ITAPAPTHMA 1

HEPIAHYH TON XAPAKTHPIETIKOQN TOY IPOIONTOX



¥ To pdppako ontd telel VIO CLUTANPOUATIKY TapaKoloVONGT. AvTd Oa EMTPEYEL TOV TOYD
TPOGOLOPIOUO VEDV TANPOPOPLOV AGPAAEINC. ZNTEITOL OO TOVG EXOYYEALATIEG TOV TOLEN TNG
VYELOVOLUKNG TTEPIBOAYTG VO AVAPEPOVY OTTOIEGONTOTE TOOVOAOYOVUEVES OVETOOUNTEG EVEPYELEG. BA.
TAPAYPOEo 4.8 Y10, TOV TPOTO AVOPOPAS OVETIBVUNTOV EVEPYELDV.

1. ONOMAYIA TOY PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emkaAvppéva e Aento vuévio d1okia
Ebymect 5 mg/1000 mg emkaAvppéva e AemTd LUEVIO dloKia

2. HOIOTIKH KAI NIOXOTIKH YYNOEXH

Ebymect 5 mg/850 mg emkoivupévo pe Aentd vuévio diokia
Kda0e diokio mepiéyet povovdpikn damaryAerolivn pe Tpomavodiorn 1oodvvaun pe S mg damayiprolivng
Kot 850 mg VIPOYA®PIKNG HETPOPUIVIG.

Ebymect 5 mg/1000 mg emkoivpuéva pe Aentd vpuévio diokio
Kabe diokio mepiéyetl povobdpikn domayhorolivn pe Tpomavodiodn icodvvaun pe 5 mg domayprolivig
Kot 1000 mg vépoyA®pPIKNG LETQOPUIVIG

IMa tov TAfpn KaTdAoyo TV KdOY®V, PA. Tapdypaeo 6.1.

3. DPAPMAKOTEXNIKH MOP®H

Enucodoppévo pe Aemtd vpévio (d1okio).

Ebymect 5 mg/850 mg emikoivupévo pe Aertd vuévio diokia
Kaotavoypopo, apeikvpta, dectdoemv 9,5 x 20 mm 0101 EXKOAVUUEVO e AETTO VUEVIO O10Kid, TOV
@EpOoVV yopoyuévn v Evoelén "5/850" ot wo mAsvpd ko Ty EvoeiEn "1067" amd tnv GAAN TAgvpd.

Ebymect 5 mg/1000 mg emuxaivppéva pe Aertd vuEVIo diokia
Kitpwa, apeixvpra, dtactdcewv 10,5 x 21,5 mm woedn entkaAvppéva pe Aentd vuévio diokiol, Tov
@EpovV yopoyuévn v évoeién "5/1000" ot pia Tievpd kot Ty £voelén "1069" amd Ty dAAn TAevpd

4. KAINIKEX ITAHPO®OPIEX
4.1 OsgpamevTiKEg EVOEIEELg

To Ebymect evdeikvutal oe eviilikeg niikiag 18 etmv kot dvo pe cakyapddn dtofntn Tomov 2 wg

cuoumAnpouatikn Bepomeio otn dlonta Kot TV AoKNon Yo T PEATIOOT TOV YAVKOLLUKOD EAEYYOV

* og 000eveic TOL dev EAEYYOVTOL LKOVOTOINTIKA LE TN LEYLOTT avekTn 8001 povobepameiog e
HETQOPHEVN

* 6€ CLVOVOAGHO LE GALD VTOYAVKOUUIKE POPUOKEVTIKG, TPOTOVTA, TEPIAAUPOVOUEVIG TNG IVGOVAIVIG, O
acBeveic Tov dev EAEYYOVTOL IKOVOTTOMTIKA e LETQOPIVI] KOl TO PAPUOKEVLTIKA VTA TPoiovTa (BA.
mapaypdeovg 4.4, 4.5 kai 5.1 yuo dStoBésiao dedopEVa GYETIKA LE LPOPOVE GLVOVOAGLOVG)

* o¢ acBeveic mov Aappdvouv 16N cvuvdVAGUO damayAPAOLIvNg Kol LETPOPUIVIG LE TN LoPON EEY®PIOTOV
dokiwv.



4.2  Aocoloyio Kol TpOTOS YOopPYNOoNS

Aocoloyia
Evnlixes ue pvorodoykn veppirn lerrovpyia (GFR > 90 ml/min)

Lo aoBeveic mov dev eléyyovial ikavorointika ue Hovolepameio HeTPOPUIVAS 1] LETPOPUIVH TE TOVODOTUO
e GAAa DEOYAVKOIUIKG POPUAKEDTIKG, TPOIOVTO TEPIAOUPAVOUEVHS THS IVGOVAIVHS

H ovviotdpevn 66on eival éva diokio 000 @opéc nuepnoine. Kabe diokio mepiéyet otabepn 06om
damarylprolivng kot petpopuivig (PAEre mapdypago 2). Ot acBeveic mov dev EAEYYOVTOL IKOVOTOMTIKA
LE LETQOPUIVI ¢ povobepameia 1) 6€ GLUVOVAGUO e GALD VTOYAVKOUUIKE QOPIOKEVTIKG TPOTOVTA,
mepthopPavouévng g veovAivng, Tpémel va Aapupdvouy cuvoiikn nuepnota 66omn Ebymect icoddvoun
pe damayMelolivn 10 mg Kot T GLVOAIKN NUEPN OO HOGT TNG LETPOPLUVNG 1 TNV TANGCLEGTEPN
KaTdAANAN Bepamevtikn 6601, Tov NN Aapfavovv. Otav to Ebymect ypnoylomoteitoan e Guvovocouod e
WWGOLALIVI 1 €va EKKPLTAY®OYO TNG WGOLAIVIG OTT®G Lot covApovvAovpia, pumopel vo e&etacbel To
EVOEYOLLEVO YOPTNYNONG YAUNAOTEPG OOCTG IVCOLAIVIG 1] GOVAPOVVAOLPIOG YO TN LEIWGT TOV KIVODVOL
g vroyAvkoiog (BAéne Tapaypdpovg 4.5 kot 4.8).

Lo a00eveic mwov pstafoivovy amd Gepomeio we Eexyawpiota diokio damoyAipAolivhe Kot HETQOPUIVIS

Ot aoBeveic mov petaPaivovv and Bepaneia e Eexwpiotd dtokio damayAipAoliving (GuVoALKT NuepPoLN
d0om 10 mg ) kan petpoppivng o€ Bepamneia pe to Ebymect, mpémel va Aappdavouv vy idio nuepnoio 660
domayMeroliving Kot LETEOPIvIG TOV NON AapuPdavouy 1 TV TANcEaTtepT KATUAANAT BeparenTikn 660m
HETPOpLIVNC.

Eidwcoi whnBvouol

Negppixn ovoieitovpyio

Agv cUVIGTATOL TPOGOPLOYN TNG 000G Yo TOVG acbeveic e Nma veepikn dvsiettovpyia, GFR 60 - 89
ml/min. H péyiotn nuepnota 660 givar 3.000 mg petpoppivng Kot TpEmel KaTd TpoTiunon va dtoupeiton
o€ 2-3 d6oelg Vv Nuépa. Qotdc0, peimon TG 000G TPEmEL vo AaUPAveETOL VTOYT GE GYE0T LLE LELOVUEVT
VEQPIKT A&rTovpYia. X€ mepinTmon mov dgv vrdpyetl dSrobéoun KatdAAnAn teplektikdtnta Tov Ebymect,
Oo Tpémel va xpNGIHOTOLOHVTOL TO LELOVOUEVO ETUEPOVS GVOTOTIKG OVTL TOV GVVOLOGUOV GTafEPDV
d0cEmV.

O GFR 0o mpéner va agloroyeiton mpv v Evapén g Bepameiog e TPoidVTO TOL TEPLEYOVY UETPOPUIVT
Kol gv ovveyeio TovAdyiotov etnoimg. H veppu Aettovpyia Ba mpénet va agloloyeiton To cuyvd, w.y.
k&g 3-6 uveg otovg acbeveig o omoiot dlaTpéyovy avENUEVO KivOuVo TEPULTEP® EEEMENC TNG VEPPIKNG
dvoiettovpyiog, KOOMG Kol GTOVE NAKIOUEVOVG.

To Ebymect dev cuvictdton yia yprion o acBeveic pe GFR < 60 ml/min (BAéne mapdypago 4.4). H
OTTOTEAECLATIKOTNTA TNG domayAlpAolivig eaptdTat amd Tn VveQPIKN AgtTtovpyia, KoL
OTOTEAECUOATIKOTNTO LELOVETAL G ao0eVEiG, o1 omoiot £yovv péETpla veppik ducAettovpyia, kot eival
mBovadg amovca o 0cOevelg e coPapn veppikn ducAettovpyia.

Hrozikn dvolerrovpyio
AVT0 TO POPUOKEVTIKO TPOTOV dEV TPEMEL VO, YPTCILOTOLEITAL G€ acheVeic e NTaTiK dLGAELTOVPYia
(PAéme mapaypdopovg 4.3, 4.4 ko 5.2).



Hlxiouévor (Mlkiag > 65 et@v)

Kabdg n petpoppivn amoPdiietal ev H€pet amd ToVG VEPPOVC, Kot 0£O0UEVOL OTL 01 NAIKIOUEVOL 0GOEVEIC
glvar mBavOTEPO VA £YOVV LEIOUEVT] VEQPIKT] AEITOVPYIO, OVTO TO POPUOKEVTIKO 0LTO TPOIOV TPEMEL VAL
YPTOLOTOEITAL TPOoEKTIKG 000 av&dvetal n nAkia. H mapakodlovdnon e veppikng Asttovpyiag sival
omapoitnTn TpokeEVoy va fondncel otny TpoOANYN TG oYETILOUEVNG LE LETPOPLUIVY YOAOKTIKNG
o&émonc, Witepa otovg NAKiopévoue acbeveic (PAEne mapaypdpovg 4.3 ko 4.4). [Ipénel eniong va
Aappdavetar vToOY” 0 KivoLVog LelmoTg TOV evoayYELNKoD OYKOL Le damayAiphiolivn (BAére

mopaypdeovg 4.4 kat 5.2). Adywm g meploptopévig Bepamevtikng epmelpiag pe damayMerolivn o
aoBeveic nhikioag 75 etdv Kot Avm, dev cuviotdtal 1 Evapén tng Bepaneiag pe Ebymect otov ninbuopod
avTo.

THoudiozpixog mAnBoouog
H aoopddeia kot n amotelecpatikotnta tov Ebymect e moidid niikiog 0 émg < 18 etdv dev Exovv akoua
tekunprwbei. Aev vdpyovv drobécia dedopEVA.

Tpoémog yopnynong
To Ebymect mpémetl va yopnyeitat 00 popEG NUEPTCIMG LLE TO YEVUOATA Y10, TN LEI®MOT TV avemBuunTOv
EVEPYELDV OO TO YUOTPEVIEPIKO TOV GLGYETILOVTOL LUE TN UETQOPULIVY.

4.3 Avtevositag
To Ebymect avtevdeikvoton o€ acbeveig pe:

- vrepevalctncia oTig SPUCTIKEG OVGIEG 1) G€ KATO0 0T TO EKJOY0 TOV OVAPEPOVTOL GTNV
mopaypopo 6.1,
- omolovoNTote TOMO 0&eing peTaPoAtkng oEéwaong (0nwe yohakTikn o&émon, dtafnTiki KetoEéwaon),
- SN TIKN TPOKMUATMOT KOTAGTACT),
- coPopn veppikn averdpkelo (GFR < 30 ml/min) (BAéne mapaypdpovg 4.4 kot 5.2),
- o&eieg KOTOOTAGEIC TOV £Y0VV TN SLVATOTNTO VO LETOPAALOVY TN VEQPIKT| AEITOVPYi OT®G:
- apLIATOOT,
- coPapn Aoipwsn,
- kataminéio,
- oela N xpodvio vOGOC oL Umopel va TPoKaA£TEL 16TIKT VITo&io OT®G:
- KOPOI0KN 1 OVOTVELGTIKY] AVETAPKELD,
- TPOCPOTO EUPPAYILO TOV HVOKAPSIoV,
- kataminéio,
- nraTikn dvcAeitovpyia (PAéne mapaypdeovg 4.2, 4.4 ko 5.2),
- o&ela OnAnnpiacm and ovoOTveL LA, OAKOOAIOUOG (PAEe Tapdypapo 4.5).

4.4 E101kég TPOEOOTOUNGELS KOl TPOPVAGEELS KATE TN Y p1on

Tevika
To Ebymect dev mpénet va ypnoponoteital o€ acheveic pe cokyopndn dapnn tomov 1 1M yio ) OBepomeio
™G SPnTIKNG KeETOEEMOTC.

ToAaxticn o&émon

H yohaxtikn o&émon, (o ToAd omdvia aAld coPapn petafoikn emumloky|, epgoviletatl mo cuyva o€
mepinTon ofeiog EMOEiVOONC TNG VEQPIKNG AEITOVPYING, KAPOIOOVOTVEVGTIKNG VOGOL 1| CNYALLLING.
Yvocmpevor g Letpopuivng epeaviletar otnv ofeia emideivmon g veepikng Aettovpyiag Kot avdvet
ToV Kivouvo gpedviong YOAoKTIKNG 0EEMOTC.




e mepintwon apuddtmong (coPapny didppota 1 EPETOC, TVPETOG N LELOUEVT] TPOGANYT VYPDOV), TO
Ebymect Oo Tpémel va S10KOTTETAL TPOCOPIVE KOl GUVIGTATOL 1] EMIKOIVOVIO LUE ETOYYEALATIO PPOVTIONG
™G vY&iag.

H Bgpameio pe opLoKELTIKA TPOTOVTIO TOV UTOPOVV VO TPOKAAEGOLV 0EEin EMOEIVOOT TN VEQPIKNG
Aertovpyiag (0nmg avtidmeptacikd, dtovpntikd kKot MEA®D) Oa npénel va Egxvael L TPOGOYN O
acBeveic mov avtipetomilovral fe PETPOPUIVT. XTOVG AOITOHS TAPAYOVTES KIVOUVOL Y10, YOAUKTIKY|
o&émon meptiapPdvovtal n VITEPPOAKT KATAVAAMGT] OLVOTVEDLLOTOG, 1) NTATIKY OVETAPKELN, O OVETOUPKDG
eLeYYOUEVOC dLOPNTNG, 1 KETMON, 1| TAPUTETOUEVT] VIIOTEIN Kol 0Toladnmote ddnon mov oyetiletan pe
vro&ia, Kafdg EnioNg Kot 1 TALTOYPOV YPTON PUPLAKEVTIKOV TPOIOVI®MY TOV UTOPEL VO TPOKAAEGOVV
yoAaKTIKY 0E€won (BAéme mapaypdeovg 4.3 ko 4.5).

Ot acBeveic /Kot o1 PoVTIOTEG Bl TPETEL VoL EVIUEPDVOVTOL GYETIKA JLE TOV KIVOUVO EUPEVIONS
YOAOKTIKNG 0EEDOTG.

H yohoaktikn o&émon yopaxtnpiletor amd oEeldmTiKh SVGTVOLN, KOIMAKO AAYOS, HUTKES KPAWTES,
e€acBévion kot vtoBeppia, Tov akoAovBoHVTAL O KM, Xe TEPITTMOT TOUVOLOYOVLEVDV
ocounTOpatoV 0 actevig Ba tpénel va otapotost T Afyn Ebymect kot va avalnmoet aueon wtpikn
epovtida. Ta S10yvmoTiKA epyacTnploKd evprinata Tepiiapfdavouy petopévo pH aipartog (< 7,35),
avénuéva enineda yalaktikod oto mAacuo (> 5 mmol/l), avénuévo ydopa avidviov kot avEnuévn
avaAoyio YOAOKTIKOD/TUPOCTOPUAIKOV.

Neppwr| Aettovpyia

H amoteleopatikdtnTa TG domayAlpAoliving, TOV GLGTATIKOD CLTOV TOL PUPLOKEVTIKOD TPOIOVTOC,
eEaptdTot amd T VEQPIKT AELITOLPYIN KOL 1) OTOTEAECUOTIKOTITO LLEWMVETAL GE OOOEVEIC LE PLETPLO VEQPIKT
dvodettovpyio kKot mBavov amovcidlel og acbeveic pe cofapr| veppikn dvsiertovpyia (.

Q¢ €K TOVTOL, OVTO TO PAPLOKEVTIKO TPOIGV dEV CLVIGTATAL YO ¥P1ioN € acbevelg ue pHétpro £
cofopn veppikn dvcrertovpyia (acBeveic pe GFR < 60 ml/min) (BAéne mapdypaeo 4.2).

H petpoppivn amekkpivetol HEC® TV VEQEPOV KoL 1) LETPLOL E0C GOPaPT VEPPIKN OVETAPKELX OLEAVEL TOV
Kkivduvo yorakTikng o&éwong (BAEre Tapdypapo 4.4).

H veppwkn Aettovpyio mpénet va aloloyeitot:

* [Ipw amd v évapén g Bepameiog kot otn cuvéyeln TokTikd (BAéne mapaypdeovg 4.2, 4.8, 5.1 kar 5.2).

* T veppikn Aettovpyia pe enineda GFR va tpoceyyilovv ™ pétpa veppikn duciettovpyio Kot og
nAKIopEvoug aebeveic TovAdyiotov 2 pe 4 popég To Ypovo.

* [Ipw amd v Evapén tawtdypovng Bepameiag e UPLOKEVTIKE TPOTOVTIO TOV UTOPEL VO LELDGOLV TN
VEPPIKT] AELTOVPYI KOl OTN GUVEXELN KOTA TEPLOOKH OULGTILOTOL

* Edv 1 veppu Aettovpyia petmbei katw amd GFR < 60 ml/min, n Ogponeio mpémetl va dtakomTeTOL.

- H petgpoppivn avtevésikvotan o acbeveig pe GFR <30 ml/min kot 0o mpémnet va S10KOTTETOL TPOCOPLVE,
o€ MEPIMTOON TAPOLGiNg GLVONK®Y oL peTaPdAlovy T veppikn Asttovpyia (BAERE Tapdypago 4.3).

H peiopévn veppikn Aettovpyia o€ NMKIOUEVOLS acBeVeElg eivat GUYVI KOL ACVUTTOUATIKY. ZUVIGTATOL
1010itEPN TPOCOY G€ KOTACTAGELS KATA TIG OOleg Umopel vor eMEADEL VEQPIKT] duGAELTOLPYia, YO
TapadelyHo Katd v Evapén g Oepameiog pe avTidmeptacikd 1 dtovpnTikd 1 Katd tnv Evapén g
Oepaneiog pe kdmoro MXAD.



Xpnon og aoBeveig pe kivéuvo peimong Tov evéayyelakon dykov, VIOTACT Ko SoTapayE ToL
10oluyiov TV NAEKTPOAVTMOV

AbOY® TOL UNYOVIGHOD dpacng NG, 1 damayAipiolivn avéaver Ttn dobpron, yeyovog Tov oyetileton pe
pETpLo peimon g aptnplakng wieong (PA. mapdypaeo 5.1), ) omoia pmopet va ival eviovotepn o€
aoBeveic e VYMAEG oLYKEVTPOGELC YALKOLNC OiLOTOC,

AVT0 TO PUPUAKEVTIKO TPOTOV eV GLVICTATOL 08 0oBeveic Tov Aapfdvouy S10VPNTIKE TNG AYKOANG
(PAéme mapdypago 4.5) 1] Exovv HEIOUEVO eVOAYYELOKO OYKO, T.Y. AOY® o&elog vOsoL (OTmG VOGO TOV
YOGTPEVTEPIKOD CLGTILATOC).

2UVIGTATOL TPOCOYN G€ AcOEVEIC Y10 TOVG 0TTO10VG La ETAYOUEVT] 0t TN damoyApAolivn TTdoN TG
apTNPLOKNG Tieong Ba pmopovce va amotelécel Kivouvo, Onwme acbeveic e dtoryvmouévn KapoloyyeloK
v660, acbeveic vtod avtibneptocikn Bepaneio pe 160TOPIKO VIOTACTG 1 NAKIOUEVOLS 0GOEVELS.

T"a Tovg acBeveig mov AapBavovy avTd T0 PUPAKELTIKO TPOTOV, GE TEPITTMGTN GLVOODV TABNCEDY TOV
UTOPEL VO EMPEPOVY LELMIEVO EVOAYYELOKO OYKO, CUVIGTATOL TPOGEKTIKT| TAPAKOAOVON oM TNG
KATAOTOONG OYKOV (7., PUGIKTY £EETAIOT], LETPNCELG TNG OPTNPLOKNG TTECSNG, EPYASTNPLOKES EEETATELG
TEPIAAUPOVOUEVOD TOV OULOTOKPITN) KOL TOV NAEKTPOAVTMOV. ZUVICTATOL TPOSMPIVY SLOKOTH TNG
Oepamneiog pe avTd TO EAPUAKEVTIKO TPOIOV Yo acBeveic mov epEavIoVV PLEIOUIEVO EVOLYYELOKO OYKO
péypt va dropbmbel n peimon (BAéne mapdypapo 4.8).

Awfnrtikni ketoE€mon

Yravieg mepumtmoelg dStuPnrtikng ketobéwong (AKO), mepthapfavopuévov anetAntikov yuo ) (on
TEPIMTOGEWDV, £YOVV avopepDel o€ KAMVIKEG SOKIUES Kal LETA TNV KVKAOQOpio o acobeveic mov Ehafav
Oepancio pe avaotoreic SGLT2, meprhapfoavopévng g damaylplolivng. e oplopéveg TEPITTAOGELS, 1)
KMVIKN €1KOVOL TNG KOTAGTACTG TOV ATLTY Le HOVO UETPImG avENUEVES TIEC YALKOING aiploTog, KATM
armd 14 mmol/l (250 mg/dl). Aev givan yvowoto edv 1 AKO eivar mBovotepo vo eppaviotel pe vynAdtepeg
dooelg damayAprolivng.

O «ivévvog d1apnTikng keToEEmONG TPEMEL Vo EEETAGTEL GE TEPIMTMOOT EUPAVIONG LT EOTKAOV
CUUTTOUATOV, OTTMG VAVTIOG, ELETOV, avope&iog, Kotlakod dAyoug, vaepPoikng diyag, SuoKOAlG GTNV
ovoTvon, cVYYLong, acvvBioTNg KOTTMonG 1 vtvniiog. Ot acBeveic Tpémel va a&loroynbovy yio
KETOEEWMOT APECMC G TEPIMTWOT EKONAMONG QVTAOV T®V CLUTTOUAT®V, aveEAPTNTOU AT TO EMiMESQ
yAvk6{ng oto aipa.

e acbeveig oTovg omoiovg vdpyel vtoyia 1 £xel dwayvwotel AKO, 1 Oepamneio pe damoyiprolivn mpénet
Vol SLOKOTTETOL AUECOC.

H Ogpancio mpénet va dtokdmTeTal o acbeveic mov voonAievovtot Yo Leiloveg xepovpyikéc eneuAcels
o&eieg ooPapég watpkég mabnoeig. Kal otic 600 mepimtdoelg, pmopel va yivel emavévopén g Oepaneiog
pe damayAprolivny 6tav 1 KoTdoToon ToL acbevoig £xel otabepomomOei.

IIpwv amd v €vapén g domayiierolivng, mpémetl va AneOovy vITOYN TAPAYOVTEC GTO 1GTOPIKO TOV
aoBevoug Tov umopei va TpodiaféTovy yio KeToEEmon).

210G aobeveic Tov pumopet vo dtotpéyovv vymAdTEPO Kivouvo Yia dafntikn keto&émon meptiapfavovton
aoBeveig pe petopévn epedpeia g Asrtovpyiog Tv P-kuttdpov (). acbeveig pe dafntn tomov 2 pe
younAd eminedo tov C-mentidiov 1 eviAikeg pe Aavlavmv avtodvoco dafnt (LADA) 1 acBeveig pe
10TOPIKO TAYKPEATITIONG), AGOEVEIS Lle KATUOTAGELS TOL 001 YOUV GE TEPLOPIGUEVT MY TPOPNS 1 SoPaph
aQLOGT®OT, acbeveig Yio TOVG 0TTOIOVE 01 HOGELG IVGOVAIVG PE®VOVTOL Kot acBeveic pe avénuéveg

ATt OELG 0 WWGOoLAIvN eartiog o&elag lTpikng mhnong, xelpovpyikng exéufacng 1 Katdypnong
oAkoOA. Ot avactoreic SGLT2 mpémet va ypnoLULOTOI00VTOL LLE TPOGOYN O€ AVTOVG TOVG AGHEVELS.



H enavévapén e Bepanciog pe avaoctoréo SGLT2 og acBeveig e mponyoduevn AKO evoco Aaupavay
Oepamncio pe avaotoréa SGLT2 dev cvviotdrat, ektdg edv KAmO10G GALOC GOPNG TPOdOOETIKOG
Tapdyovtag Tovtonom el kot emiAvbet.

H acedieia ko n amotedespotikdtnta e damayiprolivng oe acbeveic pe dtapnn tomov 1 dev Eyovv
TeKUNplw0et kai n damayAprolivn dev Ba mpémet va ypnoipomoteital yio tn Oeponeio acbevov pe St
tomov 1. Tleplopiopéva dedopéva KAVIK®Y SOKIUMY E1GTIYOUVTOL OTL 1] GLUYVOTNTA ELPAviong g AKO
glval ocuyvn 0tav acBeveic pe ot tomov 1 Aaupdvovy Bepaneia pe avactoreic SGLT2.

Ovpolrotuméeig

e o, EVOTIONUEVT aviAvoT SLapkelag Emg kot 24 eBSoUddmV avapépOnKay ovporoDEELS oLy VOTEPO
yio T damoyMeAolivn GLYKPITIKA e TO e1KOVIKO @apuako (PAéme mapdypapo 4.8). H eppdvion
TLELOVEPPITIONG OEV NTOV GLYVY KOl EKONADONKE GE GUYVOTITA TAPOHOL, LLE TNG opadag eEréyyov. H
amEKKpLon YAukolng ot ovpa Uropel va cuvdéeTal pe avénuévo kivouvo ovporoipnwéng. €2g ek TovTOUL,
TPEMEL va. EETALETOL TO EVOEYOUEVO TPOSMPIVIG OLKOTNG TNG Bepameiog KT TNV OVTILETMTION TNG
TuEAOVEPPITIONG 1| TNG oNwapiag emtl €36Povg AOTOENS TOV OVPOTOMTIKOV.

Hlkwwopévor (nkiog > 65 gtdv)

O nAkiopévot aoeveig sivatl mhovoOTEPO Vo EX0VV VEPPIKT dLoAEITOLPYia, Kaun va Aapupdvovy Oepameia
LE OVTIDTEPTAGIKA PAPUUKEVTIKA TPOIOVTA, TOV UTOPEL VO TPOKOAEGOVV HETAPOAEG TG VEPPIKNG
Agttovpyiog OT®S 01 AVAGTOAEIG TOL peTaTpenTikov evibpov g ayysotacivng (ACE-I) kot ot
OTOKAELOTEG T®V VITodoYEwV TOToVL 1 ¢ ayyelotacivng I (ARB). I'a tovg nMkimpévoug acbeveic
1oYOOLVV 01 {31EC GLOTAGELS Y10, TN VEQPIKN AEITOVPYiN OTMG Kal Yoo GAOVG ToVG acbeveic (PAEme
mapoypaeovg 4.2, 4.4, 4.8 xan 5.1).

210 dropa nAkiog > 65 etdv, VYNAOTEPO TOGOGTO ATOU®YV, TOL LTOPANONKAV e Bepaneia pe
domayMerolivn, epeavice avemBounTeg evEpyeleg OYETILOUEVES LLE VEPPIKT] OVGAEITOLPYIN 1) AVETAPKELL
GLYKPITIKA E TO EIKOVIKO @appako. H cuyvotepa avapepouevn avemBOuntn evépyeio oETILOUEVT LE TN
VEQPIKN Aertovpyio NTav GVENGELS TV EMTESMV KPEATIVIVIIG 6TOV 0pd, 1) TAELOVOTITO TWV OTOIMV NTAV
TOPOOIKES Kot avaoTpéyipes (PAEre Tapdypago 4.8).

O nMkiopévol acBevelg pumopet va Slatpéyovv LEYAADTEPO KIvOuvo LEIMONC TOV EVOAYYELONKOD OYKOL Kol
vrdpyel peyorvtepn mbavotnta vo Aappdvovy Bepameia dtovpntikdyv. Xe dropa nAtkiog > 65 etdv,
VYNAOTEPO TOGOOTO GUUUETEYOVTOV TTOV EAaPav domayMelolivn eppavice avemBOUNTEG EVEPYELEG
oyeTIlOpEVES e Pelwon Tov evdayyelakov dykov (BAéme mapdypopo 4.8).

H Oepanevtikn gumeipio oe acobeveig nhikiog 75 TV kol ave gival Teploptopévn. Agv cuVIGTATOL )
évapén g Bepaneiag otov TAnBvopd avtd (BAEne Tapaypdeovg 4.2 kat 5.2).

Kapduoxn avemdpkeia

H epmepio oe acbeveic pe kapdiakn averdprela karnyopiog [-1I katd NYHA eivan mepropiopévn kot dev
vrdpyel epmepia omd KAMviKEG HeAETeg e T damayAplolivn o€ KapdloK avemdpkelo

katnyopiag HI-IV katd NYHA.

Xpnon oe acBeveic mov Aapfavovv Beponeio pe moyhraldvn

Evd dev eivan miBoavi) 1 attiodoyikn oxéon petald g damoyAeiolivng Kot Tov KapKivov Tng ovpodoyov
Kvotg (PAETe Topaypdpovg 4.8 kot 5.3), ®g TPOANTTIKO PETPO, BVTO TO POPLOKEVTIKO TPOIOV OV
ouvviotdral yuo xpnon o€ acbeveic mov Aappdvovv tavtdypova moyirtalovn. Ta dwwbéoipa
EMONUIOAOYIKA OESOHEVA Y10 TNV TLOYALTALOVT DTTOOEIKVOOLV L1aL LKPT] o0ENGT TOV KIvOHVou ERQAEVIoNS
KOPKIVOL TNg oupoddyov KOoTng oe dtaPrntikovg acbeveig, mov Aapfdavovy moyirtalovn.




AvEnuévog aypaTokpitng
ITopapndnke avénon tov apatokpitn pe Bepaneio damayiprolivng (PAéne Tapdypapo 4.8). Q¢ ek
TOVTOL ATOLTEITOL TPOGOYY| G€ aobeveig pe NON avénuévo aatokpit.

Axpotnprocuoi K4twm aKpov

Mio ovEnomn oTo. TEPIGTATIKG AKPMTNPLOCUOV TOV KAT® AKPOoL (KLPpIimg TV daKTOAMV) £xel Tapatnpndet
oc gv e€elifel pokpoypovieg KAVIKEC pedétec ue évoay aArlov SGLT2 avactoAéa. Eival dyvwoto gdv avtd
omoTeAEl pia enidpoomn Tng Kornyopiog eapudkov. Ortwg pe 6hovg Toug dufntikove acheveic sivor
ONUOVTIKO VO, GLUBOVAEVOVTOL O1 aeOEVEIC Y10 Lo TPOANTTIKY POVTIVO PPOVTIONS TOV TOOIMV.

2uvdvoopoi mov dev Eyovv peretnBei
H damayierolivn dev €xel pedetn el oe cuvdvacuod pe avédAloya Tov Tpocoprotdalovtog otn YAvKaydvn
nentwdiov 1 (GLP-1).

Epyaompiloxég e€etdoels ovpmv
AOY® TOV UNYOVIGLOV dpAcTG TOV, 01 0cBeveic Tov AapPdvouvy avTd TO PAPULOKEVTIKO TPOidV Ba glval
Beticol oV aviyvevon yAvkolng ovpwv.

Xopnynon 1oLy ®mv GKLOYPAPIKOY UECOY

H evdayyeiaxn xop1ynomn 1motovyov oKloypopiKav LEGMY UTOopEl va 00Ny OEL GE EMOYOUEVT] OO TN
OKLOYPOPIKT] OVGI0 VEQPOTAOELD, KATOANYOVTAG GE GLGGMPELCT) TNG LETPOPUIVNG KOl 68 avENUEVO
Kivduvo gpeaviong yaroktikng o&émonc. To Ebymect Oa mpénet vo, d1akdmTETOL TPV 1] KATE TN YPOVIKY|
GTLYUN TNG OMEIKOVIOTIKTG O1001KOG TG Kol Vo EEKIVAEL EK VEOV TOVAAYIOTOV 48 MPEG KUTOTLY QLTNG, VIO
v TpobimdOecn OTL 1| veppikn Aettovpyia £xel emavektiunOel Kot el dromiotwbel 0Tt elvar oTabepn|
(PAéme mapaypdoovc 4.2 kar 4.5).

Xelpovpyikn enéufoon

To Ebymect mpémet va SloKOTTETAL KOTA TOV YPOVO TNG XEWPOVPYIKNG EXEUPAONG VIO YEVIKN, porylaio 1)
emokAnpidio avarcOnoio. H Oepaneio pmopel va apyicel Eovd oyt vopitepa omd 48 dpeg petd )
YEPOLPYIKN EXEUPAOT 1 TN GLVEYLIOT TNG GITIONG OO TOL GTOUATOG KL VIO TNV TPovTOhES OTL ™
veppikn Aertovpyia €xet a&toloyndel ek véovu kot damiotmbel 6Tt sivan otabepn.

dlamiotmBel 6TL eivar otabepn].

MertafoAn tng KMviKNg Katdotaong acbevav mov elyov kald ereyyduevo dafrntn tomov 2

KoaBdg avtd 10 papraKevTikd Tpoiov TepLEyel LETQOPLLIV, £VOc acOevic e KaAd eAeyyOueEVO O1afnTn
TOTOV 2 0 0T010¢ AVATTOGGEL EPYOCTNPLOKEG AVMUAALES 1] KAVIKY VOG0 (10img akafopioTn Kol Un copmg
TPOcdoPLOUEVN VOGO) TPETEL VAL 0EIOAOYEITOL AUECHS Y10, EVOEIEELG KETOEEMONG 1] YOAOKTIKNG 0EEWDOTG.
H a&ordynon mpénet va meptiapfdvel Tpocsdlopiopd Tov eNEI®V NAEKTPOAVTMV KOl KETOVMV GTOV 0p0O,
™¢ YAuKOING aipatoc kat, epdcsov evoeikvoutat, Tov pH aipatog, Kot Tpocsdlopioid Twv ETEd®V
YOAOKTIKOD KOl TUPOSTAPLALKOD 0&€0g Ko petpopuivng. Edv ekdniwbei 0&éwon onolacdnTote Lopoeng,
N Bepomeio Tpémer Vo SLOKOTTETAL OUESMG KOl VL EPOPLOLOVTOL KATAAANAa dlopBmTiKd péTpa.

4.5 Aliemopdosic pe dhho QUPUIKEVTIKA TPOIOVTH KOl GAAEG popPES ahinAemiopaocng

H ovyyopiynon molhamAdv d6cewmv damayiiprolivng kot pet@opuivig dev LETOPAAEL OTLLOVTIKE TIC
QOPUOKOKIVITIKEG TAPAUETPOVG glte TNG domayAlpAolivig gite Tng Let@opuivng o€ vy dToua.

Agv &yovv mpayuatoromBei perétec ariniemidpdocmv yio to Ebymect. Ot akoilovbeg avapopéc
OVTOVOKAOVVY TIG O100ECIUEG TAPOPOPIES YO TIC EMLUEPOVS OPUCTIKES OVGIES.



AomayhMorolivn

DopLOKOIVVOLIKES OAANAETIOPATELC

Arovpnriro.

AvT0 TO POPUAKEVTIKO TPOTOV UTOPEL VO EVIGYKDGEL T Stovp1Tikn eMidpacn TV Oelaldikmv dtovpNTIKOV
KOl TOV SLOVPNTIKAOV TNG YKOANG Kol LTopel vo avENnoel Tov Kivouvo apuddtoong kot vrdtaong (PAéne
Tapaypapo 4.4).

IvoovAivy ko ekkprtaywya 1vaovAivyG

H woovAivn kot ta ekkprtayyd TG tvGOLAIvIG, OTMG 01 GOVAPOVLAOLPIES, TPOKAAOVY VITOYALKALLLia. G
€K TOVTOV, UTOPEl VoL amatteiton yopnAdtepn 0001 WWGOVAIVIC 1} EVOG EKKPLTAY®YOD VGOLAIVTG,
TPOKELEVOL VO LELWOEL 0 KivOUVOC VTTOYAVKALING OTAV YOPTYOUVTOL GE GLVOLAGHO pe damaryAMeAolivn
(BAéme mapaypapovg 4.2 ko 4.8).

Dapuoaroxvntikeg allnlemdpaoeic
H domayhMoelolivn petaporileton kupimg pécm yAvkovpovikng ovlenéng dapecorafoipevng omd v
oVPLOWVO-5"-01pmoPo-yAvkovpovocvAtpavepepdon 1A9 (UGTI1A9).

Xe in vitro peléteg, n damayAprolivn dev £dpace 00TE MG AVOTTOAENG TV 100EVEDU®Y TOL
rkutoxpapatog P450 (CYP1) 1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, o1e o¢g emayoyéac tov 1coeviouwv CYPIA2, CYP2B6 1 CYP3A4. Q¢ ek tovTtov, 0vTd 10
QOPUAKEVTIKO TPOTOV eV AVOUEVETOL VO, LETAPAALEL TN peTafoAIKT KAOBOPON TMV GUYYXOPNYOVUEVOV
QOPUUKEVTIKOV TPOIOVT®Y oV petaforifovrorl and avtd ta Evivua.

Eridpoon dllwv popuokxevtikmyv xpoioviwyv oty domoyrliplolivy

Meléteg aAANAETIOPOCTG TOL TPOYUATOTOMONKOAV GE VY ATOUM, YPNCLOTOLDOVTOG KUPIMG GYEOUGUO
€QATAE YOPNYNONG, VITOOEIKVOOVY OTL O1 POPUOKOKIVITIKEG TAPAUETPOL TNG damaryAprolivng dev
petopdrrovtar amd v moyMtalovn, T ortayArtiv, T YAMUETpion, v foyAundln, v
vopoyropobelalion, tn Povpetavion, T Parcaptdvn, | T cyPactativi.

Metd ) cvyyoprynon damayAipAolivig kat prpapmikivig (evog emaywyéa S1popmy EVEPYDY
petapopémv kot eviipmv mov petaforilovv edpuaxa), Tapatnpndnke peioon katd 22 % g
ovotnpatikng £xbeong g damayiiprolivig (AUC), ®otdc0 ympic KAVIKA OMUOVTIKY ETIOPOCT) GTNV
oamékkpion YAVKOING obpwv 24mpov. Agv GUVIGTATOL TPOGAPLOYN TNG 00GNG. AV AVOUEVETOL KAVIKA
ONUOVTIKN eMiOpaon pe aGAlovg emaywyeic (m.y. KapPapalenivn, eatvutoivn, eowvoBapPitdin).

Metd ) ovyyopriynon damayAipiolivng kat pepavapkod o&Eog (avaotorén Tov UGT1A9),
mapotnprOnke avénon kotd 55 % ot cvotnuartiky ékbeon g damayierolivng, aAld xopic KAviKd
ONUAVTIKN eXdpaon TG YAVKOING 00pwv 240pov. Aev GUVIGTATOL TPOGAPHOYT TNG OOCTG.

Eridopoon e damoyriprolivhe oe dllo popuoxevtird mpoiovre.

e peréteg aAANAEMIOPACE®MY OV TPAYLOTOTOMONKOY GE VYU ATOUO, XPTCULOTOIDVTOS KUPIMS
o000 1O eQamal 60omg, N domayAerolivn o PETEPOLE TN QUPUOKOKIVNTIKT TG TOYATalovng, TG
oLrTayMmTivng, TG YAMUETLPIONG, TS vdpoyAwpobeialiong, tng Povpetaviong, g Paicaptdvng, g
dryoéivne (vmootpopa g P-yAvkorpmteivic) ) t¢ Papeapivng (S-Papeapivn, vrdocTp® TOV
CYP2C9), 1 T1c avTinkTikég EMOPACELG TNG Pappapivng, OTMG LETPOVTOL Ao TO S1EBVEC OLOAOTOINEVO
mAiko (INR). O cuvdvaopog epana 06ong tmv 20 mg damayiiprolivng Kot siufactativig (VTOCTP® LN
tov CYP3A4) avénoe v AUC g oppactativing katd 19 % kot v AUC 1ov 0&éog crufactativig
katd 31%. H avénon otig exbéoeig oyuPactativig Kot Tov 0&€og cipufaoctotiving dev Bempeitar KAvikd
ONUOVTIKY.




AMec adinlemdpadoeic
Agv &yovv peretnBei ot eMOPAECELS TOL KATVIGLOTOS, TG dloUTAG, TMV QUTIKMV TPOTOVI®Y KOl TNG
KATOVAA®GONG GAKOOA GTI QUPUOKOKIVITIKY TNG damoyAteAolivng.

Hopeufolin ue v dokiuaoio 1,5 avodpoylvkooitoine (1.5-AG)

H napakorohOnon tov yAvkokon eAéyyov pe tn dokipuacia 1,5-AG dev cuvioTdtal yloti ol LETPNOELS
tov 1,5-AG dev eivan a&10mioteg yio v a&l0AGYNoN TOL YAVKOUIKOD EAEYYOL € acbeveig mov Taipvouy
avaotoheig SGLT2. Xpnowonoteiote eVOAAKTIKEG LEBOSOVE Y10 VO TOPOKOAOVONGETE TOV YAVKALLUKO
éleyyo.

Houdrazpiroc minBoouog
Meléteg aANAETIOPACEDY £XOVV TPUYUATOTOMOEL LOVO GE EVIAIKEC,

Metgopuivn
Mn ovvioTousvy TowTtoYpOvy YpHon

Ot KaToviKol Tapdyovteg ol omoiol amoPAALOVTAL LEG® VEPPIKNG COANVAPLOKNAG OTEKKPLONG (TT.).
GUETIOIVN) pmopel va aAANAETIOPAGOLV LE T HETQPOPUIVY, KoBmG avtaymvifovtal yio To 101 GUGTAUATO
VEQPPIKNG COANVOPLOKNG LETAPOPAC. Mo peAétn mov denyon oe entd puO10A0YIKOVS LYLElC €0EhOVTES
£0€1Ee 0TL 1 oETIOIV Yop1youpevn o€ 06o1 400 mg d00 Popég NUEPNGIMS, AVENCE T1 GLUGTNHATIKN
éxBeon (AUC) ot petpoppivn katd 50 % xat tn Cax katd 81 %. [pénel cuvenmg va e&etdleton 10
EVOEYOUEVO EPAPUOYNG GTEVIG TOPAKOAOVONOTG TOV YAVKALLUKOD EAEYYOV, TNG TPOGUPLOYNG TNG dOGNG
€VTOC TOV CLUVIGTMLEVOL EVPOVG KOl 01 AALOYEG TNG avTIdaPnTIKIG Bepameiog KaTd Tr GVYYOopTYNOoN
KOATIOVIKOV QOPLOKEVTIKOV TPOIOVIMV, TOL OTOPBAAAOVTAL HECH VEPPIKTG COANVUPIOKNG OTEKKPIONG.

Owonvevuotwon

H oAxoolikn to&ikmon oyetileton pe avénuévo Kivouvo yadlakTikng 0EEmong, Kupimg 08 KATASTAGELS
VNOTENG, VIOGITIGHOV 1 NTATIKNG SuoAEIToVpYiog, Adym TG HeT@opuivig Tov elval dpacTikn ovsia
CVTOV TOV PAPUOKELTIKOV TTPoidvToc (BAEne mapdypapo 4.4). H Katavaiwor otvomvedlaTog Kot
QOPUAKEVTIKAV TPOIOVIMV TOV TEPLEYXOVY AAKOOA TPETEL VO OTOPEVYETAL.

Xopnynon 1wdtodywv oKIoypaPIKOY TOPOYOVIWY

H evdayyeiaxn xop1ynomn 1mdiovymv oKoypoeiKoV LEGMY UTOpEl va 0Ny OEL GE EMOYOUEVT] OO TN
OKLOYPOPIKT 0LGI0 VEQPOTADELN, KOTAATYOVTUC GE CLGGMPEVOT| TG LETPOPUIVIG Kal 6 0uENEVO
Kkivduvo eppavionc yaroktikng o&émonc. To Ebymect Oa mpénet vo, d1akdmTETOL TPV 1] KATE T YPOVIKY|
GTLYHUN TNG OMEIKOVIOTIKTG O1001KOGT0G Kol Vo EEKIVAEL EK VEOV TOVAAYIOTOV 48 MPEG KOTOTLY VTG, VIO
v TpobimdOecn OTL 1| veppikn Agttovpyia £xel emavekTiunOel Kot el dromotwbel 0Tt elvar oTabepn|
(BAéme mapaypaovg 4.2 ko Ebymect4.4).

20VOVACUOL TTOV OTOITOVY TPOPVAGEEIS KaTa Th YpHan

Ta yAvkokoptikoedn| (LECH GLOTNUOTIKNG KOl TOTIKNG 0500 YOpNyNomng), ot P2-0ymvicTég Kal T
S1oVPNTIKA EXOVV £YYEVT LIEPYALKALUIKT] OpdoT. O acBevig TPEMEL VO, EVIILEPDVETOL KOl VO
dlevepyovtol cuyvoTepPOL EAEYYOL TNG YAVKOLNG aipatog, Waitepa Katd v Evapén tng Oepaneiag pe
oUTA TO PAPUAKELTIKG TPOToVTa. Edv kpiveTan avaykaio, mpénel va TpocaploleTal n 00T Tov
VITOYAVKOUIKOD QOPUUKEVTIKOD TPOIdVTOG KOTd TN dtdpkeLa TG Oepameiog e TO GALO QUPUAKEVTIKO
TPOTOV Kot KaTd T S10K07T TOV.

Op1opéva QapUAKELTIKA TPOTOVTO EVOEYETOL VO ETNPEACOVY OPVNTIKA T VEQPPIKY| AerTovpyia, TO 0moio
EVOEYETAL VL VENGEL TOV KIVOLVO YOAOKTIKNG 0&€mang, .. MEAD, cuuneptlapfoavouévoyv Tov
EMAEKTIKOV 0VOGTOAE®V TNG KukAoo&uyevdong (COX) 11, avactoréwv ACE, aviayovietdv tov
vrodoyéwv g ayystoteveivig 11 kot dtovpnTik®dv, 1¥ing dtovpnTiK®Y TS oyKOANG. Katd v évapén 1
YPNOT TETOLWV TPOTOVIMV GE GLVIVAGHO LLE LETQOPLLIVT, VAL amapaitnTn 1| OTEVH TOPOKOAOVONGN TG
VEQPIKNG AELTOLPYING.
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IvoovAivy kou ekkpIToy®ya T 1VGOVAIVHG

H woovkivn kot to ekkpitay@yd Tng WGOLAIVIG, OTTMG 01 GOVAPOVLAOVPIEG, TPOKAAOVY VITOYAVKOLLLIC.
Kotd cvvéneio pmopel va amotteiton xounAotepn 4001 TG WWGOLAVNG 1} EKKPITOY®@YOD TNG IVGOVAIVIG Yia.
va pelmbel o Kivouvog vroylvkaipiog, dtay YpNCILOTOIEITOL 6€ GLVOLACUO Le peT@opuivn (PAéme
mapaypdeovg 4.2 kot 4.8).

4.6 T'ovipétnTo, KONON KOl YoAOVYi

Kvnon

Agv datiBevton dedopéva oyeTikd pe tn ypron tov Ebymect 1 tng Samaylipriolivng og éykveg yuvaikec.
Meléteg og apovpaiovg 6Tovg omoiovg yopnynonke damayiiprolivn katédelEav ToEIKOTNTA GTOVG
OVOTTUGGOUEVOVG VEPPOVLS KATA T1) YPOVIKT TEPTOS0 TTOV OVTIGTOLYEL 6TO dEVTEPO KO TPITO TPIUNVO TG
Konong otov avlpwno (PAéne mapdypapo 5.3). Qg ek ToOTOVL, 1] YPTON AVTOL TOL PAPLOKEVTIKOD
TPOIOVTOC OV GUVIGTATOL KOTA TN SLAPKELN TOL SEVTEPOL KOl TPITOL TPIVOL TG Knong. [leplopiopévog
op1Ouog dedoUévav amd TN (PN TNG LETPOPUIVIG GE EYKVEG YUVOIKES €V DITOOEIKVVEL OVENLEVO KivOLuvo
oLYYEVAOV duoTAacidV. Merétec o (Mo pe petpoppivn dev £de1&av emProPeic emdpdoeic oty
EYKLHOOUVN, TNV EUPPVTKN 1] TNV TEPLYEVVNTIKY aVATTLEN, TOV TOKETO 1| TN UETOYEVVITIKY avATTLEN
(PAéme mapdypago 5.3).

Orav 1 acBevng oxedialel va amoktioel Tondl Kot Katd 1 S1GPKELN TG EYKVUOGHVIG, GUVICTATOL VO, NV
ovtipetoniletal o dtPnne e avTd TO PUPUOKEVTIKO TPOIOV, dALE Vo ¥p1cionombel tvGovAdivn yia )

ST pnon TV EmMmESV TG YAVKOING aipatog 660 TO dSuVATO TLO KOVTH GTO PUGLOAOYIKO, TPOKEYEVOD

va pelndel o kivouvog SueTAAGIOV TOV BPEPOVG GYETILOUEV®V LE T PLGIOAOYIKA eTiTEd TNG YAVKOLING
aipoTog.

OnAaouog

Agyv givol yvooTo KaTd OGO GVTO TO POPUAKEVTIKO TPOTOV 1) 1) damayAiprolivn (kai/M ot petafoAriteg Tne)
ameKKpivovTatl 6to unTpikd yaAa. Arebéoipa eoppakodvvapkd/toEikoloyikd dedouéva o {ho. Ede1&av
amékkpion g damayAiprolivng/petafoitdv 610 YA, KaO®OG Kol pOPUUKOAOYIKA SIOUECOAUPBOVUEVEG
emdpdoelg ota Onialovra veoyva (BAére mapdypapo 5.3). H petpopuivn anekkpivetal 6to avlpmmvo
YOAQ O€ LKPEC TOCOTNTEG. AV UTOPEL VO OTOKAEIGTEL EVOEXOUEVOC KIVOLVOG GTO vEOYVA/BpErn.

AvT0 TO EUPUOKEVTIKO TPOTOV deV Oa TPEMEL va YpMoILOTOLEiTOL KATA TV O1dpKELN TOV ONAAGHOV.

Tovyomnta

Agv €yel peletBel 1 enidpaoT 0LTOV TOL PUPHOKEVTIKOD TPOIOVTOC 1| TNG damayMprolivig otnv
avOpOTIVN YOVIHOTNTO. € 0PGEVIKOVG Kot OnAvkong apovpaiovg, dev Kotadeiydnke exidpaon g
damaylprolivng omn yovipdtnto o€ 0moladnmoTe peAetmdpevn do0om. I'a ) peteopuivn, pekéteg oe (oo
dev KOTESEEAV TOEIKOTNTA TNV AVOTOpOy@YIKN tkavotnto (BAEne Tapdypago 5.3).

4.7 Emopacels oTny IKavOTnTo 0017161S KUl YEIPLGROV UMY OVI|LETOV
H damayhMoelolivn 1 n petpopuivn dev Exel kopio 1 £XEL AONUOVTT EXIOPOACT] OTNV IKAVOTITA 01YNONG
KoL XEPLopov pnyovnudtov. Ipénet va eprotdtal 1 Tpocoyn T@v aclevadv oxetikd (e Tov Kivouvo

VITOYAVKOUIOG, OTOV OUTO TO PUPULOKEVTIKO TPOIOV YOPNYEITAL GE GLUVOLOGUO LE GAAL VITOYAVKALUIKA
(QOPUOKEVTIKG TPOTOVTA TOV EIVOL SIOTIGTOUEVO OTL TPOKOAODY VTOYAVKOA.
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4.8 AvemOOunTEG EVEpPYELES

"Eyxet katadeyBei froicodvvapio tov Ebymect pe tn ouyyopnyoduevn domayiprolivny Kot petgopuivn
(BAéme mapdypoeo 5.2). Aev Exovv mpaypatomombel Oepamevtikéc KAVIKES SOKIUEG HE Ta dloKia
Ebymect.

Aamayelolivn 6e cuvovaoud Le LeTQopuivn

2Vvown tov mpoeil oopdielac

e [a ovaAvon S eEAeyYOUEVMVY LE EIKOVIKO QAPLOKO LEAETOV TNG OATAYAIPAOLIvC oG emumpdobetng
Oepameiog oTN LETQOPUIVY, TO ATOTEAEGLOTO AGPAAELNG NTAV TAPOLOLN LLE EKEIVA TNG TPOKAOOPIGUEVTG
gvomomuévng ovalvong 12 eleyyopevov e elkovikd eAaproko LEAETMV TG damayAipAolivng (PAéme
Aamaylprolivn, Zdvown tov mpoeil aopdlelos Tapokdt®). Agv TovTomomonkay tpodcheTeg
avemBuUNTEG EVEPYELES Y10 TNV OUAOC TOV GLVIVAGHOD domayAeAolivig Kot LETQOPUIVIG CLUYKPITIKA e
€KEIVEG TTOL AVAPEPONKAV Y10 T ETYUEPOVS GUOTATIKA. X Piol EEXMPIOTN EVOTOMUEVT AVAALGT] TNG
damaylprolivng w¢ emmpocbetng Bepomeiag otn peteopuivn, 623 dropa EAafav damayierolivn 10 mg
¢ emmpdcbetn Bepomeio 6T peTPopivn Kat 523 Elafav elkoviKO QAPIOKO GE GLVIVAGIO LE
peteopuivn.

AomayhMorolivn

20voyn Tov Tpoeil aopdlelog

e po TpoKaBopIGUEVT] EVOTTOINUEVT] aviAvon 13 edeyyOUEVOV LE EIKOVIKO PAPLOKO LEAETOV,
2.360 dtopa EhaPav damayierolivny 10 mg kot 2.295 Elafav elkovikd papUaKo.

H ocvyvotepa avapepopevn avemBountn evépyeia TV VITOYAVKOio, EEAPTOUEVT ad TO €100G TNG
Baowmng Bepomeiag, mov ypnoiponomdnke oe kdbe perétn. H cuyvotnta epedviong nocovev
VITOYAVKOUIKAOV ENEIGOSTImV NTay Topdpoto Leta&d TV BEpamevTiKdY opddwy, TepLaupavouévov Tov
EIKOVIKOD (OPUAKOV, EEPOVUEV®V TV PeAETOV Le Bepameio TpocOnkrg ot covApovulovpia (SU) kot
Oepaneia Tpochning oty veovAivr. Ot cuvdvaoTikég Bepaneieg pe GoOLAPOVVAOLPIN Kot TPOGHN KNG
oTNV WWGOVAIVY elyav VYNAdTEPA TOCOGTA VIOYAVKOioG (BAEre Yroylvkoiuio TopaKAT®).

Karaloyoc avemBountwv evepyeidv vwo poper mivoko.

Ot akdhovBec avemBOUNTES eVEPYELES EYOVV TAVTOMOINOEL OTIC EAEYYOUEVES LLE EIKOVIKO PAPLOKO KAVIKEG
SOKIEG TOL GLVIVAGHOV SOTAYALPAOLIVY LE LETPOPLIVN, KAVIKEG SOKIUES damaryAAoLivng Kot KAVIKEG
SOKIHEG PETQOPIVIG, KOOMG KoL amd TV eumelpio petd v KukAopopio. Kapia €&’ avtov dev
dmotdbnke 1L NTav docoeEaptdpevn. Ot avemBOUNTEC EVEPYEIEG TOV OVOPEPOVTOL TAPUKATM
KOTNYOPLOTO100uVTOoL U BACT TN Ly vOTNTO Kot TV KT yopia opyavikod cuotipatoc. Ot Katnyopieg
GLYVOTNTOG ERPAVIOTG opilovTal cOUP®VA HE TNV aKOAovOn cuvOnKkn: ToAD cuyvég (= 1/10), cuyvéc

(= 1/100 ¢wg < 1/10), 6x1 suyvég (= 1/1.000 émg < 1/100), omdvieg (> 1/10.000 £émg < 1/1.000), ToAd
onaviec (< 1/10.000), un yvootéc (dev umopodv va extiunbovv e Baon ta dbioua dedopéva).
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ITivaxog 1. AvemBounteg evépyeleg o€ KAWVIKT O0KIUN TG damayApAolivng Kot TG LeTQopuivng dpeong
amodécpevong kat dedopéva LeTd TV KukAogopio”

Katnyopia IMoAv ovyvég Yuyvég Oy ovyvég Yravieg oAb omavieg
Opyoavikov
2VGTINHATOS
Aowawéeis kou AwotokoAmitida | Mukntiaon
TOPACITAOTELS , Bodavitida
Ko
oyeTloOpEVES
AOLOEELS TV
YEVVNTIKOV
opybvev P
Ola)pokoiucoin*’ﬁ’
Awazapoyéc tov | Ymoyhvkopio Meiwon tov Awpntikny | Fodoktn
uetofoliouod (6tav EVOUYYELOKOV KeToE€wo | o&émon
Ko e Opéyne YPNOYLOTOLEIT éYKgUB’E n* Avendpkeia
ol pe SU T Alya Brrapivng B12
woovkivy)? ns
Awozapoyég Tov Awzapayn e
VEVPIKOD yevong'
OUOTHUOTOS 74
Awaropoyéc tov | Taotpeviepikd Avokodma
yaotpeviepiko | copmtdpato’ Enpoctopio
0
Araroapoyéc tov Awotapoyég
NrOTOS KOl NTOTIKNG
TV Aertovpyiag®
YOANQPOpV Hrnotititdo®
Araroapoyéc tov Kvidwon®
0EPLOTOS KO Eponua’
70D VTOIOPLOD Kvnopéc
10700
Araroapoyéc tov Oopuakyio
HUVOCKEAETIKOD
OVOTHUOTOS
KOl TOD
OUVOETIKOD
10700
Awaropoyéc twv Avocovpia Nvkrtovpia
VEQPOY Kal [olvovpio Neppikn
TV dvohertovpyia”
0VPOPOPOV "
000V
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Katnyopia IMoAv ovyvég Yuyvég Oy ovyvég Yravieg oAb omavieg
Opyavikov
YVoTHNOTOS
Awozopoyég Tov Kvnouég tov
OVOTTOPOYWYIK KOATTOVL Kot
00 GVOTHUOTOS 70V ondoion”
KQil TOV UAoTOD Kvnouog
YEVWNTIKOV
opyévev”
Haparlivirég Avénuévog Avénuévn
eetaoeig OLLOTOKPITNG KpeaTviv
Mewwpévn aipatog P
VEPPIKN AvEnuévn ovpia
Kk&Bapon oipotog
kpeatvivic® Mewwpévo
AvcMmidapio! COHOTIKO
Bapog

* O wivakag Tapovotdlel Tig avemBdunteg evépysieg Tov £xovv Tavtonomdet amd dedopéva o onoia culréynkoy oe Tepiodo
Sdpretag £mg kot 24 efdopddmv (Bpayeiag diapkelog) aveEapmrta amd tn yopnynon bepanciog didowong yo v enitevén
yAvkapukob eréyyov, pe eEaipeon ekeiva Tov onueW®VOVTOL KE §, Y1 TO. 0Toia 1) ovemfOUN TN EVEPYELD KOl OL KOTNYOPIES
cuyvomtog Boaciloviat oe mAnpopopieg and v [IXII g petpoppivng otv Evponaiky Evoon.

BA\éne avtictoyym vronopdypapo TopoKaT® Yio EXmpOcetec TANpOQOpies.
7 O 6pog adotokornitida, Podavitida kol cuvapeic AOMEELS TV YEVWNTIKOV 0pYAveV TEPIMOUPAEVEL T.Y., TOVG
TPOKOHOPLGUEVOLG TTPOTLUDUEVOVG OPOVG: OLOOLOKOATIKT] LUK TIOOIKT Aoinmén, koAmikh Aoinmén, Badavitida, LUKNTIHGIKN
AOlUOEN TOV YEVWITIK®OV 0pYEvEOV, 01S0IOKOATIKY KAVTIVTINGT], 00010KOATITION, KOvTVTIOoWKT BoAavitida, KavTvtioon
YEVWNTIKOV 0pYAveV, AolH®EN YEVWNTIKOV 0pyavmV, AOIH®EN avEPIK@OV YEVWITIKOVY 0pyavav, Aoipwén tov téovg, atdotitida,
Baxtnplokn koiritide, andotno Tov adoiov.
0 6poc VPOROTUMEN TEPIAAUPBEVEL TOVG OKOAOVOOVE TPOTILDHEVOVS OPOVC, TOV TAPATIOEVTOL KT GEPE AVAPEPOUEVIS
ouyvoTTOG: ovporoipmén, kKuotitida, ovporoinmén and KoAoPaktnpidlo, AoiumEn ToV CVPOTOLOYEVYITIKOD GUGTNILOTOG,
TLEAOVEPPITION, PAEYLLOVI] TOV KLGTIKOV TPLY®mVOV, ovpnBpitida, Aoinmén Tov veppol kot TpocTaTiTIdN.
£ 0 6pog peElwPEVOS eviayyelakdg OYKOGS TEPIAUpUPAVEL, T.X., TOVG TPOKAOOPIGUEVOLG TPOTILMUEVOVS OPOVG: APVLIATOGT,
VTOOYKOLUL0, VTOTAGT).
T O 6pog morvovpio meprrapPdvel tovg TpotipdpEVOLS dpovg: ToAlakiovpia, Tolvovpia, cvEnpévn amoforn obpwv.
¢ Ot péoec petaforéc otov arpatokpity amd v évapén fiav 2,30 % yia ™ Samayhgrolivy 10 mg évavet -0,33 % yio, T0 EIKOVIKS
eappakxo. Tipég arpoarokpitn >55 % avaeéptnkav oe 1,3 % tov atdpmv mov Eafav damaylgrolivy 10 mg évavt 0,4 % twv
OTOU®V VIO EKOVIKO QAPLLOKO.
TH pakpoypovia Oepaneio pe petpopuivn éxel cvoyeticbel pe peiopévn aroppdenon g Preapivng B12 yeyovog mov og modd
OTAVIEG TEPIMTAOCELS PTOPEL VO 00N Y1GEL G€ KAWVIKE onpovTikn avemdpkelo g Prrapivng B12 (m.y. peyorlopracticy ovauic).
% To yootpeviepikd cOPTTOUOTE OTOS VOUTit, EHETOC, Sidppota, KoMK GAYOS Kot amdAslo TG dpeEng eppavilovial cuxvdtepa
Kkatd v évapén g Oepaneiog kot VIOYWPOHV AVTOLATA GTNV TAELOVOTNTO, TOV TEPITTOCEDV
'H péon mocootiaia petaBoin amd v vapén yuo ) damoyiprolivn 10 mg EvavTt Tov €IKOVIKOD GapUAEKOL, ovTioToty, HTav:
oMk xoAnotepoin 2,5 % évavt -0,0 %, HDL yoAnotepoin 6,0 % évavtt 2,7 %, LDL yoAnotepdin 2,9 % évavtt -1,0 %,
Tprydukepidia -2,7 % évavt -0,7 %.
* Bréne evotnTa 4.4
" Avagéponkay o€ > 2 % Tav otdpov Kot > 1 % TepIocOTEPOVCS KoL GE TOVAGYLOTOV 3 TEPIGGOTEPH GTOLA TTOV EAABaY
damayAiprolivn 10 mg, GuYKPITIKA LLE TO EIKOVIKO QAPOKO.
** AVagEpONKaY amtd TOV EPELYITY WG SUVITIKG oXeTICOpEVE, TOAVOV oYETICOpEVa | OXETILOMEVD LiE T Bepomeio TS LEAETNC Ko
avaeepopeva og > 0,2 % tov atopev Kot katd > 0,1 % nepltocdTEPOLS Kol 68 TOLAGYIGTOV 3 TEPLEGATEPO ATOop, TOV EAafav
Samayhprolivn 10 mg, cUYKPLTIKE e TO EKOVIKO QAPLLOKO.

Heprypaon TV EMAEYUEVEOV OVETIBOUNTOV EVEPYELDV

Aorayriplolivy kou uetpopuivy

Yroylvkayuio.

e peréreg pe domayMorolivn g Bepaneio TpocOHKNG CUVOVAGLOD UE LETPOPLLIVI, OGOV
VTOYAVKOUIKA ETEIGOS0 AvaPEPON KOV OE TAPOLOIEG GUYVOTNTES OTIV OUAda TOV EA0Pe
damayhorolivn 10 mg kor petpoppivn (6,9 %) Kot otnv opdda IKOVIKOL papuUdkov Kot Let@opuivng
(5,5 %). Aev avapépbnkav peilova vroyAvkarpukd enelcoOd1o.
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e o pedétn Bepameiog mpocsOKNG o€ PETQOPLLIVI] KOl GOVAPOVLAOVPia O1OGTHUATOC £mG 24
gpoopddmv, avapeptnioy 1ocova vToYAVKALKA enelcodta o€ 12,8 % tav atopwov mov Elafov
domayhMorolivn 10 mg poli pe petopuivn Kot pio GovApovuiovpia kot 6€ 3,7 % TV 0TOU®V TOL
ooy eucovikd papuoko poll Pe LeT@opuivn Kot e, GovAQovvAoLpia. Agv avapépbnkay peilova
VITOYAVKOUIKE €TEIGHOL0L.

Aorayripiolivy

Yroylvkayio

H ovyvotta g vmoyAvkopiog e£optdto amd tov TOmo NG Pacikig Oepameiog mov ypnoiponoonke oe
KGO perém.

T Tig peléteg g damoayMerolivng yopnyoOUeVG ¢ Bepameia. TPOGOHNKNG OTN LETQOPLIVI T} ®OG
Oepaneia Tpochning ot crtaylmtivn (Le N x@pig LeTPOpUivT), 1] GLYVOTNTA TOV HCCOVMOV
VIOYAVKOUIK®OV EXEGOIOV NTav Tapopote (< 5 %) peta&d tov Oepamevtikdv opnadmy,
nmeptapfPoavouévng g Bepameiag pe eikovikd eappako ddpkelag Eoc kot 102 efoopddwv. Xe dAeg TIg
perétec, ta peilova vToyAVKoUKA TGO TaV oYL GLUYVE Kot cLYKPIoLa HeTAE) TV OHAd®MY TOV
EoPav damayAprolivi 1 eucovikd eapuaKo. Xe pio LEAETN e TPocHN KN VGOLAIVG, TapaTnpOnKay
vynAdTEPO TOc0GTA VIOYAVKaiog (BAERE Tapdypago 4.5).

e o pedét Bepomeiog TpocOnkng oty tveovivn didpkelag Emg kot 104 fdouddwv, avapipbnray
peilova vroyAvkapkd enercodia 6to 0,5 % kot 1,0 % tov acbevov g opddag damayiiproliving 10 mg
Kot vaovAivng tig ERdounddeg 24 kar 104, avtictorya, kot 6to 0,5 % tov acBevodv g opddag etkovikoy
eapuaxov kot veovAivng tic ERSopddeg 24 xai 104. Tic EBSopddeg 24 kot 104, nocova vwoyAvKopukd
enelo60w0 avaeépOnkav, avtiotoya, oto 40,3 % ka1 53,1 % tov acbevav ov Ehafav damayAipiolivn
10 mg ko voovAivn kat oto 34,0 % ko 41,6 % v acbevdv mov Elafov eikovikd EAPUOKO Kot e
VGOLAIVT.

Meiwon tov evdayyeiarxod oykov

Avtidpdoelg mov oyetiCovtal e Pelon Tov eVOUyYEIOKOD OYKOV (TEPIAAUPOVOUEV®V OVOPOPDY
AQLIATM®ONC, LTOOYKOUING 1 VITOTAOTG) ovapépnkay oto 1,1 %ot 0,7 % TV atduw®v, Tov EAafov
doamayMerolivn 10 mg kot EIKOVIKO QAPOKO, avTIGTO(0. ZoPapic avemBouunTeg EVEPYELES ELQOVIOTNKOV
610 < 0,2 % tov acbevov pe ooppornpévn kotavopun petasd g domayierolivng 10 mg kat tov
giKovikov eapudkov (BAEne mapdypago 4.4).

Atdoroxolwitioa, falovitida kor oyetilOueves AomEELS TV YEVYHTIKDY 0PYaVmY

AidotlokoAmitida, Paravitidn kol oxeTI{OUEVEG AOIUMEEIS TWV YEVVITIKMV 0OPYAV®Y avopEpONnKoy 61O
5,5 % a1 0,6 % tov acBevav mov Eafav damayiipiolivn 10 mg kot eiovikd eapuako, avtictorya. Ot
TEPLOCOTEPEG AOUMEEIC NTOV NTTLOG £OG LETPLOG EVTOOTG KOL TO ATOO avTATOKPiOnKav g Evay apyko
KOKAO cupPatikig Bepaneiag Kot omdvia, 00ynoav o€ dtaKony| TG Bepaneiog pe damayAipArolivny. Ot
AOMEELG aVTES TV cLYVOTEPES o€ ONAen dropa (8,4 % kot 1,2 % ywo ™ damaylipiolivn kot to
EIKOVIKO QAPUOKO, OVTIGTOLY0) KOl TO ATOLA LLE TTPOTYOVUEVO 1GTOPIKO Ty THAVOTEPO VO, EYOVV
vrotponidlovca Aoipwén.

Ovpolowawlerc

Ovporoumdéelg avaeépnkoy cuyvotepa yia Tn damayAlpAoliv) CLYKPITIKE LE TO EIKOVIKO OAPLOKO
(4,7 % évavt 3,5 %, avtictoya, PAEne mapdypoao 4.4). O tepiocdTEPEG AOUMEEIC NTOV NTTLOG £OG
HETPLOG £VTOOTG KO TO AToo avTamokpifnkay og Evav apyikd kKOKAo cuppartikng Oepameiog Kot omdvia
odnynoav og dtakomn e Oepaneiog pe damayApAiolivn. Ot AOU®EEIS AVTEG NTAV CLYVOTEPES OTIG
YOVOIKEG, KOl TO GTOLLOL LLE TTPONYOVLEVO 1GTOPIKO NTaY TOAVOTEPO VA £Y0VV VTOTPOTLALOVG O AOTUWEN.

Avénuévn kpeazivivy
O1 oyetiKég pe v avuénuévn Kpeatvivn avemBounteg evépyeieg Tay OUAOOTOMUEVES (T.). LEIOUEVT]
VEQPIKN KAOapoN KpeaTvivng, veppikn SucAettovpyio, avENUEVN KPeUTViv] OipLOTOG Kol LEOUEVOG

15



pLOUOG omelpapatikig SmBnong). Avti 1 opadonoinon tov avidpdoewv avaeépdnke oe 3,2 % xat 1,8 %
TV acfevav mov Erapav damayAipArolivn 10 mg Kot elkovikd @appako, ovtioTotya. X acbeveig e
(QLOIO0AOYIKN VEPPIKN Agttovpyio 1 HILol veppikn dvoieitovpyia (apykn Tiun eGFR > 60 ml/min/1,73

m’) 1 opadonoinon avth Tev aviidpdccnv avapépinke ot 1,3 % kat 0,8 % tov acevdv Tov ELopav
damaylerolivn 10 mg kot eikovikd eapuako, aviictoryo. O avIdpAGEIS AVTEC TAV GUYVOTEPES GE
aoBsveic pe apyikh Tiun eGFR > 30 ko < 60 ml/min/1,73m’ (18,5% damoyipholivn 10 mg évavrt 9.3 %
EIKOVIKO QAPUOKO).

H nepartépo a&loldynon acevav mov giyov oyeTIkES e TOVE VEQPPOVS aveTBOUNTEC EVEPYELEG £0€1EE OTL
o1 teplocotepot lyav petaforéc kpeatvivig opod < 0.5 mg/dl and v apykn tiun. Ot avénoeig g
KPEATVIVIG NTOV YEVIKA TOPOOIKEG KOTA TN SIUPKELN TNG GLUVEYOVS Bepameiog N avaoTPEYIES LETA TN
dtakomn g Bepameiag.

HapaBopuovy (PTH)

TTopampndnkav pukpés avénoelg tov emmédwv g PTH otov 0pod, evd ot avENcelc NTov HeyaAdTepeS o
dtopo pe vynAodtepeg ovykevipwoelc PTH kotd tv évapén. Ot LETPIOELS 0GTIKNG TUKVOTITOG GE
aoBeveic [Le PLOLOAOYIKT VEQPIKN AEITOLPYia 1| T VEQPIKT dueAettovpyia dev £0€150V OGTIKY OTMAELN
o€ mepiodo Bepameiog didpkelog 00O ETMV.

Koaronbeieg
Kotd ™ dibpkelo KAVIK®V SOKIUL®VY, TO GUVOAIKO TOGOGTO TV OTOUMV LE KakonOelg 1] un

TPOGdoPIoBEVTEG OYKOVG NTAY TOPOUOL0 LETAED TV acbevav mov haPav Bepareia pe damayiiprolivny
(1,50 %) xai ekovikd eappoko/mapdyovia cvykpiong (1,50 %) kai dev vanpée onuo Kopkvoyéveong M
petodrasloyéveong ota dedopéva peretmv o Loa (PAéne mapdypapo 5.3). Kotd tv agloddynon tov
TMEPLOTATIKOV EUPAVIONG OYK®OV GTA, OLUPOPETIKA OPYOUVIKG GUGTHILATO, O CYETIKOG KIVOLVOC IOV
oyetiotKe e ™ domayAipAroliviy nTov vynAOTEPOC TOL 1 Y100 optopévous 6YKovg (0vpoddyov KHGTNG,
TPOCTATN, LOGTOV) Kot YaUNAGTEPOG TOV 1 1o GAAOVG (.. CIIOTOG Kol AEUPIKOD GLUGTILOTOC, WOONK®V,
VEQPIKNG 0000) YMPIC VO GLVETAYETAL GUVOAMKE QVENUEVO KIVOLVO EUOAVIOTIG OYKOV GYETILOUEVOD LE TN
doamayMerolivn. O avénuévoc/Lelmpévog Kivouvog dEV NTOV GTOTIOTIKA OTLLOVTIKOG Y10 KOVEVO, aTd To
0pYOVIKA CLGTAUATO. AAUPAVOVTOG LTOYT| TNV OTOVGIN EVPNUATMV GYETIKMV LE OYKOVG GE U1 KAVIKEG
perétec kabmg Kot tn Ppayeio ypovikn kabvotépnon petald g TpdTng £K0EoNg 6TO PAPLLOKO KOL TNG
ddyvmong tov dykov, dev Bempeitar mBavn 1 a1ttoAoyikn oyéor). AedouEVOL OTL 1) APOUNTIKY
OVICOPPOTIO TOV OYK®V PAGTOD, TNG 0VPO0dOY0V KOGTNG Kol TOV TPOCTATN TPEMEL va e&etacbel
TPOCEKTIKG, Ba diepeuvnOel TEPUITEP® GE UEAETEG UETA TNV KUKAOQOPIa.

Ewwoi tinfucpoi

Himawuevor (nhikioc > 65 etav)

e dropa nAkiag > 65 etmv, avemBounteg evépyeleg oyeTlONEVES e VEPPIKT] dSuoAgttovpyia 1|
avemdpkela avaeépdnkav oto 7,7 % tov acbevav mov Elafav damayiprolivn kot oto 3,8 % tv
acBevav mov Elafav eiovikd eappako (PAére mapdypapo 4.4). H cuyxvotepa avapepopevn avemfountn
EVEPYELD, TTOV OYETILOTOV LIE TN VEPPIKT AELTOVPYia, TOV TO aLENUEVE ETTITEDD KPEUTIVIVIG 6TOV 0pd. Ot
MEPLGGATEPESG AT AVTEG TIG AVETIOVUNTEC EVEPYEIEG TV TAPOIIKEG KOl OVOSTPEWIUEG. XE ATopa NALKIOG
> 65 et@v, avemBOUNTES EVEPYELES LElMOTG TOV EVOYYELNKOD GYKOV, TOL OvaPEPOVTAY GLVIBWOE MG
vdTOoN, avoaeipbnkay oto 1,7 % kot 0,8 % Tov acbevav Tov Elafav domayAiprolivn kol TV aclevov
oL AaPav euovikd QappaKo, avtiotoryo (PAéne Tapdypopo 4.4).

Avapopd mBavoAOyOOUEVOV OVETBVUNTOV EVEPYELDV

H avagopd mhovoroyobueveov avemBOUNT®V EVEPYELDV HETA OO TN YOPTNYNOoN GOE0G KLUKAOPOPIaG TOV
QOPLOKEVTIKOV TTPOTOVTOC glvarl onpavtikn. Emtpénel n cuveyn mapakoiovbnon g oxéong opéronc-
KIvOOVOL TOV POPLOKELTIKOV TPOIOVTOC. ZNTeitan amd TouG EXayyEAIATIEG VYELOGC VO OVOQEPOVY
OTOLECONTOTE THOVOLOYOVLEVES AVETIOVUNTES EVEPYELES HEG® TOL EBVIKOD GLOTILATOG OVAPOPAS TOV
avoaypdoeetor oto [Hapdpmua V.
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4.9 Ynaegpoocoroyia

H amoudxpovon tng damaylprolivng pe aipokdBapon dev €xel peretndel. H mo amotehespotikn
UEBOSOG Yo TNV OTMOUAKPVVOT) TG UETQOPUIVIG KOt TOL YAAAKTIKOD givat 1) cupokdbopon.

AomayhMorolivn

H doamayhMoelolivn dev eupdvice 0mol0dMToTe TOEIKOTNTO GE VYL ATOU KATH TNV 0O TOL GTOUATOG
yopnynon epamnal d6cemv £mg kot 500 mg (50 popéc vynAoOTEPES amd TN UEYIGTN CLUVIGTMUEVT dOCT) GTOV
avBpomo). Ta dropa avtd elyav aviyvedoua exineda YALKOING 6To 00Pa Y10l U0 OOGOEEUPTMEVN
yPOVIKT TePiodo (Tovddyiotov 5 nuépeg yio tn 660m Twv 500 mg), yopic Kapio avapopd apuddT®ond,
VIOTAONG | S1aTApoynG TOL 160LVYIoV NAEKTPOALTAOV KO YOPIG Kapio KAVIKG OTLLOVTIKY ETIOPOACT) GTO
pecodidotnua QTc. H enintwon g vroyAvkopiog HTov Topdpold Le EKEV TOL EIKOVIKOD QOPUAKOV.
e KAMVIKEG PEAETEG OTIC OToieg yopnynOnkav epdmal nuepnoteg 06celg £og kot 100 mg (10 popég
VYNAOTEPEG ATO T1 GUVIGTAOUEVT] OOCT| 6TOV AvOp®TO) Y10, 2 EBOOUAdES GE VYU GTOUA KOl ATOUO, LLE
S tHmoV 2, N EMMTMOOT TNG VIOYAVKOLIOG HTAY EAAPPDS VYNAOTEPT] GUYKPITIKA LE TO EIKOVIKO
@apuoKo Kot dev rav docoeEaptdpevn. Ta T0600Ta TV avemBOUNTOV GVUPAVTOV TEPIAAUPOVOUEVEDY
aQLOATMOONG 1 LTOTACNC, NTAV TAPOLOLN. LLE EKEIVO TOV EIKOVIKOD QOPUAKOD KOl OV TapATPHONKOY
KAMVIKA oNUAVTIKEG 0000eEAPTMUEVES LETAPOAES TV EPYUSTNPLOKDV TAPAUETPOV, TEPIAALPOVOLEVEOV
TOV EMITEIM®V NAEKTPOAVTAOV GTOV 0pO KO TOV PLOAOYIKOV SEIKTMV TNG VEQPIKNG AEITOVPYinG.

Xe TePInToT VTEPSOGOAOYING, TPEMEL VO EEKIVIIOEL KATAAANAN vITooTNpIKTIKN Bepomeio OmwC
VIAyopeHETAL OO TV KMVIKT KATACTAGN TOV as0evoug.

Metpoppuivn
H vynAn veepdocsoroyia 1| ot cuvumdpyovieg kivouvol Tng LETPOPUIVIG HUmopel va 0dnynoovy o€

yoAaKTIKY 0E€won. H yolakTikr 0EEwon amoteAel Eneiyovsa W0TPIKN KOTAGTOOT KoL TPETEL VAL
avTETOTICETAL 0TO VOGOKOUED.

5. OAPMAKOAOTI'IKEX IAIOTHTEX
5.1 @oppokodVVOPIKES 1O10TNTES

Doppokobepanentikn katnyopio: OEPULOKE TOV YPTGULOTOIOVVTOL Vi TO ST, ZuVOLOCHOL ATt TOV
GTOLOTOG YOPTYOVLEVOV VITOYAVKOUKOV Tapayoviev, Kodwog ATC: A10BDI15

Mnyoviopdg dpdong

To Ebymect cuvovdlel 600 avTivmepyALKALUIKG QOPUOKEVTIKA TPOIOVTO LE SLOQOPETIKO Kot
GUUTANPOUATIKO PUNYOVIGHO OpAcng Yo T PEATIOON TOV YAVKOLUIKOD EAEYYOV GE aoBEVEIG e dafntn
TOmov 2: ™ damayApAolivn, Evay avacTOAEN TOL GUUUETAPOPEN VaTpiov-yAvkolng 2 (SGLT2), kot v
VOPOYAMPIKY] LETPOPUIVN, EVO LEAOG TG KATNYOPIaG TV dryovavidimy.

Aamayriplolivy
H damayhMoerolivn eivar évag modd 1oyvpdc (Ki: 0.55 nM), ekAeKTIKOG Kol OVAGTPEYILOG OVOGTOAENG TOV
TOV VOTVTIOV 2 TOL GLUUETOPOPEN VoTpiov Kot YAvkolng (SGLT?2).

O SGLT?2 ekppaletal eKAEKTIKG GTOVG VEPPOVS, YOPIG VA aVIYVEDETUL EKPPOOT] OE TEPIGGOTEPOVG AUTTO
70 GAAOVG 16TOVG TEPIAAUPAVOUEVAOV HTTOTOG, CKEAETIKOV HVGV, MTOS0VS 1GTOV, LLOGTOV, OVPOSOYOV
KVoTNG Ko eykepdiov. O SGLT2 eivar 0 K0p1og peTapopéag, Tov eBVVETAL Yo TV EXAVAPPOPTOT TNG
YAVKOING a6 TO GTEPANOTIKO dONUa 6T cuoTnUaTKn KukAopopia. [lapd tnv mapovcio
VIEPYALKALIOG 6TO ST TOTOL 2, 1) Emavappoenon Tng otnbovuevng yAvkolng cuveyiletar. H
damaylprolivn Bertidvel T0c0 Ta emineda TG YAVKOING TAGoHATOC VNoTElag OG0 Kol TG
UETOYEVLATIKNG YAVKOING, LEWMVOVTAG TN VEQPIKY| EXavappdenor TG YAVKOING Tov 0d1yel 6€ améKKpion
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™G YAVKOING ota ovpa. Avti 1 amékKpion TG YAVKOING ota ovpa (YAvkolovpikn nidpacn)
TopTPELTAL LETA TN YOPYNoN TN TPDOTNG 800N, cuveyileTor Katd T dtdpKeln Tov 24m0Pov
0COAOYIKOD PECOSOGTANOTOG Kot dtaTnpeitan Kab' OAn tn didpkeia tng Bepaneiog. H mocdtnta g
YAVKOLNG, TOV OTOUOKPVVETOL OO TOLG VEPPOVG LEGD TOV OVATEP® UNYOVICUOV eEapTaTal omd TN
GLYKEVTP®OT TG YALKOLNC 6To aipa Kot 1o puBud onelpapatikng dmbnong. H damoayierolivn dev
HELDOVEL T GUCIOAOYIKT EVOOYEVN TTapay®yN YALKOING ®¢ amoKpion otnv voyAvkaio. H
domayhMorolivny dpa ave&aptnta and TV EKKPlomn Kot Tn dpdon tng eovAivng. [Tapatnpndnke fektioon
OTO LOVTELO OLOLOGTOGNG Yo TNV EKTIUNON TC Asttovpyiag twv B-kuttdpmv (HOMA beta-cell) o
KMVIKEC peAéteg e damaryMorolivn.

H améxipion yAvkolng ota ovpa (YAvkolovpia) pe tn damayiiprolivn cvuoyetiletal pe Oeppuidikn
ondAsto Kot peioon tov Bapove. H avactod] Tng cuppetapopds YAvkoIng kot vatpiov amd
damayhMorolivn cvoyetiletan emiong pe N dS10VPNCT KOl TOPOSIKT VOTPLOVPNOT).

H damayieprolivn dev avaostéAlel GAAOVG LETAPOPELS TNG YALKOING OMLLOVTIKOVGS Y10. TN LETAPOPE TNG
YAVKONG 6TOVG TEPLPEPLKOVE 16TOVG Kot eppovilel > 1.400 popéc peyaldtepr eKAEKTIKOTNTO Y10, TOV
SGLT?2 évavti tov SGLTI1, 10 Bacikd HETOPOPEN GTO EVIEPO TOL EVOVVETAL Y10l TV OTOPPOPNOT| TG

yAvkong.

Mezrpopuivy

H petpoppivn givatl éva dtyovavidilo pe ovTITEPYAVKOUKES I10TNTES, TO OTTOI0 LEIDMVEL TOGO TN focikn
000 KoL TN HETOYELHOTIKN YAVKOLN TAdGIaTOG. Agv dleyeipel TNV EKKPLOT IVGOLAIVIG Kol MG EK TOVTOV
dgv TpOoKaAEl VTTOYAVKOLLICL.

H petpoppivn pumopel va dpdacel HEGM TPIOV UNYAVIOUDV:

- pelmwong g mapaywyns YAVKOING 6To Nrap HEC® OVOGTOANG TG YAVKOVEOYEVEGTC KOL TNG
yAvkoyovoivong

- PETPLOG oOENGTG TG ELOCONGIOG GTNV WVGOLAIVY, BEATIOVOVTAG TNV TEPLPEPIKT TPOGANYT KOl
XPNON TG YAVKOLNG 6TOVG MibEg

- eMPPAdVVONG TNG EVIEPIKNG OTOPPOPTONG YALVKOING.

H petpoppivn dieyeipet v evookvuTTdptla 60vOEGT YAVKOYOVOL dpdvTag emi TG cLVOETAoNG TOV
yAvkoyovov. H petoppiviy av&dvet Ty ikavotnTo LETAPOPES EI0IKOV TOTWOV LEUPPOVIKDOV VTOJ0YEDY
g YAvko{ng (GLUT-1 xon GLUT-4).

Doppokodvvakés EmOpAcELS

Aorayriprolivy

AVENGEIC 6TV ATEKKPIVOUEVT TOGOTNTO YAVKOLNG GTO 0VPO TOpatnpOnKkay Gg vy GTOO KOl G ATOO
HE cakyapmdn dtoprtn Tomov 2 petd T yopnynon samayiiprolivinc. Kotd tpocséyyion 70 g yAvkding
ameKKpivovTav nuepnoimg oto ovpa (avtiotoryody oe 280 kcal/muépa) pe doom damayiiprolivig

10 mg/mpépa o€ Gropo pe caxyopmon dwapntn tomov 2 yia 12 efdouddes. Evdeieig cuveyoic amékikpiong
YAVKOING TapaTNPNONKAY GE ATOUA e GOKYAP®ON OBt TUTOL 2, GTOLE OTTO10VG YopNYNONKE
domayierolivn 10 mg/muépa yio £mg kai 2 .

H anékkpion yhvko{ng ota ovpa pe T damayAipAroliviy odnyel emiong oe 0OCU®TIKY d100PpNGT Kot
avénoelg otov GyKo TV 0VPwV G€ ATopA [Le caKyap®dOT o1afntn THmov 2. O 6yKo¢ TV 0PV avEaveTat
o€ Atopa pe oakyapmor daprtn Tomov 2 mov Elafav damayiiprolivn 10 mg cuveyiotnKav PEXPL TIC

12 gfdouddeg kol aviAbav katd tpocéyyion oe 375 ml/muépa. H avénon tov 6ykov to@v 00pwv
GUOYETIOTNKE WE HKPT] KOl TOPOOIKN adENGN TNG AMEKKPLONE VOTPIOL 6T 0VPa, 1| 0TToin deV
GLOYETIOTNKE [E LETAPOAEG OTIG CLUYKEVTIPMGELS VOTPIOV GTOV 0pO.

H anékkpion ovpikod o&€og ota 00pa avéNdnke emiong Tapodikd (Yo 3-7 NUEPES) KOl GLVOSIEVTNKE OO
ouveYN HEIMON TOV CLYKEVIPOGE®MY 0VPIKOV 0&E0¢ 6TOV 0p0. ZT1G 24 eBOOUAdES, Ol LELMOELS OTIG
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GUYKEVTPMGELC 0LPIKOD 0E£0¢ GToV 0pO KLAVONKaY amd -48,3 £wg —18,3 micromoles/l
(-0,87 ¢w¢ -0,33 mg/dl).

ZuykpiOnkav 1 opHOKOdVVAUIKT TG 000M¢ TV 5 mg damayAiprlolivng 600 PopEg NUEPTOIMS Kot TNG
d6on¢ tv 10 mg damaylprolivng pia eopd npepnoing oe vy dtopa. H avaoctodn g veppiknig
emavappoenong YAuKOING o otaBepomomuévn KatdoTaon Kol 1 ToGOTNTO, TS OTEKKPIVOLEVNG YAVKOING
oT0 00 Yo o TEPT0d0 24 @padv HTay 1510 Y10 OUPOTEPO TO, SOGOAOYIKE GYNUATA.

Merpopuivy

2tov avBpwmo, aveEdptnta omd TNV dpAcT TNG TNV YAVKOLUIO, 1) LETEOPUIVY £XEL EVVOTKEG EMOPACELG
070 petafoiiond Tov Mmdimv. Avtod £xel kataderydel oe BepanevTikég 00GELG GE EAEYYOUEVEG
peconmpdOecec N LOKPOYPOVIEC KAVIKEG LEAETEC: 1] LETPOPUIVI LELDVEL TNV OAIKT] YOANGTEPOAN, TNV
LDL yoAnotepoin kot To eXinedo TpryALKEPISI®V.

X KMVIKEC LEAETEG, M (PO TNG LETPOPUIVIG GLOYETIOTNKE gite [l 0TabePO PAPOg COUATOC ElTE LE
UETPLO. OTTOAELN COUATIKOD BAPOVC.

KMvik) amotedecpotikdtnTo Kot ac@dielo

H ovyyopriynon damayiipiolivig kai peteoppivng éxet peletndet o€ dropa pe dtofntn ToOmov 2 Tov dev
EAEYYOVTAV TKOVOTIONTIKA LE LETQOPUIVI OC LOVODEPUTELD 1) GE GLUVOVOAGHO LE EVOV AVOGTOAEN TNG
dumenTdvAKng Tentiddong (DPP-4) (citaylmtivn), coviApovuriovpio 1 tvoovdivn. H Bepaneia
damaryAprolivng Kot LETPOPUIVIG G€ OAEG TIG OOTELS EMEPEPE KAVIK( KOl OTATICTIKG CTUAVTIKEG
BeAtidoeig g HbA 1c kot tng yAvko{ng vnoTeiog cuYKPITIKE [LE TO EIKOVIKO PAPHOKO GE GUVOVAGUO LIE
UETQOPUIVT. AVTEG 01 KAIVIKA OTULOVTIKEG YAVKOKEG EMOPACEIS GLUVEXIOTNKAV O LOKPOYPOVIEG
eP10d0VG eméktacnc £o¢ kot 104 gfdopdadwv. Meuwoeig e HbAlc mapatnpndnkav oe O &g TI¢
VTOOUAdEC e Bdon To eOAO, TNV NAIKia, TN VAN, TN dldpKELD TG VOGOV, Kot to Agiktn Mdalag Zdpatog
(AMY) évapénc. Emmpocteta, v EBoopdda 24, KAviKd Kol 6TOTIGTIKG ONUOVTIKEG PEATIOCELS,
AVOPOPIKA UE TIG LEGEG UETABOAEG TOV COUATIKOV PApovg omd TNV Evapén, Topatnpnonkay pe Tig
Oepamneiec cuVOLAGLOV damayAPAOLiviNG KAl LETQOPLIVIG CLYKPLTIKE pe TV opudda eAEYyov. Ot Heldoelg
TOV GOUATIKOD BAPOVG CLUVEYIGTNKAV OTIC LOKPOYPOVIEG TEPLODOVS EMEKTACTG £G Kal 208 gfdouddmv.
Emunpdcbeta, n mpocHnin damayiliprolivng 000 QopEg NUEPNGIMG OTI HETPOPUIVY amodeiyOnie
OTOTEAEGILATIKT KO ACQUANG € ATopa Le dafntn tomov 2. [lepattépw, ovo perétec ddpketag 12
EPOOAOWDV EAEYYOLEVEC LE EIKOVIKO (PAPLAKO TPOYUATOTOMONKOY o€ aG0eVElg [Le OVETOPKADC EAEYYOUEVO
dwafrytn tHmov 2 Kot vaéPTao.

T oxayuroc Eleyyoc

e o eheyyOUeV e evepyo Bepameio PEAETN un KatwTepdTTag didpKelag 52 efdonddmv (e meptddovg
enéktaong 52- ko 104-gfdouddwv), n damayiiprolivn 10 mg agloloyndnke g Beponeio tpocbnkng otn
UETQOPUIVI CLYKPLTIKA e pio. covApovorovpia (YAmilidn) g Bepaneia mposOKNG 6T HeTQOpuivn o€
aropo pe averapkn yAvkoyuko €reyyxo (HbAlce > 6,5 % war < 10 %). Ta amoteréopata £de1&av mapdota
péon peimon g HbAlc amod v évapén péypt mv ERdoudda 52, cvykprtucd pe ) yamiion,
KaTadekvoovtag eErouévag un katotepdtra (Ilivaxag 2). Tnv ERSopdada 104, n tpocaprocuévn péon
petapoin g HbAlc and v apyn tiud frav -0,32 % yia ™ damayiprolivn kot -0,14 % yuo
yAmlion, avtiotoyo. Tnv EBdoundada 208, n wpocappocuévn péon petafoin g HbAlc amd v évapén
ntav -0,10 % yw ™ damayiprolivn kat 0,20 % yuo ™ yAmlion. Xtig 52, 104 ko 208 efdopddes, Eva
ONUOVTIKA o pNAGTEPO TOG0GTO ATOU®Y otV opdda g damayiiprolivng (3,5 %, 4,3 % ko 5,0 %,
avTioTory) ELPAVIGAV TOVAGYIOTOV EVa ETEIGOO10 DITOYAVKOUING CUYKPLTIKG, e TNV opdda Tng YAmiiong
(40,8 %, 47 % xar 50,0 %, avtiototya). To TOGOGTO TV GUUUETEXOVTOV TOL TAPEUEVAY GTIV UEAETT TNV
EBoopada 104 kot v ERdopdda 208 nrav 56,2 % kot 39,7 % yia v opdda g damayAiprolivng kot
50,0 % ko 34,6 % yio v opddo g yAumliong.
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[Mivakog 2. Atotedéopata g ERSouadag 52 (LOCFY) o o eheyyduevn e evepyod Oepameio pedétn
GVYKPLoNC NG domayAteAolivng pe yMmlion o¢ mposOnKn 611 LETQOPUIvY

Aamayeiolivn IMamdion
Hapapetpog + pet@oppivy + peTpoppivy
N’ 400 401
HbAlc (%)
"Evapén (néon tyun) 7,69 7,74
MetafoAn and tnv évapén’ -0,52 -0,52
Awpopd omd yAmlion + peteopuivn’ 0,00°
(95 % CD (-0,11,0,11)
Yopotiko papog (kg)
"Evapén (uéon tiun) 88,44 87,60
Metaforq and v évapén’ -3,22 1,44
AoQopd amd yamidn + peteopuivn’ -4,65"
(95 % CI) (-5,14, -4,17)

“LOCF: Metogopd televtaiog Topathpnong

BTUXOHOTEOLH péva atopa kot dropa mov EAapav Bepaneio pe LETPTON TNG ATOTEAEGUATIKOTNTOG KOTA
v évapén Kot tovddylotov 1 pétpnon petd myv Evoapén

"Méon Tiun eEAAYIOTOV TETPOYDOVOV TPOCUAPLOCHEN VIO THV aPYIKT TIUA

Mn KoTOTEPHTNTA EVOVTL TOV GLVOVAGHOV YAMTILION + HeETQOpuivN

“Tyd p < 0,0001

H domayhMololivn g Bepancio tpocOijkng otn povobepameio LETPOPUIVIG, OTN LETPOPLLIVN OE
GLVOLOCUO UE GLTAYMATIVI, GOVAPOVLAOLPI 1 tvoovAivn (LE N x@pig emmpdeheTa 0md TOL GTOUATOG
YOPNYOVLEVA VTTOYAVKOLLUKE QOPUAUKEVTIKE TPOIOVTA, TEPIAAUPOVOLEVNG TNG LETPOPLIVIG) ETEPEPE
OTOTIOTIKA oHavTIKEG péoec pelmoelg g HbAlc otig 24 €B0opddes cuyKpLTikd e to dropo tov Elafov
goviko edpuoaxo (p < 0,0001, [Mivakeg 3, 4 kot 5). H damayiiprolivn 5 mg 600 popég nuepnoing
EMEPEPE OTATIOTIKA ONUOVTIKEG pewmoelc oty HbAlc otig 16 efdopnddec GuyKpITIKA LE TOVG
ovupetéyovteg mov EAafav eikovikd dppoko (p < 0,0001, Iivakag 3).

Ot pewwoeig otnv HbAlc mov mapatnpndnkav v ERdopdda 24 dratnpndnkay otig pehéteg emmpoodetng
Oepancioc cvvdvacouov. o ™ peAén Tpocshnkng 6T LETPOPLLv, ot petwaelg Te HbAlc datnpronkav
péypt v Epoopdada 102 (-0,78% xon 0,02% mpocappoouévn péon petaforn and v Evapén yuo
doamayAprolivn 10 mg kot o ewovikd papuaxo, ovtiotorya). Tnv ERSoudda 48 yio to cuvdvacuod
UETQOPUIVIG KOl GLTOYMATIVIG, 1| TPOGOPHOGHEVT LEoT HeTafoAn amd v Evapén Yo ™

damayAerolivn 10 mg kot to ewovikd edppaxo frav -0,44 % ko 0,15 %, avtictoya. Tnv ERdoudda 104
Y TNV WvoovAivn (e N x@pig emmposheTa 0md TOL GTOUNTOG YOPTYOVUEVO VITOYAVKAUIKA QOPUOKEVTIKE
TPOIOVTA, TEPIAUUPOVOLEVIG TNG LETQOPUIVIG), Ot petmaoelg oty HbAlc ftav -0,71 % ot -0,06 %
TPOGUPUOGLEVN P HeTafoin amd v Evapén yuo T damayiiprolivn 10 mg kat To €1koViKO GAPLAKO,
avtiotorya. Tig EBdouddeg 48 xar 104, n 8661 TG WooLAIVING TapEReve oTabEPT] GUYKPITIKA UE TNV
évapén oe dropo mov ElaPav damaylerolivn 10 mg oe péomn 66om twv 76 IU/Muépa. Xtnv oudda
EIKOVIKOD Qopuakov mapotnphonke avénon g taéewc tov 10,5 ITUMuépa kar 18,3 TU/Mpépa omd v
évapén (uéom doom tov 84 kat 92 ITUMuépa) tic EBdouddeg 48 kai 104, avtictoyo. To 1060610 TV
acfevav Tov Tapépevay ot perétn puéypt v ERodoudda 104 itav 72,4 % yio v opdda tng
damayAerolivng 10 mg kot 54,8 % yio TNV opdado ToOL EWKOVIKOD QAPLAKOL.

e o Eeyopiot) avaivon acbevav vid Bepaneio pe tvooviivn kot petopuivn, peuwoelg g HbAlc
TOPOUOIEG LE EKEIVEG TTOV TTOPATPHONKAV GTO GUVOAIKO TANBVOUO TN HEAETNG TTapaTnPONKaY GE dTopa
7ov éhafav damayAipiolivn pe woovrivn ko petgopuivn. Tnv EBdoundada 24, n uetaforn tng HbAlc and
v évapén og dropa mov Elafav doamaylierolivn kot vGovAivn pe petpoppivn nrav -0,93 %.
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[Mivakog 3. Atoteréopota (LOCF®) eleyyduevav pe e1KoVIKO QAPUOKO HEAETMV S1ApKELNG £MG KoL
24 gBdopddwv g damayAipArolivinc o Bepameia TpocHNKNC GLVIVACUOD LE LETQOPLIVI T} LETPOPUIVY

KO OLTOyATTivi

Ogpaneia TPocOKNG GLVOVAGHOV

Met@oppivy' Metgoppivy"” Metgoppivy' + Zitaylrt
vy’
AartayMeiol Ewoviké | Aamaymeiol Ewkovik | Aamayheroli Ewkoviké
ivn PappraKo ivn 0 %] PapprUKo
10 mg QD QD 5 mg BID pappax 10 mg QD QD
0
BID
N’ 135 137 99 101 113 113
HbAlc (%)
‘Evapén (péon
Tiun) 7,92 8,11 7,79 7,94 7,80 7,87
Metafoin and
mv évapén’ -0,84 -0,30 -0,65 -0,30 -0,43 -0,02
Awopopd amd
TO EIKOVIKO
OGPLOKO° -0,54" -0,35" -0,40"
(95 % CI) (-0,74, -0,34) (-0,52, -0,18) (-0,58, -0,23)
Atopa (%) mov
TETVYAV:
HbAlc <7 %
IIpocappooué
N Yo v
évapén 40,6 25,9 38,2 21,4
(N=90) (N=87)
Bapog sopatog
(kg)
‘Evapén (néon
Tun) 86,28 87,74 93,62 88,82 93,95 94,17
Metafoin amod
mv évapén’ -2,86 -0,89 -2,74 -0,86 -2,35 -0,47
Awopopd and
TO EIKOVIKO
oappoKo’ -1,97" -1,88" 1,87
(95 % CI) (-2,63,-1,31) (-2,52, -1,24) (-2,61,-1,13)
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Yvvropoypaeieg: QD: pa popd nuepnoing, BID: dvo popég nuepnoiong
"Metgoppivy > 1500 mgmuépa, “Lrrayhmtivy 100 mg/muépa

“LOCF: Metogopd televtaiag mopatipnong (tpo g Bepomeiog Sidomong yio to dropa mov Elapov Oepansio
dtlomong)

PEAeyxOLEVN e EIKOVIKO QAPOKO HERETN duapretog 16 gfdopadmv

YO\ T0, TOYOOTTOM VA GTOHE TTOV EMABOY TOVAGYIGTOV i 8O TOL SITAG-TVPELOD PAPHAKEVTIKOD TPOIOVTOC TG
peléng katd ) dbpketa g Ppoyeiog SumAd-tveAng meptddov

*Méon TiT EAGYLOTOV TETPAYOVOV TPOGAPLOGHEVT Y10 TNV APYIKH TILH

Ty p < 0,0001 £vavTt TV EKOVIKOD QAPLAKOD + 0T TOL GTOUATOS YOPTYOVLEVOD VIOYAVKALLLIKOD
QOPLAKEVLTIKOV TPOTOVTOG

v Ty p <0,05 évovtt TOL EIKOVIKOD QOPHAKOV + 0O TOV GTOLOTOG XOPNYOVUEVOV VTOYAVKALLUKOV
QOPUAKEVLTIKOV TPOTOVTOG

""H nosootioda petafoin Tov copatikod Papovs avaibinke og Pacikd devtepedov Tedkd onpeio (p < 0,0001). H
amolvtr petafoir) 6to copatikd Bapos (oe KIMG) avalvdnke pe ovopaotiky T p (p < 0,0001).
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ITivaxog 4. Amote éGpoTa EAEYYOUEVTG LE EIKOVIKO PAPLOKO HEAETNG StdpKeLaG 24 EBOOUAdV TG
damaylplolivng og Bepameio TPooOBNKNG GLVOLAGLOV LLE LETPOPUIVI] KOl L0 GOVAPOVLAOVPIN

Oeponeio TPocONKNS GVLVOVAGUOD

2ovApovviovpia
+ Met@oppivy'
Aamayh@rolivn Ewoviko gappoxo
10 mg

N 108 108
HbAlc (%)"

"‘Evapén (uéomn tiun) 8,08 8,24

Metofoin amd v

‘Evopén’ -0,86 -0,17

Awopopd amd 1o Ewcovikd .

Ddappaxo’ —0,69

(95 % CI) (—0,89, —0,49)

Atopa (%) mwov wETVYOV:
HbAlc <7 %

[Ipocappoopévn yo v

Evapén 31,8 11,1
Bapog Zopatog (kg)

"‘Evapén (uéomn tiun) 88,57 90,07

Metofoin amd tnv

"Bvapén’ -2,65 -0,58

Awopopd amd 1o Ewcovikd .

Déppaxo’ —2,07

(95 % CI) (2,79, —1,35)

'Metgopuivn (Lop@éc dueonc N mapatetapévng amodéopevong) >1500 mgmuépo poli pe ™ péyiotn avekt
3001, TOV TPEMEL VAL EIVAL TOVAGYIGTOV TO NGV TNG HEYIOTNG OCNG UG COVAPOVLAOLPIAG, Yl SLAGTN O
TOVAGYIGTOV 8 ERSOUAd®Y TPO NG EVTNENC.

“Tuyoiomomuéva dTopo Kot GTopo Tov EAapayv Bepameioa e LETPNOT TNG ATOTELECHOTIKOTITAS KOTH, THV
évapén kot TtovAdyiotov 1 pétpnomn petd v Evapén.

PH HbA 1c mpocdiopiotnke péom daypoviknig avévong enavalappovopevoy petproenv (Longitudinal
Repeated Measures, LRM)

"Méon Ty eEAGYIoTOV TETPOYMVOVY TPOCOPUOCHEVN Y10 THV aPYLKT T

Ty p < 0,0001 £vavtt Tov EKOVIKOD GUPLAKOD + 06 TOL GTOUATOS YOPTYOVLEVOV(®V)
VTOYAVKALLUKOV(®V) QopUOKEVTIKOV(®V) TPoidovVTOg(wV)
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[Mivakog 5. Atotedéopota v ERSopdda 24 (LOCFE?) 6g pio eAeyyOUev LE EIKOVIKO QOPUOKO HEAETN
¢ doamayAprolivng oe cuvdvacud pe vooviivn (w¢ povobepameio N Le amwd TOL GTOUOTOC YOPTYOVLEV
VTOYAVKOUIKA QOPUOKEVTIKE TPOTOVTA, TEPIAAUBOVOUEVIG TNG LETQOPUIVIG)

Aomaylgrolivy 10 mg

+ wveovrivny

+ a6 TOV GTONATOG
VITOYAVKOLIIKA QOPUOKEVTIKA

Ewoviké @appaxo
+ wveovrivny
+ a6 TOV GTONATOG
VITOYAVKOLPIKG QUPUOKEVTIKA

Hapapetpog npoidvra’ nPOIOVTA
N’ 194 193
HbA1lc (%)
"Evopén (uéon tiun) 8,58 8,46
MetafoAn and v évapén’
Alopopd amd 10 EIKOVIKO -0,90 -0,30
eappoko’ -0,60"
(95 % CID (-0,74, -0,45)
Bapog sopatog (kg)
‘Evapén (uéomn tiun) 94,63 94,21
MetafoAn and v évapén’ -1,67 0,02
Alopopd amd 10 EIKOVIKO
eappoko’ -1,68"
(95 % CD (2,19, -1,18)
Méon nuepiota d6on
woovdivyg (IU)'
‘Evapén (uéom tiun) 77,96 73,96
MetafoAn and v évapén’ -1,16 5,08
Al0popd amd 10 EIKOVIKO
eappoko’ -6,23"
(95 % CID (-8,84, -3,63)
Artopa pe péon pelmon g
NUEPNOLAG OOONC VGOVAIVIG
TovAdyiotov katd 10 % (%) 19,7" 11,0

“LOCF: Metogopd televtaiag mopathpnong (Tpiv 1 Katd Ty nuepounvia g tpdTng avodikig Tithonoinong g

WGOLMVNG, OV YPELACTNKE)

PONa To. Toyatomompéva dropa Tov EAABOV TOLAGYIOTOV [iia SO6T) TOL STAG-TVGAOD UPHAKELTIKOD TPOTOVTOC TN
peAéTNG Katd tn didpketa g Ppayeiag SMAA-TOPANG TEPLOSOV
"Méon Tipn eEAAyIoTmV TETPOYDVOV TPOGOPUOGHEVY Y10 TV aPYIKY TIUH KOl THY Tapovsio evog xop1yoUUEVOD ad
TOV GTOUOTOG VITOYAVKOLLUKOD QOPLOKEVTIKOD TPOIOVTOG
*Ttuﬁ p < 0,0001 évavtt €1KoviKoD QAPUAKOL + VGOVAIVIG + 0TO TOV GTOHATOG XOPTYOVLEVO VITOYAVKOULLUKO

QOPUAKEVLTIKO TTPOIOV

**Ttm'] p < 0,05 évavti g1KovikoD GapUaKov + tVGOoVAIVIG £ 0O TOV GTOUATOG XOPTYOVLEVO VITOYAVKULUIKO

QOPLAKEVLTIKO TPOIOV

' Avodiky tithonoinon tov oynudtev veoviivng (tepilapBavopévng e eovkiving Ppayeiog kat evotdpeong
dpaong Kot g Bactkng tveovAivng) erttpendtayv povov 4v To dropo mAnpodoay to TpokabopIoHEVE KPLTNPLOL TG

yAvkong mAdopatog vinoteiag (FPG).

*To 50% 1oV atdpev fTay vd povodepomsin woovAivng katd v vapén, to 50 % AduPave 1 1 2 amd Tov
GTOUOTOG YOPN YOO UEVO( L) VITOYAVKOLUIKO(0) oprakeELTIKO(0) Tpoidv(Ta) emmpocheta pe tvGovAivn: AT T
debtepn avtn opdda, To 80 % nrav Vo povobepameio peteoppivig, to 12 % Nrav Vo Bepaneia pe peteopuivn Kot
GOLAPOVVAOLPIN, KOl O1 LITOAOUTOL NTAY VIO Bepameia e ad TOV GTOUATOG XOPNYOVLUEVE VITOYAVKOLLUKEL

QOPUAKEVTIKA TPOTOVTOL.
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T 7vxoln whaouarog vhoteiog

H Oepancio pe damayAipiolivn o mpocsdnkn eite otn povobepameio petpopuivig

(damayiprolivn 10 mg pia popd nuepnoiog 1 damayiiplolivn 5 mg dVo Qopig NUepPNcimg) N o€
UETQOPUIVI KOl GLTAYAITTIVY], COVAPOVLAOVPIN 1] VGOLAIV EMEPEPE CTATIOTIKA CTUAVTIKEG LELDCELG TNG
yAvkoIng mhdopotog vinoteiag (-1,90 émg -1,20 mmol/l [-34,2 éw¢ -21,7 mg/dl]) cuykpiTikd pe TO EKOVIKO
oappaxo (-0,58 £mg 0,18 mmol/l [-10,4 £wg 3,3 mg/dl]) tnv Efdoudada 16 (5 mg 600 @opéc nuepnoing) 1
v Edopdda 24. H enidpaon avt mapatnpndnke v ERdopdada 1 tng Oepameiag kot diatnpndnke otig
perétec eméxtaong puéypt v ERooudda 104.

Mezoyevuozinn yAvkoly

H Oepancio pe damayiiprolivn 10 mg og mpocOnKr 6€ GLTayATiv Kot LETQPOPLIVI) 00NYNOE GE UEIDGELG
OT1 LETAYEVUATIKN YAVKOIN 2 0pdV oT1g 24 gfdopddeg o1 omoieg dtatnpnOnKay £wg Kot TV

EBdopdda 48.

2wuotiko fapog

H damayierolivn og tpocdnkmn ce povobepomeio LET@OPUIVIC 1] 0€ GLVIVACUO LETPOPUIVIG KO
OLITAYAMITIVIG, COVAPOVLAOVPLOG 1) VGOLAIVTG ([E N @pig EMTPOGOETO OO TOV GTOUATOG YOPTYOVUEVOL
VITOYAVKOUUIKE QOPLOKEVTIKE TPOTOVTA, TEPIAAUPBAVOUEVIC TG LETQOPLIVIG) 001YNGE OE GTOTICTIKA
ONUOVTIKN HElON TOL cmuUATIKOD Bapoug Emg Kot Tig 24 gfdopadsg (p < 0,0001, ITivakeg 3, 4 ko 5). Ot
EMOPACELS OVTEG ST PNONKAV o PHOKPOYPOVIEG dOKIUEG. ZTIC 48 BOdOUAOES, 1 StaPOopd Yio TN
domayMerolivn ¢ Tpocnkn ce PETQOPIVI KOl GITAYAITTIVI] GUYKPITIKA LE TO EIKOVIKO PAPLLOKO
nrav -2,07 kg. Z1ig 102 gfdouddeg, n diapopd yio, ) domayAipAoliv g TpocHnKn o1 LETPOPivn
GULYKPITIKA LE TO EIKOVIKO QAPIOKO 1) (0C TPOGHN KT GTNV IVGOLAIVT] GUYKPITIKA LE TO EIKOVIKO QAPILOKO
ntav -2,14 ko -2,88 kg, avriototya.

Q¢ Bepamneio mpocONKNG 6e PeTPOPUivN oE ua ELeYYOLEVN Le evepYd Bepameio LeAETN LN KOTOTEPOTNTAC,
N damayAipAolivn 0d1ynce o€ GTATIOTIKA GNUAVTIKT LETABOAT TOV COUATIKOD BAPOVG GE GUYKPLION UE TN
yamlion xatd -4,65 kg otig 52 gfdopadeg (p < 0,0001, IMivaxoag 2), n onoia dtatnpndnke otic 104 ot
208 gfdopadec (-5,06 kg kar -4,38 kg, avrictorya).

Mo pedétn dudpkelag 24 efdopddwv oe 182 S1afnTikd dTOUw LIE TN XPTOT OTOPPOPT|GLOUETPIOG SITANG
déounc aktivov (DXA), mov Tpaypatonomonke yio tnv a&loAdynon e 60GTUGNS TOL CMOLUTOG
KatédelEe pelwoelg pe damayAeriolivn10 mg Kot LETPOPUIVI CUYKPLTIKA LE EIKOVIKO QAPLLOKO KOl
LETQOPLLIVT), OVTIOTOLYO, GTO COUATIKO BApog Kot T AmmoT pala cdpatog 6nme petpdton pe DXA kot
Oyl GTO 1N AN 1070 1) TV anmAieia vypodv. H Bepaneia pe domayiiprolivn 10 mg Kot petgoppivn
KaTédEEE aplOUNTIKY Lel®oT TOV OTANYVIKOD AMTMOO0VS 1GTOD GUYKPLTIKA LE TO EIKOVIKO QAPLLOKO KOl
UETQOPUIVI GE L0 VITOUEAETN LOYVNTIKNG TOUOYPAPIaG.

Aptnproxn wieon

e po TpoKaBopIGUEVT] EVOTTONUEVT] aviAvon 13 edeyyOUEVOV LE EIKOVIKO PAPUOKO HEAETOV, |
Oepaneio pe damayiiprolivn 10 mg 0dnynoe oe PETAPOATN TS GLGTOAIKNG OPTIPLOKNG TTESTC OO TNV
évapén g 1a&ewg Tov -3,7 mmHg kot g S1aoTOMKN G 0pTNPLOKNG Tieong Katd -1,8 mmHg

évavtt -0,5 mmHg yia ™ cvetoAkn| kot -0,5 mmHg yio T S106TOAKY] apTNPLaKn TTieon 6TV Opdda
gwovikob eappaxov tnv ERdopdda 24. IMapouoieg peiwaoelg mapatnpndnkay £oc tig 104 efdouddec.

e 000 peréreg drapketog 12 efdouddwv eheyyopeveg e eikovikd edppoko, Eva oovoro 1.062 acbevav
LE OVETOPKADG ELEYYOUEVO SN TN TOTOL 2 Kol VEPTACT] (TOPE TNV TPOUTAPYOVGA GTAOEPT| AyYT UE
évav AMEA-I 1 ARB o¢ pio pedém kot évov AMEA-I | ARB padi pe pio emmpocebetn aviwmeptacikn
Oepancio og AN perén) érafav damayierolivn 10 mg 1 ewovikd edppoko. Trv ERdopdda 12 tov dvo
peAetav, n domayherolivn 10 mg pali pe t cuvnion avtdwpntikn Oepancio enépepe Pertioon g
HbAlc ko peimoe ™ dtopOmpév pe 1KoviKd QAPIOKO GUGTOAIKT apTNPLoKT Tieon katd 3,1 kot

4,3 mmHg, avtictolya.
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Kopdwayyeroxn aopdleio

210 TAOIG10 TOV KAVIKOD TPOYPALOTOC TPOYUATOTOMONKE 10l LETO-OVAADGT] TV KOPIIYYELLK®DV
ouppapdtov. 1o KMvikd Tpoypopua, 34,4 % ToV 0TOUOV ELY0V 1IGTOPIKO KOPIOYYELNKNG VOGO
(e€aupovpévng e véptacng) Katd v Evapén kat to 67,9 % eiyov vréptacn. Ta kapdiayyelakd
eneloooto aSloroynOnkay and aveEdptntn enttpont| a&toldynong. To Tpmtedov TehMKo onpeio fTov o
KPOVOG UEYPL TNV EUGAVIOT] TOV TPAOTOL CLUPALNTOC HaG EK TV 0KOAOLOWVY ekPdcemv: KapdiayyElokon
Bavatov, ayystakov eyke@aiikov enelcodiov (AEE), epepdypatoc tov pvokapdiov (EM) 1 voonieiog yio
ootadn otBayyn. Eneicooio mov apopodcay 610 TpmTedov TEAMKO onueio eLeavioTnKay o€ T0GoTO TNG
t6&emg Tov 1,62 % avd avBpmmoétoc acbevong og dtopa mov EAapay damayAiprolivn Kot

2,06 % avd avBpomoétog acBevovg ata dtopa mov EAafav Tov mapdyovia cvykpione. H avoioyia
KvdUvoL Katd tn ovykpilon g damayAiprolivng pe tov mapdyovia cuykpiong nov 0,79 (95 % Awdotnpa
gumotoovvng [CI]: 0,58, 1,07), vmodeikvoovtag 0Tl 6T GLYKEKPIUEVT aviivon 1 damayAipAolivrn dev
cvoyetiletal pe avénomn Tov KapdyYELKoL Kivouvou g 0c0eVeElg e cakyap®don dtafntrn tomov 2.
®dvatog kapdtayyelakng ortioloyiog, EM kot ayyelaxod eykepolkod enelcdd10 mapatnpnonkay pe
avoroyio kvddvoo 0,77 (95 % CI: 0,54, 1,10).

AaoBeveic ue apyixn uun HbAlc > 9 %

e o pokabopiopévn avdivon acBevav pe apyikn T HbAlc > 9,0 %, 1 Bepaneia pe damayiiprolivn
10 mg enépepe otatioTikd onuavtikég peiwoelg g HbAlc v ERSopdda 24 wg mpocshnkn ot
peTQopuivn (mTpocapuocpévn péor PeTafoin amo v évapén: -1,32 % kot -0,53 % ya
damaryAprolivn Kat To EIKOVIKO QAPLAKO, aVTIoTOLY).

Merpopuivy
H mpoontikn tuoyaromomuévn (UKPDS) perétn €xetl tekunpidocetl To pokpoypovio 0QeL0G TOL EVIATIKOD
eAEYYOL NG YAVKOING aipatog oto dtaftn Tomov 2. H avdAvon Tov amoTeAeGUATOV Y10 TOVG
vrépPapovg acbeveic Tov vofAnOnKav og Bepameia e peTEOPUiv LETA OO ATOTVYIO TG UMOKAEIGTIKA
STPOPIKNG TPOGEYYIoNG E0E1EE:
- ONUOVTIKY] PEIDOT) TOV OTOAVTOV KIVODVOL OTOL0GONTOTE GYETILOUEVNG LLE TO OLOPTTN EXUTAOKNG
oV opado ¢ peteoppivig (29,8 couPavta/1.000 avOpomoétn acbevoic) Evavtt tng diottag povo
(43,3 copPavta/1.000 avBpomoétn acbevoic), p=0,0023, kot Evavtt T@V GUVOVACUEV®V OUAd DY
povoBepameiog covipovorovpiog kot tveoviivig (40,1 copufavta/1.000 avBpomroétn acbevoic),
p=0,0034.
- OMUOVTIKY LEl®moT TOV amOAVTOL KIvOHVOL 0Ttolacdnmote oy eTILOUEVNG LE TO O1afnTn
Bvnowotntog: peteoppivn 7,5 copPdvto/1000 avBpmmoétn acbevoig, dionta povn
12,7 oopPévta/1000 avBpmmoétn acbevovg, p=0,017.
- OoNUovTIKN pelmon Tov amdAvTov Kvdhvov GUVOAIKNG BVNGILOTNTAG: LETPOPUIVN
13,5 oopPdvto/1.000 avBpomoét acBevovg Evavtt Tng dlattag Lovng
20,6 couPavta/1000 avBpomoétn acbevoie, (p=0,011), Kot EvavTi TV GUVOVAGUEVOV OUAS®V
uovoBepoameiog coviApovuAiovpiog kKot tvaoviivig 18,9 cupupdvta/1.000 avbpwnoétn acbevoide
(p=0,021).
- OMUOVTIKY] PEIOT TOV AMOAVTOL KIVOUVOL EUPPAYUATOS TOV HVOKAPOIOV: LETPOPLIVN
11 cvppdvta/1.000 avOpomoétn acbevoic, diatrto udvn 18 couPava/1.000 avBpwmoétn acbevong

(p=0,01).

Houdrazpiroc minBoouog

O Evponaikdg Opyoviopog Oapudkmy Exel dMGEL OTaAANYT 0md TNV VTOYPEMOT| VITOPOANC TOV
amotelecudTOV TV pEleT®V pe To Ebymect og 0Aeg T vTOKOTYOPiEG TOV TASLATPIKOV TANBVGHOL GTN
Oepaneio Tov dwaPritn THmOL 2 (BAERE Tapdypapo 4.2 yio TANPOPOPIEG GYETIK LLE TNV TOSLOTPIKN
xPon).
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5.2 @oppokoKivTIKES OLOTNTES

Ta diokia cuvdvacpod Ebymect Oempodviat floicodOvapa LE T GUYXOPNYNOT TOV AVTICTOLY®OV 00GEDY
domayMeroliving Kot VOPOYA®PIKNG LETQOPUIVIG yopnyoLueveV pali g Eexmplotd diokia.

H pappokoxivntikn g damayAipAioliving 5 mg 600 @opéc nuepnoing kot g damayiiprolivng 10 mg o
@opa Muepnoimg cuykpidnke o vym dropa. H yopriynon damayiiprolivig 5 mg d0o gopéc nuepnoimg
mapeiye mapopotec cuvorkég ekbécelc (AUC) og didotnpa 24 opdv 6mmg 1 darayiiprolivny 10 mg
YOPMYOVLEVN Lol popd Nuepncimng. Onwg avapevotay, 1 damayAerolivn 5 mg yopnyoduevn 000 Qpopég
NuePNoie cuykprtikd pe T domayieiolivn 10 mg pia popd nuepnoing 001 yNce G YOUNAOTEPES
UEYIOTEG GUYKEVIPAOGELS TNG OATOyAPA0LivNG 610 TAACUA (Ciax) KO VYNAOTEPES EACYIOTEG
ovYKevTpmoelg TG damayMrolivng oto TAAoUO (Copin)-

AMNAETIOpAGT UE TV TPOET

H yopfynon awtod Tov @appakeuTiKoy TPoidvTog o€ vyleic €0ehovTég HeTd amd Ye o TAOVCL0 GE AMmapd
Ko LeTd amd Kotdotoaon vnoteiog elye o¢ amotédecpa tov 1010 Pabuod ékBeong yio  damayliprolivn kat
TN peTeoppivn. To yevpa enépepe kKaBLGTEPNOT OTIV EMITEVEN TOV HEYIOT®V GUYKEVIPOCEMV KATH 1 £mg
2 ®peG Kt Lelmon otV LEYLOTN GLYKEVTP®OT| 6T0 TAdGHa Kot 29 % g damayAeroliving kot 17 % g
peteopuivie. Ot petaforég avtég oev BepovvTot KAVIKG O1LLOVTIKES.

Hodwrpikdc TAnBucudc
Agv €xovv TparyLaTOmomOel POPUOKOKOKIVITIKES LEAETEG GTOV TOOLATPIKO TTANBLGLO.

O1 akOAOVOEG AVOPOPES AVTITPOCOTEVOVV TIC POPUOKOKIVITIKES IO10TNTES TOV EXUEPOVG OPACTIKMDV
OLGLMOV AVTOV TOL POPUUKEVTIKOD TPOTOVTOC.

AomayhMoiolivn

Amoppopnon

H damayierolivn amoppoendnke tayEmg Kot IKaVOTOmTIKE LeTd TNV amd Tov 6TdpHaTog Yoprynon. Ot
UEYIOTEG GUYKEVTIPMOOELS 6TO TAGGHA TNG damayAlpAolivig (Cmax) emiTuyydvovtal cuviiwg eviog 2 mpav
HETA TN Yopnynomn o€ katdotaot vnoteiag. Ot yeopetpkés péceg TYES Cmax Kot AUC: TG
damaylprolivng oe otafepn Katdotaon HETA T yop1ynon d6cewv Tov 10 mg damayAipAroliving tua
@opa nuepnoing nrav 158 ng/ml ko 628 ng h/ml, avrtictorya. H amdivtn Prodobeoiudtnta netd v amod
TOV GTOHOTOC YopnyNon piag 86ong Tov 10 mg eivor 78 %.

Kozovoun
H doamayhMoelolivn cuvdéetal pe TIC TPOTEIVES TOV TAACUATOG 6 Toc0oTO TTepimov 91 %. H mpwteivikn

oLVOEST Oev PETAPANONKE GE SIAPOPEG VOO PEC KATAGTACELS (T.). VEQPPIKT 1| NATIKY ducAieitovpyia). O
Hécog Gykog Katavoung g damaylprolivng oe otabepn katdotaon nTav 118 Aitpa.

Biouetaoynuoniouog

H damayierolivn veioctoton ektevi petafolMopd Kupimwg mpog oynHATICHO

3-O-yhvkovpovidiov domayieroliving, mov etvar avevepyoc petaforitng. To

3-0O-yAvkovpovidto damayiiprolivng 1 dALotl petafolriteg dev GUUPBUAAOVLY GTIG VITOYAVKOUIKES
emodpacelc. O oynuaticpdc tov 3-O-yAvkovpovidiov damoayMerolivng dapecoraPeitar amd to UGT1A9,
£v{LLo OV OTAVTATOL GTO MO KAl TOLG VEPPOVG, Kat 0 dtapesorafoidpevog and o kutdypopo CYP
petaforopdg oy pia deutepebovsa 0d0g Kabapong otov dvhpwmo.
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Amofoin

Ot péoeg e nuiostog Cone TeMKng eaong oto TAdcpa (ti2) yia ) damayiipiolivn fitav 12,9 dpeg
UETE TNV 0O TOL GTOUATOG YOopNyNoT epdmas doong damayiiprolivng 10 mg og vym dropa. H péon
GUVOAIKT] GUGTNUATIKY KABapo™ TG xopnyovuevns evoopreimg damayiipiolivng fitav 207 ml/min. H
damarylprolivn kat ot oyeTilopevol petaforitec amofailoviol Katd KOplo Adyo HECH OMEKKPLIONG OTO
olpa LlE TOGOoTO HKPATEPO TOL 2 Y% ¢ avolhoiwtn damayAiprolivn. Metd ) yoprynon d6ong 50 mg
[“C]-bamayiiprolivng, avaxtiOnke to 96 %, 75 % ota 0vpa Kot 10 21 % ot KOTPOVa. XT0, KOTPAVA, TO
15 % kot Tpocéyyion tng 00onG aneKkpifnke ™G UNTPIKT EVEOOT).

Tpoyyurotnro,

H éx0eon ot damaylipArolivn avéndnke avaioyikd g Tpog TV TUNUATIKY 600 TG damayAipAiolivng
010 Vpog TV 0,1 ¢mg 500 mg Kol 1| PAPLOKOKIVITIKN TNG eV LeTAPANONKE e TNV Tépodo Tov Ypdvov
KaTd TNV emavalapfavopevn nuepnota yopnynon yio £og kot 24 fdouddec.

Eidixol minboouoi

Negppixy ovoieitovpyio

Y& otabepn| katdotaon (20 mg damayAipAloliving po popd NUeEPNGImS Yo 7 NUEPES), TO GTOO LLE
GOKYap®OMN dfNTn TVTOL 2 Kot NTia, PETPLA 1] 6oPapny veppikn dvciettovpyia (6w TpoodiopileTal amd
v kéBapon 10e€0ANG 610 TAdoua) giyav péoeg cvotnuoatikég ekBéoeic damayAiprolivng 32 %, 60 % kot
87 % vynAOTEPEG, OVTIOTOLYO, OE OXECT UE EKEIVEG TV ATOUMV LE GaKYap®ON dtafntn TOTOL 2 Kot
@LO10A0YIKN VEPPIkN Attovpyia. H 24wmpr anékipion yAvkolng ota obpa o€ otabepn KOTAGTOCT NTAV
o€ VYNAO Pabud e€aptmdpevn amd T veppikn Asttovpyio kot 85, 52, 18 kan 11 g yAvkong/muépa
OTEKKPIVOVTOV GE ATOUA [LE COKYOP®ON ST TOTOL 2 Kol PUGIOAOYIKY] VEQPIKT AEITOVPYIN 1) NI,
péTpLa 1 GoPapr| VEPPIKN dusAertovpyia, avtiototya. Ot EMATOGCELG TG AloKdBapong oty EkBeon g
damaryAerolivng dev eivor yvmoTéc.

Hrozikn dvolerrovpyio

e dtoua pe e 1 pétpro otk dSvoieitovpyia (katnyopieg A kot B xatd Child-Pugh), n péon Crmax
kot AUC g damarylpAoliving tav €oc kat 12 % kot 36 % vyniotepes, avtiotoryo, GUYKPLTIKE L Ta
TPOCAPUOGLEVE, VY AToUd EAEYYXOV. Ot d1apopég avTéC dev BempnOnKay KAVIKA OTUOVTIKEG. ZE ATOUO
pe coPfopn nrotikn dvciertovpyia (katnyopia C kotd Child-Pugh) n péon Cmax kot AUC tng
damayhMorolivng ntav 40 % xat 67 % vymAdTEPES GLYKPLTIKA LE To. EEOLOLMUEV VY] ATOLE, OVTIGTOLYO.

Himawuévor (= 65 etwv)

Agv mapotnpeitor KAVIKE onpoavtiky] avénon oty ékbeon e Bdon amokAelotikd Ty nAikia e dTopo
nAiikiog émg kat 70 etdv. Qotdc0, pmopet vo avapévetal avEnpévn £kBeorn AdYm NAKIOEEAPTDIEVNC
pelmong g veppikng Aettovpyiog. Aev vdpyovv emopkn dedopéva yio TV €0ymYN CUUTEPUCUATOV
oyeTIKA pe v €kbeon og acbeveic nikiag > 70 etmv.

Dvlo
H péon AUCss tng damaylpiolivng otic yovaikeg ektiundnie o1t givan 22 % vynAodtepn oe y€om e TOVG
avopeg.

Dovin
Agv TapoatnpnOnKay KAMVIKA SUOVTIKEG S10popEG OTIG CLOTNUATIKEG ekBEaelg peTtalh Tng AgvKng, TG
Moavpng 1 TG AGLOTIKNG QLANG.

2wponio fapog

Awmotddnke peioon g ékbeong ot domayAipAroliviy pe v avéEnon Tov Papovs. Zuvenms, ol acOeVEIG
pe yaunAo Bapog pmopel va £xovv kdmolov Pabpov avénuévn £kBeon kot ov acBeveic pe vynAod Papog
Kdmolov Pabuov pelopévn €kbeon. Qot0G0, o1 dapopég otny Ekbeon dev BempnOnkav KAvikd
ONUOVTIKEC.
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Houdopioc tAnbovouoc
H pappokokivntikng otov Tondtatptkd TAnBuopod dev £xel peietnoei.

Mezrpopuivy

Amoppopnon

Metd and pio omd ToV GTOUATOG dO0T) LETQOPLUVIG, O tmax EMITVYYAVETAL GE 2,5 dpeg. H amdIlvn
BrodwBecipdra evdg diokiov petpopuivng twv 500 mg 1) 850 mg givar katd tpocéyyion 50-60 % oe
vym dropa. Metd v amd Tov GTOHTOC XOPYNoN Hog 6OGNE, TO U amoppoPn0Ev KAAGLO TOV
avaxtOnke ota kémpava frav 20-30 %.

Metd v amd Tov GTOUOTOG XOPTYNON, 1| ATOPPOPN G TNG LETPOPUIVIG VEioTOTOL KOPESUO Kol gfvat
oTeANG. Oewpeital OTL N EOPUAKOKIVITIKY TG omoppdPNoNG TNG LETQOPLIVIGEIVOL UN-YPOUUIKT). XTIG
oVVNOELC SOGELG Kl SOGOAOYIKE GYNLLOTA, Ol CUYKEVIPMOGELS OTADEPNC KOTAGTAUONG GTO TAAGLLOL
EMTVYYGvOVTOL EVTOG 24-48 PdV KO EIvVOL 8 YEVIKEG YPOUUUES LikpOTEPEC oo 1 ug/ml. e eheyydueveg
KAMVIKEG SOKIUES, T PEYLOTO EMimeda LETQOPUIVIG 6TO TAAGHO (Ciax) €V VITEPEPNCOY T 5 pg/ml, axdpa
K0l OTIG LEYIOTEC OOOELS,

Kozovoun

H obdvdeon pe g Tpmteiveg Tov mAdopatog eivar apeintéo. H petpopuivn kotavépetot ota
gpvBpoxvtTapa. H péylotn tipun oto aipo eivor xopunAotepn amd Tn LEYIOTN TYL 6TO TAUCLO Kot
gueavileton mepimov otov 1010 ypovo. Ta epvbpd alpoceaipio avTiTpocoreovy TBUVOTOTA £VOL
devtepevov dopépropa katavounc. O puéosog dykoc katavoung (Vq) kopoaivetal peta&d 63-276 1.

Biouetaoynuotiouog
H petgoppivn amekkpivetor avairoiwtn ota ovpa. Kavévag petaforimng dev €xetl tavtomomBel otov
avOpwmo.

Amoforn

H veppikn kédBapon g peteoppivig eivar > 400 ml/min, yeyovog mov deiyvel OTL 1| LETQOPLIVN
OTOPAALETOL HECH OTEPAUOTIKNG O1ONONG KOl COANVOPLAKNG ATEKKPIoNG. MeTd TV 0md Tov GTOUATOG
yopnynon piag 666mMe, 0 PavoUEVOG TEAMKOS ypdvog nuiceag (mng amofoAng eivatl KoTd TpocEyyion

6,5 wpec.

Eidixotl whnbvouoi

Negppixn ovoieitovpyio

e acbeveig pe petwpévn veppikn Asttovpyia (pe faon ™ pérpnon g kdbapong kpeatvivig), o ypovog
nuicetog {ong mTAEGHOTOG Kot OHHOTOC TNG LETPOPUIVIG EIVAL TOPATETAUEVOG Kot 1] VEQPIKT| KdBapon
LELDVETOL OVOAOYIKE [E TN peimon TG KabBapong Kpeatvivig, odnymvtag og avénuéva enineda
UETQOPUIVIG GTO TAGGLO.

5.3 IIpoxivikd dgdopéva. Y10, TNV 06QALELN

2uyyopnynon damoyloiolivng Ko pet@opuivng
Ta pun KMvikd dedopéva dev amokaAOTTOLV 10104TEPO Kivouvo Yia Tov avBpwmo pe faon Tig cuUPaTIKEG
UEAETEG TOEIKOTNTOG EMUVAAAUPOVOUEVDV dOCEDV.

O TapoakdTm avapopés aviikaTonTpilovy Ta TPOKAIVIKA SEG0UEVA Y1 TV ACPAAELN TOV EXLUEPOVS
dpacTikdv ovoidv tov Ebymect.
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AomayhMorolivn

Ta pun KhMvikd dedopéva dev amokaADTTOUV 10104TEPO Kivouvo Yia Tov avBpmmo pe faon Tig cLUPaTIKEG
UEAETEG QUPUAKOAOYIKNG AGPAAELNS, TOEIKOTNTOG EXAVOAAUPBAVOUEVOVY BOGEWDY, YOVOTOEIKOTNTOG,
EVOEYOUEVNC KAPKIVOYOVOL dpdong kat yovipotrag. H damayhoelolivn dev mpokdiece oyKoyéveoT, gite
G€ TOVTIKOVG €1TE GE 0POoVPAIOVS, GE OTOLONTOTE Al TIG OOGELS, TOV a&loA0YNONKAY KOTE TN d1dpKeLo
OLETOV PEAETMOV KAPKIVOYEVEST|G.

To&ixotnto. oty avamopoywyiKy IKaVOTHTo KoL THY GVArTocy

H dqueon yopnynon damoyMerolivng o€ amoyaAaKTIGUEVOVE VEAPOVS apOVPOiovS Kt 1) ERIEST) EkBeon
KaTd TNV Oy wepiodo e KHNoNg (YPOVIKEG TEPIOOO0L TOV OVTIGTOLYOVV GTO OEVTEPO KOl TPITO TPIUVO
NG EYKLUOGUVNG OGOV QPOPA GTNV MPILOVCT) TOV VEPP®OV 6ToV GvBpmmo) Kot TN yolovyia cuoyetilovtal
aueoTepeg pe avénuévn enintmon Kaun Popdta S10TacNG TG VEQPIKNC TVEAOD KOl TV VEQPIKDV
COANVOPIOV GTOVG ATOYOVOUC.

e o perétn toliotntag og veapd (oa, 6tav 1 damayhelolivn yopnynonke dueca o€ veapoig
0poVPOLoVG amd TN HETOYEVVITIKY NUEPa 21 péypt T petayevvntikni nuépa 90, avapépbnke didtoacn e
VEQPIKNG TLEAOL KO TOV VEQPIKMY GOANVAPIOV 6 OAd To. 6060A0YIKA emineda. Ot ekBEcelg TV veoyvav
o Yo pMAdTEPT EAEYYXOLEVN dOON NTAV > 15 Popég peyaldtepeg amd T LEYLOTY GUVIGTAUEVT] dOOT| GTOV
avBpomo. Ta evpnaTa AVTE GLGYETIGTNKAV LLE OCOEEAPTMUEVES OVENGELS GTO PAPOG TV VEPPDVY KOl
HOKPOGKOTIKY S10YKWOOT] TOV VEPP®V G OAEG TIG 000elg. H didtaon g veppikng TuEAOD Kal TV
VEQPIKOV COANVAPI®V TOL Tapatnpninke o veapd {ma deV aVTIGTPAPNKE TANP®G EVTOG TNG KOTA
TPOGEYYION AVAKAUYNG TOV VOG UNVOC.

e wo Eex@ploTn LEAETN TPO-KOL LETAYEVVNTIKNG AVATTUENG, Ol UNTEPES apovpaiot EAafay dOoN amd TV
nuépa 6 g kuMmong pExpt v Nuépa 21 g petayevvntiknig teplddov Kol To VEOYVE EKTEOMKAY ELETOL
6T0 PAPLOKO in utero kot ko' OAN TN ddpkeld TG Yorovyiag. (Ae&yon o SopvEopIK HeAETN Yo TV
extipunon tov ekbécewnv damaylprolivng oto ydla Kot og veoyvd). AvEnuévn enintwon 1 Papotnto Tng
SITOONG TNG VEQPIKNC TLEAOL TTopaTnPONKE 08 EVIAIKEG ATOYOVOLS BEpamevEveV UNTEPOV, LOAOVOTL
EUQAVIOTNKE OMOKAEIGTIKA OTNV VYNAOTEPT] LEAETOUEVT 000 (01 GYETILOUEVEG LE TN UNTEPO KO TO
veoyvo gkbéoelg ot damayiprolivn nTav 1.415 popéc kan 137 @opég peyalvtepeg, avticTory, amd Tig
TIHEG OTOV GVOP®TO GTN HEYIOTN GLVICT®UEVT 000 oTov dvBpwmo). Emmpochetn avortuéiokn
TOEIKOTN T TEPLOPIOTNKE GE OCOEENPTMUEVES LLEIDGELS GTO COUATIKO BAPOS TV VEOYVAOV KL
mapatnprinke povo oe docelg > 15 mg/kg/muépa (cuvdéeton e kBEGELS TOV VEOYVAVY > 29 popéc TmV
TILOV GTOV AVOPOTO GTN PEYIGTN CLUVIGTAOUEVT dOGN oTov AvBpwmo). H puntpicn to&ucodtnto ftav
EUQOVIG LOVO TNV LYNAOTEPT LEAETMUEVT] OOGT, KOl TEPIOPIOTNKE GE TOPOOKEC LEIDGEIS GTO CMOUATIKO
Bépog Kot v KoTavaA®on TPoPic KT T Ay TG 000omG. To enimedo pun mapatnpovUEVmOY
avemBountaov evepyeidv (NOAEL) ya v avartuélokn To&iKotnTa, 6T YoUnAotepn LeAeTdpevn d0o,
ocvoyetiletal pe TOAAUTAACIO GUGTNIATIKNY EkBgoT TG UNTEPAS, KATA TPOcEyyion 19 popég TG TIUNG
oTOV AvOP®TO, GTN HEYLOTI GLVIGTMEVT dOCT) GTOV AvOp®TO.

e emmpooheteg peréteg euPpuikng avantuéng oe apovpaiovg kat kovikiovg, 1 damayAipiolivn
YOPNYNOMKE Y10 LEGOSIAGTALOTA TTOV GUUTITTOVV LE TIG OTLLOVTIKEG TEPLOSOVS OPYOVOYEVESNG G KAOE
€l00¢. Agv mopatnpndnkayv ovte uUNTPIKN 00TE avamTLELNKT TOEIKOTNTA GE KOVIKAOLG GE OTOL0ONTOTE
peretmpevn 60om. H vynidtepn peAetdpevn d00T GUVOEETAUL LLE TOAAUTAT GUGTNLOTIKY £KOECT) KOTA
nmpocéyyon 1.191 eopég peyodkdtepn e HEYIOTNG CLVIGTAOUEVIS OO GTOV AVOP®TO. LTOVG
apovpaiovg, n damaylerolivn dev NTav ovte UPPLOTOEIKT 0VTE TEPUTOYOVOG OE eKBETELS EMC Kl
1.441 popég mAvem 0md TN PEYIOTN CLUVIGTMOUEVT 00GT 6TOV AvOpwToO.

Metpoppivn
Ta pun KAviKd dedopéva dev amokaADTTOVY 11itePO Kivouvo Yo Tov avBpwmo e Baon Tig cupPfotikég

UEAETEC PUPLOKOAOYIKNG OCPAAELNS, TOEIKOTNTAG ETAVOAALPAVOLEVOV dOCEWMY, YOVOTOEIKOTNTOG,
EVOEYOLEVIC KOPKIVOYOVOL OpAoNS, TOEIKOTNTAG TNV OVOTUPOYMYIKY IKOVOTNTA KO oVATTUED.
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6. PAPMAKEYTIKEY [TIAHPO®OPIEX

6.1 Kaotahloyog ekdoymv

[vpnvag diokiov:

Ydpo&umpomuiikn kuttapivn (E463)
Miukpokpuostorhkr] kuttapivn (E460(i))
Yteatikd payvioto (E470b)

Natplovyo YAVKOAKS GpvAo Tumov A

Enucddoyn diokiov:

IToAvBivoraikodin (E1203)
MolvaBvievoyivkoin 3350 (E1520(iii))
TéAxng (E553b)

Awo&gidro titaviov (E171)

Oé&eido onpov kitpvo (E172)

0&eidio onpov epubpo (E172)

6.2 Aocvpuparétnreg

Agv gpapudletat.

6.3 Awpkero {ong

3 ém

6.4 Iowitepeg mpoPuvAAEels KaTA TV POLAEN TOV TPOIOVTOG

To @appakevtiKd avtd TPOidY dev amattel Wwaitepeg cuVONKES Yo T OAAEN TOV.
6.5 ®@Vo1 Kol GVOTUTIKA TOVL TEPIEKTI

Kvyéheg PVC/ PCTFE /Alu.

Yvokevaoies:

14, 28, 56 ka1 60 emikaAvppéva e Aemtd VIEVIO d1oKia Ge N SIUTPNTES KOYEAES.
60x1 emkaAvppéva Pe AETTO VUEVIO O10KIO GE SIATPTTEG KVWEAES HLOG SOOT|G.
IToAvovokevacio mov TepiEyel 196 (2 cvokevacieg Tmv 98) emkadvppéva e Aemntd vUEVIO d10Kio GE U
daTpnTeg KLWELEC.

Mmropei va, unv KuKAOQOpPOUV OLEG 01 GLGKEVACIES.

6.6 Iowitepeg TPOPLAGEELS aOpPLYNG

Kopia €1d1kn voypéwon.

7. KATOXOX THX AAEIAY KYKAO®OPIAX
AstraZeneca AB

SE-151 85 Sodertélje
Youndia

31



8. APIOMOZ(OI) AAEIAX KYKAO®OPIAX

Ebymect 5 mg/850 mg emaAivppéva pe Aentd vpévio diokia
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 diokia

EU/1/15/1051/005 5 mg/850 mg 60 x 1 dioxio (Lovada d66NG)
EU/1/15/1051/006 5 mg/850 mg 196 (2 x 98) diokia (ToAAATAN cLGKEVAGIN)

Ebymect 5 mg/1000 mg emkoivpuéva pe Aentd vpuévio diokio
EU/1/15/1051/007 5 mg/1000 mg 14 dioxia

EU/1/15/1051/008 5 mg/1000 mg 28 dioxia

EU/1/15/1051/009 5 mg/1000 mg 56 diokia

EU/1/15/1051/010 5 mg/1000 mg 60 dioxia

EU/1/15/1051/011 5 mg/1000 mg 60 x 1 diokio (povada 666mc)
EU/1/15/1051/012 5 mg/1000 mg 196 (2 x 98) diokio (oALUTAAY cLoKEVAGIN)

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

16 Nogufpiov 2015

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AgnTouepn TANPOPOPLAKA GTOLYEID Y10 TO TAPOV PUPUAKEVTIKO TPOTOV eivat S1aBEésia 61O SIKTLOKS
t6mo Tov Evpanaikod Opyavicpov Oopudkwyv http://www.ema.europa.eu.
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IMAPAPTHMA 11

IHAPAT'QI'OI YIIEYOYNOI I'TA THN AIIOAEEMEYXH TQN
ITAPTIAQN

OPOI H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAOI OPOI KAI ATAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPATQroxz(Ol YIIEYOYNOX(OI) I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

Ovopuo kon d1e06vven TV Topoy®y®V oL givor vTedfuvor yio TV arodEGUELCT] TV TOPTIOWY

AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
Teppovia

Bristol Myers Squibb S.r.1.
Loc. Fontana del Ceraso
Anagni, 03012

Italia

270 £VTLTIO PUALO 0JNYIDV XPNOTG TOV PUPLOKEVTIKOV TPOTOVTOG TPEMEL VAL OVOYPAPETOL TO OVOLLOL KOL )
devBvvon Tov TePUCKEVAOST TOV gival LTEVHVLVOG Y10 TNV ATOJEGIEVCT TNG CYETIKNG TOPTIONAS.

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

DoproKeLTIKO TPOTOV Y10 TO OTTOI0 AMOLTEITOL LOTPIKT GLVTOYT.

I AAAOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX

o Ex0éoe1g Ileproducig [apaxorovOnong s Acpdarerag

Ot amoutoeglg yio TV LItoPolr| ekBEcemV TEPLOOIKNG TOPAKOAOVON OGS TS AGPAAELNG Y10, TO €V AOY®
QOPUOKEVTIKO TTPOoidV opilovtal 6ToV KaTdAoYo LE TIC nUepopunvies avaeopds e Evmong (katdAoyog
EURD) mov mapatifetor otny mopdypoaeo 7 tov apbpov 107y, thg odnyiog 2001/83/EK kot kébe
EMOKOAOLOTG EMIKOPOTOINGTG, OTMG OMNUOGIEVETAL GTIV EVPOTAIKT SUCTLAKT] TOAT Y10l T PAPLLOKOL.

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

o Yyéoro Awayeipiong Kivovvov (ZAK)

O Kdroyoc Adeiag Kukhogpopiag Oa die&aydyet Tic omattovpeveg dpactnplotnTeg Kot TopeUPacelg
QOPUOKOETAYPOTVNONG ONTG Topovotdloviatl 6to suuemvnBéy ZAK mov napovsialetor oty
evomta 1.8.2 ¢ ddeag KuKAOQOPIaG Kot OTOIECONTOTE EXAKOAOVOES EYKEKPIUEVES avABEWPNOELS
Tov 2AK.

‘Eva emicoiporompévo TAK Oa wpénet va kototedei.
e uetd and aitmpa tov Evponaikov opyavicpod opudxmv,
® OTOTEONTOTE TPOTOTOLEITAL TO GVOTNHA SLoYEIPLONG KIVOUVOL, KA (OC OMOTEAEC O ANYNG VEWV
TANPOPOPLOY TOL UTOPOVV VO ETLPEPOLY CNUOVTIKT OAANYT| OTH GYEGT 0PELOVG-KIVODVOL 1} ®OG
OTOTEAECLLA TNG EMITEVLENG EVOG CNUAVTIKOD 0POCTHOV (POPLOKOETOYPOTVIOT 1 EAAYLOTOMTOIN O
Kvovvov).
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IMAPAPTHMA 111

EIIIZHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH

36



ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI - NEPIAAMBANEI BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emucolvppéva pe Aentd vuévio diokio
domayMeAolivi/udpoyAmpikn HET@OPUIV

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

Kda0e diokio mepiéyet povovdpikn damayAprolivn pe TpomavodioAn 1oodvvaun pe S mg damayiprolivng
ka1l 850 mg VIPOYA®PIKNG LETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

14 emucoloppéva pe Aemtd vuévio diokio
28 emKOAVUUEVOL PLE AETTO DIEVIO dloKial
56 emKOAVULEVO e AETTO DIEVIO O10KI0L
60 emtkaAvpUpEVa PE AETTO VUEVIO dloKio
60x1 emkoloppéva e AETTO LUEVIO dloKio

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote 10 EOALO 0dNYI®V TPV ATO TN YOPNYN o).
Xopfynon omd 1oV GTOUATOG

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA ITAIAIA

Na puAdooetol og Béom v onoia dev PAEmOLY Ko dev Tpooeyyilovv Ta Tudid.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OYAAEHX

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATTIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKOQN NPOIONTQON 'H TON YIIOAEIMMATOQN
IIOY ITPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertilje
Zoundia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/15/1051/001
EU/1/15/1051/002
EU/1/15/1051/003
EU/1/15/1051/004
EU/1/15/1051/005

13. APIOMOZX ITAPTIAAX

Moptida

14. TENIKH KATATAZH I'TA TH AIAOGEXH

DoproKeLTIKO TPOTOV Y10l TO OTTOI0 AMALTEITOL LULTPIKT GLVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/850 mg

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

A16016.6T0TOG YPAPL®TOS KOOKAS (2D) mov pépet Tov TepAn@EvTa Lovadikd avayvopIoTIKO KOOIKO.
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18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO

PC:
SN:
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI - MEPOX THX ITOAAAIIAHX XYXKEYAXIAY — [IEPIAAMBANEI
BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emikoivupévo pe Aemntd vpévio diokia
domayMeAolivi/vdpoyAmpikn LETPOPULIVT

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

Kabe diokio mepiéyet povoddpikn domayrorolivn pe tpomavodiodn icodvvaun pe 5 mg damayAiprolivig
ka1l 850 mg VIPOYA®PIKNG HETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

IToAlomAn cvokevasio: 196 (2 cvokevacieg Twv 98) emkarlvpupéva e AeTTO LUEVIO d1oKi0L

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwoBdote To GUALO 0INYIDOV TPV OO TN YOPNYN o).
Xop1ynon ond 1oV GTOUATOG

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEZH THN OIIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA ITAIAIA

Na puAdooetol og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEY YYNOHKEX ®OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN YIIOAEIMMATON
MOY IMPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertélje
Yovndia

12. APIOMOX(OI) AAETIAY KYKAO®OPIAX

EU/1/15/1051/006

13. APIOMOX ITAPTIAAX

TToptida

14. TENIKH KATATAEH I'lA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10l TO OTTOL0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/850 mg

17. MONAAIKOX ANATI'NQPIZTIKOX KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163106T0TOC YPOUU®TOS KDdKAG (2D) Tov péper Tov TEPIANPOEVTO LOVOSTKO aVOyVOPIoTIKO KOOIKO.

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

PC:
SN:
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ENAEIZEIX IIOY ITPEIIEI NA ANATPA®ONTAI XTHN ENAIAMEXZH XYXKEYAXIA

EXQTEPIKO KOYTI - MEPOX THX TOAAATIAHY YYYKEYAYJIAY - XQPIX BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emikodvppéva pe Aentd vuévio diokio
domayMeAolivi/udpoyAmpikn LET@OPUIV

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

Kda0e diokio mepiéyet povovdpikn damayAerolivn pe Tpomovodiorn toodvvaun pe S mg damoyAprolivng
ka1 850 mg VIPOYA®PIKNG HETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

98 emuolvppéva pe Aemtd vpévio dtokia. Tunpo ToAAATANG cVoKELAGING, OeV LmopEl va, TmANOel
EexoploTd.

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV TPV amd TN YOPNYNON.
Xop1ynon ond 1oV GTOUATOG

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEZH THN OIIOIA AEN BAEIIOYN KAI AEN
ITPOXEITIZOYN TA ITAIAIA

Na puAdooetol og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEX XYNOHKEX OYAAZEHX

43



10. TAIAITEPEX IPO®YAAEZEEIX I'TA THN ATTIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN MPOIONTON ‘H TON YIIOAEIMMATOQN
NOY IMPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertilje
Zoumndia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/15/1051/006

13. APIOMOX ITAPTIAAX

Moptida

14. TENIKH KATATAEH I'lA TH ATAGEXH

DoproKeLTIKO TPOTOV Y10l TO OTTOI0 AMALTEITOL LLTPIKN GLVTAYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/850 mg

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

A16016.6T0TOG YPAPL®TOS KOOKAS (2D) mov pépet Tov TEPIANOHEVTO LOVASIKO aVayVOPIGTIKO KMOIKO.

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

PC:
SN:
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI - ME BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emtkaAvpuéva pe Aewto LUEVIO dloKiol
domayMeAolivi/udpoyAmpikn LET@OPUIV

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

Kda0e diokio mepiéyet povovdpikn damayAerolivn pe Tpomovodiorn toodvvaun pe S mg damoyAprolivng
ka1 1.000 mg vépoyAmpikng LETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

14 emucoloppéva pe Aemtd vuévio diokia
28 emKAALUUEVA [LE AETTTO VUEVIO dloKia
56 emKOAVULEVO e AETTO DIEVIO O10KI0L
60 emkaAvPLEVO LE AETTO VUEVIO d1oKIOL
60x1 emkaAvppéva e AeTTO VUEVIO d1oKioL

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awopdote To GUALO 0INYIDOV TPV AmO TN YOPNYN o).
Xop1ynon ond 1oV GTOUATOG

6. EIAIKH ITPOEIAOITIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEZH THN OIIOIA AEN BAEIIOYN KAI AEN
ITPOXEITIZOYN TA ITAIAIA

Na puAdooetol og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEYX XYNOHKEYX OYAAZEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN YIIOAEIMMATQN
IIOY ITPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOZ(OI) AAEIAY KYKAO®OPIAX

EU/1/15/1051/007
EU/1/15/1051/008
EU/1/15/1051/009
EU/1/15/1051/010
EU/1/15/1051/011

13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEH I'lA TH ATAGEXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOI0 AALTEITOL LLTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/1.000 mg

17. MONAAIKOX ANATI'NQPIZTIKOX KQAIKOX — AIZAIAZTATOZ TPAMMOQTOX
KQAIKAY (2D)

A163106T0TOC YPOUUU®TOS KDdKAG (2D) Tov péper Tov TEPIANPOEVTO LOVOSTIKO aVOyVOPIoTIKO KOOIKO.
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18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO

PC:
SN:
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ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI - MEPOX THX IIOAAATIAHX XYXKEYAXIAY — ME BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emtkaAvpuéva pe Aewto LUEVIO dlokiol
domayMeAolivi/udpoyAmpikn LET@OPUIV

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

Kda0e diokio mepiéyet povoidpikn damayAerolivn pe Tpomavodion toodvvaun pe S mg damoyerolivng
ka1 1.000 mg vépoyAmpikng LETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

IToAlomAn cvokevasio: 196 (2 cvokevacieg Twv 98) emkarlvpupéva e AeTTO LUEVIO d1oKi0L

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwoBdote To GUALO 0INYIDOV TPV OO TN YOPNYN o).
Xop1ynon ond 1oV GTOUATOG

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEZH THN OIIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA ITAIAIA

Na puAdooetol og B6om v onoia dev PAETOLY Ko dgv Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEY YYNOHKEX ®OYAAEHX
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10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN YIIOAEIMMATON
NOY IMPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertélje
Yovndia

12. APIOMOX(OI) AAETIAY KYKAO®OPIAX

EU/1/15/1051/012

13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEH I'lA TH ATAGEXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOL0 AMOLTEITOL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/1.000 mg

17. MONAAIKOX ANATI'NQPIZTIKOX KQAIKOX — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A163106T0TOC YPOUUU®TOS KddKag (2D) Tov pépel Tov TEPIANPOEVTO LOVASTKO aVoyVOPIOTIKO KOOTKO.

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

PC:
SN:

50



ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTHN ENAIAMEXZH XYXKEYAXIA

EXQTEPIKO KOYTI - MEPOX THX ITOAAATIAHX XYYXKEYAXJIAY — XQPIX BLUE BOX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emtkaAvpuéva pe Aewto LUEVIO dlokiol
domayMeAolivi/udpoyAmpikn LET@OPUIV

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

Kda0e diokio mepiéyet povovdpikn damaryAprolivn pe Tpomavodtorn 1oodvvaun pe S mg damoyAerolivng
ka1 1000 mg vépoyAwpikng LETQOPUIVIC.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

98 emKoAVUUEVO e AETTO VULEVIO SIOKI. ZVOTATIKO TOAAATANG CLGKELAGING, OV Umopel va TwANOEl
EexoploTd.

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote T0 PUALO 0INYIOV TPV amd TN YOPNYNON.
Xop1ynon ond 1oV GTOUATOG

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEZH THN OIIOIA AEN BAEIIOYN KAI AEN
ITPOXEITIZOYN TA ITAIAIA

Na puAdooetor og B6om v onoia dev PAEmOVY Kot dev Tpooeyyilovv Ta Todid.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEX XYNOHKEX OYAAZEHX
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATTIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN MPOIONTON ‘H TON YIIOAEIMMATOQN
MOY IMPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB
SE-151 85 Sodertilje
Zoumndia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/15/1051/012

13. APIOMOX ITAPTIAAX

Moptida

14. TENIKH KATATAEH I'lA TH ATAGEXH

DoproKeLTIKO TPOTIOV Y10l TO OTTOI0 AMALTEITOL LULTPIKN GLVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

Ebymect 5 mg/1000 mg

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

A16016.6T0TOG YPAPL®TOS KOOKAS (2D) mov pépet Tov TepAn@EévTa Lovadikd avayvopIoTIKO KOOIKO.

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

PC:
SN:
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EAAXIXTEX ENAEIEEIX TIOY ITPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX TYIIOY
BLISTER 'H XTIX TAINIEX

KYYEAEX (AIATPHTEY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg diokia
domayMerolivi/uet@opivi LOPOYAMPIKT

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

AHZEH

4. APIOMOZX ITAPTIAAX

TToaptida

5. AAAA ETOIXEIA
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EAAXIXTEX ENAEIZEEIX TIOY ITPEITEI NA ANAT'PAO®ONTAI XTIX XYXKEYAXIEX TYIIOY
BLISTER 'H XTIX TAINIEX

KYYEAEXZ (MH AIATPHTEY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg diokia
domayMorolivn/peteoppivn vOpoYAmPIKN

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

AHZEH

4. APIOMOZX ITAPTIAAX

TToaptida

| 5.  AAAA XTOIXEIA

Koyéin tov 10 dokiov: {Zouforo HAiov/ZeAnvnc}
Kvoyéln tov 14 diokiov: Aev. Tp. Ter. [Tép. [Tap. Zap. Kop.
{Zopporo Hiov/EeAqvng}
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EAAXIXTEX ENAEIZEEIX TIOY ITPEITEI NA ANAT'PAO®ONTAI XTIX XYXKEYAXIEX TYIIOY
BLISTER 'H XTIX TAINIEX

KYYEAEX (AIATPHTEY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg diokia
domayMerolivn/peteoppivn vOpoyAmPIK

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

AHZEH

4. APIOMOZX ITAPTIAAX

TToaptida

S. AAAA ETOIXEIA
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EAAXIXTEX ENAEIZEEIX TIOY ITPEITEI NA ANAT'PAO®ONTAI XTIX XYXKEYAXIEX TYIIOY
BLISTER 'H XTIX TAINIEX

KYYEAEXZ (MH AIATPHTEY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg diokia
domayMorolivy/ petpoppivn vdpoylmpikn

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

AHZEH

4. APIOMOZX ITAPTIAAX

TToaptida

| 5. AAAA XTOIXEIA

Koyéin tov 10 dokiov: {Zouforo HAiov/ZeAqvnc}
Kvoyéin tov 14 diokiov: Aev. Tp. Ter. [Tép. [Tap. Zap. Kvp.
{Zopporo Hiov/EeAqvng}
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B. ®YAAO OAHTI'IQN XPHXHX
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@viro Oonyov Xpiong: IIAnpoeopics yio Tov Xpijotn

Ebymect 5 mg/850 mg emkaivoppévo pe Aemté vpuévio diokia
Ebymect 5 mg/1000 mg emxoloppéva pe Aewtod vuévio SioKia
domoy MA0Livi//udpoyYAMPIKT LETPOPUIVY

¥ To pdppako ontd Tedel VIO CLUTANPOUATIKY TapakolovONoN. AvTd o emTPEYEL TOV YPTYOPO
TPOGOIOPIOUO VEDV TANPOPOPLOV acPireloc. Mropeite va, fondnoete LG TG avapopdic Thovmy
AVETBOUNTOV EVEPYEIDY TTOL EVOEYOUEVMG TTopovatdlete. BA. Téhog Tng mapaypdeov 4 yia Tov TpOTo
avaQopaG aveTIOOUNTOV EVEPYEIDV.

AWPaoTe TPOGEKTIKA OAOKANPO TO GVAAO 001 YIAOV YPNGNS TPOTOV UPYIGETE VU TAIPVETE GVTO TO

PappoKo, o101t TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- DvAGETE 0VTO TO PUALO 00MYIDV ¥priong. Towg ypetaotel va To drafdoete Eavd.

- Edv éxete mepartépm amopiec, pOTNOTE TOV Y1OTPO 1) TOV PAPLOKOTOLO 1| TOV VOGOKOUO GOC.

- H ovvtayn yv avtd 1o eapuako yopnyndnke amokAeloTikd yio ooc. Agv TPETEL VO, ODGETE TO
@apuoKo og GALoVG. Mmopel vo Tovg TpokaAésel PAAPT, aKOL Kol OTOV TO, GUUTTMOATO TNG
acBéveldc Toug eivat 101 e TOL OIKA OOG.

- Edv mopatnpnoete Kamoto avemiBount evépyeta,, Tapakoieicde va evIUEPMGETE TOV YIOTPO N TOV
QopLoKoTold coc. Avto 1oyhEL Kot Yo KAOe mhovn avemBOunTn vEPYELD TOV OEV OVOPEPETOL GTO
Tapov POAAO 001 YLDV Yprone. BAére mapdypago 4.

T epLéyeL 1o Tapov UALO 00N YLOV

T eivon To Ebymect kot oo givat 1 gprjon tov

T mpénet va yvopilete Tpotov mdpete 10 Ebymect
Ilog va mépete T0 Ebymect

[MBavég avemBounteg evépyeleg

[Mog va pvidcoetarl to Ebymect

ITepiexdpevo g cvokevaciog Kot Aouég TANPoPopleg

A
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1. Tu givan To Ebymect kot towa givar i yprjon tov

AVTO TO EAPIOKO TEPLEYEL OVO JAPOPETIKEG 0VGIEG TTOL ovoudlovTat damayApAolivr Kol LETPOPUIVN.
Kot ot dvo avijkovv Gg pia katnyopio @opraK®V Tov ovoUdLovTol amd TOV GTOUOTOG YOPTYOVLEVA
OVTIOLPNTIKA.

AvT10 TO QAppOKO YpNOoOTOLEiTAL Yo Evay TOTTO dtaPriTn Tov ovopaletal "oakyapmong dapnTng

Tomov 2" o eviAikeg acBeveic (nhikiog 18 etdv Kot dvw) kat cuviBmg epeaviletol 6tav giote
peyaAvtepoc. Edv éxete dtofin tOmov 2, 10 Thykpeag € GLVOETEL OPKETH VGOVAIVN, 1] O OPYAVICUOG COG
OgV UTOPEL VO YPNCILOTOMGEL ETAPKMG TNV WVGOLAIVT] TOV GUVOETEL. AVTO 00MYEl 08 VYNAD eminmedo
caxyapov (YAvkolng) oto aipa coc. H damayiipArolivn dpa amopakphvoviog TV TEPIGOELN. GUKYAPOV
o TOV OPYUVIGHO CaG LECH TV 0VPMV GG Kol LEWMVEL TNV TOGHTITO CAKYAPOV 0TOo aipa cag. H
LETQOPLIVI Op0. KUPI®G aVOGTEAAOVTOG TNV TOPOY®YN YAVKOLNG amd TO HTTop.

. IIpoxetrtan yio edppoka wov Aapdvovtol amd To oTéua Yio To O1ofnTn.

. To @dppoako avtd Aappdvetal oe cuvdvacud e diotta Kol AoKnor).

. Av16 10 ApLAKO ¥PNOILOTOLEITOL OTAV O JA1TNG oOC deV EAEYXETOL e AAAL, PAPLLOKO TTOV
ypnoomotovval yio T Oepameio Tov S1afnTr, 6€ CLVOLAGHO pE dlotta Kot AoKN oM.

. O ywTpog cag pmopel va {ntMoet va Taipvete avtd 10 eAPUAKO LOVO TOV 1 GE GLVOLAGHO e GAAL

Qapuoka yio T Bepameio Tov dafntn. Avtd umopet va eival éva dAAo edppoko mov Aappdveral
oo TO GTOUE 17/KOL IVGOLAIVY YOPTYOVLEVT] LE EVECT).

. e mepinton mov oM AapPavete Kot damoyMeAolivn Kot LETopUiv LE TN Lopen EExmploT®dv
dokimv, o Yiatpdg cag umopet va oog {ntnoet va petafeite og autd 10 eapuaxo. I'ia v amopuyn
vepdocoroyiag, unv ocvveyioete va maipvete diokio damayiprolivng kot petpopuivng, edv
TOiPVETE VTO TO PAPLLOKO.

Etvat onpoavtikd va cuveyiocete va akoAovbeite TIC GLGTAGELS Y10 SOLTO Kol AGKNOT), TOL GOG £6MOE O
Y10TPAG, 0 POPLAKOTOLOG 1] O VOGOKOWOG GOG.

2. Tvrpéner va yvopilete npwv vo wapete To Ebymect

Mnyv napete To Ebymect

. o€ mepintwon aAlepyiog otn damayAlpAolivn, T LeT@Opuivn 1 6€ 0mO1001ToTE GALO Od TO
GLOTOTIKA 0LTOD TOV PAPLAKOL (AVAPEPOVTAL GTNV TaPAYPUPO 6).

o o€ MEPIMTOOMN oL elyote TOTE TEPLEADEL GE S10PNTIKO KD

o 0€ MEPIMTOOT OV EXETE U EAEYXOUEVO dLaffnTn, Yio Tapddetypo pe cofapn vaepylvkoipio (Vymid

enineda yAvkong oto aipa), vavtia, ELETo, didppoto, Tayeio amM®AELN COUATIKOD BApovg,
yohoktikn o&Eman (PAére «Kivouvog yorakTikng 0EEmono», TapaKato) 1| keto&émon. H
KETOEEMON Elval Lo KATACTOON KATA TNV OTOi0 CLGGMPEVOVTAL GTO ALl 0LGieg oL ovopalovtol
CKETOVIK( COUOTO KOl UTOPEL VO 001YNGEL G JAPNTIKO TPO-KAOUA. XTO, GUUTTOUATO
nwepthappavovtol otopoykd dAyog, tayeia kot fabeld avamvony, vvniia 1 avamvon e aovuvinoot
ocuUn PPOVTMV.

. o€ TEPITTOON 7oV £YETE GOPAPA LELOUEVT] VEQPPIKN AELITOLPYIAL.

. o€ mepintwon mov &xete coPapn Aoiuwsn.

. 0€ TEPIMTOON OV EYETE YACEL LEYAAN TOGHTNTO VEPOL OO TO GO GOG (APLOATOON), TT.X.
e€artiog poakpoypoviag 1 coPapng didppotag, N £xeTe KAVEL EUETO OPKETEC POPEC GUVEYOLEVOL.

. 0€ MEPIMTOOT OV ElYUTE TPOSPATO KOPOLOKT TPOSPOAN 1 €AV £xETE KAPIIOKN AVETAPKELD 1|
cofapd TpofAnuOTa LE TNV KUKAOPOPID TOV ailaTog 6ag 1 SUGKOAIEG GTNV OVOTVOT.

. o€ TEPIMT®ON OV £YETE TPOPANLOTA LLE TO CUKDTL GOG.

. 0€ TEPIMTOON TOV TVETE PEYAAEC TOGHTNTEG OVOTVEDLATOG (€lTE KABNUEPIVA 1| KOTE KOPOVC)

(mopaxarovue deite v Topdypao "Ebymect pe owvomvevua').
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Mnv méipete 0TO TO PAPLLOKO EAV 1OYVEL Y10, EGAC OTOLOOMTOTE OO TO TOPATAV.

pocidomouoeis Kot TPOPVAAEELS

Kivovvog yoraxktikng 0EEmong

To Ebymect pmopel va mpokalécel pia moAd omdvio, aAAL TOAD GoPapn avemBOunNT EVEPYELD TOV
ovOUACETOL YOAOKTIKT 0EEMOT, 1OITEPO OTNV TEPITTMON TTOL 01 VEQPOL GG dEV AELTOVPYOVV 6roTd. O
Kivduvog avamTuéng YoAOKTIKNG 0£E@ONG ALEAVETAL ETIONC UE TOV U EAEYXOUEVO SLofNTT, TIG GOPAPES
AOWMEELG, TNV TOPOATETAUEVT] VIOTEID 1] TNV KOTOVAA®MGT] OLVOTTVEDATOC, TNV apuddTtwon (PAEre
MEPLGGATEPEG TANPOPOPIES TAPAKAT®), TO NTUTIKA TPOPATLOTO KOl OTOIEGONTOTE 1AUTPIKES TOONGELS OTIC
omoieg va LLEPOG TOL OPYUVIGLOV £YEL Lel®pEVT Tapoyn o&uydvov (0mme 1 o&eio coPfapn kapdtomadeia).
Edv kdmoto and ta mopamdve 1Y0eL Yio 0GG, EVILEPDOTE TOV YLOTPO GG Y10 VO GO ODCEL TEPULTEP®
oonyiec.

AwkéyTte ™ AMyn Tov Ebymect yia éva pikpo ypoviké dwaotnpa €av £xete kKamolo wadnon OV
pmwopel va oyeTilETOL PHE APVIATOON (CTLLOVTIKY] ATMOAELN COUATIKOV VYP®V) OT®S GoPapd EUETO,
duappota, TUPeTO, £KBeon og BEPUOTNTA 1 AV KATAVOADVETE PKPOTEPT] TOGOTNTA VYPDOV OO TN
@uooroyiKY. o meplocdTEpEG 00NYiEG EMKOWVMVIOTE LIE TOV YLUTPO CUG.

AwkéyTte ™ AMyn Tov Ebymect kot emikoivoviiote apéomng pe £va yiotpo 1| To TANGLEGTEPO
VOGOKOUEIO £V ERPAVIGETE KATOLO, 0T TU CUUATOUATA YOLAKTIKNG 05EMO61G, KaODS vt M
KOTAGTAOT LWTOPEL VO 001 YNOEL OE KMLLOL.

2T GUUTTOMOTA TG YOAUKTIKNG 0EEMONC TEPAAPAvVOVTaL:

- £UETOC

- OTOUAYIKO AAYOG (KOWAOKO AAYOG)

- LOTKES KPAUTES

- vevikd aictnpa adiabeciag pe coPapn KéTwon

- dvokolio otV avomvon

- HElmpEVT Beplokpacio COUATOG KOl LEIOUEVOS KAPILOKOS puOLOG

H yaloxtikn o&éwon gival puo exelyovoa 1Tpikn KOTAGTOOT KOl TPETEL VO, OVTILETOTILETAL OTO
VOGOKOETO.

Amevbuvbeite ooV YiaTpd, TOV QUPUAKOTOLO 1] TOV VOGOKOUO GOg TPOTOV TAPETE ALTO TO PAPLOKO Kol
Katd TN ddpkela tng Oepomeiog:

. gy &yete "owafrytn Tomov 1" — o THmog mov cuvB®G epavileTol otn veavikn NAKio, Kot o
0PYOVIGUOC GOG OEV TAPAYEL VGOLALVY.
o €av eupavioete tayeia andien fapovg, aictnua adbdeciog 1 adiabecia, TOVO GTO GTOWAYL,

vrepPolikn| diya, ypryopn Kot fabid avamvor|, chyyvon, acuvifiotn vavniia 1 KOT®ON, pia
YAUKIG 0G| GTNV GVOTVOT GO, YAVKLA 1] LETOAAIKT YEVOT) GTO GTOUN GO, 1) OLOPOPETIKT OGUN
TV 0VPWV 1 TOL WPMTO 0aG, ancvBuvieite o Evav Y10TpO 1 6TO TANGIEGTEPO VOGOKOUEIO TO
TaOTEPO OLVATO. AVTA TO GLUTTOLOTA B pLTopovoaY Vo givat onpeio "dafnTikng ketoEEwonc" —
éva TPOPAN IO TOL Pmopel va, amokTnoeTe and Tov dafnn egortiog ovEnUEVOV ETTEd®V
"KETOVIK®OV copdtov" ota 00pa 1 To aipa oag, Tov eaivetol otig eéetdoeic. O Kivovuvog avamtuéng
dwfnrikng keto&éwong uropel va avénbel pe v Topatetapévn vnoteia, tnv vepPoAitkn
KATOVAA®GT] 0AKOOA, TNV APLIAT®GT), ATOTOUEG LEWDOELS TNG 600G TNG VoOoVAivig, 1 e€antiag
UEYOADTEPNG OVAYKNG ANYNG VGOVAIVIG AOY® Lellovog xelpovpyikng eréuPacnc 1 coPapng

acBévelog.
o €av €xete mpoPAnuata e Toug veppoic. O yatpog oag Ba eAéyEet T vePpikn Gog Agttovpyia.
o €av €xete oA LYNAQ emtinedo YAvkO{NG 010 Qo GOg, To 0ol UTOPEL VoL GOC TPOKOAEGOVY

aeLOGT®ON (UTOAEW HEYAANG TOCHTNTAG COUATIKOV VYP®V). Ta mhavd onueio apuddtmong
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ovVOQEPOVTOL GTNV apyN TNG Tapaypdapov 4. Evnuepmaote tov y1otpd coc TpoTov apyiceTe va
ToipveTe aVTO TO PAPLOKO EAV EXETE ELPAVIOEL KATOLO OO aVTA T oueio.

. €4V TaipveTE PAPUAKO VIO TN LEIMOT] TNG OPTNPLOKNG TTEoNS (AVTIDTEPTACIKA) Kot £XETE 1GTOPIKO
YOUNANG apTnplokng Tieong (votaong). [lepiocdtepec TAnpopopieg Tapatifevtal oty Tapdypopo
7o K4t "AAla edppoko kor Ebymect".

. €y &yete 16TOPIKO coPapng Kapdlakng vOoOoL 1 av €lyaTE VTOCTEL AYYELOKO EYKEPAAKO ETELGOO10.

. gdv gppaviCete ovyvd ovporouméels. To eappako avtd umopel va TPoKaAEGEL OVPOLOIUMEELS Kol
0 y1tpd¢ cag pumopet vo BeAnoet va cag mapakolovdel mo otevd. O yatpdg cag pumopet vo
eEetdoel To evdeyouevo va aAldEel Tpoocwptva T Bepameio cag dv avantoéete cofapr| Aoipmén.

. €av glote 75 €TV Kot AV, deV TPEMEL va EEKIVIGETE VAl TaipveTe ovTd 1o Pappoko. O Adyog gival
OTL EVOEYETAL VO EIOTE TTO EMPPENNG GE OPIGUEVEG AVETIHOUNTEC EVEPYELEG.

. gy maipvete A0 QapuaKo Yia To dafntn mwov epi€yet "moyMrtaldvn", dev mpénel va EEKviGETE
Vo TiPVETE AVTO TO PAPLLOKO.

. gdv &yete aENon Tov aplBpov TV EPLOPOKVTTAPMY GTO AILLN GOG TOL POIVETAL OTIC EEETAGELC.

Edv mpénet va voPAndeite og peilova xepovpyikn| eTEUPOCT TPETEL VO GTOLOTHGETE VO, TOIPVETE TO
Ebymect katd tn S1dpKeia kot yio KATO10 ¥povikd StioTnue HETA amd avThiy T dadikacio. O yiotpog
oog Oo amopacicel ToTe mpémel va dlakoOyeTe Ko TOTE va Eavapyioete T Oepaneio pe Ebymect.

Onwg 6hot ot drofnticol acbeveig etvor onpovtikd vo eAéyyete Ta TOO10 GOG TOKTIKA Kot Vo, akoAovdeite
KOs GLUPOVAN GYETIKN LE TN QPOVTION TOV TOSDV TOV GOg Exel d0DEl amd ToV emayyeAaTIO VYELOG GOG.

Edv xdmoto amd ta mopandve woyvel 6tn dikn oog tepintoon (1 £xete apeiPoiriss), anevbuvieite otov
Y1aTpd, TOV QUPUAKOTOL0, 1] TOV VOGOKOLO GOG TPOTOV TAPETE ALTO TO PAPLOKO.

Ne@pwkn Aertovpyia

Koazd ™ dudprela g Oepaneiog pue Ebymect, o yiotpog cag Oa eEAEyyel T veppikn cog Aettovpyio
TOVAGLOTOV [ia popd TOV ¥POVO 1} L0 LY VA oV £16TE NAKIOUEVOS 1)/KOL 0V TAPOVCIALETE EMOELVOVLEVN
VEQPIKN AgITOVpYiaL.

I'hoko6ln ovpwv
E&attiag Tov pnyoviopod dpdong avtod Tov gapudikov, 1 e&étaocn twv obpwv cog Ba ivol BeTikn yia v
TOPOVGIQ, GUKYAPOV VD AAUPAVETE AVTO TO PAPUAKO.

Moo xar Epnpor
AVTO TO EAPIOKO dEV GLVIGTATOL Y1 TALOIA Kol €priBovg NAlKiog KaTt® Tmv 18 eTmv, d10TL dev €)El
peAetnfei o€ avTovg TOVG 0IebEVEILS.

Alha @appoxoe kor Ebymect

Av mpénel va oag xopnyndei oxloypaeikd HEGO TOL TEPLEYEL LOJIO LE EVEST] GTNV KUKAOPOPIO TOV
ailoTOog, Y10 TOPASEIY O GTO TAOIGLO SIEVEPYELNG OKTIVOYPOQIOG 1) TOROYpOQiag, Bo Tpémel va
otopatnoete va Taipvete Ebymect mpwv amd 1 ™) otiyun g xopniynong g éveong. O yuotpdg cog Oa
omopacicsl TOTE TPEMEL va, dlaKOYETE Ko TOTE Vo Eovapyioete tn Bepaneio pe Ebymect.
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Evnuepaoete tov yiatpd 1| TOV QapUAKOTOL0 cag 6V maipvete, £xETE TPOGPOTO TAPEL 1) UTOPEL VO TAPETE
aAAa @appako. Mmopet va ypelootel vo VITOPBAALESTE GE IO GLYVOVG EAEYYOVE TNG YAVKOLING alipLaTog Kot
NG VEQPIKNG AELTOVPYIOG 1 O YIOTPOG GO EVOEXETAL VO, XPELOOTEL VO TPOGUPLOCEL T SOGOAOYIO TOV
Ebymect. Eivat 1dwitepa onpoavtico va avagépete to akdiovda:

. €6y ToipVETE QAPLAKO TOV AVEAVOLY TNV TOPAY®Y oVp®V (dtovpnTikd). O yatpdc Gog propel va
coc {nmoet va dtakdyeTe T Aym avtod Tov eappakov. Ta mhava onueia andAEL0g LeYaAng
TOGHTNTOC VYPOV GO TO AL CAG AVAPEPOVTAL GTNV apyn TS Tapaypdapov 4 "TIBoveg
avemBounteg evépyeieg”.

. €dv Taipvete GALD PAPLOKO TO OTTOL0 LELDMVOLY TNV TOCOTNTO GOKYAPOL GTO Oilol GaG OTMG M
WGOoLAIVI 1 éva @apuraKo "covApovolovpioc”. O yiatpdc cag propel va BEANGEL va LEUDGEL TN
d00M AVTAV TOV EUPUAK®OVY Y10 VO OTOTPEYEL TNV ELPAVIOT] EMTEIWV GOKYEPOL TOV £ival
vrepPolikd younAd (vroyAvkaipia).

. €4v Aappdvete olueTidivn, Eva PAPUAKO TOV XPTCLLOTOIEITOL Y10 TNV AVTILETMTICT| GTOUUY KDV
TPOPANUATOV.

. gdv ypnowonoteite Bpoyyodiactodtikd (B2-dteyépTeg) mov ypnoiomolovvTol 6T Bepameio Tov
dopatog.

. €0V {PNOYLOTOLEITE KOPTIKOGTEPOELDT], TOV YPTCUYLOTOLOVVTOL Y10 TNV VTILETOTION TNG PAEYLOVIG
o€ mafnoelg OTmG 10 Acbua Kot 1 apbpitida.

. €AV YPNOYLOTOLEITE PAPLLOKO TOV YPTGLLOTOIOVVTOL Y10 TV OVIYETMOTIOT] TOV AAYOLS KOl TNG
eAeypovig (MEZA® kot avactoreig COX-2, 6mmg ipovnpopaivn kot cEAEKOEIUTN).

. €AQV YPNOYLOTOLEITE OPICUEVO QPAPLLOKO Y10, TV OVTILETMOTION TG VYNANG 0PTNPIOKNG TEOTC

(avaoctoleic Tov MEA kot avtaymvioTég TV vmodoysmy ¢ ayyelotevaivng I1).

To Ebymect pg owénveopa

Amoiyete TV VIEPPOAIKN KATAVAAMOT] OIVOTVEDIOTOG KATA TN d1dpKeta Aqyng tov Ebymect kaBdog
oVTO popel va avENGEL TOV KivOuvo eUedviong YOAaKTIKNG 0EEwonc (PAErE Tapdypapo
«IIpogidomomoelg Kot TPOPLAGEELS?).

Kvnon kot yorovyia

Edv elote éyxvog 1) Onidlete, vouilete 0TL pmopel va giote £yKvog 1 oxed14LETE VO ATOKTIOETE T,
{ntote TN GLUPBOLAN TOL YTPOV T} TOV POPLOKOTOLOD GG TPOTOV TAPETE AVTO TO PAapuako. [Ipénet va
OTOUOTNOETE VO TOUPVETE QLTO TO PAPLOKO EAV UEIVETE £YKVOG OEGOUEVOD OTL OEV GLVICTATOL KUTA TN
S1apKeLo TOV OEVTEPOV KOl TOV TPITOL TPIUVOL (TOVE TEAEVTOIOVG EE1 LVEC) TNG EYKVLLOGVVIG.
Evnuepdote tov Y10Tpd GO OYETIKA [LE TOV KOADTEPO TPOTO EAEYYOL TV EMITEI®V GOKYAPOV GTO O
00G KOTA TN S1IPKELN TNG EYKVUOGVVNG.

Evnuepaote tov y10tpd cog edv embopeite vo Onhdoete 1 edv Inalete mpotov mapete avtd TO PAPUAKO.
Agv TpENEL VO, XPTCLOTOCETE ALTO TO PApHaKo edv OnAdlete. Agv elval YvGTO €GV TO PAPUAKO OVTO
mEKKPIVETAL GTO AvOp®OTIVO YAAQ.

00nyN o1 KO (EPIOUOS PN AV LATOV

To @appako ovTd dev EYEL Koo 1) EYEL ACTUAVTT EXIOPOCT] OTIV IKAVOTNTO 001 YNONG KO XEPICUOV
unyovnudtov. H AMqym tou pe GAAe AapoKe ToU LELMVOVY TO ENITESN TOV GUKYAPOV GTO QU0 GOC, OTTMG
1N WWGOLAIVI 1 €va ApLaKO "GovApovolovpiag”, uropel vo TPOKAAEGEL TOAD YOUNAAL ETITESD CAKYAPOV
070 aipo (VToyAvKoic), Yeyovog Tov UTopel Vo TPOKUAEGEL CUUTTOUOTO OTWS advuvapia, COAn,
ovénuévn epidpmon, Yp1yopo Kapdloko TOALS, SOTapayES TNV OpUcT 1 OVGKOAIN CLYKEVTP®GNG Kot
Umopel va emnpedost Ty IKovoTNTa Gog va odnyeite Kot va yelpileote unyavég. Mnv odnyeite 1
YPT|CULOTOEITE EPYOLEID 1] UNYOVALLOTA, EAV OPYICETE VO 0ICOAVESTE OLTE TO. GUUTTOWUOTOL.
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3. Iog va wapete To Ebymect

[Tavtote va maipvete To PAPUAKO QLTO QLGTNPE COUPOVO. LE TIG 00N YiEg TOV YiaTtpo¥ oag. Edv £xete
apBoMEC, pOTNCTE TOV YLOTPO 1) TOV POPUAKOTOLO GO,

ITowa gival n 060

. H mocotta avtob 10U oppdakov mov Bo tapeTe SIAPEPEL AVALOYO LLE TV KATAOTOOT GOG KOl TIG
d00ELg LETPOPUIVIG Ko/ TV EEY®PIoTOV dloKiV damay MpAolivng Kol LETQOPUIVIG TTOV
AapPavete avto to didotnua. O yiatpdc cog 0o cag evnuepdoEL aKpPdS oo TEPIEKTIKOTITA
oVTOD TOV POPLAKOL TPETEL VAL TAPETE.

o H ocvvietdpevn doon givar £va 61okio dV0 pOpPES TNV NUEPQL.

ANY1N avTOY TOV POPUAEKOV

. Noa kotanivete 10 S1oKio OAOKANPO LE GO TOTHPL VEPO.
. Na maipvete To d1okio pe Tpo@Y|. ATockonel 611 HeEl®ON TOV KvOHVOL TOPEVEPYELDY GTO GTOMAYL.
. Na waipvete To 010Kio cag dVo Popég TNV NUEPA, TO TP®L (TPdyELHA) Kot TO Ppddv (deimvo).

O y10TpOG 0OG UTOPEL VO GOG GLVTAYOYPUPTICEL OLTO TO PAPHOKO G GLVOVOCUO pe AAAO(a) papuako(a)
Yo TN UEl®ON TNG TOGOTNTOG TOV GOKYAPOV GTO aipla 6aG. AvTd pumopel va ival kdmolo(a) eappoko(a)
oL AapPBaveTot amd To GTOUO 1) VGOVAIVY yopnyoLevn e €veot). Ouundeite va tdpete avtd(a) To(a)
aAro(a) eappoKo(o) COUP®VA LLE TIG 00NYies TOL YaTpoV cag. Avtd Ba cag Bondnoel va emitdyeTe TO
KOADTEPO, SOLVOTA ATOTEAEGLLOLTO Y10, TNV VYELD OO,

Algito Ko doknon

IMoa tov éheyyo tov S0P cag, Bo ¥pelaoTEl Vo S10TNPNCETE TO TPOYPULLLO SLOITOG KoL ACKNONG, KOLLN
Kol 0ToV ToipveTe avtd 10 Pdpuaxo. Emopuévog etvar onpovtikcd vo akoiovbeite Tic GupPoviég Tov
Y10TPOV, TOL POPUOKOTOLOD 1| TOV VOGOKOUOL GO GYETIKA LE T dloiTol Kot TV AoKNo1). ZUYKEKPIUEVO,
€av axoAovBeite drafmrikn dlonta yio Tov ELeyyo Tov Pdpove, cuveyioTe va TNV axolovbeite evm Taipvete
oVTO TO PAPHAKO.

Eav mapete peyardtepn 666m Ebymect amé Tnv Kavovikng

Edv mapete mepiocotepa diokio Ebymect amd 6ca 0o Enpene, pnopel va gpeavicete yoloktikny o&émon.
Tao copntdpaTa TG YOAWKTIKNG 0&émaong teptlappdvouy aicOnuoa adtabeciog 1| ToA cofoapr adiabecia,
EUETO, TOVO GTO GTOUAYL, MVIKEG KpAUTES, coPapd aicOnuo kdnwong 1 duvokora oty avamvor. Edv
eppavictel o cag, umopei va ypeldleote dueon Bepomeio 6To VOGOKOUEID, 0EGOUEVOD OTL 1) YOAOKTIKY|
o&émon umopel va 001 yNoEL 68 KDUA. AKOYTE T1 AMyn avToDh TOL EOPUAKOD aPEcOE Kot amevduvheite
o€ évav yuTpo 1 To TANGLEGTEPO VOGOKOLELD TO TaydTEpO dvvatd (PAéme Tapdypago 2). [1apte T
GLOKELOGIO TOV Papudov uali cag.

Eav Eeyaoete vo wapete To Ebymect
Mnv mépete dSurAn 6661 ALTOV TOL PAPUAKOD Y10 VO OVOTANPADOGETE TN 8001 ToL EgydoaTE.

Edv octapotiocete va naipvetre To Ebymect
Mnv GTapaTHCETE VA TOIPVETE VT TO QPAPLAKO YWPig va cupPovievteite TpdOTA TOV Y10TPO Gog. Ta

enimeda TOLV GOKYAPOL GTO aipa oag uropel va awénbodv ywpig avTod TO PAPLOKO.

Edv éxete mepiocdtepeg EpMTNCEIC GYETIKA LIE TN XPTION ALTOV TOL PUPUAKOV, POTNGTE TOV YIUTPO, TOV
QOPULOKOTOLO 1] TOV VOGOKOLLO GO,

64



4. IMBavég avemBounTEg EVEépPYyELES

Onwg 6ha To pApLOKa, £TGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIHOUNTEC EVEPYELEG OV KOl
dev mapovctalovial e GAOVLE TOVG avVOpDOTOVG.

Yropatiote vo naipvete 1o Ebymect kol emoke@0site évay yiotpé To suvropdTEpo duvato eav
TOPATNPICETE KATOLX U0 TIG TAPAKATO coPapss 1] dSuvnTika cofapég avemOounTeg evépyeleg:

. T'aloktiki 0&émon, n onoia Tapatnpeitor Tohd ondvia (unopel va ennpedoet €mg 1 ota 10.000
dtopa).
To Ebymect umopei va mpokoiécet pio moAd omdvia, aAld ToAd cofop avemBountr evEpyeLo TOL
ovoudletor yoraktikn o&Emon (PAére mapdypaeo «IIpogidomomaelg Kot Tpo@uAa&eig»). Eav cuppel
0VTO, TPEMEL Vo OLIKOWETE TN Ay Tov Ebymect kKot vo, eTIKOIVOVIIGETE APECOG UE v YIOTPO 1| NE
T0 TANGLEGTEPO VOGOKONELD, KAOMDC 1 YOAAKTIKT 0EEMON UTOPEL VL 001 Y OEL GE KMLA.
. AQUOGTMOTN: UTOAEW LEYAANG TOCOTNTAG VYPAOV OO TO CAOUN GOC, TAPATNPEITL OYL GLYVA
(umopel va eppavictet o 1 ota 100 dropa).
Ta Tapakdto eival onpeio g apuddTmong:
- TOAD ENpo 1 KoOAAMDIEC oTOA, aicOnua Evtovng dlyog
- vepPoiikn vavniio 1 KOO
- Helopévn M KaboAov Tapaywyn ovpwv
- TOYLTOALLIL.

o Ovporoipmén, mov mapatnpeitar cuyva (Lropel va eppavicdei oe 1 ota 10 dropa).
Ta mapokdto givor onueio coPapng ovporoipnméng:

- TOPETOG KON piyn

- aioOnua kaboov Katd TV 0vpNon

- TOVOG 6TN HEOM 1 T TAELPAL.
Av ko 6yt ovyvo, 6V TOPATNPNCETE QL0 GTO 0VPA. GOG, EVILEPDOTE UUECHE TO YLUTPO COG.

AmnevOuvOscite o€ Evav Y1oTpo 1] 6TO TANGLEGTEPO VOGOKOUEID TO TAYVTEPO OVVATO EAV ENQAVICETE
KAmowo, 070 TIS TOPUKATO AVEMOOUNTES EVEPYELES:
o dwfnrikn keTto&Eman, Topatnpeital omavia (umopel va eppavictel o€ émg 1 ota 1.000 dtopa)
Av1d givarl Ta onpeia g dStapntikng keto&émong (PAéne emiong mapdypago 2 IIpogidonomaoelc Kat
TPOPLALEELS):

- avénuéva enineda "KETOVIKOV COUATOV" 6To 00pa 1} OTO AilLe GOg

- Toelo ammAglo Bapoug

- aiocOnuo adwbeciog 1| adiabecio

- THVOC GTO GTOMAYL

- vrepPolikn olya
tayeio kot fabid avamvon
- ovyyvon
acvvinOiotn vvniio 1 Kovpoon

- H10 YAVKLE OGUT GTNV OVOTTVOT], YAVKLA 1) LETAAALKT] YEDOT] GTO GTOWUO GOG 1) OL0POPETIKT) OGUN

TV 0VP®V 1] TOV 10pMTA GOC.

Avtd pmopel va, eppaviotovy aveEdptnta omd ta enineda g YAuKoO{ng oto aipa. O yotpog cog pmopet
VO OOQOGioEL VO SlKOWEL TPoc®mPva 1 Lovipe ) Bepaneio cog pe to Ebymect.

EmKowvovi)oTE PE TOV YLUTPO GOG TO GUVTOUOTEPO OVVOTO AV ELQAVIGETE KATOLD, 00 TIS TUPUKATO
avemOOuNTEG EVEPYELES:
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. XopunAa exinedo oKy apov 6To aipa (vroyAvKapia), Tov Topatnpeital oA cuyva (UTopel va
emmpedoet teprocodtepa amd 1 ota 10 dtopa) — 6TOV TOUPVETE AVTO TO PAPLOKO LE LLLOL
GOVAPOVLAOLPIA 1] AAAL QAPLLOKO TOV LELOVOVY TNV TOGATNTO, TOL GOKYAPOL GTO aipa 6ag, OTWS N
VGOVALVY.

Ta apokdto eivol onpeio YOUNAGY ETTES®V GOKYAPOV GTO OO
- TPELOVAO, £QIOPMOT, EVTOVO GYYOG, TOLTOUALLN
- aioOnpa meivac, TovokéPalog, LeTaBoAég otnv Opoon
- aAAayn g 61dBeon 1| aicOnua cVuYYLoNS.

O ywTpog o0¢ B GO EVUEPMDOEL GYETIKA LE TNV AVTILETOMION TOV YOUNADV ETTEOOV CAKYAPOV KoL Tl

TPEMEL VO KAVETE OE TEPIMTWOT) TOL EUPAVIGETE OTOLOINTOTE OO TA TOPATAVE® G UELDL.

Addeg avemOBOUNTES EVEPYELES TEPLAOUPEVOUY:

oA ovyvég (nmopei va exnpedoovy teprocétepa amd 1 ota 10 Gropa)
. vaoTtia, EPETOC

. dudppola 1 TOVOC GTO GTOUAYL

o HELUEVT Opeén

Yoyvég (pmopel va emnpedocovy £m¢ 1 ota 10 dropa)

. yevvntikn Aoipmén (kavtwvtioon) Tov TEovg 1 Tov KOATOL 6og (Ta onueio propet vo
mePAapPavouy epebiopd, payovpa, acvvnB1oTeC EKKPICELS 1] OGUN)

OVOG o1 HéoT

amofoAn peyoADTEPNG TOGOTNTOS 0VPMV amd TN GLVNOIGUEVT 1} AVAYKT] Y10 GUYVI] 0VPTON
UETAPOAEG GTNV TOGHTNTA TNG XOANOTEPOANC | TV MTSiwV oT0 aipa cag (eaivetatl otig eEeTdoelc)
petaforég otov apliud Tov epudpdv apocealpioy 6To aipa cog (paivetal 6Tig £ETACELS)
UeTAPOAEG TNG YeEDONG

Cakn

Oy ovyvég (nmopetl va, ernpeacovy £0g 1 ota 100 dropa)

dya

SVOKOIAMOTNTA

dvoopia KoTd TV 0VpNoN

aQOTTVION KOTA TN OdpKELD TG VOKTAG Y10, 00PN oM

Enpootopia

UELOUEVO COUATIKO BApog

UETOPOALG OTIG EPYACTNPLOKES EEETAGELC ipLOTOg (KpeaTvivn 1 ovpia)
UELOUEVT) VEQPIKT AgtTovpYio

oAb omavieg (nmopet vo. emmpedcovy £émg 1 ota 10.000 dropa)

. petopéva enineda Prrapivng B12 oto aipa

. U1 QUGLOAOYIKEG EEETACELG TNG NIOTIKNG AEITOVPYING, PAEYLOVH TOL NTaTog (roTiTidn)
. gpLOPOTNTO TOV BEPLATOG (EpVOMUA), Paryohpa 1 EEAVON UL LE Payovpa (Kvidwon)

Avagopd avemBOunTmv evepyar@v

Edv mopoatnpnoete kKamoio, avemiBount evEPYeELD, EVIUEPDOTE TOV YLOTPO, TOV PUPUOKOTOLO 1) TOV/TN
VOGOKOHO 6aG. AvTd oyDeL Kot Yia kKaBe mbavi avemBountn evEPYELL TOL dEV OVAPEPETAL GTO TOPOHV
@OALO 0OMYLDV ¥prionc. Mmopeite eniong vo avapépete avemBounTeg evépyeleg anevbeiag, LECH TOV
€6vikoD GLOTNOTOG aVAPOPAS OV avaypapeTon oto [lapdptnue V. Méow g avapopdg avemfountov
EVEPYELDV UmopeiTe Vo, onONcETE 6T GLAAOYN TEPICGOTEPWOV TAPOPOPLDV GYETIK( LE TNV AGPALELD TOV
TOPOVTOG POPLLEKOV.
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IIog puracscetal To Ebymect
. DVAAGGETE TO PAPUAKO GE LEPT) TTOL deV TO PAETOVVY KoL dEV TO POAVOLVY TO TOOLAL.

. Na pn xpnoonoteite ovtd 10 GAPUOKO LETE TV NUepouMvico ARENG TOL AVOPEPETAL OTIV KUWEA
N ™ xapTvn cvokevacio petd t "AHEH". H nuepounvia Anéng ivar 1 tedevtoio nuépa Tov Uiva
OV OVOPEPETOL EKEL.

. To @appakevtiKd avtd TPOidy dev amattel Wwnitepeg cuvOnKeg Beppokpaciog yio TRV eOAAEN TOL.

. Mnv metdite @APUAKA GTO VEPD TNG OMOYETELONG N GTA OlKIOKA amoppipata. Potmote tov
(QOPLOKOTOLO GOG Y10 TO MG VO TETAEETE TO. PAPUAKO TOL OEV YPTCLOTOIEITE T AVTE ToL HETPOL
0o Bondnocovv oy Tpoctacia tov TePPAALOVTOC.

6. Mepreyépevo TG CVEKEVLAGTOS KOl LOUTES TANPOPOPIES

T tepréyer o Ebymect

o O1 dpaoTikég ovoieg gival n damayAprolivn kot 1 vdpoyAwpikn petpopuivn (petpoppivn HCI).
Kabe emxodoppévo pe Aemtd vpévio diokio (diokio) Ebymect tov 5 mg/850 mg mepiéyet

povoddpikn damayApAolivn pe TpomavodtoAn 1oodvvaun pe S mg damayAerolivng kot 850 mg
VOPOYA®PIKNG LETPOPUIVIC.

Kabe emxaivppévo pe Aemtd vpévio diokio (diokio) Ebymect tov 5 mg/1.000 mg nepiéyet
povoddpikn damayAprolivn pe Tpomavodtodn .oodvvaun pe 5 mg damayiiprolivng kot 1.000 mg

VOPOYADPIKNG LETPOPUIVIG.

o Ta dAAa cvotaTikd givat:
—  mopnvag diokiov: vopo&umporviky kuttapivn (E463), pikpokpuotadiikn kuttapivn (E460(i)),
oteatiko poyvioto (E470b), vatpiovyo yAvkoAkd auvlo.

—  emdioyn: mTolvPivororkooin (E1203), molvaiBvievoyilooin 3350 (E1520(iii)), taAixng (E553b),
dro&eidio Tov trtaviov (E171), o&eidwa odmpov (E172).

Ep@avien tov Ebymect kon TEpLEOREVO TG CVCKEVAGING

o To Ebymect 5 mg/850 mg ivai kactavoypopd, S1octdcemy 9,5 x 20 mm ©ogdn EMKOAVUUEVO LE
AemTo LUEVIO dlokia. DEpouy yopayuévn v Evoelgn "5/850" ot o TAevpd Ko TNy EvOeEn
"1067" and v dAAN TAELPAL.

. To Ebymect 5 mg/1.000 mg givon xitpva, dtnotdcewv 10,5 x 21,5 mm ®0&101 EMKAAVUUEVD LE
AETTO LUEVIO dloKio, OV PEPOLY yapayuévn TV EvoeiEn "5/1000" ot o TAsvpd Ko TNV EvOeiEn
"1069" amd TNV dAAn TAELPA.

Ta emkolvoppévo, pe Aemtd vuévio diokia Ebymect 5 mg/850 mg kot ta eTKOAVUUEVE pe AETTO DUEVIO
dwokia Ebymect 5 mg/1.000 mg diatiBevtor oe cuokevaoieg koyelmv omd PVC/PCTFE/Alu. To peyébn
TV cLOKELACIMV givar 14, 28, 56 kot 60 emtkaAvUpUEV Pe AETTO VUEVIO dloKia OE U S1ATPNTES KUWENEG,
60x1 emKoOALUUEVOVY e AETTO VUEVIO O1oKIMV o€ O1ATPNTEG KUWEAEC 1O 0OONG KOl TOAALOTAEC
ovokevaoieg mov meptEyovv 196 (2 cvokevacieg Twv 98) emkarlvppéva e AenTd LUEVIO dloKia G Un
SLATPNTEG KOYEAEC,

Mmropei vo, unv KuKAOQOpPOUV OAEG 01 GUGKEVUGIEG OT YDPO GO,

Kéroyog adciog kokrhopopiag
AstraZeneca AB
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SE-151 85 Sodertilje
Zoumndia

Mopaywyog
AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
Teppavia

Bristol-Myers Squibb Company
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

ItaAio

T"a omoladmoTe TANPOPOPIL GYETIKA LLE TO TOPOV PAPLOKEVTIKO TPOidV, TapaKaAeioTe va anevbuvOesite
67OV TOTIKO avTimpocmnro Tov Katdyov g Adsiog Kukhopopiag:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbbarapus
Actpa3eneka bearapus EOO/L
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 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

El\ada
AstraZeneca A.E.
TnA: +30 210 6871500

Espaiia

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 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
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Laboratorios Dr. Esteve, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 93 446 60 00 Tel.: +48 22 245 73 00

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

France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 1 41 29 40 00 Tel: +351 21 434 61 00
Hrvatska Roménia

AstraZeneca d.o.o. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) Ltd AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
island Slovenska 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 9801 1 Puh/Tel: +358 10 23 010
Kvnpog Sverige

Aréktmp Dappokevtikn ATd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija United Kingdom

SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

To wapdév @OAA0 00N YIOV Yp1oNS avaBepOnKe Y10 TELEVTOIO POPd

Adheg TNYEG TANPOPOPLOV

Agntopepn TANPOPOPLOKE GTOLYXEID Y10 TO PAPUOKO aVTO gival S100€a10 GTOV SIKTVOKO TOTO TOL
Evpomnaikod Opyaviopod @apudxov: http://www.ema.europa.eu.
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Hopaptqpa IV

Emotnpovikda wopiocpoto
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Emoetnpovika mopiocpata

Ot avaotolieig cvppetapopéa yAvkolnc-varpiov 2 (SGLT2) ypnoyomotobvtal oe cuvdvacud Ue diatto
Kol doknon o€ acbeveig pe dafntn tHmov 2, gite w¢ povobepamneio gite 6e GuVOLAGUO Le GALN
ovTIONTIKE eapLLoKa.

Tov Mdptio tov 2016, 0 EMA evnuepdOnke amd tov kdtoyo e adstog kukiopopiog (KAK) g
KavayMAOLivig GYETIKA He o TEPITon SITAGGIo aDENCN TOV OKPMOTNPIUCHOV KAT® GKPOL o8 000eVeEig
7ov Ehafav Bepameio pe kavayApAolivn og GUYKPION LE EIKOVIKO QAPUAKO GTNV TPEXOVCO PEAETT
kapdtayysokav (KA) coppdviov CANVAS pe ) yopnyia tov KAK. EmmAéov, pa avéivon g
tpéyovoag uerétng CANVAS-R veppik®dv KOATAANKTIK®V GNUEI®V, GTNV 0010 GOUUETEYE TANOVGLOG
Tapopo1og pe avtov g CANVAS, £6eiée aplfuntikn avicoppomio ¢ Tpog To cLUPavTa
OKPMTNPLOGLOV.

Emumiéov tv mAnpogopidv tov Elafe o EMA, n AveEdptntn Emtporn Iapakorobnong Aedopévav
(IDMC) ya tic peréteg CANVAS kot CANVAS-R, 1 onoia €xel mpdoPoacn o 6L To ATOTVPAOTOMUEVOL
otoyeio KA exBdoewv Kot ao@dielag, elonynonke tn cuveyion g LEAETNG, TNV OvAANYM dpdong Yo TNV
€Ao1oTOTOIN oM TOL £V AOY® THAVOD KIVOHVOL KOl TNV KOTAAANAT EVIUEPWOOT] TV CUUUETEXOVIMOV
GYETIKA UE TOV €V AOY® KIvOLVO.

H Evponaikn Emtponn kivnoe daducacio dvvapet Tov dpbpov 20 tov Kavoviepov (EK) aptd. 726/2004
o115 15 Anpihiov 2016, eve {ntdnke and v PRAC va a&lohoynoet ny emintwon g oxEong opéAovg-
KIvOOVOL TOV QOPUUKEVTIKOV TPOTOVI®MV OV TEPIEXOVY KOVAYALPAOLIvT), TPOKELUEVOL Vi aELOAOYNOEL
€av mpokerrar yio (TN Katyopiog Kot vo ekdmaoel a0otaot €mg Tig 31 Maptiov 2017 oyetikd pe ™
ST PN ON, TPOTOTOINCT|, AVAGTOAN 1| AVAKATOT) TOV GYETIKMOV UOEIDV KUKAOQOPIOG Kol TO EVOEYOUEVO
ANYNG TPOCOPIVAV UETPOV, TPOKEYEVOD VO SIUCPAALTTEL 1] AGPOUANG KOl ATOTEAEGLLOTIKT YPNOT AVTMOV
TOV QOPUOKEVTIK®V TPOIOVIWV.

Muu dpeon avakoivoon mpog Tovg enayyeipaticg vyeiag (DHPC) kowomomnke otig 2 Maiov 2016
TPOKELEVOL VO EVIUEP®BOVV 01 emaryyeAlaTiec vYElag Yia To Yeyovdg OTL SamoT®ONKE dVO POPESG
VYNAOTEPT] ETMTOOT AKPOTNPLUCHOV KAT® AKPOV (KLPig TOL SOKTVAOD TOV TOJ100) G Lol KAIVIKN
dokiun pe v kavaylprolivn. Emumiéov, emonudvOnke n avaykn g mopoyns cVPOLVADY GTOVG
000eVEIC GYETIKA LE TN ONLOGIN TNG TOKTIKNG TPOANTTIKNG PpovTidas TV modimv. H avakoivoon
KOAOVOE EMIONG TOVG EMAYYEALOTIEG VYElNG VO EETACOVV TO EVOEXOUEVO O10KOTNG TNG Bepamneiog og
aoBeveic mov gpeavifouv cuuPdva To ool TPONYOVVIUL TOL AKPOTNPLOGHOD.

Emimiéov, n PRAC éxpive 011 dev B umopovoe va omokAEIoTEL o eTidpaoT) Katnyopiag, Eneldn 6A0L o
avaotoreig SGLT2 yopaktnpilovtor omd Tov 1010 unyoaviocpod dpdong, EnEdN o TOavVOG UNYOVIGUOS TOV
odnyel e avénuévo Kivouvo akpwTPLaGHoD eV eival YvooTdg Kot nedn dgv etvar duvotdg eni Tov
TAPOVTOG O TPOGOIOPIGLOG UIOG VITOKEIUEVG oUTioG EIOIKNG Y10 TO PAPLLOKO, TTOV TEPLEYOVY
KavayMerolivn. Qg ek tovtov, 1 Evporaixi Exitponn armbnke otig 6 IovAdiov 2016 tnv enéktaocn g
TPEYOLGOG OAOIKAGTING TPOKEUEVOL VO, TEPIAOUPEAVEL OO TO EYKEKPIULEVA TTPOTOVTO TNG KOTNYOPiag TV
avaotoréov SGLT2.

T'evikn) wepiinyn g emotnpovikig aétoléynong s PRAC

A@ov élafe vmoyn 6Aa ta dbéoua dedopéva, 1 PRAC dwatdhnwoe tn yvoun ot ta avéavopeva
dedopéva mepl axpotpracpod otig dokiéc CANVAS kot CANVAS-R emiPefoidvovy tnv vmopén
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aLENUEVOL KIVOHVOL OKPOTNPLOGHOD Yo TV KavayAeiolivn, kabdg kat 0T 1) d1apopd Tov mapatnpeitan
pe v KavoyMeAolivn 6 GOYKPLOT LE TO EIKOVIKO QAPLLOKO OGOV aPopd TOV AKPOTNPLUGHO eival
amifavo va givar éva tuyaio evpnua. H PRAC éhafe emiong vmoyn to yeyovog 0Tt Ta dedopéva mepi
GUUPAVTOV OKPOTNPLUGLOD OO KAMVIKEG QOKIUESG KOl 0O TNV TOPAKOA0VON G LETA TNV KuKAOPOpPia Yia
T, PAPLLOKO TOV TEPLEYOLV damaryMelolivn kot epmaylelolivn gite dev elvar dabéoiua otov 1010 Padpo
LE QUTA Y100 TO PAPUOKO TTOL TEPLEYOLV KavoyApAolivn gite dakpivoviol amd 0pIGUEVOVE TEPLOPIGLOVS
GT1] GLAAOYN TOVG.

H PRAC dwatonmoe eniong m yvoun 0Tt dgv gival duvatdg emi Tov mopdvtog 0 TPosdlopIodg oG
VTOKEIUEVTG QUTIOG Y10l TIG TOPOTIPOVUEVEG BLVIGOPPOTIEG GTOV KIVOLVO OKP®MTNPLOCHOD oL Oal
pmopovcay va, amrodoBobv 101KE 6o PAPLAKN TOV TEPLEXOLY KovayAMeAolivn kot dyt ota GALA TpoTovTa
¢ Katnyopioc. Ola ta edppaka e katnyopioag yopaktnpifovior omd tov id10 TpoTo dpdong Kot dev
VIApYEL EMPEPAIOUEVOC VTOKEIUEVOG UNYOVIGUOG TTOV VoL Elvart E10IKOC Yo, TV kavayAiprolivn. O
unavicuog 0pdong mov Bo enéTpene TovV TPOGOIOPICUO TV AGOEVMY TOL JATPEXOLY KIVOLVO TOPOLEVEL,
GUVETIMG, O.GOPTG.

H PRAC smionpove 0t1 0 0v&npévog Kivouvog akpoTnplacpol EXEL YIVEL MG TOPA EUPOVIG UE TNV
kavaryAerolivn, oAAG vITdpyel o LeyaANng KATLOKOG TPEYOVGO LEAETT] KOPIUYYELNKDY EKPACEDV
(DECLARE) y1a t doamayAgiolivn Kot pio OAoKANpoUEVT LEYOANG KAILAKOG LEAETT) KOpPOLOYYELOKDY
exBdaoewv yo v eunayMerolivn (EMPA-REG) oty onoia ta coufdvia axpomplocuod dgv
KOTOYPAPOVTOY GUCTNUOTIKA. ¢ €K TOVTOV, OgV gival €Ml TOV TAPOVTOG dVVATO Vo TEKUNPLWOEL av 0
V&N EVOC KIvOuvog aKpOTNPLOGHLOD omtoTeAel 1 Oyl emidpaoT kot yopiag.

2ovenmg, AdpPavovtag voy OAa T dedopéva Tov VITOPANRONKAY, gV OyEL TV avetépm, 1 PRAC
KOTEANEE OTO GUUTEPAGLLO OTL 1] GYE0T] OQPEAOVEC-KIVOUVOU TMV TPOOVOIPEPOLEVMV TPOIOVTWV TAPUUEVEL
Oeticn. Expive, ©61000, 6Tt 0maitoOvTol dAAAYEG OTIC TANPOPOPIEG TPOIOVI®MY OA®V TV EYKEKPIUEVOV
ovoaotorémv SGLT2 pe v mpocHRKn TANPOPOPLOY GYETIKA LLE TOV KIVOLVO KPOTNPLUCUMY KATWO
aKpov, KaBmg Kol TPOGHETES OPUSTNPLOTNTES POPLUAKOETAYPUTVIONG TOV VA, AVTIKATOTTPILOVTOL 6TO
2AK. H ohoxipwon tov peretdyv CANVAS ka1t CANVAS-R, kafog kot tov perletdv CREDENCE kot
DECLARE npoypappoatiCetor to 2017 ko o 2020, avtictoryo. H tehMkn avédilvon tov ev AOy® LEAETOV,
UETE TNV 0TOTVEAOTOINGT], B0 TOPAGYEL TEPUITEPM TANPOPOPIEC GYETIKA UE TN OYECT 0PEAOVE/KIVOHVOL
TV ovootorénv SGLT2, 1dwitepa 660V apopd TOV KIVOUVO 0KPMTNPLUGUAOV KAT® AKPOL.

Adyol Yo T oo TOTMON 6voeTacng omd Ty PRAC

Extiudvrog ta akdiovda:

e H PRAC élafe voyn ) dwdikacio mov Kivnonke duvapuet tov dpbpov 20 tov kavoviepov (EK)
aptf. 726/2004 ywo To Tpoiovta mov avapépovtar 6to [apdptmua A-

e H PRAC &&étace T0 GUVOLO T®V SEOUEVOV TTOL VTTOPANOTKAY aTd TOLG KUTOYOVG adElog
KUKAOQOPIOG GYETIKA LE TOV KIVOUVO aKpOTNPLOcHol KAT® dkpov oe acBeveic Tov Aappdvovy
Oepamncio pe avaotoreis coppetapopéa YAvkolnc-vatpiov 2 (SGLT2) yia caxyopddn dwapn
Tomov 2+

e H PRAC ékprve 611 T0 Sro0éopia dedopéva GYETIKA LE TOV akpaTnplocpd otig dokiuég CANVAS
ka1t CANVAS-R emBefoidvovv 6ti 1 Bepaneio pe kavoayiuprolivn pmopel va coppdaret o
oVENLEVO KIVOLVO aKPOTNPLUGHOD KAT® AKPO, KUPI®mG TOV SAKTOAOD TOL TOO10V"
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H PRAC Bempnoe emiong 0Tt 0 unyovicpog dpacng, Tov o er€Tpens 1oV TPOGOIOPIGHO TOV
acBevVAV OV dTPEYOLV KivOLVO, TAPAUEVEL AGOENG

H PRAC Swatdnwoe tn yvoun 6Tl enl Tov mapovTog oev gival Suvatog 0 TPOGO10PIGHOG LG
VITOKEILEVNG aUTIOG Y10l TIG TTOPATNPOVUEVES OVICOPPOTIEG GTOV KIVOLVO OKPMTIPLOGLOV TOL Bt
umopovcay va, amrodofohv E101KE GTa APLLOKE TOV TEPLEYOLY KavayAlpAolivn kat oyt oTo GAAL
TPOidVTO TNG Katnyopiog:

H PRAC emionpave 011 0. dedopéva tepl cLUPBAVIOV akpOTNPLOcod omd KAVIKEG dOKIUES Kot
oo TNV TOPAKOAOVON OGN LETE TV KUKAOPOPI Y10l T PAPLOKO TOV TEPIEXOVV damayAlpAoLivn
Kot eumayMeiolivn gite dev givar dab0éoya otov 1610 faOUO [E AVTA Y10 TO PAPLLOKO, TTOV
mePLEYoLV KavayAeAolivn gite dtokpivoviot omd opiGHEVOLS TEPLOPICUOVE GTI GLAAOYT| TOVG Y10
Ta, ev AMy® ovufPdvto-

Q¢ ek TouToL, 11 PRAC ékpive 0TL 0 Kivouvoc pmopel va amotelel pia mbavr| exidopacn
Katnyoplag:

Enmedn dev tav duvatdg o Tpocsdlopiopog EWVIKMV TopayovImV KIvoOVOL EKTOC 0O TOVG YEVIKOUS
TaPAyovTeEg KIvOHVOL 0KPMTNPLUGHOD ToL cuuBdAlovy duvntikd ota cvupdvta, 1 PRAC
glonynOnke v Topoyn SLUPOLADY GTOVG 0COEVEIS OYETIKA [LE TNV TAKTIKY TPOANTTIKY PPOVTION
TOV TOJIMV KOl T S1THPNOT EXAPKOVG EVUOATMOONG MG YEVIKO LETPO TPOANYIG TOL
OKPWOTNPLLGHOV"

Koatd ovvénen, n PRAC Swatdinwoe Ty dmoyn 0Tt 0 Kivouvog akpoTNpLocol KATm Gkpov 0o
TPEMEL VO TEPIAAUPAVETOL OTIC TANPOPOPIES TPOTOVTOG OA®Y TWV TPOTOVIMY TOL OVOPEPOVTOL GTO
TTopdptnua A, pe pHio TPOEIGOTOINGT TOV VO EXICTLOAVEL GTOVE EMAYYEALATIEG VYEIOG KOl TOVG
aofeveig Tn onuacio TG TAKTIKNG TPOANTTIKNG GpovTidag TV Todiwv. H mpogidomoinon yio v
kavaylplolivn mepthapfavel eniong tnv TAnpoopia 6TL, 6TOVG 0cBeveic o1 omoiol eppavilovv
ouuPavta Tov TPONYoHVTAL TOL UKPMTNPLAGHOV, O Tpémel va eEeTAlETOL TO EVOEXOUEVO
dwokomng tng Bepameiog. o v kavayAiprolivn, ot akpOTNPLIGHOL KAT® GKpov (KLpidg TOL
SaKTOAOV TOL TOO10V) £0VV GUUTEPIANPOEL ETTioNG WG OVETIBOUNTN EVEPYELD PAPLLAKOV, CTIC
TANPOQOpiec TPoidVTOC:

H PRAC ékprve eniong 011 Ba Tpémel vo. cuAAEYOoVTOL TPOGOETEC TANPOPOPIES TYETIKA LE TOL
oLUPAVTO AKPOTNPLUGHOD HECH KATAANA®Y evTOT®V avapopdc teptotatikov (CRF) yu
KAVIKEG OOKIUES, EPOTIUOTOAOYIOV TOPAKOAOVONONG Y10 TEPIOTATIKA LETA TNV KLKAOQOPId,
yxpNoNg kowov potipdpevov 6pov (PT) MedDRA yia ta cupfdvTa Tov Tpornyobvtol Tov
OKPMTNPLOGHOD KOl KATUAANA®Y LETAOVOADGE®Y TV SOKIUOV LEYAANC KALoKAG TOV
nmepthappavouv peréteg kopdiayyelokmv ekfdoemv. Ola to ZAK Ba mpénet va enkaipomon oy
avéAoyo LEC® KATAAANANG TPOTOTOINGTG MOTE VA LTOPANO0VV TO apydTEPO vy Pnva, amd TV
oandeaon ¢ Evponaikng Emtponig:

Koaté ovvéneia, 1 PRAC katéinée oto cvunépacpa 6Tl 1 6Y£01 0PEAOVC-KIVOUVOL TMV TPOIOVTOV TOV
nepiEyovv avactoréa SGLT2 kot ta onoia mapatifevral oto [apdaptnpa A mopapéver Betikn, vo Tov

0po va TPocTtedovV GTIG TANPOPOPIES TOV TPOTIOVTOG Ol £YKPOEicEG AALAYEG KOL VO OVTIKATOTTPIOTOOY

o010 ZAK mpocbeteg evépyeleg papuaKkoeTaypOTVNONG.

Koatd ovvéneln, n PRAC sionyeiton 6Tt emPaiietal n Tpomomoincn tov 0pmv TG AOEWNG KUKAOPOPIOG
TV TpoavapepBEvImy mpoidviwy mov mapatifevtal oto [lapdptnua A. Ot avtictoryeg Tapdypapot g
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TEPIANYNG TOV YOPOUKTNPLOTIKOV TOL TPOTOVTOC KOl TOV PUAAOD 0dNYIDV ¥POTG OVUPEPOVTOL GTO
Tapéptnpa III e svotaong e PRAC.

I'vopn Tqg CHMP

Ao? enaveéétaoe ™ ovoatacn e PRAC, n CHMP cuppdvnoe pe ta yevikd mopicpata te PRAC kot
TOVG AGYOVG SUTOTTOGNC GUCTAGEDV.

I'eviké népioua

Yvvenmg, 1 CHMP kpivel 011 ) oyéom opélovc-kivovvou tov tpoidviov Invokana, Vokanamet, Forxiga,
Edistride, Xigduo, Ebymect, Jardiance kou Synjardy mapapével evvoikn, vmod tnv emeOiaén Tov
TPOTOTOGEMV TV TANPOPOPLOV TPOIOVTOG TOV TEPLYPAPTKOV TOPATAV®.

Q¢ ek tovtov, 1 CHMP e1onyeitot v tpomonoinon tov 6pov TV adEldv KUKAO(QOPIoG Yio To TPOTOVTH
Invokana, Vokanamet, Forxiga, Edistride, Xigduo, Ebymect, Jardiance ko1 Synjardy.
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