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NEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emucodvppéva pe Aentd vpuévio diokio
Ebymect 5 mg/1.000 mg emikaivppévo pe Aewtd vpévio diokio

2. HOIOTIKH KAI TIOXOTIKH XYNOEXH

Ebymect 5 mg/850 mg smkoAvupéva e Aemtd vuévio diokia,

Kd&0e diokio mepiéyet povoiidpikn samoyleArolivn e TpomavodioAn isodvvaun pe 5 mg damayAeArolivng
kot 850 mg VIPOYA®PIKNG LETPOPUIVIC.

Ebymect 5 mg/1.000 mg smkoiopuévo pe Aettd LUEVIO SLoKI0

Kd&0e dioxkio mepiéyet povotidpikn damayiprolivn pe Tpomavodioin isodvuvaun pe S mg damayApArolivng
kot 1.000 mg vOpOYA®PIKNG LETPOPUIVIG.

INoa tov TAnpn katdloyo Tev ekddywv, PA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emwoloppévo pe Aemtd vpévio (Siokio).

Ebymect 5 mg/850 mg smkoAvupéva e Aemtd vuévio diokia,

Koaotavoypoua, apeikvpta, dtactdcemv 9,5 x 20 mm ®oe1dn eXKOAVUUEVE, pe AETTO DUEVIO dloKia, TOV
QEpoLV yopoyuévn v Evoelgn "5/850" ot o mhevpd ko Ty €vogiEn "1067" amd v GAAN TAELPAL.

Ebymect 5 mg/1.000 mg emikoiopuévo pe Aettd VUEVIO SIoKI0

Kitpwa, apeikvpto, dootdoemv 10,5 x 21,5 mm ©0&101] EMKOAVUUEVO PE AETTO VUEVIO dloKial, TOV
QEpovv yapoyuévn v Evoeén "5/1000" ot pia TAevpd kon v voeldn "1069" amd v dAAn TAgvpa.

4. KAINIKEX ITAHPO®OPIEX
4.1 OgpamevTikég gvosiferg

To Ebymect evdeikvutan o€ evijlikeg yio T Oepameia Tov cakyap®ddn dtafrtn TOToL 2 g

cuumAnpopatikn Bepomeio otn dlouta Kot TV AoKNoN:

. o€ 000gvelg Tov dev EAEYYOVTOL EMAPKAOG LE TN UEYIOTN OVEKTT 000T povobepameiog e LeTQopuivn

. o€ GLVOLOCUO PE AAAD PUPUOKEVTIKG TPOTOVTA Y10, T Bepameio Tov dwafntn o acheveig Tov dev
EAEYYOVTOL EMOPKMG LE PLETPOPLIVI] KO TO POPLOKEVTIKA QUTE TPOIOVTOL

. oe aoBeveig mov Aapfdavouv 101 cuvoLOCSUO domayAPAoLivg Kot HETPOPUIVIG LE TN HOpPN
EexmploTmv d1oKimV.

Mo to amoteléopata TV HEAETOV GE GYECT] LLE TOV GLVOVAGHO TV BEPUTEIDY, TIC EMOPACELS GTOV
YAVKOUIKO EAEYYO Kol TOL KPSy YEOKE GUUPBAvVTO Kot TOLS TANBVGHOVG oV puedeTOnKay, BAETE

mopaypdeovg 4.4, 4.5 ko 5.1.

4.2 Aocoloyio kor TPOTOS YOPNYNONS



Aocoloyia

Evnlikec ue pooroloyixn veppixn Asrtovpyia (poludc oreipouatiknc dmbnonc [GFR] > 90 ml/min)
H ocvvictdpevn d6om eivat éva diokio dvo popég nuepncing. Kabe diokio mepiéyel otabepn oo6om
damayAprolivng kot petpopuivng (PAERE Tapdypago 2).

10 aobeveis mov dev léyyoviol EXoPKS e HOVOTEPATELR UETYOPUIVAS 1 HETYOPUIVY OE TOVODOGUO UE
aAla popuaxevtind Tpoiovia yio ) Bepomeia Tov diafnTn

O1 ac60eveig Tov dev EAEYYOVTOL ETOPKDG e LETPOPUIVI mG povobeparmeia 1] o€ GUVOLOCUO UE AAAN
(QOPUOKEVTIKA TPOTOVTA Yia T Oegpameia Tov dtafntn TPEmel va AapuPivovy GUVOAIKT MUEPNGLO 00T
Ebymect 1c060vaun pe damayiiprolivn 10 mg kot T GUVOAIKT MUEPNTIO dOCT] TNG HETPOPUIVIG 1) TNV
TANGIESTEPT KATAAANAN BepanevTikn 60om, Tov 10N Aappdavouvv. Otav To Ebymect ypnoionoteiton og
oLVOLAGHO UE VOOVAIVI 1 £va EKKPITAY®YO TNG WVOOVAIVIG OTIG Lo, GOLAPOVVAOLPia, UTOPEL VO
e€etacbel o gvdeyOEVO YOPTYNONG XAUNAOTEPTG OGO VGOVAIVIIG 1] GOLAPOVLAOLPING YO TN HEimON
TOV KIvoLVOL NG voyAvkaipiog (PAéme mapaypdeovg 4.5 kot 4.8).

To aobeveic wov petafaivovy amo Oepamneio ue Eeywpiota diokio domoyliplolivyg Kot HETPOPUIVHG

Ot acbeveic mov petafaivovv amd Oepaneia pe Egywpiotd diokia damayAiprolivng (cuvoAkn nuepn oL
doon 10 mg) kot peTpopuivng o Bepoameio pe To Ebymect, npémnet va Aappdvovv v idta nuepnoio d6om
damayMoerolivng Kot peteoppiving mov non Aapufavouy 1 tnv TAnciéotepr KatdAANAn Bepomevtikng doom
HETQOPHIVNG.

HopalneBeioo doon

Edv mopadnedet pia 86om, mpénet va Anedel apéomg poiig o acbevig to Buunbei. Qotoc0, dev Tpémel va
Aappdaveton duAn d60m Tovtdypova. Edv mincidlel oxedov n dpa yio TNy eXOpEVT 6001, 1| Topainedeica
doom mpémel va oyvonOei.

Eidwcoi whnboouoi

Negpixn dvaleirovpyio,

O GFR 0o mpéner va a&loroyeitar mpv v Evapén g Bepaneiog Pe APUOKEVTIKA TPOIOVTO TOV
TEPIEXOVV LETPOPLIVI] KOl EV GuveE)Ein TOVAGYIoTOV eTnoimng. H veppikn Aettovpyia Oa mpénet va
a&loloyeitan o cuyva, T.y. ke 3-6 uvec 6ToLG aebeveig o1 omoiot dlaTpEYoVV AVENUEVO KIVOUVo
TEPUTEP® EEEMENG TNG VEPPIKNG OVGAEITOLPYING, KAODS KOl GTOVG NAIKI®UEVOC.

H péyiot nuepnoia 8001 LETQOPUIVIG TPETEL KOTA TpOoTipnon va dtoupeitan o€ 2-3 docelg v nuépa. Ot
TOPAYOVTEG TTOV EVOEYETAL VO 0VENCOVY TOV KivOLVo YOAUKTIKNG 0&Emong (BA. mapdypago 4.4) Tpémnel va
a&loloyovvron mpwv e€etactel To evogyopevo Evapéng g ueteopuivng oe acbeveic pe GFR < 60 ml/min.

Y mepinton wov dev VIdpyEL SafEcUn KOTAAANAN TeplekTikoTTa Tov Ebymect, 0o npémet va
YPNOYLOTOLIOVVTOL TO, LEUOVMUEVE, ETUEPOVG CLGTATIKA AVTL TOL CLVOVAGLOVL GTUOEPDOV SOGEWV.

Mivaxag 1. Adon o€ ac0sveig pe veppikn dveiertovpyio

GFR ml/min Meteoppivn Aomayherolivn

H péyiot nuepnota d6on givar H péyiot nuepnoia d6om givan
3.000 mg. 10 mg.

H peimon g 660mg Tpémel va
e€etaletal mg evOeyOUEVO GE GYEDT L
TN UELOVUEVT VEQPIKT AElTOLPYiOL.

60-89

45-59 H péyom nuepficua d6om eivar H péyiot nuepnowe d6on givon
2.000 mg. 10 mg.




H d60m évapéng eivor o ToAd 10 [ceo

™G UEYIOTNG SOOMG.
H péyiot nuepficia 66om eivar H péyiot nuepnowe d6on givon
1.000 mg. 10 mg.

30-44 H 660m évapéng eivot o modd 10 ed | g AMOTELEGHATIKOTITO, TG

™G péyiomg doomg. SomoayMeAolivng otn peiowon g
YALKOONG LEIDVETOL.

H péyiot nuepnoia d6om givan

10 mg.

AOY® TEPLOPICUEVNG EUTEIPLOG, OEV
ocuvviotdrtol n Evapén Bepaneiog pe
<30 H petpoppivn avtevdeikvutat. damaylprolivn o acheveic pe
GFR <25 ml/min.

H amoteleopatikdmta g
damayMerolivng ot peimon g
yYAvKOINg eivar mBavov amovaca.

Hrartikn dvolerrovpyio
AvT0 TO PUPUOKEVTIKO TPOTIOV EV TPETEL VO, XPTCILOTOIEITOL G€ acOeVEIG e NTTOTIKT SLGAELTOLPYIN
(BAéme mapaypdpovg 4.3, 4.4 kon 5.2).

Hlxiouévor (= 65 etcv)

Kobng 1 peteoppiviy amofdAietor ev HéEPEL amd TOVG VEQPPOVG, Kot dESOUEVOD OTL 01 NAMKIOUEVOL a.60eVElg
elvar TOavOTEPO VoL £X0VV LEIWUEVT] VEQPIKT AELTOVPYiD, OVTO TO POPUIKEVTIKO QUTO TPOIOV TPETEL VO,
YPNOWOTOLEITOL TPOGEKTIKA 0G0 av&dvetar  nAkio. H mapakolovdnon g veppikng Asttovpyiog eivor
amopaitnTn TpoKeWEVOL vo fondncel otnv TpOANYN TG oXETILOUEVNC UE LETQPOPUIVI YOAAKTIKNG
o&éwmong, Wiaitepa oTovg NAKI®pUEVOLS aobeveig (PAETe mapaypdpovg 4.3 kot 4.4).

Houdozpiog ninBoouog
H acpdiela kot 1 amotedespotikotnta tov Ebymect og moidid nAikiog 0 €mg < 18 etmv dev £yovv axoua

Tekunplobel. Agv vdpyovv dSrbécia dedOpUEVA.

Tpomoc yopnynong

To Ebymect mpémet va yopryeitat 300 popég NUEPTCI®G UE T YEOUATO Yiol TN Uelmon TV avemBountov
EVEPYEIDV OO TO YOOTPEVTEPIKO TTOL GLCYETILOVTOL LE TN LETQOPLLIVT.

4.3 Avrevositeg
To Ebymect avtevdeixvotal o€ acheveic pe:

- vepevatcncio oTic SPACTIKEG 0VGIEG 1] G€ KATO10 ATd TA £KS0YE. TTOV AVOPEPOVTOL TNV
mopdypoeo 6.1,

- onolovonote Tomo o&elog petafolikng o&Ewmong (OTMG YOAUKTIKY 0EEMOT], dlaffnTiKy KETOEEMON)
(BAéme mapdypago 4.4),

- SN TIKN TPOKOUATMOON KATASTACT,

- cofapn veppikn averdpkelo (GFR < 30 ml/min) (BAéne Tapaypdpovg 4.4 kai 5.2),

- o&eleg KaTOOTAGELG TTOL £XOLV TN dVVATOTNTA VO LETARAAAOVY T VEPPIKT AgtTovpyic, OTMG:
- aQLOdT®O,
- coPapn Loipwdn,
- kartaminéio,



- o&eia N xpOVIK VOGOG TOV UTOPEL VO TPOKAAEGEL 16TIKN VITo&io OTwG:
- KOPOLOKN 1] AVOTVEVCTIKY| OVETOPKELD,
- TPOCPOTO EUPPAYLLO TOV HVOKOPSIoV,
- kartaminéio,
- nnatikn dvciertovpyia (PAEre mapaypdaeovg 4.2, 4.4 kot 5.2),
- o&ela dOnAntnpioor omd owonvevo, aAKooMopog (BAéne Tapdypapo 4.5).

4.4 Ewdwég TPoEId0TOMGELS KU TPOPVAAEES KATA TN Yp1ion

TolokTikn oEwon

H yoAaxtikn o&émon, pia oAb omdvio aArd cofapn HeTafoAlKn) EXTAOKT, ELPAVICETOL TTLO GLUYVE GE
mepintwon oéelog emdeivmong g veQPIKNg Aettovpyiag, KopdloavamveEVGTIKIG VOGOL 1| CNYOLLIOGS.
YV00MPEVOT] TNG LETPOPUIIVIG eppoavileTar otnv ofgia emdeivmon TG VEPPIKNG AEITOVPYIOG Kot 0uEAVEL
TOV KivOUVO EUOAVIONG YOAOKTIKNG 0EEWDOTG.

Y mepintoon aeuddtmong (cofapn d1Gppota 1| EUETOC, TUPETOG 1 LEIWUEVT] TPOCANYT] VYPDV), N
petopuivn Ba TPEMEL va SIOKOTTETAL TPOCOPIVA KOl GUVIGTATOL 1] EMKOIVOVIO LUE ETOYYEALLOTIO
(QpovTidag TG vyeiag.

H Bepameia pe papUokenTIKA TPOIOVTO TTOV UITOPOVV VO, TPOKAAEGOVV OEELD ETOEIVMOT TNG VEPPIKNG
Aertovpyiog (6mwg avtwmeptacikd, dStovpntikd kot MEAD) Oa mpémnel va EEKIVAEL [IE TPOoOYTN G aeheveig
OV OVTILETOMILOVTOL [l LETPOPLIVT. ZTOVG AOUTOVE TOPAYOVTEG KIVOUVOL Y10 YUAUKTIKY 0EEMON
mepropPavovtar 1 VIEPPOAIKT KATUVAAWDGT] OIVOTVEDLOTOG, 1 TTOTIKY| OVETAPKELL, O OVETUPKMG
eAEYYOLEVOG OLOPTNG, ) KETWOT), 1) TOPOTETOUEVT] VNOTEID KOl OTOL0ONTTOTE TAON O™ TOL GYETILETOL [E
vro&ia, Kabmg ETIONG Kot 1) TOVTOYPOVT XPNON POPLOKEVTIKMY TPOIOVIMV TOV UITOPEL VO, TPOKOAEGOVV
yoroktikn o&éwon (PAéne Tapaypdpovg 4.3 kot 4.5).

Ot acBeveig /ot o1 ppovTIoTég Ba TPETEL VO, EVILEPDVOVTOL GYETIKA [LE TOV KIVOLVO EUOAVIONG
yvoroktikng o&€mong. H yolaktikn o&émon yopaktnpiletal and 0&edmTiKn dVOTVOLN, KOIAKO AAYOC,
LLiKéS kpaumeg, e€acbévion kat vrobeppiia, Tov axoAovBodvTol amd KM, e TEPINTTOON
TOOVOLOYOOUEVOV CUUTTOUATOV 0 acBevig Ba mpénet va otapatiost T Aqyn Ebymect kot va
avalnmoel aueon wrpiki epoviida. Ta dloyvooTikd epyacTnplakd EupHLATE TEPIAAUPAVOLY LELOUEVO
pH aipotog (< 7,35), avénuéva emineda yoraxticod oto TAdoua (> 5 mmol/l), avénpévo yaopo aviovimv
Kot ouENUEVN avaAoyio YOAOKTIKOD/TUPOCTOPUAIKOV.

Negpikn Asttovpyia,

H amotelecpatucotnta g domayerolivng ot peimon g yAvkoing e&aptdtat omd T vEPPIKN
Aertovpyia ko pelwveral o€ acbeveic pe GFR <45 ml/min kou givol mBovov anovoa o acbeveig pe
cofapn veppikn dvcrertovpyio (BAEre Tapaypdpovg 4.2, 5.1 kar 5.2).

H petpoppivn amekkpivetal HEo® TV VEQPPOV Kot 1) HETPLO £0C GOPaPT VEPPIKT OVETAPKELD QLEAVEL TOV
Kivouvo YorokTikng o&Emaong (PAEre emiong «alaktikn o&Emony oty mopdypapo 4.4). H veppikn
Aertovpyia mpémel va a&loroyeitol mpv and v Evapén g Bepaneiog kol ot cuvéyEln TaKTIKA (PAERE
mopdypapo 4.2). H petpopuivn avrevoeikvotal o€ acbeveig pe GFR < 30 ml/min kot 6o wpémet va
SLOKOTTETAL TPOCWPIVA GE TEPIMTTOOT TAPOLGIOG GLVOT KMV TOL PETAPAAAOVY TN VEQPIKN AEITOVPYIN
(BAéme mapdypago 4.3).

H peiopévn veppikn| Asttovpyio oe nMKIoPEVOLG acbeveic elval GuYVI Kol OCLUTTOUOTIKY]. ZVVICTATOL
1010{TEPT TPOGOYT OE KOTUGTAGELG KOTA TIG OTOiEG Umopel va eméADeL veppikT duGAEITOVPYiD, Yia



napaderypa Kotd v Evapén g Oepanciag pe avtwmeptactkd 1 SlovpnTikd 1 katd v Evapén g
Oepoameiog pe kdmolo MZAD.

Xpnon oe acheveic pe Kivouvo HEI®ONC TOV EVOLYYEIOKOD OYKOV Ko/ VITOTACNC

AOY® TOV pnyoviouov dpdong g, 1 damayAipiolivn avédvel T dtovpnomn, 1 omoia UTopel va 001 yNoeL
o€ UETPLO LEIOT) TNG APTNPLOKNG THESTG TOV TTapaTnpNOnKe o KAvikég peréteg (BA. mapdypapo 5.1).
Avt pmopel va givar evtovotepn oe 0o0evelg e VYNAEG GLYKEVTPMGELS YAVKOING OilaTOC,

YuvioTdton TPocoyn o€ acbeveig Yo Tovg 0moiovg [ exayouevn amod T damayAlprolivi TTdom Tng
apTNpLoKng Tieong Bo pmopovoe va amoteAEsel Kivouvo, Omwe acbeveig VO avtiwnepTactkn Oepaneio pe
1GTOPIKO VTOTOOTG 1] NAKIOUEVOLS 00OEVELS.

Ye Tepintmon GVVOdMV TUBNCEMV TOV UITOPEL VO ETPEPOVY UELMUEVO EVOAYYEINKO OYKO (TT.).
YOGTPEVTEPIKN VOGOG), GUVIGTATOL TPOGEKTIKY TOPOKOAOVONON TNG KATAGTOONG OYKOL (T.)Y. PUOIKY
e&€taom, LETPNOELS TG OPTNPLOKNG THECTS, EPYOCTNPLOKEG EEETATELS TEPIAAUPAVOUEVOL TOV OLUATOKPIT
KO TOV NAEKTPOAVT®V). ZUVICTATOL TPOSMPIVY d10K0m TG Bepameiog e ovTd TO PAPUAKEVLTIKO TPOTOV
v acBeveic Tov eupaviouv pelopévo evdayyelokd oyko péypt va dtopbmbel  peimon (PAéne
Topaypapo 4.8).

Awfpnrtikn ketoEmon

Yrdvieg mepmtmoslg dafntikng keto&éwong (AKO), meptrapfoavouévev anetintik®y yo T {on Kot
Bovatneopwv Tepimtaceny, £xovv avapepbel oe acbeveic mov Ehafav Bepaneio e avaoTolelg TOV
oLppETOPOPE VaTpiov-yALKO NG 2 (SGLT2), mepilapfovouévng g domayMerolivng. e oplopéveg
TEPIMTMOGELG, 1] KAVIKT EIKOVA TNG KATACTOOTG NTAV ATLTN LLE LOVO UETPIOG ALENUEVES TIESG YAVKOLNG
aipartog, Kkt ard 14 mmol/l (250 mg/dl). Aev eivan yvawotd gdv 1 AKO eivar mBavotepo va eppovioTel
ue vymAotepeg dooelg damayAiprolivng.

O «ivévvog d1apnTikng keto&éwong TpEmel vo eEETAOTEL O TEPIMTTOOT EUPAVIOTG LT EWOIKOV
CUUTTOUATOV, OTMG VOVTIOG, ELETOV, avope&iog, KOIAKoD dAyovg, vrepPolikng diyag, Suokoiiog otnv
avamvor|, cOYYLVoNGS, acLVROoTNG KOTwong 1 vtvnAiog. Ot acbeveig Tpémel va a&loloynbovv yuo
KeTOEEWOT AUECHOC G MEPIMTMOT EKINAMONG CLTAOV TOV CLUTTOUATOV, OVEEAPTNTA OO TO EMITESA
YAVKOLNG oTO Gipa.

Ye aoBeveic otovg omoiovg vapyel voyia N £xel dwayvootel AKO, n Oepaneio pe damayiiprolivn Tpémet
Vo SOKOTTETAL AUECOC.

H Oepaneio mpénet va drokontetan o€ acbeveig mov voonievovtal yio peiloveg yeipovpykég eneppdoeic
o&eleg coPapég 1atpikég mabnoels. TNV TEPInT®OoN TOV AGHEVOV AVTOV GLVIGTATL 1) TEPOKOAOVON oM
TOV KETOVAOV KOl 01 HECH TOV ApLOTOg Tapd LEGH TV 0Vpwv. Mmopel va yivel emavévapén g Oepameiog
pe domayApAolivn aeov ot TIES TV KETOVAV £X0LV OpalomtotnOel kol 1 KaTtdoTaon Tov aohevong Exel
otabepomonOel.

[Mpw amd v évapén g Samayiiprolivig, Tpémel va AneHovv vITOYT TAPAYOVTES GTO 1GTOPIKO TOV
acBevoug mov umopel va podiabétouy yio KeToEEmon).

Ytovg acbeveic Tov pmopel vo S TpEYOLY LYNAOTEPO KivoLVo Yo StofnTiky KeToEEmaon Teptiapupdvoviot
acleveic pe petopévn epedpeia g Asttovpyiog TV B-kuttdpwv (). acbeveig pe dofnm tomov 2 pe
YoUNAd emimeda tov C-mentidiov 1 eviiAikeg e AavBavov avtodvoco dafntn (LADA) 1| acBeveic pe
1OTOPIKO TTAYKPEATITIONG), OOEVEIC [LE KOTAGTAGELG TOL 0O1YOUV GE TEPIOPICUEVT ANYT TPOONC 1] GOPapn|
aQLOAT®OT, 0cbevelg Yio TOLG 0TTOiOVG 01 HOGELS IVGOLAIVIG PEIDVOVTOL Ko 0oDEVEIS e AVENIEVEG



amoTNoElg oe oovAivn egattiog o&elag 1TpiKng TAONONGC, YEPOVPYIKNG EXEUPAONS 1] KOTAYPNONG
0AkoOA. Ot avactoreig SGLT2 wpémet va yp1cYLOTOI00VTAL LIE TPOGOYT GE OLTOVG TOLS 0GOEVELS.

H emavévapén g Bepaneiog pe avactoréa SGLT2 ot acBeveic pe mponyovpevn AKO evocm Aapupavay
Oepameio pe avactoréo SGLT2 dev cuviotdral, eKTOC €4V KATO10¢ GAAOG GOENG TPOdABESTKOG
TopAyovTag ToutomomOel ko emiAvbet.

H aopdAein kot n anoteiecpatikdtra tov Ebymect og acOeveig pe dwafritn tomov 1 dev £xovv
tekunplodel kot to Ebymect dev Oa mpénet va ypnoiponoteitan yio tn Oepaneio acbevav pe dopr

tomov 1. Ze peréreg caxyapmon dwafrtn tomov 1 avapépbnie cvyvd AKO.

Nekpwtikn mepirovitidoo Tov tepvéov (Yayypaivoe tov Fournier)

"Exovuv avapepOel TEpIoTATIKA VEKPOTIKNG TEPITOVITIONG TOV TEPIVEOD (YVOOTNG KOl MG YAYYPOLVO. TOV
Fournier) petd v xukhogopia otnv ayopd, g yovaikes kot avopeg acbeveig mov Adupoavoy avacToreig
SGLT2 (BA. mapdypago 4.8). Ilpdkeitan yio 6mavio, 0AAG GOPopd Kot SUVNTIKG amenTIKO Yo T (mn
ouuPdav mov ypnlet eneiyovoag xepovpyikng enépPaong kot Oepaneiog pe aviiPloTikd.

Yuviotdton 6Tovg aobeveig va avalntioovy atpikn fonbeia, 4V TOPOVGIUCOVY GUUTTOUATA AAYOLG,
evaiclnoiog, EpuONUATOG 1 OWNUTOC GTNV TEPLOYN TOV YEVVITIKOV OPYAVMOV 1 TOL TEPIVEOD OE
cuvovaouo pe Topetd N kakovyio. No Exete LIOYTN GOG OTL EVOEYETAL VO TAPOVCIAGTEL AOTH®EN TOV
OVPOYEVVITIKOD GLUGTHOTOC 1] ATOGTIILOL TOL TEPLVEOL TPV OO TN VEKPOTIKT TeptTovitda. Edv vrdpyet
vovola yayypawag tov Fournier, Oa mpémet va diaxomel n yoprynon tov Ebymect xat va
TPOYPOUUATIoTEL dpeon Oepameia (copmepAapuovorévey avTiBloTIKGOV Kot ¥EPoVPYIKoy kKabapiopon).

Ovporoméelg
H améxkpion yAvko{ng ota ovpa pmopel va cuvogeton pe avénpévo kivouvo ovporoipméng. g ek TovTov,
npénel va eEETALETOL TO EVOEYOUEVO TPOSMPIVIG SLOKOTNG TG Bepameiag KOTA TNV AVTILETOTION TNG

TLEAOVEPPITIONG 1] TG ONYoIpiog emtl £d0povg AOIH®MENG TOL OLPOTONTIKOV.

Hlxopévor (nAkiog > 65 gtov)

O nAiopévor aoBeveic pmopet va S1atp€yovy HeyaAdTEPO KIVOLVO HEIDMGONG TOL EVOAYYELNKOD OYKOU Ko
VIAPYEL PEYOADTEPN TOaVOTNTO Vo AapPdvouy Beparmeia S1ovpnTIKOV.

O nMkiopévol acBevei eivarl mBovoTePo va X0V VEPPIKT dLGAEITOVPYia, Kov/n va Aappdvouy Bepameia
LLE OVTITEPTACIKA POPUUKEVTIKG TPOTOVTO, TOL UTOPEL VO TPOKAAEGOLV UETABOAEG TNG VEPPIKNG
Aertovpyiog OMMOC 01 OVAGTOAELG TOV HETATPETTIKOD eVEVpOL TG ayyelotacivig (ACE-I) ka1 o
OTOKAEIGTEG TV VITOdOYE®V TOTOL 1 g ayysotacivng II (ARB). [N Tovg nAikiopévoug acbeveig
1GYVOLYV 01 {31EC GLOTAGELS Y10 TN VEQPIKN AEITOVPYiN OTMG Kol Yiol OAOVG TOVG aobeveig (PAEme
mopoypaeovg 4.2, 4.4, 4.8 ko 5.1).

Kapdiokn avendpkea,

H epmepio pe m damoayiprolivn og kapdiakn avendpiela katrnyopiog [V katd NYHA sivan
TEPLOPICUEVT).

Axkpotnplocuol KATo GKpov

Mia avénon ot TEPIGTATIKG AKPOTNPLICUMY TOL KAT® GKpov (Kuplog TmV SakTOA®V) ExEl mapotnprOet
oe gv egeli&et pokpoypovieg KAvikéc peréteg pe Evav dihov SGLT2 avactoréa. Eivar dyvooto gdv avtd



amotelel pio emidpaon g Katnyopiag papudkmv. Onmg e 6Aovg Toug dtafntikods acbeveig sivat
OMUOVTIKO VO cLBovAeDoVTOL 01 aeBeVELG Yo pio TPOANTTIKY povTiva PPOVTIONS TV TOSIDV.

Epyaotnploxéc e€stdosic ovpmv

AOY® TOL UNYOVIGHOV dpAcTG TOV, Ol acbeveic Tov AapPdvouy ovTd TO PUPHOKEVTIKO TPOioV Oa ivan
Oetikol otV aviyvevon YAvko(ng ovpmv.

Xopnynon 1mwoto0yYmVv oKLOLYPOOIK®OV LECWV

H evdayyeiaxn yopnynon 1woovymv oKIypapIKOV LECHY UTOPEL Vo 0Ny OEL GE EMAYOUEV OO TN
OKLOYPOPIKT OLGI0 VEPPOTADELD, KATUANYOVTOG GE GCLUGCMPEVCT) TNG LETPOPUIVNG KOl o8 avENUéEVO
Kivouvo gueaviong yoraktikng o&éwong. H petpopuivn Oo Tpémel vo StoKOTTETAL TPV 1) KOTA TN YPOVIKN
OTUYU TNG OMEIKOVIOTIKNG O10d1Kaciog kol vo EEKIVAEL EK VEOL TOVAGYIGTOV 48 MPEg KATOTY OVTNC, VIO
v TpoimdBeomn 0T 1 veppikn Asttovpyia €xel emavekTyunOel kot £yel dStomotwbei 6Tt givan otabepn
(BAéne mapaypdpovg 4.2 ko 4.5).

Xepovpyikn enéupfoocn

H petpoppivn mpémet vo, S10KOTTETAL KOTA TOV ¥POVO TNG YEPOVPYIKNG ETEUPOOTG VIO YEVIKT, payloic 1|
emokAnpido avaiodnoio. H Bepaneio pmopel va apyiocel Eovd oyt vopitepa omd 48 dpeg Petd
YEPOLPYIKN EXEPPOAON 1) TN GUVEYICT] TNG GITIONG GO TOV GTOUOTOS Kot Vo TNV TpobmdOeon 6t
veppikn Aettovpyia £xel a&loloyndel ex véou kai damotmbel 0Tt eivan otabep).

MetafoAn T KAVIKNG KoTdotaons ocfevav mov elyayv koAl eAeyyouevo dafnn tomov 2

Kobng avtd to popprakentikd Tpoidv Tepiéyel LETPOPUIv, Evag aoBevig te KaAd eleyyopevo dtapntn
TOTOL 2 0 0TO10G AVATTOOGEL EPYACTIPLOKES OVOUOAIES 1) KAVIKT VOoO (10100¢ aKafOp1loTr Kot [T GoQp®S
TPpocdopLopevn vOG0) TPEmeL va a&loAoyeital apéomg Yo evOEiels keTo&Ewong 1 YOAOKTIKNG 0EEmaNG.
H a&oroynon mpénet va meptiapfivel Tpoodlopiopd TV ETMESDV NAEKTPOAVTOV KOl KETOVMY GTOV 0p0,
™G YALKOING aipatog Kat, Epdcov gvdeikvotal, Tov pH aiplotog, Kot Tpocdlopiopd TV ETTEd®V
YOAOKTIKOD Kot TUPOGTAPLALKOD 0&€0g kat petpopuivng. Edv ekoniwbei o&éwon onolaconmote Lopeng,
N Bepaneio TPETEL VO SIAKOTTETOL OUECMG KO VL EPUPLOLOVTOL KOTAAANAL 610p0TIKA HETPA.

Ndrpro
To @dpuaxo avtd mepiéyel Aydtepo amd 1 mmol (23 mg) vatpiov avd diokio, givatl 0vTd TOV OVOUALOVE
«ekevbepo vatpiovy.

4.5 Alnliemopdaosic pe GALo QUPUOKEVTIKA TPOIOVTA Kol GAAEG pOPPES ainAieTidpaong

H cvyyopnynon mtolhamlmv d6cemv damayAipAlolivng Kot HETEOPUIVIG Oev LETABAAEL ONUAVTIKA TIg
(OPUOKOKIVITIKEG TOPAUETPOVG EITE TG damayApAolivng elte TG LETPOPUIVIG GE LYW GTOLO.

Agv &govv mpaypotonomn el peréteg aAiniemdpdoemv yio to Ebymect. Ot axoiovBeg avapopég
AVTOVAKAODV T1G O100EGIUEG TATPOPOPIES Y10 TIC EMYUEPOVS OPACTIKES OVGIES.

AamayMerolivy

Dapuarodvvouikéc alinlemdpaoers

Arovpnrira.

AvT106 TO PUPUOKEVTIKO TPOIOV UTOPEL VO EVIGYDOEL TN d1OVPNTIKY ETIOPACT TV BEISIKOV S10VPNTIKOV
KO TV S10VPNTIKAOV TNG OYKVANG Kol UTOPEL va avENoEL Tov Kivouvo apuddtmong Kot votaong (PAETe
Topaypapo 4.4).




Ivoovlivy kou exrpitoywyd, veovAivyg

H woovlivn kot ta ekkpitay@yd tng WGOLAIVIG, OTMG 01 COVAPOVLAOVPIEG, TPOKAAOVY DITOYAVKOLic. g
€K TOUTOV, UTOpPEl Vo omonteitan YoUnAOTEPT 800G IVGOLAIVIG 1] EVOG EKKPITAY®YOL VGOVAIVIG,
TPOKEEVOL VO, LelmBel 0 kivOuvog vVIToyAVKapiog OTav YopnyouvTal 68 GUVOLAGUO HE damayAlprolivn
(BAéme mapaypdpovg 4.2 ko 4.8).

Dapuarxorvytikég alinlemdpaoeis
H domaylerolivn petaporiletar kuping pEcm YAVKOVPOVIKNG GVLEVENG SLOUEGOAOPOVLEVIG OO TNV
oVPOVO-5"-01pcPo-yAvkovpovocsvAtpavopepdon 1A9 (UGT1A9).

Xe in vitro pehéteg, N damoylerolivn dgv £0pace 00TE G AVAGTOAENS TV 1G0EVIDU®OY TOV
Kutoypopatog P450 (CYP1) 1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP3A4, ovte o¢ emaymyéag tov wooeviopwnv CYP1A2, CYP2B6 1 CYP3A4. Qg ek tovTov, avtd t0
(POPLOKEVTIKO TPOTIOV OEV OVAULEVETOL VO LETOPAAAEL TN HETOPOMKT KAOOPOT) TV GUYYOPTYOOUEV®DV
(QOPLOKEVTIKAOV TPOIOVT®V OV peTaforifovrarl and avtd ta Evivua.

Eridpoon dAlowv gapuoxevtikdv mpoioviwv oty doamoyliplolivy

Mehéteg aAANAETIOPAOTG TOL TPAYLLOTOTOONKAV GE VYU GTOLO, XPTCLLOTOIDVTIOS KVUPIWS GYESAGIO
EPATOE YOPYNOTNG, VTOOEIKVOOLV OTL OL POPUOKOKIVITIKES TAPAUETPOL TNG damaryAprolivng dev
petapdrrovror amd Ty woyAtalovn, T ortayAurtivn, T YAMUETPion, T BoyAumoln, tnv
vopoyrlmpobelalion, ™ Povpetavion, tn faicaptdvn, 1 T cyPactativn.

Metd ) ovyyoprynon damayAipAlolivng kot proaumikivng (EvOg ETaymy£a S10pOp®Y EVEPYDY
petapopémv kat evivuwv mov petaforilovv edppoka), Tapatnpnonke peioon katd 22% g
ocvotnuotikig ékbeong g damayierolivng (AUC), wot060 Ympig KAMVIKG GNUOVTIKY ETIOPOCT) OTIV
OEKKPLON YAVKOLNG 00p®V 24mPOoV. AEV GUVIGTATOL TPOGAPUOYT TG dOGNG. AEV AVOUEVETOL KAVIKA
oNUaVTIKN ETidpacn pe GAlovg enaymyelg (.. kapPapalenivn, eavotoivn, eatvoPapPirdin).

Metd ) ovyyoprynon damayApAiolivng kot pepovapikot o&éog (avactorén tov UGT1A9),
mapotnpnonke avénon kotd 55% ot cvetnuotikn £kbeon g damayAiprolivig, aAld xopic KAVIKA
ONUOVTIKT ETIOpaCT TG YAVKOING 00pwv 240pov. Aev GUVIGTATOL TPOGUPHOYT| TNG OOCTG.

Eridpoaon e damayliprolivye oe dlha papuorevting mpoiovio,

e peréteg aANAETIOPACEDV TOL TPAYUOTOTO OOV GE VLYU] ATOLO, YPTCYLOTOIDOVTOS KUPIMG
oxedloopo epanas doomg, N damayAprolivn o LETERULE TN QUPUAKOKIVITIKT TNG TOYAMTALOVNG, TNG
orroymtivig, g YAUEmpidng, tng vdpoyrmpobelaliong, tng Povpetaviong, g forcaptdvng, g
dryo&ivne (vmdotpopo g P-yAvkorpmrteivng) 1 tg Papeapivng (S-Papeapivn, vTdécTpOa TOV
CYP2(C9), 7 Ti¢ avtimnktikég emdpaoelg g Pappapivig, 6mwe petpavrol amd to debvég opalomomuévo
mnAiko (INR). O cuvdvacuog epanal d6ong tov 20 mg damayiiprolivng kot cupactativig (VTOcTpOU
tov CYP3A4) avénoe v AUC ¢ oyPaoctativig kotd 19% ko v AUC tov 0&€og cupactativig
katd 31%. H avénon otig ekbBéoeic ouPfactativng kat tov 0&€og syiPactativng dev Bempeitan KAVIKA
ONUOVTIKY.

Hopeuporn ue w doxiuaoio 1,5 avvdpoyrlvkooitoineg (1,5-AG)

H mopaxoiovdnor tov yhvkoyukov e Eyyov pe ) dokipacio 1,5-AG dev GUVICTATOL YI0TL Ol PETPTOELS
oV 1,5-AG dgv eivan a&omioteg yuo TNV a&loloynon Tov YAVKOUIKOD EAEYYOV o€ 0oOEVELG OV TTaipvoLV
avaotoieic SGLT2. Zvvictdtol va ¥pnoIHOTOLEiTe EVOAAKTIKEG LeBOOOVG Y Vo TopakoAiovbeite Tov
YAVKOUKO EAEYYO.

Houdratpiog ninBoouog
Meréteg aAAniemdpdoemv Exovv Tpayuatomombel pévo oe eviilkeg.




Metoppivn

Mpn ovvietauevy tavtdypovy ypron

O1 K0TIOVIKOT TP AYOVTEG O1 0TT0101 ATOBAALOVTOL LEG® VEQPIKNG COANVOPLOKNG ATEKKPLONG (TT.Y.
OLUETIOVT)) UTOPEl Vo OAANAETIOPAGOLV LE T HETQPOPUIVN, KoBmG avTaymvilovtal yio To 1310 GUGTAUATA
VEQPIKNG COANVOPLOKNG LETAPOPEG. Mia perétn mov d1e&nydn o entd euo1oAoyiKovg VYieic e0eAoOVTEG
£0e1&e 0TL N olpeTIdivn yopnyovpevn oe doon 400 mg S0 QopEg NuepNcimg, AVENGE TN GUGTNUATIKN
ékBeon (AUC) ot petpoppivn katd 50% kot tn Crax kotd 81%. Ipémel cuvenmg va eEetaleton To
EVOEYOUEVO EQOPLOYNG OTEVIG TAPUKOAOVONGNG TOL YAVKOIUIKOD EAEYYOL, TNG TPOGAPLOYNG TNG SOOTG
EVTOG TOV GLVIGTMLEVOV EVPOVE KOt 01 OAANYEC TNG avTidafnTikng Oepameiog Katd T cuyyopnynon
KOTIOVIKOV QOPUOKEVTIKAOV TPOIOVIMYV, TOL OTOBAAAOVTOL HECH VEPPIKNG COANVUPIOKNG OTEKKPIONG,.

Owonvevuotwon

H oAxooiin to&ikmon oyetiletot pe avénpévo Kivouvo YoAakTiknG 0&Emaong, Kupimg 68 KOTAOTACELG
VINOTELOG, VTOGITIGLOV 1] NAATIKNG SLVGAEITOVPYING, AGY® TNG LETPOPLIVIG TOV Eival OPOGTIKY OvGia
OVTOV TOV POPUAKELTIKOD TTPoidvTog (BAEre Tapdypapo 4.4). H KatavaAmon ovorvedLaTog Kot
(QOPLOKEVTIKAV TPOIOVIMV TOV TEPIEXOVLV UAKOOA TPETEL VOL ATOPEVYETOL.

Xopnynon 1wdlobywv oKIoypapiKOY ToPaYOVIWY

H evdayyeiaxn yopnynon 1wdodymv oKIoypaAPIKOV HEGCMV UTOPEL VO 00 YNOEL GE EXAYOUEV OO TN
OKLOYPOPIKT OVGI0 VEPPOTADELD, KATUANYOVTOG GE CLUGCMPEVCT] TNG LETPOPUIVIG KOl GE ALENUEVO
Kivouvo gpeaviong yoraktikng o&éwong. H petpopuivn Ba Tpémel va StoKOTTETAL TPV 1) KOTA TN (POVIKN
OTUYUN TNG OTEIKOVIOTIKNG O10d1KaGiag Kol Vo EEKIVAEL EK VEOL TOLAGYLIOTOV 48 MPEG KATOTV AVTNG, VIO
v TpoimdBeomn OTL 1 veppikn Aertovpyia €xel emavekTunOel kot £yel damiotwbel 6Tt givan otabepn
(BAéme mapaypdpovg 4.2 kot 4.4).

20VOVOOUOL IOV ATAUTODY TPOPVAGLELS KOTA TH YpHon

To yAvkoKopTiKOEWT (LEGMO GLOTNUATIKNG KOl TOTIKNG 000V YOPNYNoNgS), ot 2-0yovicTéG Kot To
SoVPNTIKA EYOVV EYYEVT] VIEPYAVKALUIKT] Opdor]. O acOevig TPEMEL VO EVILEPDOVETOL KoL VO,
SlEVEPYOLVTAL GLYVOTEPOL EAEYYOL TG YAVKONG aipatog, Wiaitepa Katd v Evapén tng Bepaneiag pe
OVTA TO POPUAKEVTIKA TpoiovTa. Edv kpiveTon avaykaio, mpénel va tpocapuoletal n d0om tov
VIOYAVKOLUIKOD QOPLOKEVTIKOV TPOTOVTOG KATA TN dldpKeLn TG Oepameiog Pe To GANO PAPUOKEVLTIKO
TPOTOV Kol KATE T S10KOTY| TOV.

Op1opéva PapUOKEVTIKE TPOTOVTO EVOEXETAL VO, EXNPEAGOLY OPVNTIKA TN VEQPIKN AEITOVPYia, TO 0010
EVOEYETOL VO 0VENGEL TOV KIVOLVO YOAOKTIKNG 0EEmONG, .Y, MEZAD, cuumepAapfovouévav Tmv
EMAEKTIK®V 0vaoTOAEWV TNG KukAoo&uyevaong (COX) 11, avactorémv ACE, aviayovietov Tav
VTOdOYE®V NG ayyelotevaivng 11 kot dtovpnTikdv, 1ding dtovpnTik®dv ¢ aykOAne. Katd v évapén 1
YPNON TETOLWV TPOIOVIMV GE GUVOLUGUO LE LETPOPUIVN, EVOL amapaiTnTn 1 OTEVI TOPAKOAOVON O TG
VEQPIKNG Agttovpyiag.

Ivoovlivy kou exkpitoywyd TS 1veovAivig

H woovlivn kot ta eKkpitayyd e WeoLAIvIG, OTMG 01 GOVAPOVLAOLPIES, TPOKOAOVY VITOYAVKALLIA.
Kotd ovvénela, pmopet va amaiteitol younAotepn 0661 TG VGOVAIVIG 1] EKKPLTOY®YOV TNG VGOLAIVIG
Yo va pelwBel o Kivovvog vroyAlvkaipiog, OTav YPNOLOTOIEITOL G GLUVOVAGUO UE peTQoppivn (PAETe
Topoypapovg 4.2 kot 4.8).

4.6 Tovipétnra, KONON KO Yorovyia
Kvnon

Agv datiBevton dedopéva oyeTikd pe tn yprion tov Ebymect 1 e damayhololivig oe £yKveg yovaikeg.
Mehéteg oe apovpaiovg 6Tovg 0moiovg yopnynonke damayiplolivn Katédel&ay To&KdTNTA GTOVG
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OVOTTUGCOUEVOVG VEPPOVS KATE, TN YPOVIKT| TEPTI0O0 TOL AVTIGTOLYEL GTO OEVTEPO KO TPITO TPIUNVO TNG
KOnong otov avlpwno (BAEne mapdypago 5.3). g ek TOVTOV, 1] YPNOT AVTOV TOL POPLUUKEVTIKOD
TPOTOVTOC OV GLVICTATAL KATE TN S1APKELN TOV SEVTEPOL Kot TPITOL TPUIVOL NG kuomong. [leplopiopévog
aplOLOG OESOUEV@V OO T YPNON TNG LETQOPUIVIG GE £YKVEG YUVOIKEG OEV DTOOEIKVVEL ALENUEVO KiVOUVO
oLYYEVAV duoTAooIOV. Meléteg oe {da pe petpopuivn dev £deiéav emPrafeig emdpacelg otnv
€YKLOLOOUVT, TNV EUPPLIKN 1 TNV TEPLYEVVITIKN OVATTLET, TOV TOKETO 1 TN UETAYEVVITIKY avATTLEN
(BAéme mapdypago 5.3).

Orav n aoBevig oxedidlel va omoKTioel Toudl Kot Katd Tn S1dpKELN TG EYKVUOGVUVIG, GUVIGTATOL VO PNV
OVTILETOTIETOL O SLOPTNG E AVTO TO PAPUAKELTIKO TPOIOV, OAAA Vo xpnotponotn el tvoovdivn yio T

datnpnon Tev emmédv TG YAVKO(NG ailatog 060 TO SLUVOTO MO KOVTA GTO PUGIOAOYIKO, TPOKELEVOD

va pelwbel 0 Kivouvog SVGTAAGIOV TOV PBPEPOVG GYETILOUEV®V LLE UM PUGLOAOYIKG ETiTEd TNG YALKOLNG
aipoTog.

Oniacudc

Agv gival YvooTo KAt 1060 0VTO TO PUPRAKEVTIKO TPoidv I 1 damayAerolivn (ka1 ot peTafolrites Tng)
OTEKKPIVOVTOL GTO UNTPIKO Yaha. Atabéoipa pappakodvvapkd/toéioroyikd dedopéva oe {oa £dei&av
amékkpion g damayAiprolivng/petofoltdv oTo Yaia, KaBmg Kol appokoloyikd dtapecorafodueveg
emdpdoeic ota Onralovta veoyvd (PAéme mapdypapo 5.3). H petpoppivn anekkpivetor 6to avlpdmivo
YOAo o€ PKPEG TOoOTNTEG. AgV UTOPEL VO OmOKAELGTEL EVOEYOUEVOG KiVOLVOG GTa veoyva/Bpéon.

Av106 TO PUPUOKEVTIKO TTPOTIOV dev Ba TpEmeL va, ypnolpomoteiton Katd T d1dpKele Tov OnAacuod.

Tovpotnta

Agv &yel peheBei 1 enidpaom avTov TOL PAPUAKELTIKOD TPOIOVTOG 1 TG damayApAolivng otnv
avOpoOTIVY YoViuoTtnTa. Xe apceviKovs kol OnAvkong apovpaiov, dev katadeiydnke enidpacmn trng
damayMerolivng ot YOVILOTNTa G€ 0MOLdNTTOTE LeAeTdpevN doo|. [ T petpopuivn, peréteg oe {oa
dev KaTESEIEAV TOEIKOTNTO OTNV AVOTAPAY@YIKT tKovotnTo (BAERE Topdypago 5.3).

4.7 Emopacelg 6Ty IKavOTNTe 0011YN61)G KOl EIPIGHOD P oviHdToY

H domayAeiolivn 1 N petpopuivn dev Exel kapia 1 (€L ACTIUAVTT EXIOPOCT] GTNV IKAVOTNTO 001]YNOTG
KoL YEPIOUOD punyovnudtov. [Ipémel va epiotdton 1 Ipocoyn TV acHeEVAOV GYETIKA LLE TOV KiVOLVO
VIOYAVKOLUIOG, OTOV GVTO TO POPUOKEVTIKO TPOIOV YOPTYEITAL GE GUVOLAGUO UE GAAG VTTOYAVKOLLUKE
(OPUOKEVTIKA TPOTOVTA TOV £ival SIOTICTOUEVO OTL TPOKAAOVY DITOYAVKOLi Kot To 6T 1 {AAN glvan
elvan o avemBounTn evépyeia mov mopotnpeiton pe tn damayiprolivny (BAére Tapdypapo 4.8).

4.8 AvemOovunteg evépysieg
"Exet kataderyOei Proicodvvapio tov Ebymect pe tn cuyyopnyoduevn damayAipiolivn kot petopuivn
(BAéme mapdypago 5.2). Agv éyovv mpaypotonon el OepamevTikég KMVIKEG SOKIUES LE TO SloKIN

Ebymect.

AomoyAerolivn o€ cuVOLAGUO UE LETQOPLIVN

20voyn 100 TPoYiA 0opalelag

e pia avaAvoT S eAeyXOUEVOV LLE EIKOVIKO QAPUOKO PEAETMV TNG domayAlprolivig g emmpdcoheTng
Oepomeiog oTN LETQOPLLIVT), TA OTOTEAEGUATA AGPAAELOG T)TOV TOPOUOLO LLE EKEIVA TNG TPOKAOOPIGUEVNG
evomomuéVNG avaivong 13 gleyyopevov pe eIKoviKd pApUOKOo PEAETOV TNG domayAprolivng (BAére
Aomayherolivn, ZOvoyr Tov Tpoeik ac@AAENG TOPAKAT®). Agv TovTtomomOnKav Tpdcbeteg
AVETOOUNTES EVEPYELEG Y10 TNV OUASO TOV GUVOLAGUOD dATOYALPAOLIVIG KO LETPOPUIVIG CUYKPITIKA [E
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EKEIVEC TOV aVOPEPONKAV Y10 TO EMUEPOVC GUOTATIKA. LE L0l EEYMPICTN EVOTOUUEVT] AVAALGT TNG
damayAprolivng g emmpochetng Bepaneiog otn peteoppivn, 623 dropa EAapav damayiipiolivn 10 mg
¢ emmpocbetn Oepameia ot peToppivn Ko 523 Elafov E1KOVIKO PAPUAKO GE GUVOVAGHO LE
HETQOPUiVT).

AamayMerolivy

2ovoyn Tov Tpoil aopdlelag
Y11g KAMvikég peAéteg Tov dafntm tomov 2, mepiocdtepot amd 15.000 acbeveig Eafav Oepameia e
damayMerolivn.

H x0pro a&lodldynon g aoparelng Kot TG ovekTikoTnTag O1eényon o€ o tpokabopiceév) eVOTomueévn
avdivon 13 Bpayvrpodecpmv (Emg 24 efoopuddmV) EAEYYOUEVAOV LE EIKOVIKO QAPUAKO LELETMV LE
2.360 dropo vo Bepaneia pe domayiprolivny 10 mg kon 2.295 vrd Bepaneia e EIKOVIKO PAPLOKO.

Y1 pedétn koapdiayysakov exfdoemv g damayipriolivng (DECLARE, BAéne mapdypago 5.1), 8.574
acBeveic ElaPav damayiuprolivn 10 mg ko 8.569 Ehafav E1KOVIKO QAPHOKO Yio SLAUESO XPpOVo EkBeomg

48 unvav. Xvvoikd, vanpyav 30.623 acbeveig-£tn éxbeong oe damayiprolivn.

O1 cuyvoTEP OVOPEPOUEVEG OVETIBVUNTEG EVEPYELEC OTILG KMVIKEG LEAETEC NTOV AOIUAOEELS TV
YEVVITIK®V 0pYAvVOV.

Katdioyoc avem@duntmv eVeEPYELHV LTTO LOPPT) TIVOKO

O ax6Aov0eg avemBOUNTEG EVEPYELEG EXOVV TOWTOTOINOEL OTIC EAEYYOUEVES LLE EIKOVIKO PAPLOKO KAVIKEG
UEAETEC TOV GUVOLOCUOV damayAlpAiolivn pe petpopuivn, KAvikég peréteg damayApiolivng kot KAVIKEG
doKIpEG pHetpopuivng, kabmg ko amd TV epmelpio petd v kukAopopia. Kapia € avtov dev
damiotddnke 6t NTav docoeaptmpevr. Ot avemBouunTeg EVEPYELEC TOV OVOPEPOVTOL TOPUKAT®
KOTIYOPLOTOLOUVTOL PE BAOT TN cuYVOTNTO KoL TNV KATNYopio opyovikod cuathuatoc. Ot katnyopieg
oLYVOTNTOG ELPAVIoTG opilovTal cOUP®VE HE TNV aKOAoVON cuvOnKN: TOAD cuyvég (= 1/10), cuyvég

(= 1/100 €wg < 1/10), o1 cuyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 £émg < 1/1.000), oA
omavieg (< 1/10.000) ko pun yvootég (dev pmopovv va ektiunbovv pe faon ta dwbéciua dedopéva).

Mivaxag 2. AvemOopnteg gvépyeieg

Katyopia oA ovyvés | Tuyvég ‘O ovyvég Yravieg oAb omavieg

Opyavikov

YVoTHNOTOS

Aowuaéeis kou AolokoAmitioa, Mvykntioon Nekpotikn

TOPACITAOTELS Boiavitido Kot mEPLTOVITION
oyeTIOUEVEG TOV TTEPIVEOL
roaéelg Tov (Yayypova
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* H ovemBountm evépyela Kot ol KOTnyopieg cuyxvotnTog yio T Hetgoppivn Pacifovtarl € mAnpogopieg and v

[epiinym tov Xopaktnpiotikdv tov [Ipoidvrog e petpoppivng oty Evponaix) Evoon.

P BAéne avticToym vronapdypopo mopokdTo yio emmpdcOeTes TANPOPOpIES.
Y O 6pog 01d010KOATITION, BaAaviTIdn KOt GUVAPELG AOIUDEELS TOV YEVVNTIKAV 0pYAVOV TEPIAAUPAVEL TT.Y., TOVG
TPOKUOOPICUEVOVS TPOTIUDUEVOVS OPOVG: OOOLOKOATIIKT) LUK TIOCIKT AOTH®EN, KOATIKNY Aoipmén, faiavitida,
HUKNTIOGIKT AOTLOEN TOV YEVWNTIKAOV 0pYAVOV, AOOLOKOATIKY KAVTIVTINGT, 0OOI0KOATITION, KAVTIVTIOGIKT
Boiavitida, KOVIIVTIOGT YEVVNTIKAV 0pYAVOV, AOTHMEN YEVVNTIKAV 0pYAvVAOY, AOTH®EN OVOPIKAY YEVVITIKMV
opybvov, Aolpmén Tov TEoVG, odoUTIdN, BOKTNPLOKT KOATITION, OTOGTNIA TOV d1doiov.
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%0 6pog ovporoinwén mepapBaver Tovg oKOAOVOOVC TPOTIUMUEVOLC OPOVE, TTOV TaPATiOEVTAL KATé GEIPE
avOPEPOLEVNC GLYVOTNTOG: OVPOAOILMOED, KUOTITION, OVPOAOTH®MEN amd KoAoPaktnpidio, Aoipmwén Tov
OVPOTOLOYEVVITIKOD GUGTHIOTOC, TUEAOVEPPITION, PAEYLLOVI] TOV KUGTIKOD TpLy®voL, ovpndpitida, Aoipmén tov
VEQPOL KOl TPOGTATITION.

£ 0 6pog HEI®UEVOS EVOAYYELOKOS OYKOG TEPIAALUPAVEL, T.X., TOVS TPOKADOPIGUEVOVG TTPOTILDIEVOLS OPOVG:
aQLIATWOOT], VTOOYKALLiN, VTOTACN.

°* O 6pog ToAvovpia TEPIMAUPAVEL TOVG TPOTILAUEVOLS OPOVE: TOAAUKIOVPiN, TOAVOLPIa, AVENUEVT] ATOBOAT|
00pOV.

¢ Ot péoeg petaPoréc otov arportokpitn amd T &vapén ftav 2,30 % yio ) damayAprolivy 10 mg évavt -0,33 %
Yo TO €1KOVIKO Qappako. Tiég apatokpitn >55 % avaeépbnkav o 1,3 % tov atopmv mov Elafav damayiiprolivn
10 mg évavti 0,4 % TV atép®V VO EIKOVIKO GAPLLOKO.

TH pokpoypdvia Bepameio pe pet@oppivn £xel cuoyeTiobel pe petopévn anoppodenon g Prrapivng B12 yeyovog
OV GE TOAD OTAVIEG TEPIMTAOCELS UTOPEL VO 001 YNOEL O KAVIKG ONUAVTIKT averdpketo TG Prrapivig B12 (m.y.
peyoloPAOGTIKY avarpio).

% To Yoo TPEVTEPIKE GUUTTOMOTO OTOG VAVTIO, EUETOC, SLEPPOLD, KOIMAKO GAYOg Kol AmdAELS TG OPEENG
epupavifovrar cuyvotepa katd Ty Evapén g Bepameiog Kot VTOYM®POVY AVTOHOTO GTHV TAELOVOTNTA TOV
TEPMTHOCEDV

'H péon mocootiaia petofor and v évapén yio ) damayiiprolivn 10 mg EvovTt TOL EIKOVIKOD (OPLAKOL,
avtioTolya, Tav: oOAlKY YoAnotepoAn 2,5 % évavti -0,0 %, HDL yoAnotepoin 6,0 % évavti 2,7 %, LDL
xoAnotepon 2,9 % évavti -1,0 %, tpryhvkepida -2,7 % évavt -0,7 %.

“ BAéme Tapdypaeo 4.4.

* AvapépOnke otn pedém kapdiayystakdv ekpacenv oe acdeveic pe Stafrtm tonov 2 (DECLARE). H cuyvotnta
Bacileton og eTo10 TOGOGTO.

* H avemBoun evépyetla tavtonomdnke pESm maparxorovdnong petd v kukAoeopia. To eEavOnua nepiiapupdvet
ToVG aKOAOLOOVG TPOTILAUEVOVG OPOVC, TTOL KOTAYPAPNKOV KOTA GEPA cLYVOTNTAG 68 KAMVIKES dOKIUES: eEAvOT U0,
eEAvON Lo yevikevpévo, eEvOnpa kvnopmdeg, e&avinpa kndmodeg, eEavinua knAdopratidmdes, e£dvinpa
PAVKTOVOOES, EEAVOM A LCOAMIMAES Kot e&AvON I epLONAT®OEC. Ze KAMVIKEG OOKILES ELEYYOLEVES LLE OPOUCTIKO
Kot govikd eappoko (damaylpArolivn, N = 5.936, 6Lot ot éreyyot, N = 3.403), n cuyvotnta eEavOnqpatog oy
mapopota yiao tn domayAeArolivn (1,4%) kot yro 6lovg Toug Edeyyovg (1,4%), avtiototya

*Avopéponkay 6e > 2% tav atdpmv Kot > 1 % mepiocotepovg Kot 6g TovAdyioTov 3 mepiocdTepa dTopa mov Loy
SdomayApArolivn 10 mg, GUYKPITIKA LE TO EIKOVIKO PAPLLOKO.

" AvopépOnkay amd Tov epevvnTh ¢ duvnTikd oyeTlopueve, mbavov oyeTilopeva 1 oxetildpeva e tr Oepameio g
peAétng kat avagepopeva og > 0,2 % tov atopmv kot Katd > 0,1 % meptocdTepous Kot 68 TOLAGYICTOV

3 meprocdtepa dropia, Tov Elafav damayAiprolivn 10 mg, GLYKPITIKE e TO EIKOVIKO QAPLLOKO.

Ieprypa@n TV EMAEYUEVOV OVETIOOUNTOV EVEPYELDV

Aarayhiprolivy kai uetpopuivny

Yroylokouuio

e peréteg pe damayAprolivn og Bepomeio TpocONKNg GLVOVAGHOD LUE HETPOPLIVT, ETELGOIIN IOCOVOG
VIOYAVKOALIOG ovopEPONKOY GE TOPOHOLIEG GLYVOTNTES GTNV OLAda TTov EAafe damayiipArolivn 10 mg kot
petopuivn (6,9%) kot oty opada EIKOVIKOD QUPIAKOL Kol LeT@opurivng (5,5%). Aev avaeépOniay
ovppdavra peilovog vroyivkaipiog. [Tapdpoteg mapatnpnoelg Eyvay yio Tov GUVIVAGUO damayAlpAolivig
UE PETQOPivVY og un Tpobepamevpévong aoeveic.

e wa perémn Bepameiog TpocOnkng oe LETEOPIVI Kol GOLAPOVLAOLPiL SloGTHHATOG £0G 24
efdouddwv, avapépbniay enelcodio nocovog vroyAvkayiog og 12,8% twv atopmv mov Eaafav
damayhMerolivn 10 mg pali pe peteoppivn Kot pio sovigovolovpia Kot o€ 3,7% TV atoumv Tov EAafav
EWKOVIKO apuaKo poll pe peteopuivn Kot po GovApovuiovpic. Agv avaeépOniay couPavta peilovog
vIoyAvKapiag.

Aazayriprolivy

Aidoiokolritido, Poatovitioo kol oxeTi{OUEVES AOLUMEEIS TWV YEVVHTIKDV 0PYAVDV

210, GUYKEVIPOTIKA dedopéva aopareiog Tov 13 peretdv ardotokoATitida, faiavitido Kot oxeTI OUEVEG
AOWUMDEELG TV YEVVITIK®V 0pYavav avapéptnkay oto 5,5% kat 0,6% tev acbevav mov Erafav
damayAprolivn 10 mg kot eucovikd papuaxo, avtiotorya. O TeplocdTEPEC AOUMEELG NTOY NG EMG
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HETPLOG EVTAOTG KO TOL GTOLLO, aVTOTOKPiONKay 6g évav apytkd KOKAO cupPatikng Bepareiog kol omdvia
odMynoav o drokomn g Oepaneiog pe damayAipAiolivn. Ot AoludEELG avTéc NTaV oLy voTEPES o€ ONhen
dropa (8,4% ot 1,2% yia tn damayAiprolivi Kot To EIKOVIKO QAPLOKO, OVTIOTOLY0) KO TO, GTOOL LLE
TPOTYOVLEVO 1GTOPIKO NTOV TOAVOTEPO VO £0VV VITOTPOTIALoVTa AOTU®ED.

¥t perétn DECLARE, o apiBuég tov acevov pe cofapd avemBounto copfavta AoUOEEDY TV
YEVVITIK®OV 0pYAVOV NTOV HKPOS Kol I60PPOTTNUEVOGS: 2 acbeveic oe kdOe pio amd TIg OPAdES TNG
domayAeAolivig Kot Tov EIKOVIKOD (OPLAKOV.

"Exovuv avapepbei Tepiotatikd eipmong/eniktntng eipmong oe cuvdvacoud pe damayiiplolivn Kot
TOVTOYPOVA UE AOUMEELG TMV YEVVITIKOV OPYAVOV. LE OPIGUEVEG TEPITTMGELC, NTOV OTAPUITNTN M
TEPLTOUN.

Nexpawrtikn wepirovitida tov mepivéov (yayyporva tov Fournier)
"Exouv avaeepbei mepiotatikd yayypawvoag tov Fournier petd v xukhogopio otnv ayopd oe acbeveic mov
Aappavav avactoreig SGLT2, coprneptrapfavopévng e domayorolivng (BA. mapdypapo 4.4).

¥t perétn DECLARE, pe 17.160 acBeveig pe caxyopmon dwapntn tomov 2 Kot didpeco ypdvo £kBeong
48 unvav, avaeépbnkay cuvolkd 6 Teplotatikd yayypawag tov Fournier, éva otnv opdda Bepomeiog pe
damaylMeiolivn kot 5 otnv opddo Tov EIKOVIKOD GopUAKov.

Yroylokouuio
H cvyvomta g vroyivkopiog eaptdto amd Tov TOTOo TG Pactkng Oepameiog mov ypnoonowdnke o
KG0e perérn.

Mo t1g perétec g damayAiproliving yopnyoovuevng og Bepaneio Tpochning otn LeETQOPUiv 1 G
Oepoameio TpocOnKNg otn crtayArtivy (Le 1 YOPIc LETPOPUIVN), 1| CLYVOTNTO, TV ETEICOSIMV |OCOVOG
vroyAvkaipiog frav mapopota (< 5%) peta&d Tov BepamenTikdv opdd®mv, TEPIAAUPOVOUEVNG TNG
Oepomeiog pe eKovikod pappoko ddpkretog Eog kot 102 efdopuddwmy. Xe Oleg TIG HEAETEG, T cLUPAVTA
petlovog vrroylvkoiog nTav oyt cuyva kot cuykpiotpa peta&d Tov opddwny mov Eafav damaylipAiolivn
N EKOVIKO PApUOKO. Xg o LEAETN pe TPoGSH KT VGOLAIVIG, TapaTnpOnKay VYNAGTEPA TOGOGTA
vroyAvkaipiog (PAEme mopdypapo 4.5).

e wa perémn Bepameiag TpocsOnkmg oty veovAivn dudpkelag mg kot 104 efdouddwv, avaeépOniay
petlova vroyAlvkopikd engicodia oto 0,5% kar 1,0% tov acbevav e opnddag damayiiprolivng 10 mg
Ko WeoLAivg Tig efdopddeg 24 ko 104, avtiotoya, Kot 610 0,5% TV acfevdv Tng opddag EIKOVIKOD
QOpPUAKOL KOl VGOLAIVTG Tig Efdopnadeg 24 kar 104. Tig efdouddeg 24 kai 104, enelc6d10 100OVOG
vroyAvkaipiog avaeépbniay, avtictorya, oto 40,3% kot 53,1% twv acbevav mov Ehafav
damaylprolivn 10 mg kot tvooviivn kot oto 34,0% won 41,6% tov 0o0evav mov Erafav EKoviKo
(APUOKO KOL LE VGOVALVT).

¥t puedétn DECLARE, dgv mapatnpndnke avénpévog kivovvog peilovog vmoyAvkaipiog e tn Oeparmeio
ue doamayAprolivn e cOYKPLON UE TO EIKOVIKO QApHoKO. ZopuPdvto peilovog vroylvkoipiog
avapéptnkav g 58 (0,7%) acbeveic mov EhaPav Bepaneio pe damayiipriolivn ko 83 (1,0%) acbeveic mov
Eafov elKoVIKO PAPLOKO.

Meiwan tov evdayyeioxod oykov

210, GLYKEVIPOTIKA dedopéva aoPureiag TV 13 HEAETOV AVTIOPAGELS TTOL VITOONADVOVVY UEIMCT TOV
EVOUYYELOKOD OYKOV (TEPIAAUPOVOUEVOV OVAPOPDV APVIATOOTG, VTOOYKALLIOG 1) LTOTOOTG)
avaeépinkav oto 1,1%xkot 0,7% tov atdpmv, Tov Elafav doamayiprolivny 10 mg Kot euKoviKo eapuaxo,
avtioToyya. XoPapéc avemBounteg evépyeleg eppaviotniay oto < 0,2% TV acbevav pe 1coppomnuévn
katavoun peta&y g damayAiprolivng 10 mg kot tov gikovikod eapudkov (BAéne Tapdypago 4.4).
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¥t pedétn DECLARE, o apiBuog tov acfevav pe cupfavta Tov vrodnidvouy Leimon Tov
EVOYYELOKOD GYKOL NTAV 1GOPPOTNUEVOS HETAED TV opddwv Bepameiog: 213 (2,5%) ko 207 (2,4%) otig
OLAdEG TNG damaryAlPAOLIvVIIC KOl TOV EIKOVIKOV POpUAKOL, avTicTowyd. Zofapd avemiBounta coppdva
avapépOnkav og 81 (0,9%) xar 70 (0,8%) acBeveic oty opdda g domayAeAolivig Kot Tov E1KOVIKOD
QopuraKov, avtiotoryo. To cuufavta NTav Yevikd 1copponnuéva HETaED TV opuddwy Bepaneing o OAeg
TIG VTOOAdES NAKIG, ¥PNoNS S10VPNTIKAOV, apTNPLOKNG Tieons kat ypnons a-MEA/ARB. Xe acOeveig pe
eGFR < 60 ml/min/1,73 m? xotd tv évapén, vapyav 19 coppavio cofapdv avemBoumToy evepysidy
OV LITOONAMVOLV UEIMGT TOL EVOUYYELNKOD OYKOV OTNV OUdda TG damoyApAolivng kot 13 cupfdvia
OTNV OHAA0 TOV EIKOVIKOD QUPUAKOV.

Awofnuiry ketoléwon

>t pedétn DECLARE, pe d1dpeco ypovo éxbeong 48 unvov, coppdvta AKO avapépbnkay o 27
acBeveic oty opada g damayiiprolivng 10 mg kot og 12 acbeveic 6TV opdda TOL EUKOVIKOD
eappdrov. To cuuPavto avEKLYOY OLOIOLOPPO. KOTOVEUTLEVE, KOTA TNV TEPI0d0 TNG HEAETNG. ATtO TOVG
27 aoBeveig pe cvpfavta AKO oty opdda tng damayiiprolivng, 22 elyav cuyyopnyovuevn Oepaneio
WGOLAIVIG KaTd TN ¥poviKh oTLyun) Tov cvpfavtoc. Ot mpodiabeoikol mapdyovreg yio AKO ftav énwg
avapeVOTay o€ évav TANOLGUO e cakyap®on dtafntn Tomov 2 (PAére mapdypoeo 4.4).

Ovpoloywdierg

210, GUYKEVIPOTIKA dedoUEVA 0oPUAEiNG TV 13 peEAETOV OLPOAOIUMEELG avapEPONKAY cLYVOTEPT, Y10, TN
damayMeroliv cuyKpiTikd [ To glkoviKo edpuaxo (4,7% évavtt 3,5%, avtiotoya, PAEne

mopaypapo 4.4). O1 meprocdTEPES AOWMEELG NTOV HTTLAG EMG LETPLOG EVTOOTG KO TO ATOHO
avtoamokpidnkav oe Evav apyikd KOkAo cuppatikng Oepameiog Kol orvia 00NYNGaV 6 SOKOT| TNG
Oepameiog pe damayAiprolivn. Ot AOUDEELG AVTEC NTAV CLYVOTEPESG GTIC YUVOIKES, KOL TO (TOWO LE
TPOTYOVLEVO 1GTOPIKO NTOV TOOVOTEPO VA £XOVV VITOTPOTIALovaa AoTH®EN.

¥t puedétn DECLARE, cofopd coppdvto ovporotudEemy avapéptnkay Aydtepo cuyva yio, )
damaylprolivn 10 mg cuykpitikd pe 1o eikovikd edappako, 79 (0,9%) coupavta évavtt 109 (1,3%)
cuupdviov, avtiotoyo.

Avénuévny kpeativivy

Ot oyetkég pe TV avENUEVN KPeaTIVivn avemBounTeg EVEPYELIEG NTOV OLOOOTTOINUEVES (T, LELOUEVN
VEQPIKT KAOapoT KpeaTIVIVIIC, VEQPPIKT duGAEITOVPYia, AVENUEVT] KPEATIVIVI] QLOTOG KO LELMUEVOG
pLOUOG oTEpaUaTIKNG O oNC). AvTi 1 opadoToinoT TV AvTdpacewy avapépdnke oe 3,2% kot 1,8%
TV acbevov mov EhaPav damayiiprolivn 10 mg kot euKoviKO @apuaKo, ovtiotoryo. e acbeveig pe
(LCIOAOYIKT VEQPPIKT AELTOLPYIO 1] NTTLOL VEQPPIKT] SucAettovpyia (opyIkn TN

eGFR > 60 ml/min/1,73m?) 1 opadonoinon avty Tov ovtidpdosnv avapépdnke ot 1,3% kat 0,8% Tmv
acBevov mov rafav damaylipAiolivn 10 mg kot eKoviKd eAappraKo, avtiotoryo. Ot avTidpacelg auTég
ATav cuvoTepsg o8 acbeveig pe apycn Ty} eGFR > 30 kat < 60 ml/min/1,73m? (18,5% SomaryAiprolivn
10 mg évavtt 9.3% ekovikd ApHOKO).

H mepartépo a&rordynon acbevav mov giyav oyeTIKEG e TOVG VEQPOVG avemBOUNTES EVEPYELEG £0E1EE OTL
01 TEPIOCOTEPOL ElYav HETAPOAEG Kpeatvivig opob < 44 pukpoypappopdpw/l (<0,5 mg/dl) and v
apykn T, Ot awéNoElg TS KpeaTvivng NTay YEVIKA TOPOJIKES KATA T S1APKELN TG GLVEXOVG
Oepameiog N avaoTpéyiesg Petd tn dokonn g Oepaneiog.

¥t puedétn DECLARE, cvunepilapfovopévey tTov nAKIOPEVOV aclevov kot Tov actevdv e VEPPIKT
Svohertovpyio (eGFR pukpétepo amd 60 ml/min/1,73 m?), 1o eGFR peiddnke pe v mépodo tov xpdvou
Kot 6TIg 000 opddeg Bepameiog. Ze 1 €tog, N puéomn T tov eGFR ftav ehappdg yopnmiotepn kot ota 4
étn, n uéon Ty tov eGFR ftav ehappmdg vynAotepT oty opada tng damayApAolivng 6€ GOYKPIoT| UE
TNV OLLASN TOL EIKOVIKOD (OPUAKOV.

Avopopd mhovorloyodLeEVOV avVETIOOUNTOV EVEPYEIDV
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H avapopd mhovoroyobuevov avemBOunTov evepyelmv PETA amd TN YopnyNon Gdelog KUKAOPOPIag TOV
(OPUOKEVTIKOV TPOTOVTOC Elvan onuavtiky. Emttpénetl ) cuveyn mapakoiovdnon g oyéong oeEAovc-
KIVOUVOL TOL POPUUKEVTIKOD TPOTOVTOG. ZNTEITOL OO TOVG EMAYYEMIOTIEG VYEING VAL OVOPEPOLV
OTO1EGONTOTE TOOVOLOYOVUEVEG OVETIOOUNTEG EVEPYEIEG LEG® TOV EBVIKOD GUGTNLOTOG CVOPOPAS TOV
avaypaeetor oto [apdapua V.

4.9 Ymnepdooolroyia

H amopdxpovon tng damayriprolivng pe arpokabapon dev £xetl peretnOel. H mo amotedespotikn
1EBOSOG Yo TNV ATOUAKPVVOT) TG LETPOPUIVIG KOl TOV YOAUKTIKOV gival 1 aiptokabopor).

AamayMerolivy

H damayleiolivn dev eupdvice omolodNToTe TOEIKOTNTO GE VYU GTOLO KOTE TV 0T0 TOV GTOHOTOG
xopnynon epanas d6cewv £mg Kot S00 mg (50 popéc VYNAGTEPES OO TN LEYIOTT GUVIGTAOUEVT dOGT OTOV
avBpomo). Ta dropa avtd giyav aviyvedoiua enineda YALKOING ota 00pa Y1 Lo S0G0eEUPTMOUEVT
YPOVIKN TTEPi0d0 (TOLVAGYIoTOV 5 NUEPES Y1 TN d0om TV S00 mg), yopig Kopio avapopd apuddtoong,
VIOTOONG 1 OL0TAPAYNS TOV 160LVYIOV NAEKTPOAVT®V Kot Y®PIG Kopio KAMVIKG GUAVTIKY| EXIOPOCT] GTO
pecodidotnua QTc. H erintwon g vroylvkopiog 1tav mopopoto, e EKEIV] TOV EIKOVIKOD PapUAKov.
e KMVIKEG PeAETEG aTIC omoieg yopnynnkay epanal nuepnoteg 06celg £mg kot 100 mg (10 popég
VYNAOTEPES OO TN GLVIGTAOUEVT dOGT GTOV AVOP®TO) Y1 2 £BOOUASEG O VY1 ATOLO KO (TOUO LE
daPfnn OOV 2, M EXMTOOT TNG VAOYAVKAUING NTAV EAUPPDS DYNAOTEPT] GUYKPITIKA UE TO EIKOVIKO
Qappako Kot dgv Ntav docoefaptmdpevn. To T0c0oTd TOV avemBOUNTOV GUUPBAVTOV TEPIAAUPOVOUEVEOY
aQLOATOONG 1} LTOTACNG, NTOV TAPOUOLN LLE EKEIVO TOL EIKOVIKOD QOPUAKOD KOl OV TapaTprONKaY
KAMVIKG GNUOVTIKEG S0C0EEAPTMUEVEG LETAPOAEG TV EPYACTIPLOK®Y TOPOUETPOV, TEPILOUPAVOUEVDV
TOV EMTEIDV NAEKTPOAVTAOV GTOV 0pO KOl TV PLOAOYIKMV OEIKTOV TNG VEQPIKNG AEITOVPYIOG.

Y mepintoon vepdocoA0YinG, TPEMEL Vo EEKIVI|OEL KOTAAAN AT VTOCTNPIKTIKY Oepameio 6mwS
VITOYOPEVETOL OO TNV KAWVIKT KOTAGTACT TOL 0.00EVOUG.

Metgopuivn

Agv &yl mapotnpn el vroyAvkaipio pe SO0ELg LETPOPUIVIG £mG 85 g, oV KOl EYEL AVOKDWEL YOAOKTIKN
o&émon og T€toleg mepmtdoelg. H vynAn vrepdocsoioyio 1 01 GuvuTapy)ovTES KIVOUVOL TNG LETQOPUIVIG
umopel v odnynoovv og yaraxtiki o&émon. H yalaktikn o&émon amote)lel enciyovoa 10Tpikn KOTAGTAOT
KoL TPETEL VO oVTETOTILETOL 6TO Voookopeio (PAére mapdypopo 4.4). H wo arotelecpatikn pébodog
Yol TV OTORAKPVUVGT TOL YOAOKTIKOD KOt TNG LETPOPUIVIG €ival 1 OLLOSOALOT).

5. DAPMAKOAOTI'IKEX IATOTHTEX

51 ®appoxodvvopKEg 1016TNTEG

Ddoppokobepamevtikn katnyopio: OApLOKE TOV XPTGLOTOIOVVTAL Y10, TO O10P1 T, CLVIVAGHOL OO TOV
OTOUOTOG YOPTYOUUEV®YV VITOYAVKAIK®OV Tapayoviov, kadikoc ATC: A10BD15

Mnyovicuoc dpdong

To Ebymect cuvdvalel 300 avTILTEPYAVKALUKA QAUPUOKEVTIKA TPOIOVTO LE SLOPOPETIKO Kot
CUUTANPOUATIKO pNYoviopod dpdong yio tn Pertimon Tov yAvkoipuikod eAéyyov o acbeveig pe dtafmntm
TOmovL 2: TN damayAMpAolivn, Evav avaoTOAEN TOL CUHUETAPOPEN VaTpiov-yAvkoing 2 (SGLT2), ko tnv
VOPOYA®PIKN LETQOPLIVT), £VOL LEAOG TNG KATNYOPLOG TV S1YOVaVISImV.
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Aozayhiprolivy

H domayhMoeiolivn givar évag mol woyvpog (Ki: 0.55 nM), ekAeKTIKOG KOl AVAGTPEYILOGC OVAGTOAENS TOV
SGLT2.

H avactoln tov SGLT2 amd ™ damaylipAiolivn HElOVEL TNV ErOVAppOeNOT TG YAVKOLNG amd TO
OTEIPALOTIKO dONUA 6TO EYYDG VEPPIKO COANVAPLO LE TOVTOXPOVN LEIMOT TNG EXAVOPPOPTONG VATPion
OV 00N YEl 6€ AMEKKPIOT YALKOLNG 6T 00pa Kol OGUMOTIKE O100PNOT|. ZVVETMS, 1| damoryApAolivn
VEAVEL TNV TTOPOYN VATPIOL GTO GIT® COANVAPLO, YEYOVOS TOL OLEAVEL TI GOATVOPLOKT OVASPACT] Kot
LEUDVEL TNV EVOOOTEIPAUATIKT TTEGN. AVTO G GLVOLAGUO LE TNV OGUMTIKN d10vpT oM 00NYEL GE peiman
NG VIEPPOPTIONG OYKOV, LEIWUEVT] OPTNPLOKT THEST] KOl YOUNAOTEPT) TPOPOPTION KoL LETAPOPTION, TO.
omola UTOPEL VaL £X0VV EVEPYETIK OTOTEAEGLLOTO GTNV KOPOIOKT OVOLOPPMGT], KOl SIOTNPEL TN VEQPIKN
Aertovpyio. Alheg emOPACELS TEPILOUPAVOLY OENCT TOV OLUATOKPITH KOl LEIMGT) TOV COUATIKOD
Bapovg. Ta kopdiokd Kot veppikd o@éAT g damayAipiolivng dev e€opTdVTOL ATOKAEIGTIKA OO TN
peimon g yAvkolng Tov aiporog.

H domayherolivn Bertiovel 1000 Ta emineda TG YAvKOING TAUCUOTOG VNoTElnG OGO KOt TNG
UETOYEVHOTIKNG YAVKOLNG, LEWDVOVTOG TN VEPPIKT ETAVOPPOPNOT| TG YAVKOING OV 00NYEl 68 amEKKPIoN
g YAukO{Nng ota ovpa. AvTi 1 OTEKKPLIoT TG YALKOING ota 0bpa (YAvkolovpikn emidpact)
TOPOTNPEITAL LETA TN XOPTYNON TNG TPMTNG dOONGS, cuveyiletan kKatd tn didpkela Tov 24mPov
d0G0AOYIKOD HEGOJIGTANATOC Kat dtatnpeitan kaf' 6An n dudpkela tng Oepaneiog. H mocdtnTa g
YAVKOLNG, TOV OMOUOKPOVETOL OO TOVG VEPPOLS LECH TOV AVAOTEP® UNYOVIGUOD €EAPTATOL OO TN
CLYKEVTP®ON TNG YAVKOING 6TO aipa Kot To puBud omelpapotikng dmdnong. g ek To0ToL, G ATOUN LE
PLO0A0YIKT YAVKOLN aipotoc, N damayAiplolivn Exel xaunin Taon va tpokaiel vroyAlviopio. H
damayMelolivn dev LEIDOVEL TN PUOIOAOYIKT EVOOYEVT TTapay®YN YAVKOLNG MG 0mOKPLoT GTNV
vroyAvkoipio. H damaylerolivn dpa aveEdptnto amd tnv £KKpion Kot T dpdon e tveovAivig.
Hopatmpnonke ertioorn 610 LOVTELO OLOIOGTOOTG Y10 TIV EKTIUNGN TNG AELTOLPYIOG TOV P-KLTTAP®V
(HOMA beta-cell) og khvikég peréteg pe damayApiolivn.

O SGLT?2 ekppaleton emiektikd otov veppo. H domayhololivn dev avacTEALEL AAAOVG LETAPOPELS TG
YALKONG ONUAVTIKOVG Y10. TN LETAPOPE TNG YAVKOLNG OTOVE TEPIPEPIKOVG 1GTOVS Kot ELPaVILEL

> 1.400 popég peyorotepn ekiextikotnto yio tov SGLT2 évavti tov SGLT1, 10 Bacikd petapopéa 6to
évtepo mov gufdveTan Yo TNV AmoppoOPNoN TNG YAVKOING.

Merpopuivy

H petpoppivn givar éva dryovavidio pe avtiomepyAukoipikég 1010t TEG, TO 0TOI0 UEIMVEL TOGO T1 PACIKN
0G0 KO TI PLETAYELHOTIKT] YAVKOLN TAAGHaTOC. Agv dleyelpel TNV £KKPLoT IVGOVAIVIG KOl O EK TOVTOV
dgV TPOKOAEL LITOYALKOLLOL.

H petpoppivn pumopel va dpdoet HEC® TPUDV PNYOVICUOV:

- peimong tng mapaywyng YAvkolng oto Nrap HLEGM OVOGTOANG TNG YAVKOVEOYEVESNG KOl TG
YALKOYOVOALGONG

- pETPLOG avENONG TG ELOCONGING GTNV WWGOLALIVY, BEATIOVOVTAG TNV TEPIPEPIKT TPOGANYT] Kol
XPNon G YAVKOENG 6Toug HiEg

- emPpaduveng g EVIEPIKNG amoppoPNong YAvKolne.

H petepoppivn dieyeipetl v evdokuttdpio oOvOEST] YALKOYOVOL dpadvTog €l TG cuvleTdong Tov

yYAvkoyovov. H petpoppivn av&avetl tnv ikavotnto LETAQOPAS E0TKOV THTOV UEUBPUVIKOV DTOJ0YEDV

g yAvkodng (GLUT-1 kou GLUT-4).

Dapuokodvvatkic EMOPAUCELS

Aazayriprolivy
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Avénoeig 6NV anekkpvopevn TocotTa YAVKOING ota 00pa mapatnpOnkay o€ vyu] GToa Kol GE ATOp
Ue caxyopmon dapntn tomov 2 petd tn yopnynon darayiiprolivng. Katd tpocéyyion 70 g yAvkoing
ameKKpivovTay Nnuepnoimg ota ovpa, (avtiotoryovv o 280 keal/muépa) pe 66om damayliprolivng

10 mg/muépa o€ aropa pe cakyapmon dtafrtn tomov 2 yio 12 gfdonddec. Evdeileig ouveyovg anékkpiong
YALVKO{NG mapoTnpOnKay 6€ GTopo e GOKYOPDN dlafrtn THTOV 2, GTOVG 0TOiI0VG YopPN YN ONKE
domayhMprolivn 10 mgmuépa yio Eog Kot 2 £T).

H améxkpion yAvko{ng ota ovpa pe ™ damayiupAiolivn odnyel eniong oe ooU®TIKN d100pM oM Kot
0VENGELG GTOV OYKO TV 0VPWV GE GTOUO [LE SaKYap®ON dtafntn Tomov 2. O 6yKOog TV 0VpmV avédveTal
o€ atoua pe oakyapmorn dtafntn Tomov 2 mov dafav damayAipiolivy 10 mg cuveyioTnkay HEXPL TIG

12 gfdouddeg kar aviiBav Katd mpocéyyion o€ 375 mimuépa. H avénon tov dykov tov ovpov
CULGYETIOTNKE L€ HIKPT] Kot TapodIKT avENon TG OmEKKPLoNG VOTPIOn GTa 0VPA, 1) OTTOi0 OV
CLOYETIOTNKE UE LETAPOAES OTIG GUYKEVIPMGELG VATPIOL GTOV 0po.

H améxkpion ovpikov 0&€og ota ovpa avéndnie emniong wapodikd (Yo 3-7 NUEPEG) KOl GUVOSELTNKE Ol
oLVEYN LEIMOT TOV GLYKEVIPMGEDMV 0VPLKOV 0EE0C GTOV 0p0. ZTig 24 gfOOUASES, Ol LELMGELS OTIG
CULYKEVTPMOELG OVPIKOV 0EE0GC GTOV 0pd KLUAVONKav oo -48,3 €wc —18,3 micromoles/l

(-0,87 ¢wg -0,33 mg/dl).

SuykpiOnKav 1M apUOKOSVVAUIKT] TG 600G TV 5 mg damayAprolivig dV0 QOPEG NIEPT|CIMG KO TNG
doong tv 10 mg damayiproliving pa opd nuepncing o vy dtopa. H avactoin g veepikng
emavappoENong yAukolng o otabepomomuévn KatdoTaoT Kol 1 TocOTNTA TG OTEKKPIVOUEVNG YAVKOLNG
oTO0. 0OVPO. Y10 i TEPT000 24 POV NTAV 1010 Y10 GUPOTEPO TO, SOGOAOYIKE GYALLOTA.

Metpopuivy

Y1ov avOpwmo, aveEApTNTa 0O TNV OPAGCT) TG OTNV YAVKOLUIO, 1) LETQPOPUIVY £XEL EVVOTKEC EMOPACELC
070 HeTaPoMopd TV Mmdiov. Avtd £xel kotaderyel o Oepamevticég dOGEIC G€ EAEYYOUEVES
UEGOTPOOEGEG 1] LOKPOYPOVIEG KAVIKEG LEAETEC: 1 LETQOPLIVI LELOVEL TNV OAIKT YOANGTEPOAN, TNV
LDL yoAnotepOAn kot ta enimeda TPLyAVKEPLSIOV.

e KMVIKEG PEAETEG, M| (POT) TNG UETPOPUIVNG cvoyeTiotnKe gite e otafepd Papog ocdpatog gite e
LETP10, OTTMAELD COUOATIKOD PAPOVG.

KMvikn omoTeAeGLATIKOTNTO KO OGQAAELOL

To660 1 Perticoon Tov YAvkapkoD eAEyyov 0G0 KoL 1] LEIMOT] TG KOPS10yYELOKNG VOGT|POTNTOG KoL
Bvnootntag amotelovv avondonacto PEPog g Bepameiog Tov dafritn tHmov 2.

H ovyyopnynon damayiupiolivng kot petpopuivng €xel peretnBel oe dropa pe dtaprtn tomov 2, Tov dev
EAEYYOVTOV IKOVOTIOMTIKG [e dloTo Kot AoKNoT WOV, KOl GE GTOLO TOL OEV EAEYXOVTOV TKOVOTOUTIKA LE
petpopuivn mg povobepameio 1 e GLVOLAGUO WE EVOV OVOCTOAEN TNG SMENTIOVAIKNG TENTIOAOTG
(DPP-4) (crrayhmtivn), coviApovoAiovpia 1 veovrivn. H Bepaneia domaylerolivng Kot petpoppivng o
OAEG TIG OOCEIC EMEPEPE KAVIKA KOl OTATIOTIKA onuovTikég fedtimoelc g HbAlce ko g yAvkoing
mAdopatog vnoteiog (FPG) cuykpitikd pe tov Eleyyo. KAvikd onpovtikég YAUKOUKEG ETOPAGELS
CLVEYIOTNKOV GE HOKPOYPOVIEG TEPLODOVS EMEKTAOTG £mG kol 104 eBdouddwv. Meiwoeig g HbAlc
mopotnpnOnKay g OAES TIG VTOOUADES e BAcT TO POAO, TNV NAIKia, T VAN, TN S1dpKELd TG VOGOV, Kol
10 Agiktn Malog Zopatog (AMY) évapéng. Emmpocherta, tnv efdopdda 24, KAVIKA KOl GTATICTIKA
ONUOVTIKEG PEATIDGELS, OVOQOPIKE LE TIG HECES LETOPOAEC TOV COUOTIKOD PBApOovg amd TV Evapén,
mopotnpnOnKay pe Tig Oepaneieg GuvoLAGUOD damayAMPAoLivng Kul LETPOPUIVIG CUYKPITIKA LLE TNV
opado eréyyov. Ot HEIDGELG TOV COUATIKOD BAPOVG CUVEXIGTNKOV OTIG LOKPOYPOVIEG TEPLODOVG
eméxtaong £oc kot 208 gfdopadmv. Emmpocheta, n tpocdnkn damayiiprolivig 800 opéc nuepnoimg
oTN UETQOPUIVY amodeiyOnKe amoTELEGUATIKY KOl AGQUANG o€ dTopa pe dtafntn tomov 2. [epartépw,
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Vo peréteg d1apketag 12 efoopadmv eELeYXOUEVES IE EIKOVIKO (PAPLOKO TpayUoTomomOnkay o€ acbeveig
LLE OVETTOPKMDC ELEYYOUEVO O1OBNTN TOTOL 2 Kol VTEPTACN.

¥t pekétn DECLARE 1 damaylpiolivn og copmAnpopotikn Oepaneia ot Oepancio mpdTumng
mepiBodlymg peimoe To KapdlayYEKE Kot VEQPUKH cuuPdvTo o acbevelg pe dtofntn tomov 2.

TAvkoupurog éleyyog

Ocporeio mpoaOnrns cvvovaood

e o eheyyOpevn pe evepyod Bepameion LEAETT UN KOTMOTEPOTNTOG d1dpKeELNG 52 efdouddwV (pe TEPLOdOVG
eméxtaong 52- kot 104-gfdouddwv), n damayriiprolivn 10 mg a&loroyndnke wg Oepaneio Tpochnine ot
LETPOPUIVI] GUYKPITIKA UE ol GovApovLAoLpia (YAmilidn) g Bepaneio mpocOkng ot petpopuivn og
dropa pe avemapkn yAvkopko Eleyyo (HbAlc > 6,5% ko < 10%). Ta amotedéopata £de&av Tapopola
péon peimon e HbAlc and v évapén péypt v efdopdada 52, cuykpitikd pe tn yAmLion,
KOTAOEIKVOOVTOG EMOUEVDS LN KatoTtepotnta (ITivakag 3). Tnv efdopdda 104, n Tpocaplocuévn Héon
petapoin g HbAlc amd v apyu Tiun frav -0,32% yio tn damayAiprolivny kot -0,14% yio
yAmlion, avtiotorya. Tnv efdopdda 208, n tpocapuocuévn péon petaforn tg HbAlc and v évapén
nrav -0,10% ya ) damayAiprolivn kot 0,20% yio, tn yAmlion. Xtig 52, 104 ko 208 efdouddeg, Eva
OTUOVTIKA YOUNAOTEPO TOGOCTO ATOU®Y OTNV opada ¢ damayAiprolivig (3,5%, 4,3% kot 5,0%,
avTioTOY) EULPAVIGAV TOVAGYICTOV £VOL ETELGOII0 VITOYAVKOALIOG GUYKPITIKA UE TNV opdda Tng YAmiong
(40,8%, 47% xon 50,0%, avtictorya). To TOGOGTO TOV GLUUETEYOVIMV TOL TAPEUEVOV OTNV LEAETN TNV
gfdouada 104 kot v efoopdda 208 Nrav 56,2% kot 39,7% yia Ty opdda g damayAiprolivng Kot
50,0% o 34,6% v Tnv opddo g yAmionge.

IMivokag 3. Anotedéopato v efdopndda 52 (LOCF®) 6g o eheyydpevn pe gvepyo Ospaneio perétn
oOYKpLoNg ™G damayl@rolivg ne yamiion og TpocOkn 6Tn HETOOPRivy

Aamayh@irolivn Tamdion
Hapapetpog + peT@oppivy + peTQoppivny
N? 400 401
HbA1lc (%)
"Evapén (uéom tiun) 7,69 7,74
Metafoin amd v &vapén’ -0,52 -0,52
Aweopd amo yMmlion + pereopuivn’ 0,00°
(95% CI) (-0,11, 0,11)
YXopotiké Bapog (kg)
‘Evapén (uéom tiun) 88,44 87,60
Metafoin amd v Evapén’ -3,22 1,44
Awpopd amd yhmlidn + peteopuivy’ -4,65°
(95% CI) (-5,14, -4,17)

“LOCF: Metoagopd TeAEVTAI0G TOPATHPNONG

PTuyonomompéva dropo kou drope mov EhaPav Oepomeio, pe HETPTON TC OMOTEAEGUATIKOTNTOG KATE
v évapén Kot TOLAGyIoTov 1 pHétpnon Hetd v Evapén

"Méom TN EAGYICTOV TETPAYDVOV TPOCOUPUOGLEVT Y10, TV OPYIKT TN

M KOTOTEPHTNTO £VAVTL TOL GLYSVOGUOD YAmLidn + peteoppivn

“Twn p < 0,0001

H domayhMelolivn og Bepameia mpocOnkng ot povobepaneio LETQOPIVIG, OTN LETPOPUIVT GE
oLVOLOCUO UE GLTAYATTIVI), GOLAPOVVAOVPIN 1) VGOLAIVT] (UE 1| Yopic EMmTPOcHETH 0O TOL GTOUATOG
YOPTYOVLEVE VITOYAVKOLUIKG QUPHOKEVTIKA TPOIOVTO, TEPIAAUPAVOUEVNG TNG LETPOPUIVIG) ETEQEPE
OTOTIOTIKG OMUOVTIKEG péaeg peimoel g HbAlc otig 24 efoopddeg cuykpttikd pe To GTopo Tov Elafoy
ewoviko eapuaxo (p < 0,0001, [Mivaxeg 4, 5 ko1 6). H damayiprolivn 5 mg dvo @opéc nuepnoimg
EMEPEPE OTATIOTIKA ONUAVTIKES pEIDoELg oty HbAlc otig 16 gfdopnddeg cuykpitiKd pLe TOVG
CUUUETEYOVTEC TOV EAaPav glkoviko pappoako (p < 0,0001, Tivakag 4).
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O pewwoeig omnv HbA 1c mov mapotnphfnkay tnv efdopndada 24 datnpndnkav otig peréteg emmpocheng
Oepaneiog cuvdvaopov. [a ™ perétn TpocHnkng ot peTeopuivn, ot petwoelg e HbAlc Satnpndnkov
uéypt v efdopdda 102 (-0,78 % kar 0,02 % mpocappocuévn péon petaforn and v Evapén yio
damayAprolivn 10 mg kot To elkovikd apupako, avtiototya). Tnv efdoudda 48 yio To GuVOILOCSUO
UETPOPUIVIG KOl CLTOYMTTIVIG, 1| TPOSAPUOCUEVT PEOT LETAPOAT omtd TNV Evapén yio T

damayAprolivn 10 mg kot To eikovikd eappako ntav -0,44% kot 0,15%, avtiotoyo. Tnv efdoudda 104
Yl TNV WWGOLAIVT] (Ue N Yopic EMTPOGOETO ATO TOV GTOUOTOG YOPTYOVUEVE VITOYAVKALUIKG QOPUOKEVTIKA
TPOTOVTA, TEPIAAUPOVOUEVNG TNG HETPOPLIVIC), Ot petmaoelg otnv HbAlc frav -0,71% kot -0,06%
TPOCUPUOGHEVT HLEST HeTaPoAN amd TV évapén yia T damayieiolivn 10 mg Kot To IoOVIKO PAPLOKO,
avtiotoya. Tig efdouddeg 48 kar 104, 1 3661 TNG WGOVAIVIC TAPEUEIVE GTAOEPT] GUYKPITIKA UE TNV
évapén oe dropa mov EAafav damoayleArolivn 10 mg oe péon doom tv 76 IlUMpépa. Xtnv opudda
EIKOVIKOD Qopuakov mapotnpnonke avénon g taéewg tov 10,5 IUMuépa ko 18,3 IUMuépa amd tnv
évapén (uéom doon tov 84 kar 92 ITUMmuépa) tig efdopadeg 48 kar 104, avtictorya. To mocootd TmV
acfevav Tov Tapépevay ot pHeAETn pEypt v efdopnada 104 rav 72,4 % yia trv opdda g
damaylprolivng 10 mg xai 54,8% yio TV OLAd0 TOL EIKOVIKOD QAPUAKOV.

e wa Egyopilotn aviivon acbevav vid Bepamneio pe WGOLATVT] Kol LETQPOPUIVN, pnewtwoelg Tng HbAlc
TOPOUOIEG JE EKEIVEG TTOV TTOpATPHONKOYV GTO GUVOMKO TANBVGUO TG PEAETNG TopaTPHONKOY O ATOUA
7ov EAafav damayAiprlolivn e vGOLAIVY Kot peTeoppivr. Tnv efdondada 24, n uetaporrn e HbAlc anod
v évapén og dropa Tov Edafov damayAprolivn kol vGovAivn pe petpoppivn nrav -0,93%.
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IMivokag 4. Anoteréoparo (LOCF?) eheyyOpevov pe sIKoviko QappaKo pEAETAOV S10pKELNG £0G KoL
24 gfdopnadmv g damayirprolivig og Ogpameia TPosd KNG cUVOVAGHOD HE pETPOPIIvY 1
HETOOPUIVI] KOL GLTAYAMTTTIVY

Oepaneia TPosONKNG GVVOVAGUOD

Met@oppivy' Metgoppivy"? Met@oppivy' + crtayinti
)’
Aamayheirol Ewoviko | Aamayhgirol Ewovik | Aamayhmeroli Eiwkoviko
ivn PappraKo ivn 0 %] Papproxo
10 mg QD QD 5 mg BID Pappox 10 mg QD QD
0
BID
N’ 135 137 99 101 113 113
HbAlc (%)
"Evapén (néon
) 7,92 8,11 7,79 7,94 7,80 7,87
Metafoin and
mv évopén® -0,84 -0,30 -0,65 -0,30 -0,43 -0,02
Awopopd amnd
TO EWKOVIKO
(pétpuomo8 -0,54" -0,35" -0,40"
(95% CI) (-0,74, -0,34) (-0,52, -0,18) (-0,58, -0,23)
Atopa (%) mov
TETVYOV:
HbAlc < 7%
[Ipocappooué
N Yo TV
évapén 40,6 25,9 38,27 21,4
(N=90) (N=87)
Bépog sopatog
(kg)
‘Evapén (néon 86,28 87,74 93,62 88,82 93,95 94,17
i)
Metapoin and -2,86 -0,89 -2,74 -0,86 -2,35 -0,47
mv évapén’
Awopopd and -1,97 -1,88"™ -1,87"
TO EIKOVIKO
PappoKo’ (-2,63, -1,31) (-2,52, -1,24) (-2,61, -1,13)
(95% CI)
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Yvvropoypaeieg: QD: pa popd nuepncing, BID: 600 popég nuepnoimg

"Metgoppivn > 1500 mg/muépa

ZXuraylrtivy 100 mgmpépa

“LOCF: Metagopd terevtaiog mapatinpnong (mpo g Bepanciog didcmong yio ta dropa mov EAafay Oepansio
S1ocwong)

PEXeyyopevn pe eikovikd @dppoko pedétn dibpketac 16 fdopddwy

YOMo T TUYOOTOM HEVA ATOpN TTOV EAAPAY TOVAGYIGTOV e SOCT) TOV POPUAKEVTIKOD TPOIOVTOG TG SUTAG-TUQANG
peAétng katd T dudpkela TG Ppayeiog STAG-TOEANG TEPLOS0VL

SMéon T EMAYIGTOV TETPUYOVOVY TPOGUPHOGUEVT VL0 THV APYIKT TN

T p < 0,0001 £vavTt TOV EIKOVIKOD QAPULAKOD + 07T0 TOL GTOHOTOC YOPTYOVLEVOD DILOYAVKAIUIKOD
(POPLOKEVTIKOD TPOIOVTOG

* T p < 0,05 £VovTl TOL EIKOVIKOD QOPUEKOV + 0O TOV GTOUHTOC XOPTYOVLEVOD VIOYAVKOLLKOD
(POPUOKEVTIKOD TPOIOVTOG

*"H mocooTtioio, petafoin Tov copaticod Bépovg avolndnke g Pucikd Sevtepevov telkod onpeio (p < 0,0001). H
amo LT LeTABOAT 6TO copatiKd Bapog (og KIAG) avadvdnke pe ovopaotikn T p (p < 0,0001).
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Mivaxag 5. Amotehéopato eAeyOPEVIG NE EIKOVIKO Q@AppoKo perétng otapkerag 24 efoopnddowv g
damayerolivig o€ Ogpameia TPocONKNG GUVOVAGUOV UE NETOOPIIVI] KON UL GOVAPOVVLOVPIN

Oepaneia TPoshNKNS GLVOVAGUOD

YovAi@ovvrovpio
+ petgoppivy'
Aamayh@irolivn Ewkoviko @appaxo
10 mg

N* 108 108
HbAlc (%)°

"Evapén (uéom tyun) 8,08 8,24

Metaforn and v

‘Evapén’ -0,86 -0,17

Awgpopd amd to Ewovikd .

déppaxo’ -0,69

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

Atopa (%) mov wETVYOV:
HbAlc <7%

[Ipocappocpévn yuo mv

évapén 318" 1,1
Bapog Zoparog (kg)

"Evapén (uéom tiun) 88,57 90,07

Metafoin and v

"EvopEn’ -2,65 -0,58

Awpopd amd to Ewovikco

Déppoxo! 2,07

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

"Merpopuivn (nopeég dueong 1| Tapatetapévng amodécpsvong) >1500 mg/muépa pali pe ™ péylotn ovekty
5001, ToL TPEMEL VO, €IVl TOLAGYIGTOV TO NGV TG HEYIOTNG 0O0TG LG GOVAPOVLAOLPIAG, Y10 ST O
TovAdyotov 8 fdopdadmv Tpo g Evtagng.

“Touyolomompéva dTopa Kot dtopo mov Ehafav Bepameio [Le HETPNOT TNG OMOTEAECUATIKOTITAG KOTH TV
€vapén Kot TOVAGyIoTov 1 pHéTpnon petd v Evapén.

PH HbA1c¢ mpocdiopictnke pécm Sropovikhc avélvong emovaiappovopevov petpioeny (Longitudinal
Repeated Measures, LRM)

"Méomn TN EAAYICTOV TETPAYDVOV TPOGOUPHOGHUEVT] YL TV OPYIKT TN

“Td| p < 0,0001 &vovTt ToL £1KOVIKOD QAPUAKOD + 0Ttd TOV GTOTOC YOPYOVHEVOV(V)
VIOYAVKALUKOV(®V) QAPUAKEVTIKOV(®V) TPOTOVTOG(V)
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IMivoxag 6. Amoteréoparto Ty efdopndda 24 (LOCF®) 65 o gLeyOpevn pe EIKOVIKO QappoKo
peréTn ™G damay@rolivg 6€ GUVOVAGIO IE IVGOVAIVY (WG povoldepameia 1 pE 06 TOL GTONOTOS
AOPNYOOUEVA VITOYAVKOLUIKG QUPUIKEVTIKA TPOTOVTA, TEPLAAUPAVOREVIS TG HETOOPRIVIG)

Aamayhgrolivy 10 mg

+ wveovirivny

+ amé Tov 6TONATOG
VAOYAVKUIPUIKA QUPRUKEVTIKG

Ewovik6 ¢appoxo
+ wveovirivny
+ amé Tov 6TOpATOG
VOYAVKOIUIKG QUPROKEVTIKG,

Hopapetpog npoidvro’ npoiovTa’
NP 194 193
HbA1lc (%)
"Evapén (uéom tiun) 8,58 8,46
Metafoin amd v Evapén’
Al0.Qopd amd TO EKOVIKO -0,90 -0,30
(QapuoKo’ -0,60°
(95% CI) (-0,74, -0,45)
Bépog sopatog (kg)
"Evapén (uéon tiun) 94,63 94,21
Metaforn and v évapén’ -1,67 0,02
Al0popd oo T0 EIKOVIKO
(QapuoKo’ -1,68°
(95% CI) (-2,19, -1,18)
Méon nuepiola d6on
woovkivyg (IU)"
"Evapén (uéom tiun) 77,96 73,96
Metaforn and v Evapén’ -1,16 5,08
Al0.popd amd TO EIKOVIKO
QapuoKo’ -6,23°
(95% CI) (-8,84, -3,63)

Artopa pe péom peimon g

NUePHoLog dOGNG WVGOVAIVIG
TovAdytotov katd 10 % (%) 19,7 11,0

“LOCF: Metagopd teAevtaiog mapatinpnong (Tptv 1 KOTA TV NUEPOUNVID TNG TPMTNG 0VOSIKNG TITAOTOINGNG TNG
WGOOVAIVIG, OV XPELACTNKE)

POLa oL Tuyanomompéva: dropa o EAaBay TOLAGYIGTOV [0 SGGT TOL GAPHOKEVTIKOD TPOIOVTOG THE SUTAA-TUPANC
peAETNG KaTd TN Stdpkela TG Ppayeiog SUTAG-TOEANG TEPLOS0VL

"Méom TN EAAYICTOV TETPAYDV®Y TPOGOPHOGLUEVT] Y10 TIV OPYIKN TYU] KL TV TOPOLGI0 EVOG XOPTYOVLEVOD OO
TOV GTOUATOG VITOYAVKOUKOD QOPHOKEVTIKOD TPOIOVTOG

T p < 0,0001 &vavit glKoviKoD QAPUAKOV + IVGOLAIVIG £ 07td TOL GTOHOTOG YOPTYOVHEVO DITOYAVKAIUICO
(POPUAKEVTIKO TPOTOV

Ty p < 0,05 évavtt EKOVIKOD QAPUAKOD + VGOLAIVIG £ amd TOL GTOUATOG YOPNYOVUEVO VITOYAVKOLULKO
(POPUOKEVTIKO TPOTOV

' Avodikr| Tithonoinon twv oynudtov veovAivng (mepilappovopévng g voovrivng Bpayeiog kot evdidpeong
dpdiong kot TG Pactkng WGOVAIVIG) EMLTPETOTAV LOVOV EGV TO ATOLN TANPOVGAV TO TPOKABOPIGUEVO KPLTHPLOL TG
yAvkoing mhdopotog vnoteiog (FPG).

2To 50 % twv atdpmv NTov vd povodepameio voovAivng kotd TV évapén, to 50% Adupave 11 2 and Tov
GTOUATOG YOPNYOVLEVO(a) VITOYAVKALKO(0L) POPHOKEVLTIKO(0) TPOldV(Tay) EMmpPOSOeTa e IVGOLAIVY: ATO TN
deutepn avt opdda, To 80% Nrav vrd povobepameio petoppivng, To 12% ftav vwd Bepomeio e LETPOPLiv KoL
GOVAPOVLAOLPLO, Kal 01 VTTOAOUTOL TAY LTI Bepameial e Amd TOL GTOUATOG YOPTYOVLEVO VITOYAVKOLLLIKE,
(POPLOKEVTIKA TTPOTOVTOL.

2e GOVODOGUO UE UETPOPUIVY O Ul TEPOBEPATEVUEVOVS Q.oOEVEIS

Yvvolika 1.236 un mpobepamevpévorl acheveic pe avemrapkms eELeyyOUeVo dafntn ToToL 2

(HbAlc > 7,5% ko < 12%) coppeteiyav og 600 eheyyoueves e evepyo Oepameio peréteg o1dprelog

24 gBdopddwv yio v aE0AOYNoN TNG OTOTEAECUATIKOTNTOG Kol TNG AGQAAELG TG damayAipAlolivng

(5 mg 1 10 mg) og cuvdvacuod pe peteopuivn o€ un tpobepamevpévong acbeveic Evavtt tng Bepoameiog pe
kd0e cvotatikd udvo Tov.
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H Oepancio pe domayiorolivn 10 mg oe cuvovacud pe petpoppivn (€mg kot 2.000 mg nuepnoing)
mopelye onpavtikég Pektidoelg otnv HbAlc og ouykpion e ta pepovouéva cvototikd ([ivaxog 7) ko
odnynoe oe peyorutepeg ueumoelg e FPG (o€ ovykplon e To HEPOVOUEVE GUGTATIKA) KOl TOV
oOUATIKOV BApovg (o GUYKPION UE TN LETPOPUIVN).

IMivokag 7. Aroteréopato v efdopndda 24 (LOCF®) o pia eheyydpevn pe gvepyo Ogpancio perétn
¢ Ogpameiog 6uVOLAGUOD dUTAYIMEAOLIVIIC KO HETOOPNIVIG 6 U TTpodepamevuévovg acheveic

Aamayleirolivy Aamayeirolivy Met@oppivy
10 mg + 10 mg
Hapapetpog RETQOPLIVY
NP 211° 219 208"
HbA1lc (%)
"Evapén (uéomn tiun) 9,10 9,03 9,03
Metafoin amd v Evapén’ -1,98 -1,45 -1,44
Aweopd amod tn damayiiprolivny’ -0,53"
(95% CI) (-0,74, —0,32)
Awpopd amod Tn petpopuivn’ -0,54" —-0,01
(95% CI) (=0,75, —0,33) (0,22, 0,20)
“LOCF: Metagopd terevtaiog mapatipnong (mpo g Bepaneiog didomong yio aobeveic mov EAafav Bepancio
Slowong).

POLot o1 Tuyaromompévor acdeveic mov EAaPay TOLAGYIGTOV L0, SOGT TOV QUPUUKEVTIKOD TPOIdVTOG TG SUTAd-
TUQANG LEAETNG KoTd TN didpKela TG Bpoyeiog SMAG-TVEANG TEPLOSOV.

"Méom TN EAAYICTOV TETPAYDV®Y TPOCOPLOGLEVT] YO TNV OPYLIKT] TUL.

“Tws p <0,0001.

Ocpomeio. ovVODOTUOD e ECEVOTION TOPATETOUEVHS ATOOETUEDONS

Ye pio 28-efoopddwv, SITAA-TOPAN eAeyyOUEVT LE evepYd Bepameio HEAETN cuYKPiONKE 0 GUVOLOGUOG
damayAprolivng kot e&evationg mapateTopuévng amodéspevong (évag aymviotng Tov vodoyéa GLP-1) pe
povobBepamneio damayAiprolivng kot povobepamneio e£evationg TAPATETUUEVIC OTOOEGUEVOTG OE ATOUN LLE
OVETAPKT] YAVKOUIKO EAeyyo V1o povobepamneio peteoppivig (HbAlc > 8% kot < 12%). Oheg o1 opddeg
Oepoameiog elyav peimon g HbAlc e ovykpion pe v apykn tipn. H Oepaneio cuvdvacpov otnv
opada damoyleArolivng 10 mg kot eEevationg mopoTETAUEVNG ATOOEGUEVOTG KATESEIEE LEYAADTEPES
pewwoelg e HbAlc amd v évapén oe cvykpion pe ™ povobepamneio damayAiprolivng kot
povoBepamneio eEevationg mapatetapuévng amodéspevong (Iivakag 8).
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Mivaxag 8. Arotehéopata piog doxkipi)g 28-cfoopnadmv damayriprolivig kot eEevationg
TOPATETAPEVIIG OTOOECUEVSN G EVavTL povobepameiog damayripiolivig kot povodepameiog
e€evaTiong TaPaTETANEVIIG UTOOEGUEVOG, GE GUVOVUONO NE PETPOPRivY (acOeveig pe TpoOeon
Oepameiog)

Aamaygirolivy Aamaylgirolivy E&evation 2 mg
10 mg QD 10 mg QD TOPATETAPEVG
+ + OTOOECUEVGTG
. L (0)%%
eevation 2 mg EIKOVIKO Q@appoko
TUPATETAPEVIG QW +
amodéopevong QW EIKOVIKO QappoKo
Hapapetpog QD
N 228 230 227
HbA1lc (%)
"‘Evapén (uéon tiun) 9,29 9,25 9,26
Metafoin amod v Evapén® -1,98 -1,39 -1,60
Méon dpopd ot petafoAn
OO TNV apyIKN TIUN peta&y -0,59* 10,38
TOL c}wéuacuou, KoL 700 (-0.84, -0.34) (-0.63,-0.13)
LOVOD SpaCTIKOV TapayovTa
(95% CI)
Atopa (%) mov mTéETVYOY
HbAlc< 7% 44,7 19,1 26,9
YXopotikd Bapog (kg)
‘Evapén (péon tyun) 92,13 90,87 89,12
Metafoln and v Evapén® -3,55 -2,22 -1,56
Méon 610popd ot peTafoAn
OtO TNV OPYIKN TIUN HETAED _1.33% .00*
TOL GUVOLOGHOV KOl TOV ’ ’
(-2,12,-0,55) (-2,79, -1,20)

LOVOD dpaCTIKOD TOPAYOVTO
(95% CI)

QD=pia popd nuepnoing, QW=pia popd efdopadiaing, N=apBudg tov acdevov, CI=didotnpo epmiotosvuvng.
“H mpocappocpévn péomn tipn erayiotov tetpaydvov (LS Means) kot n(ot) dtapopa(£g) g opdadag Bepameiog
ot petaPoAn amod Tig apyikég TIHES TNV ERO0NAdA 28 TPOCOOLDVOVTOL XPTCYLOTOIMVTOS £VOL IUKTO LOVTEAO

pe emavorapfovopeveg petpnoec (MMRM), cupmepthapfoavopévav g Bepomeiag, Tnv TePLOYNS, TS
Sdwotpopdtoong g apytkng HbAlc (< 9,0% 1 = 9,0%), Tev efdopdadwv kat T Oeponeio ava eBdopdada
aAAMNAETIOpaoN S WG 6TABEPOT TAPAYOVTEG KOl TG OPYIKNG TIUAG OG CLULUETAPANTT.

p <0,001, “p <0,01.

Ot p-Tyiég givarl OAeG TPOCAPUOGUEVES P-TYLESG Y10 TOAAOTAOTNTOL.

Ot avaivoelg eEapovv Tig LETPNOELG HeTd T Bepameio didomong Kot PeTd TV TPO®PT SL0KOT TOVL
(POPUAKEVTIKOV TPOIOVTOG TG LEAETNG.

TAvkoln whaopozog vyoreiog

H Oepaneio pe domayiprolivn og tpocdnkn gite otn povobepameio PETPOPUIVIG

(damayrpAolivn 10 mg pio popd nuepnoing 1 dawayiipiolivy 5 mg dvo Popég nuepncing) 1| o
UETPOPUIVT KOl GLTAYAITTIVI], GOVAPOVLAOLPIN 1] IVGOVAIVY ETEPEPE GTATIOTIKA OTLLOVTIKEG LELMGELS TNG
FPG (-1,90 émg -1,20 mmol/l [-34,2 éwg -21,7 mg/dl]) cuYKpITIKA UE TO EUKOVIKO PAPUAKO

(-0,58 €wg 0,18 mmol/1 [-10,4 éwg 3,3 mg/dl]) v efdopdda 16 (5 mg dVvo popég nuepnoimg) N v
efdouada 24. H enidopacn avtn topatnpndnke v efdopdda 1 g Bepaneiog kot dotnpnonke otig
UeAETEG eMEKTOONG LEYPL TNV Pdoudoa 104.
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H Bepaneio cuvdvacpod pe damayiprolivn 10 mg kot e&evation TapateTaUEVNS amodEGUEVONG 00Ny OE
o€ ONUAVTIKA peyodvtepeg petwoelg g FPG v efdopdda 28: -3,66 mmol/l (-65,8 mg/dl), oe cvuykpion
pe -2,73 mmol/l (-49,2 mg/dl) ywo T povoBepaneia damayiiprolivng (p < 0,001) kot -2,54 mmol/1 (-

45,8 mg/dl) ywa tn povobepaneio e&evationg (p < 0,001).

Te pio e1d1kh perétn oe drapnticong acdeveic pe eGFR > 45 émg < 60 ml/min/1,73 m% 1 Oepamneio pe
damaylMprolivn katédelée peimaoelg g YALKO(Ng mAacaTog vnoteiog tnv efdopdda 24: -1,19 mmol/l
(-21,46 mg/dl) ce cvykpion pe -0,27 mmol/1 (-4,87 mg/dl) yia T0 gikovikd eapuaxo (p=0,001).

Meraysvuomicn yloroly
H Oepaneio pe damaylprolivn 10 mg ¢ TpocHNKN 6€ GLTayATTivi Kot LETQOPLEVY 00N YNGE GE LEIDCEL
OTN HETAYEVLOTIKY YAVKOLN 2 opdV oTig 24 efdopddeg ol omoieg dtatnpnniay Emg Kot v gfdopdada 48.

H Bepaneio cuvdvacpov pe domayiprolivn 10 mg kot e€evation TapaTeTAUEVNS OMOSECUEVOT|G 0O YN oL
0€ ONUOVTIKA UEYOADTEPES PEIDMOELS TNG METAYEVHOTIKNG YAVKOLNG 2-0pdv TNV gfdopndda 28 o cuykpion
ue kG0e Tapdyovto povo.

2wuaniko fapog

H domayhMelolivn og tpocsbnkn oe povobepameio peT@oppiving 1 o€ cuVOLAGUO UETPOPUIVIG KOt
orrayMmtivg, GovApovurovpiag 1 tvGovAivg (Le 1 xopic emmpoodeTa amd TOV GTOUATOG XOPTYOVUEVH
VIOYAVKOLUIKG QOPUOKEVTIKA TPOIOVTOL, TEPTAAUPAVOUEVIS TG LETPOPUIVIG) 00YNOE GE GTUTIOTIKA
OTUOVTIKT pelmon Tov copaTikov Papous £mg kat Tig 24 gfdopadss (p < 0,0001, ITivaxeg 4, 54 kot 6). Ot
EMOPACEIC OVTEG SloTnPNONKOAV OE HOKPOYPOVIEG OOKIUES. ZTIG 48 efSoUAdES, 1 dtaPopd Yo T
damaylMprolivn og TpocOnkr 6€ LETPOPLIVI KOl CITAYATTIVI] CUYKPLTIKG LLE TO EIKOVIKO QUPLOKO

nrav -2,07 kg. Xtic 102 gfdopddeg, n dopopd yiao tn domayiprolivny wg Tpocshnkn otn petgopuivn
GULYKPITIKA [E TO EIKOVIKO PAPLOKO 1) G TPOGHNKN GTIV WWGOVAIVI] CUYKPITIKG, LLE TO EIKOVIKO QAPUOKO
nrav -2,14 ko -2,88 kg, avtictouya.

Q¢ Bepamneio TpocHnknNg o€ pLeTPOpUivn o€ Lo EAeyOUEVN LE evepYl Bepameio LEAETN U KATOTEPOTNTOG,
N doamayheAiolivn 0d1yNoe 0 GTATIOTIKA CTUOVTIKT LETABOAT TOV GCOUATIKOD BAPOLG GE GUYKPLOT UE TN
yAmlion katd -4,65 kg otic 52 eBdouddeg (p < 0,0001, IMTivakag 3),  onoia Statnpnonke otig 104 kot
208 gfdopadec (-5,06 kg kon -4,38 kg, avtiotorya).

O ovvdvacpdg g damayiprolivng 10 mg kot g e€evationg mapateTapnévng amodéspuevong £0e1ée
OTUOVTIKG LEYOAVTEPEG LEIMGELS PApovg 6€ cOyKplon pe kdbe mapdyovta povo (ITivakag 8).

Mia perétn ddpketog 24 efdouddwmy og 182 drafntikd dropo pe T ¥pNoN ATopPOPNCIOUETPIOG OITANG
déoung axtivov (DXA), mov Tpaypatonomdnke yio Ty a&loAdynon g GVGTUCTG TOV CAOUATOG
katédelée permoelg pe domayMerolivin 10 mg kot LETEOPUIV GLYKPITIKA LE EIKOVIKO PAPUAKO KOl
LETPOPUIVT], OVTIGTOL(O, GTO COUATIKO PApog Kot T Mmddn nalo copatog 0nmg petpdrotl pe DXA kot
Oyl 6T0 UN MTddN 10716 N TNV anmAewn vypav. H Bepaneio pe domaylprolivn 10 mg kot peT@Opuivy
Katédelse aplOunTIK PEIOT TOL GTAYVIKOD AMTOS0VE IGTOD GUYKPITIKA LE TO EIKOVIKO PAPUAKO Kol
UETPOPUIVY] GE L0 VTOUEAET LOYVITIKNG TOLOYPOPIOC.

Aptypraxn wicon

e pia TpoKaBopIouévn evomompévn aviivon 13 eleyyOuevmv e EIKOVIKO PAPUOKO HEAETOV, M
Oepomeio pe domayiprolivny 10 mg 0dnynce og HeTafoAr TG GUCTOAIKNG OPTNPLUKNG TECTC OO TNV
évapén g taEemg Tov -3,7 mmHg Kot T 6106 TOAMKNG apTNPLOKNG Tigong Kotd -1,8 mmHg

évavtt -0,5 mmHg yio t cvetoAkn kot -0,5 mmHg yio T S106TOMKT apTNPLOKT TEST GTNV OUAdN
EIKOVIKOD QoppaKov TV efdopdda 24. Mapoduoieg peimaoelc mapatnpndnkav £og tig 104 fdouddec.

H Bepaneio cuvdvacpod pe damayiprolivn 10 mg kon e€evation TapaTeTAUEVNS ATOOEGUEVOTG 00N YN OE
0€ ONUAVTIKA LEYOADTEPT UEIDOT] TNG GUGTOAIKNG OPTNPLUKNG TTieons tnv efdopdda 28 (-4,3 mmHg) oe
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ovykpion pe  povobepameio damayiprolivng (-1,8 mmHg, p < 0,05) kot T povobeponeio e&gvationg
ToPOTETOUEVN S amodéopevong (-1,2 mmHg, p < 0,01).

Ye dvo peréteg dapkelag 12 foopddmv eELeYYOUEVES LLE EIKOVIKO PAPHOKO, Evo chvoro 1.062 aclevav
LE QVETAPKAOG ELEYYXOUEVO O10B1)TN TOTOL 2 Kot VITEPTACT (Topd TNV TPodTAPYoLG oTafepr) aymyn Le
évav AMEA-I 11 ARB o¢ o perétn kot évov AMEA-I 7 ARB padi pe pio eminpdcshetn avtioneptactkn
Oepomeio og AN perétn) Elafav domayiiprolivn 10 mg 1 eikoviko edppoko. Tnv efdopdda 12 tmv dvo
peietav, n domayioeiolivn 10 mg pali pe tn cuvnn avtidefntcn Oepaneio enépepe Pedtioon g
HbA1c kot peiwoe ) S10pBopévn e EIKOVIKO QAPHOKO GUGTOAIKT 0pTNPLOKN Tigomn katd 3,1 kot

4,3 mmHg, avtictouya.

Te pio e1d1kh perétn oe Sapnticong aobeveic pe eGFR > 45 émg < 60 ml/min/1,73 m% 1 Oepameia pe
damayAprolivn katédele LEIMGELS TNG GUCTOAIKNG OPTNPLKNG TTieEoN G o€ kabnuevn otdomn v efdopdda
24: -4,8 mmHg o€ cOykpion pe -1,7 mmHg yia to gucoviko edpuaxo (p <0,05).

Aobeveic ue opyixn tyun HbAlc > 9%

e wa Tpokabopiopévn avilvon acBevav pe apykn Tiun HbAlc > 9,0%, n Oepancio pe domoayAupiolivn
10 mg emépepe oTOTIOTIKA oMpoavTikég petmoelg g HbAlce v efdopdda 24 wg tpochnkn ot
petopuivn (mpocappocouévn péon petaforn and v Evapén: -1,32% ko -0,53% yio tn Samayiipriolivny
KO TO EIKOVIKO QAPLOKO, AVTIOTOLYQ).

Tlvkouuiroc Eleyyoc oe aoBeveic ue uetpio veppiki dvaiertovpyio Xpoviog Neppixnc Nooov (CKD) otadiov
34 (eGFR > 45 éwc < 60 ml/min/1,73 m°)

H amotelecpaticotnta g domayhorolivnc a&loroyndnke oe pia €191k HeEAETN o€ dafnTikovg acbeveig
e eGFR > 45 émg < 60 ml/min/1,73 m* mov eiyav avemapkn YAVKoLpKd ELeyxo pe T cuvnOiouévn
nepiBoiym. H Beparneia pe damayiiprolivn eiye og amotérecpa peiwoelg g HbAlce kot tov copoticon
Bapovg og cuykpion pe To eikovikd eapuako (ITivaxag 9).

Mivaxag 9. Amoteréopato TV efoopdoa 24 piog ELEYYONEVIG HE ETKOVIKO QAPRAKO PELETNG TG
domayhelrotivic og Sropnrikots acOeveic pe eGFR > 45 £mc < 60 ml/min/1,73 m’

Aamaygirolivy® Ewovik6 ¢appoko”
10 mg

N? 159 161
HbA1lc (%)
"‘Evapén (uéon tiun) 8,35 8,03
Metapor amd v évopén® -0,37 -0,03
A0popéL amd TO EIKOVIKO PAPHLOKO -0,34*

(95% CI) (-0,53, -0,15)
YXopotikd Bapog (kg)
"Evapén (uéon tiun) 92,51 88,30
[Mocooto petaforng and v Evapén’ -3,42 -2,02
Awpopd 610 T0G0GTO PETAPOANG amd TO -1,43%
EIKOVIKO PApUaKO’

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

“ H pet@oppivi 1 1 vOpoYA®PIKN LETPOPUIVY AOTEAOVGAV LUEPOG TNG cuvnBiopévng mepiBoiyng oto 69,4% Kot To
64,0% 1oV acBevov yia Tig opddec g damayApAolivng Kot TOL EIKOVIKOD GAPUAKOD, OVTICTOLYO.

P Méomn Tyun eAEyI0TOV TETPOYDOVOY TPOGAUPLOGHEVT Y10 TNV OPYIKT T

YTIpokOmtetl omd T PEom TYU] EAIYIOTOV TETPAYDVOV TPOGUPHOGHEVT] VIO TNV OPYLKT TN

" p<0,001

Koapowayyeioxec kou veppixéc exfdoeic
H perétn g Enidpaonc g Aarnayiiprolivng oe Kapdiayyeiaxd Zoppdvro (DECLARE) ftav po
d1EBVNG, TOAVKEVTPIKT], TUYALOTOUUEVT], SUTAG-TVUQAT], ELEYYOLEVT LE EIKOVIKO PAPUAKO KAVIKT PLEAET
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7oV 01e&NyON Yo ™V a&lohdynon g enidpacng tng damoyAeAolivng oe GUYKPIOT LE EIKOVIKO PAPLOKO
o€ Kapdlyyelokés ekpaoeic, 6tav mpootédnke atnv tpéyovoa Bepaneia vrofadpov. Orot ot acheveic
elyav ocayopmorn Staprtn TOTov 2 Kot Eite TOVAGYIGTOV 600 TPOGHETOVG KOPIIOYYEIKOVS TOPAYOVTEG
Kwdovou (nhkio > 55 etmdv og dvdpeg 1 > 60 eTdv o€ Yuvaikeg Kot €va 1] TEPocOTEPH 0o dvoAmdoria,
VIEPTACT] 1] TPEYOLGO XPNON KATVOD) EITE EYKATEGTNUEVT KOPOL0YYELOKT VOGO.

Amo tovg 17.160 tuyatomoinuévoug acbeveic, 6.974 (40,6%) elyov eyKATEGTNIEVT KOPOLOLYYELOKT VOGO
kot 10.186 (59,4%) dev glyav eykatesmuévn kapdioyyelokn voco. 8.582 acbeveic Tuyatomomdnkay o
damaylMerolivn 10 mg kot 8.578 o giKoviKd papuaKo Kot Tapokolovtnnkay yio didpeco ypovo 4,2
ETAV.

H péon nlkia tov mAnfuopod g perétng nrav 63,9 étn, 37,4% ftov yovaikeg. Zuvolikd, o 22,4% &iye
dwafnn yuo < 5 étn, n péomn didpkeia tov dafnn Nrav 11,9 €. H péon HbAlc frav 8,3% kot o pécog
AMZ ftav 32,1 kg/m?.

Kotd v évapén, 1o 10,0% tov acBevav giye 1otopikd kapdiakng avendpkeag. H péon tiunq eGFR ftav
85,2 ml/min/1,73 m?, 10 7,4% TtV 0c0evdv elye eGFR < 60 ml/min/1,73 m? kot o 30,3% 1oV acHevdv
glye pKpo- 1 pokpoAievkmpotvovpio (Adyog Aevkopotivng tpog kpeativivn ovpov [UACR] > 30 £mg
<300 mg/g v > 300 mg/g, avtictowya).

O meprocotepot aobeveic (98%) ypnoiponoinoay £va 1| TEPIGGOTEPO SAPNTIKG PAPUOKEVTIKA TPOIOVTOL
Katd v évapén, cvumeptiapupavopuévng g petpopuivng (82%), g tvooviivng (41%) kot g
covApovorovpiag (43%).

To mpotedovta TeAKA onpueio NTav 0 ypdvog £mG TO TPAOTO GLUPAV TOL GVVOETOV KPSy YELKOV
BovdaTov, EPEPAYLOTOC TOV HVOKAPSIOV 1 IGYALKOD ayYEWKOD eyKe@aAkov encicodiov (MACE) kat o
YPOVOG £mG TO TPMTO GLUPAV ToL cHVOETOL VoonAeiog Yo KapdlOKN OVETAPKELD 1) KapdLoyYEOKO BdvaTo.
Ta devtepebovra TeEMKA onpeio NTav To vEPPKd cuvleTo TehMKd onueio Kot 1 BvnoydtnTa OAOV TOV
OLTLOV.

Meilova avemOounta kopdiayysioxd aoufiavo.

H domayiprolivn 10 mg Katédei&e un-KoTmTePOTNTO EVOVTL TOV EIKOVIKOD (POPUAKOD Yo TO GOVOETO
KopOLOyYELHKOV BovATO, ELPPAYUOTOG TOV HLOKAPIION 1] IGYOIUIKOD Oy YELLKOD EYKEPAUAIKOV ETEIGOSI0V
(novomievpn Ty p < 0,001).

Kapowoxn averadprela 17 kopoioyyeioxos Oavarog

H domaylerolivn 10 mg katédei&e avmTepoOTNTA £VAVTL TOL EIKOVIKOD (OPLAKOD GTIV TPOANWYT| TOV
ovvBetov voomnAeiog Yo kapdlakn overdpkela 1] Kapdloyyelako Bdvato (Eucova 1). H dapopd oty
emidpaon Bepomeiog 0PEIAOTAY GTN VOGNAEID Y10l KOPIOKT AVETAPKELL, YOPIG d1opopd GTOV
kapdayyewko Odvarto (Ewova 2).

To 6pehog Bepameiog g domayMeloliving EVavTL TOV EIKOVIKOV PapUaKov Topatnpndnke 1060 o
acBeveic e 000 Kol YOPIg EYKATESTNIEVT] KOPOOLYYELNKT VOGO, LE KOl XOPIC KapOloKN OVETAPKELD KOTH
™V €vapén, Kot NToV GUVETEC GE OAEG TIC Pacikég LTOOUASES, GLUTEPTAOUPBAVOUEVIC TNG NAKING, TOV
@OAov, TG veppikng Aettovpyiog (eGFR) kot tg meproymc.
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Ewova 1: Xpovog péypt 10 IpAOTO TEPIGTATIKO VOGNAELNS Y10 KOPOLOKY] UVETAPKELD 1)
KOopowayyEloKko 0avato
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AoBeveiz oe Kivéuvo Mhjvec amo v Tvyowomoinon
Avge gpkolom: 8582 2517 8415 8322 8224 2110 970 7497 5445 1626
Encovicd N _ - - . s -
- 8578 B485  B38T 8259 8127 8003 TEEO 7367 5362 1573

Aocbeveig og kivouvo givar 0 aplBudg Tav acbevdv og Kivduvo katd v Evapén g meptddov.
HR=AvaAoyio ktvdovov CI=d1dotn o eUmeTosuvne.

To amoTEAEGUATO VIO TO TPOTEVOVTO KOl OEVLTEPEVOVTA TEAIKA orueia mapovstaloviat otny Ewova 2. H
AVOTEPOTNTA TNG domayAeAoLivig EVavTL TOV EIKOVIKOD QopHiaKoL dev amodeiydnke yio 1o MACE
(p=0,172). Q¢ ek TOVTOV, TO VEQPIKO GVVOETO TEAIKO GNUEID KOt 1) OVNGIHOTNTO OADV TOV HITIDV OEV
eA&yyOnkav g pépog g dradikaciog dokiung exiefaimong.
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Ewova 2: Emopdaosic Oepameiog Yo To TpmOTEOOVTO cUVOETA TEMKA onpueio Kol TIS TOPUUETPOVS
TOVG, KOOMG Kol Y10 TO OEVTEPEVOVTO TEMKA GNNELD KOL TIS TOPURETPOVS

Aamayiagholivn E wovikd @ dppaxo Avai.oyie kivdivoo p-mum
n (%) n (%) (95% CI)
(N=8382) (N=8578)

Kipa telaka snusia
ZivBero telind onueio voonyeios o —-— 417 (4% 496 (3.8) 0.83(0,73,0,93) 0,003
Kopd Wk averTiprew K powryy ikt Bovdron
ZivBero ik onueio kopduryramkod Bavitov ] 756 (3.8) 803 (9.9 0.93 (0,34, 1.03) 0172
ENOPEIOTOS TOU PUOKIPHIDTATUIKOD YYR0K0T EYKEPOLIKOD ETACHDT i : : T :
Topdyuetpot GivBEToV TEMKOV oTuLEinDY

Nom]?.a’u e v_cup‘?lum OVETGpKELD — - 21225 28633 0,73 (0,61, 0,88) <0,001

Kaupduryyeuoroc 9““"”‘“9_:.. — 245 (29) 24929 0.98(0, ] 0.830

Eugpoyuo tov prokapiion —-— 393 (4.6) 441(5.0) 0.89(0, 0,080

Toyowwo ayyeioxo eyxepeiins eEeodio —.— 23527 23120 1,010,841, 0.916
Azvtepeiovra TEKA onuEia
Qﬁw pud oivleTo Tehucd onpeio - 370 (43) 430(5.6) 0.76(0.67, 0.87)  <0,001
Neppixot m payetpor

]:Eu.pu'rmu_ém us{mm_‘rw %CE'R — 120 (1.4) 2212.6 ] <0,001

-_\:Elpplﬂ‘] w600 Telikot ombiou 6 (<0,1) 19(0.2) 0.31(0, Y 0,013

Neppixoc Sivotog - 6(<0.1) 1040.1) 0.60(0.22, 1.65) 0324
OVNAPGTITE GLEYV TEY TTeY —-t 520(62) 370(6.6) 0.93(0,82 1.04) 0198

Dpehog yio ™ Aoy g holivy Opzhog Yo To SWoVIKO PLpULKD
T T T T T TT
02 04 06 08 112 146

Neppucd ovvheto Tedkd onuelo mov opiletar wg: napatetapévn emPePoiopévn > 40% eldrtwon tov eGFR oe eGFR

<60 ml/min/1,73 m? kav| veppn voco tekikov otadiov (apokddapon > 90 Nuépeg 1 LETAUOGYELGT VEPPOD, TOPATETAUEVOG
emPePampévog eGFR < 15 ml/min/1,73 m?) ko veppidg 1 kopdiayyelokog 0évarog.

Ot tipés p etvon apgimievpes. Ot TYES p Yol To. SEVTEPEVOVTO TEMKE OTUEIRL KO Y10 TIG LELOVOUEVES TOPAUETPOVG ElvaL
ovopaoTikES. O xpdvoc £mG TO TPMTO SCLUPAV avaAVONKE e Eva LovTEAD avaloytk®mv Kivduvav Cox. O aptBpog tov Tpdtemv
GUUPAVT®V Y10 TIG LELOVMUEVES TOPOLETPOVS EIVOL O TPUYULATIKOS APOUOC TV TPOTOV SVUPBAVTOV Y10 KAOE TAPAUETPO Kot OEV
mpootifetat otov apliud Tav cvpPdviov 610 cuVOETO TEAKO onpeio.

CI=d140t Lo EUTIGTOGHVIG.

Negporaleio,

H domaylerolivn peimoe tn cuyvotta epedvions cupfaviov tov chvheTov TG emPefaiopévng
mopoTeTapéVNG peimong Tov eGFR, g veppikng vocou telkol atadiov, ToV VEQPIKOD 1 KopdloyyELHKoD
Bavdrov. H dapopd peta&h Tmv opddmy opethoTay oTIG HEIDGELS TOV GUUPAVIOV VEPPIKMOV TOPAUETPOV,
v mapateTopuévn peimon tov eGFR, ) veppikn voco tehucol otadiov kot Tov veepikod Bdvato (Ewkova
2).

H avaioyia ktvdovou yia tov gpovo €mg ) veppordadeia (mapateTopévn peiowon tov eGFR, veppu
V660G TEMKOV 6Tadiov Kot veppukog Bdvartog) ntav 0,53 (95% CI 0,43, 0,66) yio T domaylprolivn
£VAVTL TOV EIKOVIKOD (PAPUIAKOV.

Emutiéov, n damayliprolivn pelmwoe T vEa ELPAVIOT] TNG TAPATETUUEVNC AEVK®UOTIVOLPiag (avaAoyio
Kwvovvou 0,79 [95% CI 0,72, 0,87]) ko 0d1ynce o€ LEYOAADTEPT VITOYMDPTOT| TG LOUKPOAEVKMOUATIVOUPIOG
(avoroyia kivovvou 1,82 [95% CI 1,51, 2,20]) og chyKpiomn LLE TO EKOVIKO QAPUOKO.

Merpopuivy

H mpoonticn toyatomompévn (UKPDS) pehétn €xel TeKUMpidcEeL To LOKPOXPOVIO OPEAOG TOV EVIUTIKOD
eA&yyoL NG YAvKOINg aipatog ato dtafrtn tomov 2. H avdivon Tov anoteheGUAT®OV Y10 TOVG VITEPPAPOVG
acBeveic mov vroPfANOnKav oe Bepaneia e PETPOPIVI HETA OO aTOTVYIO, TG ATOKAEICTIKGA S10TPOPIKNG
TPOocEyylong £0eiée:

32



- OMUOVTIKY] PEIDOT TOV OTOAVTOV KIVOHVOL OTOICONTOTE GYETILOUEVNG LE TO JPBTTN EMTAOKNG
otV opdda g peteoppivng (29,8 copufavta/1.000 avBpmmoétn acbevong) Evavtt g diattog povo
(43,3 coppavta/1.000 avBpomoét acbevong), p=0,0023, Kot EvavTt TV GLVOVAGUEVOV OLAd®V
povobBepamneiog covApovuiovpiag kot veovAivng (40,1 cupfavta/1.000 avBpwmoitn acbevoic),
p=0,0034.

- ONUOVTIKY] HEIDOT) TOV ATOAVTOL KIVOHVOL OTTOLCONTOTE GYETILOUEVNG IE TO dafnTn
Bvnowotrag: petpopuivn 7,5 coppdvta/1.000 avBpomoétn acbevoic, diorta uovn
12,7 copupdévto/1.000 avBporoétn acbevoic, p=0,017.

- ONUAVTIKY HEIDOT TOV aOAVTOL KIVOHVOL GUVOAIKNG OVNGILOTNTOG: LETQOPLLIVN
13,5 ooppdévto/1.000 avBpwmoétn acbevoic Evavtt g diottag povng
20,6 cvpPavta/1.000 avBpwnoétn acbevoic, (p=0,011), kot EvavTl TV GVVILAGUEVEOY OUAS®Y
povobBepamneing covApovurovpiag kot tveovAivng 18,9 copupavta/1.000 avBpomoét acbevoig
(p=0,021).

- ONUOVTIKY HEIDOT TOV OTOAVTOL KIVODVOL EUPPAYLOTOC TOV HVOKOPIIOn: LETPOPUIvN
11 copPdvta/1.000 avBpomoétn acbevoig, diorta povn 18 copPavta/1.000 avBpwmoétn acbevoic
(p=0,01).

Iodratpukdc TAnfvoude

O Evpomnaikog Opyoviopuog Oapudkmv Exel SOCEL AmAALOYT OO TNV LIOYPEDCT] VTOPOANG TOV
amoTelecUATOV TOV peAeT@V pe To Ebymect og 6Aeg Tig vmokatnyopieg Tov modaTpikod TAnfucpod 6t
Oepomeio Tov dfnn TOTOL 2 (PAETE TOPAYPUPO 4.2 Y10, TANPOPOPIEC GYETIKA UE TNV TOLOIOTPIKT|
xpfon).

52 ®oppoxokivnTIKEG 1O10TNTES

Ta dokio cuvdvacpod Ebymect Oempodvtor froicoddvapa [E T GUYXOPYNOT TOV AVTICTO®V 00GEMV
damayAprolivng Kot vopoyAmpikng peteopuivng yopnyoduevov pali og Eexmpiotd diokia.

H gpoppokokivntikny g damayiiprolivng 5 mg dvo epopéc nuepnoing Kot g damayiiproliving 10 mg o
Qopa nuepnoimg cvykpidnke o vym dropo. H yopnynon damayiiprolivig 5 mg dvo @popég nuepnoimg
mapeiye Tapopoleg ovvohkég ekbéoelg (AUCs) og didotnpa 24 opadv énwg 1 damayiiprolivy 10 mg
YOPTYOULEVT] La popd nuepnoing. Onwg avapevotav, 1 daraylierolivn 5 mg yopnyovpevn 600 Qopég
NUEPNGIWS GUYKPITIKA pe TN domayAipAiolivn 10 mg pia opd nuepncing 001yNce oe YapnAdTEPES
UEYIOTEG GLYKEVTPMGELS TNG damayApAolivng 6to TAASUA (Cmax) KO VYNAOTEPEG EAAYIOTES
OVYKEVIPMGELG TG damaryMPAoliving 610 TAGGHO (Crin).

AMNAETIOpAOT LUE TNV TPOON

H yopfynomn avtol Tov oproKeDTIKOD TPOTOVTOG G LY1ELS €0gAoVTEC PeTd amd Yev o TAOVG10 6€ MTmapd.
KoL PHETA ammd KATAoTOOT VN OTEING iye G amoTélespa Tov 1010 Pabud ékBeong yio ™ damaylipiolivn kot
™ peteoppivn. To yedpo emépepe kKaBuGTEPNOT OTIV EMITEVEN TOV LEYICT®V GLYKEVIPMOGE®V KaTH 1 £mg
2 dpeg Kot PelmoT TNV PEYLOTN GLYKEVTPMOT| 6TO TAAGHO Katd 29 % g damayiprolivng kot 17% g
petpopuivng. Ot petaPolrég avtéc dev Bempodvtan KAVIKE GMUAVTIKEC.

Iondratpukdc TAnfuoude

Agv £govv TpayLoToTo 0l POPUAKOKOKIVITIKES LEAETEC GTOV TOIATPIKO TANBVGUO.

Ot ak6AoVOEG OVOPOPES OVTUTPOCSHOTEVOVV TIG POPLOKOKIVINTIKEG IO10TNTEG TMV EMUEPOVG OPOUCTIKDOV
OLGMV OVTOV TOV PAPUOKEVTIKOD TPOTOVTOG.

Aoamoyherolivy
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Amoppognon

H domayAprolivn anoppopndnke ToyEmg Ko IKOVOTOMNTIKA LETA TNV 0O TOL 6TOATOC Yopnynon. Ot
UEYIOTEC GLYKEVTIPMGELS 6TO TAAGHO TG domayAprolivig (Cmax) emtuyydvovial cuvibmg evtog 2 wpav
petd ) yopnymon o€ katdotaon vnoteiag. Ot yeopetpikég péoeg Tipég Cmax kot AUCT g
damayhMerolivng oe otabepn| katdotaoT HETA T Yopnynon 00cemv v 10 mg damayiiproliving pa
@opa nuepnoing Nrav 158 ng/ml kot 628 ng h/ml, avtictoyya. H andivtn Prodiedecipomra petd v and
TOV GTOUOTOG YopTyNomn pag 66ong Twv 10 mg givar 78%.

Katavoun

H domayhMeiolivn cuvdéetar pe TIG TPOTEIVEG TOL TAAGLATOG 6€ T0G00TO TEPinov 91%. H mpwteivikn
ovVOEDT dev PETAPANONKE G d1APOPEG VOO PEG KATAGTAGELS (TT.). VEQPIKN 1 NTATIKT duGAEttovpyia). O
UEGOG GYKOG KaTavoung e damayAiproliving o otabepn katdotaon frav 118 1.

Biougrooynuatiouoc

H domayhMelolivn veiotaton ektevh PeTABOAMOUO KUPIOG TPOG CYNUATIGUO

3-O-yAvkovpovidiov damayAipiolivng, mov givol avevepyog petapoiritng. To

3-O-yAvkovpovidio doamayierolivng 1 aAlot petafoiriteg d0ev GUUBAAAOVY GTIG VITOYAVKOUIKEG
emdpdoeic. O oynuoticpog Tov 3-O-yivkovpovidiov damayAiproliving dwopecoraPeiton amd to UGTIA9,
évlupo oL amOVTATOL GTO AP KOl TOLG VEQPOVG, KOl 0 dtapesolafovpevog amd to Kutoypopuo CYP
petafoiiopdc nTav pia deutepeblovca 000G Kabapong otov dvOpwro.

Anofoin

O péoeg Tyég nuioetog Long TeEMKNG paong 6to TAdopo (t1/2) yo tn damayAipioliviy ftav 12,9 dpeg
LETA TNV OO TOL GTOUATOG YopNyNon epdmnas d6ong domayMeroliving 10 mg og vyw dropo. H péon
GULVOMIKT] GUGTNUATIKY KABapon g yopnyovpevng evoopiefing damayiiprolivng tav 207 ml/min. H
damayhMeiolivn kat ot oxeTilopevol peTaforiteg amofdAloviol KoTd KOPLo AOY0 HEGH OMEKKPIONG OTO
00p0. e TOGOGTO HIKPOTEPO TOV 2% ¢ avordoiwtn domayMeiolivn. Metd ) yoprynon 66ong 50 mg
[14C]-damayiliprolivng, avaktnOnke to 96%, 75% oto ovpa Kot 0 21% ota Koémpova. XTa KOTPUVO., TO
15% xotd Tpocéyyion g 000NC ameKKpiONKe MG UNTPIKN EVEOOT).

Tpopyurxotnro,

H éxBeom ot damayiplolivi avéndnie avoloyikd o¢ Tpog TNV TUNRATIKh d6om g damayAiprolivng
010 gupog Tev 0,1 £mg 500 mg Kot 1 POPUAKOKIVITIKY TNG OV UETAPANONKE [LE TNV TAPOSO TOL YPOVOV
KoTd TNV ETavOAapUBovOorEVT IUEPTOLO XOPNYNOT Yo £®G Kot 24 gfdopadec.

Eidwcoi wAnboouol

Negpixn dvoiertovpyio,

Ye otabepn| katdotaon (20 mg damayAipAoliving po popd NUEPNGIMS Yo 7 NUEPES), TO ATOMO LE
ocaKyopmoT StafnTn TOTOL 2 Kot Lo, HETPLOL 1 coPapn veppikr| duoieitovpyia (0Tmg Tpocdlopiletar omd
v KaOapon 10e£0ANG 610 TAAGH) Elyav HECES GVOTNUATIKEG EKOEGELG damaylprolivng 32%, 60% Kot
87% vynAotepeg, avTioTOL N, O GYEON UE EKEIVEG TOV ATOUMV LE oakyap®OT dtofrytn THmov 2 Kot
QUO10A0YIKT VEPPIKT Agttovpyia. H 24wmpr amékipion yAvko(ng ota ovpa oe otabepn Katdotaor NTov
o€ VYNAG Pabud eEaptopevn omd ™ veppikn Aettovpyia kon 85, 52, 18 ko 11 g yAvko{ng/muépa
OTEKKPIVOVTOV GE GTOUO [LE GOKYOP®ON SNt TOTOL 2 KOl QLUGIOAOYIKT] VEQPIKN AElTovpyio 1 L,
pétpuo 1) coPopn veppikn dvciettovpyia, avtictoyya. Ol emmtdoelg g apokaboapong oty £kbeon g
damayAprolivng dev glval yvoOTES.

Hrartikn dvolerrovpyio

Y dropa pe o M péETpla nratikn dvoiettovpyio (katnyopieg A ko B katd Child-Pugh), n péon Cumax
kot AUC g damayAiprolivng tav €oc kot 12% kot 36% vynAdtepeg, avTtioToryd, GUYKPITIKA LE Ta
TPOCAPUOGLEVE VY ATopa eEAEYYOL. Ot dapopég avTég dev BepnOnkay KAVIKE onUavTiKé. X dTopa
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ue copapn nroatikr] Svciertovpyia (katnyopia C katd Child-Pugh) 1 péorn Cuax kot AUC g
domaylprolivng frav 40% kot 67% vYnAOTEPEG CLYKPITIKA [E TaL EEOLOIOUEVO LYW ATOO, AVTIGTOLLO.

Hlxiouévor (= 65 etcv)

Agv mopatnpeiton KAvikd onuovtikny avénon oty xbeon pe PAon amokAEIGTIKA TNV NAKio o€ dToUA
nikiag émg kot 70 etav. Qotdc0, pmopel vo avapévetar avénuévn kbeomn Aoy nAKIoeEapT®UEVNG
peimong tng veepikng Aettovpyiag. Agv vdpyovv emopkr dedopéva yia TV eEaymyn CUUTEPACUATMV
oyeTIKA pe TV €kbeomn og acbeveic nlikioag > 70 etdv.

Dolo
H péon AUC g damayApAiolivng otig yuvaikeg extiunonie 0Tt eivor 22% vyniotepn oe oy£o LE TOVG
Gvopeg.

Doin
Agv mopatnpnOniay KAMvikd onHovVTIKEG S10.Q0PEG OTIG CLOTNHOTIKEG ekBEcelg petad g AEVKNG, TNg
Madpng 1 TS AGLOTIKAG QUANG.

Zouatiko fapog

AwmotdOnke peimon g €kbeong ot damayiiplolivn pe v avénon tov Bapovc. Zvvenmg, ol acbeveic
1e xapnAd Bapog pumopet vo £xovv Kamotov Pabpon avénuévn ékbeor kot o1 acbevelg pe vymid Bapog
Kdmolov Pabpod peiwpévn éxbeon. Qotd660, 01 dlapopég otny £kbeon dev BempnOnKoy KAviKd
OMNUOVTIKEG.

THoudazpixog ninBoouog

H poppokokivnticn kot 1 papuarxodvuvaptkt (YAvkolovpia) og mTaudid pe cokyopmorn dafrtn tomov 2
nikiog 10-17 e1@v NTov TopOUOLES LE AVTEC TOV TapaTNPNONKAY 68 eVIAIKEG e oayapmOT dtofnTn
TOmov 2.

Metpoppivn

Amoppopnon

Metd amo pio omd Tov GTOUTOG 0OCT) LETQOPUIVIG, O tmax EMLTVYYAVETOL GE 2,5 dpeg. H amdivtn
BrodiaBeciotnTo evog diokiov petpoppivng tov 500 mg 1 850 mg eivar katd tpocéyyion 50-60% ot
VY1 dTopo. METE TV 0mtd TOL GTOUATOG YOPTYNOoN MG dOGNGS, TO U 0TopPoPNBEV KAAGLLO TOV
avaktnonke ota KOTpava frav 20-30%.

Metd v amd Tov GTOUATOG YOPTYNOT, 1| AToppOPNCT| TNG LETPOPUIVIG VPIoTATOL KOPEGO Ko ivor
ateMG. Oempeitar OTL 1 PAPUAKOKIVITIKT TG ATOPPOPNONG TNG LETPOPUIVIGEIVAL UN-YPOUUIKT. ZTIg
ouvnBelg S00ELS Kol SOGOAOYIKA TYNLLOLTO, 01 GUYKEVIPMGELS OTADEPTG KOTAGTUGTG GTO TAAGHLO
EMTLYYAVOVTOL EVTOC 24-48 pmdV KoL glvol 68 YeEVIKEG YPAUUES pkpoTepeg amd 1 pug/ml. Xe eleyyopeveg
KAWVIKES SoKIUES, Ta LEYIOTO EMiTEdD LETPOPIVNG 0TO TAACLLO (Crax) 0€V VIEPEPT GOV TaL S pg/ml, oxcopa
KO OTIG LEYIOTEG OOCELC.

Karavoun

H ocbdvdeon pe tic mpmteiveg Tov mAdouatog sivatl apeintéa. H peteoppivn kotavépetot ota
gpvBporvtTopa. H péytot tipun oto aipo etvorl YapunAotepn amod tn HEYIOTN T GTO TAAGHLO KOl
eppaviferon mepinov otov id10 ypdvo. Ta epvbpd aypoceaipia avirpocwrevovy ThavoTaTe Eva
devtepevov dwopépiopa katavoune. O pésog oykog kotavoung (Va) kopaiveton peta&d 63-276 1.

Bioueraoynuatioudc
H petpoppivn amexkpiveral avaiioiotn ota ovpa. Kavévag petaforitng dev €xel tavtonombel otov
avBpowmo.
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Anofoin

H veppuw kdBapon g petpoppivng etvon > 400 ml/min, yeyovog mov deiyvel OTL 1 LETPOPUIVY
OTOPUAAETOL HECH OTEPOAUATIKNG O1OMNONG KOl COANVOPLOKNG ATEKKPIoNG. META TNV 0t0 TOV GTOHOTOG
xopnynon piag 666mg, 0 PavOpEVOG TEMKOS Ypovog nuicelag (ong amofolng ivar katd Tpocyyion

6,5 mpec.

Eidwcoi wAnboouoi

Negpixn dvalerrovpyio,

Y& aoBeveic pe petopévn veppikn Aettovpyia (Le fdomn tn pé€Tpnon g kdbapong Kpeatvivg), o Ypovog
nuicelog {ong TAACHOTOC Kot OiLaTOg TNG LETPOPUIVIG EIVOL TOPATETANEVOG KO 1] VEQPIKT] KABapon
LEWDVETOL OVOAOYIKA [E TN Helmom TG KaBapong kpeatvivng, 0dnNydvTog o€ avEnpéva exinedo
UETPOPUIVIG OTO TAAG AL

5.3 IMpoxivikd dedopéva Yo TNV d6QIAELN

2uyyopnynon domoyAteAolivnc Kot LETOOPUIVIG

To pun KAwvikd dedopéva dev amokeAVTTOLY 1310{TEPO Kivouvo Yia Tov AvBpm o pe Bacn Tic cuUPaTIKEG
peiéteg To&koTTOg eEmavalappavopevmy 60GEwy.

Ot TopoakdT® avagopEg avTikaTonTpilovy To TPOKAIVIKA SESOUEVA Y10, TNV OCPAAELD TOV EXUEPOVS
dpaoTiK®V ovcimv Tov Ebymect.

AamayMoerolivn

To pun KAvikd dedopéva dev amokoADTTOVVY 1010itePO Kivouvo yio, Tov dvBpwmo pe Baon Tic cupPfotikég
UEAETES POPUAKOAOYIKNG ACPAAELOG, TOEIKOTNTOG EXOVOAUUPOVOLEVOV dOGEMV, YOVOTOEIKOTNTOG,
EVOEYOUEVNC KAPKIVOYOVOL dpaonc kot yovipotntas. H damayliprolivn dev mpokdAiecse oykoyéveon, gite
0€ TOVTIKOVG €1T€ G€ apovpaiovs, o 0moladNmoTE 0o TIS 0OGELG, TOL a&loAoyONKaAY KOTA T ddpKELN
OIETOV PEAETOV KOPKIVOYEVESNG,.

Tolixdtno ony aveamopoywyiky IKaVOTHTO Kol TV OVArTLén

H dpeon yoprynon domayerolivig 6€ amoyaAaKTICUEVOLS VEAPODS 0poVPAiong Kot 1) Eppect EkBeon
KOTA TV OYiun TePiodo g KuMong (Ypovikég Tepiodot TOL AVTIGTOLOVY GTO dEVTEPO KOl TPITO TPiUNVo
NG EYKLUOGVVTG OGOV 0pOPA GTNV MPILOVOT) TV VEPP®Y 6ToV AvBpmmo) Kat T yarovyia cuoyetiloviot
apPOTEPEG Pe aENUEVN EMIMTOON KOUT PopdTnTa S1UTOCNG TNE VEPPIKNAG TUEAOD KOl TOV VEPPIKDV
COAMVOPIOV GTOVG ATOYOVOUG,.

e o peAéTn To&kotnTog o€ veapd Cma, 6tav 1 damayApAiolivn yopnynonke GUECH GE VEOPOLG
apovpaiovg and T petayevvnTikn nuépa 21 péypt  petayevvntikny nuépa 90, avaeépOnke didtoaom tng
VEPPIKNG TVELOL KOL TOV VEPPIKAOV COANVAPI®V o€ OA0, Ta 00G0A0YIKA emineda. O1 ekBECELS TV VEOYVOV
oTN XoUNAOTEPT EAEYYXOUEVT dOCT NTOV > 15 OpEC LEYOADTEPES OO TN LEYIOTT GUVIGTMOUEVT] dOGT GTOV
avBpomo. Ta evpnuate aVT CLGYETIOTNKOV e H000EEAPTOUEVES LENTELS 6TO PAPOG TOV VEQPDOV Kot
LOKPOCKOTIKT S107K®MON TOV VEQPP®OV o€ OAEG TIC d0oels. H didtaom tng veppikng TuELOL Kol TV
VEQPPIKOV COANVOPI®V Tov Tapatnpiinke o€ veapd {ma deV aVTIOTPAPNKE TANP®G EVIOC TNG KATA
TPOGEYYIOT AVAKAUYNG TOV EVOC UNVOC.

e pa EgxploTi HEAETN TTPO-KOL LETAYEVVITIKNG QVATTUENC, 01 UNTEPES apovpaiotl EAaPayv doom arnd TV
nuépa 6 TG KOMong UéEyPL TV NuUEpa 21 Tng HETayEVYITIKNG TEPLOGOL KOl TO VEOYVA EKTEOM KAV EPUIECT
oT0 PApUOKO in utero Kot Kad' OAn TN didpken TG yorovyiag. (Ae&nydn pia dopveopikn PHeEAETN Yo TNV
ektipnon tov ekbécenv damaylprolivng 6to YaAa kot g veoyvd). AvEnpévn erintwon 1 PapdTnta Tng
ddTaoNG TNG VEPPIKNG TVEAOL TTopaTNPNONKE GE EVIAIKEG OTOYOVOUG DEPUTEVUEVODV UNTEPMV, LOAOVOTL
EUPAVIOTNKE OTOKAEIGTIKA GTNV VYNAOTEPN UEAETOUEVT dOOT| (01 GYETILOUEVES LE T UNTEPQ KO TO
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veoyvo ekbéoelg otr damayAiprolivn ntav 1.415 popéc kan 137 popég peyalvtepeg, avtiotorya, omd Tig
TIWEG OTOV AVOp®TO 6TN UEYLIOTT GUVIGTAUEVT dOoT oToVv GvBpmmo). Emimpdcshetn avamtuéioxn
TOEIKOTNTO TEPLOPIOTNKE GE DOGOEEUPTMUEVEG UELMGELS GTO COUATIKO fAPOC TOV VEOYVMV Kol
mopotnpnonke povo oe 60celg > 15 mg/kg/muépa (cvvoéetan pe ekBEGEIS TV VEOYVDY > 29 ©opég TmV
TILOV 6TOV AvOp®TO GTN UEYIOT GLVIGTOWEVT 0061 oTov AvBpwmo). H untpikn toéikdmra nTov
EUPAVIG LOVO GTNV DVYNAOTEPT UEAETOUEVT] DOCT], KO TEPLOPIGTNKE GE TOPOSIKES PUEIDCELS GTO CMUATIKO
Bapog kot TNV KatavaAwmon Tpoeng Kotd T Ay g do6onc. To eninedo un mapatnpodpuevov
avemBountov evepyeidv (NOAEL) yia tv avartu&lokn ToEKoTnTao, 6T oOUNAOTEPT HEAETOUEVT OO,
ocvoyetiletal Pe TOAAUTAGGLIO CLGTNUOTIKY EkBECN TG UNTEPOS, KATH TPOcEYYIon 19 popéc Tng TIUNg
oToV AvOpwTO, OTN PEYIGTN CLUVIGTMOUEVT dOGT GTOV AVOpP®TO.

Ye emnpoobeteg pedétec eUPPLIKNG avaTTLENG GE apovpaiovg Kot KOVIKAOVG, 1 damayAtpiolivn
YopPNYNONKE Y10 LEGOSIOGTILOTO TOV GUUTITTOVVY WE TIG OTLOVTIKEG TTEPLOOOVG OPYAVOYEVEDTG OE KAOE
€ldo¢. Agv mapatnpnnikoy ovTe PUNTPIKY 0VTE OVATTLEINKT TOEIKOTNTO G KOVIKAOVG GE OTO1001TOTE
peketopevn 06omn. H vynidtepn peletmpevn 6061 GUVOEETOL e TOAANTAN GLGTNLOTIKY £kOEon KaTd
nwpocéyyion 1.191 popég peyadhtepn g LEYIOTNG CUVIGTOUEVNC OOCT|G GTOV AVOP®OTO. TOVG
apovpaiovg, N damaylpArolivn dev fTav ovte euPpvotolikn 00TE TEPATOYOVOS G eKBEGEIS £MG Kot
1.441 popég mhvem omd TN PEYIOTN CLVIGTMUEVT OGN GTOV AvOpOTO.

Metpopuivn

To pun KAvikd dedopéva dgv amokaAdTTOLY 1310iTEPO Kivouvo yia Tov dvBpwmo pe Baon Tic cupPfatikég
UEAETEC POPUOKOAOYIKTG ACPAAELNG, TOEIKOTNTOG ETOVAAUUPOVOLEVOV dOGEDV, YOVOTOEIKOTNTOG,
EVOEYOLEVIG KAPKIVOYOVOL dPAGTC, TOEIKOTNTOGC GTNV AVOTAPOYDYIKT IKOVOTNTO, KO AVATTUED.

6. DAPMAKEYTIKEX IAHPO®OPIEX

6.1 Kotahroyog ekddymv

ITvpnvac dtokiov

Ydpo&umpomulikn| kuttapivy (E463)
Miukpokpuotorkn kvttopivn (E460(1))

Yteatikd payvioto (E470b)

Noazprovyo kapPo&opedviiopévo dpvio (tomov A)

EmwdAvyn diokiov

Ebymect 5 mg/850 mg emikaivpuéva pe Ao vuevio diokia.
[MoAv(Brvvrorkooin) (E1203)

[MoAvaBvievoyloikoin (3350) (E1521)

TéAxng (ES53b)

Awo&eido titaviov (E171)

O&eid1o odnpov kitpwvo (E172)

O&eidro o1ompov gpubpod (E172)

Ebymect 5 mg/1.000 mg exixoivpuéve pe Aewro vugvio diokio.
IoAv(Brvvrorkooin) (E1203)

[MoAvoBvievoyloikoin (3350) (E1521)

TéAxng (ES53b)

Awo&gidio titaviov (E171)

O&eidro oompov kitpwvo (E172)
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6.2 Aocvpparotnreg

Agv gpapuoletar.

6.3 Awgpkera {onig

3 xpovia

6.4 Idwitepeg Tpouvrders kata T @OLAEN TOV TPOIOVTOG

To papuakevTKd ovtd TPOoidv dev amartel WOHTEPES GLVONKEG Yo TN PVAAEY TOV.
6.5 ®Vo1 KOl GVGTUTIKA TOV TEPLEKTI

Kuvyéheg PVC/ PCTFE /Alu.

2VOKEVAGIES
14, 28, 56 kot 196 (2 cvkevooieg v 98) emkaAvppéva e AemTd LUEVIO d1oKi0 o€ [T SLdTPNTES

NUEPOLOYLOKES KUWELEG TV 14 diokimy.

60 emkadlvppéva pe Aemto vUEVIO O10Kia g U O1dTpnTEG KLWEAEG TV 10 diokimv.
60x1 emkaAvppéva pe AeTTO LUEVIO O10KI0 GE SIATPNTES KLWEAEC L10iG dOONG,.
Mmopei va. unv KuKAOQOpPOUV OAEG Ol CUGKEVAGIEC.

6.6 Iowitepec mpo@uAaiers amdppryng

Kd&0e aypnoyonointo gopuokevTikd Tpoidv 1 VTOAEULO TPETEL VO OTOPPITTETOL COUPOVA LE TIG KOTA
TOTOVG 15YVOVOEG GYETIKEG O10TAEELC.

7. KATOXOX THZ AAEIAY. KYKAO®OPIAX

AstraZeneca AB

SE-151 85 Sodertélje

Youndia

8. APIOMOZX(OI) AAETAX KYKAO®OPIAZ

Ebymect 5 mg/850 mg emkoivpuuéva pe Aertd vuévio 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 d66MC)
EU/1/15/1051/006 5 mg/850 mg 196 (2 x 98) dwokia

Ebymect 5 mg/1000 mg emkoiopuévo pe Aemtd vuévio diokia,

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

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

EU/1/15/1051/011 5 mg/1.000 mg 60 x 1 diokio (Lovada d6omg)
EU/1/15/1051/012 5 mg/1.000 mg 196 (2 x 98) dwoxkia

9. HMEPOMHNIA ITPQTHE EI'KPIXHY / ANANEQYXHY. THX AAEIAX
Huepopnvia tpdtnc £yxpiong: 16 Nogpppiov 2015

Huepopnvia televtaiog avavémong: 25 Avyodotov 2020

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepelg TANPOPOPIES Y0 TO TOPOV PAPUOKELTIKO TPOTOV Elvat dSlabEoIES 6TO SIKTLOKO TOTO TOV
Evponaikod Opyavicpod ®oppdkov http://www.ema.europa.cu.
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ITAPAPTHMA 11

MHHAPAXKEYAXTHX YIIEYOYNOX(OI) I'TA THN
ATIOAEEMEYZXH TQN ITAPTIAQN

OPOI H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX

40



A. TTAPAXKEYAXTHX YHHEY®OYNOZX(OI) I'TA THN ATIOAEEMEYXH TQN ITAPTIAQN

Ovopa xai d1ev6vvon tov(twv) Topackevaot)(®V) Tov gival vevhuvoc(ot) Yo TNV AT0dEGUEVCT) TV
TOPTId@V

AstraZeneca AB
Giértunavigen
SE-152 57 Sodertilje
Youndia

B. OPOI H OI HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DappokevTikd TPoiodV Yo T0 0010 ATALTEITOL WOTPIKT) GUVTOYT).

I AAAOI OPOI KAI ATIAITHZEIX THX AAEIAY. KYKAO®OPIAX
. Ex0éoe1g meproduig mapakorovdnong g acedrerag (PSURs)

O1 arantioelg yio v vrofoin T@v PSURS yia to v MOy @oppokevntikd tpoidv opilovtal otov
KaTdAoYo pe TG nuepounvieg avapopdg g Evoong (katdioyog EURD) ov moapatifetal oty
mapdypoeo 7 Tov dpbpov 107y, g odnyiog 2001/83/EK xon kdbe emardAovdng extkaiponoinong, 0rTmg
ONUOGIEVETAL GTNV EVPOTAIKT STKTLOKT] TOAN Y10l TAL PP OO

A.  OPOI H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHZH TOY ®APMAKEYTIKOY INIPOIONTOX

. Yyéo10 owyeipiong Kivovvou (ZAK)

O Karoyog Adetog Kuihopopiog (KAK) Ba dieEaydyet Tig amaitodpeves SpacTnploTNTEG Kot
TOPEUPAGELG POPLOKOETYPOTYNONG OGS TapoLsidiovTal 6to cvupovndév ZAK mov
mapovstaleTar otny evotnta 1.8.2 g ddelag kKukAopopiag Kot 0molecdNToTe EnakOA0VEg
gykekpipéveg avabempnoelg tov TAK.

"Eva emucopomompévo XAK Oa wpémnet va katatedet:

. petd ano aitnpoa tov Evponaikov opyovicpod Oopudxmy,

. OTOTEONTOTE TPOTOTOLEITAL TO GUGTIILO SLOXEIPIOTG KIVOVVOD, EI0IKA MO OTOTELECHO AMYNG VEDV
TANPOPOPLDY TOV UTOPOVYV VO ETLPEPOVY GNUOVTIKT OAAXYT GTI GYECT 0QELOVC-KIVOHVOL 1) ™G
OTTOTELEC IO TNG EMTEVENG EVOG OTLLOVTIKOD OPOGTILOV ((POPUAKOETAYPOTVIOT| 1| EACYLGTOTOINGON
KvoLVOov).
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ITAPAPTHMA 111

EINNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emucodvppéva pe AETTd VUEVIO S1oKia
domoy MAolivi/vdpoyAmpIK LETPOPUIVY

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

Kd&0e dioxio mepiéyet povoiidpikn samaylipAiolivn e TpomavodioArn ieodvvaun pe 5 mg damayleArolivng
kot 850 mg vVIPOYA®PIKNG LETQOPUIVIC.

‘ 3. KATAAOT'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUUEVO UE AETTTO DUEVIO O10KI0

14 emkaivppéva pe Aemtd vuévio diokio
28 EMKOAVUUEVO [LE AETTO VUEVIO OloKiO
56 emkaAvppéva pe AETTO DIEVIO OLoKI0L
60 emKaAvppéva pe AETTO DIEVIO OLoKI0L
60x1 emkaloppéva e Aemtod LUEVIO dloKia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 0ONYIOV TPV OO TN XPT o).
Amo6 otouaTog Yp1om

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

Noa purdcoetar o€ BEom, TV onoia dev PAETOLY Kot dev Tpoceyyilovy Ta TAddL.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEYX XYNOHKEX ®OYAAZEHX

10. TAIAITEPEX ITPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NIPOIONTQN ‘H TOQN
YIHHOAEIMMATQON I1OY TPOEPXONTAI ATIIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOX(OI) AAETAYX KYKAO®OPIAX

EU/1/15/1051/001 5 mg/850 mg 14 diokia
EU/1/15/1051/002 5 mg/850 mg 28 dickia
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 d66MG)

13. APIOMOX ITAPTIAAX

[oprtida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMTAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

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

A16o106T0TOC YPOUU®TOS KOdKaG (2D) Tov @épel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIGTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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ENAEIZEIX ITIOY ITIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emkaloppévo pe Aentd vévio dioKio
domoryMeAoliv/vdpoyAmpiky LETPOPUIVY

2. YXYNGOEXH XE APAXTIKH(EYX) OYZIA(EY)

Kd&0e dioxio mepiéyet povotidpikn damoyiipiolivn pe Tpomavodioin icodvvaun pe 5 mg domoylprolivng
kot 850 mg vVIPOYA®PIKNG HETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUIEVO UE AETTTO DUEVIO O10KI0

196 (2 ovokevaoieg Twv 98) emkaAlvppéva e AETTO LUEVIO dloKia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote 10 POALO 00N YOV TPV amd TN XPT o).
Amd otouaTOg YpNoT

6. EIAIKH ITPOEIAOITIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI AEN
MMPOXEITIZOYN TA ITAIATA

Na puAdooetal o€ 0éom, TNV onoia dev PAETOLY KO eV TPooeyyilovv Ta TOOIA.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEYX OYAAZEHX
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10. TAIAITEPEX ITPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN ITIOY ITPOEPXONTAI AITIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOX(OI) AAETAY KYKAO®OPIAX

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

13. APIOMOZX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZH I'TA TH ATAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

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

A6d106TOTOC YPOUU®TOS KDOIKAG (2D) Tov EPEL TOV TEPIANPOEVTO LOVASTKO OVOYVOPIGTIKO KMOTKO.

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

PC
SN
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN ENATAMEXH XYXKEYAXIA

EXQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg emucodvoppévo pe Aentd VUEVIo diokio
damayAMpAolivi/vdpoyAmPIKY LETPOPUIVY

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

Kd&0e dioxio mepiéyet povoiidpikn samoyliprolivn pe Tpomavodioan isodvovaun pe S mg domoyiprolivng
kot 850 mg vVIPOYA®PIKNG HETPOPUIVIC.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUUEVO e AETTTO DUEVIO O10KI0

98 emkalvppéva pe Aemtd vpévio dwokia. Agv umopel va toindel Eexyopiotd.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 POALO 0ONYIOV TPV OO TN XPTOT).
Amo6 otouaTOg YN oM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA TTAIAIA

Noa puAdcoetal o€ 0éom, TV omoia dev PAETOLY Kot dgv TpoceYyilovv Ta TOdd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEYX YYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TOQN
YIHHOAEIMMATQON ITIOY NIPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

‘ 12. APIOMOX(OI) AAETAY KYKAO®OPIAX

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

‘ 13. APIOMOZX ITAPTIAAX

oprtida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

ebymect 5 mg/850 mg

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

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIXTEX ENAEIZEIX IOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAEX MIAX AOXHX (AIATPHTEY)

1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg dioxia
domayMerolivn/petpopuivr vdpoyrAmpikn

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX IIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAEX (MH AIATPHTEZX) — koyéin 10 diokiov

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg dioxia
domayAiproliv/petpopuivr vdpoyAmpikn

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

|5.  AAAA XTOIXEIA

{Zopforo Hhov/Zeanvne}
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EAAXIXTEX ENAEIZEIX IOY ITPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKEX KYYEAEX (MH AIATPHTEZY) — kvyéin 14 diokiov

1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/850 mg dioxia
domayMerolivn/petpopuivn vdpoylmpikn

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

|5.  AAAA XTOIXEIA

Aegv. Tp. Tert. ITép. Map. Zap. Kop.
{Zbpporo HAov/Zeaqvng}
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emkaivppéva pe Aento VUEVIO dloKia
damayAMAolivi/vdpoyAmpIK LETPOPUIVY

2. YXYNGOEXH XE APAXTIKH(EYX) OYZIA(EY)

Kd&0e diokio mepiéyet povoidpikn samoylprolivn e TpomavodioAn weodvvaun pe S mg damoylpAiolivng
kot 1.000 mg vdpoyAmpkng LETPOPUIVIG.

‘ 3. KATAAOT'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUUEVO e AETTTO DUEVIO O10KI0

14 emkaAvppéva pe AeTTo vUéVio diokia
28 eMKOAVUUEVO LE AETTTO VUEVIO OloKIO
56 emKaAvppEVa Pe AETTO DIEVIO OLOKI0L
60 emKoAvPEVE e AETTO DUEVIO OLoKI0L
60x1 emkaAvppéva Pe AETTO LUEVIO dloKiol

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPacte T0 POALO 00N YOV TPV OO TN XPTOT).
Amd otouaTOog YN oM

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

Na puAdooetal o€ 0éom, Tnv onoia dev PAETOVY Kol deV TPooeyyilovy Ta TAIOIAL.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEYX OYAAEHX

10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHHOAEIMMATQN IIOY IMTPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/15/1051/007 5 mg/1.000 mg 14 diokio
EU/1/15/1051/008 5 mg/1.000 mg 28 diokio
EU/1/15/1051/009 5 mg/1.000 mg 56 diokio
EU/1/15/1051/010 5 mg/1.000 mg 60 diokio
EU/1/15/1051/011 5 mg/1.000 mg 60 x 1 dioxio (Lovada d0omg)

13. APIOMOZX ITAPTIAAX

oprtioa

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1.000 mg

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

A166146T0TOG YPOUU®TOS KOdKaG (2D) Tov pépel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIGTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg emkaivppéva pe Aentd vpévio diokio
domayMeAoLiv/vdpoyAmpIK LETPOPUIVY

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

Kd&Be diokio mepiéyet povoiidpikn samoyleArolivn e TPOTavodtoAn 1eodvuvaun pe 5 mg damayApAiolivng
kot 1.000 mg vdpoYA®PIKNG LETPOPUIVIG.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUUEVO UE AETTTO DUEVIO O10KI0

196 (2 ovokevacieg Tov 98) emkaAvppéva e AemTd LUEVIO dlokia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXEHX

Awpaote 10 PUALO 0INYIOV TPV OO TN XPTOT).
Amd otopaTog YpNoN

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION NPEIEI NA ®YAAXXETAI E OEXZH THN OIIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA TTAIAIA

Noa puAdooetal o€ 0éom, TV omoia dev PAETOLY Kot deV TPoceYYiLovv Ta TOOIAL.

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

‘ 8. HMEPOMHNIA AH=EHX

AHEH

9. EIAIKEX XYNOHKEX OYAAEHX
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10. TAIAITEPEX ITPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN 'H TON
YIHHOAEIMMATQON TTOY IPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOX(OI) AAETAYX KYKAO®OPIAX

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

13. APIOMOX ITAPTIAAX

oprtida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1.000 mg

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

A160100T0T0G YPOUU®TOC KOdKAS (2D) mTov gépel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIGTIKO KMOKO.

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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ENAEIZEIX ITOY IIPEIIEI NA ANATPA®ONTAI XTHN ENATAMEXH XYXKEYAXIA

EXQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg enucoloppéva, pe Aentd vpévio diokio
domoryMAolivi/vdpoyAmpIk| LETPOPUIVY

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

Kd&Oe diokio mepiéyet povoidpikn samaylpArolivn e Tpomavodtoin wwodbvoun pe 5 mg damoylpAiolivng
kot 1000 mg vépoYA®PIKNG LETPOPUIVIG.

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

EMKOAVUUEVO UE AETTTO DUEVIO O10KI0

98 emkaAvppéva pe Aemto véVIo dlokia. Agv umopel va toAndel Egxywpiotd.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 0INYIOV TPV OO TN XPT o).
Amo tov 6TdHOTOC YPNoN

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

Noa purdcoetar o€ 0éom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TAldd.

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

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEYX OYAAEHX
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10. TAIAITEPEX ITPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN 'H TOQN
YIHOAEIMMATQON ITIOY NIPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

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

AstraZeneca AB
SE-151 85 Sodertilje
Youndia

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

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

13. APIOMOZX ITAPTIAAX

oprtida

14. TENIKH KATATAZH I'TA TH ATAGEXH

DopUaKELTIKO TPOTOV Y10 TO OTOT0 OTOLTEITAL LOLTPIKT) GLVTOYT).

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

ebymect 5 mg/1000 mg

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

18. MONAAIKOX ANAT'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO TON
ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAEX MIAX AOXHX (AIATPHTEY)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia
domayMerolivn/petpopuivr vdpoyrAmpikn

2. ONOMA KATOXOY THX AAEITAY. KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX IIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYWYEAEX (MH AIATPHTEZY) — koyéin 10 dwokiov

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia
domayAprolivr/ petpopuivr vdpoyrAmpiky

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

|5.  AAAA XTOIXEIA

{Zouporo Hiov/Zehjvne}
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANAT'PA®ONTAI XTIX XYXKEYAXIEX
KYWYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HMEPOAOI'TAKEX KYWYEAEYX (MH AIATPHTEZY) — kvyéin 14 dwokiov

1. ONOMAZXIA TOY ®APMAKEYTIKOY ITPOIONTOX

Ebymect 5 mg/1.000 mg dioxia
domayAprolivn/ petpopuivr vdpoyAmpiky

2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

AstraZeneca AB

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

|5.  AAAA XTOIXEIA

Aegv. Tp. Tet. TTép. Map. Zaf. Kop.
{Zbpporo HAov/Zeaqvng}
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B. PYAAO OAHI'TQN XPHYXHX
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®vrho Oy Xpiong: [IAnpogopisg Yo Tov acOevi)

Ebymect 5 mg/850 mg emkaivppéva pe Aemté vpuévio diokia
Ebymect 5 mg/1.000 mg emxoivoppéva pe Aextd vpuévio d1oKio
domayMeAoLivi/vdpoyAmpIK LETPOPUIVY

AP acTe TPOGEKTIKA 0AOKANPO TO PUALO 00N LAV YP1ONG TPV UPYICETE VU TAIPVETE GVTO TO
QPaPROKO, O10TL TEPLAOUPAVEL GNUAVTIKES TANPOPOPIES YU GUG.

DdordEte avTd TO PUALO 03N YOV YpNoNS. Towg ypelaotel va to dfdcete Eavd.

Edv éxete mepartépm amopiec, poTNoTE TOV Y10TPO 1] TOV PAPLOKOTOL0 1] TOV VOGOKOUO GO,

H cvvtayn yv avtd 10 gappoko xopnyndnke amokAeoTIKA Yo 6og. Agv TPETEL VO SDGETE TO
(QApLOKO 6€ AAAOVG. MTopEel va TOVG TPOKOAESEL PAGPN, KOO KOt OTAV TOL GUUTTOUOTA TG
ac0éveldg Tovg giva id1a e ta S1Kd Gag,.

Edv mapoatnproete Kdmoo avemBOunTn eVEPYELX, EVILEPMOTE TOV YIOTPO 1 TOV (OPUOKOTOLO GUG.
AvTo 1oyvet Ko Yo kd0e mbavr] avemBountn evépyela mov dev avapEPETAL GTO TAPOV PUAAO
odnywwv yprone. BAéne mapdypapo 4.

T epréyer To mapoév gvALo 00N YLAOV

A S e

1.

T eivan To Ebymect kot mowa givo ) ¢prion tov

T mpémer va yvopilete mpv mapete To Ebymect

[og va mapete T0 Ebymect

[MBavég avemBounteg evépyeteg

[og va puidooete to Ebymect

[epreydpeva g ovokevasiog Kot Aomég TANpoPopies

T givar To Ebymect kon o givar 1 (prjon tov

To Ebymect mepiéyetl 600 S10popeTIKEG OpUCTIKEG OVGiES OV ovopalovtat damayAiprolivn kot
petopuivn. Kot ot 0o avikovv o€ pio Katnyopio popUAK®OV T0L 0VORALoVTaL 0O TOL GTOOTOG
yopnyovueva avtidefntikd. [Ipdketton yio papuoie mov AapuBavovTotl amd To GTOU Y10, TO dtopnTn.

To Ebymect ypnoomoteitar yia Evav tomo drafntn mov ovopdleton "cakyapdong dtaprtng tomov 2" og
evnhkeg acbeveic (nAkiog 18 etov kot dvw). Edv €yete daprtn tHmov 2, To mhykpeog o cLVOETEL apKETH
WWGOLAIVN, 1 0 OPYOVICUOG GOG OEV UTOPEL VO YPTCLUOTTOOEL ETOPKMG TV WVGOLAIVN TTOL GuVBETEL. AVTO
odnyel o VYMAO enimedo caxydpov (YAvko(ng) oto aipa cog.

H domayhMelolivn dpo amopakpuvovTog Ty Tepicoelo cokypov amd TOV OPYOVIGHO GOG HECH TMV
00P®V GOG KOl LELMVEL TNV TOCOTNTO, GOKYAPOL GTO aipo cag. Mropel eniong va fonbnocel oty
TPOATYT TG KAPIHKNG VOGOU.

H petpoppivn dpa xupimg avacstéAhovtog TV Topayyn YAvKOIng omd to nrap.

INa ™ Bepaneio Tov dwafnt TOTOUL 2:

To @dppaxo avtd Aappdavetor e GuvoLACSUO e dlatta Kot AoKN o).

AT TO PAPUAKO YPNOIHOTOLEITAL OTAV O JUPNTNG GOG OEV EAEYXETAL LUE AAAD, PAPUOKO TTOV
YPNOYoToovVTaL Yo, T Oeparmeio Tov dafnTn.

O ywtpog cog pmopel vo {NTNoel va ToipveTe ouTd TO PAPHOKO UOVO TOV 1] GE GUVOVUGUO UE AAAM
Qapuoka yio tn Oepameio Tov daPrtn. Avto pmopei va ivor évo Ao eapuoko mov Aapfavetan
0t0 TO GTOMA 1Y/KaL £V, PAPUOKO YOPTYOOUEVO LE EVEDT).

Y mepintwon wov NN Aappdvete Kot damayApAiolivn Kot LETPOPUIVN HE TN Hopen EEY®PIOTMV
dokiov, 0 YITpog cog pmopel va cag (ntnoet va petafeite € avtod to eapuako. o v aropuyn
vePdocGoAOYinG, UV cvveyicete va maipvete diokia damayelolivng Kot HeETQoppivig, 6V
naipvete to Ebymect.
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Eivar onuavtikd va cuveyicete va axolovbeite Tic cuoTdoelS Yo dlatta Kot AoKNGT), TOV GOG £dMGE O
YTPOS, 0 PAPLOKOTOLOG 1) O VOGOKOWOG GO,

2. T npéner va yvopilete mpy mapete To Ebymect

Mnyv népete To Ebymect

. oe mepintwon adiepyiag otn damaylieArolivn, T peteoppivn 1 o€ ototodnmote GALO amd Ta
GULGTATIKA CVTOD TOL PAPUAKOL (CVOPEPOVTUL GTNV TOPAYPAPO 6).

. o€ MePINTOOT oV giyate Tpdo@uta TEPEADEL GE SPNTIKO KOUA.

. 0€ TEPIMTOOT) OV EYETE U1 ELEYYXOUEVO S10PNTN, Yo Tapdderypa te coPapn vrepyAvkaipio (LVYnAd

eminedo yYAvko{ng oto aipa), vautia, ELETO, S1APPOLN, TOXEIN OTOAELN COUOTIKOD BApPOvg,
yoroktikn o&éwon (BAEre «Kivovvog yorokTikng oEEmon gy, Tapakdtm) i) keto&éwon. H
KeTo&EWoT eivol Lo KATAoTaoN KATE TV 0010 GLEGMPEVOVTOL GTO Aiplo 0VGiEG TOL ovoudlovTal
CKETOVIK(G GCOUOTOY KO UTOPEL VoL 001 YNGEL G S10PNTIKO TPO-KDOUM. XTO CUUTTOUOTO
mepthapPavovtol otopaykd dAyog, tayeio kot fabeld avamvon, vavniia 1| avamvon pe aovuvinoot
OGUT| PPOVT®V.

. o€ MEPIMTOOT OV £YETE GOPaPA LEIWUEVT] VEQPIKT AgtTovpyidt.

. TEPIMTOOT OV £YETE TOONGELG TOV EVOEYETOL VA ETOEWVMOGOLV TN VEPPIKT AELTOVPYIO GOGC, OTMS
- OTMAELN LEYAANG TOGOTNTOG VEPOD AO TO GO 600G (apuddT®man), Y. e&attiog

Hokpoypoviag 1 cofapng dLappotoc, 1 EYETE KAVEL EUETO APKETEC POPEG GLVEXOUEV

- cofapn Aoipmén
- cofapd TpofAnpata pe TV KVKAOQOPio Tovg aipatog cog (KatamAn&ia).

. o€ MEPIMTOOT OV EYETE Uia TAON oM, 1 OTole PUTopEl VoL TPOKUAETEL TPOPANLOTO LETAPOPAG TOL
aillaTog 6T OPYOVO GOC, OTMG EQV EYETE
- KOPpOLOKN OVETAPKELDL
- duoKOAilEg otV avatvor amd o&gia KapdloKT 1| TVELLOVIKT TAOnoN
- TPOCGPOTO VITOCTEL KOPIOKT TPOGPOAN
- cofapd mpoPAnpata pe TNV KukAogopia Tov aipatdc cog (kotominéia).

. o€ TEPIMTOOT) OV £YETE TPOPANUATA [LE TO GCUKMTL GOGC.

. o€ MEPIMTWOOT) OV TIVETE PEYAAEG TOGHTNTEG OVOTVELUATO®OMV (€lTE KON UEPIVA 1] KOTA KOpovg)
(mopakarovpe deite v mopdaypagpo "To Ebymect pe otvonvevpoatdon").

Mnyv mépeTe ALTO TO PAPUOKO EAV IGYVEL Y10 EGGG OTOIOONTOTE OO TOL TOPATAVC®.

[pocdomomoeis Kot TPOPUVAAEELS

Kivéuvoc yorakTtiknc 0Eémong

To Ebymect umopei va mpoxoiécet pio toAd ondvia, aAld ToAd cofopn avemBountn evépyeia Tov
ovoudletal YOAOKTIKY 0EE®OMN, 10104TEPA GTNV TEPIMTMOGCT TOL 01 VEPPOL Gag Ogv Agltovpyovv cmwotd. O
KIvOUVog avamTTuENG YOAOKTIKNG 0EEMOTG AVEAVETAL EMIONG LE TOV U1 EAEYYXOUEVO S10fNTN, TIG cOPapEg
AOWUMDEELG, TNV TOPOTETAUEVT] VIOTEID 1] TNV KOTAVOAMGT OVOTTVEDLLOTOC, TNV apLdatwon (PAETE
TEPIOCOTEPESG TANPOPOPIES TOPAKATM), TO NTOTIKA TPOPANLLOTO KOl OTOIEGONTOTE 10TPIKEG TOONCELG OTIG
onoieg £va PHEPOG TOL OPYAVIGHOD EXEL LEI®UEVT TTopoy] 0&uyovou (6ntwg 1 o&ela cofapn Kapdionddeia).
Edv xdmo1o amod ta mapoamdve 1oyOEL Yio GGG, EVIUEPDTTE TOV YIOTPO GG YO VO GOG ODCEL TEPULTEP®
odnyieg.

Awkéyte ™) Myn tov Ebymect Yo éva pikpo ypoviké drdetnpe dv £xete kKamowa madnon mov
Rmopel va oY ETICETOL HE GPUVOATOGT (CTUAVTIKT OTOAELN COUATIKOV DYPDV) OTWS GoPapd EUETO,
ddppota, TopeTod, £xbecn oe BePUOTNTO 1] OV KOTAVOADVETE LIKPOTEPT TOGOTNTO VYPDV OO TN
@uoloAoyKn. ['o TeprocdTEPEG 0N YiEG EMKOVOVIGTE IE TOV YIOTPO GOC.
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Awkéyte ™) Mjyn Tov Ebymect ko1 emikovoviieTte apécmg pue £va Y1aTpo 1] T0 IANGIEGTEPO
VOGOKOUEID AV ERPUVIGETE KATOL0, 0TO TO COUTTAOURATO YOLOKTIKNG 0EEMO1G, KaODC ovT
KOTAGTOOT) UTOPEL VoL 0Ny OEL GE KOO

Y70, GUUTTOUOTO. TNG YOAUKTIKNG 0&EMONG TEPIAAUPAVOVTOL:

- éuetog

- OTOHOYIKO GAYOG (KOtAaKO GAyog)

- LUTKEG KPAUTEG

- veviko aicOnuo adiabeciog pe cofapn KoOmwon

- dVGKOAIN TNV AVOTTVOT|

- He®UEVT BepLOKPOGio COUATOG Kl LEWUEVOS KAPIIOKOS pLOUOG

H yoAaxtikn o&€mon glvar pio ETEYOLCO 10TPIKT KATAGTOOT) KO TPETEL VO, AVTILETOTICETAL GTO
VOGOKOLLETO.

AmevOuvleite oTov Y10TPO, TOV QUPNOEKOTOLS 1] TOV VOGOKONO GOG TTPLY TAPETE GVTO TO PAPLAKO KOL

Kot TN owdpkera g Oepameiog:

. €QV EPLPAVICETE TOyELD ammAELN BApovg, aicnua adabeciog 1| adiabecio, TOVO 6TO GTOUAYL,
vrepPolikn| diya, ypriyopn Kot Babid avamvon], chyyvon, acvvitiotn vavniia 1} KOT®ON, pia
YAVKIG 0G| GTNV OVOTTVOY| GOG, YAVKLA 1] LETOAAIKT] YEVOT] GTO GTOLN GOG, 1] OLOPOPETIKT OCUN
TV 0VPOV 1] TOV 10pMOTA Gag, amevbuvheite e Evav Y1aTpo 1 6TO TANGIEGTEPO VOCOKOUEID TO
TaYVTEPO dLVATO. AVTE TaL cvUTTOUATO B0 pTopovoay vo gival onueio "dafnTikng keTo&émonc" —
éva omavio aAAG GoPapd, Hepikég POPEG ATENTIKO Yia T {mn, TpdPANUA TOV propel va
amoKTHOETE Ao Tov St e€atiog avénuévav emmédoy "KETOVIKOV coUdTOV" 6Ta 00pa 1) TO
aipa cog, Tov eoivetal ot eEetdoelg. O kivouvog avamtuéng dtafnTikng KeToEEmong Umopel va
avénOel pe v Topatetapévn vnoteia, TV VILEPPOAIKT KOTAVIA®ON GAKOOA, TNV apLIATMOOT,
OTTOTOUES PEIDGEL TNG OOGNG TNG WVGOLAIVNG, N e€ontiog HeyaAdTEPNG AVAYKTG ANYNG VGOLAIVIG
AOY® peilovog yepovpyikng enépPacng 1 coPapig achévetog.

. eav €xete "drafntn tHmov 1", 0 opyavicpdc cog dev mapdyel vaovrivn. To Ebymect dev npémet va
¥pNoomoteitor yio T Oepaneio ovtrg TG TAONONC.
. €aqv €xete TOAD LYNAQ emineda YALKOLNG OTO Aol GOC, TO OTTOi0 UTOPEL VO GO.G TPOKAAEGOLV

aQLOATOON (OTOAELN LEYAANG TOGOTNTOG COUATIK®OV VYP®V). Ta mhavd onueia apuddtmong
avaeEpovtal otV Tapdypaeo 4. Evnuepaote tov y10tpd cog mpotol apyicete vo maipvete avtd 10
QaploKo edv Exete epeavicel KAmolo and avtd o onpeia.

. €0V TOUPVETE PAPLOKO VIO TN LEIMOT] TNG OPTNPLOKNG TEONS (AVTIVTEPTAGIKA) KOl EYETE 1GTOPIKO
YOUNANG apTNplakng Ttieong (votaong). [lepiocdtepeg TAnpopopieg mapatifevion oTny TOpdypapo
7o KAT® KAtm and "Alla pdpuroka kot Ebymect".

. eav eupavifete ouyva ovporolu®éels. To edppaKo avtd PTopel Vo TPOKAAEGEL OVPOAOIUMEELG KOt
0 ywTpdg cog umopei va Oeknoetl va oag Topakorovdel o otevd. O yiaTpodg oag UmTopel va
e€eTdoEl TO EVOEYOUEVO VO OAAAEEL TpOocPIVA TN Bepaneia oag edv avantiéete cofopn Aoipumén.

Edv xdmoto amd to mopondvm 1oyvel otn Oikn oag tepintmon (1 £xete apeiPorieg), anevbuvbeite otov
YTpd, TOV POPLOKOTOL0, 1] TOV VOGOKOLO GG TPOTOV TAPETE OVTO TO PAPLLOKO.

Amevfuvbeite 6TOV Y10TPO AUECHOC, EGV TAPOVOIAGETE CLUTTMOUATA AAYOLCS, evaicinciag, puOpoTNTOC N
O LOTOC TV YEVVITIKOV OPYAVOV 1] TNG TEPLOYNG LETAED TOV YEVVITIKGV OPYAV®V Kol TOV TPMKTOV GE
oLVOLAGHO LE TVPETO 1) YEVIKO aicOnua adiabecioc. Avtd Ta coprTdpate Bo pTopovsay va
VTOINADVOLV TNV TOPOVGIN P0G OTAVING OAAG coPapnc 1] KOO KOl ATEIANTIKNG Yo T (on Aolpnwéng,
7OV OVOLLALETOL VEKPMTIKT TEPLTOVITION TOV TEPVEOL 1) YAyYpave Tov Fournier kol kKOTaGTPEPEL TOV 10TO
Kkatw amo to dépua. H yayypova tov Fournier mpénel va avtipetoniotel apéomg pe Oepameia.

Xepovpywkn exéppaocn
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Edv mpénel va voPfAnbeite oe peilova yeipovpykn enéuPaor TpEnel vo GTAUOTNCETE VO TOIPVETE TO
Ebymect katd tn didpkelo Kot Y10, KATO10 YPOVIKO SIAGTNIO HETA amd avTiV TN dadikacia. O yiutpdg
oag Oa amopacicel TOTE TPEMEL va, S1akOWETE Ko ToTE va Eavapyioete Tn Oegpaneio pe Ebymect.

Negpucn Aertovpyia

[pénet va eréyyovtar o1 veppoi cag Tpv Eexvnoete va maipvete to Ebymect. Katd tn Sidpreia tng
Oepomeiog pe avTd TO PAPLOKO, 0 YINTPOG oag Ba AEYYEL TN VEQPIKT AEITOVPYiD GOg Lo popd ToV ¥povo i
O GLYVA EQV €0TE NAMKIOUEVOC T)/KOL €AV TAPOVCIALETE EMIEWVOVEVT VEQPIKT AELTOVPYIOL.

®Dpovtida TOV TOSIOV
Onwg 6Aot o1 dafntikoi acbeveic elvar onuavtikd va EAEYYXETE TO TOJN GOG TAKTIKA Kol Vo akolovbeite
Kd0e GUUPBOVAN CYETIKN KE TN PPOVTION TV TOJIDV TOL Go¢ £xEl d00el amd Tov emayyeApatio vysiog oag.

Mwkéln ovpov
E&attiag Tov unyoviopov dpaong ovtod Tov eapudikov, 1 eEétaon Tov 0bpav cag Ba gival Bty Yo v
TOPOVGIN GOKYAPOV VD AAUPAveETE ALTO TO PAPUOKO.

Hiuwaopévor (= 65 eTdv ko avm)

Edv giote nAiopévog, pmopet va vapyel vYNAOTEPOS KIvOUVOG 01 VEPPOL GOG VO AEITOVPYOLV ALYOTEPO
KoAd kot vo Aappavete Oepomeio pe dAlo pappoka (PA. eniong «Neepikn Aeitovpyion TopamTdve Kot
«AlMa pappoxa kot Ebymect» mapaxdrto).

Howowd xon Epnpor
AVt TO PAPUAKO OEV CUVIGTATOL Y10, TOOLA Kol e1ovg nAkiog KAt Tov 18 eTmv, d10TL dev £xel
peketnOei o owTOVG TOLG BIGOEVEILS.

Alra @appoxa ko Ebymect

Av mpénel va cag yopnyndel oxioypapikd HEGO TOL TEPLEYEL LOJIO0 UE EVEST GTNV KUKAO(QOPIo TOL
OLOTOC, Y10 TOPASEY LA GTO TANICIO SIEVEPYELOG OKTIVOYPOPiag 1| TOpoYpapiag, o mpénet va
otopatnoete va taipvete Ebymect mpv amd 1 tn otiyun g xopnynong g éveong. O yiatpdg cag Ha
OmOPACIcEL TOTE TPEMEL VO, S1KOWETE Ko TOTE va Eavapyioete T Oepaneia pe Ebymect.

Evnuepdoete tov yotpd 1 10V QopUoKoTold 60G Qv TaipveTe, £XETE TPOGPATO TAPEL 1] UTOPEL VO, TAPETE
Ao pappoka. Mropel va ypelactel vo vTofaAlecste o€ TO cLYVOVS EAEYYOLS TG YAVKOLNG QLOTOg Kot
NG VEQPIKNG AELTOVPYING 1 0 YIOTPOG GOG EVOEXETOL VO, XPELOGTEL VO TPOGAPUOGEL T1 0GOA0YI0 TOV
Ebymect. Eivot 1dtaitepa onpovtikd vo avoeépete To. akoAovda:

. €0V TOUPVETE PAPUOKO TTOV AVEAVOVV TNV TAPAY®OYT 00pV (S100pNTIKA).

. €0V TOUPVETE AL PAPUOKO TO OTTOI0 LELDOVOVV TNV TOGOTNTU CAKYAPOL GTO G0l GG OGN
WGOoLAIVI 1 éva eappaKko "covipovurovpiag”. O yatpog oag uropel vo BEANoEL Vo LELDOEL TN
d00N OLTAOV TOV PAPUAK®V Y10 VO, ATOTPEYEL TIV ELPAVIOT] EMTESWOV GOKYAPOV TOL Elvat
VIEPPOAKA YaumAd (vToyAvKoio).

. eav Aappdvete olueTidiv, Eva PAPLOKO TOV YPTCYLOTOLEITAL Y10, TNV OVTILETOTIOT CTOUUYIKOV
TPOoPANUATOV.

. €av ypnoylomoteite Ppoyyodiactaltikd (B2-01ey€PTES) TOV XPMCILOTOIOVVTOL 6T Bepameia Tov
doOuaroc.

. €AV YPNOIUOTOLEITE KOPTIKOGTEPOELDN, TOL YPNCULOTOLOVVTOL Y10, TV OVIILETMTICT) TNG PAEYUOVNG
o€ madnoelg ommwg To dodua Kot 1 apbHpitida.

. €AV YPNOYLOTOLEITE PAPLLOKE, TTOV YPTGLLOTOLOVVTOL Y10 TNV OVIYETMOTIOT] TOV GAYOVG KOt TNG
eAeypovig (MZA®D ko avactoreic COX-2, 6mwg povmpoaivn kon cerexo&ipmn).

. €QV YPNOLOTOLEITE OPICUEVO PAPLLOKO Y10 TV OVTILETOMTICT TNG VYNANG OPTNPLOKNG TEGTC

(avaotoleic Tov MEA kot avToy@vioTéc TV VTod0XE®V TG ayyelotevaivng II).

To Ebymect pe owvonveopatdon
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Amoiyete TV VIEPPOAIKT KOTAVAAMGT OVOTVELLOTOOMY KAT Tn d1dpkela Afyng tov Ebymect kabag
aVTO Umopel va vENGeL Tov Kivouvo gupaviong YOAOKTIKNG o&éwong (PAETE Topdypopo
«IIpo€1domomMaELg Kot TPOPLAGEELD).

Kinon ko Onioopog

Edv giote éykvog 1) OnAdalete, vouilete 0T umopei va giote £yKvog 1 oYeO1ALETE VO ATOKTHOETE T,
{ntote ™ cupPfovAn Tov YITPoD 1| TOL POPLEKOTOLOD GOG TPV TAPETE AVTO TO PAppako. [Ipémel va
OTOUOTIOETE VO TOIPVETE QVTO TO PAPUOKO €AV PEIVETE £YKVOG OEGOUEVOL OTL OEV GLVICTATOL KOTA TN
SLPKELD TOL SEVLTEPOV KOl TOV TPITOV TPUNVOV (TOVG TELELTAIOVG £E1 LIVEC) TNG EYKVUOGVVNG.
Evnuepdote oV y1otpd 00.G OYETIKA LE TOV KOAVTEPO TPOTO EAEYYOV TV EMTEIMYV GOKYAPOV GTO OO
00G KOTA TN SLIPKELN TNG EYKVUOGVVIG.

Evnuepaote tov yrotpd oag edv embopeite va Onidoete 1 edv OnAdlete mpoTod TAPETE OLTO TO PAPLLOKO.
Agv TpENEL VO, YPTCILOTOMGETE VTO TO PApHOKO GV ONAalete. Aev gival yvmoTod €4V TO PAPHOKO OVTO
OEKKPIVETOL GTO OVOPAOTIVO YAAQL.

00 yNoN KO LEPICROS PUNY AV LATOV

To @dpuaxo ovtod dev Exel kapio 1| EYEL ACTIUAVTT EXIOPOGCT] OTNV KAVOTNTO 001Y1OTG KOl XEIPIGLOD
punyovnuatov. H Aqym tov pe dAho @apuroka wov PHEI®VOLY T0 ETITESD TOV CAKYPOL GTO QIO GOG, OTMG
1N tvoovAivn 1 éva eappako "covApovurovpiag”, uTopel va TPOKOAEGEL TOAD YOUNAA eTiTeda ook pov
070 aipo (VToyAvkaipia), YEYovog Tov UTOPEL VO TPOKOAEGEL GUUTTOUOTA OTT®G advvapia, (A,
avENUEV EPIOPWOT], YPTYOPO KOPOAKO TOAUO, SLOTAPAYES OTNV OPAoN 1] OUGKOMO GLYKEVTPMGNG Kol
UTOpEL VoL EMNPEAGEL TNV TKAVOTNTA Gag Vo 0dnyeite kot va yepileote unyovéc. Mnv odnyeite 1
YPNOYLOTOLEITE EPYOAELD 1] UNYOVILLOTA, EAV OPYICETE VA AIGOAVESTE QLT TOL GUUTTOUOTOL.

To Ebymect mepiéyet vatpro
To @appaxo ovtd TepiEyel Aydtepo amd 1 mmol vatpiov (23 mg) avd d6om, eivol avtd wov ovopdlovpe
«ekevbepo vatpiovy.

3. Hog va wapete To Ebymect

[Tévtote va TaipveTE TO PAPLOKO CLTO AVGTNPE COUPOVE, LLE TIG 00N YIS TOL YTpov coc. Edv xete
apeiPoliec, pmTAGTE TOV YATPO 1] TOV POPLOKOTOLO GOG.

Mo givar 1 06on

. H mocdtta avtol Tov gopprdkov mov o tapete dSOPEPEL AVAAOYA LIE TNV KOTACTOCT GOG KOl TIG
dOCEIC LETQOPUIVIG KAV TV EEX®PIOTOV J1oKI®V damayApAoLivig Kot LETPOPUIVIG TOV
Aappdvete avtd to ddotnua. O yiotpog cag 0o Gog EVUEPMGEL AKPIPMS TOLN TEPIEKTIKOTNTA
OVTOV TOL PAPUEKOV TPETEL VO TAPETE.

. H ocvviotdpevn doon givar £va 610kio dV0 OpPEG TNV NUEPQL.

ANy aVTOoV TOV PUPRAKOV

. No kotonivete 10 010Kio OAOKANPO LE HIGO TOTHPL VEPO.
. Noa maipvete 10 diokio pe TpoP]. ATOOKOTEL 6T HEI®OT TOV KIVODVOV TOPEVEPYEIDY GTO GTOUAYL.
. Na maipvete 10 d1okio Gog 600 Popég TNV NUEPA, TO TPWi (TPdYEL ) Kot TO Ppddv (deimvo).

O ytpOg GOG UTOPEL VO GOG GUVTOYOYPAPNGEL ALTO TO PAPUAKO GE GLUVOLAGUO Ue dAro(a) edppako(o)
Yo TN peimon TN TOGOTNTOS TOL GUKYAPOL GTO aiplo oag. AVTd uropel va eivar kKamoto(o) edppako(o)
OV AUPAVETOL OO TO GTOWN 1| YOPNYOVUEVO UE EVEDT], OTMG 1] IVGOLAIVN 1 £VOG AY®VIGTHG TOL LTOSOYEN
GLP-1. @vunbeite va mapete avto(a) to(o) GAro(a) eaproko(t) COUPOVE, LLE TIG 0OMYIES TOV YLOTPOD GOG,.
Av16 B coc fondnoet vo emTuyeTE TO KOADTEPO dUVOTE OTOTEAEGUATO VIO TV VYEID GOG.

69



Ailnta kon doxnon

[N tov édeyyo Tov daPritn cog, Ba ypelaoTel va, S10TNPNCETE TO TPOYPOLLUO SLOITOG KOl AOKNONGC, AKOLO
Kot 0TOV TalipveTe anTod T0 PApuaxo. Eropévmg etvar onpoavticd vo akoiovdeite tTig cupPoviég Tov
YLOTPOD, TOV PUPHOKOTOIOD 1| TOL VOGOKOUOV GOG GYETIKG LLE TN dlonTa KOl TV ACKNGOT. ZUYKEKPIUEVA,
eav axolovbeite dafntikn dlowta Yo Tov ELeYy0 Tov PApovg, cuve)ioTE Vo TNV akoAovBeite Vi Taipvete
ovTO TO PAPLOKO.

Eav napete peyolvtepn 60on Ebymect a6 Tnv kavoviki

Edv mépete mepiocotepa diokio Ebymect and 6ca Oa Empene, pnopei va gpeovioete yoloktikn o&éwon).
To cvuntdpate TG YOAAKTIKNG 0&€wmong tepthappdvouy aicOnuo adiabeciog 1 ToAd coPapn adiabeaia,
EUETO, TOVO GTO GTOUAYL, HVTKEG Kpaumeg, cofapd aicOnua kémwong 1 duckoiio otny avamvor. Edv
eppavictel o cag, umopet va ypelaleote dpeon Bepaneio 6To0 voosokopEio, 6£d0UEVOL OTL 1] YOAUKTIKN
o&€éwomn umopel voL 00N yNoeL 6€ KOO, ALOKOYTE TN AP 0VTOD TOL QOPLAKOV OUESHG Kot amevbuvieite
o€ £vay YoTpo 1) T0 TANGIEGTEPO VOGOKOUELD TO TaX0TEPO duvaTod (BAEme Tapdypapo 2). [1dpte ™
oLOoKELOGIO TOV Papudiov pali cog.

Eav Eeyaoete va napete o Ebymect
Mnyv mépete SITAR 6661 0VTOD TOL POPUAKOL YO VO OVATANPAOGETE T 00T Tov Eeydoarte.

Eév ctapotiocete va naipvetre To Ebymect
Mnv GTAPOTAGETE VO TAIPVETE AVTO TO PAPLOKO X0Pig va cupPovAievteite TpdTa TOV YoTpd oag. Ta
EMIMESN TOL CAKYAPOL GTO QipLO oG UTOPEL Vo avénBobV ywpig avTd TO EAPULOKO.

Edv éxete meprocdtepeg EpOTNOELS GYETIKA LE TN (PT|OT] AVTOV TOV POPUAKOV, POTHOTE TOV YTPO, TOV
(QOPLOKOTOLO 1] TOV VOGOKOLO GOG.

4. MBavég avemOOunTeg evépyereg

Onwg 6Ao 0. pAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKOAEGEL AVETIOVUNTEG EVEPYEIEG OV KO
dev mapovctalovial 6e OAOVG TOVG avOpOTOVG.

Yrapotiote vo woipvete To Ebymect kot emoke@0sgite évay yiatpo 10 TOOTEPO dUVATO EGV
TOPATNPCETE KATOWY A0 TIG TAPAKATO cofapéc 1] OvvnTIKA cofapés avemOounTeg Evépyereg:

. Ioloxtki) 0EEmon, 1 omoio Tapatnpeitol ToAL ondvia (umopel va exnpedost £og 1 ota 10.000
droua).

To Ebymect pmopei va mpoxorécet pio ToAd omdvia, aAld modd cofapn avemBountn evépyeia Tov

ovoudletat yohoktikn o&émon (BAéne mapdypapo «I[Ipogdomomoeig kot Tpoeuidéels»). Edv cvpPet

aTo, TPENEL Vo dlakoyeTe T Ay Tov Ebymect kot vo emtkotvovioete opécmg pe £va yloTpo 1 LE TO

TANGIEGTEPO VOCOKOUEID, KAOMG 1) YOAOKTIKN 0EEMGT LITOPEL VoL 00N YOEL GE KMLO.

AmevOuvOsgite o€ Evay Y1oTpO 1| 6T0 TANGIEGTEPO VOGOKOUELD TO TOYVTEPO dLVATO EAV ENPAVICETE
KOO 076 TG TUPUKATM OVETIOOUNTES EVEPYELEG:

. Awpntikn keroéémon, napatnpeitol ondvia (umopel va peoviotel og éog 1 ota 1.000 dtopa)
Avtd givon Ta onpeia tng dPnTikng keto&Emong (PAEre emiong mapdypaeo 2 Ilpogidomooels kot
TPOPVAAEELS):

avénuéva eminedo "KETOVIKOV COUATOV" 6Ta 00pa 1] GTO Ol GOG

Tayelo amoAeio Bapovg

aicOnpo adiobeciog 1 adwbdecia

TOVOG GTO GTOUAYL

vrepPfoiikn diya
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- torxeto ko fodid avamvon
- obLyyvon
- acvvndiotn vIvnAia 1§ Kovpaon
- [0 YAUKIQ OGUT GTHV OVOTTVOT], YAVKLA 1) LETOAALKT] YEVGT GTO GTOUO GOG 1] SLOPOPETIKT OCGUN
TOV 0VP®V 1] TOV 10PDTA GOG.
Avtd pmopel va eupavictodv ave&aptnta and Ta enineda g yAvkoing oto aipa. O yuotpdg cog pmopet
VO OTOQOGIcEL VO SlKOYEL Tpoc®mptva 1 povia ) Bepamneio cog pe to Ebymect.

. NekpmTiKi|] TEPITOVITION TOV TEPIVEOD M YAYYpave Tov Fournier, pio coPapn Aoipwén tov
LOAOKOD 1GTOD TV YEVVITIKGV OPYAV®V 1 TNG TEPLOXNS LETAED TV YEVVITIKOV OPYAVMV KoLl TOV
TPOKTOV, TOV TAPOTNPEITOL TOAD GTAVIAL.

Yrapotiote vo taipvete To Ebymect kol emiokep0Osite évav yiatpo 10 GOVTOROTEPO SVVATO €AV
TOPATNPICETE KATOLX A0 TIS TAPUKATM cofapéc 1] OuvnTiKA cofapis avemOounTeg evépyeieg:

. Ovporoipmén, Tov mapatnpeitar cuyva (Lmopet va epeavicdel oe 1 ota 10 dropa).
To mopokdro eivor onpeio coPapng ovporoipméng:

- TUPETOG KO/ piyn

- aioOnpo Kavoov katd TV ovpnoN

- TOVOG 6TN HEoT 1] TOL TAEVPAL.
Av ko 6yt ovyvo, €6V TOPATNPNCETE QL0 GTO OVPO. GG, EVILEPDGTE AUECWHS TOV YIOTPO GOG.

EmkowvovioTe HE TOV Y1OTPO 60 TO GUVTOPOTEPO SVVATO EAV EPLPAVIGETE KATOLO, 0TTO TIC TOPUKATO
avemOOpunTEG EVEpyEIEG:

. Xopnhé eninedo cokyapov 670 aipd (VTOYAVKOIPIX), TOL TAPATNPEITAL TOAD Ly VE (UTopEl va
emnpedoel mepiocotepa amd 1 ota 10 dtopa) — 6tav Taipvete ovTd TO PAPHOKO LE [l
covA@ovLAOLPia 1 AL PAPLOAKE TTOV LEWDVOLV TNV TOCOTITA TOV GOKYAPOV GTO Gl GOC, OTWG 1
WGOVALV.

To mopokdto eivor onpeio YoUNA®V ETMESOV GOKYAPOV GTO OO
- TPEUOVLAO, EQIOPWOT), EVIOVO G1YYOC, TOYLTAALIC
- aioOnpo meivag, movokéealog, petaforég otny dpacn
- aAlayn g d160eon 1 aicOnua cVuyyvoNg.

O ywtpog cag Oa GOG EVNUEPDCEL GYETIKA LE TNV OVIYUETMOTION TOV YOUNADOV ETMESOV GAKYAPOV KOl T

TPENEL VO, KAVETE GE TEPITTMON TOL EUPAVIGETE OTOL0ONTOTE OO TO TAPATAV® CTUEiaL.

Addreg avemOOuNTEG evEpYELES TEPLAOPPAVOLY:

oA ovyvég
. vavtio, EPETOS
. dtdppota 1 TOVOG GTO GTOUYL

. HempEVn 0peén

Yoyvég

. yevvntikn Aotwén (Kavtivtiaon) Tov TEOLS 1} TOL KOATOL Gog (Ta onueio uwopel va
nmepthapfavouv epediopnd, poayovpa, acuvioicoteg eKKpicelg | ooun)

TOVOG 01N PO

amofoAn HeyoAVTEPNG TOCOTNTAG OVP®V OO T cLVNOIGUEVT 1] AVAYKT] Y10, GUY VT 0VPTION
UETAPOAEG GTIV TOGOTNTA TNG YOANGTEPOANG 1 TV AMmdiV 6To aipa cog (paivetal oTig e£eTdoELS)
avénoelg otov aplipd Tev epudpov aocseapiny oto aipa cog (eaivetal otig e&eTdoels)

LEWDOEIS 6TN VEPPIKN kKABapon kpeatvivng (eppaviletal otig eetdoelg) oty apyn T Oepaneiog
HeTaPoAég TG yeEVONG
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e (i
. e€avomua

‘O ovyvég (umopet va ennpedoovy g 1 ota 100 dtopa)

. OTMAELN LEYAANG TOGOTNTOG VYPDV A0 TO GO0 00 (0pUIAT®ON, T0 oNUEiR Umopel va
TEPLOUPAVOLY TOAD ENpo 1 KOAADOES GTOUO, LEIOUEVT] T} KOO0V TOpUY®YT OVP®V 1)
TOYLTTOALLIOL)

pokntioon

dlya

duokooTnTe

ducpopia katd TNV ovPNoN

OQUTVICT] KOTA TN SIGPKELD TNG VUKTOG Y10l OVPT|oN

Enpootopia

UEI®UEVO COUOTIKO BApog

avénoelg otny kpeatvivn (EUQavileTal oTIC EpYOOTNPLOKES EEETAGEIC OUUATOG) OTIV OPYN TNG
Oepomeiog

. avénoelg oty ovpia (epeavifetal oTig epyaoTnPloKés EEETACELG AILOTOC)

oAb omavieg

. pelmpéva enimeda Prropivng B12 oto aipa

. Un @UOI0AOYIKEC EEETAGELG TNG NTATIKNG AEITOLPYING, PAEYLOVH TOV NITaTog (NTaTiTidn)
. gpuOpoTNTO TOL dEPPOTOG (EpVONUE), Payobpa 1} e&avOnua pe payovpa (kvidmon)

Ava@opd avemOopunTOV EVEPYELOV

Edv mapotnprioete Kamola avemBountn evépyela, EVIUEPMGTE TOV YIOTPO, TOV (POPLOKOTOLO 1] TOV/TN
VOGOKOO 60G. AVTO 1oYOEL Kot Yio KaOe Thavi avemBountn evEPYELN TOV OEV AVOPEPETAL GTO TOPOV
@OALO 0ONYIOV Ypiomg. Mropeite emiong va avapépete avemBounteg evépyeleg omevbeiag, LS TOV
€Bvikov GuoTUaTOG avVaPopPas ToL avaypdeeTol oto [apdpmua V. Méow g avapopdg avemBountmv
EVEPYEIMV UTopEiTe va fondNceTe 6T GLALOYN TEPIGGOTEPOV TANPOPOPLOV GYETIKE [LE TNV UCPAAELD TOV
TOPOVTOG POPLLEKOV.

5. og va puiaocoete To Ebymect

To @apuaro ovtd TPETEL VO PUAACCETOL GE UEPT) OV OgV TO PAETOVV Kot OgV TO POAVOLV Ta, TOLOAL.

Noa pn ¥pnoonoteite ovtd T0 PAPUOKO HETA TNV NIEPOUN VL ANENG TOV OVOPEPETAL GTNV KVWEAT HETA
10 "EXP" 1 010 xovti petd t "AHEH". H nuepounvia Aqéng ivat ) tehevtaio nuépa Tov VO TOL
ovopEPETOL EKEL.

To papuakevTKd ovtd TPoidv dev amartel Wwitepec cuvOnKeg Beppokpaciog yuo tn OAASN Tov.

Mnyv metdite @APUAKO GTO VEPO TNG ATOYETEVONG 1} GTO OKLOKE amoppippato. Pothote Tov eoppokonotd
00G Y10 TO TTMG VO TETAEETE TOL PAPLLOKD TOV OEV YPNCIUOTTOLEITE Tl AvTd To. PéTpa Ba fondfcovv oty
TPOCTOGia TOV TEPPAALOVTOC,.

6. Mepreyépeva TG GVOKEVOGING KOL AOUTEG TANPOPOPIES

T epréyer o Ebymect

. O1 dpaocTikég ovaieg givar 1 damaylieArolivn kot 1 vVOpoYAwpPIKN peteopuivn (petpopuivn HCI).
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Kd&0e emucoroppévo pe Aemtd vpévio diokio (diokio) Ebymect tov 5 mg/850 mg mepiéyet
povoidpikn damayleArolivn e TpomavodioAn weodbvaun pe S mg damoyiiprolivng kot 850 mg
VIPOYADPIKNG HETPOPUIVIC.

Kd&Oe emucoroppévo pe Aemtd vpévio diokio (diokio) Ebymect towv 5 mg/1.000 mg mepiéyet
povoidpikn damayAeAolivn e TPomavodIOAn 1eodvvaun pe S mg damayiipArolivng kot 1.000 mg
VIPOYADPIKNG LETPOPUIVIC.

. Ta dAlo cvotatd sivat:
- mopnvag d1okiov: vopo&umpomrvAiky kutTapivn (E463), ikpokpLGTOAAKY KUTTOPIVT
(E460(1)), oteatco poyvnoio (E470b), vatprovyo kapBo&upedoiiopévo dpvdo.
- emkaivymn: ToAv(Pvvroikooin) (E1203), moivaiBvAievoyivkoin (3350) (E1521), tadAxng
(E553Db), d010&¢gid10 Tov Titaviov (E171), o&eidia odnpov (E172).

Epgdévion Tov Ebymect kon wepieyépeva tng 606KELAGIOG

. To Ebymect 5 mg/850 mg eivan kactavoypoua, diactdcemv 9,5 x 20 mm ©og1d1 EXKAAVUUEVO LE
Aemt6 véVIo Siokia. DEpovv yapayuévn v Evoelén "5/850" ot o TAevpd Kot TNV EvOEEn
"1067" amd TV GAAn TAELPA.

. To Ebymect 5 mg/1.000 mg sivon xitpva, donotdoeswv 10,5 x 21,5 mm ©0g1d1 EXKOAVUUEVO LE
Aemt6 VUEVIO d1loKia, TOV PEPOLY YapayréEvn TNV Evoetn "5/1000" ot pa TAevpd Ko TNV EVOEIEN
"1069" and v GAAn TAELPA.

To emucodoppéva, pe Aemtd vuévio diokio Ebymect 5 mg/850 mg ko to EMKAAVUUEVO e AETTO VUEVIO
dtokio Ebymect 5 mg/1.000 mg diatifevton o cuokevacieg kuyelmv omd PVC/PCTFE/Alu. Ta peyébn
TV cLoKEVACIOV givar 14, 28, 56 kot 196 (2 cuckevaoieg tv 98) emkodvppéva pe Aertd VUEVIO dloKia
o€ [N Ol TpNTES NUEPOLOYLOKES KUWELEG TV 14 diokimvy, 60 emkaAVUPEVOV pe AETTO VIEVIO dloKimV G
un diatpnteg Kuoyéreg Towv 10 diokimv kot 60x1 emkaAVUPEVA PLE AETTO DUEVIO J1O0KI0 O OLOTPNTEG
KUWELEG piag 060G,

Mropei va unv KokAoQopovV OAEG Ol CUCKEVAGIES GTN YDPO GOC.

Karoyog Adsrag Kvkiopopiag
AstraZeneca AB

SE-151 85 Sodertilje

Youndia

Hapackevaostic
AstraZeneca AB
Girtunavigen
SE-152 57 Sodertélje

Youndia

Mo omoladnmote TANPOPOPio. GYETIKA [LE TO TAPOV PAPUAKELTIKO TPOTOV, TopakareioTe vo angvbuvieite
oToV ToTIKO avtinpdésmmo tov Katdyov tng Adelag Kvkiopopiog:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbnarapus Luxembourg/Luxemburg
Actpa3eneka bearapus EOO/L AstraZeneca S.A./N.V.
Ten.: +359 (2) 44 55 000 Tél/Tel: +322 37048 11
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Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

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

Deutschland
AstraZeneca GmbH
Tel: +49 40 809034100

Eesti
AstraZeneca
Tel: +372 6549 600

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

Espaiia
Esteve Pharmaceuticals, S.A.
Tel: +34 93 446 60 00

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

France
AstraZeneca
Tél: +33 1 41 29 40 00

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

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

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

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

Nederland
AstraZeneca BV
Tel: +31 85 808 9900

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich

AstraZeneca Osterreich GmbH

Tel: +43 1711310

Polska

AstraZeneca Pharma Poland Sp. z o.0.

Tel.: +48 22 245 73 00

Portugal
BIAL-Portela & C*., S.A.
Tel.: +351 22 986 61 00

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

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o0.z.
Tel: +421 2 5737 7777
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Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Pub/Tel: +358 10 23 010

Kvnpog Sverige

Aléktop Dappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd

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

To mapév @vArro 0dNYIOV YpiioNs avade®p1Onke Yo TELEVTALIO POPA TOV

Addreg TYEC TANPOPOPLAOV

Aemtopepeig TANPoPopieg Yo TO PAPUAKO avTo gival d10BEcILEG GTOV dIKTLOKO TOTO ToVv Evpmmaicon
Opyoaviopov @apudrkmv: http:// www.ema.europa.eu
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