV
@EpovV yopayuévn v évoeén "5/1000" ot pa Thevpd kot v Evoelén "1069" and v dAAN TAsLPA.

4. KAINIKEX TIAHPO®OPIEX
4.1 OgpamevTikég evoeitelg

To Ebymect evésikvotar og eviilikeg yia t Bgpameio Tov cakyapmon dwaPntn THToL 2 K¢

cupmAnpouatikny Bepaneio otn dlouta Kot TNV AoKNON:

. o€ aobevelc Tov dev EAEYYOVTOL ETOPKMG LE TN UEYIOTN AVEKTT dOGT LOVODEPUTEING LE LETQOPLIVY

. G€ GLVOLAGCUO E AALD, PUPUAKEVTIKA TTPOiOVTO Vi TN Oepameio Tov drafntn o€ acbeveig mov dev
EAEYYOVTUL EMOPKAC E LETPOPUIVT] KOL TO POPUOKEVTIKE QVTE TPOTOVTOL

. o€ acbeveig Tov Aappdavouv 101 cuVILAGHO damayAPAOLivNg Kol LETEOPUIVIG LE TN LOPOT
EexmPLoTOV J1IoKIMV.

INo ta amoteAéopato TV HEAETOV GE GYEON LE TOV GLVOVAGHO TV Bepanel®dv, Tig EMIPACELS GTOV
YAVKOUIKO EAYY0 Kol T, Kapdloyyelakd cupfavio Kot Toug TAnducpong mov ueiethonkay, fAéne

mapaypdeovg 4.4, 4.5 ko 5.1.

4.2  Aocoloyio Kol TPOTOG JOPNYNONG



Aocoloyia

Evilikec ue pvoioloyikn veppikn Asirovpyia (poludc orncipouotixnc oubnons [GFR] > 90 ml/min)
H ocvvietdpevn doon eivar éva diokio dvo popég nuepnoing. Kabe diokio mepiéyel otabepn doom
doamayMeroliving kot petpoppivng (PAéme mapdypoeo 2).

Lo acBeveis mov dev eléyyovial emopkag e HOVvODepameio. LETPOPUIVIGS 1] LETPOPUIVY OE TOVODOGUO UE
aAla popuaxevtird Tpoiovia yia ) Oepomeio Tov dafnTy

Ot acBeveic Tov dev EAEYYOVTOL ETAPKMOG UE PETQOPLIV ¢ povobepameio 1] 6€ GLVOVAGUO LE GAADL
QOPUAKEVTIKG TPOTOVTA Y10, TN Oepameia Tov dafnTn Tpémel vo AapuPavouy GUVOAIKN NUEPTGLO dOCT
Ebymect icodOvaun pe damayliprolivny 10 mg kot t cuvolikn nuepnoto. d06m Thg HETPOPUIvIG 7 TNV
TANGEGTEPT KATOAANAN Bepancvtikny doom, mov NoN Aappavovv. Otav to Ebymect ypnowonoteitar og
GLUVOLOCUO LE IVGOVAIV 1 £VOL EKKPLTAY®OYO TNG IVGOLAIVIG OT®G ot GOVAPOVLAOLPI, UTOPEL VO
e€etacbei 10 evdeyOLEVO YOPNYNONC YAUNAGTEPTG 0OGTC VGOVAIVIG 1) GOVAQOVLAOLPIAG Yo TN Heimon
TOV KIvoOvoL ¢ voyAvkaipiog (BAEre mapaypdeovg 4.5 kat 4.8).

Tio aoBeveic wov petafoivovy anod Osparncio pe Eexwpiotd diokio damayliplolivyg Kai UETPOPUIVIG

Ot acbeveic mov petafaivovv and Oepomeio pe Egxmpiotd diokio domayApAolivng (cuvolikn nuepiola
d6om 10 mg) ko petpoppivng oe Bepancia pe To Ebymect, npénet va Aapfdvoovy v idia nuepnoto d6on
domayMeroliving Kot LETQOPIVIE TOov N AauPavouy 1 Ty TAnciéatepn KaTOAANAN Bepamevtikn d6om
HETPOPHIVNG.

THopoinpBeioo doon

Edv mapoinebei pio 86om, npémel va Anedel apécmg uoiig o acbevig to Bounbei. Qotdco, dev npémnel va
AapBdvetar dSuthn d6on TowToOYpova. Edv mincialel oxeddv n @pa yio TNy mOUEVT 0061, N TapaAnedeica
doom mpénet va, ayvonOe.

E1dixol mhnBoouol

Neppixn dvoleitovpyio.

O GFR 00 mpénet va a&loloyeiton mpv v évapén g Oepameiog pe poproKeLTIKA TPoIdVTO TOV
TEPEXOLV LETPOPLIVI] KOt €V Guveyeia TOVAGyIoTOV eTnoimg. H veppikn Aettovpyia Ba mpémet va
a&loloyeitar o cuyvd, m.y. Kabe 3-6 uMveg otovg acbeveig o1 omoiot dtatpéyovy avénuévo Kivouvo
TEPOLTEP® EEMENG TNG VEPPIKTG OLGAEITOLPYING, KAODS Kol GTOVG NAIKIOUEVOVC.

H péyiotm nuepnoia 8661 LETQOPUIVIG TPETEL KOTA TTpoTipnon va. dtaupeitar o€ 2-3 docelg tnv nuépa. Ot
TOPAYOVTEG TTOV EVOEYETAL VO 0VENCOVY TOV KivOuvo YolokTikNG o&Emang (PA. mapdypao 4.4) Tpémetl va
a&rohoyovvtat Tpv eEetaotel To evOgXOUEVO EvapEng Thg HeTPopuivig oe acbeveic pe GFR < 60 ml/min.

Y mepinton mov dev vdpyet dtabéoun KatdAAnin meplektikdtnTo Tov Ebymect, 6o tpénel va
YPTOULOTOLOVVTOL TO, LEUOVMUEVO, ETUEPOVS CLGTATIKG AVTI TOV GLVIVAGLOD GTAOEPDY BOGEWMV.

Ilivaxog 1. Adon o€ ac0gveig pe veppikn svorertovpyia

GFR ml/min Metpoppivn Aamay iplolivn

H péyiotn nuepnoia d6on givar H péyiot nuepnoia doon givan
3.000 mg. 10 mg.

H peiwon g 66ong mpénel va
e€etdletol g EVOEYOUEVO GE GYECT LUE
TN LELOVUEVT] VEQPIKT| AELTOVPYICL.

60-89

45-59 H péyiom nueprowa d6on eivon H péyiot nuepnola doon eivan
2.000 mg. 10 mg.




H 660n évapéng sivar 1o ToAD 10 LI

g HEYIETNG 600G,
H péyiom nueprowa d6on eivon H péyiot nuepnola doon elvan
1.000 mg. 10 mg.

30-44 H 860m évapEng givan o mord to picd | g AMOTELEGHOTIROTITO, TG

™G péYIoTG S60MG. Somoylerolivne ot peimon g
YAVKOONG HEIDVETOL.

H péyiot nuepnoia doon givan

10 mg

AOy® meploplopévng eumepiog, ogv
ouviotdtal 1 Evopén Bepameiog e

<30 H petgoppivn avtevdsikvotol. damayhoerolivn oe acbeveic pe
GFR < 25 ml/min.

H amotelecpatikotnto TG
damayherolivng ot peimon g
YALKOONG etvo mBavov amovca.

Hratikn dvelertovpyio
AvT06 T0 POPUOKEVTIKO TPOIOV eV TPEMEL VO XpMoLpoToteital o€ acBeveic pe nratikn ducAettovpyiol
(BAéme mapaypbpovg 4.3, 4.4 ko 5.2).

Hlriouévor (> 65 etav)

Kabmgn petpoppivn amopdiietar ev pépet amd To0g ve@Povg, Kot dES0UEVOD OTL 01 NAIKIOUEVOL aoDeveig
glvar mBavOTEPO VO £Y0VV LEIOUEVT] VEQPIKT] AEITOVPYID, OVTO TO PAPUAKEVTIKO OWTO TPOTOV TPETEL VAL
YPTOLOTOEITOL TPOTEKTIKG 0G0 ovéavetal n nAkia. H mapakoiovdnon e veppikng Asttovpyiag gival
amopaitnTn TpoKeévou vo fondncetl otny TpdANYM TG oXeTLOUEVNC UE LETPOPUIVT] YOAOKTIKNG
o&émong, Waitepa 6tovg NAkimpévoug acbeveis (BAEne mapaypdeovg 4.3 kot 4.4).

Houdrazpixog winBvouog
H aopdieia ko 1 anotedeopotikotnta Tov Ebymect e maudid nikiog 0 émg < 18 etddv dev £xovv akdOpa.

tekunproei. Aev vdpyovv dabécio dedopéva.

Tpomog yopnynong

To Ebymect npénel va yopnyeitar 0o @opéc nuepnoing pe to yeduata yio ™ Ueioon tov avemfountov
EVEPYELDV OO TO YOOTPEVIEPIKO TOV GLGYETILOVTOL LE TN LETQOPUIVT.

4.3  Avrevodcieag
To Ebymect avtevdeixvotan og acbeveic pe:

- vrepevacncio oTic SpACTIKEG 0VOIEG 1 G€ KATO10 OO T, EKO0Y 0L TTOL AVAPEPOVTOL TNV
mTapdypoeo 6.1,

- omolovonmote TOmo o&elag petaforkng o&éwong (0nwg yaraktikn o&éwon, dtofntikn KeToEEman)
(PAéme mapaypoeo 4.4),

- SN TiKny TPOKOUOTMON KATAGTAOT,

- ocoPapn veppikn averdapkewn, (GFR < 30 ml/min) (BAére napaypdeovg 4.4 kar 5.2),

- ofeieg KoTaOTAGEIS TOV £Y0VV TN SLVATOTNTO VO LETOPAAAOVY TN VEQPIKN AEITOVPYia OTIMG:
- aQLOGTOGT,
- cofapn Aolpwén,
- kartaminéio,



- o&ela M ypdvio vOGOg mov Umopel va TpokaA£oel 16TIKT VTo&io OTWG:
- KapO10KN 1) VOTVELGTIKY] OVETAPKELD,
- TPOCPUTO EUPPAYIO TOV HVOKAPSIoV,
- kataminéio,
- nmatiky dvohertovpyio (PAEre mapaypapovs 4.2, 4.4 ko 5.2),
- o&eio dnintnpiaon amd owvorvevpa, olkooropog (BAére mapdypapo 4.5).

4.4  E10kég TPOELOOTOMGELS KO TPOPLAGEEIS KAT TN Yp1ion

Toloxtikn o&Emon

H yohoxtikny o&éwon, po moAd omdvia aAld coPapr) peTtafoAlkn) EmTAOKT), ELPavifeTon O GLUYVE GE
nepintwon o&elag emdeivmong g vePPIKNg Aettovupyiag, KopdloovamveusTIKIG VOGOL 1) ONyOLlLios.
Yvecmpevo g ueteopuivng epeaviletar ot ofeia emdeivion tng veepikng Asttovpyiag Kot avédvet
TOV KIVOLVO EUQAVIOTG YOAUKTIKNG 0EEWMOTG.

e mepinton apuddtmong (cofapn didppota 1 EUETOC, TVPETOC N LEIOUEVT] TPOGANYT] VYPGOV), T
peteopuivn Oa Tpémel va S10KOTTETOL TPOCOPIVE KOl GUVIGTATOL 1] ETIKOVOVIOL UE ETOyyEAUATIOL
@povTidag TC vyEiog.

H Bepancio pe @appokevtikd Tpoidovo mov Propovy vo TPOKIAEGOVY 0EELN EMOEIVMOT TG VEPPIKNG
Aertovpyiog (6mwe avTomeptacikd, dovpntikd kot MEXAD) Ba mpénetl va Eekivdel pe mpocoyn o€ acbeveig
OV AVTILETOTILOVTAL UE LETQPOPLLIVT. XTOVG AOUTOVG TOPAYOVTES KIVOHVOD Y10l YOAUKTIKN 0&€mon
neplapPfavovtot 1 VTEPPOAIKT KATAVAAMGT OVOTVEDUATOS, 1) NTTATIKT OVETAPKELD, O CVETAPKDS
gAEYYOUEVOG OLOPTTNG, 1] KETMGT), 1] TOPOTETAUEV VNOTELD KO OTTOLONTOTE TAON O OV oYeTileTOn I
vro&ia, KaBdg MioNG KAl 1] TALTOYPOV YPT|OT PAUPULOKEVTIKAOV TPOIOVTI®V IOV UTOPEL VO TPOKUAEGOVY
yoloktiky o&éman (BAEre mapaypdeovs 4.3 ko 4.5).

O1 acBeveic N)/Kat o1 POVTIGTES oL TPETEL VOL EVILEPMVOVTOL GYETIKE [LE TOV KIVOUVO ELLPAVIONG
yoAokTikng o&€mong. H yaiaxtikn oéwon yopaktnpiletol amd o&edmtiky SVoTVOoLa, KOMOKO dAyoC,
poikég kpaumes, eacBévion kot vobeppia, Tov aKoAovBohvtal amd KOUA. T TEPITTOON

TOavoLoyoV UEVOV GUUTTOUATOV 0 acBevig Oa mpémet va otapatiost T Aqyn Ebymect kot va
avalnmoet aueon wtpiky epovtida. Ta dSloyvooTikd pyacTnplokd EVPAUATE TEPIAAUPBEVOLY UEIOUEVO
pH aipoatog (< 7,35), avénuéva enineda yohaktikod oto mAdoua (> 5 mmol/l), avénuévo yaoua avidoviov
Kol auENpéVN avaloyia YoAAKTIKOD/TUPOGTAPLALKOD.

Neopikn Asttovpyio

H amoteleocuatikdmra g domayiiprolivig ot peimon g YAvko{ng eEaptdtal omd T vEPPIKT
Aertovpyia kot petwverar og acbeveic e GFR < 45 ml/min ko eivan mbovdv amovoa e acOeveic pe
coPopn veppikn dvciettovpyia (PAéme mapaypdeovg 4.2, 5.1 ko 5.2).

H petpoppivn amexkpiverol HEC® TOV VEPPOV Kot 1) LETPLO. £ GOPOPT| VEPPIKT AVETAPKELL 0VEAVEL TOV
Kivouvo yohaktikng o&Emong (PAEre emiong «["aAaktikn o&Emony oty mapdypaeo 4.4). H veppim
Aertovpyia mpémet vo a&lohoyeiton Tpv amd v évapén g Oepomeiog kat ot cvvéyela TokTikd (BAéns
napbypapo 4.2). H petpopuivn avievdsikvotar o acbeveic e GFR < 30 ml/min kot 6o pénet va
SLOKOTTETOL TPOCOPIVE GE TEPIMTMOT TOPOLGIOG GLVON KMV TOL HETOPAAAOVY TN VEPPIKN AglTOvpYia
(PAéme mapaypoeo 4.3).

H peliopévn veppikn Aettovpyia g nAikiopévoug aobeveic elvar ouyvi| Kol OCUUTTOUOTIKY. ZUVIGTATOL
1010itePN TPOCOYN G€ KATACTAGELS KATA TIG 0moieg umopel vo emEABEL veppikn dueAElTovpYial, Yo



mopadetypo katd v Evapén tng Bepameiag e avTvmepTactkd 1 S1oVpNTIKA 1) KOTA TV Evapén g
Bepamneiog pe kdmoro MXAD.

Xpnon oe aceveic pe Kivouvo PEIMGTC TOL EVOYYELNKOD OYKOU KOV DITOTAUONS

Abdy® oL Pnyavicpov dpdong e, N damayAiprolivn avéavet T dtodpnon, n omoia propel va odnyroet
o€ PETplo peimon g aptnplokig mieong mov mapatnpdnke oe Khvikég peréteg (BA. moapdypago 5.1).
Avti pmopel va etvar evtovotepn oe aoBeveig e LYNAEG CLYKEVTPDOGELG YAVKOLNG aipatog.

ZUVIGTATOL TPOGOYN G€ AGHEVEIC Y10 TOVG OTOI0VE Lo ETOYOUEVT] 0T TN damayApAolivn TTdoN TG
apTNPLOKNG TTieong Bo pmopovoe vo amoteAésel Kivouvo, Ommg acbevelg vTd avtivmepTaciky Bepaneio pe
1GTOPIKO VTOTAOTG 1] NAKIOLEVOLS acOevels.

e mepintoTn cuvod®mV TPNCEMV TOV UTOPEL VO ETPEPOVY UELOUEVO EVOOYYELOKO GYKO (TT.X.
YOOGTPEVTIEPIKY VOGOG), GUVIGTATOL TTPOGEKTIKN TapakolovONon TG KatdoTtoong 6yKov (.. puGIKn
eEétaon, LETPNOELS TG APTNPLOKNG THECTG, EPYASTNPLOKES EEETAGELS TEPIAAUPAVOLEVOL TOV QUOTOKPITY
KoL T®V MAEKTPOAVTAOV). ZVVIGTATOL TPOGMPIV dlakomh ¢ Oepomeing te auTd T0 PAPUOKEVLTIKO TPOIOV
v acbeveig mov gppovifovv pelwpévo evdayystakd dyko uéypt vo dopbwbei n peiwon (Bréne
napaypago 4.8).

Awfpnrtikn ketoEEmon

Eravieg meputtdoel dopntikng keto&éwong (AKO), tepthapfavouévoy aneiintik®y yuo ) {on Kot
Bavamedpwv mepmtdceny, xovv avaeepbel og acbeveig mov Edafav Oepameia pe avacToleic TOV
ovppeTagopéa vatpiov-yAvkding 2 (SGLT2), nepirapPavopévng g damayerolivne. Te oplopéveg
TEPMTMOGELG, 1 KAVIKT EIKOVA TNG KATAGTAONG NTAV ATLTN UE LOVO PETPIMG AVENUEVES TIHEG YAVKOLING
aipatog, kGt amd 14 mmol/l (250 mg/dl). Agv eivan yvawoto v 1 AKO eivon mbavotepo va eppoviotel
ue vynAdtepeg 60celg damayApArolivng.

O «ivévvog d1apntikng keto&émong Tpémel va eEETAOTEL 0€ TEPITTOOT EUPAVIONC U EOIKOV
CUUTTOUATOV, OTMOG VOVTIOG, EULETOV, avopeliog, KOMaKoD dAyove, viepPoiikng diyag, SLGKOAMAC GTIV
avamvor|, cOYXVoNs, acuviiotng konmong i vvniloag. Ot acBeveic Tpénet va aloloynBovv ya
KETOEEWOT AUECHG GE MEPIMTMOT EKINAMONG OVTAV TOV GCUUTTOUATOV, AVEEAPTNTO OO TO, EXITESQ
YALKO{NG GTO aipa.

Xe acbeveig otovg omoiovg vdpyet vroyia 1 €xet dayvaootel AKO, n Bepancio pe SamayipAiolivn mpémet
Vol SLOKOTTTETOL AUECOC.

H Oepaneio mpémel va drokontetal o€ acbeveig mov voonAgvovtar yio ueiloveg xepovpyike eneuPAacels n
o&eiec cofapéc Tpikés TaONGELS. TNV TEPITTMOOT TOV AGHEVOV 0VTOV GLVIGTATOL 1) TAPOKOAODONON
TOV KETOVAOV KOl O1) LECH TOV OILATOC TapO LECH TV 0VpV. Mmopel va yivel emavévapén tng Oepameiog
pe damayAiprolivn apov ot TYEG TV KETOVMV £X0VV opaAomomBel Kot 1 katdotooT Tov achevoic €xet
otafepomombei.

Ipwv and v évapén g damayAiprolivng, Tpénet va AneBodv VIO TOPAYOVTEG GTO IGTOPIKO TOV
acfevoug mov umopel va podiaféTovy yio KeToEEmon).

Y100¢ 0obgveig mov umopei va dtotpéxovv vYNAGTEPO Kivouvo yia dapntikn keto&Emon meptloufavovtal
acOeveic pe petwpévn epedpeia g Aettovpyiog tov B-kuttdpav (). aodeveig pe dafnn TomoL 2 pE
YounAd eninedo, tov C-memtidiov 1 eviAikec pe Aavldvmv avtodvoco dwafntn (LADA) 1 acbeveig pe
1GTOPIKO TTAYKPEATITIONG), AGOEVEIC LIE KOTOOTAGELS TTOL 001 YOUV GE TEPLOPICUEV ANYT| TPOPNG I GOPapT
aPLOATWOOT), 0COEVEIS Y10 TOVG OTTOI0VG 01 HOGELS IVGOLAIVIG LELOVOVTOL Kol 00OEVELG e AVENIEVEG



OTOLTAOELS 0 WVGOVAIVN e€autiog o&elag 1aTpIkng TABNoNC, YEWPOVPYIKNG ETEUPACTG 1) KOTAYPONG
aAkoOA. Ot avactoreic SGLT2 mpémel va ypNnGYLOTOIOVVTOL UE TPOGOYY| GE AVTOVS TOLG acBevels.

H emavévapén tng Oepaneiog pe avactoréa SGLT2 ot acbeveic pe mponyoduevn AKO evoom Aappavoy
Bepaneia pe avactoréa SGLT2 dev cuvictdrol, KTOG €0V KATO10G GALOG GaPTS TPOOLBEGTKOC
mapdyovtag tovtonomBel kot emAvOet.

H aopdAeia ko 1 anotedeopotikotnta Tov Ebymect o acbeveic pe dapnn tomov 1 dev Exovv
tekunploei kot To Ebymect dev 6o mpémet va ypnopomoteitan yio t Bepancio acbevdv pe dopnm

Tomov 1. e peléteg caxyopmon dwapntn tomov 1 avaeépdnke cuyva AKO.

Nekpwtikn teptrovitido tov mepvéov (yoyypaiva tov Fournier)

"Eyxovv avaeepbel meploTaTikd VEKPOTIKAG TEPLTOVITIONG TOV TEPIVEOD (YVMGTNG KOl (OC YAYYPALVO TOV
Fournier) petd v xvkhogopia otnv ayopd, og yovaikeg kot avopeg acbeveig mov Adpupoavay avacToreic
SGLT2 (BA. mapdypago 4.8). ITpdkertor yio omdvio, alhd cofapd kat SuVNTIKG omeEANTIKO yio T (on
ouuPav mov xpnlel emetyovsoag yelpovpykng exéuPaong kot Oepaneiag pe avtiPlotikd.

Yuvietdton 6tovg acbeveig va avalntioovy watpikn fondeto, £dv TOPOLVGIICOVY GCUUTTMOUOTA GAYOVG,
guototnoiag, EpuONUATOG 1| OOTLATOC GTNV TTEPLOYN TOV YEVVNTIKMOV OPYAVAOV 1] TOL TEPVEODL GE
ouvdvaoud pe Topetd N kaxovyia. No Exete VIOYN GO OTL EVOEYETOL VA TAPOVOIAGTEL AOTU®EN TOV
0VPOYEVVNTIKOD GLGTILOTOG 1] ATOGTN L0 TOV TEPVEOD TIPLV Al T VEKPWOTIKN ePLToviTida. Eav vdpyet
vovola yayypawvag tov Fournier, Oo mpémet vo dakomnei ) yoprynon tov Ebymect xat va
TPOYPOUUATIOTEL Gueon Oepaneio (cupmeploufovorévay avTiPlOTIKGY Kot ¥ELPOVPYIKoD KaBupiopoD).

Ovporotuméelg
H améxkpion yAvkolng oto ovpo umopel va cuvogeTal pe avénpévo kivouvo ovporoipnméng. g ek TovTov,
npénel va, eEeTALETAL TO EVOEYOEVO TPOSMPIVIG SLOKOTNG TNG Oepameiog KOTA TNV AVIHETOTION TG

TLELOVEPPITIONG 1 TNG oNyaipiog enl €d0Qovg AOTUMENS TOL OLPOTONTIKOD.

Hlciouévor (nhkioc > 65 stdv)

O Ao pévol aobeveig umopel vo StaTpéYovy UeEYOATEPO KIVOLVO UEIMONC TOV EVOOYYELOKOD OYKOL KOl
VIAPYEL pEYOADTEPN TBaVOTNTA Vo AapPdvouy Bepameia StovpnTiK®Y.

O nAkiopévol acbeveig eivatl mhovOTEPO Vo EXOVV VEQPIKT duoAEITOLPYia, Kaun va Aapupdvovy Depameia
UE OVTIDTEPTAGIK QAPUUKEVTIKA TPOIOVTO, TTOV UTOPEL VoL TPOKOAEGOVV UETAPBOAES TNG VEPPIKNG
Aertovpyiog OT®S 01 AVOUGTOAELS TOV pETATPENTIKOV eVEDOV TG ayyetotacivng (ACE-I) kat ot
AmOKAEIGTEC TV VIOdOYEWV TOTOVL 1 T ayyetotacivig Il (ARB). T tovg nAikiopévoug acbeveig
1o0OVV 01 I81E¢ GVOTAGELS Y10 T VEQPIKT Aettovpyia OTm¢ Kot yio dGAovg Tovg acbeveig (PAéme
napaypaeovg 4.2, 4.4, 4.8 kau 5.1).

Kopdiaxn avendpkela

H gumepio pe ) domaylprolivn og kapdiaxn averdpreia karnyopiog IV katd New York Heart
Association (NYHA) eivot mepropiopévn.

Axpotnplocuol K4to dkpov

Mio avénon oTo TEPIGTATIKA AKPOTNPLUCUMY TOV KAT® GKpov (KVpimg TV SuKTOAMY) £xel Tapotnpnbei
o¢ gv e€eli&el pokpoypovieg KAvikEG peréteg pe évav dAlov SGLT2 avactoréa. Eivar dyvooto gdv avtd



amoteAel pia enidpaon g katnyopiag eoapudkmy. Omwg e 6Aovg Tovg dtafntikovg acdeveic ival
oNUavTiKO va cuppfovigvoviol ot acBeveic o il TPOANTTIKY POVTIVOL PPOVTIONG TOV TODV.

Epyaotnplakéc eEetdoelc ovpmv

Abdy® oL Pnyavicpov dpacng Tov, ot acbeveic Tov Aapupdvovy avtd to appakevTikd TPoidv Ba sivor
OeTcol otV aviyvevon yAvkolng ovpmv.

Xopnynon 1wolovy®mV oKLY POPIKAOV HECOV

H evdayyesiaxn xopynomn mdiovymv KaypapIKOV HECHV UTOPEL VoL 00NYNCEL GE EmayOUeEVT 0 TN
OKLOYPAPLKT] OVGi0 VEQPOTADELD, KATOANYOVTAS GE GLUGGMPELCT) TG LETPOPUIVNG KoL G ovENUEVO
Kkivouvo gppaviong yoraxtikng o&éwonc. H petpopuivn Bo mpémet va SlokOTTETOL TPV 1} KOTA TN YPOVIKN
GTLYUN TNG OMEIKOVIOTIKTG O1001KaoT0G KOl VoL EEKIVAEL EK VEOU TOVAAYIOTOV 48 MPEG KUTOTLV QVTNG, VIO
v mpotimdBeon OtL 1 veppikr| Aertovpyia £xet emavextiundel Kot £xetl dmotmbel 6TL eivan otabepn
(BAéme mapaypapovg 4.2 ko 4.5).

Xepovpykn enéuPfaocn

H petpoppuivn mpémet va dtakdmTETOL KATE TOV YPOVO TNG YEPOLPYIKNG EMEUPAGTIC VIO YEVIKTY, payloia 1)
emoKANpidio avarsOnoio. H Oepaneio umopei va apyiocel Eavd oyt vopitepa omd 48 dpec LeTd )
YEWPOLPYIKN EXEUPACT T TN GLVEYIGT TNE GITIGNE OO TOV GTOUNTOC Kol VIO TV IpobmdOeon 6t
veppikn Agttovpyia €xetl a&loloyndel ek véov kal damictmbel O6TL eivarl otabepn.

MetafoAn Tne KAWVIKNG KoTdotoons 0cfevay mov elyov koAl eAeyyOuevo d1afntn Tomov 2

Koabmhg avtd 10 papuokeuticd mpoidv mepléyel petpopuivn, évag acbevig pe kaid eleyyopevo dafnm
TOTOL 2 0 0MO10G AVATTVGGEL EPYUCTNPLOKEG AVOUOAiES 1] KAMvVIKN vooo (18img akabopiotn Kot pn copmg
Tpocdloptlouevn voco) mpémet vo, aE0A0YEITOL AUESMS Y1, VOEIEELS KeTOEEMONG | YOAAKTIKNG 0EEWONG.
H a&ohdynon npénel va nepthopfavel Tpocdtoptopd TV ETMEI®V NAEKTPOAVLTAOV KOl KETOVAV GTOV 0p0,
g YAVKOING aipatog kat, epocov evdgikvutal, Tov pH aipotog, Kot Tpocdlopicd Tov EnNmEdmV
YOAOKTIKOD K0l TUPOGTAPLALKOD 0&€0¢ Kat puetopuivng. Edv ekdniwbei 0&émomn omo10conmoTe Lopeng,
N Bepancio Tpémetl vo SLaKOTTETAL AUESMG KOt VoL Epaprofoviat KatdAinia dtopBwtikd pétpa.

Meiwon/Avendpkeia Bizauivne Bio

H petpoppivn evdéyetar va peiwoet ta enineda g Prropivng Biz otov opd. O kivduvog yauniov
emmédv Prrapivne Bz av&dvertal pe v avénon g d6omng g peteopuivng, t didpketa g Oepameiog
K/ o€ acbeveic pe Tapdyoviec Kivdhvov Tov eival Yvwotd 6Tl TpoKalovy avemdpkela frropivng Bio. Ze
nepintmon vroyiog avendpkelog Prrapivng Biz (0mwe avopio 1 veupordbela), ta emineda g

Brrapivng Biz otov opd wpénel va mapakorlovbodvtat. H meprodikn mapakorovdnon g Prrapivng Bz
umopei va givar omapaitntn o€ acOeveic pe mapdyovteg Kivdvuvou o averapkela frropiving Bio. H
Oepaneio pe peTQopuivn Tpémet vo cuveyileTot yio 660 1G0T vl AVEKTH Kot dEV aVTEVOETKVITOL KOt
N xaTdAAnAn Sopbwrtiky Bepaneia yio tnv avendpkela g Prrapivng Biz va yopnyeiton cOppmva pe tig
TPEYOVCEG KAVIKEG KaTevbuvTipieg odnyiec.

Ndrpro

To @apuaxo avtd wepiéyel Arydtepo amd 1 mmol (23 mg) vatpiov avd diokio, eivarl ovtd Tov ovopdlovue
«ehevBepo vatpiovy.

45 Aliemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTH KOl GAAES popPES ahlnAemiopaocng



H ovyyopiiynon morlhamhdv d0cewmv domayApAoliving kot LeT@opuivig 0gv LETOPAAEL OTILOVTIKE TIC
QOPULOKOKIVITIKES TAPOUUETPOLG gite NG domayhprolivng lte g petpoppivng og vym dropa.

Agv €yovv mpayuatonombei pehéteg arAniemdpdoswv yio to Ebymect. Ot axoiovBeg avapopic
avTOVAKAOLV TIG OLBEGILEG TANPOPOPIES YO TIG EXLUEPOVS OPUGTIKES OVGIES.

Aamayierolivn

Dopuarodvvouikéc arliniemidpaosic

Arovpytira

AV10 TO POPUAKEVTIKO TPOIOV UTTOPEL VO EVIGYDGEL T S1oVPNTIKY ENidpact TV OelaldiKdV SlovpNTIKOY
KOl TOV SLOVPNTIKOV TNG AYKVANG Kot Uropel va avENoet Tov kivouvo apuddtmong Kot votaong (BAEre
napdypapo 4.4).

Ivoovlivy ko exkpitoywyd 1veovAivyg

H woovkivn kot to ekkplray@yd TG WGOVAIVIG, OTMG 01 GOVAPOVLAOVPIES, TPOKAAOVY LITOYAVKAUia. g
€K TOVTOV, UTMOPEL VO amonteital YoUNAOTEPT 0061 VGOLAIVNG 1] EVOG EKKPLTAY®YOL VGOLAIVIG,
TPOKEEVOL VO LE®BEL 0 KIvOLuVog vmoyAvKopiog OTav yopnyouvIoL 6e cuvOLAGUO pe damayAipiolivn
(BAéme mapaypapovg 4.2 kot 4.8).

Dapuaxoxivytikes allnlemdpaoeic
H damaylprolivn petaporiletor kuping péow yAvkovpovikng oulevéng dtapuesorafoduevng amod T
0VPLOLVO-5"-31pmSPO-yAvkovpovocvAtpavopepdon 1A9 (UGT1A9).

e in vitro peiéteg, n damayAiplolivn dev £dpace 00TE MG OVAGTOALAS TOV 160EVEDUMY TOL
kutoypmdpatog P450 (CYP1) 1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, ovte wg emaymyéag tov wooevibpov CYP1A2, CYP2B6 11 CYP3A4. Q¢ ek to0T0UL, 00T TO
QUPUOKEVTIKO TTPOTOV eV aVOUEVETOL VO, LETAPAALEL TN HETOPOAIKT KAOOPON T®V GVYYOPNYOVUEVOV
QOPUOKEVTIKGV TPoIOVT®V Tov petaforifovrorl and avtd ta Evivua.

Eridpaon dlrwv papuoxsvtrav xpoidviwvy oty damxayliplolivy

MeAéteg aAANAETIOPAIOT|G TTOV TPAYLOTOTTOIONKAV GE VY1 GTOU, YPTCIUOTOLDVTAG KUPI®MG oYU
EQATOE YOPNYNONG, VITOSEIKVOOVV OTL 01 PUPUAKOKIVITIKEG TOPAUETPOL TNG domaryAprolivng dev
petafaiioviot omd Ty moyAltalovn, T ortayAmtivn, Tn yAMuempion, tn foyiumdln, v
vopoyrmpobelalion, tn Povuetavion, ™ Borcaptdvn, 1 T cyPactativn.

Metd ) ovyyopnynon damayAeAolivng Kot proapmikivig (evog emayyEa dlapoOp®V EVEPYDV
petapopénv kot eviipmv mov petoforilovv pdpuaka), Tapotnpnnke peiowon katd 22% g
ovotnpatikng £kBeong g damayAiiprolivng (AUC), ®otdc0 ympic KAVIKA CUOVTIKY EXIOPACT) GTNV
AmEKKPLoN YAVKOLNG 00p®V 24MPOoV. AgV GUVIGTATOL TPOCUPUOYT TNG OOCTG. AEV AVOUEVETOL KAVIKA
oNUAVTIKN eMidpacn pue dALovG emaymyeic (m.y. kopPpopalenivn, eavotoivn, eowvopapPrtain).

Metd ) ovyyopnynon damayApAolivng kot peeoavopikod o&éog (avaotoréa too UGT1A9),
mapotnphnke avénon kot 55% ot cvouatikn £kBeon g damayAprolivng, aAld xmpic KAVIKA
oNUAVTIKN enidpacn ¢ yYAukolng obpwv 24mpov. Aev GUVIGTATAL TPOCAPOYN TNE SOOTG.

Eridpaon e damayriplolivic oe dAla poapuoakevtixd Tpoiovra,

H domayMoelolivn umopel va avénoet t veppikn anékkplon tov Abiov kot to eninedo Abiov 610 aipo
umopei va peiwbovv. H cuykévipmon tov Abiov otov opod Oa wpémel va mapakolovdeitol mo cuyvd petd
v évapén g damayiprolivng. [apaxoieice va Tapanéunete Tov acBev| GTOV YOTPO TOV
ocuvtayoypaei 1o AiBo Tpokeévou va tapakolovdeital n cuykévipwaon Tov Abiov 6Tov 0pod.




Y€ HeAETEG AAMNAETIOPACEWDY TOV TPOYUOTOTOMONKOY GE VY] ATOLLO, YPTCLLOTOLDOVTOS KUPIMG
oYe0GUO epamas 60omng, N domayAerolivn og PeTéPolre TN QOPUOKOKIVNTIKY THG ToYAttalovng, TG
OLTaYAMITTIVIG, TNG YAUETLPIONG, TNG LOPOYAmpoBeLalidng, Tng Povuetaviong, g farcaptdvng, g
dryo&ivng (vmootpmpa ¢ P-yAvkorpwteivig) 1 g Bapeapivng (S-Papeapivn, vidsTpmiLe Tov
CYP2C9), 1 tic avTunkTikég emdpacels s Papeapivng, OTwg petpdvtal amd to debvég opalomompévo
mnAiko (INR). O cuvdvaouds epanal doomg tav 20 mg damayliprolivng kot oippactotiving (vrdotpopa
tov CYP3A4) avénoe v AUC ¢ oyPactativing katd 19% kot v AUC tov 0&éog ciupactotivig
katd 31%. H avénon otig ekbéoeis opPfaoctativig kot tov o&éoc opPaoctativng dev Bsmpeitot kKAvikd
ONUOVTIKY.

Hopeupfoln ue m doxiuaoio 1,5 avodpoylokooitorng (1,5-AG)

H mopokorovdnon tov yiviaipukov gréyyov pe tn doxipacio 1,5-AG dev cuviotdrol yloti ol HETPNGELS
tov 1,5-AG dev givar 0&16mioteg yia v a&loAdynon Tov YAVKOUIKOD EAEYYOL G 0oOEVELg TOV TTaipvoLY
avaotoieic SGLT2. Zvuvictdrtot va ypnoyomoteite evalakTikég pefodovg yia va mapakoiovdeite Tov
YAVKOUKS EAEYYO.

Houdrazpioc winboouoc
Meléteg adndemdpacemy £govv Tpaypatonombel povo 6e eVAIKEG.

Metpoppivn

Mn ooviotwuevn Tawtoypovy ypron

O1 K0T10VIKOT TOPAYOoVTEG Ol 070101 ATOPAAAOVTOL LEGH VEQPIKTC COAVOPLUKNG ATEKKPIONG (7T.X.
GUETIOIVN) Pmopel va, aAANAETIOPAGOVV LIE TN LETPOPUIVN, Kabmg avtaymvilovtal yo To 1010 cuoThuaTo
VEQPIKNG COANVOPLOKNG LETAPOPAS. Mia peAétn mov d1e&nydn o entd PLGIOAOYIKOVG VY1ElS €0eAOVTEG
£de1&e 6T N oeTidivn yopnyovpevn og doom 400 mg dvo PopEc NUEPNGIMG, AVENGE TN GLGTNUOTIKY
éxBeon (AUC) ot petpoppivn katd 50% kot 1 Cmax Kotd 81%. [Ipémel cuvenmg va eEetdletat 10
EVOEYOUEVO EPAPUOYNC GTEVIG TOPAKOAOVONOTG TOV YAVKOALLUKOD EAEYYOV, TNG TPOCOPLOYNG TNG dOGNS
€VTOG TOL CLUVIGTMOUEVOL EVPOLG KOl Ol AAAAYES TG avTidtafntikng Bepanciog Katd tn cuyyopnynon
KOATIOVIKOV QOPUAKEVTIKOV TPOIOVIMV, TOL OTOPAAAOVTAL HECH VEPPIKNG COANVOPLUKNIG OTEKKPLONG.

Owonveouoton

H oAxoolikn| To&ikmon oyetileton pe ovénpévo Kivouvo yarakTiking 0&Emaong, Kupimg 6g KATAOTAGELS
VNOTELOG, VTOGITIGLOV 1| NATIKNG SOLVGAEITOLPYING, AGY® TNEC LETPOPUIVIC TTOV Eival OPACTIKY 0VGia
QVTOV TOV PAPUAKELTIKOD TPOidVTOG (PAENE Tapdypapo 4.4). H KatavaAmon ovomvedLLOTOG Kot
QOPUIKEVTIKAV TPOIOVIMV OV TEPLEXOVY OAKOOA TPETEL VAL OTOPEVYETAL.

Xopnynon 1wdiolywv oKIaYpPoPIKOY ToPayOVIWY

H evdayyeiaxn xop1ynomn wdiovymv oKaypapikov LEGMV UTOPEL VoL 001 YNOEL GE EMOYOUEVT] OO T
OKLOYPAPIKT OVGI0 VEQPOTADELD, KOTOANYOVTAS GE GLGGMPEVOT) TNG UETPOPUIVIG KOl 6 avENUEVO
Kivouvo gpeaviong yoAaktikng o&éwong. H petpopuivn o mpémet vo StoKOmTETOL TPV ) KOTO T XPOVIKY
OTLYUN TNG OMEIKOVIOTIKNG O1001K0G TG Kot VoL EEKIVAEL EK VEOU TOVANYIGTOV 48 MPEG KOTOTLV QVTHG, VIO
Vv TpovimdBeon OtL 1 veppikn| Aertovpyia £xel emavektiun el Kot £xel dwamotmbel 0TL eivan oTabepn
(BAéme mapoaypdoovg 4.2 kar 4.4).

20V0v0oUol TOL OTOITOVY TPOPUAGLEIC KOTA TH YPpHOH

Ta YAKOKOPTIKOELT (LEG® GUGTNUATIKNG KOl TOTIKNG 0000 YOp1yNomng), ol f2-ayovieTéC Kot To
SLovpNTIKA £XOVV £YYEVT LITEPYALKALKY OpdoT). O achevic TPEMEL VO EVIUEPMVETAL KO VO,
dlevepyovvtol ouyvotepot ELeyyot TG YAukolng aipatog, Wwaitepa Katd v Evapén g Bepameiog pe
VT TO POPUAKEVTIKE TpoidvTa. Edv kpivetatl avaykaio, npémel va mpocapudletar 661 T0v
VIOYAVKOLUIKOD QOPUOKEVTIKOD TPOTOVTOG KaTd TN dldpKeLo TG Ogpomeiog Le To GALO QUPUOKEVTIKO
TPOTOV Kot KATd, TN O10KOTY| TOV.
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Oplopéva QapPLOKEVTIKE TPOTOVTO EVOEXETAL VA EXNPEACOVY OPVNTIKA TN VEPPIKT AEITOVPYiO, TO 0TOoio
evoéyetan vo, aw&NGEL TOV Kivouvo YOAUKTIKNG 0&€mang, .. MZA®D, cuouneptAapfovouévay Tmv
EMAEKTIKAOV aVOGTOAL®V NG KuKAoo&vyevdong (COX) 11, avactoréwv ACE, aviayovietov tov
VIod0YEMV TG ayyelotevaivng Il kot dtovpntikdv, 18img dtovpnTikdy TG aykvAng. Katd v évapén 1
YPNON TETOLWV TPOIOVIMV GE GLVOVLAGHO UE PETPOPLIVT, Elval amapaitntn 1 oTeEVY] TapaKolovOnon g
VEQPIKNG Aettovpyiog.

Ivoovlivy kai exkpitaywyd g 1IVeovAivig

H woovkivn kot to ekkpitay@yd TG WGOLAIVNG, OTTMG 01 GOVAPOVLAOVPIEG, TPOKOAOVY VTOYAVKOLULIO.
Kotd ovvéneln, pmopet vo amatteitol yapunAlotepn 0661 TNE tVGoLAIVIG 1] EKKPLTOY®@YOD TNG IVGOLAIVIG
v va peltwBel o Kivovvog vroyAlvkopiog, 0tav xpnoiuonoteital oe cuvovacud pe peteoppivn (BAéne
Tapoypapovg 4.2 kat 4.8).

4.6 Tovipétnra, kOnon ko yorovyio

Kbnon

Agv datibevtat dedopévo. oyetikd pe ™ ypnon tov Ebymect 1 tng damayhiprolivng og éykveg yovaikes.
Meléteg oe apovpaiovg otovg omoiovg yopnyndnke damoayliprolivn katédeiEav ToEIKOTNTA GTOVG
AVOTTUCCOUEVOVG VEPPOVS KOTE T YPOVIKT] TEPI0O0 TOL AVTIGTOLYEL GTO EVTEPO KO TPITO TPIUNVO TNG
Konong otov avlpwmno (PAéne mapdypapo 5.3). Qg ek TOVTOL, 1| YPNON AVTOL TOL POPUAKEVTIKOD
TPO16VTOg OV GLVIGTATAL KATA TN S1APKELD TOV OEVTEPOL Kot TPITOL TPUNVOL TNg Kumong. Ilepropiopévog
aPOLOG OESOUEV@V A0 T YPTON TNG LETPOPUIVIG GE £YKVES YOVOAIKEG OEV VTOOEIKVVEL ALENUEVO Kiviuvo
oLYYEVOV duoTAacidV. Merétec o (Mo e peteoppivn dev €dei&av emPraPeic emdpdoeic oty
EYKVLOGUVY, TNV EUPPLIKN 1 TNV TEPLYEVVITIKT AVATTLET, TOV TOKETO 1] T HETOYEVVITIKY avATTTLEN
(BAéme mapdypogo 5.3).

Oroav 1 acbevng oxedialel va amoktioetl Tondi kot KoTd T S1GPKELD TNG EYKVIOGVVNG, GUVIGTATOL VO, NV
AvTIHETOTICETOL O SLOPTNG LE AVTO TO PAPUAKEVTIKO TPOTOV, GAAAL VoL Yp1oILOTONOEl tVGOVAIVN Yo TN

dtpnon TV EmmEdV TG YAVKOINE aipatog 060 TO dUVOTO O KOVIH GTO (PUGLOAOYIKO, TPOKEUEVOD

va pelnbel o kivovvog SuoTAacI®Y TOV BPEPOVG GYETILOUEVMV UE T PLGLOAOYIKG, ETimEda TG YALKOLNG
aipLoToG.

Oniooudg

Agyv gival Yoot Katd 0G0 VT TO PUPUAKEVTIKO TPoToV N 1 damayAiprolivn (kai/n ot petafoAriteg e)
AMEKKPIVOVTOL GTO UNTPIKO Yaho. AwaBéoipa pappakodvvapukd/toEucoroykd dedopéva oe {da £de1&av
amékkpion g damayierolivng/petofoltdv 6T0 YaAN, KOODG KOl APUOKOAOYIKE S0 pecoANPoOUEVES
gmdphoelg ota Onhalovta veoyva (BAéne mapdypapo 5.3). H petpopuivn anekkpivetal 6to avlpmmvo
YOAQ o€ PKPEG TOoOTNTESG. AgV UTOPEL VO OTOKAELGTEL EVOEYOUEVOG KivOLVOG GTa VEOYVA/PPEpn.

Av106 T0 PaPUAKEVTIKO TPOTOV dev Oa TPEMEL vaL ypMoLoTolEiTaL KATd T O1GpKELR TOV ONAAGHOV.

Tovipdémra

Agv €yel peletnBel 1 enidpacmn oLTOV TOV PUPHOKEVTIKOD TPOIOGVTOC 1} TG domaryAeAolivig otnv
avOp®OTIVY YoViuoTNTO. X€ apcEVIKONE Kot OnAvkovg apovpaiov, dev katadeiydnke exidpacn g
domayMeroliving ot YOVIHOTNTO GE 0TO100NTOTE UEAETOUEVT] 600T. [0 TN petpopuivn, uerétec o (da
dev katéder&av To&KOTNTO GTIV avamapay®yikn wavotnto (PAére Tapdypopo 5.3).

4.7 Emopacels 6Ty IKavoTnTo 001Y161S KUl YEIPLEUOD PN UVIILATOV
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H damayiprolivn 1 1 pet@opuivn dev £xel Kapio 1 €L ACHUAVTN EMLOPOCT OTNV KAVOTNTO 001YNONG
Kol yepopol unyavnudrov. Ipénel va epiotdtot  mpocoyn T@v aoBevdv oyeTikd pe Tov kivouvo
VROYAVKOIOG, OTAV 0VTO TO PAPUUKEVTIKO TPOIOV YOPTYEITAL GE GUVOVAGHO LE AAAC VTOYAVKOUIKA
QOPUOKEVTIKG TPOTOVTA TTOV EIVOL OMIGTMUEVO OTL TPOKAAOVY LITOYAVKio Kot To 6Tt 1) (OAn givan
gtvon P avemBoun evépyeia mov mapotnpeiton pe ™ damaylerolivn (PAéne mapdypopo 4.8).

4.8  AvemOOunreg evépyereg
‘Exet kotaderyBei froicodvvapio tov Ebymect pe ) cuyyopnyoduevn damaylerolivn kot pet@oppivn
(BAéme mapdypao 5.2). Aev £xovv mpayuatonomBei BepamenTikéc KAMVIKEG SOKIIES e Ta StoKio

Ebymect.

Aamaylerolivn 6€ GLVOLAGUO LLE LETQOPUIVN

2Hvown tov mpoil acpalsioc

e (o avaAvon S eAeyYOLEVAOV LE EIKOVIKO QAPUOKO PHEAETAOV TNG damoyAupAolivng og emmpochetng
Bepameiog 6T PHETQOPUIVY, TO ATOTEAEGHLOTO AGPAAELNG NTAV TOPOUOL [LE EKEIVO TNG TPOKABOPIGUEVG
gvomomuéVNG avaivong 13 eAeyyOUEVOV UE EIKOVIKO PAPUOKO HEAETMV TNG damayAerolivng (BAéne
AamoyAiplolivr, Zovoyn Tov mpo@il ac@Aaielag mapakdto). Aev Tovtonomdnkay tpdobeteg
avemBOUNTES EVEPYELES Y10L TNV OUAON TOV GUVILAGHOD SATAYALPAOLIVIG KOl LETPOPLUIVIG GUYKPITIKA e
€KEIVEG TTOL AVAPEPONKAV Y10 TO EXUEPOVS GUGTUTIKA. X& Ui EEYMPLOTI EVOTOMUEVN OVAALGT TNG
domayMerolivine wg emmpdcobetng Bepaneiog otn peteoppivn, 623 dropa Erafav damayiipAiolivny 10 mg
¢ emnpdcobetn Bepancio otn petopuivn kot 523 Erafov 1KoviKo GApUOKO 68 GLVIVAGUO pE
LETQOPLLLVT).

AomoyMoerolivn

20voyn Tov Tpoil aopdAelog
211g KMviKéG peléTeg Tov dtafntn tomov 2, mepiocdtepot amd 15.000 acbeveic Edafav Oepameio e
domayMorolivn.

H x0pra a&lohdynon g aceaietog Kot Tng ovektikotntag o1e&nydn o€ o tpokafopiouévn evomoinpueévn
avaivon 13 Bpayurpddeouwmv (mng 24 eBSOUAOMV) EAEYYOUEVOV UE EIKOVIKO QOPUAKO LEAETMV LE
2.360 drtopo vd Oepomeio pe damoaylipiolivny 10 mg kot 2.295 vd Oepomeio pe etkovikd PAPUAKO.

2 pehétn kapdayyelokmv ekfacemv g damayierolivng (DECLARE, BAéne mapdypago 5.1), 8.574
acOeveic ElaPfav doamayiprolivn 10 mg kot 8.569 éhafav elkoviKd QAPLOKO Yo SIAUESO XPOVo EkBeomng

48 unvaov. Xvvorikd, vapyav 30.623 acbeveig-£tn éxbeong oe damayhoroliv.

O1 cuYVOTEP AVOPEPOUEVEC OVETIOVUNTEG EVEPYELEG OTIC KAWVIKEG LEAETEG TAV AOIUMEELS TMV
YEVVITIKOV OpYavVOV.

Kotdaroyoc aventBountmv evepysldv vd popen mivoKo,

O1 ax6AovBeg avemBounteg evépyeteg £xovv TaLTOono el OTIG EAEYYOUEVEG LUE EIKOVIKO PAPUAKO KAVIKES
UEAETEG TOV GLVOVAGHOV damoyApAolivn pe peteopuivr, KAIKEC peréteg damoyAipAolivng Kot KAVIKEG
SOKIUEG HETQOPUIVIG, KOOMG KoL armd Ty gumelpio petd tv kukiogopia. Kapia €€ avtmdv dgv
dwmotdbnke 6t fTav docoeEaptdpevn. Ot avemBOUNTEG EVEPYEIEG TTOL AVOPEPOVTOL TALPOUKATM
KOTIYOPL0TTotovvToL pe Paon tn cuyvotnta Kot TNy Katnyopio opyovikod cuatiuatoc. Ot Kotnyopieg
ovyvottag eppdviong opilovior ovupova pe v akdrovdn cuvinkn: modkd cuyvéc (> 1/10), cvyvég

(> 1/100 émg < 1/10), 6y ovyvég (> 1/1.000 émg < 1/100), omdvieg (> 1/10.000 éwg < 1/1.000), molv
omavieg (< 1/10.000) kou un yvootég (dev pmopodv va ektiunodv e Baon to diabéotpa dedopéva).
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Hivokag 2. AvemOounteg evépyeleg

Katnyopia IMoAd ovyvég | Xuyvég Oy ovyvég | Xmavieg oAV omavieg

Opyavikov

2VGTINIOTOS

Aowadréerc ko Adorokormitida, Mukntioon™ Nekpotikt

TOPOCITOOELS BaAavitida kot mEPLTOVITION
GYETLONEVES TOL TTEPVEOD
AODEELG TV (Yayypova
YEVVNTIKOV OV
opybvamvHY Fournier)P+
Ovpolroipmén Po

Arozopoyég Yroylvkoupio | Meioon/ Meiwon tov | Awfnriky | Fodoxtikng

700 (6tav avendprelo evdayyelokol | ketobéwon® | o&éwon

uetafoliouod | xpnopornosit | Brrapivng B! dykovh* b

a1 e Opéyme | arpe SUM Atyo™

WGoLAIVY)P

Arozopoyég Awrapoyn g

TOD VEVPIKOD yevong*

OVOTHUOTOS 760

Arozopoyég lNootpeviepkd AvoKotMoT

0V COUTTOUOTO " o

YOTTPEVIEPIKO Enpooctopia”

O

Arozopoyég AwTapayég

7OV HTOTOS KOl NTOTIKNG

TV Aertovpyiag®

XOANQPOpV Hrotitido®

Arozopoyég EEGvOnua® Kvidwon*

TOV OEPUATOS EpvOnua®

KOl TOD Kvnopoc®

DITOOOPIOD

10700

Aworopoyéc Oc@voiyio”

700

UVOOKELETIOD

OVOTIUOTOS

Kol TO

OVVOETIKOD

10700

Aworopoyéc Avcovpia Nvktovpia™ AopeGocmANY

TV VeppPiy [ToAvovpia apLoKN

Kar Twv veQpiTION

0VPOPOPWYV

000V
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Katnyopia MoAd ovyvég | Tuyvég Oy ovyvég | Xaavieg oA omavieg
Opyovikov
2VGTIHOTOS
Aratopoyés Kvnoudg tov
70D KOATTOL Kot
AVOTOPAYWYIK 0V audoiov™”
00 GVOTHUOTOS Kvnopdg
K01 TOV HO.oTOD YEVVITIK®OV
opyevav””
Hoporxlivikég AvEnuévog AvEnpévn
eetaoeig apotokpitnct KpeaTvivn
Meiopévn veppikn | aipotog kot
KkéBapon ) Sdpkela
KpeaTvivng Katd ™G aPYIKNG
™ ddpKeLo TG Oepanciog P
apykng Oepaneiac® | AvEnuévn
Avehmdonpio’ ovpia
aipotog”
Mewopévo
COUOTIKO
Bépog™

*H gvemBountn evépyela Kot oL KoTnyopieg cuyvotntag yio I HeT@oppivn facifovtarl e mAnpopopie amd v
[epiinyn tov Xapaktmpiotik®@v tov [Ipoidvtog g petpopuivng omv Evpenaikn Evoon.

PBAéne avticTouym vIomapdypaQo TOPAKATM Yio EMTPOGHETEC TANpOPOpiES.

YO 6pog 01d010KoATITION, BadoviTidn Kol GUVAPEIS AOUDEELS TOV YEVVITIKAOV 0pYaVOV TEPIAUUBAVEL T.Y., TOVG
TPOKUBOPIGUEVOVG TPOTILMLUEVOVG OPOVS: OIGOLOKOATIKT] LUK TIOGIKT AoTmEn, KOATIKN Aoinwén, Boiavitida,
HUKNTLOO KN AOTH®EN TOV YEVVITIKOV 0pYAVOVY, 00I0KOATIKN KOVTIVTIOGT), 000I0KOATITION, KOVTIIVIIOGIKT
Boiovitida, KavTvtioon YEVVINTIKOV 0pyavmv, AOTUOEN YEVWNTIKOY 0pyavaV, AOTU®EN OVIPIKOVY YEVVITIKOV
opyavev, Aolpmén Tov TEovg, adotitida, PaKTnPloKy KOATITION, ATdGTNLIA TOL (1d0{ov.

%0 6pog ovporoipmén meplopBavet Tovg akdAovBOVS TPOTIUDUEVOLS OPOVE, TOL Tapatidevtal KaTd celpd
avaQePOLEVNG GLYVOTNTAG: OVPOAOTLMEY, KVOTITIdN, OVporOIN®EN amd KohoBakTnpidio, Aoipnmén Tov
OVPOTOLOYEVVITIKOD GUGTILLOTOG, TVEAOVEQPPITION, PAEYLLOVY] TOV KUGTIKOV TPLYDVOL, ovpn0pitida, Aoipmén Tov
VEQPOV KOl TPOSTATITION.

¢0 6pog LELMUEVOS EVOUYYELOKOC OYKOG TEPIAApPBAVEL, .., TOVG TPOKAOOPIGUEVOVS TPOTIUDUEVOVS OPOVG:
aELIATMOOT, VTOOYKALLI, VITOTACN.

°T0 6pog ToAvovpia TEPIAAUPAVEL TOVG TPOTILDUEVOLS OPOVE: TOAMAKIOVPia, TOAVOVPia, OVENUEVT 0moBoAT oVpOV.
Y01 péoec petaPoréc otov arpatokpitn omd v Evapén frav 2,30 % yio ™ domayierolivy 10 mg évovrt -0,33 %
Yo, T0 EkoVIKO eappoako. Tiég atpotokpitn >55 % avaeépdnkay o 1,3 % tov atdpov mov EAafay domayleArolivny
10 mg évavtt 0,4 % TtV 0TOU®OY VTTO EIKOVIKO QAPLLUKO.

"To YAOTPEVTEPIKA CUUTTOLATA OTMG VOLTIO, EUETOG, H1APPOLN, KOIMAKO AAYOG KOl OTOAELD TNG OpEENG
epeavifovtat cuyvotepa Kot TV Evapén g Bepaneiog Kot vToy®@povy ALTOUATO GTNV TAELOVOTTA TOV
MEPMTOCEDV

°H péon nocootiaia petafoin and v Evapén yio tn SamoyAiprolivn 10 mg évovrt Tov etkoVIKOD @apUAKOD,
avtioToyo, NTav: oAk yoAnotepdin 2,5 % évavti -0,0 %, HDL yoinotepoin 6,0 % évavtt 2,7 %, LDL
yoAnotepoin 2,9 % évavte -1,0 %, tprylokepidia -2,7 % évavt -0,7 %.

'‘BAéme mapdypago 4.4.

“AvapépOnke otn nelétn kopdloyysloak®dv ekBacewv o acbeveic pe dwaprtn tonov 2 (DECLARE). H cuyvdtnto
Paciletal og €010 TOGOGTO.

PH avembvunty evépyeto tavtomodnke pécwm mapokoloddnone petd v kukiogopio. To eEavOnua mepihapfévet
TOVG AKOAOVLOOVE TPOTIUDUEVOLS OPOVG, TTOV KATAYPAPNKOAV KATH GEWPE GUYVOTNTOG G€ KAWIKES SOKIUES: eEAvOna,
e&avonua yevikevpévo, eEavinua kvnopuddes, EavOn o knAdddes, eEavonua knidoPratidddes, eEavonua
QAVKTOV®OES, EAVON LA PUGAAAOMDIES Kot EAVOT L0 EpLONUATOOEG. Xe KAVIKEG SOKIUEG EAEYYOLEVES [LE OPAOTIKO
Kot govikd eappoko (domaylerolivn, N =5.936, 6ot ot €ékeyyot, N = 3.403), 1 cvyvomto eavOnpatog nrav
mapopota yio ™ damaylprolivn (1,4%) kat yio 6Aovg Tovg Edeyyovg (1,4%), avticToya

*Avapépbnkay o€ > 2% Ttov atopnv Kot > 1 % neptocdtepong Kot 6e ToLAAYLGTOV 3 TePlocdTEPa GTON OV EAaPoy
domayleiolivn 10 mg, cuykpitiKd pEe TO EIKOVIKO PAPLLOKO.
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" Avogépnkoy and Tov epguvnTh m¢ SuvnTikd oyeTlopeva, Tavov oyeTildueva 1 oxetlopevo. pe ) Oepamneio Tng
peAETG Kot avapepopeva og > 0,2 % tav atdpmv kot katd > 0,1 % mepiocdTEPOVS Kol G TOVANYIGTOV
3 mepiocotepa dtopa, Tov Edafav damayipArolivn 10 mg, GuYKPITIKA e TO EIKOVIKO GAPLLOKO.

[eprypa@n TV EMALYUEVOV OVETIOOUNTOV EVEPYELDY

Aazoyliporolivy ko uetpopuivn

Yroylvkayuio

e peréreg pe domayMorolivn og Bepaneio TpocONKNg cLVOVAGHOD UE LETPOPLLIVY, ETEIGOIIH NGGOVOC
VIOYAVKOIOG ovapépONKaY 68 TAPOUOIEG GLYVOTNTEG GTNV Opdda Tov EAaPe damayAiprolivn 10 mg ko
peteopuivn (6,9%) kot oty opdda gikovikov eapudkov kot petoppivng (5,5%). Aev avapépbnkav
ouppavta peilovog vroylvkopiog. [lapdpoleg mapatnpioelg £yvay yio Tov cuvovacud damoyiipiolivng
UE PETQOPUIVY GE un Tpobepamevpévoug aobeveis.

e o pedét Bepomeiog TpocHnKNG o€ LETPOPUIVI Kot GOVAPOVLAOVPIN SLUGTAKOTOG £mG 24
gPdoUad®Y, avapEpOnKay eTelG0d10 NGGOVOS VTTOYAVKaLpiag o€ 12,8% TV atouwmy Tov Elafav
damaylprolivn 10 mg pali pe petpoppivn kot pio covAgovorovpia Kot o€ 3,7% tov atdpmv mov rapav
€IKOVIKO dppoko pall pe peteoppivn kot o covipovorovpia. Asv avapépOnkoy coppdavta peilovog
VTOYAVKOUIOG.

Aomayriprolivy

Aidoiokoinitida, folovitido kai oyeTi{OUEVES LOWWEELS TWV YEVVHTIKWDY 0PYaVOV

270, CLUYKEVTPOTIKA ded0UEVA ao@uAeiag TV 13 peletdv aidotokormitida, folavitida Kot oyeTI{OUEVES
AOIUOEEIS TV YEVVITIK®V 0pYyavav avapépdnkay oto 5,5% kot 0,6% tov acbevav mov éhafav
damayhMerolivn 10 mg kot eKovikd edppako, avtictoya. Ot teptocdTepeg AOUMEELS NTOV TG MG
UETPLOG £VTOOTG KOl TO dTopo avTamokpifnkay og Evav apyikd kKOkAo cuppatikng Oepameiog Kot omavia,
odynoav og daxont| s Bepameiog pe domayAiprolivr. Ot houdEelg avtég ftav cuyvitepes og Oniea
dropa (8,4% xor 1,2% yio ™ damayMeAolivn Kot To EIKOVIKO GAPIOKO, OVTIGTOL(0) Kot TO ATOUa e
TPOTYOVUEVO 1GTOPIKO TV THAVITEPO va. £xovV VIToTpomidlovoa AoTu®EN.

X peiétn DECLARE, o apBuog tov acBevav pe cofapd avemBdunto coppdvta Aopméewny tov
YEVVITIKOV 0PYOVOV NTOV HIKPAOC Kot 1I60pPonNévog: 2 acbeveic o kdbe pio amd Tig OpdES TG
domayMeAolivig Kot TOL EIKOVIKOD QOpUEKOoV.

"Exovv avaeepbel mepiotatikd pipmong/eniktnng eipmong o€ cuvdvacuod pe damayAtpiolivn Kot
TOVTOYPOVA. LLE AOUMEEIC TV YEVVITIKAOV OPYAVMV. 1€ OPIGUEVEG TEPUTTMGELC, NTOV ATAPOITNTN M
TEPLTOUN].

Nexpwtikn wepitovitioa tov wepivéov (yayyporva tov Fournier)
"Eyxovv avaeepbei mepiotatikd yayypatvag tov Fournier petd v kukAopopia oty ayopd oe acbeveig mov
Adppavav avactoreig SGLT2, coprneprrapfavopévng g damayiipiolivng (BA. mapdypapo 4.4).

> peiétn DECLARE, pe 17.160 acbeveic ue cakyopmon dapntn tomov 2 Kot dtipeso ypovo ékbeong
48 umvarv, ovaeépinkay cuvoAlkd 6 mepioTaTikd yayypawvog tov Fournier, éva oty opdda Oepansiog pe
domayMeAolivi Kot 5 6TV OpAde TOV EIKOVIKOD QUPHAKOL.

YroyAvkayuio
H ovyvomta g vroyAvkaipiog e&aptdro amd tov THmo g Pacikng Bepaneiog mov ypnoyLorodnke o
KGOe perén).

IMoa tig peléteg g damayAipAolivng xopnyoduevng g Bepameio TpocONKNg 6T HETPOPUIVI I ®G

Oepomeio Tposbnkne ot ortoylurtivn (Le 1 xOPIc LETPOPUIVN), 1| CLYVOTITO TOV ETEIGOFIMY NOGOVOG
vroyAvkopiog oy mapdpoto (< 5%) puetacd Tomv Bepamevtikdv opddmv, teptiapfavouévng g
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Oepameiog e swovikd appoko didpkelag £mg kot 102 gfdopddmv. Xe OAeg TIG eAETES, Ta. cvUPavTa
peilovog vmoyAvkopiog NTav Oyt cuyva Kot cuykpioto peta&d Tov opddwy mov Elafav doamayiiprolivn
N EKOVIKO PAPUAKO. X pio LEAETT e TPOGONKT VGOLAIVIC, TapaTnprOnKay VYNAOTEPU TOGOGTA
vroyAvkouiag (PAéne mapdypogo 4.5).

e o pehétn Bepanciog TposONKNg oty woovAivn didpkelag £og kot 104 efoopddmv, avapipbnkav
peilova vwoyAvkapkd engicooia oto 0,5% xat 1,0% tov acbevav g opddag damayAiiprolivng 10 mg
Kol WGOLAIVIG Tig €Bdopadeg 24 kar 104, avtictorya, kot 610 0,5% tev acbevdv g opdadog E1KoviKon
QOPLAKOV KOl vGOoVAIVIG TG efdopddes 24 kar 104. Tig efdoudadeg 24 kar 104, encio6d10 (660VOG
vroylvkoiog avaeépdnkay, avrictoyya, oto 40,3% kot 53,1% twv acbevov mov Erafav
doamayMerolivn 10 mg kat veovrivn kou 6to 34,0% ko 41,6% tov acbevav mov Elafav eucovikd
(QAPLLOKO KO [LE VGOLALV.

> peiétn DECLARE, 6gv mapatnpnOnke avénpévog kivovvog peilovog vroylvkopiog pe m Bepomeio
pe damayAipAolivn o GUYKPLON LE TO EIKOVIKO ApHaKO. ZupPdva peilovog vroyAvkaipiog
avaeépnkav oe 58 (0,7%) acBeveic mov éhafav Bepameia pe damayiiprolivn ko 83 (1,0%) acbeveic mov
Elafav eucovikd PapuaKo.

Meiwon tov evdayyeioxot oykov

270, CUYKEVTPOTIKA 0E00UEVA 0oQOAEING TV 13 HeEAETOV aVTIOPAGELS TOL VTTOINADVOLY UEIMGT TOL
EVOAYYELOKOD OYKOV (TEPILUUPAVOUEVDY OVAPOPDV 0PLIATMGCNC, VTOOYKALULING 1 VITOTACTG)
avaeépnkav oto 1,1%xan 0,7% tov atopmv, tov Ehafav damayiiprolivny 10 mg kot eikovikd pappoxo,
avtiotoyya. ZoPopég avemBounteg evépyeieg eppaviotniay 6to < 0,2% v achevaV e 1IGOPPOTNUEVT
katavoun ueta&d g damayiiplolivig 10 mg kot Tov eikovikod eopudkov (PAéne mapdypago 4.4).

Y peiétn DECLARE, o apiBuog tov acBevav pe coppdvta mov vrodnidvouy peimoTn Tov
EVOAYYELOKOD OYKOV TAV 1GOPPOTTNUEVOG HETAED TV opddwv Bepareioc: 213 (2,5%) kot 207 (2,4%) otic
ouadec g damayAlpAlolivng Kot Tov EIKOVIKOV @apudKov, avtictoyya. Zofupd aver@ounta coppdvio
avaeépnkav og 81 (0,9%) xar 70 (0,8%) acBevelg oty opdda g damayAtprolivng kot Tov E1KOVIKOD
oapudxov, avtiotoryo. To couPdavta NTav yevikd 1Gopponnuéva, LETaED TV OpddmV Bepomreiog oe OAEG
T1G VITOOUGSEC NAIKIOG, XPHONG SOVPNTIK®Y, apTNPLOKAG Tieong Kot xprong a-MEA/ARB. Xe acfeveic pe
eGFR < 60 ml/min/1,73 m? katd tv évapén, vipyav 19 coppévia coPapdv avemdountmy evepyeidv
OV LTOSNAMVOLV HEIDGCT TOV EVOAYYELNKOD OYKOL 6TV opdda g domayiprolivng kot 13 copfdvta
GTNV OGS0, TOV EIKOVIKOD PUPUAKOV.

Aoy keroléwon

> peiétn DECLARE, pe d1dueco ypovo ékbeong 48 umvav, coppdvro AKO oavagpépbnkay og 27
acOeveic oty opada g domayAiprolivne 10 mg kot og 12 acbeveic 6TV Opado TOL ELKOVIKOD
oapudxov. To copfavta avékoyay OpolOHOPEO KATOVEUNEVO KOTA TNV TEPI0J0 TNG LEAETNG. ATO TOVG
27 aceveic pe ovuPavia AKO oty opdda g damayAieArolivng, 22 giyav cuyyopnyovuevn Oepameio
WGOLAIVIC KaTd TN YPOVIKT oTLYUn Tov cvupdvtog. Ot mpodiabesikoi mapdyovieg yia AKO ftav énmg
aVOUEVOTAVY G Evov TANOLOUO e Gakyapddn dafntm Tomov 2 (PAéne mapdypaeo 4.4).

Ovpolouaéeig

210, CUYKEVIPOTIKA OES0UEVA 0oPOAEiNG TV 13 pedetdv ovpololudEELS avapépnkay cuyvoTepa Y1a. TN
domayMeAolivi CUYKPITIKG [LE TO EKOVIKO Qdppoko (4,7% évavtt 3,5%, avtiotorya, PAEre

mapaypao 4.4). O1 teplocoOTEPES AOTUDEELS NTOV NTLOG EOC PETPLOG EVTACTS KOL TO (TOLLO
avtomokpiOnkav og Evav apyikd Koxkho cvuPotikng Bepameiog Kot oTavio 00N yNcay 6€ S10KOTTN TNG
Oepaneiog pe damaylpArolivn. Ot AOWDEEIS OVTES NTOV CLYVOTEPES OTLG YOVOIKEG, KOl TO, ATOOL [LE
TPOTYOVUEVO 16TOPIKO TV TaVATEPO VoL £X0VV VTTOTPOTLALoVGa AOTU®EY.
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> ueiétn DECLARE, cofoapd copfdvio ovporoiuméemv avagépnkay Atydtepo cuyva yio, T
damaylerolivn 10 mg cuykpttikd pe to eKovikd @appako, 79 (0,9%) coppavra Evavrt 109 (1,3%)
ouupaviov, avticTolya.

Avénuévn kpeativivny

Ot oyetikég pe v owénpévn Kpeativivn avemBounteg evépyeleg NTaV OPAOOTONIEVES (). LELOUEVN
veppiKn kaBapon kpeatvivg, veppikn ducAiettovpyio, avEnpuévn KpeaTvivi) aiploTtog Kot LELMUEVOG
pLOuog omelpapatikig 1 dnonc). Avti n opadonoinon twv avtdpdoewv avaeépdnke oe 3,2% kot 1,8%
tov acBevov mov Ehafav damayAipiolivn 10 mg kot eikovikd appako, avtiotoya. Xe acleveis pe
(ULOIOAOYIKT VEPPIKT ALTOVpYio, 1] NTLOL VEPPIKT] SucAEITOLPYin (aPyIKN TIUN

eGFR > 60 ml/min/1,73m?) n opadomoinon avt) Tov ovidpdcemv avaeépdnke ot 1,3% kot 0,8% tov
acBevav mov Ehafav damayiipiolivny 10 mg Kot ewovikd appoako, avtiototyo. Ot avTidpacels aVTES
Aoy cuyvotepeg o€ acbeveig pe apyuch Tiun €GFR > 30 kat < 60 ml/min/1,73m? (18,5% SamorylipAiolivn
10 mg évavtt 9.3% €1KoviKO QApPLOKO).

H nepartépw a&lohdynon acBevdv mov eiyov oyeTIKEG PLe TOVG VEQPOUG avemBountes evépyetes £0e1&e OTL
01 TEPIGGOTEPOL ElY OV peTAPOAES KpeaTvivig 0pov < 44 pikpoypappopopa/l (< 0,5 mg/dl) and myv
apy] Tipn. Ot avéNoeLg TG KpeaTvivng fTav YEVIKA TOpOodKES KATA TN O1EPKELN TG GLUVEXOVG
Bepamneiog N avaoTpéyipes HETA TN dakomn TG Bepamneiog.

> perétn DECLARE, coumepthapufavouévoy Tav NAKIOUEVOVY acBEVOY Kol TOV 0GHEVOVY LLE VEQPPIKT
dvchertovpyia (eGFR pikpotepo amd 60 ml/min/1,73 m?), to eGFR peidOnke pe Tnv mépodo Tov xpdvou
Kol oTIg dVo opddeg Bepameiog. Te 1 étog, n uéon tun tov eGFR ftav ehaepdc younidtepn kot ota 4
£, n uéon Ty tov eGFR ftav ehappdg vynAdtepn 6Ty opada g domayAiprolivng o€ GOYKPIoT UE
NV opdda TOL EIKOVIKOD PUPUAKOV.

Avopopd TOavoloyoOueEVOV avETOOUNTOV EVEPYELDY

H avagopd mBavoroyodpevov avemBountmv evepyeimv PETA amd T Yopnynon adetog KukAopopiag Tov
QOPUAKEVTIKOD TPOiOVTOG ivar onuavtikh. Emtpénet ) cvveyn maparxorlohnon g oxéong opérovg-
KIvdUVOL TOV POPUAKEVTIKOD TPOIOVTOG. ZNTEITOL ATd TOVG EMAYYEALOTIES VYEIOG VO OVOPEPOLV
omolecoMmote TOAVOLOYOVUEVEG aveTIBOUNTEC EVEPYELEC LECH TOV EOVIKOD GLGTILOTOS AVAPOPAS TTOV
avaypdoeetor oto [apdpnuo V.

4.9 Ymepdooolroyia

H amopdxpouveon g damayliprolivng pe opokdBapon dev Exet pehetndei. H mo amotehespotikn
UEBOSOC Yl TNV OTOUGKPVVGT) TG UETQOPUIVIIG KO TOL YOAKTIKOD givan 1 apokdbapon.

AomoyMoerolivn

H domaylMoelolivn dev euepdvice omoladmote TOEIKOTNTA GE VY ATOUE KOTO TV od TOV GTOUATOG
yopnynon epdama docewv mg kar S00 Mg (50 popéc vynAdTEPES OO TN UEYIGTI GUVIGTMUEVT] OGN GTOV
vBpwmo). Ta dtopa avtd giyav aviyvedoiua enimeda YAVKOING oTa 00pa Y10, Lot SOGOEEAPTMUEVT
¥POVIKT TEPi0d0 (TovAdyioToV 5 NuéPec Yo, T 8don Twv S00 mg), ympic Kapio avapopd apuddTmond,
VIOTOONG 1 Slatapayfg Tov 160LVYIOV NAEKTPOAVTMV Kol Y®PIc Kopio KAVIKG GNUOVTIKY ETIOPAOT] GTO
pecodidotnua QTc. H enintmon g vroyAvkaipiog oy Topopol e EKEIVI] TOV EIKOVIKOD QUPUIAKOL.
e KMVIKEG HEAETEC OTIC 0moieg yopnynOnkav epanal nuepnoteg dooeig émg kot 100 mg (10 popéc
VYNAOTEPES ATTO T1 GLVIGTAOUEVT dOGT 6TOV AVOP®TO) Y1 2 POOUASES GE VY1 ATOUN KOl (TOUN. LLE
Swafritn THmoL 2, N EMINTOON TG VIOYAVKOLUIOG T TAV EAAPPDG VYNAOTEPT) CLYKPITIKE [LE TO EIKOVIKO
@apuako kat dgv Nrav docoe&aptopevn. Ta T0cootd TV avembduntov coufaviov teproupavouévmy
AQLIATMOONG 1| LIOTOGCTC, NTUV TAPOLOLN [LE EKEIVO TOV EIKOVIKOD QUPUAKOL Kal OgV Topatnpr ooy
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KAVIKG ONUOVTIKEG 0COEEAPTDUEVEC LETAPBOAEC TOV EPYUCTNPLUKADV TAPUUETPOV, TEPIAAUPAVOLEVEDV
TOV EMTES®V NAEKTPOAVTAOV GTOV 0pd KOl TOV PLOAOYIK®V SEKTMV TNG VEQPIKNG Aettovpyiag.

e TepInToT VTEPSOGOAOYING, TPEMEL VO EEKIVIIGEL KOTAAANAT VITOGTNPIKTIKY Oepameia OTmg
VIAYOPEVETOL AmO TV KAVIKY KOTAGTOGT TOL acBevoig.

Metpoppivn

Agv éyel mapotnpn el vmoyAvkarpio e SOCELS LETPOPUIVIG £G 85 g, v KOl EYEL AVOKVWEL YOAOKTIKN
o&émon oe tétoleg TepuTdaels. H vynAn vrepdocoroyia 1 0L GUVLIAPYOVTEG KIVOUVOL TNG LETPOPUIVIG
umopei va 0dnynoovv oe yoraktikn o&éwon. H yolaxtiky o&émon anotelel emelyovoo 10TPIKT KOTACTOON
Kol Tpémel va, avtipetoniletal 6to vosokopeio (BAEne Tapdypagpo 4.4). H mo amotedespotikn péBodog
Y0l TNV OTOUAKPUVGT] TOL YOAKTIKOD KoL TNG LETQPOPUEIVIG EIVaL 1) OLLOSTOALOT).

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@appoxodvvopkés 1010TNTES

Doppokobepamentikn katnyopio: OApHoKe TOV ¥PTNGULOTOLOVVTOL Y10 TO ST, CLVOVAGHOL ATd TOV
GTOUATOG YOPNYOVUEVAOV DITOYAVKUUIK®V Tapaydviov, kadwkog ATC: A10BD15

Mnyovicoc dpaong

To Ebymect cuvévalet 600 avimepyAuKopikd @opUOKEVTIKA TPOIOVTA HE SLOPOPETIKO KoL
GUUTANPOUATIKO PNYovicpo dpaong yia tn Pertimon Tov yAvkoiikod eAéyyov oe acbevelg pe dtafrn
TOmov 2: T damayierolivn, évav avactoléa ToL cuupEToPopéa vaTpiov-yAvkolng 2 (SGLT2), kot v
VOPOYAMPIKT] LETPOPUIVN, EVO LEAOC TNG KATNYOPIaG TV dtyovavidimv.

Aorayriprolivy

H damayliprolivn givar évag mold 1oyvpog (Ki: 0.55 nM), ekAeKTIKOC Kot 0vVaSTPEYILOGC OVOGTOAENS TOV
SGLT2.

H avactol tov SGLT2 amd tn damayAiprolivn petdvel TV emavappoenon g YAvkOIng amd to
OTEPALATIKO OMONUO GTO EYYDS VEPPIKO COANVAPLO LE TOVTOYPOVN LEIMOT] TNG EXAVOPPOPNONG VATPIOV
oV 0dNyel 6€ amEKKPLoT YALKOLNG 6T 00Pa Kol OGUMTIKT O100PNoN. ZVVETMOG, 1 damayAlprolivn
ALEAVEL TNV TTOPOYN VATPIOL GTO GT® COANVAPLO, YEYOVOGS TTOV CLEAVEL TN COANVOPLUKT] OVASPUCT) KO
UELDVEL TNV EVOOGTEIPALOTIKY TTEST]. AVTO 68 GLVOLOCUO UE TNV OGUMTIKY dtovpNon odnyel o€ peimon
NG LLEPPOPTIONG OYKOV, UEIMUEVT] OPTNPLOKN TEST) KOl YOUNAOTEPT] TPOPOPTIOT| KO LETOPOPTIOT], TO.
omoio UTOPEl VoL £0VV EVEPYETIKA AMOTEAEGLLOTO, GTV KOPILOKY] OVOLOPP®GT KOl T1 SIOGTOAMKN
Aertovpyia, kot oatnpet ) veppikn Aettovpyio. Ta kapdiokd Kot veppikd o@EéAN g damayitprolivng oev
eEapTOVTOL OMOKAEIGTIKA Oto T peimon g YAvkolng Tov aipatog. AAleg emdpacelc mepiiapfavovy
aOENOT TOV AUATOKPITY KOl LEI®GT TOL COUATIKOL Bapovc.

H domayhMololivn Beltidvel T0c0 ta enimeda TG YAVKOING TAAGUATOG VNOTELNG OGO KOt TNG
HETAYEVHOTIKNG YAVKOLNC, LEWDVOVTOG TN VEQPIKT EXAVOPPOPNOT| TNG YAVKOLNG TTOL 001YEl o8 amEKKpion
™G YAVKkOING oto ovpa. AT 1) OTEKKPLoT TG YALKOING ota ovpa (YAvkolovpikn emxidpact)
TOPOTNPELTOL LETE TN YOPNYNOT TNG TPMTNG dOoNGS, cuveyiletar Katd T didpkeld Tov 24mPOV
S30COAOYIKOV PECOJOCTAIATOG Kot dtatnpeitan Kab' 0An ) didpkeia g Beponeiog. H mosdtnTa TG
YALKONG, TOV ATOUOKPVVETAL AITO TOVG VEPPOUG LEGH TOV OVMTEPM UNYOVIGHOV e€apTdTal amd T
GLYKEVTPMOT] TG YAVKOING 6T0 aipa Kot To pulud orelpapotikig dtndnong. Q¢ ek To0Tov, G ATOUN LE
@LOI0A0YIKT YAVKOLN aipatoc, N SamayAipiolivn &xel xaunin tdon va npokoiel vroyAlviopio. H
domayMpArolivn dev LEIDVEL TN PLGIOAOYIKT] EVOOYEVT TAPAY®OYT YAVKOING MG amOKPIoT GTNV
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vroylvkapio. H damaylerolivn dpa aveEdptnto amd tnv EKKPLor Kot T dpdor TG tVGOLAIVIG.
Iopatpndnke Pertioon 610 HOVTEAO OHOIOGTAGNG Y10, TV EKTIUNOT TNG Agttovpyiag TV B-KuTTdpmv
(HOMA beta-cell) o khvikég peréteg pe damayierolivn.

O SGLT2 ekppdletar emiektikd otov veppd. H damayAiprolivn dev avaotéAdhel GALOVG LETAPOPEIS TG
YALKONG ONUOVTIKOVG Y10 TN HETAPOPA TNG YAVKOLNG GTOVG TEPUPEPLKOVS 1GTOVG Kol ERPAVILEL

> 1.400 @opég peyardtepn exkiektikotnta yio. tov SGLT2 évavti tov SGLTI, 1o Pacikd petapopéa 610
£€viepo mov gvBLVETAL Yot TNV OTOPPOPNON TNG YAVKOING.

Merpopuivy

H petpoppivn givar éva dtyovavidio e avTmepyAKOUKES I10TNTES, TO OO0 LEIMVEL TOGO TN BoctKn
0G0 KOl TN LETAYELUATIKY YAVKOLN TAdouatog. Agv dieyeipel TNV EKKPLOT| IVGOLAIVIG KOt MG €K TOVTOV
dev mpokael vroyAvkaipia.

H petpoppivn pmopel va dpacel HEGH TPLOV UNYOVICUOV:

- Helmong TG TapaymyNs YALKOING 6To HTop HECH OVAGTOANG TNG YAVKOVEOYEVEGTC KoL TNG
YAVKOYOVOALGNG

- PETPLOG aOENGNG TNG EVUIGONGING GTNV WWGOVAIVY, BEATIOVOVTAG TNV TEPLPEPIKT TPOGANYT KoL
xPNom g YAvukolng 6Toug poeg

- eMPPAaduvong g eEVIEPIKNE amoppoPNnong YAVKOING.

H petpoppuivn dieyeipet tnv evdokvttdpia cvvBeom yAvkoydvov dpmvtog emi TG cuvletdong tov
yYAvkoyovov. H petpopuivn av&avel tnv ikavotta HETOQOPAS EIOTKMY TOTWOV UEUPPOVIKDY DTOS0YEMV
g yAkolng (GLUT-1 ka1 GLUT-4).

Doppokodvvoukéc emdpGoels

Aamoyriprolivy

AvENoelc 6NV AmEKKPIVOUEVT TOGOTNTO YAVKOLNG GTa 0Vpa Topatnprfniay 6g vy ATopd Kot 6 GTOL
Ue coKyopmdn dapntn Tomov 2 petd ) yopnynon domayMorolivine. Katd mpocéyyion 70 g yAvkding
ameKKpivovTay nuepncing ota ovpa (avtictotyovv o€ 280 kcal/muépa) pe d6om damoyAprolivig

10 mg/muépa og dtopa e cakyapddn dafntm tomov 2 yuo 12 efdopnddes. Evoei&elg ovveyovg anékkpiong
YAvKoOng mapatnprdniay ce dToua e GaKYapdon dafiTn TOTOL 2, GTOVG omoiovg Yopnynonke
doamayMerolivn 10 mg/muépa yia £mg kot 2 €.

H améxipion yAvkolng ota ovpa pe T damayAiprolivin odnyel emiong o€ OGUOTIKY d10VPNOT Kol
aLENCELS GTOV OYKO TV OVP®V GE GTOUA, LLE GaKYap®@ON dtafntn Tomov 2. O dyKog TV 00pmv ovEaveTal
o€ AToo pe cakyopmon dtoprtn tomov 2 mov ElaPav damayiiprolivn 10 mg cuveyiotnkav uEypt Tic

12 e¢Bdopadeg kot aviABay katd tpocéyyion oe 375 ml/mpuépa. H abénon tov dyKov tmv ovpwv
GUOYETIOTNKE L€ HIKPT Ko TopOodIKn adENGN TG OmEKKPLOTG VATPIOL GTa 0VPa, 1) OTTOi0, dEV
GUOYETIOTNKE e HETAPOAEG OTIC CLUYKEVTPMGELC VOTPIOV GTOV 0pOd.

H améxipion ovpucod 0&€og ota 00pa awéndnke emiong mopodikd (yia 3-7 nUEPES) Kot GUVOSEVTNKE OO
oUVEYN LEIMGT TV GLYKEVTPMGEMY 0VPIKOD 0EE0C 6TOV 0p0. XTIG 24 gfSOUASES, Ol UELMGELS OTIG
GUYKEVIPMGELG OVPIKOV 0EE0G GTOV 0pd KLpdvOnKay oo -48,3 émg —18,3 micromoles/I

(-0,87 émwc¢ -0,33 mg/dl).

SuykpiOnkay 1 QoPUOKOSVVOUIKT TG 006N ¢ TV 5 My damayAiprlolivng 600 popéc NuepNoime Kot g
d0oong tov 10 mg damayiliprolivng o eopd nuepnoing og vy dropa. H avaotodn tng veppikng
gmovappoOENoNg YAKOING o€ 6TafePOTONUEVT] KATAGTOOT KOl 1] TOGOTNTO TNG OEKKPIVOUEVNC YAVKOING
T 00PA Y10 Lol TEPT0S0 24 @PdV TaY 1610 Y10 OUPOTEPO. TO, SOGOAOYIK(, GYNUATO..

Merpopuivy
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Z1ov dvBpwmo, aveEApTnTa Amd TNV OPAGCT) TNG GTNY YAVKOLUIO, 1) LETQOPLIV £XEL EVVOIKEG EMLOPACELC
o710 petafoiiopd Tov Mmdiov. Avtd &xel Kataderybel oe Bepamevtikéc S0GELS GE eAeyYOUEVES
UEGOTPODEGEG 1] LOKPOYPOVIES KAIVIKEC LEAETEG: 1) LETPOPUIVY LELDVEL TNV OALKT YOANGTEPOAT], TNV
LDL yoAnotepdin Kot To. eXinedo TpIyALKEPIOI®V.

Xe KMVIKEG PHEAETEG, 1 ¥PNOT TG LETQOPLIVIG cCLGYKETIOTNKE €lte e 6TaBEPO PAPOG CONATOG ElTE [UE
UETPLOL ATTOAELD COUATIKOV BApOVG,.

KAk ommoteAeouotikOTnTo Kol 0o QAAELD,

To660 1 Pertioon Tov YAvkapukoD eAéyyov 660 Kal 1 LelmoN TNG KPSy YELOKNG VOOT)pOTNTOG Kot
Bvnoottog arotelody avandonacto PEPOG TS Bepaneiog Tov dafrtn THmov 2.

H ovyyopnynon domayiprolivng kot petpoppivng Exet pehetndei o dtopa pe dafntn Tomov 2, mov dev
EAEYYOVTaV IKOVOTONTIKA LE ST Kot GoKN o LOVO, KOl GE (TOWO TTOV OV EAEYYOVTOV IKOVOTOMTIKA e
peteopivn og povobepameio ] 6€ GLVOLAGUO LE EVAY AVOTTOAEN TNG SITENTIOVAIKNG TETTIOAGG
(DPP-4) (ortayAmtivn), covAgovoriovpia 1| veovdivn. H Ogpancio damaylorolivig Kot pet@oppivng o€
OAEG TIG 00ELG EMEPEPE KAMVIKG KOl GTATIOTIKG onpovtikég Behtiwoetg e HbALC kot g yAvkolng
nAGopatog vnoteiog (FPG) cuykpitikd pe tov Edeyyo. KAvikd onpavtikég yAuKakég emdpaocelg
ovveEXIoTKAY 68 HaKPOYPOVIES TEPLOdoVg eméktaons £mg Kot 104 eBdouddmv. Meiboeig e HbAlc
mapoTnpROnKay o€ OAeC TIG VTOOUAdES e BAoT TO UL, TNV NAIKIA, TN VAT, TN SIAPKELL TNG VOGOV, Kol
to Agiktn Malog Zopatog (AMY) évapéng. Emumpdocheta, v efdopndda 24, kKAVIKA Kot GTATIGTIKA
ONUAVTIKEC PEATIDGELS, AVOPOPIKA LUE TIG HECEG LETAPOAEG TOV GOUATIKOD BApovg amd tnv Evapén,
mapotnpRonkay pe Tig Oepaneieg GuvoLACUOV damayAPAOlivNg Kl LETPOPUIVIG GUYKPITIKA UE TNV
opada eréyyov. Ot LEIDMGELS TOL COUATIKOV PAPOVS GUVEYIGTNKAY GTIG LOKPOYPOVIEG TEPLOOOVG
enéktaong £ng kol 208 gfdopddmv. Emmpdcbeta, n tpocOnkn damayiiprolivng 600 popég nuepnoiomg
TN UETQOPWIVY amodeiyOnKe amOTELEGUATIKY KOl AGQOAANG GE dTopa pe dapntn tomov 2. [epartépw,
V0 peréteg ordpketog 12 efdopadmv eAeyyOUEVES LE EIKOVIKO QAPUOKO TpayaToToOnKay og acheveic
L€ OVETTOPKADG ELEYYXOUEVO SPNTN TOTOL 2 Kot VEPTAON.

> peiétn DECLARE 1 domayhorolivn o¢ copminpopatikny Oepaneio ot Oepaneio mpoTumng
mepiBodymg pelwoe To KapdayyeloKa Kot veppikd cupfavia oe acheveig pe dtafntn tomov 2.

TAvkoupirog Eeyyog

Ocpansio mpooOnkng ovvovosioD

Ye o eEAeyyopevn pe evepyo Bepameio peAétn un katmtepdtnTag didpkelog 52 efdouddmv (pe Teptddong
eméxtaong 52- kot 104-gBdouddwv),  damayiiprolivny 10 mg a&loloyndnke g Oeponeio Tpocbnikng ot
UETQOPLIVI] GUYKPITIKE pE o sovApovurovpia (YAmilidn) og Oeponeio mpocOnkng ot petpopuivn o
dropa pe avemapkn yAvkopko Ereyyo (HbAlc > 6,5% xat < 10%). Ta anoteléopota £dei&av mapopola
uéon peimon g HbAlc amd v évapén uéypt v efdoudda 52, cuykprrikd pe ™ yAumlion,
Kotadeikvdoviag erouévag un katotepotnta (TTivakog 3). Tnv efdoudade 104, n tpocoappocuévn puéon
petaforn g HbAlc and v apyuc Ty frav -0,32% yo ™ damayliprolivn ko -0,14% yio
yAmlion, avtiotoya. Ty efdopdda 208, n tpocappocpévn péon petaforr me HbALc amd v évapén
nrav -0,10% yia t domayAiprolivn kot 0,20% yio tn yAumlion. Xtig 52, 104 ko 208 efdouddsg, Eva
OMUOVTIKA YOUNAOTEPO TOGOGTO ATOU®Y 6TV opada g damayApArolivng (3,5%, 4,3% «ai 5,0%,
aVTIGTOY0L) ELPAVIGOY TOVAGYIGTOV £Va ETEIGOSI0 VIOYAVKALUIOG GCUYKPLTIKA LE TNV opdda g YAumiliong
(40,8%, 47% kot 50,0%, avtictorye). To TOGOGTO TV GLUUETEXOVIWV TOV TOPEUEIVAY OTNY UEAETN TNV
gBdoudda 104 kot v gfdopnade 208 Ntav 56,2% kat 39,7% yio. Tnv opdda g damaryApArolivng Kot
50,0% a1 34,6% yio. TNV opdda tng yAamiong.
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IMivoxkag 3. Arotehéopata tnv pdopnada 52 (LOCFY) 6g pio eheyyopevn pe evepyo Ospancio pelétn
oVYKpLonS TS damayiorolivng pe yamlion og TpocOkn 611 HETEOPRIVY

Aoamayliolivy I'amdiion
HopapeTpog + pet@oppuivny + peTQoppuivy
NP 400 401
HbAlc (%)
‘Evopén (uéom tiun) 7,69 7,74
Metofoin amd v Evapén’ -0,52 -0,52
Awopopd amd yMmilion + petpoppivn? 0,00°
(95% CI) (-0,11, 0,11)
Topatiké papog (kg)
‘Evapén (uéon mun) 88,44 87,60
Metapoin amd v évapén’ -3,22 1,44
Awpopd amd yamlion + petpoppivn? -4,65"
(95% CI) (-5,14, -4,17)

*LOCF: Metagopd televtaiog Topatipnons.

PTuyanomompévo, dropa ko dropa wov EhaPav Oepameio, pe LETPNOT TG OMOTEAEGUATIKOTITOG KATA
v évapén kot tovAdytotov 1 pétpnon petd myv Evapén.

Méon T ELAYIGTOV TETPOYDOVOV TPOGUPHOGHUEVT] Y10 TNV OPYLKT TN

3Mn KOTOTEPOTNTO EVOVTL TOV GLVSVAGLOD VAL + pHet@oppivn.

“Tuym p < 0,0001.

H damaylprolivn og Bepameio mpocOnkmng ot povobepaneio LeETQOPUIVIG, OTN LETPOPUIVT GE
ovvdvaoud pe ortayMmtivi), covApovuiovpio 1 tveovAivn (ue N yopis emmpocheta amd ToLV GTOUNTOG
YXOPNYOVLEVE VITOYAVKOUUIKE QPOPUOKEVTIKA TPOIOVTA, TEPIAAUBOVOUEVIG TNG LETQOPUIVIG) ETEPEPE
OTATIOTIKG oNUAVTIKEG péoeg petmoelg g HbALC otig 24 efdopddec cuykpLTika pe ta dropa mov Edafav
gikovikd edpuaxo (p < 0,0001, ITivakeg 4, 5 xat 6). H domayiiprolivy 5 mg dbo popic nuepnoimg
EMEPEPE OTOTIOTIKA onuavTikég pewmoelg otv HbALC otig 16 efdopddeg cuykpLtikd pe toug
ovppetéyovteg mov Eafav eikovikd eappoko (p < 0,0001, IMivaxag 4).

O1 peiwoeig omnv HbALC mov mapatnprnkav v efdouddo 24 Swutnpndnkav otig peréteg emmpocOeng
Bepanciog cuvdvocpov. I'a ) pedétn tpocbnkng ot peteopuivy, ot peiwoelg e HbALc dwatnpronkay
péxpt v efdopada 102 (-0,78 % kot 0,02 % npocappocpévn péon petaPorn omd v Evapén ya
damayAiprolivny 10 mg kat To gikovikd @appoako, avtiotorya). Tnv eBdoudda 48 yia to cuvdvacud
LETQOPUIVIG KOt SLTOYAITIVIG, 1] TPOCAPUOGUEVT] HECT] LETOPOAN amd TV Evapén yio

doamayhMerolivy 10 mg kot to eucoviko edppaxo Nrav -0,44% kot 0,15%, avtictorya. Tnv efdopdoa 104
Yo, TV eovhivn (pe M yopic emmpocheta amd Tov GTOUATOS YOPNYODUEVO VITOYAVKOLUIKG QOPUOKEVTIKA,
TPOioVTa, TEPIAAUPAVOUEVNC TNG METPOPuIvIC), ot petdoelg otnv HbALC ftav -0,71% «at -0,06%
TPOCAPUOGUEVT HEOT) HETABOAN amd Vv évapén yia T damayAproliviy 10 mg kot to uKoviKo eapuaKo,
avtiotorya. Tig efdoudadec 48 ko 104, 1 666M ™G WoOVAIVIG TopEUEVE 0TAOEPT CLYKPLTIKG e TNV
évapén og dropa mov Edafav damoayiprolivy 10 mg o péon d6on tov 76 IlUMmuépa. Znv ouddo
EIKOVIKOD QoppaKov mapotnpiinke advénon g teéenc tov 10,5 IlUMpépa ko 18,3 IlUMuépa amd v
évapén (uéom d6om tov 84 ko 92 IlUMmuépa) tig efdopddeg 48 ko 104, avtictorya. To m0606To TmV
acOevav mov Topéusvay otn peAétn péypt v efdoudda 104 rav 72,4 % yio Ty opudda g
doamayhMeroliving 10 mg kot 54,8% yia trv opdado Tov EIKOVIKOD QOPUAKOV.

e i Egywplot avarvon acbevaov vd Oepomeio e voovAivn Kot petpoppiv, pewboelg g HbAlc
TOPOUOLEG UE EKEIVEG IOV TTOpaTPNONKOY 6T0 GUVOAKO TANBVGUS TNC LEAETNG TTopaTPHONKOY GE dToua
nov Elafav domaylerolivn pe wveovkivn kot petoppivn. Ty efdopdda 24, n uetopforn tg HbALc and
v évapén oe dropa mov Edafav domayMerolivn Kot tveovAivn pe petopuivn nrav -0,93%.
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IMivoxac 4. Anoteréopato (LOCFY) gheyyopnevov ne EIKOVIKO QAPROKO HELETOV SLOPKELNS £0G KoL
24 gfdopadmv g damaylgprolivng o€ Bepoameio TPpocOKIG GUVOVAGHOV pnE pETPOPRIVN 1
HETOOPRIVI KOL GLTOYMTTTIVY

Ogponeio TPosONKNS GVVOLAGHOD

Metgoppivy! Metgoppivy P Metgoppivy! + srraylmrri
i
Aomaymerol Ewoviké | Aamaylgiol Ewkovik | Aamayhgrioli Eikoviké
ivn PappoKo ivn 0 v PAaPPUKO
10 mg QD QD 5mg BID Pappax 10 mg QD QD
0
BID
NY 135 137 99 101 113 113
HbAlc (%)
‘Evap&n (péon
Tum) 7,92 8,11 7,79 7,94 7,80 7,87
Metofoin amod
mv évapén? -0,84 -0,30 -0,65 -0,30 -0,43 -0,02
Awpopd amd
TO EIKOVIKO
PapuraKo’ -0,54" -0,35" -0,40"
(95% CI) (-0,74, -0,34) (-0,52, -0,18) (-0,58, -0,23)
Atopa (%) mov
TETVYOV:
HbAlc < 7%
[Ipocappocpé
N Yo TV
évapén 40,6™ 25,9 38,2" 21,4
(N=90) (N=87)
Bépog copatog
(kg)
"Evapén (uéonm 86,28 87,74 93,62 88,82 93,95 94,17
Tpn)
Merafoin amd -2,86 -0,89 -2,74 -0,86 -2,35 -0,47
mv évapén’
Awapopd. omd -1,97° -1,88™ -1,87"
TO EIKOVIKO
PappoKo® (-2,63, -1,31) (-2,52, -1,24) (-2,61, -1,13)
(95% CI)
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Yvvropoypaeies: QD: pa popd nuepnoing, BID: dvo popég nuepnoimg.

Merpoppivn > 1500 mg/muépa.

ZXitoyhmtivn 100 mg/mpépa.

*LOCF: Metagopd televtaiog Tapatnpnong (tpo g Oepaneiag didomong ya to dropa wov Elafav Oepaneio
dlomong).

PEAeyyOpevn pe etkovikd @apuako perétn didprelog 16 eBSopnddmy.

YOAQ TO. TOYOLOTOMUEVE, GTOLLO, TTOV EAOPOV TOLAGYIGTOV Lid SOGT TOV PAPUAKEVTIKOD TPOIOVTOG TNG STAG-TUQANG
HEAETNG KaTd TN ddpketa g Bpoyeiog SmAG-TVQANG TEPLOSOV.

SMéom Tiun ELE(IOTOV TETPUYOVOV TPOGAPLOGHEVT Y10 TNV OPYIKT) TN,

Ty p < 0,0001 &vavTi TOV EIKOVIKOD GUPUAEKOD + GO TOL GTOUATOG YOPTYOVLEVOD VIOYAVKAUIKOD
QOPLOKEVTIKOD TPOTIOVTOC.

T p < 0,05 &vavit Tov EIKOVIKOD GAPUEKOD + om0 TOV GTOUOTOG YOPTYOVHUEVOD DILOYAVKALUIKOD
QOPLOKEVTIKOD TTPOTIOVTOC.

"H nococtiaio petafoln Tov copatikod Pépovg avarddnke og Bactkd devtepedov tehkd onueio (p < 0,0001). H
amoALT petaPorn oto copatikd Bapog (og KIkd) avoivdnke pe ovopaotikn tiun p (p < 0,0001).
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Iivakog 5. AmoteléopaTo EAEYYOREVIC 1LE ELKOVIKO QAppaKo peAETNG OrapKelag 24 foopnadsmv g
damayMorolivne o€ Oepameio TPosONKNS GUVOLUGHOV HE HETOOPUIVI] KO HLY, GOVAPOVLAOLPIO

Oeponeia TPocONKNS GVVOLAGUOD

YovApovvrovpia
+ petoppivy’'
Aomayhgrolivy Ewovik6 ¢appaxo
10 mg

N* 108 108
HbAlc (%)?

‘Evapén (uéon tun) 8,08 8,24

MetaBoin amd v

"Evapén? -0,86 -0,17

Awopopd amd 1o Ewovikd

DOappako? -0,69

(95% CI) (-0,89, -0,49)

Atopa (%) mov méETvYAV:
HbAlc < 7%

[Ipocapuocpévn yio v

Evapén 31,8 111
Bapog Zopatog (kQ)

"‘Evapén (uéon tiun) 88,57 90,07

Metafoin amd v

'Evap(gn‘/ -2,65 -0,58

Awpopd amo to Eikovikd

Déppoxo’ -2,07

(95% CI) (-2,79, -1,35)

Metgopuivn (Loppéc Gueong 1 mapatetapévng anodéopevong) >1500 mgmuépa poll pe t péytot avek
300N, IOV TPEMEL VAL VAL TOLAGYLGTOV TO MOV TNG LEYIGTNG dOONG LN GOVAPOVOAOVPING, Y10l SLAGTILLOL
ToVAGYIoTOV 8 BSOSV TPO TNG EVTAENG.

*Tuyotomompéva dropo Kot dropo mov Elafav Oepameio pe PETPNOT TNG OTOTELEGLOTIKOTNTOG KOTE TNV
évapén kot TovAdytotov 1 pétpnon petd v Evapén.

PH HbA1c npocdiopiotnke péom Soypovikng avéivong exavarapfavouevoy petpiocmv (Longitudinal
Repeated Measures, LRM).

"Méon T EAIYIOTOV TETPUYDVOV TPOGOUPLOGHEVT] Y10 TIV OPYLKT TILT.

“Twn p < 0,0001 &vavTt Tov EKOVIKOD QAPUAKOD + 0O TOV GTOUOTOG YOPTYOUUEVOV(MV)
VIOYAVKOUUIKOO(V) paprakeLTIKoD(mV) Tpoidovtog(mv).
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IMivoxac 6. Aroteréoparto Ty pdopndda 24 (LOCFY) o€ mo eheyyopevn pe EIKOVIKO Qapuoko
peiétn g domay@roliviig 6€ 6UVOVAGHO HE LVGOVLAIVY (G povodepameia 1) pe 0md TOV GTONATOS
YOPNYOVUEVH VTOYAVKULULKG QUPUUKEVTIKA TPOIOVTA, TEPIAOUBUVOUEVIG TG LETOOPIIVIIC)

Aoamaylgiolivy 10 mg

+ 1veoviivy

* 06 TOV 6TONATOG
VTOYAVKOLUIKG QOPLOKEVTIKA

Ewoviké oappoxo
+ wveoviivy
+ am6 1oV 6TOpATOG
VTOYAVKOLUKG QOPULOKEVTIKE

Mapdapetpog npoidvro’ npoidvTa?
NP 194 193
HbAlc (%)
"‘Evapén (uéon tiun) 8,58 8,46
Metafoin amd v Evapén’
Al0popa 0o TO EIKOVIKO -0,90 -0,30
Papuoxo’ -0,60"
(95% CI) (-0,74, -0,45)
Bépog coparog (kg)
‘Evapén (uéon tiun) 94,63 94,21
Metafoin amd v Evapén’ -1,67 0,02
Al0popd amd 10 EIKOVIKO
PapuoKo’ -1,68"
(95% CI) (-2,19,-1,18)
Méon nuepniola 0001
woovlivyg (IU)*
"‘Evapén (uéon tiun) 77,96 73,96
Metafoin amd v Evapén’ -1,16 5,08
Al0popd amd 10 EIKOVIKO
PapuoKo’ -6,23"
(95% ClI) (-8,84, -3,63)
Atopa pe péon peimon g
NUEPNOAG dOGNE VGOLAIVIG
TovAdyiotov katd 10 % (%) 19,7 11,0

*LOCF: Metagopd televtaiog mopatipnong (tpw M katd tnv nuepounvio Tng mpdTG avodikhg TITAOToNoNg TG

WGOLAIVIC, AV YPELACTNKE).

POAG Tae TUYOOTTOMUEVE GTOHO. TOV EAAPAY TOVAGYIGTOV Lid SOGT TOV PUPUUKEVTIKOD TPOTOVTOC TNG STAG-TOPANC
HEAETNG KoTd TN didpketa g Ppoyeiog STAG-TVEANG TEPLOSOV.
"Méom TN EAGYLOTOV TETPAYDOVOV TPOGOPUOGUEVT] Y10 TNV OPYIKT] T KOl TV TOPOVGIo VOGS XOPTYOVLEVOL ATd
TOV GTOUATOG VITOYAVKAULIKOD QOPLOKEVTIKOD TPOIOVTOG.
“Twn p < 0,0001 &vavit elkoviKod EapUEKOL + IVGOLAIVIG £ amd TOV GTOUATOC XOPTYOVUEVO DIOYAVKOLILIKO

POPUAKEVTIKO TPOIOV.

T p < 0,05 £vavTt EKOVIKOD QAPHAKOD + VGOVAIVIG % Gtd TOL GTOUATOG YOPTYOVLEVO DILOYAVKOLUIKO

(POPUAKEVTIKO TPOTOV.

1 Avodikn Tithomoinon Tov cynudTev eovrivng (meplapPovopévng e vaoviivng Bpayeiog kot evdidueong
dpdiomg Ko TG PACIKNG VGOLAIVNG) EMTPEROTAYV LOVOV EAV TOL ATOLN TANPOVGOV T TPOKAOOPIoUEV KPLTHPLL TNG

yAokding mhdopotog vnoteiog (FPG).

2T0 50 % tov atdumV JTay Vo povodepaneio VGovAivig katd TV &vapén, To 50% AdpPoave 1 1 2 amd Tov
GTOMOTOG YOPNYOUUEVO(DL) VTTOYAVKOALUIKO(0) POPUAKELTIKO(aL) TPOToV(Ta) emmpOcheTO e VGOLAIVI: ATtd TN
debtepn avtn opdda, To 80% nrav vd povobepameio peteopuivng, To 12% Nrav vd Bepaneio pe peteopuivn Ko
GoVAPOVLAOLPIN, Kal 01 LITOAOUTOL TV VIO Bepameia pe 0md TOL GTOUOTOC YOPNYOVUEVO VITOYAVKOUIKA

POPUAKEVTIKA TPOTOVTAL.

2 GVVODOGUO UE LETPOPUIVY OE UN TPOoOepameviévovs aoleveis

Yvvolika 1.236 un tpoBepamevpévol acheveic pe averapkmg eheyyopevo dtofrtn tomov 2

(HbAlc > 7,5% kot < 12%) ovppeteiyov og 600 gleyyduevec pe evepyo Oepomeio pedéteg didpkeag

24 gfdopadmv yro TNy a&loAdyNncn TG ATOTEAEGUATIKOTITOC KO TNG AGPAAELNG TG damaryAlpAlolivng

(5 mg 1 10 mg) og cuvdvaoUO pe LETEOPIVN 6€ un Tpobepamevpévong acbeveic Evavtt e Bepameiog pe

Ké0e cvoTATIKO LLOVO TOV.
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H Bepamneia pe damayiprolivn 10 mg o cuvdvacud pe petoppivn (€mg kar 2.000 mg nuepnoimg)
mapeiye onuavtiké Pektidoelg otnv HbAlc og ouykpion pe ta pepovopéva cuatatikd (Ilivaxag 7) ko
odnynoe oe peyorutepec peiwoelg g FPG (og oOykpion [e To LEPOVMUEVO GLGTOTIK) KOl TOV
cOUOTIKOD BAPOVS (G€ GVYKPLOT LE TN LETPOPUIVN).

Mivakag 7. Amotehéopata Tnv efdopdda 24 (LOCF®) o€ pia eheyyopevn pne evepyo Ospameio perétn
¢ Ogpaneiog ovvoLacHOD damayl@Aoliviig Kol PETEOPUIVIG 6€ un TtpoBepamevpuévons acheveic

Aomayir@rolivn Aoamayir@rolivn Metgoppivy
10 mg + 10 mg
HoapapeTpog RETQOPRIVY
NP 211° 219° 208°
HbAlc (%)
‘Evapén (uéon tiun) 9,10 9,03 9,03
Metafoin amd v Evapén’ -1,98 -1,45 -1,44
Awpopé amd ™ Samorylrolivny! —-0,53"
(95% CI) (—0,74,-0,32)
Awopopd amd ™ peteopuivn’ —-0,54" —-0,01
(95% CI) (—0,75,-0,33) (=0,22, 0,20)
*L OCF: Metagopd televtaiog Topatpnong (rpo g Oepanciog didcwong yuo acbeveig mov Ehapav Oepomeio
dcmong).

POMot o1 Tuyaomompévor acBeveic mov EdaPoy TOLAG IGTOV [0, 3OGT TOL PAPLOKEVTIKOD TPOIOVTOG TS SITAL-
TOQANG HEAETNG KaTA TN dLdpKeLo TG Ppayeing SITAG-TVPANG TEPLOSOL.

Méon Ty ELAYIGTOV TETPOYDOVOV TPOGUPHOGHUEVT] Y10 TNV OPYLKT TN

“Twym p <0,0001.

Ocpomeio. oOVOVOTUOD e ECEVATION TOPATETOUEVHS OTOOECUEVONS

e pio 28-eBSopddmv, SIMAG-TVEAN eEAeYXOLeEVT] e evepyd Bepameia peAéTn cLYKPIONKE O CLVIVAGHOG
damaylprolivng kot eEevationg mapateTapévng amodESEVOTS (EVas aymvioTns Tov vrtodoyéa GLP-1) ue
povoBepomeio damayAieArolivng kot povobepameio eEevationg TapaTETAUEVTG ATOOEGUEVCTC GE (TOUN LUE
aVETOPKT YAUKOLUKO Eheyyo vtd povobepameio petpoppiving (HbAlc > 8% ko < 12%). Oleg o1 opddeg
Oepaneiog elyav peiowon g HbAlc oe ovykpion pe v apykn tiur. H Bepaneio cuvdvacpon otnv
opada damayAerolivng 10 mg kot e£gvationg ToPATETAUEVIG ATOOEGUEVONC KATEDEIEE UEYOAVTEPEG
uewnocelg g HbAlc amd v évapén oe cvykpion ue ™ povobepameio damayAipArolivng kot
povoBepaneio e&evotiong napotetapivng anodéopevong (Iivakag 8).
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Mivokag 8. Amoteléopata piog dokyug 28-efdopnadov damaylprolivg ko eEevationg
TOPATETAREVIG OTOOECUEVSN G EVavTL povobepareiog damayrl@rolivig kot povoBepamreiog
£€evaTiong TuPaTETANEVIIG OTOOEGIEVGTG, GE GUVOVAGNO pE peT@opuivy (acBeveic pe mp6Oeon
Oepomeiog)

Aamayherolivn Aamay@irolivn E&evarion 2 mg
10 mg QD 10 mg QD TOPUTETAREVG
+ + OTOOECUEVOTG
, . QW
eevation 2 mg ELKOVIKO @appaKo
TOPUTETAPEVIG QW +
amodéopsvong QW EIKOVIKO QApLOKo
Mapapetpog QD
N 228 230 227
HbAlc (%)
‘Evapén (uéon tyun) 9,29 9,25 9,26
Metafoln amd v Evapén® -1,98 -1,39 -1,60
Méon dapopd ot petafoin
Ao TV OPYIKN TIUN LETOED -059* -0.38**
0L c})v?}uacuolem oV (-0,84, -0.34) (:0,63, -0,13)
povot dpactikol Tapdyovto
(95% CI)
Atopo (%) mov mETVY AV
HbALC « 7% 44,7 19,1 26,9
Yopotiké papog (kg)
"Evapén (uéon tyun) 92,13 90,87 89,12
Metafoln amd v Evapén® -3,55 -2,22 -1,56
Méon dtapopd ot HeTAPOAN
Ao TV aPYIKN TIUN LETOED 1.33* 2 00*
TOV GLVILAGUOD KOl TOV ' '
(-2,12, -0,55) (-2,79, -1,20)

puovo¥ dpactikod Tapdyovio
(95% CI)

QD=pia popd nuepnoimng, QW=pia popd epdopadiaing, N=apBuog tov acbevav, Cl=5idompa umictocdvg.
“H mpocappocpévn péon Ty ehayiotav tetpaydvov (LS Means) kot n(ot) dwpopd(€c) g opddag Bepaneiog
oTN HeTaPOAN amd TG apyIkeS TIEG TNV efdoAda 28 TPOGOUOIDVOVTAL YPNCLULOTOIDOVTOG EVOL LIKTO LOVTELD

pe emavaiappovopeveg petpnoelg (MMRM), cupnepihopfavouévov g Bepaneiag, v meployng, e
Sotpopdtoons g apyxikng HbALe (< 9,0% 1> 9,0%), tov efdopddwv kot Bepansio avd efdoudda
OAANAETIOpaoT G 0 6TaOEPOT TAPAYOVTEG KO TNG OPYIKNG TIUNG (OC GUUUETAPANTY.

*p < 0,001, ™p < 0,01.

O1 p-tpég giva OAec TPOCAPHOCUEVES P-TYEG Y10 TOAAATAOTNTOL.

O avaivoelg eEapolv Tig petpnoelg Letd tn Bepaneio S14cmong Kot HETA TV TPO®mPN SIOKOTY| TOV
QOPUAKEVTIKOD TPOTOVTOG TNG HEAETNC.

LAvkdln mhdouoroc vijoteiog

H Ogpancio pe domayiorolivn wc mpoctnkn eite otn povobepameio peteopuivng

(bamayliprolivn 10 mg o gopd nuepnoing 1 damayiiprolivny 5 mg dbo popég nuepnoimg) 1 o€
HETQOPUIVI] KOt GLTAYAITTIVI], GOVAPOVLAOLPIN 1] IVOCOVAIVY ETEPEPE GTOTIOTIKE ONUOVTIKEG LELDOELS TNG
FPG (-1,90 émg -1,20 mmol/l [-34,2 ¢w¢ -21,7 mg/dl]) ocvykpirikd pe 1o £1Kovikd Gapuoko

(-0,58 éwg 0,18 mmol/l [-10,4 éwg 3,3 mg/dl]) v eBdopada 16 (5 mg dbo popéc nuepncing) | v
ePdopdda 24. H emidpaon avtn mapatnpndnke v gfdopdada 1 g Bepaneiag kon dtatnpndnke otig
ueAéteg eméktoong uéypt v epdouado 104,
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H Ogpaneio cuvévacuod pe damayiipriolivn 10 mg kot e&evation TopateTapévng amodEGILELGTIC 00T YN CE
0€ GNUAVTIKG peyolvtepes petmoelg e FPG v efdopdda 28: -3,66 mmol/l (-65,8 mg/dl), oe cuykpion
ue -2,73 mmol/l (-49,2 mg/dl) ywa ™ povobepomeio domoayiiprolivig (p < 0,001) xat -2,54 mmol/l (-

45,8 mg/dl) yio. T povoBepaneio. e&evoartiong (p < 0,001).

Te pia €11k perétn oe doPnticodg acdeveic pe eGFR > 45 éog < 60 ml/min/1,73 m2, n Oepancia e
damaylprolivn katédeie permoetg g yAukolng mhdcpotog vnoteiog v efdopdda 24: -1,19 mmol/I
(-21,46 mg/dl) o€ oOykpron pe -0,27 mmol/l (-4,87 mg/dl) yio to gicovikd edpuaxo (p=0,001).

Merayevuotixn yAvkoln
H Bepameio pe damayiprolivn 10 mg og Tpochnkn e GrrayMmativn Kot LETQOPLLIVI) 00N YNGE OE PELDCELS
OTI LETAYELUATIKT YAVKOIN 2 0pdVv oT1g 24 gfdouddeg o1 omoieg dtatnprdnkay £mg kot Tnv efooudda 48.

H Oepaneio cuvovacpod pe damayAiprolivn 10 mg kot e&evation TopateTapéVng amodEGUEVCOTG 001y OE
0€ ONUOVTIKA PEYOADTEPES LEIDCELS TNG LETAYEVUATIKNG YAVKOING 2-mpdv TV €fdoudda 28 o cuykpilon
pe ka0e mapdyovia povo.

Zowuotixo Bapoc

H domayhMoelolivn oc tpocOrkn ce povobepomeio pet@opuivng 1 6€ GUVILAGUO LETPOPUIVIG KoL
orayMmtiving, covlpovurovpiag 1 veovdivig (ue N yopic emmpocheta amd ToL GTOUOTOS YOPNYODUEVOL
VIOYAVKOUUIKE QOPUOKEVTIKA TPOTOVTA, TEPIAAUPOVOUEVTG TG LETQOPUIVIG) 0ONYTOE GE GTUTIOTIKA
ONUAVTIKY pHEimoN Tov oopaTikol Bapovg Emg kot Tig 24 gfdopddeg (p < 0,0001, IMivakeg 4, 54 ko 6). Ot
EMOPAOELS OVTEG dlaTnPNONKaV o€ poKpoypoOVieS doKIUES. ZTig 48 eBdouadeg, N dtapopd Yio T
domayMerolivny o¢ Tpochnkn og LETQOPLIVI KOl GITAYAITTIVI] GUYKPITIKA LE TO EIKOVIKO QAPLOKO

Nrav -2,07 kg. Z1ig 102 efdopddeg, n dopopd yio tn damayerolivn ®g TpocOnkn ot HeT@opiivn
GUYKPITIKA LLE TO EIKOVIKO PAPLOKO 1) OC TPOGHNKT GTNV IVGOLAIVN GLUYKPLTIKA LE TO EIKOVIKO (PAPLLOKO
nrov -2,14 ko -2,88 kg, avtictorya.

Qg Bepamneio TpocHNKNG 6 pHETPOPUIVN OE Lol EAEYYOUEVT LE EVEPYO Depameio HEAETN UN KOTOTEPOTNTOG,
N domoayApAolivn 0dNyNGE GE GTATIGTIKA CNUAVTIKT UETABOAT TOV GOUATIKOD BAPOVe 6€ GVYKPION UE TN
yhmlion katd -4,65 Kg otig 52 eBdouddeg (p < 0,0001, IMivaxag 3),  omoia dwatnprOnke otig 104 kot
208 efdopadeg (-5,06 kg ko -4,38 kg, avtictorya).

O cvvdvacuog g damayAiprolivne 10 mg kot g e€evationg mopaTeTaUEVNG modEGUEVLONG £0E1EE
ONUAVTIKG HEYOADTEPES HEIDGELS Bhpovg og cOyKplon e kaOe mapdyovto povo (Iivaxag 8).

Mua, perémn didpketog 24 efdouddwv e 182 Srafntikd dropa pe Tn ¥p1HoN AmroppOPNGIOUETPIOG SITANG
déoung axtivav (DXA), mov mpayuatonomdnke yio v a&loAdynon Thg 6VGTAGTG TOV GMUNTOG
Kkatédelle peuwoelg pe damayAipiolivnl0 mg Kot peT@opiv) GUYKPITIKE [LE EIKOVIKO (pAPLLOKO Kot
UETQOPLLIVY, OVTIGTOLYO, 6TO COUOTIKO BApog kot TN Amdmon pala odpatog onwg petpdral pe DXA kot
Ol 6TO Un MT®ON 1676 1 TV ammAsio vypav. H Oegpancio pe domayhMololivy 10 mg kat petpoppivn
Katédelse aplOunNTIKn LEIMOT) TOV GTAAYVIKOD ATMO0VG 1GTOD GUYKPITIKE [LE TO EIKOVIKO QAPLLOKO KOl
HETQOPLIVI] GE LI0 VTTOUEAETN LAYVITIKNG TOLOYPAPIOG.

Aptnpioxn wicon

e o TpoKaBopIGUEVT] EVOTTOINUEVT] avOAvoT 13 eAeyyOUEVOV LE EIKOVIKO (PAPLOKO UEAETAOV, M
Oepamneia pe damayAiprolivy 10 mg 0dNynoe oe PeTafOAN TS GLGTOMKNG APTNPLOKNG THECC QO TNV
gvapén g taEemg Tov -3,7 mmHg kat TG SLGTOAIKN G apTnplakng wieong katd -1,8 mmHg

évavtt -0,5 mmHg yia T cvotoAkn kot -0,5 mmHg ywo ) dectoAikn aptnplokn wieon otnv opdda
EIKOVIKOD Qupuakov tnv gfdoudda 24. Iapouoteg peiwoelc mapotnpnnkay £oc tig 104 efdouddsc.

H Oepancio cuvovacpod pe damayiipriolivn 10 mg kot e&gvation TopateTapévng amodEGELGTIC 00T YNCE
0€ ONUOVTIKA LEYOADTEPT UEIOT TNG GVGTOMKNG AP TNPLOKNG Ttigomng v efdopndda 28 (-4,3 mmHg) e
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obvykpion pe  povobepaneio damayiiprolivng (-1,8 mmHg, p < 0,05) kot T povobepamneio e€evariong
nopoTeTapéVNg anodéopgvong (-1,2 mmHg, p < 0,01).

e 600 peréteg odpketog 12 efdouadmv eAeyyOUEVES LLE EIKOVIKO ApLOKO, Eva ocvvolo 1.062 acbevav
e OVETTOPKADG ELEYYXOLEVO SN TOTOL 2 Kot VEPTACT (TOPd TNV TPOVTAPYOLGA GTABEPT AYOYY| e
évav AMEA-I 1] ARB o¢ pio perémn kot évav AMEA-I 1 ARB padi pe po emmpoc0etn avimeptaoikn
Oepaneio og AAAN perétn) Elafav domaylerolivn 10 mg 1 ewovikd eappaxo. Tnv efdoudda 12 tov 600
peretdv, n domayiorolivn 10 mg poli pe t cvvnon avidapntiky Bepancia enépepe Pertimon g
HbALc ka1 peiwoe ™ SopHopEVN e EIKOVIKO PAPLOKO GVGTOAKY OpTNPLOKT TTieon katd 3,1 kot

4,3 mmHg, avtictouya.

Te pia €161k perétn oe doPnticodg acdeveic pe eGFR > 45 éog < 60 ml/min/1,73 m2, n Oepancia e
domayMerolivn KotédelEe PHEIMOELS TG GLGTOAIKNG OPTNPLOKNG TiEOTG 68 Kabpuevn otdon v gfdoudada
24 -4,8 mmHg cg cOyKkpion pe -1,7 mmHg yio 1o eikovikd appoxo (p <0,05).

AocBeveic ue apyxn ruws HbAlc > 9%

e o Tpokabopiouévn avaivor acbevav pe apykn tiunq HbAlc > 9,0%, n Oepaneia pe damayAiprolivn
10 mg emépepe otatioTikd onuavtikés peinoelg g HbAlc v efdopdda 24 mg mpocsbnkm ot
HeT@opuivn (mposappoopévn péor petafoin amd v evapén: -1,32% xar -0,53% ya ) damoyliprolivn
KOl TO EWKOVIKO QAPLLOKO, aVTIoTOLYO).

Lloroupixoc éleyyoc oe acgbeveic ue uétpio veppikn ovolsitovpyio Xpoviac Neopixinc Nocov (CKD) oradiov
34 (eGFR > 45 éw¢ < 60 ml/min/1,73 m?)

H amotelecpatikotta g doamayiproliving a&loloynonke o pia €101k peAétn o€ dofntikovg acbeveic
ue eGFR > 45 émg < 60 ml/min/1,73 m? mov &iyov avemopk] YAUKakd ELeyyo pe T cuvnOiouévn
nepiBoiym. H Bepaneia pe domayiiprolivn eiye oc amotéleoua peiwoeig g HbAlc kot Tov copatikod
Bapovg og cuykpion pe 1o gikovikd eappaxo (Ilivaxag 9).

Mivakag 9. Aroteléopata Tnv efoopndda 24 piog ELeYYONEVIG HE EIKOVIKO PAPRAKO NELETNG TNG
damayMerolivng og dufntikodg ocOeveic pe eGFR > 45 $w¢ < 60 ml/min/1,73 m?

Aamaylprolivy” Ewkoviké ¢appaxo®
10 mg

NP 159 161
HbAlc (%)
‘Evopén (néon tiun) 8,35 8,03
Metofolr and v évapén? -0,37 -0,03
Awpopb amd To EKOVIKO Qappako? -0,34*

(95% CI) (-0,53, -0,15)
Topatiké Bapog (kg)
"Evapén (uéon tyun) 92,51 88,30
IMocootd petaforng amod v Evapény -3,42 -2,02
Awpopd 610 T0GO0TO HETAPOANG 0md TO -1,43*%
EIKOVIKO QApLLoKo’

(95% CI) (-2,15, -0,69)

*H petgopuivn 1 M vOpoyAmpiky HeTOpiv anotehoboay puépog g cvvnbiouévng mepiBoulyng oto 69,4% Kot to
64,0% tov acBevodv yia Tig ouddec ¢ dumoyMeAolivig Kot TOL EIKOVIKOD QOPIAKOV, AVTIGTOYA.

P Méon tiun ELEIGTOV TETPOYDVMV TPOCOUPUOGHEVT Y10 THV GPYIKT TUL.

" IIpokvmtel amd ™ LEST T EAGYLOTOV TETPAYDOVOV TPOCAPLOCIEVT] VL0, TV OPYLIKT TIULT.

" p<0,001.

Kopdioyyeraréc kou veppixéc exfoosic
H perétn g Enidpaong g Aamayiipriolivng oe Kapdayysiokd Zoppavia (DECLARE) fitav po
O1eBVNG, TOAVKEVTPIKT], TUYOLOTOUEVT], OITAA-TUPAY], ELEYYOLEVN LE EIKOVIKO QAPLOKO KAVIKN LEAETN
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oL d1eENKON Yo TNV a&loAdynon g enidpacng g damayAlpAolivnc o€ cOYKPLoT LLE EIKOVIKO PAPLOKO
oe kapolayyelakés ekPacels, 0tav mpootédnie oty tpéyovca Bepaneio vrdPabpov. Olot o1 acBeveig
glyav cokyopmon dafnTn Tomov 2 Kot £ite TOLVANYIGTOV 600 TPOGHETOVS KOPIIAYYEINKODS TAPUYOVTES
Kwdvvov (nAia > 55 e1mv og avdpeg 1 > 60 eTdv o€ yuvaikes Kot éva 1 TEPLocOTEPA amd SVGAMTIOaLLia,
VIEPTACT] 1] TPEYOVCA YPNON KATVOD) EITE EYKATEGTNEVT KOPOLOLYYELOKT VOGO.

A76 tovg 17.160 tuyotomomuévoug acbeveic, 6.974 (40,6%) elyav eykaTeoTNUEVN KOPIIOYYELNKT VOGO
wat 10.186 (59,4%) dev giyav eykateotnuévn kapdiayyelakr voco. 8.582 acheveic tuyatomombnkav ce
damoylprolivn 10 mg ko 8.578 og g1kovikd gapLoko Kot mapakoAovdntnkay yio d1dpeco ypovo 4,2
ETMV.

H péon niia tov mtinBucpod g peléne ntav 63,9 ét, 37,4% Ntav yovaikec. Zovorkd, to 22,4% elye
Swfrtn Yo < 5 étn, n péom dudpketa tov St frav 11,9 €m. H péon HbAlc frav 8,3% kat o pécog
AMZX frav 32,1 kg/m?,

Katd v évapén, to 10,0% tov achevov elye 1otopikd kapdrokng avendpkeloc. H péon tur eGFR ftav
85,2 ml/min/1,73 m?, 10 7,4% twv acevav eixe eGFR < 60 ml/min/1,73 m? ka1 1o 30,3% twv acdevaov
glye pikpo- 1 poakporevkopatvovpia (Adyog Aevkopotivig tpog kpeatvivny ovpwv [UACR] > 30 £mg
<300 mg/g 1 > 300 mg/g, avtictoya).

O meprocdtepot acbeveig (98%) ypnoipomoinoay Eva 1 TEPLEGOTEPA SLUPNTIKA POPLOKEVTIKE TPOTOVTH
Katd v évapén, copmeprropfavopévne e petpopuivng (82%), g tvooviivng (41%) kot tng
covApovorovpiag (43%).

Ta Tpotedovta teAKd onpeio fTav 0 xpdvog £MG T0 TPMOTO GLUPAV TOL cHVOETOL KaPIYYELKOD
BavdaTov, epEpayLaTog TOV HVOKAPSIOL 1 IOYOUIKOD ayYelKo eykepauitkov enelcodiov (MACE) kot o
¥POVOG MG TO TPMTO GVUPAV TOV cHVOETOL VooTAEiog Y10 KapdlokT avemdpkeln 1| kapdioyyelakd Oavaro.
Ta devtepedovta TEAKA onpeio Tay To VEPPkd cvvheTo TeEMKO onueio kot 1 Bvnodtnta O ®V TV
ALTIOV.

Meilova avemBounta kopdiayyeioxd ooupavo.

H domaylMoelolivn 10 mg katédelle pn-KatoTepOTNTA £VAVTL TOV EIKOVIKOD QAPUAKOL Y10 TO GUVOETO
Kapdlayyeloakov BovAatov, ELEPAYLATOS TOV HLOKOPSIOV 1] IGYUUIKOD OYYELLKOD EYKEPOAKOD ETEGOSI0V
(novomievpn tiun p < 0,001).

Kaporoxn avemapreia i kapdiayyeiarxos Oavarog

H damayiliprolivn 10 mg katédelée avmtepOTNTO EVOVTL TOL EIKOVIKOD QOPUAKOD GTIV TPOANYT| TOV
ovvbetov voonieiog ylo Kopdlokn avemapkela 1 Kapotayyelako 0avarto (Ewkdva 1). H dtagpopd otnv
enidpaor Oepaneiog opeloTay 6T VoonAeia Yo KapdloK avemdpkeLd, xopig S1opopd cTov
Kapdayyelokd Bavarto (Ewova 2).

To 6perog Oepameiag g damayAeAolivig EVOvTL TOV EIKOVIKOD (papurdkov topatnpnonike 1060 o
acOeveic e 600 Kol YOPIG EYKATEGTNUEVT] KOPOIAYYELOKT VOGO, LE Kol YOPIG KOPIIOKT OVETAPKELL KATH
v évapén, Kol NTav GUVETEC 6€ OAEC TIG PUcIKEC LITOOUAdES, GVUTEPIAAUPBAVOUEVNC TNG NALKIOC, TOV
@OAOVL, TNG vePpikng Aettovpyiog (€GFR) kot tng meployng.
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Ewéva 1: Xpovog péypt To Tp@OTO TEPLGTUTIKO VOSNAELNS Y10 KOUPOILUKT] OVETAPKELD, 1)
Kopowyyeloko 0avaro
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Apomocy Aep kol SV EN00VIOT QODU oy
HR [95% CT) 0E3 (0,73 095)
0 .
[ & 2 18 24 30 36 42 48 54 el
AcBeveis gz kivéuvo Mijvec amo v Tvyowomoinen
ooy hepholhm: BSR2 8517 8415 8322 8224 g2110 7970 7407 5445 1626
Encovicd N _ - . i s -
pipymon: 8578 8485 8387 8259 8127 8003 7880 76T 5362 1573

Aocbeveig og kivduvo givar 0 apBpog tov acbevav o kivouvo Katd tnv Evapén g Teplodov.
HR=AvaAoyia kivdovov Cl=51dotpa eumoetocivig.

Ta omoTEAEGULOTO Y10 TO TPOTEVOVTA Kol OEVLTEPEVOVTA TEAIKA omueia mapovotdlovtal atnv Ewdva 2. H
avaTePOTNTA TG damayApAiolivng £EvavTl Tov E1KOVIKOD Qopudakov dev arodeiydnke yio to MACE
(p=0,172). Q¢ ek t0HTOV, TO VEPPIKO GVVOETO TEMKO oMpeio kat 1 BvnoudtnTa OA®V TOV UTIdHV dgV

e EyyOniay og uépog g dladikaciog dokiung eniPePaimong.

31



Ewoéva 2: Emopacsic Ocponeiog yio Ta Tp@TEVOVTE 6OVOETA TEMKE onpeio Kot TIS TAPUPETPOVS
TOVG, KOOMOS KL Y10 TA HEVTEPEVOVTA TEMKA onueio KoL TIC TAPARETPOVS

Agmoryheholivy Emcoviké @ dppoxo Avel.oyia kivdivor p-mumi
n (%) n (%) (95% CI)
(N=8582) (N=8578)

Kipio telika snpsia
Zivlero Teiawd onpeio voonp.eies no —-— 41749 496(3.%) 0.8300,73,0,93) 0,003
KOpd Wk avemdprewkopawryyaokot Bavirow
Zivbero Tehaks onpeio kup dwryyaakod Bavitov ] 756 (3.9) 803(9.4 0.93 (0,84, 1,03) 0172
EJLOPEYIOTOS TOU PCOKIPIIDT W OILo) oy yR0Ko) EYKEP K0} ETAGOAI0T i : ) T :
Topduetpo oivietov Tekkdy onsioy

Nom]?.a’u o v_cup‘?mm OVETGKELD —- 2225 286(3.9) 0,73(0,61,0,38) 0,001

Kopduryysiacog 9“*'“‘”5_ —- 24529 249029 0.98(0,82. 1.17) 0,330

Epppoyua tow peokapdion —— 303 (4.6) 4413, 0.8900,77, 1,01) 0,080

Ioyowiws oyyeioKs EPHEnIMKD EREIT0H0 —.— 252D 231270 1,01(0,84,121) 0,916
Azvtepeiovra TEMKE onuEia
Qﬁawmi. ovvBeTo Telako onuso - 370 (43) 430(5.6) 0.76(0.67,0.87) <0001
Negpuxol mpapstpos

H_u.pu‘rm usm us{m‘n_‘rw eqCE'R — . 120 (1L4) 22126 0.5400,43, 0,67) 0,001

_\:snpplm wboog Telikov ombiou 6 (<0.1) 19(0.2) 0.3100.,13, 0,79 0,013

Nepptio Sdvaog = 6 (<0.1) 10(0.1) 0.60(022. 1.65) 034
OvapsTIT GLaY TOV MmTIOV =t 320(62) 370(6.6 0930082 1,04) 0,198

Dopehog o ™ Aoy hpholim Dpzhog yio To SKoVIKD PAPLOKD
T T T T T TT
02 04 06 08 112 146

Neppucd ovvOeTo TEMKO onpeio mov opiletar og: mapatetapévn emPePoiopévn > 40% ghdttoon tov eGFR ce eGFR

<60 ml/min/1,73 m? kovy veppiky voco tehkob 6tadiov (apokddapon > 90 nuépec i LETOUOGEVGT VEQPPOD, TOPUTETOUEVOS
emBefarimpévog €GFR < 15 ml/min/1,73 m?) kv veppikdg 1 kopdioyyetaxdg 0dvortog.

O tipég p etvor appimievpes. Ot TES P Yo To dEVTEPEVOVTO TEAMKE OMHELD KO Y10t TIG LELOVOUEVES TAPUUETPOVG Elvarl
ovopaoTikéc. O ypovog MG T0 TPMOTO GLUPAV avalvOnke pe Eva LovTéLo ovaAroyikdv Kivdovveov CoX. O apBuds tov TpdTev
GUUPAVTOV Y10, TIG LELOVOUEVEG TOPAUETPOVG EIVOL O TPAYUOTIKOG 0PLOHOG TOV TPDOT®V CLUPAVTOV V1o, KAOE TopapéTpo Kot dev
npootifetor otov apldpd TV cuUPAVIEOV 6To cOVOETO TEMKO onuEio.

Cl=d1dompa epmiotocdvig.

NepponaOeio

H damayliprolivn peimoe ) cuyvdtTa eueaviong cuuPaviov tov civieTov ¢ emPefatouévng
TapoTETAUEVNS Heimong Tov eGFR, ¢ veppikig vOGOL TEAMKOD GTASIOV, TOV VEQPIKOD 1 KOPOLOyYELNKOD
Bavdatov. H d10popd peta&h Tmv opddmy opetioTay oTIG HEIDMCELS TV CLUPBAVTIOV VEPPIKOV TOPAUETPOV,

v mapoteTopévn peimon tov eGFR, t veppikn voco tehikol ctadiov kot tov veppikod Odvato (Ewdva
2).

H avaioyio ktvddvov yia tov xpdvo €mg tn veppondfeia (tapatetapévn peioon tov eGFR, veppikn
vOG0¢ TEMKOD 6Tadiov Kot veppikog Bdvatog) ntav 0,53 (95% CI 0,43, 0,66) yio T damoyipAiolivn
£VOVTL TOV EIKOVIKOU QOPLLAKOV.

Emumdéov, n damayiiplolivn peimoe T véa eLeavion T TapaTeTOUEVNS AsvK®uaTvovpiog (avoroyia
Kkwoovvov 0,79 [95% CI 0,72, 0,87]) ka1 0dNyNnoe 6e LEYOADTEPT VITOYMDPNOT] TNG LOKPOAEVK®D UATIVOVPLOG
(avaroyia ktvdovoo 1,82 [95% CI 1,51, 2,20]) og cOYKpLoN LE TO EIKOVIKO (PAPLLOKO.

Merpopuivy

H mpoontikn toyonomompévn (UKPDS) pedétn €xel tekunpidcel 1o Hokpoypovio OPEAOC TOV EVTOTIKOD
eA&yyov g YALKONG aipoTog 6To dafnTn TOToL 2. H avaivon Tov amoTeAecHATOV Y10 TOVG VTEPPOPOVS
acOeveic mov vroPARONKaV ce Ogpameio pe LETQOPIVI] LETA OO ATOTLYIO TG UTOKAEIGTIKG SLUTPOPIKNAG
TPOGEYYIoNG £0E1EE:
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- ONUOVTIKY HEI®ON TOV aOAVTOL KIVODVOL OTOL0CONTOTE GYETILOUEVNG LE TO O1OPBTTN EXUTAOKNG
otV opddo tng petoppivng (29,8 cupPavto/1.000 avBpomoitn acbevong) évavtt g diottag Hovo
(43,3 cvpPavto/1.000 avBpwnoétn acbevoic), p=0,0023, kot Evavtt TV GUVOVAGUEV®Y OUAS®V
povobBepoameiog covApovurovpiog kot veovrivig (40,1 coufdvto/1.000 avBpomoétn acbevoiq),
p=0,0034.

- oNUavTIKN Lelmon Tov aTdAVTOL KIvOHVOL 0TOLNGONTTOTE GYETILOUEVNC e TO StoffNTn
Bvnowotntog: petpoppivn 7,5 copPavto/1.000 avBpwmoétn acbevoig, diarta povn
12,7 supPavta/1.000 avBpwmoétn acBevoie, p=0,017.

- ONUAVTIKN Lel®oT TOL OTOAVTOL KvOHVOU GUVOALKNG BvnoudTnTOG: HETOOPUIVY
13,5 cvpPavta/1.000 avBpomoétn acbevoig Evavti tng diontag uovng
20,6 ovppdvta/1.000 avBpwmoitn acbevovg, (p=0,011), kat EvavTt Tov GLVSVUCUEVOY OUAd®OV
povofepomeiog GovApovurovpiog Kot vaovkivng 18,9 cuppdavto/1.000 avBpwmoétn acBevoic
(p=0,021).

- ONUOVTIKN LEIMOT] TOV OTOAVTOV KIVOHVOL EULPPAYUATOS TOV HVOKAPSIOV: LETPOPLIVY
11 ovpPavta/1.000 avBpwmoétn acBevog, dlonta povn 18 copPdvta/1.000 avBpwmoétn acbevoig
(p=0,01).

Houdrotpikdc TAnbvopde

O Evponaikdc Opyavieopog Gapudkmv Exel dOGEL amaAloyn omd TNV VTOYPEMST VIOBOANG TV
AMOTEAECUATOV TOV PEAETOV e To Ebymect oe OAec Tic vmokatnyopieg tov maudiatpikod TAnbuouod ot
Bepaneio Tov Safritn THmov 2 (BAEre mapdypapo 4.2 yio TANpoPopieg OYETIKA LE TNV TOUSIUTPLKN
xpon).

52  ®appokokiviTiKES 1010TNTES

Ta diokio cuvévacpod Ebymect Bempotvar froicoddvapa pe T GUYXOPHYNON TOV OVTIGTOYY®V dOCEMV
domayMAolivig Kot VOPOYA®PIKNG LETQOPUIVIC yopnyoLuevev noli og Eexwpiotd diokia.

H pappoaxokivntikn g damayAiprolivng 5 mg 600 popéc nuepnoing Kot g damayiiprolivng 10 mg pia
©opa Nuepnoimg cvykpinke og vym dropa. H yoprynon damayierolivig 5 mg dvo eopéc nuepnoimg
napeiye mapdpoieg cuvolkég ekbioelg (AUCss) oe didotnuo 24 opodv 6mwg 1 damayiprolivn 10 mg
yopnyobevn o eopd nuepnoing. Onwg avapevotav, n damayiiprolivn 5 mg yopnyovpevn dV0 PopES
nuepnoing cuykprtikd pe  damayiprolivn 10 mg po popd nuepncing 0dyNce o€ YoUNAOTEPES
LEYIOTEG GVYKEVTPMGELS TNG domayAMpAolivng 610 TGS (Cmax) Kot VYNAOTEPES EAAYIOTES
oLYKEVTPOGELS TG damayherolivng 610 TAGo o (Crmin).

AMNAETIOpOON LE TNV TPOON

H yopniynon avtod 1ov poprokenTikod Tpoidvtog o vylelg e0eAoVTEG HETA amd YOO TAOVGIO GE AMmapdL
Kol HETA Ao KATAoTOoN VNoteiog elxe o¢ amotéleoua tov idto Badud éxbeong yio ) domayAerolivn kot
N peteoppivn. To yevua enépepe kabvatépnon oty enitevén TOV HEYICTOV GLYKEVIPOGE®Y KATO 1 £mG
2 dpeG KO Pelmon otV UEYIOTN CLYKEVTP®GT 6T0 TAAGUa. KoTd 29 % g damoyAteArolivng kot 17% g
peteoppivng. Ot petaforéc avtég dev Be@povvtal KAVIKA GTUOVTIKEC.

Toudrozpikdc TANOvoude

Agv €govv TpayoTomotn0el PopUAKOKOKIVITIKEG LEAETEC GTOV TOSLUTPLKO TANBvoUO.

O1 axOA0VOEG AVAPOPEG AVTITPOSOTEVOVV TIC POPUIKOKIVITIKES IO10TNTES TOV EXUEPOVG dPACTIKMDV
0LGLOV AVTOV TOV POPULOKEVTIKOD TPOTOVTOG.

AomoyMoerolivn
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Amoppopnon

H domaylMololivn amoppopnnke Tay€me Kot IKOVOTOTIKA LETA TNV atd TOL 6TOUATOG Xopnynor. Ot
UEYIOTEG GUYKEVTIPMOOELS 6TO TAAGHA TNG damayAipAolivng (Cmax) emituyydvovtol cuviBwg EvIog 2 ®pav
petd tn yopnynon o€ katdotaon vnoteiag. Ot yeopetpkés péceg Tipnég Cmax kot AUCT g
damayMeroliving o otabepn KaTAOTAGT HETA TN YopMYNon 00cewv Tmv 10 mg damayilipAiolivng pa
@opd nuepnoiong Ntov 158 ng/ml kot 628 ng h/ml, avtictorya. H amdivt Prodiabecipudtnto petd tny omod
TOV GTOHOTOC YopnyNon piag 66ong towv 10 mg eivan 78%.

Kozovoun

H domaylMoelolivn cuvdéetar e TIC TPOTEIVES TOL TAUGUATOG 6€ T0G06TO TEpimov 91%. H mpwteivikn
GUVOEST dev LETAPANONKE GE dLAPOPEG VOOTPES KATAGTAGELS (T, VEQPPIKT N NIaTIKY] ducAieitovpyia). O
UEGOG OYKOG KaTavOoUNG TG damayAiprolivng o otabepn katdotacn ftav 118 1.

Bioustaoynuotiouoc

H domaylMoelolivn voiotatal ektevi| HeTafoAMod Kuplog TPog GYNUATIGUO

3-0O-yAvkovpovidiov damoyriiprolivng, mov ivar avevepyog petaporitng. To

3-O-yAvkovpovido damayiiprolivng 1 dArotl petafoAiteg dev GUUPBAALOVLY GTIG VITOYAVKOIUIKES
emdpdoets. O oynuoatiopog tov 3-O-yAlvkovpovidiov damayliprolivng dapecorafeiton amd to UGT1A9,
£v{UO TOL OTAVTATAL GTO HTTOP KoL TOVG VEPPOVCE, Kot 0 dtopuecsorafovpevog amd 1o kutoypmuo CYP
peTafoAtopuog NTay Ui, deutepeblovs 0d0¢ Kabapong otov dvipmmo.

Aroforn

O1 péoec Tipég nuioetog Long TeMKNg edong oto mAdoua (t1/2) yio ) damaylieroliviy ftav 12,9 dpeg
HETE TV amd Tov GTOUATOG YopNYNoT epamas doong damayAiprolivng 10 mg og vy dropa. H péon
GUVOAIKT] GUGTNUATIKY KABapor Tng xopnyovdpevns evooprePimg damayilipiolivng tav 207 ml/min. H
domayMerolivn kot ot oyetilopevol petafoiriteg amofdiiovtal kKatd kKOpPLo AOYo LEGM OMEKKPIOTG OTO
00pa. e T0G00TO IKPOTEPO TOL 2% ¢ avarAoiwt damayAprolivn. Metd tn yopriynon d6ong 50 mg
[14C]-8amayprolivng, avaktiOnke to 96%, 75% ota ovpa kot to 21% ota kKémpava. Eto KOTpova, To
15% xotd Tpocéyyiomn tng 006N ¢ ameKKpidnKe ™G UNTPIKN EVOOT.

Tpoyyuiomyra

H éx0eon ot damayiiprolivn avénbnke avaloyikd g mpog TV TUNUATIKY 600m Tng damayAtpiolivng
o710 e0pog TV 0,1 £mg 500 mg Kot 1 EaPUAKOKIVITIKY TNG 0V UETAPANONKE (e TNV TAPOSO TOL YPOHVOL
KaTd TNV enavolopfavopevn nuepnota yopnynon yio £oc kot 24 efdopddsg.

Eiduroi thnbvouol

Negpixn ovolertovpyio.

Xe otabepn| katdotaon (20 mg Samayiipriolivng po popd nuepnoing yuo 7 nUEPES), To. dTopa Le
oaKyopmON SNt TOTOVL 2 Kot N7io, HETPLO. 1] cofapn) veppikr duciettovpyia (0nmg Tpocdiopileton amd
v kéOBapon 10eE0ANC 610 TAGGUR) giyov puéoeg ovotnuaTtikég ekBéaelg damayMoroliving 32%, 60% kot
87% vymlotepeg, avtioTolya, 0 GYEON UE EKEIVEG TV ATOUMV LE Gakyap®dOn dtafntn THmov 2 Kot
@LOI0A0YIKY] VEPPIKT Aettovpyia. H 24wpr anékipion yAvkolng ota obpa o€ otabepn] KOTAGTAOT NTALY
o€ VYNAO Pabud e€aptdpevn omd ™ veppikn Asttovpyia kat 85, 52, 18 kot 11 g yAvkd{ng/muépa
ATEKKPIVOVTOV GE ATOLO [LE GUKYOPDIN SN TN TOTOL 2 Kol PUGTIOAOYIKY] VEQPIKT AEITOVPYIN 1 NI,
HETPLO 1) GOPap1| VEPPIKT dLGAEITOLPYia, avTioTotya. Ol emnTOoELg TG alpokdabapong otny £kbeon g
domayMerolivng dev givarl yvooTéc.

Hrartikn dvalertovpyio

e dtoua e e 1 pétplo nratikn) Svoiettovpyia (kotnyopieg A kat B xatd Child-Pugh), 1 uéon Crax
kot AUC g damayAiprolivng tav g kat 12% kat 36% vymAotepec, avtioToly, GLUYKPLTIKG, [E TO
TPOCAPUOGUEVE, VY ATopd EAEYYOV. Ot dtapopég avTéc dev BempnOnkay KAVIKA OnUavVTIKEG. Z€ ATOLO
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ue coPopn nrotiky dvciertovpyia (kornyopio C kot Child-Pugh) n péon Cmax kor AUC g
damayhMerolivng nTav 40% Kot 67% vyniotepeg cLYKPLTIKA Ue TO eE0LOIMUEVE VY ATOLM, OVTIGTOLY.

Hlikiouévor (= 65 etchv)

Agv mopatnpeitan kKAvikd onpavtikny adéEnon oty éxbeomn pe faon amokieloTikd v NAkio og dtopa
niwiog émg ko 70 etdv. Qotdco, propet va avapévetar avénuévn ékbeon Adym nikioeEaptmdpevng
HElmoNG TNG VEPPIKNG Acttovpyiog. Aev VIapYoLV EMOPKT dedopéva Yia TV EEQYmYN CUUTEPACUATOV
oyETIKG pe TNV ékBeon o acBeveic nlikiog > 70 eT@v.

Dolo
H péon AUCss g damayliprolivng otic yuvaikeg ektiunonie o1t givar 22% vynhotepn o€ 6Y£oT LE TOVG
dvopec.

Do
Agv mopatnprOnioy KAMVIKE oUOVTIKES O10POPES OTI CLOTNUATIKES ekBEcelg peta&h g AgvKNg, TNg
Mavpng 1 g AGLOTIKNG QLUANG.

2ouatiko fopog

Awmotdbnke peimon g £kBeong ot damayAiprolivny pe v adEnon tov Papovs. Xvvends, ot acheveig
pe younAo Bapog pmopel va £xovv kamolov Pabuov avénuévn £kBeon kot ot acBeveic pe vynAod Papog
Kdmolov Pabuod pelopévn £kbeon. Qot060, ol dlapPopég oty £kbeon dev BempnOniay Kivikd
ONLUOVTIKEG.

Houdrorpixog winQvouog

H pappoaxoxivntikn| kot 1 @appoxoduvapkt| (YAvkolovpia) og maudid pe cakyopmor dapntn tomov 2
niwiog 10-17 g1V 1OV TOPOUOLES LE AVTEG TTOL TOPATNPNONKAV GE EVAAIKES e GOKYOPDON Ol
Tomov 2.

Metgopuivn

Amoppopnon

Metd amd pio amd Tov 6TOHOTOG dOGT LETOOPUIVIG, O tmax EMLTVYYAVETON O€ 2,5 dpec. H amdivtn
BrodraBecipdtnra evdg diokiov petpopuivng twv 500 mg 1 850 mg sivon katd tpocéyyion 50-60% oe
VYW atope. Metd TV amd TOL GTOUATOG YOPNYNOT Hog dOGTG, TO UN amoppoPn0Ey KAAGL TTOV
avaktnOnke ota Kompava frav 20-30%.

Metd v amd Tov GTOUHOTOS YOPTYNON, N ATOPPOPNCT TNG LETPOPUIVIG LPICTATOL KOPESHO KoL Eivar
atec. Oesmpeiton OTL 1| PAPUOKOKIVIITIKN TG AmoppOeNONG TNG LETQOPUIVICEIVAL IN-YPOLLLLKT]. XTIG
ouvnbelg 600ELg KOl SOGOAOYIKG GYNUATO, Ol GUYKEVIPOGELG 0TOOEPNC KATAGTAONG GTO TAUGIOL
eMTUYYGvovTon evtog 24-48 wpdv Kot eival og YeEVIKEG YpouuUéS ikpotepec oo 1 ug/ml. Te eheyydueveg
KAMVIKEG OKIUES, TaL péyioTa emtimedo peT@oppivng 6to TAdopd (Cmax) dev vrepéfnoay ta 5 pg/ml, axdpo
KoLl OTIG UEYIOTES OOCELS.

Karavoun

H obvdeon pe 11g mpmteiveg Tov mAdcopatog etvar apeintéo. H petpoppivn Kataveépetal ota
gpvBpoxvtTapa. H péylotn tipun 610 aipo eivor xopunAdtepn omd T HEYIOTN T GTO TAUCLO Kot
gupaviCeton mepimov otov id1o ¥povo. Ta epubpd apoceaipto avTiTpocmTEHOLVY TOAVOTOTA EVa
devtepedov dopépiopa katavounc. O péoog dykog katavouns (Vq) xopoaiveton peta&d 63-276 1.

Bioustooynuotiouoc
H peteopuivn amexkpivetor avarroimtn ota obpa. Kavévag petaforitng dev €xel tavtomoindei otov
dvBpwmo.
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Amofoin

H veppin kdOopon g peteoppivng givor > 400 ml/min, yeyovog mov deiyvel 0Tt 1 HeT@Opuivn
amoPAAAETAL HECH CTEPAUATIKNG O1ONONG Kot GOANVAPLOKTNG AmEKKpLons. Metd tnv omd Tov 6TORATOG
yopnynon piag d6omg, 0 PavouevVog TEMKOS xpdvog nuicelag Cmng amofoing eival Kot TpocEyyion

6,5 opec.

Eidixol ihnBoouol

Neppixn ovolertovpyio

Y aoBeveic pe petopévn veppikn Aettovpyia (pe Baon ™ pérpnon g kabopong kpeatvivig), o xpdvog
nuicelog {ong TAGGHOTOG Kot OiUaTOg TG LETQOPUIVIG eIVl TOPATETAUEVOG KOl 1) VEQPIKT KABopo
UELDVETOL OVOAOYIKG (e TN Helmon TG KaBapong kpeaTvivig, odnymvtag o avénuéva enineda
UETQOPUIVIG GTO TAAGLLO.

5.3 IIpoxivika dedopéva yio TV ac@dreia

2uyyopnynon darayieAiolivng Kol LETQOPUIVIG

Ta pn KAvikd dedopéva dgv amokaAvTToLY Wiaitepo Kivouvo yio tov dvBpono pe Baon Tig cupPfotikég
UEAETEG TOEIKOTNTOG EMUVUAAUPAVOLEVOV dOGEDV.

Ot TopakdTo ovaEopEég AVTIKOTOTTPILOVY TO, TPOKAIVIKA SEOOUEVA Y10 TNV OGPAAELD TOV EXUEPOVS
dpacTtikdv ovcudv Tov Ebymect.

AomoyMoerolivn

Ta pun KAviKG dedopéva dEV amoKOAVTTOVY 1010iTEPO Kivouvo Yo Tov AvOpwTo pe Bacn Tic GuUPBaTIKEG
UEAETEG PAPUOKOAOYIKNG AGPAAELNS, TOEIKOTNTAG EXAVOAAUPAVOLEVOVY SOGEMY, YOVOTOEIKOTNTAG,
EVOEYOLEVNC KAPKIVOYOVOL dpdiong kat yovipdtntag. H doamaylelolivn dev mpokdiece oyKoyEVEDT), €iTe
G€ TOVTIKOVG €IT€ GE 0POLPAIOVS, GE OTOLONTOTE amd TIG OOGELS, oL a&loAoyHOnKay KaTd T dldpKeLn
SETMV LEAETMV KOPKIVOYEVESTG.

TocikdtnTo oty OVaTOPOYWYIKH IKOVOTHTO KOL THY OVATTOCH

H dpeon yopnynon doamayAprolivng 6€ amoyoloKTIGUEVOLS VEAPOVE 0povPaiong Kot 1 Epupect ékbeon
KaTd TNV Gyun mepiodo TG KOMoNG (XPOVIKEG TEPTOOOL TOL OVTIGTOLYOVV GTO OEVLTEPO KoL TPITO TPIUNVO
NG EYKLHOGVHVNG OGOV 0POPA GTNV MPILAVCT) TV VEPP®Y 6ToV GvBpmmo) Kot T yadovyia cucyetilovtan
ApPOTEPEG UE ALENUEVN EMIMTOOT KOUT PopdTnTo SIUTOOTG TG VEPPIKAG TUEAOD KOl TOV VEQPIKOV
COANVOPIOV GTOVG ATOYOVOUG.

e o pedét toikotntog o€ veapa (ma, 6tav 1 damoyiipArolivn yopnynhonke aueca o veapoHe
apoLvPaiovg amd T petayevvnTikn nuépa 21 péypt m petayevvntikn nuépa 90, avaeépbnke didtoomn g
VEPPIKNG TLEAOL KO TOV VEQPIKMDY COANVAPIOV 68 OAL Ta 6060A0YIKE eimeda. Ot ekBécelc TV veoyvav
oTn YoUNAGTEPN eheyxOUEVN d0om NTav > 15 opéc peyaldtepes amd T LEYIGTI GUVIGTMOUEVT] dOGT GTOV
avOpwmo. Ta gvpRuata avTd cuoyeTicTNKOV HE S0C0EEAPTMUEVEG AVENGELS GTO BAPOC TOV VEPPOV Kol
HOKPOGKOTIKY O10YKWOOT TOV VEPPDOV 0€ OXEG TIG 000elg. H didtaon g veppikng TuEAOL Kol TV
VEQPPIKOV GCOANVAPI®V TOL Tapatnpninke o veapd {ma deV aVTIGTPAPTKE TANP®G EVTOG TG KOTA
TPOGEYYION AVAKAIYNG TOV VOG UNVOC,.

e o EexmploT LEAETN TPO-KOL PLETOYEVVITIKNG AVATTUENG, Ol UNTEPESG apovpaiot ELafav dOon amd TV
nuépa 6 ¢ Kdnong péxpt v nuépa 21 g HETAYEVYIITIKNG TEPLOOOL Kol T VEOYVE eKTEOMKOV EUpETH
070 Papuako in utero kot kad' 6An ™ Sidpketa TG yolovyiag. (AeEydn wo dopvopikn HeAETn yia TV
extipunon tov ekbécewnv damaylprolivng oto yola Kot og veoyva). Avénuévn emintwon 1 PapdTnTo TG
SITOON G TNG VEQPIKNG TLEAOL TTopatnPNONKe G EVIIAIKEG ATOYOVOLS BepamevUévmv UNTEPOV, LOAOVOTL
EUQAVIOTNKE OTOKAEIGTIKA OTNV DYNAOTEPT] LEAETOUEVT) 000 (01 GYETILOUEVES LLE TN UNTEPO KOL TO

36



veoyvo ekbBéoelg ot damayAerolivn rav 1.415 popéc kat 137 popég peyaAvtepec, avtictoryd, amd Tig
TIES 6TOV AvOp®TO o1 HEYIOTH GLVIGTOUEVT 000 otov dvBpwno). Emmpdchetn avantuiiok
To&IKOTNTO TEPLOPIOTNKE 08 HOCOEEAPTMIUEVEG UELDGEIC GTO COUATIKO BAPOC TOV VEOYVAOV Kol
mapotnpnonke povo oe 66oelg > 15 mg/kg/muépa (cuvdéetan pe eKBEGELG TOV VEOYV@OV > 29 popég TmV
TILADV GTOV AVOPOTO GTN UEYITTN CLVIGTMUEVT 000N oTov AvBpwmo). H pntpikn to&ucodtta frav
EUPAVNG LOVO GTIV VYNAOTEPT LEAETALEVT] HOOT|, KOl TEPLOPIGTNKE GE TAPOSIKES LEUDGELG GTO CMOUATIKO
Bapog kai TV KaTavAA®oTn TPOoeNS Katd T Afyn ¢ d0ong. To enimedo pUn mopatnpovUEVOV
avemBountov evepyeidv (NOAEL) yia v avartu&lokn toEikotnta, ot xapunAotepn peketdpevn oo,
ocvoyetiletal pe ToAamAdoio cuoTnuatikn ékbeomn g untépag, katd tpocéyyion 19 eopéc e Tiung
oToV AvOp®Mo, TN UEYIGTN GLVIGTAOUEV dOGT GTOV AvOp®TO.

Xe emmpodoheteg pedéteg euPpuikng avantuéng oe apovpaiovg kot kovikiovg, N damayAipriolivn
YOPNYNONKE Y10 LEGOSIAGTAIOTA TOV GUUTIATOVV UE TIG ONLOVTIKEG TEPLOSOVE 0PYAVOYEVESTG OE KAOE
€100¢. Agv TopatnpROnKay ovTe UNTPIKY 00TE avamTLELoKT TOEIKOTNTO GE KOVIKAOLG GE OOL0ONTTOTE
peietdpevn door. H vynidtepn pedetdpevn 0661 cLVOEETAL e TOAAUTAT cuoTnuatikn ékbeomn katd
nmpocéyyon 1.191 popéc peyardtepn g LEYIOTNG GUVIGTAOUEVNG OOOTG GTOV AVOPOTO. ZTOVG
apovpaiovg, N damayApArolivn dev fiTav ovTE EUPPLOTOEIKT 0VTE TEPATOYOVOG GE EKBECELS £MG Kol
1.441 popéc méve and T PEYIETN GUVIGTAOUEVT dOOT 6TOV dvBpmTo.

Metopuivn

Ta pn KAvikd dedopéva dev amokaAvTTovy 1aitepo Kivouvo yia tov dvBpwmo pe Baon Tic cupPatikég
UEAETEG PAPUAKOAOYIKNG AGPAAELNS, TOEIKOTNTAG EXAVOLAUPAVOUEVOV OOGEMY, YOVOTOEIKOTNTAG,
EVOEYOUEVNC KAPKIVOYOVOL dpAoNnS, TOEIKOTNTOG OTIV OVATOPOY®YIKT IKAVOTNTO Kot ovATTLED.

6. DOAPMAKEYTIKEX TAHPO®OPIEX

6.1 Katahloyog ekddymv

IMvpnvoc diskiov

Ydpo&unporviikn kuttopivn (E463)
MikpokpvotaAiikn kutrapivn (E460(i))

Yteatikd payvioto (E470b)

Natprovyo kappo&upuedvimpévo dpvio (tomov A)

Emucdivyn diskiov

Ebymect 5 mg/850 mg emikalopuévo ue Aewtd vuévio diokio,
IToAv(Bwvorarkooin) (E1203)

MoAvaBvrevoyivkoin (3350) (E1521)

Térkng (ES53b)

A10&gidio tiraviov (E171)

O¢&eidio odnpov kitpvo (E172)

0O&eidio ownpov epubpo (E172)

Ebymect 5 mg/1.000 mq emrxolvuuéva pe Aemrd vuévio diokio
IMoAv(Brvvrorkoorn) (E1203)

IMoAvaBvrevoyivkorn (3350) (E1521)

TéaAxnmg (E553b)

Awo&eido titaviov (E171)

O&eidio ownpov kitpwvo (E172)
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6.2 AocvpPatotnreg

Agv gpapuodletat.

6.3 Awpkera Long

3 xpovia

6.4 Idwitepeg TpoPuAAEELS KOTA T POAAEN TOV TPOTOVTOG

To pappokevTikd owtd TPoidy dev amartel WiTePES GLVONKES Yo TN VAL TOL.
6.5 ®@Yon Ko GLOTUTIKA TOV TEPLEKTN

Koyéhec PVC/ PCTFE /Alu.

2VOKEVAGIEC
14, 28, 56 kot 196 (2 cvkevacieg tov 98) enikolvpuévo. pe Aentd vuévio diokia og un SLaTpNTES

nueporoylakég kKoyéreg Tmv 14 diokimv.

60 emkodvppéva pe Aemtd vuévio diokio og un didtpnteg Koyéreg twv 10 diokimv.
60x1 emkodvppévo pe Aemtd VUEVIO O1okia O€ SIATPNTEG KLWELEC UiaG dOOMG.
Mmropei va pnv KuKAOQOpoUV OLEG Ol GUGKEVAGIES.

6.6 Idwitepeg TpouAAEELS ambppLYNg

Kdabe aypnoyomointo @oprakentikd Tpoidv 1 DITOAEWLLO TPETEL VO OTOPPITTETOL COUPOVE, LIE TIC KOTE,
TOMOVG 10Y(VOVCEG GYETIKEG OLATAEELS.

1. KATOXOX THX AAEIAY. KYKAO®OPIAX

AstraZeneca AB

SE-151 85 Sodertélje

Sovndia

8. APIOMOX(0OI) AAEIAY. KYKAO®OPIAX

Ebymect 5 mg/850 mg smikaivpuéva pe Aertd vuévio diokio

EU/1/15/1051/001 5 mg/850 mg 14 diokia

EU/1/15/1051/002 5 mg/850 mg 28 diokia

EU/1/15/1051/003 5 mg/850 mg 56 dioxkia

EU/1/15/1051/004 5 mg/850 mg 60 dioxkia

EU/1/15/1051/005 5 mg/850 mg 60 X 1 diokio (novadae 6661c)
EU/1/15/1051/006 5 mg/850 mg 196 (2 x 98) diokia

Ebymect 5 mg/1000 mg smxoivupéva pe Aertd vuévio diokio

EU/1/15/1051/007 5 mg/1.000 mg 14 diokio
EU/1/15/1051/008 5 mg/1.000 mg 28 diokia
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EU/1/15/1051/009 5 mg/1.000 mg 56 diokia

EU/1/15/1051/010 5 mg/1.000 mg 60 diokio

EU/1/15/1051/011 5 mg/1.000 mg 60 X 1 dickio (Lovadae d66mg)
EU/1/15/1051/012 5 mg/1.000 mg 196 (2 x 98) diokia

9. HMEPOMHNIA ITPQTHX ET'KPIXHY / ANANEQXHX THX AAEIAX
Hpepounvia mpatng £ykpiong: 16 Noegufpiov 2015

Hpepopnvia tedevtaiog avavéwong: 25 Avyovoetov 2020

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TAnpoopies yio To TapdV PUPUOKEVTIKO TPOTIOV givar S1aBECIUES GTO SIKTLOKO TOTO TOV
Evponaikod Opyovicpod ®apudkmv http://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX YIIEYOYNOZX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

AIIOTEAEZIMATIKH XPHXZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. THAPAXKEYAXTHX YIIEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

Ovouo kot dievbvvon tov(twv) mapackevoot)(dv) mov givor veevBuvoc(ol) Yo TV arodécusvon Tov
TAPTIO OV

AstraZeneca AB
Gartunavagen
SE-152 57 Sodertélje
Zovundia

B. OPOI H OI IEPIOPIEMOI XXETIKA ME TH AIAOEXH KAI TH XPHXH

DoppokevTikd TPOIiOV Yo TO OTOI0 OTOLTEITAL LOTPLKT CLVTAYN.

I. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0<oe1g Teplodikig wapakorovdnong g acsearsiag (PSURS)

Ot amotioetg yio v vofoin twv PSURS yua o ev Adym @appakevtikod mpoiov opilovtal 6tov
KaTdAoYO UE TG nuepounvies avapopds s Evoong (katdrioyog EURD) mov mapatifetol otnv
mapdypaeo 7 Tov apbpov 107y, g odnyiog 2001/83/EK kot kdbe emaxdAovdng emkaipomoinong, Onwg
ONUOGIEVLETAUL OTNV EVPMTATKT SIKTLOKT] TOAN Y10, TO PAPLOKO.

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

. Yyé010 oraygiprong Kivovvov (XAK)

O Karoyog Adelag Kukiogpopiag (KAK) Oa die&aydyet Tig amattodpeveg dpactnploTnTeS Kot
TAPEUPAGELS PUPHOKOETOYPVTVIIOTG OGS TaPpovoldlovtal 6To cuppovndév XAK nov
mapovctdleTar otny evotnta 1.8.2 g ddetag kukAoopiag Kot 0molecdNToTe EMakOA0VOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva ematporompévo LAK Oa mpénet va kototede:

. petd amd aitnuo tov Evponaikod opyovicpod @oppdxkmy,

o OTOTEONTOTE TPOTOTOIEITAL TO GVGTNLUA SLOYEIPIONG KIVODVOV, EIOIKE MG AMOTEAEG LY ANYNG VEDV
TANPOPOPLDY TOV UITOPOVV VO, EXLPEPOVY CNUAVTIKT] OARQYT) GTI GYECT] 0OQEAOVG-KIVOUVOL 1] (G
OTOTEAEGLO TNG EMITEVENC EVOG OTUAVTIKOD OPOCTHOV ((PUPLOKOETAYPVOTVIGY| 1] EAOLYIOTOTTOINGN
KIvoHvov).
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ITAPAPTHMA 111

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

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emicoloppéva pe Aemtod vuévio diokia
domayAMerloliv/udpoyAmpikn LETPOPUIVN

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe diokio mepiéyet povoiidpikn damoayiiprolivn pe mpomavodiorn isodvvaun pe 5 mg domayiprolivig
Kol 850 Mg vdpoyAmptkng HET@OpUIvIG.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

EMKAAVUUEVO LE AETTTO DUEVIO O10KI0

14 gmixodoppéva pe Aemtd VUEVIO dloKia
28 emkaAvUUEVOL LE AETTTO DUEVIO OloKIO
56 emkaAvppéva pe Aemtd vEVIo diokia
60 emkaAvppéva pe Aemtd VUEVIO d1oKin
60xI emcoloppéva pe Aemto vuEVIo diokia

| 5. TPOIIOX KAI OAOX(OI) XOPHTHEHE

AwPaote T0 QUALO 0INYIOV TPV OO TN YPNOT.
A6 otopaTOC YpNOT

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

Na puldcoetal o€ 0éon, TV onoia dev PAETOVY Kot dgv TPooeyyilovy Ta Taldd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
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‘ 9. EIAIKEX XYNOHKEYX ®YAAEHX

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATOQN ITOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertalje
Zovundia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/15/1051/001 5 mg/850 mg 14 diokia
EU/1/15/1051/002 5 mg/850 mg 28 diokia
EU/1/15/1051/003 5 mg/850 mg 56 diokia
EU/1/15/1051/004 5 mg/850 mg 60 Sioxia
EU/1/15/1051/005 5 mg/850 mg 60 x 1 diokio (povéado d6omc)

13.  APIOMOX ITAPTIAAX

[aprtida

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

| 15. OAHTIEX XPHZHZ

‘ 16. TAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

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

A163146T0TOG YPAPL®TOS KOdKAS (2D) mov @épet Tov TEPIMNEOEVTO LoVadIKO avayVmPIoTIKO KOOIKO.

18. MONAAIKOX ANATI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO

PC
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emikolvppévo. pe Aemto vpévio diokia
domayMPAOLIv/0OpOYADPIKT LETPOPUIVT

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe diokio mepiéyet povoidpikn samayAeArolivn Le TPOTavodtoAn 1eodvvoun pe S mg domayierolivig
Kol 850 mg VIPOYA®PIKNG HETPOPUIVIG.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKAAVUUEVO LE AETTTO DUEVIO O10KI0

196 (2 cvokevaoieg tov 98) emkaivupéva pe Aemtd LUEVIO SloKio

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

AwPaote T0 QUALO 0INYIOV TPV OO TN YPNOT.
Amo6 otopaTOC YpNOT

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

Na puldooetal o€ 0éom, TV onoia dev PAETOVY Kt dgv TPooeyyilovy Ta Tald1d.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH

‘ 9. EIAIKEX YYNOHKEYX OYAAEHX
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10.

IAIAITEPEX IIPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATQN I1IOY ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

| 11,

ONOMA KAI AIEYOGYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertalje
Zovndia

| 12,

APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/15/1051/006 5 mg/850 mg 196 (2 x 98) Stokia

| 13

APIOMOX ITAPTIAAX

[aprtioa

| 14,

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHT'IEX XPHXHX

| 16.

HAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

17.

MONAAIKOZ ANAINQPIETIKOX KQAIKOX — AIZAIALTATOX TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUU®TOS KddKag (2D) mov pépet Tov TepIAN@BEVTO LOVASIKO OVAYVOPIGTIKO KOOIKO.

18. MONAAIKOX ANAT'NQPIEZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AITO TON
ANOPQIIO

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN ENATIAMEXH XYXKEYAZXIA

EXQTEPIKO KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emkaivppévo pe Aemtd vuévio diokia
domayMPAOLIvI/vOpOYADPIKT LETPOPUIVT

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe diokio mepiéyet povobidpikn domayiorolivn pe mtpomavodidon ioodvvaun pe S mg damayAiprolivng
Kol 850 mg VIPOYA®PIKNG HETPOPUIVIG.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

EMKAAVUPEVO e AETTO VUEVIO O10KI0

98 emikodvppévo pe Aemtd vpévio dlokia. Agv umopel va ToAn0el Eexwpilotd.

| 5. TPONOX KAI OAOX(OI) XOPHTHZHZ

AwPaote T0 QUALO 0INYIOV TPV OO TN YPTNOT.
Ao otopaTOC YpNOT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION IPEIEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI AEN
HPOXEITIZOYN TA ITAIAIA

Na euldooetal o€ 0éom, TV onoia dev PAETOVY Kt dgv TPooeyyilovy Ta Taldd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

‘ 9. EIAIKEX XYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATQN I1IOY ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

‘ 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertalje
Zovndia

| 12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAY

EU/1/15/1051/006 5 mg/850 mg 196 (2 x 98) Stokia

‘ 13.  APIOMOZX ITAPTIAAX

[aprtioa

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHTI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

17.  MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AISAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

18. MONAAIKOX ANAT'NQPIZTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIEZTEX ENAEIZEIL TIOY HPEIEI NA ANATPA®ONTAI ETIE XYZKEYAZIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

KYYEAEXZ MIAYX AOXHX (AIATPHTEY)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg diokia
domayMerolivn/uetpopiv vOPOYAMPIKN

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA
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EAAXIETEX ENAEIZEIE IIOY IPEIEI NA ANATPA®ONTAI XTIX XYELKEYAXIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

KYYEAEZ (MH AIATPHTEX) — kuyéin 10 Siokiov

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg diokia
damayMerolivn/peteoppivi vOpoyAmPIKY|

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

‘ 3. HMEPOMHNIA AHEHX

EXP

‘ 4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA

{Z0opPoro Hhov/Zeavng}
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EAAXIETEX ENAEIZEIEL TIOY HPEIEI NA ANATPA®ONTAI ETIE X YZKEYAZIEE
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

HMEPOAOI'TAKEYX KYYEAEYX (MH AIATPHTEY) — kvyéin 14 dwokiov

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg diokia
damayMerolivn/peteoppivi vOpoyAmPIKY|

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

‘ 3. HMEPOMHNIA AHEHX

EXP

‘ 4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA

Aegv. Tp. Tet. ITép. Map. Zap. Kop.
{Z6pporo "HArov/ZeAqvng}
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emkoloppévo pe Aemtod vuéVio diokia
domayMPAOLivi/vdpoYAmPIKT LETPOPUIVT

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe diokio mepiéyet povoiidpikn damoayiipArolivn e mpomavodtorn isodvvaun pe S mg domayierolivig
xat 1.000 mg vdépoyrwpikng petpoppivng.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKAAVUUEVO LE AETTTO DUEVIO O10KI0

14 gmixodoppéva pe Aemtd VUEVIO dloKia
28 emkaAvUUEVOL LE AETTTO DUEVIO OloKIO
56 emkaAvppéva. e AeTTO VEVIO dloKia
60 emkaAvppéva pe Aemtd VUEVIO d1oKin
60x1 emkaivppéva pe AeTTo LUEVIO O1GKiO

| 5. TPONOX KAI OAOX(OI) XOPHTHZHZ

AwPaote T0 QUALO 0INYIOV TPV OO TN YPNOT.
A6 otopaTOC YpNOT

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

Na euldcoetal o€ 0éom, TV onoio dev PAETOLY Kot dgv TPooeyyilovv Ta Taldld.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

54



‘ 9. EIAIKEX XYNOHKEYX ®YAAEHX

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATOQN ITOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertalje
Zovundia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/15/1051/007 5 mg/1.000 mg 14 Swokia
EU/1/15/1051/008 5 mg/1.000 mg 28 Siokia
EU/1/15/1051/009 5 mg/1.000 mg 56 diokia
EU/1/15/1051/010 5 mg/1.000 mg 60 diokio
EU/1/15/1051/011 5 mg/1.000 mg 60 x 1 dokio (povédo d6omc)

13.  APIOMOX ITAPTIAAX

[aprtida

‘ 14. TENIKH KATATAZH I'lA TH AIAGEXH

| 15. OAHTIEX XPHZHZ

‘ 16. TAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1.000 mg

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

A160106T0TOG YPOUU®TOS KddKag (2D) mov pépet Tov TepIAN@BEVTO LOVASIKO OVAYVOPIGTIKO KOOIKO.

18. MONAAIKOX ANATI'NQPIEZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AITO TON
ANOPQIIO

PC
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emkolvoppévo pe Aemtod vuéVIo diokia
domayMPAOLIv/0OpOYADPIKT LETPOPUIVT

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe dioxio mepiéyet povoidpikn damoayiprolivn pe mpomavodiorn isodvvaun pe S mg domoyierolivig
xat 1.000 mg vépoyrwpikng Het@opuivng.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKAAVUUEVO LE AETTTO DUEVIO O10KI0

196 (2 cvokevaoieg tov 98) emkaivupéva pe Aemtd LUEVIO SloKio

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 QUALO 0INYIOV TPV OO TN YPNOT.
Amo6 otopaTOC YpNOT

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

Na euldooetal o€ 0éon, TV onoio dev PAETOVY Kot dgv TPooeyyilovy Ta Taldld.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH

‘ 9. EIAIKEX YYNOHKEYX OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

‘ 11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertalje
Zovundia

| 12.  APIOMOZX(OI) AAEIAX KYKAO®OPIAY

EU/1/15/1051/012 5 mg/1.000 mg 196 (2 x 98) Stokia

| 13.  APIOMOX ITAPTIAAY

[oprtioa

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1.000 mg

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

A160106T0TOC YPOUUU®TOS KddKaS (2D) mTov épel Tov TepIANEBEvTa LoVaSIKO aVOyVOPIGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN ENATIAMEXH XYXKEYAZXIA

EXQTEPIKO KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emkolvppévo pe Aemtod vuéVIo diokia
domayMPAOLivi/vdpoYAmPIKT LETPOPUIVT

| 2. TLYNGOEZH XE APAXTIKH(EX) OYZIA(EY)

Kdabe diokio mepiéyet povoiidpikn damoayiiprolivn e mpomavodtorn isodvvaun pe S mg domayierolivig
Kol 1000 mg vopoyA®PIKNG LETPOPUIVIC.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKAAVUUEVO LE AETTTO DUEVIO O10KI0

98 emikodvppévo pe Aemtd vpévio dlokia. Agv umopel va TmAn0el Eexwpilotd.

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

AwPaote T0 QUALO 0INYIOV TPV OO TN YPNOT.
Amo tov 6TOHATOG XPTIoN

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

Na euldooetal o€ 0éon, TV onoia dev PAETOVY Kt dgv TPooeyyilovy Ta TAldd.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH

‘ 9. EIAIKEX YYNOHKEYX OYAAEHX
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATQN I1IOY ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

| 11,

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®QOPIAX

AstraZeneca AB
SE-151 85 Sodertdlje
Xoundia

| 12,

APIOMOZXZ(OI) AAEIAY KYKAOPOPIAX

EU/1/15/1051/012 5 mg/1.000 mg 196 (2 x 98) Siokia

| 13

APIOMOX ITAPTIAAX

[oprtioa

| 14,

I'ENIKH KATATAZH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10l TO OTTOI0 ATOLTEITAL LOTPIKT CLUVTOYT.

| 15.

OAHT'IEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1000 mg

17.

MONAAIKOZ ANAINQPIETIKOX KQAIKOX. — AIZAIALTATOX TPAMMQTOX
KQAIKAX (2D)

18.

MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIETEX ENAEIZEIE IIOY IPEIEI NA ANATPA®ONTAI ETIX XYELKEYAXIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

KYWYEAEX MIAX AOXHX (AIATPHTEX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia.
domayMerolivn/uetpoppivi vOpoyAmPIKN

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA XTOIXEIA
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EAAXIETEX ENAEIZEIE IIOY IPEIEI NA ANATPA®ONTAI XTIX XYELKEYAXIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

KYYEAEZ (MH AIATPHTEX) — kuyéin 10 Siokiov

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia.
damayMerolivy/ petpoppivn vdpoylmpikn

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

‘ 3. HMEPOMHNIA AHEHX

EXP

‘ 4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA

{Zopporo Hirov/Xerqvnc}
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EAAXIETEX ENAEIZEIE IIOY IPEIEI NA ANATPA®ONTAI XTIX XYELKEYAXIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

HMEPOAOI'TAKEYX KYYEAEYX (MH AIATPHTEY) — kvyéin 14 dwokiov

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia.
damayMerolivy/ petpoppivn vdpoylmpikn

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

‘ 3. HMEPOMHNIA AHEHX

EXP

‘ 4. APIOMOX ITAPTIAAX

Lot

| 5. AAAA LTOIXEIA

Aegv. Tp. Tet. ITép. Map. Zap. Kop.
{Z6pporo "HArov/ZeAqvng}
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B. ®’YAAO OAHI'IQN XPHXHX
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®viro Oonyrov Xpiong: IIAnpogopics yia Tov ac0evi)

Ebymect 5 mg/850 mg smukaioppéve pe Aewtd vpuévio dickio
Ebymect 5 mg/1.000 mg emukaioppéve, pe Aewtd vpuévio dickio
damayMerolivn/vdpoyAmpikr pet@oppivn

AP aoTe TPOGEKTIKG OLOKANPO TO QVAAO 0ONYLOV YP1ONGS TPLV UPYIGETE VU TALPVETE AVTO TO
PapRraKo, O10TL TEPLAANPAVEL CNUAVTIKES TANPOPOPIES Y10 GUC.

DordEte avTo TO EOALO 0N YDV Yprone. Towg ypelaotel va to dwuPfdcete Eavd.

Edv éxete mepartépw amopieg, p@TNoTE TOV Y10TPO 1 TOV QOPUOKOTOL 1] TOV VOGOKOHO GOLG.

H ocvvtayn v’ avtd 10 appoako xopnynnke oamokAEloTIKA Yio 6oG. Agv TPEMEL VO OMOETE TO
@apupoko og GArovs. Mmopel va Tovg TpokaAéoetl PAAPN, axoOUa Kot OTAV TO GUUTTOUATO TG
ac0Eveldg Toug eivar 010 pe ta S1Kd Gog.

Edv mapotnpfoete Kamolo avemBOunTn evEPYEL, EVILEPMDGTE TOV YIUTPO 1) TOV PUPUIKOTOLO GO,
Av10 1oyt Kot Yo kéBe mbovr avemBountn evépyela Tov dgv avaPEPETAL 6TO TAPHV GUALO
oonywmv ypnone. Biéne mapdypago 4.

T wepréyer 1o Tapév vAro 00N YLOV

SOk wdE

1.

T1 elvan To Ebymect kot mowa eivon 1 ypijon tov
Tirpéner va yvopilete Tpv Tapete To Ebymect

IMog va mapete to Ebymect

[MBovég avemBOunteg evépyeteg

ITod¢ va pvidooete to Ebymect

[epreydpeva g cvokevaciog Kot Aomég TANpopopieg

T givan To Ebymect kan wova givan i) xp1jon tov

To Ebymect mepiéyet 00 drapopetikég dpaotikég ovoieg mov ovoudlovton damayipiolivn Kot
peteoppivn. Kot ot dvo avikovv o€ pio Katnyopio poprakoy tov ovoudlovtal and Tov 6TOUATOS
yopnyovpeva avtdwfnrucd. [pdkettal yio pappoka Tov Aappdvoviot axd To GTOU Yo To SoPnT.

To Ebymect ypnowpomoteital yia £vav tomo draffn mov ovoudletar "cokyopmong dwafntng tomov 2" o
evnkes aobeveic (Mlkiag 18 etdv kot dvw). Edv €xete dafntn tomov 2, 10 mhykpeos o cLVOETEL apKeT
VGOVAIVI, 1 0 OPYOVIGUOC GOC OEV UITOPEL VOL YPNOUOTOINGEL ETAPKMG TNV IVGOLAIVT TTOL GUVOETEL AT
oomyei o VYNAO eminedo cakyapov (YAvko{ng) oo aipa cog.

H damayiliprolivn dpa amopakpbvovTog TV TEPIGOELN GOKYEPOV GO TOV OPYUVIGUO GOG HECH TMV
00pOV GOG KoL LELDVEL TNV TOGOTNTO GokYApov oTo aipa cag. Mropei eniong va fonbnoetl oty
TPOANYN TNG KAPIOKNG VOCOL.

H petpoppivn dpa kupimg avasTEAAOVTAG TNV TOpay®yn YAVKOLNG amd To HIop.

I"a ) Bgpaneia Tov drafrtn TOROL 2:

To @apuaxo ovtd Aapupdvetar e Guvovaoud e dlatta Kot Aokno.

AVT0 TO PAPUIOKO YPNCILOTOLELTAL OTOV O PN TN GOC dEV EAEYYETAL UE GALD, PAPUAKO TTOV
YPTOLLOTO0VVTOL Yo TN Bepameio Tov dtafn.

O y10tpdg oag pmopel va {nTioel va TaipveTe avTo TO PAPLOKO LOVO TOV 1) GE GUVIVAGUO LE GAAL
oapuaka yio T Bepameio Tov dafnn. Avtd pumopei vo eitvar Eva GALO QappoKo Tov AapPaveTot
a6 TO GTOUO, /KAl £Va, PAPUAKO XOPNYOVUEVO UE EVEDT).

e mepintwon mwov HoM Aapupdavete kot doamoylipAolivn katl LeT@opuivn Ue TN Hopen EexmploTdv
dtokimv, 0 Yotpog oag pumopel va oag {ntoet va petafeite og avtd to eapuaxo. ['a v aropuyn
vepdocoroyiag, Unv cvveyioete va maipvete diokio damayAprolivng Kot LeTeopuivig edv
naipvete to Ebymect.
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Eivar onpavtikd va cuveyicete va axolovbeite i cuotdoels yio dlotta kKot AoKN o1, IOV Gag £dMGE O
Y1TPAS, 0 PAPLOKOTOLOG 1] O VOGOKOWOG GOG.

2. T péner vo yvopilete Tpwy mapete To Ebymect

Mnyv mapete To Ebymect

o o€ mepintwon aAlepyiog ot damayAipAolivr, Tn HETEOPUIVI 1] G€ 0TTO10ONTOTE GAAO OO TO!
OLOTATIKG OVTOV TOL PAPLAKOV (avaPEPOVTAL BTNV TPy popo 6).

. o€ mepinTwon mov elyate TpdcPaTo TEPLELDEL GE SLoPNTIKO KOO

. o€ MEPIMTOON oL €YETE LN EAEYYXOLEVO drafintn, Yia Tapddetypa pe coPapn vrepyivkaipio (Vynid

enimeda yAvkoing oto aipa), vavtia, EUeTo, dtdppota, Tayeio andAEL COUATIKOD BApovg,
yoroktikn o&émon (BAéne «Kivovvog yolokTikng 0&Emon gy, Tapakdt®) 1 keto&éwon. H
KeTOEEWON €lvol Lo KOTAGTAON KATE TV 0Toit GLGGMPEVLOVTAL GTO Ao OLGIEG TOL OvopALovTal
CKETOVIKO COUATO» KOl UTOPEL v 001N YNGEL G€ SPNTIKO TPO-KDUO. XTO CUUTTOUATO
mepthapPavovtol cTopaykd dAyog, tayeio kat fabeld avamvor|, vavniio 1 avamvon pe acuvioeT
oG EPOVT®V.

. o€ mEPInT®ON ToL £xeTE cOPapd LEWOUEVT VEQPIKT AElTOLpPYiQL.

o TEPIMTO®OT TTOL £XETE TAUONGELG TOL EVOEYETOL VAL ETLOEVOGOLY TN VEPPIKT| AELTOVPYiL GOC, OTWS
- OTMOAELD LEYAANG TOGOTNTOS VEPOL OO TO GMUA GO (APLIATMOT), Y. e&ontiog

UOKPOYPOVIAG 1] GOPap1g d1appotag, N EXETE KAVEL EUETO OPKETEG POPEG CLVEXOUEVQ

- coPopn Aolpmén
- cofopd TpofAipoTa e TV KuKAo@opia Tovg aipatdc cog (Kotaminéio).

o o€ MePInT®ON oL £YeTe pia AN oM, 1 omoid UTOPEl Vo, TPOKAAEGEL TPOPANLLOTA LETOPOPAS TOV
ailOTOC 6T OpYOVa GOG, OTMG €6V EYETE
- KOPOLOKT OVETAPKELD
- dvokorieg otnv avamvon and o&eia KopdloKn 1 TVELUOVIKN TAONoN
- TPOCPOTO VTOGTEL KOPSIOKT TPOGPOAN
- cofopd TpofAnuata pe TV KukAopopia Tov aipatog cog (kataminéio).

o o€ MEPIMTO®GON TTOL £YETE TPOPANUOTO LUE TO GUKADTL GOG.

. o€ TEPIMTOOT IOV TIVETE PEYALEC TOGOTNTEG OVOTVELUUTMOMV (gite KAONUEPIVE 1] KOTA KApODG)
(rapakorovpe deite v mapdypagpo "To Ebymect pe owvornvevpatmon™).

Mnv mépeTe AVTO TO PAPUOKO EAV IGYVEL Y10 GGG OTOLOONTOTE O TO TOPATAVC®.

Ipocdomomoeis ko TPoPLAGEELS

Kivovvog yarakTikig 0&émonc

To Ebymect pumopei va mpokaAécet pia Todd omavia, oALd ToAld coPfopn avemBountn evépyeia mov
ovopdeTon YOAOKTIKT 0EEMOT, IOOHTEPO GTNV TEPIMTMOON TOL 01 VEPPOL GaG OV AEITOLPYOVV 6®GTd. O
Kivduvog avamtuéng YoAakTiknG 0&€wmong avEdvetal Emiong Le Tov Un eAeyyOpUeEVO dtofntn, Tig coPapés
AOWUMDEELS, TNV TOPOTETAUEVT] VIOTEID 1] TNV KOTAVOAMGN OVOTTVEDLOTOC, TNV apLddTo™ (PAETE
TEPLOCOTEPEG TANPOPOPIEC TAPAKATM), TO NTOTIKE TPOPATLLOTO KOl OTTOIEGONTOTE LUTPIKEG TOONCELS OTIC
omoieg £vo, LEPOC TOV OPYOVIGUOD £XEL LELMUEVT TTopOoyn 0&EVYOVOL (OTmg 1 o&eia coPapr kapdlomadeia,).
Edv xdmo1o amd o mopoandve 1oyvEL Yio E6AG, EVIILEPDOTE TOV YIATPO CUG Y10 VO, GOG OMGEL TEPOLTEP®
oonyiec.

Awkoyte ™ Myn tov Ebymect ywa éva pikpo ypoviké svastnpa €av £xete kamovo tdOnon Tov
Pmopel va oyeTICETOL PHE AQPVIATOOT (CTUAVTIKT OTMAELN COUATIKOV DYP®V) OT®S GoPapd EueTo,
dudppota, TVPETO, £kBeon og BEPUOTNTA 1 AV KOTOVOADVETE PIKPOTEPT] TOGOTNTA LYPAOV OO TN
@LGLOAOYIKY. [0 TEPLEGATEPEG 00N YiEG EMKOIVMVIOTE LLE TOV YIOTPO COG.
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Awkoyte ™ Myn tov Ebymect kot emkowvovijote opéeng pe £va yiotpo 1 1o tAnciEcTepo
VOGOKONEIO €0V ELPAVIGETE KATOLO OTO TO COUTTAONRATA YALOKTIKG 0EE®ONGS, KAODS ovTh
KOTAOTOOT) UWTOPEL VO 00N Y1 GEL OE KOO

270, COUTTOMOTO TNE YOAOKTIKNG 0EEmang mepthappdvovTal:

- €1eTOoC

- GTOUAYIKO GAYOG (KOIAKO AAyOC)

- LOTKES KPAUTES

- veviKo aictnua adiabeciog pe coPapr| kémwon

- dvoKkoAio GTNV avomvon

- pelmpévn Bepprokpacio GOUATOG Kol LEIWUEVOS KAPILOKOS puOLLOG

H yodoxtikny o&éwon eival pio emetyovsa 10TpIkn KATAGTOCT KOl TPETEL VO, OVTLLETOTILETAL GTO
vocokopeio.

AnevOuvOsgite otov YI0TPO, TOV QUPROKOTOLO 1] TOV VOGOKONO GUG TTPLY TAPETE VTO TO QAPRAKO KL

Kot TN O1dpKkeLa TG Ogpameiog:

o edv epoavioete tayela andiea Pépove, aictnpa adbeciog 1| adiabesio, TOVO 6GTO GTONMYL,
vrepPolikn diya, ypryopn kot Babid avamvor|, chyyvon, acvvifictn vavniia | KOT®ON, Hia
YAVKIA OGN GTNV OVOTVOT] GOG, YAVKLA 1| LETOAALKT YEVGT GTO GTOUO GO, 1 SLOPOPETIKT OCUN
TV 0VP®V 1] TOL 10pMTA GOG, angvBuvleite g Evav Y1Tpd 1 6TO TANGIEGTEPO VOGOKOUEID TO
Tay0TEPO duvaTd. AVTd T CVUTTONOTA Bo pITopovoay va etvan onpeio "dafnTikng KeToEEmong" —
£€va 6Tavio aAAG GoPapod, PEPIKEC POPEC OTENTIKO Y10, TN (N, TPOPANUa oV popel va
amoKTHOETE Ao Tov St e€antiag avENpéEVeV eTMES®OV "KETOVIKOV COUATOV" 6Ta 00pa 1} TO
aipa cog, mov eaiveral otig e&etdoels. O kivovuvog avantuéng dafntikng keto&éwong umopei va
avENOel pe TV TopaTETAUEVT VNOTEID, TNV VIEPPOAIKT KOTOVAAMGT] OAKOOA, TNV 0PLIATMGN,
ATTOTOUES LEIDGELG TNG dOONG TNG VGOVAIVIG, N e€antiog pLeyaAdbTepng avaykng Ayng vGovAivNg
Aoy peifovog yepovpykng emépfoong 1 coPapng achévelag.

o gav éyete "daprn tomov 1", 0 opyavicudg cag dev mapdyet vaovAivr. To Ebymect dev mpénet va
ypMnoLonoteitan yuo T Bepameio avtig ™G TaONoNC.
o edv €xete TOAD LYNAA eminedo YAvkOLNG 0TO aiplo GOg, To 0ol UTOPEL VoL GOG TPOKAAEGOVY

aPLOATOOT (OUTOAELN PLEYAANG TOGOTNTOG COUATIKOV VYPOV). Ta mhovd onueio apuddtmoong
avaeEpovtal oty Topdypapo 4. Eviuepdote Tov y10Tpd G0g TpoTol apyiceTe Vo TapVETE OVTO TO
QapLoKo bV Exete EPEOVIGEL KATO10 0md ovTA TOL oMULEiaL

. €dv maipvete edppoKo yio T Helmon TG apTNPLaKng Tieons (AvTTEPTACIKE) Kot £XETE 1GTOPIKO
YOUNAAG aptnplokng Tieong (vrdtacng). [lepiocotepeg TAnpopopieg Tapatibevral oty TapAyPOPO
0 KAT® KAT® oo "Allo pappoxo kot Ebymect”.

o €av epeavilete ovyvd ovporomd&els. To eappoko avtd UTopel va TPOKUAEGEL OVPOLOUMDEELS Kol
0 Y1TPOg cug Umopet va Bednoet va oag mapakoiovdei o otevd. O yatpdg cog pmopet va
g€etdoet 1o evdgyduevo va alddEel Tpocmpvd T Bepameia cog edv avamtiéete coPapn Aoiuwén.

Edv xdmoto amod to mapoandve 1oydel 6T O1kn cag mepintmon (M £xete appiforieg), ansvbuvbeite otov
YTPO, TOV POPUOKOTOL0, 1] TOV VOGOKOUO GOG TPOTOV TAPETE OVTO TO PAPLLAKO.

AmevBuveite oTov Y10TpO AUECHGS, EAV TOPOVGIAGETE GUUTTOUATO GAYOVGS, evatsOnaciog, epuBpoTNTOC N
010N LLOTOG TV YEVVITIKAOV OPYAV®V 1| TNG TEPLOYNG LETAED TOV YEVVNTIK®OV 0pYAVAOV KOl TOV TPWKTOV GE
ouvovaoUd pe Topetd N YeVIKO aicOnuo adtabecioc. Avtd ta coprtdpate o propoveay va
VTOSNADVOLV TNV TOPOVGIN UIKG GTTAVIAG GALA cofapng 1 akOU Kot ametAnTikng Yo T {on Aoiuméng,
7OV OVOUALETOL VEKPMTIKY TEPLTOVITION TOV TEPIVEOD T} YAYYpaLva TOV Fournier kot KataeTpéPeal ToV 16T0
Kato omd to dépua. H yayypawvo tov Fournier mpénet va aviiuetoniotel ouéowng ue Depomeio.

Xewpovpyw) eméppaon
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Edv mpémel va vmoPAnOeite oe peilova yeipovpyikn enépPfacn TpENEL VoL GTOLOTIGETE VO TAIPVETE TO
Ebymect katd ™ didpketa kot yio KAmolo ypovikd ddotnua petd and avtiv ) dtadikooio. O yotpog
oag Ba amopacicel TdTe mpémel vo dlakdyete Ko moTe va Eavapyioete ™ Bepaneio pe Ebymect.

Negpwn Aertovpyia

[pémet va ehéyyovtan ot veppoi cog Ttpwv Eekvioete va maipvete to Ebymect. Katd ) didpkeia g
Oepameiog pe aVTO TO PAPLOKO, O YIOTPOS GOG Ba EAEYYEL TN VEQPIKN AEITOVPYIN GOG LK POPE TOV XPOVO 1
O GLYVA GV gloTe NAMKIOUEVOS 1Y/KaL €6V TAPOLGIALETE EMOEIVOVUEVT] VEQPLKT AELTOLPYiaL.

DpovTioo TOV TOOLOV
Onwg 6Lot ot drafntucol acbeveig eivol onpovtikd vo eAEéyyete ta TS GG TOKTIKG Kol Vo okoAlovbeite
KkéOe cuUPovAN| CYETIKN LE TN PPOVTION TOV TOdMV oL GOG £xel dobel amd Tov enayyeipatio vyeiag Gog.

I'wko6ln ovpov
E&attiog Tov pnyoavicpov dpacng autod tov eapudiov, 1 eEétaon Tov obpav cag Ba givar Betikn yo v
TAPOLGia cakydpov evd Aappdavete avtd To PApLaKO.

Hiuaopévor (= 65 etov ko dve)

Edv eiote nAucuiopévog, pmopet va vapyel vynmAoTePOG Kivouvog ot veppol 6og vo Aettovpyohv Aydtepo
KaAd kot va Aappavete Oepameia pe dAlo pappoka (PA. eniong «Neepikn Aettovpyion Topomdve Kot
«AMo eappaka kot Ebymect» mopardro).

Mowra ko £éenpor
AvT0 TO PAPLOKO OEV GLVIGTATOL Y10, TOLOLE Kol EprPovg NAtKiog kGt Tmv 18 tdv, d10TL dev ExEl
peietnfet o€ avTovS TOVG 0GOEVELS.

Alha appoxe kar Ebymect

Av mtpémel va oag xopnyndel oxloypoaikd HEGO TOL TEPLEYEL LOSIO UE EVEGT GTNV KUKAOQOPIO TOL
aipoTog, Y10, TopAdEly Lo 6TO TANIGLO O1EVEPYELNG aKTIVOYPaQiag 1) Topoypoeiog, Oo mpémet va
otouatioete vo maipvete Ebymect mpv amo 1 ) oty g yopriynong g éveong. O yuatpdc oag Oa
anoQacioet TOTE TPEMEL va dlakoyete ko ote vo Eovapyioete ) Bepancio pe Ebymect.

Evnpuepmoete tov yotpo 1 Tov oprokorold cog Qv Taipvete, £xete TpOGPATO TAPEL 1 Lmopel va mhpete
dAAa pappaka. Mmopel va ypeloctel vo VToBUAAESTE GE TTO CLYVOVS EAEYYXOVG TG YALKOLNG CLOTOG Ko
NG VEPPIKNG AELTOVPYIOG 1 O YIUTPOG GOG EVOEYETAL VO XPEWGTEL VO TPOGUPUOGEL TN SO0GOAOYId TOV
Ebymect. Eivau 1dwaitepa onpavikd vo ovapépete to. akdAovda:

. €Gv TOIPVETE PAPLLOKO TTOV OEAVOLY TNV TOPOY®YT 0VPOV (810VPNTIKA).

. €4V maipvete AAAL QAPUOKE, TO, OTTOI0, LELDVOLY TNV TOGOTITA GOKYAPOL GTO Ol 560G OTMS M
WWGOoLAIVI 1 €va edppaxo "covipovorovpiog”. O yiatpog cag uropei va BeAncel va Leudoet )
d00T QVTAOV TOV PAPUAK®DV Y10 VO ATTOTPEYEL TV EUQAVIOT| ETTEIWDV GUKYGPOV TTOV gival
vrepPolkd yaunAd (vroyAvkaipic).

o £av AapPdavere AiBo d1ot to Ebymect umopei va peiwoet v mtocdtnto Abiov oto aipa oag.

. €av Aappdvete oluetidivn, £va APUAKO TOV XPTGLULOTOIEITOL Y10 TV OVTIUETOTIOT GTOUUYIKDOV
TPOPANUATOV.

o €av ypnowomoteite Ppoyyodiactortikd (B2-61eyEptec) ToL YpnoomotovvTal 6t Bepameio Tov
doOuatog.

. €4V YPNOYLOTOLEITE KOPTIKOGTEPOELDT], TOV YPTCUYLOTOLOVVTOL Y10 TNV AVTILETAOTION TNG PAEYLOVIG
o€ modnoelg Onmg 1o acbpo Kot 1 apbpitida.

. €0V YPNOYLOTOIEITE PAPUAKA TTOV YPNGUYLOTOLOVVTOL Y10 TV CVTILETMTICN TOV GAYOLE KOl TNG
eAeypovig (MZA® kot avactoreic COX-2, dnmg povmpopaivn Kot oereko&ipmn).

. €0V YPNOYLOTOIEITE OPIGUEVE PAPLOKO Y10, TNV AVIILETOTIOT TNG VYNANG 0pTNPLOKNG TTECTS

(avaotoreic Tov MEA kot avtay®mvieTég TV vodoyEwmv g ayystoteveivng ).
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To Ebymect pe owvonvevpotdén

ATo@UyeTE TNV VIEPPBOAIKT KOTAVIA®OT] OVOTVELHATMIMV KOTh TN didpkeia Aymg tov Ebymect xabmg
aTd pumopel va owénoet Tov Kivovvo epeaviong yYoOAaKTiKNG o&émong (PAEme mapdypapo
«I1pog1domonGELg Kl TPOPLAGEEID).

Kinon kol Oniaocpog

Edv eiote éyxvog 1 Onhdalete, vopilete 0T pmopel va glote £ykvog 1) oYedALETE VO AmOKTNGETE TOdL,
{ntote ™ GVPPOLAN TOL YLTPOV T} TOL PAPLAKOTOLOD GG TPV TAPETE AVTO TO Papuako. [Ipémet va
GTOHOTNGETE VO TOIPVETE OVTO TO PAPLOKO EAV LEIVETE EYKVOG SEOOUEVOL OTL OEV GLVIGTATOL KATA TN
SLAPKELD TOV OEVTEPOL KOl TOL TPITOL TPLUVOL (TOVG TEAEVTAIOVG EE1 UNVEG) TNG EYKVUOGVVIG.
Evnuepaoote tov y1otpd 060G GYETIKA e TOV KOAVTEPO TPOTO EAEYYOV TOV EMMESWOV GUKY(POVL GTO QL
060G KOTA TN S1APKELN TNG EYKVUOGVVNG,.

Evnuepaote tov yuatpd cog v emboueite vo Onidoete 1 edv InAalete Tpotov mhpeTe AVTO TO PAPUAKO.
Agv TpENEL VO YPNCIUOTOGETE 0LTO TO PAPUOKO GV ONAdlete. Agv eival YvGTO €GV TO PAPUAKO OVTO
AMEKKPIVETOL 0TO avOpdTIVO YaAA.

O ynon ko yEPLoROS PNYAVRLATOV

To @dppoko ovtd dev Exel Kapia 1 EYEL ACTUAVTH EXIOPACT] GTNV IKAVOTNTO 001 YNGNG KOl XEPICLOV
pnyoavnudtov. H Afqym tov pe GAAa ¢apLoke mov LELMVOUY T ETITESN TOV GUKYAPOV GTO Oie GOG, OIS
N WwoovAivi 1 éva eappako "covApovurovpiag”, UTopel va TPOKOAEGEL TOAD YOUNAG ETITESQ CAKYAPOL
670 aipa (vToyAvkopic), Yeyovos Tov umopel vo TPoKaAEGEL CUUTTOUOTO OGS advvapuia, CoAn,
ALENUEVT EQIOPMOT, YPTYOPO KAPILAKO AU, SloTapayés oty Opaon 1 SLGKOAMO CUYKEVTPMOGONG Kol
UTOPEL VO EXNPEACEL TNV IKAVOTNTA oag Vo 0dnyeite Kot va yepileote unyavéc. Mnv odnyeite 1
YPT|CLLOTIOEITE EPYOLEID 1] UNYOVALOLTOL, EGV OPYICETE VO OIOOAVESTE CVTE TO GUUTTMLOTOL.

To Ebymect nepiéyer varpro
To edpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) avd d6om, eival ovtd Tov ovopdlovue
«ehevBepo vatpiovy.

3. Mo va wapete To Ebymect

[Tévtote va TaipVETE TO QAPLOKO CVTO CVOTNPA COUPOVA LE TIC 001 YIEC TOL YaTPOL Goc. Edv éxete
apPIPoAieC, PMTAGTE TOV YIUTPO 1) TOV QOPUOKOTOLO GUGC.

Iow givar 1 660

. H mocotta antod 100 papudikov mov Bo tapete SopEPEL AVAROYA LE TNV KOTACTOCT GOG KO TIG
d0celg pueTeopuivng ka/n tov Eexmplot@v dtokinv damayAiprolivng Kol LETEOPUIVIG TOV
Aappdvete avtod 1o ddotnpa. O yotpog cag Ba cog evUEPDSEL aKPIPDS O TEPIEKTIKOTNTA
0VTOV TOL PUPUAKOL TPENEL VO TAPETE.

o H ocvvietdpevn d6on givar éva 616Kio dV0 QOPES TNV NUEPAL.

ANy 0vTOO TOV PUPRdKov

. Noa katanivete To d16Kio 0AOKAN PO e piod ToTPL VEPO.
. Noa naipvete to d1oKio pe Tpo@T|. ATOGKOTEL 6T UEIMGT TOL KIVODVOV TOPEVEPYEIDY GTO GTOUGL.
o No maipvete 1o d1okio cog dVo Popéc v Nuépa, To mpmi (Tpdyevpa) kot o Ppddv (deinvo).

O Y10TpO¢ 6aC UTOPEL VO GAG GLUVTAYOYPUPTIOEL 0VTO TO PAPHOKO G GLVOVACUO pe AAAO(a) EappLoko(ar)
Yo TN HEl®oN TG TOGOTNTOG TOL GUKYGPOoL 6To aipa cag. Avtd uropet va eival kdmoto(a) edppoko(a)
7oV AapPAavetol amd To GTOUO 1) YOPTYOVUEVO LE EVEDT], OTMG 1] VGOLAIVN 1] £VaG OY®VIGTHG TOL LTOdOYEN
GLP-1. ®vunbeite va mdpete avto(a) to(a) aAro(a) eapuoko(o) COUPOVO LUE TIG 0dNYIEG TOV Y1OTPOV GO,
Av16 o coc fondnoet va emtdyETE TA KOADTEPA OLVOTE ATOTELEGLLOTO Y10 TNV VYELQ GOC.
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Alorto Ko doknon

"o tov éheyyo tov draPntn cog, Oa YPEOOTEL VO SITNPHOETE TO TPOYPOLLLO dTOLTOG KOl AOKTONG, KOO
Kol 0Tov Taipvete avtd To eapuaxo. Eropuévog etvat onpovticd vo axoiovdeite Tig cupfoviég Tov
YLWLTPOV, TOV PUPLOKOTOLOV 1| TOL VOGOKOLOV GOG GYETIKA LE T dlonta Kot TV AoKNOT). VYKEKPIUEVA,
€dv akorovBeite drafnticy dlowta yio Tov Eleyyo Tov Bapovg, cuveyiote va v axoiovbeite evd maipvete
ovTd TO PAPLOKO.

Eav napete peyarvtepn d66n Ebymect amo v kavoviki

Edv mapete mepiocotepa diokio Ebymect amd 6ca Oa énpene, pmopel va epeovicete yoloktikny 0EE®O).
Ta cvumtopate TG YOAOKTIKNG 0&éwong tepilaufdvouy aictnua adiabeciog 1| oAb coPfapn adabecia,
gnetd, TOVO GTO GTOUAYL, UVTKES Kpaumes, coPapod aicOnpa kOTwons 1 SuckoAiia otnv avamvon. Eav
eupavictel o cag, umopet va yperaleote dueon Bepomeior 6To VOGoKOELD, 0EGOUEVOD OTL 1) YOAOKTIKY|
ofémon umopel v 001 YNoEL 68 KDUA. AKOYTE T AT 0WTOD TOL POPLAKOV AUESHG Kot amgvbuvieite
o€ évay Y1oTpd N T0 TANGIEGTEPO VOGOKOUEID TO ToVTEPO duvartd (PAéme mapdypapo 2). TTapte
cuokevacio Tov eapudikov pali cog.

Eav Eeydoete va mapete To Ebymect
Mnv tapete SmAn 6661 avTOH TOL EAPUAKOV Y10l VO AVOTANPOGETE TN 0061 ToL EEYACATE.

Eav etapotioste va moipvere To Ebymect
Mnv GTopaTAGETE VO TAIPVETE AVTO TO PAPLOKO Y®PIS va cupfovAgvteite TpdTa TOV YoTpd Gog. Ta
EMiMEdO TOL GOKYAPOL GTO aipa oag UmTopel va awéNBovY YwpPig aVTO TO EAPIOKO.

Edv &yete meprocdtepeg epOTNGELS GYETIKA LLE TN XPTOT CLTOV TOV POPUAKOV, POTNGTE TOV YLOTPO, TOV
POPULOKOTOL 1] TOV VOGOKOUO GOG.

4. IMBavéig avemOBOuNTES EVEPYELEG

Onwg 6o To eAppoKa, ETGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG AV KOl
dev Topovctalovtal 6€ OAOVE TOVG avOpmTovC.

Yropatiote va moipvete To Ebymect kan emokepOcite évay yiotpo to TayvTEPO SVVOTH £GV
TOPATNPICETE KATOLL U6 TIG TAPAKAT® cofapéc 1] SuvnTikd cofapég avemOuunTeg evépyetes:

o F'ohaxtuc 0EE®on, 1 omoia Tapatnpeitol ToAL ondvia (umopel va ennpedost éog 1 ota 10.000
dropa).

To Ebymect pumopei va mpokaAécet o ToAd 6mavia, aAld Todd cofapy avemBdunT evépyeta mov

ovopdleton yoraktikn o&Emon (PAére mapdypoeo 2 «IIpogidomoiiosic Kot TpoPLAGEEID»). Edv cupPel

avTo, TPENeL va drakoyete T Ay Tov Ebymect kou va enikovovicete auéomg pe éva, ylotpo 1 Ue 1o

TANGIEGTEPO VOGOKOUELD, KOOMG 1 YOAoKTIKT 0EEMOT Umopel VoL 00N YNOEL GE KDL

AnevOuvOscite o évav YioTpo 1] 6T0 TANGLEGTEPO VOGOKOUELD TO TUYVTEPO OVVATO EAV ERPUVICETE
KAmowo, 0o TIC TOPUKATO avemOOUNTES EVEPYELES:

o Awpnticn ketoémon, napatnpeitol ondvia (Umopei va epeoviotei og €og 1 ota 1.000 dtopa)
Avtd gtvor To onueia tng daPnTikng keToEEmong (PAéme emiong mapdypopo 2 «IIpogidomonoels Kot
TPOPLAAEEICY):

- avénuéva, emtineda "KETOVIKOV cOUATOV" 6Ta 00pa 1| GTO Ol GOGC

- Toyeio amdAELo Papovg

- aioOnuo adabeciog 1 adobecio
TOVOG GTO GTOUA)L
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- vrepPoiikn dlya

Tayeio kot fodid avamvon

GOYYLoN

- acvvh ot VIV )| KovpaoT

Lo YAUKLA OGN GTNV OVOITVOT), YAUKLA 1] LETAAAIKTY YEVOT) GTO GTOLA GOG 1) LOPOPETIKT OGLT
TOV 0OVP®V 1] TOV 10PMTO GOGC.

Avtd pmopel va epgavictodv aveEdptnra and ta enineda e yAvkoing oto aipa. O yiatpog cog pumopel
VO amoPaGicel va S1aKOWEL TPocmpva 1 povipa ) Beponeio cog pe to Ebymect.

o NeKpOTIKN TEPLTOVITION TOV TTEPLVEODL 1) Yayypova Tov Fournier, po cofopn Aoipwén tov
LoAaKoD 16TOD TV YEVVITIKMV OpYAv@V 1 TNG TEPLOYNS LETAED TV YEVVITIKGV OpYEveV KOl TOV
TPWOKTOV, TOV TOPATNPELTAL TTOAD CTAVLAL.

Yropoatiote va moipvere To Ebymect kon emokepOscite Evay yrotpo 10 6UVTOROTEPO dVVATO EGV
TOPATNPICETE KATOLL U6 TIG TAPUKAT® cofapéc 1] dOuvnTikd cofapég avemOvunTeg evépyeres:

o Ovporoipmién, mov mapatnpeitor cuyva (umopet va gpeavicbei og 1 ota 10 dropa).
Ta mapokdto givor onueio soPaprg ovporoipméng:

- TOPETOG KON piyn

- aicOnuo Koveov Katd TV ovpnon

- TOVOC 6T HESN 1 TA TAELPAL.
Av Kot 01 GLYVO, £V TOPOTNPTCETE CULO GTO OVPO. GOS, EVIUEPDOTE AUECHOS TOV YIOTPO GO,

Emkowvmvilote pe Tov YiaTpo 6aS T0 6VVTOPOTEPO SVVATO £GV ELPAVIGETE KATOLN OO TIS TAPUKATO
OvETOVUNTES EVEPYELEG:

. Xopnra enineda coxyapov 6to aipa (VTOYAVKILNI), TOV TAPUTNPEITAL TOAD VY va (UTopEl va
ennpedoel nepiocdtepa omd 1 ota 10 dropa) — 6tav TAiPVETE AVTO TO PAPLLOKO LE [LoL
GOVAPOVVLAOVPIN 1) GAAL PAPLOKE TTOV LELDVOLV TIV TOGOTNTO TOV GOKYEPOV GTO Oild OGS, OTWS M
VGOVALVY).

Ta mwopoakdto eivol onueio YOUNAGV ETTES®Y GOKYOPOV GTO GipL0L:

- TPEUOVAO, EQIOPMOT), EVTOVO G1yYOC, TOYLTOALLIO

- aioOnuo meivag, movoképaroc, petaforés oty dpacn

- aAlayn| g 0160eon 1 aicOnua cvYYVoNS.
O ywrpdc oag B 60 EVIUEPDTEL GYETIKE LLE TNV OVTILETMTLION TOV YOUNADY ETTESMV CAKYEPOL Kot Tt
TPENEL VO, KAVETE GE MEPIMTOGT TTOL EUPAVIGETE OTOLOONTOTE ATO TO TAPATAVD CTUELQ.

Addeg avemOOUNTES EVEPYELES TEPLAOUPAVOULY:

IoAv ovyvég
. vaoTia, EPETOC
. duappota M TOVOC GTO GTOUAYL

. pelopévn opekn

Yoyvég

o yevwntikh Aoipmén (kavtvtioon) Tov t€ovg 1} Tov KOAToV 6og (Tta onpeio propel vo.
nepthappavouvv epedioud, payovpa, acuvnioTeg EKKpicels 1 OGUN)

TOVOG oTN péom

amofoAn ueyolutepnc TocOTNTOC 0VPmV amd T GLVNOIGUEVT 1} AVAYKT] Y10, LYV 0DPTIoN
petaPoric oty mocdTNTA TG XOANGTEPOANG 1| TOV AMmdinv 610 aipa cog (eaivetol otig e&etdoelg)
av&Noelg otov aplbud v epubpdv atpocealpinv oto aipa cog (eaivetal otig eEgTdoEC)
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HEIMGELS 0T VEPPIKN KABapon kpeatvivng (eppaviletal otig e€etdoelg) otnv apyn g Oepameiog
petaorég g yevong

GaAn

eEavonua

pewopéva N xopnAd enineda Prrapivng Biz 610 aipa (to copntdpote propet va teptiapfavovy
vrepPfoiikn kovpaon (komwon), epediopévn kat pubpn yhwooao (YAwooitida), aicOnpo
TOWTNHOTOG o amd Kapeitoes Kot feloveg (tapoictnoia) | yhopud 1 Kitpvornd dépua). O
YWTPOG GO UTOPEL VO KOVOVIGEL KATOEG EEETACELG Y10l VO, EVTOTIGEL TNV 01Ti0L TOV CUUTTOUATOV
o0, EMELDN OPICUEVA OO OVTA UTOPEL ETTioNG VO TPOoKaAODVTOL 0o S1oPBTN 1 0md GALA un
oyxetilopeva TpofAquota vyeiog.

Oy ovyvég (umopet va ennpedoovy éog 1 ota 100 drope)

. ATOAELN LEYAANG TOGOTNTOC VYPDV OO TO GO0 0aG (APUIAT®MON, TO oNUElN UTopel va
epAapPavouv oAb Enpd 1 KoAA®OEg oTONO, HELOUEVN ) KaBOAOV TOpay@YT OVPWV M
T LTOAIOL)

pokntioon

Sty

dvokototnTo

dvopopia kaTd TNV ovPNON

aQUTVIOT) KATA TN O1dPKELD TG VOKTOGS Yot 00PT|oN

Enpootopia

LELOUEVO COUATIKO BAPOG

aVENGELS oMV KpeaTviv (EUavileTal OTIC EPYUCTNPLUKES EEETACELS OULOTOG) TNV apyT| TNG
Oepameiog

. avénoelg oty ovpia (epeoavifetol oTig epyoacTnplakés £EETACELS OiLOTOC)

oAb omavieg

o un PLOLOAOYIKEG EEETAGELG TNG NATIKAG AEITOVPYinG, PAEYHOVN TOL Hatog (NroTitida)
o gpuOpoOTNTA TOV dépUTOG (EpHONL), Payovpa 7 eEGvOnua pe payovpa (kvidmon)

o QAEYLOVT TV VEQPPDV (S10UECOCOANVAPLOKT VEQPITION)

Ava@opd avemOOunTOV EVvEPYEL®OV

Edv mapotnpfoete Kamolo avemBOunTn evEpYeLd, EVILEPDGTE TOV YIATPO, TOV PUPUOKOTOLO 1] TOV/TN
VOGOKOWO Gag. AVTO 1oyYvEL Kot Yio kéOe mhavr| avemBountr evépyelo TOv OEV AVOPEPETOL GTO TOPOV
@OALO 0OMYIDV Yprionc. Mmopeite eniong vo avapépete avembBounteg evépyeleg omevbeiag, Lo ToV
€0vikov GLGTNUATOG OVaPOPAS TToL ovaypapeTol 6to [Tapaptnua V. Mécwm g avaeopdc avertdountov
gvepyelmv pnopeite va fondnoete ot GLALOYN TEPICTOTEP®V TANPOPOPLAV GYETIKA LLE TNV ACPAAELN TOV
TPOVTOG POPUAKOV.

5. Iog va puidcsste To Ebymect

To @appoko 0vTd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kat Ogv TO POAVOLVY T TOdLd.

Na pn ypnoiponoteite avtd 10 GAPUOKO LETE TNV NUepounvio ANENG OV AVaPEPETAL OTIV KUWEAT HETA
70 "EXP" 1 670 xovti petd ) "AHZEH". H nuepopunvia AMéng eivar ) tedevtaio nuépa Tov WRva o
avaQEPETOL EKEL.

To @apuokevTiKd ovTd TPOidV dev amartel Waitepeg cuvonieg Beppoxpaciog yia T eOAAEN TOV.
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Mnv metdite @ApUAKO GTO VEPS TNG AMOYETELONG N OTA OIKIAKA Amoppifpate. POTNote ToV Qopprakomold
G0G Yot TO TAG va TETAEETE T PAPLLOKA TOV dgv ypnoionoteite mo. Avtd ta pétpa Ba fondrcovv otnv
TpooTosio Tov TEPPEALOVTOG.

6. Iepreydpeva g cvokevaciag KoL Aoutég TANpoPopieg

T epiéyer To Ebymect

. O1 dpaotikég ovoieg sivat 1 damarylprolivn kot 1 VOpoyAwpPIKn peteopuivn (netpopuivn HCI).
KdBe emkadoppévo pe Aemto vuévio diokio (diokio) Ebymect tov 5 mg/850 mg mepiéyet
povoidpikn damayAprolivn pe Tpomavodiodn i6oddvaun pe 5 mg damayierolivng kot 850 mg
VOPOYAMPIKNG LETPOPUIVIG.
KéBe emkatoppévo pe Aemto vuévio diokio (diokio) Ebymect tov 5 mg/1.000 mg mepiéyet
povobdpikn damayAprolivn pe Tpomavodiodn isodbvaun pe S mg damayipArolivng kot 1.000 mg

VIPOYAD®PIKNG LETPOPUIVIG.

o Ta GAha cvotaTikd givat:
- nTupNvog diokiov: vapo&urporviiky kuttopivn (E463), ikpokpuotaddikn Kuttapivn
(E460(i)), oteatiko poayvioto (E470b), vatprovyo kapBo&uuebviiopévo auolro.
- gmkaioyn: moAv(Bvoiaikooin) (E1203), moivarbvievoyrlokoin (3350) (E1521), tarkng
(E553Db), d10&€id10 Tov Trtaviov (E171), o&eidio oidnpov (E172).

Epgavien tov Ebymect ko mepreyopeva g cveksvasiog

o To Ebymect 5 mg/850 mg givar kactavoypopa, diaotdoemy 9,5 X 20 MM ®og1d1 EXKAAVUUEVOL IE
AemTO LUEVIO dlokia. PEpovy yopayuévn Ty Evoelén "5/850" ot o TAevpd Kot TNV EVOEEn
"1067" and v dAAN TAELPA.

o To Ebymect 5 mg/1.000 mg eivon kitpiva, dactdoemv 10,5 X 21,5 mm ®o&1d1] EMKOAVUUEVA Ue
AemTO LUEVIO dloKia, OV PEPOLV Yapaypévn TV £vdetn "5/1000" ot po Thevpd Ko TV £vOELEN
"1069" and v GAAN TAELPAL.

To emkadoppéva pe Aemtd vuévio dokia Ebymect 5 mg/850 mg kot ta emtkoAvppéva pe Aemtd vUEVIO
drokio, Ebymect 5 mg/1.000 mg datibevtar o cvokevaoieg koyehmv amd PVC/PCTFE/AIU. To, pueyén
TOV cLOKEVACLMV gival 14, 28, 56 kot 196 (2 cuckevocieg Tawv 98) emcorlvppévo, e Aemtd vEVIo diokia
o€ Un ST TEG MNUEPOLOYIOKES KuWELES TV 14 diokimy, 60 emucolvppévav pe Aentd vuévio diokimv o
un duatpnteg Kuyéreg twv 10 diokimv ko 60X1 emkaivppéva pe AemTd LUEVIO d1oKI0 O SLATPNTEG
KOWELEG UG 0OGNC.

Mmropei vo pnv KukKAOQOpoUV OAEG 01 GUOKEVAGIES OTN YDPO GO,

Karoyog Adsrog Kvkhogopiag
AstraZeneca AB

SE-151 85 Sédertalje

Zovundia

IHopoaockevaotig
AstraZeneca AB
Gartunavagen
SE-152 57 Sodertdlje
Youndia

INo omoladnmote TANPOPOPio, GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TopakareioTe va amgvbuvisite
6ToV TOMIKO avTITpOcno Tov Katdyov g Adeiag Kukiopopiag:
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Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +322 37048 11

Bbbarapus

Acrpa3eneka brirapus EOO/]

Ten.: +359 (2) 44 55 000

Ceska republika

AstraZeneca Czech Republic s.r.o.

Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf.: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

EALGOa
AstraZeneca A.E.
TnA: +30 210 6871500

Espafia

Esteve Pharmaceuticals, S.A.

Tel: +34 93 446 60 00

Laboratorio Tau, S. A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141294000

Hrvatska
AstraZeneca d.0.0.
Tel: +385 1 4628 000

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich )
AstraZeneca Osterreich GmbH
Tel: +431711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal
BIAL-Portela & C&, S.A.

Tel.: +351 22 986 61 00

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41
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Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
Island Slovenské republika
Vistor hf. AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvbzpog Sverige

Aléktop Dappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd
Tel: +371 67377100 Tel: +44 1582 836 836

To wapdv UAAO 00N YIOV Yp1ioNS avaBe®p1OnKe Y10 TEAEVTAIO POPE TOV

Alreg INYEG TANPOQOPLAOV

Aentopepeic TANpoeopieg yio To pappaKo avtd eival dtabéoiec otov diktvakd ToTo ToL Evponaikon
Opyoviepod ®opudkev: http://www.ema.europa.eu
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