IHAPAPTHMA 1

IEPIAHYH TON XAPAKTHPIZTIKOQN TOY ITPOIONTOX



1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX
Velmetia 50 mg/850 mg emkodvppéva pe Aemtd vpuévio diokia
Velmetia 50 mg/1.000 mg emikoivppéva e Aemtd vpévio diokio
2. IMOIOTIKH KAI ITOXOTIKH XYYNOEXH

Velmetia 50 mg/850 mg emkadvppéva pe Aentd vuévio diokio

Kdabe diokio mepiéyet povobidpikn poceopikn ortayiurtivy icodvvaun pe 50 mg crrayAimtivn Kot
850 mg vépoyAwpiKn pHeTEOPUIvT.

Velmetia 50 mg/1.000 mg emikoivppéva pe Aentd vuévio diokia
Kabe diokio mepi€yetl povoidpikn poceopikn ortayiurtivn icodvvaun pe 50 mg crrayAimtivn Kot
1.000 mg vOpOYA®PIKY| LETPOPUIVN.

Mo tov T p1 KatdAoyo TV ekdoymV, PAETE Topdypoapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Emucoioppévo pe Aemtd vpévio diokio (dokio).
Velmetia 50 mg/850 mg smukoAvupuéva, pe Aewtd vuévio diokio,

Pol, emkaivppévo pe Aentd vpévio d1okio, GyNUaTog Kayakiov pe To avaylvgo "515" ot pia
TAELPAL.

Velmetia 50 mg/1.000 mg emxoivupévo pe Aentd vuévio diokia
Koékkivo, emkaioppévo pe Aemtd vuévio d1okio, GYNLOTOC KoaKiov pe to avayiveo "577" ot pia
TAELPAL.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég gvoeitelg
IMao evilikeg aoBeveic pe cakyapddn dafrtn Tomov 2:

To Velmetia gvdeikvutol og emmpocbeto ot diaita Kot v doknon yio ) PeATiOoN TOL YAVKOUKOD
eAéyyov og acbeveig mov dev pubuilovtal ETOPKMOG OTN PEYIOTH AVEKTY] Y10 VTOVE dOCT| LETPOPUIVIG
udvo 1 6€ AL TOVE TOL OVTILETOTILOVTOL 1101 LE GUVIVUGUO GLTOYMITIVIG KoL LETQOPUIVIG.

To Velmetia gvdeikvutal 6 cuVOVAGHO L pio GovApovurovpia (TT.y. Oepameio TPTAOD GLVIVAGHOD)
¢ emnpdobeto ot dlowta Kot TV doknomn o€ acheveic mov dev puOuilovrol enapKk®dS 6T UEYIOTN
OVEKTN Y10l 0LTOVG dOCT HETQOPUIVIG KOt LitlG GOVAPOVLAOLPIOG.

To Velmetia gvdeikvotal og Ogpameio Tpimhod cuvovAGHOD LE £VO, EVEPYOTONIEVO VTTOJ0YEN, TOV
vaua (PPARY) ayovioty, mov endyel Tov TOAOTAAGIOOUO TOV VTEPOEEICOUATOV (T, 1o
BerafoMdvediovn) g emmpocheto ot dlota Kot TNV doknor o€ acbeveig mov dev puBpilovtat
EMOPKDG OTN HEYIGTI AVEKTI Y10 ADTOVE SO0T| HETPOPUIVIG Kat evog PPARY ayovict).

To Velmetia gvdeixvotal eniong mg tpoctifépevn Bepaneio oty veovivn (T.y. Bepaneia TpiTAov
GLVOLOCHOV) MG empdceheTo ot dlatta Kat Ty doknomn yuo T PeAtioon Tov yAvkalpukoy eAéyyov
o€ acbeveig dtav 1 otabepn 006N WWGOLAIVIG KOl LETPOPUIVI) LOVOV SEV TAPEYOVY ETAPKT YAVKOLUKO
£\eyyo.



4.2 Aocoloyio Kol TPOTOS YOPIYNONS

Aocoloyia
H 8601 g avtinepyAvkaiukng aymyng pe to Velmetia Oa mpénet va e&atopukeveral pe Baon to

TpEYOoV BEPUTEVTIKO TYNILA TOV AGHEVODS, TNV ATOTEAECUATIKOTNTA, KOL TNV OvVOYN, EVO dgv Ba Tpémet
va vepPaivetal 1 LEYIOTN GUVICTOUEVT NHEPNOLR doom Towv 100 mg crraylmtivng.

Evijlixes ue pooroioyikn veppikiy icitovpyia (GFR > 90 ml/min)

T acOeveic mov dev eA&yyovial ETAPKAOC LE TN UEYIOTN OVEKTN 0001 novobepameiac Le ueETOOpUivh
Mo acBeveic mov dev eAéyyovtal ETaPKMG Le PLETQOPIVN Hovo, 1) cuviOng d6on évapéng Ba mpénet va
mapEyeL TN ortayAmtivi ¢ 66on Tov S0 mg 600 popéc nuepncing (100 mg cuvolikn nuepnoila 66on)
podi pe t 80601 TG LETPOpUIvNG Tov 10N AapBaveTat.

INo acBeveic mov aAldlovv amd GuyyopYNoN GltayAMmTivig Ko HET@opuivig
I"oa acBeveig mov aALalovv amd GUYXOPTYNOT GLTAYALTTIVIG Kol LETPOPUIvIG, I évapén Tov Velmetia
0o Tpémetl va yivetar 6T 6001 GLTAYMITIVIG KOl LETPOPLIVIG Tov 1101 AopBavoToy.

INo acBeveic mov dev eEléyyovion emapkdc e Ao cuvdvacud Bepaneiag pe ™ péyiom avektr) 06on
LETQOPUIVING Ko oG GOLAQOVLAOLPING

H 8601 Ba mpémel va mapéyet ) ortayAntivn g 66om tav 50 mg 300 popég nuepncing (100 mg
GUVOALKT NUEPN oL dO0M) Kal pict d661 HETPOPUivig Tapdola pe T 66om mov Non Aappavetat. Otav
t0 Velmetia ypnoylomoteiton o€ GuVOLOGUO e it GOLAQOVLAOLPIM, UTopel va omatteiton pio
YOUNAOTEPT 0OGT TG GOVAPOVLAOLPING Yo Vo pelwbel o kivduvog vmoyAvkaipiog (PAETe

Tapaypoo 4.4).

Mo acBeveic mov dev eAéyyoviot emapkag pe dumhd cuvdvacoud Bepameiag pe T PEYIoTN aveKT) 000N
peteoppivng kot evog PPARY ayoviot.

H 660m Ba mpénet va mapéyet T crrayMativn og doom twv 50 mg dvo eopég nuepnoing (100 mg
GUVOAIKT NUEPNOL 6OOT)) KOt piot 6OCT) LETPOPUIVIG TAPOUOLN E TN dOGT TOL 1O1 AdUPAVETOL.

lNo acBeveic mov dev eEMéyyovion emapkdc pe Ao cuvdvacud Bepaneiog pe WwoovAivn kot T péylotn
OVEKTH dOCT LETPOPUIVIG .

H d60m 0o mpémet va mopéyet T ortayAmntivn og 66om tov 50 mg 600 popég nuepnoing (100 mg
GUVOAIKT NuEpNola 6Oom) Kot pio 600t HETPOPUIvIG Tapduota e T 06om mov 1N Aappdvetat. Otav
to Velmetia ypnoiponoieital oe GuvdLacHO LE VGOVAIVN, uTopel va amouteitat pio yapumAdtepn do6om
WWGOLAIVIC Y10 va petmBel o kivduvog vtoyAvkaipiog (PAéme mapdypoo 4.4).

Ioa t1g drpopetikéc dooelg petpopuivng, To Velmetia elvan dtobéoipo oe mepiektikdtteg v 50 mg
ortayAmtivig kot 850 mg vdpoyrlmpikng peteopuivic i 1.000 mg vépoyA®PIKNG LETPOPUIVIG.

Olot o1 acbBeveig Ba mpémet va cuveyilovv T cuvicT®pEVN dloutd Tovg pali pe pio ETapkn KoTovoun
™G TPOGANYNG LOATAVOPAK®Y KATA T JLAPKELY TG NUEPAS.

Eidwkoi mAinfucuoi

Negppixn dvoieitovpyio

Agv amoiteitol avomTposapuroyn TG 0060 0Yiong o€ acbeveig e Nma veppikn dvoiertovpyia (puOuodg
ongpopatikng dmdnong [GFR] = 60 mL/min). O GFR npénetr va a&oroysiton mpv v Evapén g
Oepameiog (e TPOIOVTA TOV TEPLEYOVY LUETPOPUIIVY KL TOVAGYIGTOV ETNGIMG 0TI GLVEXELN. Xe acOeveic
pe ovénpévo Kivouvo mepartépm eEEMENG TNG VEPPIKNG SVGAEITOVPYING KOl GTOVG NAIKIOUEVOVG, M
veQPIKN Aertovpyia mpémel va a&lohoyeital o cuyva, m.y. kébe 3-6 pnvec.

H péyiom nuepnoio d66M ¢ LETPOPUIVIG TPETEL KOTA TPOTiUNoN va. doupeitar o€ 2-3 nuepNoleg
d00oe1g. O mapdyovieg mov evagyeTon va av&avouv Tov kivouvo yaraktikng o&éwong (BA.
TAPAYPoPo 4.4) TPEMEL VO AVOGKOTOVVTOL TPV EEETAGTEL 1| Evopén TN LETQOPUIVIC o€ aobevelg e
GFR <60 ml/min.



Edv dev etvan drobéoiun emopkng mepiektikdta oL Velmetia, Oa mpémel va ypnouomolovvTal ta.
EMUEPOVE LOVO-CLGTATIKA AVTI Y10l TOV GLVOVAGUO 6TadepNG dOONG.

GFR ml/min Metg@oppivny ZitoyMreTivy
60-89 H péyiomn nuepnota doon eivar 3.000 mg. | H uéyiotn nueproio doon sivor

Meiwon g d0onc umopel va. eéetaletal 100 mg.
0€ OYéan UE TNV EKTTWON THS VEPPIKHG

Aetrovpyiog.

45-59 H pépiorn nuepnoio doon eivor 2.000 mg. | H péyriomy nuepnoia ooy eivai
H 66on évaplne sivou to moAd to Huiov 100 mg.
™S UEVITTNS DG,

30-44 H pépiorn nuepnoio doon eivor 1.000 mg. | H péyioty nuepnoia oo givai

H d60n évaplne eivar to oAb 1o fuiov 50 mg.
TI¢ péyioTng 00ag.

< 30 H petpopuivy avrevieixvoro. H péyioty nuepnoia doon eivou
25 mg.

Hrartikn dveliertovpyio
To Velmetia dev Oa mpémel va ypnoiponoteital oe acbeveic pe nrotikn dvoiertovpyio (PAéme
Toapaypapo 5.2).

Hliowuévor

Kabmdg 1 petpoppivn ko 1 srrayMmtivy amekkpivoviol pHécm tov veppadv, To Velmetia Oa npénel va
¥pPMNOLoTOLEiTAL PE TPOTsOoYN 660 awéavetar N nAkia. H mapakoiovdnon g veppikng Asttovpyiog
€lval OmopaiTnTI LE GKOTO TNV TPOANYT) TNG GYETILOUEVNG LE TN LETPOPUIVY YOAUKTIKNAG 0EEMONC,
10lm¢ 6ToVe NMKI®EPEVOLS (BAETe Ttapaypdapovg 4.3 kot 4.4).

Houdrazpixog winBoouog

To Velmetia dev mpénel va ypnoiponoteital oe maidid kot eprifove nhkiog 10 émg 17 etdv Adym
avemopkovg arotelecpatikotntoc. Ta dtbéoipa dedopéva meprypdpoviot oTig evotnteg 4.8,

5.1 ka1 5.2. To Velmetia dev €xet peretn0el oe modratpicove aobeveic nhikiog Katm tov 10 etdv.

Tpoémog yoprynong
To Velmetia Ba mpémet va yopnyeitar 600 Qopéc NUEPNGI®G LE TA YEOUATO, Y10 VO LELMVOVTOL Ol
YOOTPEVTEPIKES OVETIBOUNTEG EVEPYELEC TOV GYETILOVTOL LE TI HETQOPLLIVT].

4.3 Avrevositeag
To Velmetia avtevdeixvotol o€ acbeveic pe:

- vrepevacOncio oTIC dPACTIKEG 0VGIEG 1 G KATO10 A0 T EKO0YO TTOV AVAPEPOVTOL GTNV
mapdypoeo 6.1 (PAére mapaypdpovg 4.4 kot 4.8),

- omolovonmote Tomo oelag petaforkng o&éwong (0nwg yoloktikn o&éwon, dtafnTikn
Keto&éwon),

- Sl TIKd TPOKMO AL,

- coPoapn veppikn averdpkela (GFR< 30 mL/min) (BAéne mapdypapo 4.4),

- ofeieg Kataotdoelg mov £xovv v mhavotnTa vo peTafdlovy T VEQPIKT AsrTovpyia OTMS:
- apLIATOOT),
- copapt LoipmEn,
- rkatomAnéia,
- EVOAYYELOKT YOPTYNOTN 1OS0VYMOV GKLOYPOPIKOV 0ol (PAETE Tapdypago 4.4),

- oeio 1 ypdvIo. VOGO OV Umopel Vo TPOKaAESEL 1GTIKN vITo&io OTmC:
- KOPOLOKN 1] AVOTVEVGTIKT AVETAPKELQ,
- TPOCPOTO ELPPAYLLO TOV LLOKAPSIIOV,
- KkatomAn&ia




- nmatikn dvcAettovpyia,
- oeio SNANTPioon amd OVOTVEL A, AAKOOMGO,
- KaTd Tov ONAacuo.

4.4 E101kég TPoEIOOTOUNGELS KUl TPOPVAIEELS KATE TN (p1ion

Tevika
To Velmetia dev Oa mpémel va ypnoiponmoteital o acbeveic pe dtafrtn tomov 1 ko dev Ba mpémet va
ypMnoLonoteital yuo t Oepameio g oafnTikng keToEEmang.

Oé&eilo maykpeatitidn

H ypnion avactoréwv g omentidvAtkng nentiddong 4 (DPP-4) £xel cuoyetiobetl pe kivovvo
avamtuéng ofelag maykpeatitidag. Ot acbeveig Tpémet vo, evUEPOVOVTAL Y10l TO YOPUKTTPLOTIKO
CUUTTO®UO TNG 0EEL0C TAYKPEATITIONG: EXUEVOV, GOPOPO KOIMOKO GAYOC.

Ymoydpnon ¢ TayKpPEATITIONS TOpATNPONKE HLETA TNV O10KOT TNG CLTAyMITiVG (LE 1 Ywpic
VROCTNPIKTIKY Oepameia), addd £xovv avapepbel TOAD CTAVIEG TEPUTTMGELS VEKPMOTIKNG 1|
QLLOPPOYIKNG TaykpeaTitidag koavn Odvartog. Edv vrapyet vroyia yio maykpeatitida, To Velmetia kot
Ao mBavov VTOTTELOUEVA POPUAKEVTIKA TpoidvTa Tpémel va drokomovv. Edv 1 o&ela maykpeatitidn
emPeParndei, o Velmetia dev mpénel va apyicel Eavd. Oa mpémel va diveton Tpocoyn o€ acbeveic pe
1GTOPIKO TAYKPEATITIONG,

Todoxtiky o&émon

H yoloktikn o&éwon, po omdvia oAAG cofopn HETOPOAIKT ETUTAOKY, ELPAVI(ETAL GUYVOTEPO GE
ofein emdeivmon g veQpikng AE1Tovpyiag 1 KapdoavamTveLSTIKT VOGO 1 onyaiio. Zuec®PEVOT)
peteoppivng cvpPaivel og o&eio emdeivemon g veppikng Aettovpyiog Kot avEdvel Tov Kivouvo
YOAOKTIKNG 0E€mong.

e mepinton apuddtmong (cofapdg EUETOC, S1ippola, TVPETOC T LELOUEVT] TTPOCANYT VYPDV), N
UETPOPUIVI TTPETEL VA, SIAKOTTETOL TPOCWPLVE KOl GUVIGTATOL 1] EMKOVOVIO LE EVOV ETAYYEALOTIO
vyelag.

DoppokevTikd TPoidvTa To 0Toi0 LTOPOLV VO ETNPEAGOVV EVTOVA TN VEPPIKT| Agttovpyia (OTmg
OVTWTEPTAGIKA, dtovpnTiKd Kot MEAD) mpénet va apyilovv pe mpocoyn o€ acbeveig mov Aappdvouv
Oepameio pe HETQOPUIVI. AALOL TAPAYOVTES KIVOUVOL Y10 YOAUKTIKY 0EEMOT v vIEpPOAIKN
TPOCANYT| OLVOTVELUATMOMV, NTOTIKT OVETAPKELL, UVETAPKADG ELEYXOUEVOS O1apTNG, KETMOMN,
TOPOTETOUEVT] VNGTELN KOl OTTOLEGONTOTE KATUGTAGELS TOV GLVOEOVTAL Le VIToEia, KaBmG Kot N
TAVTOYPOVT YPNON POPLOKEVTIKAOV TPOTOVTOV TOL UTOPEL VO, TPOKAAEGOVV YAAUKTIKY 0EEmor (PA.
Tapoypapovg 4.3 kat 4.5).

Ot acBeveic Kayn o1 POVTIOTEG TPETEL VAL EVILEPMDVOVTOL GYETIKA LE TOV KIVOUVO YOAUKTIKNG
o&émonc. H yahaktikn o&émon yapaktnpiletot amd 0EE00TIKT 6VGTVOLM, KOIAMOKO TOVO, LUTKEG
Kpaumeg, eEacBévnon kot vrodeppio. GLVOSEVOLEVT) OO KDUA. L€ TEPINTM®OT TOAVOLOYOVLEVOV
CUUTTOUATOV, 0 AcHEVIC TPETEL VAL GTALOTNOEL VO TOUPVEL LETQOPLLIVY Kol va {NTHOEL GUEST] 1OTPLKN
opovtida. Ta S1oyvmoTiKa epyactnplokd evpriuate sivol petopévo pH tov aipatog (< 7,35),
avénuéva enineda yoloktikod oto mAdopo (> 5 mmol/l) kot avéEnuévo Yoo avidvtov Kot avaioyio
YOAOKTIKOV/TTUPOGTAPLALKOD.

Neppwn) Asitovpyia

O GFR mpémer va a&lodoyeitar mpv v Evapén g Bepameiog Kot 6€ TAKTO S1LGTHLLOTO GTT] GUVEXELD
(BA. mapdypago 4.2). To Velmetia avtevdeixvotol o€ acbeveic pe GFR <30 ml/min ko mpémel va
SLOKOTTETOL TTPOCOPIVE KATE TN S1APKELD. GCVVONK®Y TOV EVOEYETAL VO LETABANOVY TN VEQPPIKT|
Aertovpyia (PA. mapdypapo 4.3).




Yroylvkouio
Acbeveic mov Aaupavovv Velmetia 6€ GuvILAGUO LE Hiol GOVAQOVLAOLPIC 1] UE IVGOVAIVY UTTOPEL va.

Bpiokovtal og kivovvo yia vroyAvkopio. Eropévog, pmopel va etvan amapaitntn n peimon g 66omng
NG GOVAPOVLAOLPIAG 1] TNG IVGOLAIVIG.

Avtidpdcelg vrepevorcinciog

"Eyxovv avaeepbei coPapic avtidpdoeic vrepevoictnciog oe ac0eveig oTovg omoiovg yopnyndnke
ortayMmtivn petd v Kukhoopia tne. Avtég ot avtidpdoelg meptlappdvovy avapouia&ia,

AyYEL001OM U0, KOl 0TOQPOMIMTIKEG OEPUATIKEG KATAGTAGEIC GCUUTEPTAOUPBOVOUEVOD TOV GLUVOPOLLOL
Stevens-Johnson. 'H évap&n avtdv tev avtidpdoewv cuveéPT evids Tov TpdTmv 3 unvav petd myv
évapén g Bepameiag pe orroyMmtivn, He LePIKES avapopEg va yivovtal HETA TNV TpdTn d6on. Edv
vdpyel voyia yuo avtidpaon vrepevarcinoiag, To Velmetia Ba npénet va dtoakodmteTal, GAAEC TIOOVEG
atieg Tov cvpPdpartog Oa mpénel va eEetdlovtal, kot O Tpémel va yopnysiton evarloktikn Oepomeio
v To S1aPntn (PAERE Topdypago 4.8).

Hoppoivymdeg TepOIyoeldég

"Eyxovv vdp&et avapopég ToppoAY®OOVG TEUPTYOEIZ0VE LETA TNV KLKAOPOPIO, TOV QUPIAKOL GE
acBeveig mov AdapPovay avactodreic g DPP-4, cuumepirapfavopévng g ortayintivng. Edv vdpyet
VIOYIN Y10 TOUPOAVYDIEG TEPPLYOEDEC, TO Velmetia Oa mpémet va dtokdmTeTar.

Xelpovpykn enéufaon

To Velmetia mpémet va S10KOTTETOL KATA TOV YPOVO TNG YEPOVPYIKNG ETEUPAONG VIO YEVIKT, porylaiol
N emokAnpido avaioOnoio. H Oepomeio pmopel va apyioet Eavd oy vopitepa omd 48 dpeg Petd )
YEWPOLPYIKN EXEUPACT T TN GLVEYLGT TNE GITIGNC OTO TOV GTOLOTOC KOl VIO TNV Tpobmdbeon Oti 1
veppikn Asttovpyia &xet a&loloyndet ex véou kai damiotmbel 6T givon otabepn).

Awygipion 1wdimpévou oKloypagtkod HEGo

H evdayyesiaxn xop1ynomn odlopuévey oKIaYPaPIKOV LECHV UTOPEL Vo 001YNCEL GE VEPPOTADELL
EMAYOLEVT OO GKLOYPOAPLKO, LE ATOTEAECLLA, T GLGGMPEVCT| LETPOPUIVIG Kol avEnpévo Kivouvo
yoroktikng o&€mong. To Velmetia Oa wpémnel va dtokdmTeTOL TPV 0T 1) KATA TOV YPOVO TG
Sdkaciog ameEKOVIoNG Kot va, unv apyiocetl Eavd puéypt TovAdyiotov 48 dpec LETE, VTTO TNV
mpobmodOeon Ot 1 veppikr| Aertovpyia £xel a&lohoynBel ek véou kat dramictmBel 6TL etvan otabepn (BA.
Tapoypapovg 4.3 kat 4.5).

Metafoln g KMVIKNG KOTAGTUoNC 000evmv e eEAeYYOLEVO TpoNYoLUEVMC dtafnTn TOTOY 2
AcBevng pe kald eleyydevo Tponyovévmg dtontn Tomov 2 vtd Velmetia, o omoiog avarTuGGEL
STapayEC EPYOCTNPLOKAOV eEETACE®V N KAVIKT vOco (18img aféfain kot un capdc kabopilopevn
v660) B0 TPEMEL VoL EKTYLATOL UECHS Y10, TOPOLGTa KETOEEMONG N YadakTikng o&éwone. H
a&loddynon Ba tpémel va meprtapPavel NAEKTPOADTES Kol KETOVES 0poD, YAVKOLN aipatog Ko, e6v
gvdeikvotal, pH aipatog kot exinedo yohaktikon, TopovPikod kot petgopuivng. Edv epeavicOei
o&émon 6molog omd TIg 6V0 Hop@ic, N Bepameia mTpémel va drakomel auEcmg Kot va Epoproctody dala
KatdAAnia dopBoTikd péTpa.

Avendpkea Bitopivng B12

H petpoppuivn evdéyeton va peiwoet ta enineda g Prropivng B12 otov opd. O kivduvog yapniodv
emmédov Prrapivig B12 avéaverar pe v avénon g d0omg e LETOOPUIvIG, TN SEpKELDL TNG
Oepaneiog, koM o 0cOeveic [Le TaPAYOVTEG KIVOVVOL TTOV Eival YVMGTO OTL TPOKOAODY OVETGPKELN
Brrapivng B12. Xe epintoon vroyiog averdpkelag Prrapivig B12 (6nwg avaipio | vevpordbdeia), To
enineda g Prrapivng B12 otov opd Ba mpénet va mapakorovBovvtar. H meplodikn mapakorlohnon
¢ Prrapivine B12 pmopeti va gival anapaitnt oe acbeveig pe mopdyovieg Kivovvou Yo aveTapKeLD
Brrapivng B12. H Bepoancia pe uetpoppivn Oa mpénet va cuveyiletar yio. 660 didotnua eivol avekTn
Kol Ogv avTeEVOEIKVLTAL Kol 1) KOTAAANAN dtopBwtiky Bepameia yio Tnv avendpkeia frrapivng B12 va
TOPEXETAL GOUPOVOL LLE TIG TPEXOVOES KAMVIKES kKaTevBuvTnpieg odnyiec.

Nazpo
To pappokevTikd ovtd TPoidv mepiéyetl Ayodtepo and 1 mmol vatpiov (23 mg) avd diokio, givar owtd
70V 0VOUALOVUE OLOCTIKA «EAEVBEPO VaTPiOUY.



4.5 AlMniemopdcseig pe GALO QUPRUKEVTIKE TPOIOVTH KoL GAAES pOPPES aAANAeTiOpaoN S

H ovyyopnynon mtoAhamlmv d6cewv crrayiintivng (50 mg dVo popég NUepNcims) Kot LETQOPUIVIG
(1.000 mg dv0 @opég NpepNGimg) dev TPOTOTOINGE CNUAVTIKA TN POPUOKOKIVITIKY E1TE TN
ortayMmtivng gite g peteopuivig o acbeveig e dafntn tomov 2.

Agv &yovv Tpoypatomom el LEAETEC PUPUOKOKIVITIKNG 0AANAETTIdpao g eoapudkmy pe To Velmetia,
oAAG TapOA ovTd Exovy diekoyOel mapouoteg peAéteg e Kabe pio EexmPIoTa amd TIC SPUOTIKEG

OVGIEG, TN CLTAYAMTTIVY KoL TN HETQOPUEV.

H towtdypovn ypron dev cuvictatol

OwomvevLpaT®mON
H aikooiikn to&ikwon oyetileton pe avénpévo Kivouvo YOAOKTIKNG 0EEMONC, 101G O TEPUTTOCELG
VNOTELNG, VTOGITIGUOV 1| NTOTIKYG OVGAEITOVPYIOG.

lodiwpéva oxaypoaekd péca

To Velmetia mpénet va S10KOTTETOL TPV 0Td 1} KATE TOV YpOVO TNG SLodIKOGTOG OTEIKOVIONG KoL VoL
unv apyiost Eava péyptl TovAdyiotov 48 dpeg LETA, VIO TNV TPOVTOOEST] OTL 1) VEQPIKN AEtTovpYia £XEl
a&loroynOel ek véov kot damioTmbel 6T eivan otabepn (BAEne Tapaypdpovg 4.3 kot 4.4).

2VvdLOouUoi oV OTUTOVV TPOPLAGEELS katd TN Ypnon

Op1opéva. QaPUOKEVTIKA TPOTOVTO EVOEYETAL VO EMNPEAGOVY OPVNTIKA T1 VEPPIKT| AELTOLPYiQ, TO
omoio evdéyetol va ovénoel Tov Kivouvo YoAoKTIKNG 0&EEmang, .y, MEA®D, cvuneptiappavopévov
TOV EMAEKTIKOV avAOTOAL®V TG KukAoo&vyevhong (COX) 11, avaoctoréwv ACE, avtayovietdv Tov
VTOd0YE®V TNG ayyelotevaivng I kot dtovpnTikdv, 18ing dtovpnTik®dv TG aykOAne. Katd v évapén
N xPNO1 TETOL®V TPOTOVTOV GE CLVOVAGUO e UETQOPLIVY, Elval amapaitnTn 1 6TEVH TOPAKOAOVLON O
NG VEQPIKNG AgtTovpyiog.

H tavtoypovn xpnon eappoKeuTiK®y Tpoidvimy, To, otoia mapepfaivovy 6 Kove GuoTHUOTO
VEQPPIKNG COANVOPLOKNG LETAPOPES TOV EUTAEKOVTOL GT] VEPPIKT OoPOAN TNG LeT@opuivng (T.y.
OVOLGTOAELS LETAPOPED OPYOVIKAOV KOTIOVT®V-2 [OCT2] / e&mdfnong moALaTADY QapUIK®VY Kot
toévav [MATE], 6nwg pavoralivn, Bavostaviumm, violovteykpafipn kat oluetdivn), o uropovce
Vo 0LENGEL TN GLOTNUOTIKT EKOECT] TN LETPOPLIVY KOl EVOEYETOL VA AVENGEL TOV KIVOLVO YOAAKTIKNG
o&émonc. Na egetdlovtat Ta 0QEAN Kot 01 Kivouvol NG ToTdypovns xpnons. Oa mpénetl va eEetaletan
TO EVOEYOUEVO GTEVIG TOAPOUKOAOVONONG TOV YAVKAYUIKOD ELEYYXOV, pOOIGN G TNG SOOTG EVTOG TOV
€0POVG GLUVIGTMUEVNC SOGOAOYING KOl CAAAYDV GTNV ay®YN Yo ToV dtafntn, 6Tav TEToln TPoiovTa
YOPNYOOVTOL TOLTOYPOVA.

Ta YAVKOKOPTIKOELDN (YOPTYOVUEVE, GUGTNUATIKA 1] TOTIKA) 01 BTO-2-0y®VIGTES KO TO SLOVPTTIKA
£€xovv gvdoyevi vtepyAVKaLUKY dpdor. O acBeviig Bo mTpémel va eviUep®VETOL KOt VoL
TPAYUOTOTOLEITOL TTIO GLYVH TAPAKOAOVONON TNG YAVKOING 6TO aipa, 1img Katd v Evapén g
Oepamneiog pe téroln eappakevTikd Tpoidvta. Edv eivar amapaitnto, 0o npémnel va pvOuiletar  66om
TOV OVTITEPYAVKOALUKOD PAPUAKEVLTIKOD TPOIOVTOg Katd tn didpketa tng Bepoaneiog e to dAro
QOPUOKELTIKO TPOTOHV Kot KATA TN S10KOTY| TOL.

Ot avactoreic-MEA pmopet vo, peidcovy to exineda ¢ yAvkolng oto aipa. Edv eivon aropaitnro,
Ba mpémel va puOpiletar 1 0661 TOL AVTIHTEPYAVKULUIKOD POPUAKEVTIKOD TPOIOVTOG KATA TN dtipKeELd
g Oepameiog pe 10 A0 PUPUAKEVTIKO TPOTOV Kol KATE T1) O10KOTY| TOV.

Emdpdosic GAA®V QUpULOUKEVTIKOV TPOTOVTIMV GT GLTAYAUTTIV
In vitro ko1 KAMvikd dedopéva mov TEPLYpAPOVTUL TAPAKAT®, VTOINAMVOLV OTL 0 Kivouvog KAVIKA
ONUOVTIK®OV OAANAETIOPACEDV PETH OO GLYYOPNYNON GAL®DY POPUAKEVTIKOV TPOIOVI®V gival

XOMNAOG.

In vitro peléteg €6e1&av 0Tt 10 KOPLo Eviupo VtebBuvo Y10, TOV TEPLOPIGUEVO UETAPOAIGLO TNG
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otrtayMrtivig eivar 1o CYP3 A4, pe cupporn tov CYP2CS. Xe acOeveic pe puololoyikn veepikn
Aertovpyia, o petafoAicudc, copneptrapPavouévon pécm tov CYP3A4, nailel ikpd pwovo poro otnv
KkdBapon g ortayhmtivig. O petaforiopdc propet va nailet mo onpaviikd poro oty amoBoin g
orTayMmTivig Tapovsio cofapng veppikng duciettovpyiog 1| veppomdfeiog telkov otadiov (NTY).
T To Adyo awtd, givar mBavd 1o 0Tt 1yvpol avactoreic Tov CYP3A4 (m.y. ketokovaloan,
rtpakovaloin, prtovafipr, KAapiBpopvkivn) UTopel vo TpOTOTO00VV TH QOPUAKOKIVITIKY TG
ortayMmtiving o€ acBeveig pe coPapn veppikn duciertovpyio § NTE. Ot emidpdcelg 1oyvpov
avootorémv Tov CYP3 A4 napovacia veppikng duciettovpyiog dev £xovv exTiundel o KAviKN peAT.

In vitro peléteg Hetapopag £6e1Eav OTL 1) GLTAYAITTIVY Elval £va DTTOCTPMOUA Y10, TNV P-YAVKOTPMTEIVT
Kol Tov petapopéa-3 opyovikov aviovtog (OAT3). H pecorafovpevn and tov OAT3 petapopd g
ortayMmTiving avesTtdAn in vitro amd v TPoPeEVECion, av Kol 0 KIvOUVOg KAIVIKA CUAVTIK®Y
aAAnAemidpacewv Bewpeitor 6T givar yapniog. H suyyoprynon tov avactoréov OAT3 dev €xet
extiunet in vivo.

Kvrloomopivy: Mia pelétn de&nybn yio va extiun el ) enidpaon g Kukrloomopivig, evog 1oLPOV
AVAGTOAEN TNG P-YAVKOTPOTEIVIG, TN POPLOKOKIVNTIKY TG ottayAmtivig. H cuyyoprynon wog
€Qamaé amd Tov otopaToc doomng 100 mg crrayAmtivng kot pog epana amd Tov oTOUATOg SOGNG

600 mg kvkAoomopivng avénce v AUC kot TV Cmax TNG SLTOyAMmtivng mepinmov katd 29 % o 68 %,
avtiotoryo. Ot petaforég anTéC 0T POPLOKOKIVITIKN TNG GlLtayAlntivng dev BecpnOnke 0Tt etvan
KAwvikd onuavtikée. H veppikn kaBapon g ortayAMmtivng 0ev ETNPeAcTNKE CUOVTIKA. ZUVETMG, OV
0o pémel va avoUEVOVTOL OTIOVTIKEG OAANAETIOPACELS e AALOVG OVAGTOAEIC TNG P-YAVKOTPOTEIVIG.

Emdpdoeig g crrayMntivig oe GALL QUPLOKEVTIKA TPOTOVTOL

Ayocivy: H ortaylmtiv glye pukpn enidopaoct) oTiG CUYKEVIPOGELS TG dtyo&ivng oto mAdopo. Metd
ond yoprynon 0,25 mg dryo&ivng tavtodypova pe 100 mg ortayAmtivig nuepnoiog yio 10 nuépeg, 1
AUC 1ng dryo&ivng oto mhdopa avénonke katd 11 % katd péco 6po, kot 1 Cmax 0T0 TAAGUA KATA
18 % xotd péso 6po. Ag cuviotdtar pOOuon g doong g dryo&ivne. Qotdc0, acbeveic oe kivduvo
to&ikotnrag amd dryo&ivn Ba mpémel va TopakorlovBodval yio o0vTd To AdY0 dTOV YOPTYOUVTOL
TAVTOYPOVA GLTAyAMTTTivl Ko dryo&iv.

In vitro dgdopéva LTOMAM®VOLV OTL 1] GLTAYALTTiVI dEV aVOGTEALEL 00TE EMAyeL T 100EVEL L TOV
CYP450. Ze khvikég HeEAETEG, 1 OLTOYAMITIVI] OEV TPOTOTOINGE CTUAVTIKA TN QOPUOKOKIVITIKY TOV
peTQopuivng, YAvfovpidng, ocwPactativng, pootyitalovng, Papeoapivng ) TV 0md T0L GTOUTOG
OVTICVAANTITIKOV, TAPEXOVTOS in Vivo EVOEEN LKPNG TAoNS Yol TPOKAN O OAANAETIOpACE®V LE
vrootpouato tov CYP3A4, CYP2CS, CYP2C9, kot opyavikovg kotiovikoog petapopeic (OCT). H
olrTayAMmTivn Uopel va ivat £vag fmog avoeTOAENG TG P-YAVKOTPWOTEIVIG in vivo.

4.6 Tovipétnra, kKONON KO Yorovyio

Kbnon

Agv vrdpyovv emapkn otoryeio amd TN ¥pon g ortaymtivig oe £yKueg yuvaikes. Meléteg oe {da
KaTESEIEAV TOEIKOTNTO OTNV OVOTAPAY®YIKT IKOVOTNTA 68 VYNAEG d00E1g ortayMmtivig (PAEme
mopaypaeo 5.3).

"Evag meplopiopévog aplfpdc dedopévmv vTodEIKVOEL OTL 1] YPNOT TNG LETQOPUIVIG OE £YKVES YUVOIKEG
dev oyetiletan pe avénuévo kivduvo yia cuyyeveig dvomhacics. Meléteg oe {da e petopuivn dgv
KATESEIEAY EMIKIVOVVEG EMMTOGELG OTNV EYKLUOGVVT, GTNV avATTLEN TOL EUPPLOL, GTOV TOKETO 1) GTN
petayevvnTikn avamtuén (BAEne mapdypago 5.3).

To Velmetia dgv mpémel vo. xpnGLUOTTOLEITOL KOTA TN ddpKelo TG eykvpocvvne. Edv pio acBevig
emBopel vo peivel £ykvog 1 TpokLYEL pia EYKVUOGUVN, 1 Bepaneia Tpémel va dtokomel Kot 1 acOevig
npénet va, eviaybel og Bepaneio pe tvoovdivn To ypryopoTEPO duvaTov.

OnAocuog
Agv &povv die€aybel pehétec oe {da mov OnAalovv pe T0 GULVILAGUO TOV SPUGTIKAOV OVCIOV HVTOV

TOV PAPUAKELTIKOD TPOIOVTOC. T HeAétec mov deéNydnoay pe Tig dpacTikég ovoieg Eeympiotd, 100
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N orroyMmrtivi 660 Kot 1 petopuivn anekkpidnkov oto yaha apovpaimv wov Onadlovv. H
UETQOPUIVY ameKKPIVETAL 6TO AVOPMOTIVO YO GE LKPEC TOCOTNTEG. AgV Elval YVOGTO €AV 1
orrayAmtivn anekkpivetral oto avBpamvo yéia. I't' avtd 1o Velmetia dev mpénet va yopnyeiton og
yovaikeg Tov Onralovv (PAéme mapdypapo 4.3).

Tovotnta
Agdopéva and {ha dev vootnpilovv kdmola enidpacn g Oepamneiag pe ortaylmtivn ot yovipdmra

OPCEVIK®V Kol ONAvKdV. Agv vtdpyovv dedopéva Yo Tov avOpmmo.
4.7 Emopacels otnv IKavoTnTa 001Y1N61S KOL (ELPLCROV PN AVI|LATOV

To Velmetia dev €yetl kopio 1) €€l Ao LLOVTH EMIOPACT] GTNV KAVATNTO 0O YNONG KOl XEPIGHOD
pnyovnudtov. Qotdc0, KOTA TNV 0011yNomn N TN XPNOT UNYAVILATOV, TPETEL Vo, AaUPBaveTal vToyn
oTL &youv avaeepBel (AN Kot VITVNALL PE TN GLTAYAMITTIVY.

EmmAéov, o1 acBeveic mpémetl va gival o gypiyopon oyeTikd pe Tov kivouvo vroyivkoupiog 6tay to
Velmetia yopnyeitol 6 GuVOVAGUO e Uit GOLAPOVVAOVPIN | LLE TVGOVAIVT.

4.8 AvemOvunTES EVEPYELES

20vVoyT) TOL TPOPIA AoQAAELOC

Agv &xovv deaybel kKhvikéc peiéteg Bepamneiag pe dokia Velmetia motoco £xet deiybel
Bloicodvvapio tov Velmetia pe cuyyopnyobuevn ortaylmtivn Kot peteoppivn (BAETE Tapdypapo
5.2)."Exouv avapepbei coPapég avemBOunTeg evEPYEIEG CLUTEPILOUPAVOUEVIC TNE TOYKPENTITIONG
Kol avTdpdcemv vrepevarcnaciog. ‘Exet avapepbel vroyilvkaipio e Guvovacpod pe Govipovorovpia
(13,8 %) kat wveovdivn (10,9 %).

AvemBounteg evEPYELEG VO LOPOT) TIVOKOL

21TOyTTTIVY Ko HETPOopUiv

Ot avemBOUNTEC EVEPYELES OVAPEPOVTOL TAPUKATO COUPMVA LE TOV ETAEYUEVO OPO TNG GLVONKIG
MedDRA ovd katnyopia opyoavikod GOGTAHROTOS Kot omoAvTng cvuyvottag ([ivaxag 1). Ot
oLVYVOTNTES ELPAVIONG £XOVV 0p1obel mG: TOAD cuyVvES (= 1/10), cuyvég (= 1/100 éwg < 1/10), oyt
ovyvés (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 émg < 1/1.000), mokd omavieg (< 1/10.000) xo pun
YVOOTEG (Ogv umopolv va ektiunfovv e Baon ta dabéciua dedouéva).

Iivaxkoeg 1: H cuyvétnTo TOV OVETIOOUNTOV EVEPYELDOV TOV TOVTOTOMONKAY 07T TIS EAEYYONEVES
LE EIKOVIKO QAPNOKO KMVIKEG HEAETES TG OLTOYATTTIVIIG KO HETQOPNRIVIIG LOVO KOt TNV EUTELPia
RETA TNV KVKAOQOpPia

AvemBOuntn gvépysra XoyvoTnTo TG aveEmOvUNTNS EVEPYELNG

AwWTapoyéS TOV ULLOTOLTIKOD KOl TOV
AEPNPLKOV CVOTHNOTOS

Opoppomevia Yrivia

AWTapay£S TOL GVOGOTONTIKOV GUGTIOTOS

avtdpdoelc vepevoicinoiog, Mn yvoot) cuyvotnta
GUUTEPTAAUPAVOUEV®Y TOV AVUPLAOKTIKOV
avtidpboeov”

Awtapayéc Tov petaforropod kot g Opéwnc

vroylvkauio Zuyvi

ueiwon/avendpkeio Birapivne B12f Xuyvn

AWTopoy£S TOV VELPIKOD GUGTIROATOG

vTvnAia Oy cvoyvn




AvemOOuntn gvépysia

YuyvoTnTOo TG AvEmMOOUNTNS EVEPYELNG

AWTOpoyES TOV AVETVEVGTIKOV GCUGTIIOTOG,
70V 0OPUKA Kol TOV NEG0O®PEKIOV

S1GLEGT TVELLOVIKY VOGOC

Mn yvoot) cuyvotnta,

AWTapay£S TOL YOGTPEVTEPIKOD

duppoia Oyt ouyvn
vooTio Xoyvn
LETEOPIOUOG Xuyvn
dvokotoTnTo Oy ouyvm
GAyog TNC ve KotAiog Oyt ouyvn
£UETOC Yoy

okela maykpeatitido Mn yvoot cuyvotnta
Boavatneopog Kot un-0avaTneopos oppoyIKY , ,

Kol vsz(goﬁufﬁ n(x;:?paaring(;a ’*p > THEPPETE Mn yvoom ovgvomra
Awtopoyfc TOV OEPUATOS KOl TOV VTOSOPLOV

16700

KVouog* Oy cvoyvn
ayyeooidnua’’ Mn yvooti cuyvotnta,
eEqvOnuo’* Mn yvooti cuyvotnto
kvidwon Mn yveoti cuyvotnTa
depuoticy] ayystitido” Mn yvoot cuyvotnta,
OTTOPOAOMTIKEG OEPLOTIKES KATACTACELS Mn yvoot cuyvotnta
ovumepAapBavopévoL Tov cuvdpoov Stevens-

Johnson™'

TOLPOADYDOEG TEUPTLYOEIOEG™ Mn yvoot cuyvotnta
AWTapayES TOV HVOGKELETIKOD GUGTI|LATOS

K01 TOU GUVOETIKOV 16TOV

apOpodyio” Mn yvooti cuyvotnta
poodyio” Mn yvoot cuyvotnto
TOVOC 6TOL GKpO.” Mn yvooti cuyvotta
oc@VoLyia” Mn yvooti cuyvotnta
apBpomabeia*® Mn yvooti cuyvotnta
AWTaPayYES TOV VEQPAV KOL TOV 0VPOPOP®V

000V

EMNPEOCUEVN VEQPIKY Asttovpyia” Mn yvooti cuyvotnta
o&elo veppikn avemdpreio” Mn yvoot) cuyvétra

* AvemOOuNTEG EVEPYELEC TTOV TOWTOTOMONKAY KATE TV TopaKkolovONon HeTd Vv Kukiogopia

"BAéne mopdypogo 4.4.

B mapakdtm v Kapdioyyeioxh Melétn Acedrerag TECOS.

Teprypoen emAeyuévav ovemtlOUNTOV EVEPYELDV

Mepikég avemBOuNTEG EVEPYEIEG TOPATNPNONKOV TLO GUYVE GE LEAETEC GLVOVOGTIKNG XPNOTG
OLTOYAMITTIVIG KOl LETQOPUIVIG e AAAL avVTIOOPNTIKA POPUAKEVTIKE TPOTOVTA, Omd O, Tl € UEAETEG

OLTOYMATIVIG Kol HETOOPUIVIG LOVO. AVTEC TepleAdpuPavay voyAvkaipia (cuyvoTnTa ToAd GV LE

GOVAPOVVAOVPIN ] IVGOLALVT), SVCKOIAMOTNTA (GUYVT LE GOLAPOVLAOLPIN), TTEPLPEPIKO OidM AL
(ovyvn pe moyltaldvn), Ko TovokEPoro kol Enpootopia (OxL GuYVN LE tVGOVAIVY).

Zraylirtivy

e peAéteg povobepamneiog pe orraydmtivny 100 mg pia gopd npepnoing 6e GUYKPIOT LE EIKOVIKO
QAPLOKO, OL OVETIBVUNTEG EVEPYELEG TTOV avaPEPON KAV fTav KEPaAodyia, VToYAvKaLpia,




dvokototTnTa, Kot JoAn.

Meta&h avtdv TV acBevdv ot avemBOuUNTEC EVEPYEIEC TOV avapEPONKAV OVEEAPTITMG ALTIOAOYIKNG
GLGYETIONG LE TO POPUOKEVTIKO TPOIOV TOL TAPOVCIAcHNKaY ToLVAdYIGTOV 6T0 5 % TepleAduPavay
AOlp®EN TOL AVAOTEPOL AVATVELGTIKOD GLGTNHATOG KOl pvopapvyyitida. Exumiéov, avapéptnkay
ooteoapfpitida Kot Tovog ota dkpa Le U Yvooth cuyxvotnta. (> 0,5 % vyniotepn petadd tmv
YPNOTAOV CLTAYAMTTIVIIG 0O OTL GTNV OLAdO EAEYYOV).

Merpopuivy

SOUTTOUOTO OO TO YOOTPEVTEPIKO GUGTN IO avOa@EPON KAV TOAD GLYVA 08 KAVIKEG LEAETEG KO GE
YPNON HETQOPLIVIG LETA TNV KUKAOPOPIO. ZUUTTOUATO O TO YUGTPEVIEPIKO GVGTNLO OTTMOC
vavTtio, 0 EHETOG, 1 S1APPOLA, TO KOIALAKO AAyog Kot 1) avopetia eupaviCovtol cuyvotepa Katd TNV
évapén g Bepomeiog Kot veievtol QLTOHOTA OTIS TEPIOGOTEPES TEPMTOCELS. [[pdcOeTeg
avembounteg evépyeleg mov oyetTilovTal pe ™ UETPOPUIVY TEPILAUPAVOLY UETAALIKT YOG (VYvT),
YOAOKTIKN 0EEMOT, d1ATOUPAYES TG NTOTIKNG AEtTovpyioc, Nratitid, kvidmor), epvonua, Kot kviopuog
(Mol omdvia). Ot katnyopieg cuyvotntag facifovrol otig TANpoPopieg mov datiBevol amd To
keipevo g [epiAnyng Xopaktnpiotikev tov [Ipoidvtog mov dwatifetar oty EE.

Houdrorpikog minBuoog

Y& KAMVIKEG PeAéTeg Le ortayMmTivn + peteoppiv og ToudtoTpikovs acbevels pe cayapmon dapntn
Tomov 2 niikiog 10 g 17 etdv, To TPOPIA TV AVETIOOUNTOV EVEPYELDV NTOV YEVIKA GUYKPIGILO LE
avtd Tov mapaTnpONnKe o€ eviilikes. Xe TaudaTpikovg acbevelg pe M yopic Pacikn Oepaneio
WGOVAIVIG, 1] CLTAYMITIVI) GLGYETIOTNKE e aVENUEVO KivOuvo vTToYAvKOLpiaG.

TECOS Kopdayyeioxn Melétn Aopaleiag

H pedém a&loldynong kapduoyyelakov ekpdoewv pe ortaylmtivy (TECOS) neprelappave

7.332 acbeveig mov éhafav crrayAiintivn, 100 mg nuepnoimg (M 50 mg nuepnoing ebv n apyky eGFR
Arov > 30 kot < 50 ml/Aentd/1,73 m?) kon 7.339 acOeveic mov Elafav £1kovikod QAPUOKO GTOV
mAnBuopod pe npobeon Bepancioc. Kat ot 000 Oepaneieg mpoostédnkav 6t cuvin ayoyr pe otdyo v
eMTELEN TOV TOMKOV OEPATEVTIKOV TPOTLTWV YAVKOLIAMUEVNG opospatpivng (HbA c) ko
KAPOLOYYELK®OV TOPAYOVTOV Kivohvov. H cuvolikn cuyvotnta eueaviong cofapdv averBountwoy
gvepyelmv o€ acbeveic mov Elafav ortaylimtivi ftav Tapopola Le anth ToV achevav tov Elafov
EIKOVIKO QAPLLOKO.

Ytov mAnBuoud pe mpobeon Oepanciog, petald TV 0oBevdY TOL YPNCIUOTOOVGHV VGOVAIVT] KaL/T|
[io GovAPovuovpia Katd v Evapén, 1 cuyvotnta euedviong coPapng vroyivkopiog nrav 2,7 %
010V acbeveic mov Elafav ortaylmtivi Kot 2,5 % otovg aobeveis mov ELaPav EIKOVIKO GAPLAKO.
Meta&d Tmv 0o0evdv oL dev EKavay ¥PNoT VGOLAIVIG KOV LLOC GOVAPOVLAOVPING KATE TNV
évapén, n ovyvotnta epeavions cofapng vroyivkaipiog frav 1,0 % otovg acheveic mov Elafov
ocrrayhmtivn kKot 0,7 % otovg acBeveig mov Elafav ewoviko edppaxo. H ocuyvotnta gppdviong tov
emPefaropévov enelcodinv taykpeatitidag ntav 0,3 % otovg acbeveic mov ElaPav crrayAurtivi Kot
0,2 % otovg acBeveic mov ELaPav EIKOVIKO QAPUAKO.

Ava@opd THavoAOYOVUEVOV QVETIBOUNTOV EVEPYELDV

H avapopd mbavoroyodpeveov avemBOUNT®V EVEPYELDV LETA OO TN XOPNYNOoN GOE0G KUKAOPOPLOG
TOV PAPUAKELTIKOD TPOIOVTOG eivar onuavtikn. Exttpénet tn cuveyn mopoakolovOnon e oxéong
0PEALOVC-KIVODVOL TOV QOPHIOKEVTIKOD TPOIOVTOG. ZNTEiTat amd TOVG ETAyYEAMIOTIES VYEING VO
avaPEPOLY OTTOLEGONTOTE THUVOLOYOLLEVEG OVETIOOUNTEG EVEPYELEG LEG® TOV €6VIKOD GUOTNULATOG
ovoeopds Tov avaypdeetot oto [Hopdptmua V.

4.9 Ynepdoooloyia

Katd ) dibpkeilo eAeyyOUEVOV KAIVIKOV LEAETMV GE LY ATopa, yopnyHonKkay epdana d00e1g £mg Kot
800 mg crraylumtivig. Mukpéc avénoeig tov QTe, mov dev BempnOnkav Khvikd oyetildpevec,
mapotnpnOnkay o pio perétn otn d6on twv 800 mg crrayAmtiving. Aev vdpyet epnelpia omd
KAMvikég peréteg pe dooelg mhvo amd 800 mg. Koatd tic peréteg molhanidv 66cemv daong I, dev
mapatnpnOnkoy dococlapTdpeves KMVIKEG avemIOOUNTEG EVEPYELEG LE GLTAYMTTTIVI LE OOGELS £MG
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600 mg nuepnoing yia dwwotnuate g 10 nuépeg kot 400 mg nuepnoimg yio SIoTAUATO, DG
28 nuépec.

YynmAn vrepdocoroyio peteopuivng (1 cvvundpyovteg kivouvol yia yolaktikn o&€mon) pumopet va
001 YNOEL G€ YOAOKTIKT 0EEWGN OV €lval EXELYOVGA LTPIKT KATAGTOGT Ko TPETEL VO OVTILETOTICOEL
o€ voookopeio. H miéov amotedlespatikn péBod0g yia TNV amoudKpuvor ToL YOAUKTIKOD Kol TG
HETQOPIVNG etvar 1) olpod1oAon.

e KMviKé peAétec, mepimov o 13,5 % tng 660mg amopakpuvinke o pio cuvedpia arpodtdiong
duapkelag 3 émg 4 wpav. Edv kpiBel khvikd katdAindo pmopel va eetacbel o gvdeydevo
TAPATOONG TNG OodWAoNG. Agv glvar yvwotd av 1 ortaylmtivn gival Sinfioiun péco Teptovaikng
dwolong.

Y& mepinton vrepdocoroying, eival Aoyikd Vo EPapHOGEL KOVEIG T GLVAOT VTOGTNPIKTIKA PETPO,
OTMC .. OTOLAKPVVGT] TOL 1] OTOPPOPTLEVOL VAIKOD Otd TO YOGTPEVTEPIKO GOANVO, KAVIKY|
mapokorovOnon (cupmepriapavopévng g AMYng NAEKTPOKAPSIIOYPUPTLATOS), KOl EQAPLLOYN
VTOCTNPIKTIKNG Oeparmeiog edv amatteitat.

5. OAPMAKOAOTI'IKEX IAIOTHTEX
5.1 ®@oppokodVVOPIKES 1OLOTNTES

Doppokobepanentin katnyopio: OopUOKEVTIKE TPOIOVTO TOV YPTCLOTOLOVVTAL YioL TOV O1a T,
Yuvovacpol amd Tov GTOUOTOG YOPTYOVLEVOV QUPUOKEVTIKAOV TPOTOVIMV TOL HELOVOLY TV YALKON
Tov aiparog, Kodikoég ATC: A10BDO7.

To Velmetia Guvovalel 00 avTLTEPYAVKOUIUIKE POPUOKEVTIKE TPOIOVTO UE GVUTANPOUATIKOVG
UNavicovg dpaong yuo T BeATimon Tov YALKALLKOD EAEYYOL o€ acbeveig pe diafntn Tomov 2:
QPOOPOPIKT CLITOYATTIVY, £Vav avaoTOAEN TG SIMENTIOVAIKNG TTenTddong-4 (DPP-4) kot tnv
VOPOYA®PIKN UETQOPLIVY, EVa, LEAOG TNG KATNYOPIOG TV dtyovavidiey.

Zitoylurtivn

Muyoviouog opdong

H powopopicn orraylurtivn givor évog amd Tov GTOUATOG YOPTYOVUEVOS EVEPYOC, 10YXVPAS Kol TOAD
EKAEKTIKOC avaoToAEnS TOL eVEDOL dumenTidvAikn tentiddon-4 (DPP-4) yio ) Bepaneia Tov dopnn
tomov 2. Ot avactoAeig tng DPP-4 eivan pia katnyopia mapaydviov mov evepyohv ®¢ ETAYOYEIG TV
WKpeTv@V. Me v avactol tov eviopov DPP-4, ) oitaylmtiv av&dvel ta enineda 600 yvooThV
EVEPYAV LVKPETIVAOV OPLOVAV, TOL TAPOUOL0L HE TN YAVKayovr mentidiov-1 (GLP-1) kot tov
e€aptdpevoL amo T YAKO(N tveovivotpdnov moivmentidiov (GIP). Ot wkpetiveg eivan uépog evog
£VO0YEVOVE GUGTILLOITOC TTOV EUTAEKETOL GTI PLGIOAOYIKT POOLGT TG Opo1dGTAGNC TNG YALVKOING.
Ortav ot cuykevtpmdoelg TG YAVKOING oto aipa givatl puoloAoykés 1| avénuéves, to GLP-1 ko GIP
av&avouv T ohvheom kot TV ameAevBEp®on NG VooVAIvG Ao Ta f)To KOTTAP TOV TOYKPEATOG.
To GLP-1 eriong peudvel Tnv EKKPLoT YAVKOYOVNG 0o T0 GAQO. KOTTOPO TOV TAYKPENTOC, 00T YDVTAG
o€ HELMUEVT NTATIKN TTopayyn YAUKOING. Otav o1 cuyKevipmdoelg T YAVKOInG oto aipla gtvort
YOUNAEG, OeV emAyeTaL 1] AMEAELOEPMON TNG WGOLAIVIG Kol OV KATAGTEALETOL 1 OMEKKPLON TNG
yYAvkayovng. H ortaylumtivn givan évag 1oyvpdc, Kot ToAD EKAEKTIKOG avacToAEéng Tov evivuov DPP-4
Kot 0gv avaoTéALeL Ta 6Teva oyetilopeva évivpo DPP-8 | DPP-9 cg Ogpamevtiég ocvykevipmoeic. H
OLTayMITTIVI] S1PEPEL MG TTPOG TNV YNIUKN TNG GVCTOCT] KoL TNV POPLUUKOAOYIKY] TG Opdom and Ta
avéioyo ¢ GLP-1, tnv veovrivn, Tic GovApovolovpieg 1§ ueyMTIVIOES, Ta. dtyovavidia, ToVg
UYOVIOTEC TOV EVEPYOTOUNUEVOL YOO VTTOSOYEN, TTOV EXAYEL TOV TOAATAAGLOCUO TOV
vrepoéetcoudtov (PPARY), Toug avacstoleic Tng oApa-yAvKooiddong Kol To aviAloyo TG oLAIVIG.

e pio peAETN dVO NUEPDOV GE LY ATOLO, 1 CITAYAITiv) ¢ povobepomeio aDENGE TIC GUYKEVIPAOOELS
Tov gvepyol GLP-1, evd n petpoppivn wg povobepameio ahENCE TIG GLYKEVIPDGELS TOL EVEPYOL KOl
olkoO GLP-1 og mapodpoa mosootd. H cuyyoprynon g ortayAmtivng kot LETPopuivng elxe pia
emmALOV EMIOPACT OTI GVYKEVIPAOGELG TOV evepyod GLP-1. H crtaylmtivi aAld Oy1 1 petpopuivn,
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avénoe Tig cuykeVIpOGELS evepyov GIP.

Kivikn amoteleouotikotyto kat aopalela
I'evikd, n ortaylmtivn Bedtiooe Tov YAUVKOUIKO EAeyyo OTav yopnyndnke og povobepamneio 1
Oepamecio cuvoLAGOD Gg eviAikeg acBeveig pe dapnn THmov 2.

Xe KAMVIKEG PEAETEG, 1 orTtayATiv ¢ povobepaneio Topeiye fEATIOON TOL YAVKOUIKOD EAEYYOL LE
ONUOVTIKEC HEMGELS 0TIV atpoc@atlpivn A (HbA ) kot ot yAvkdln vnoteiog kot otn YAVKOLN petd
amod yevpa. Meioon g yAvkolng vnoteiag tov mAdopotog (INIT) mapoatnpnnke o€ 3 efdouddsg, To
TPMOTO Ypovikd onueio katd to omoio petpnOnke n INII. H cuyvotnta eppdviong vroyilvkoipiog wov
mapoTnpOnke otovg acbeveic mov eEAduPavoy ocrtaymtivi NTav TOPOUOLN LLE 0TI TOL ELKOVIKOD
oapudkov. To copatikd Bapog dev avéndnke amd Vv apykn T pe T Oeponeio pe orroyMmtivn.
Eilyav napotnpnei Bertidoelg og deikTeg VTOKOTAGTATOV TG AELTOVPYiNG TV PrTa KLTTAP®YV,
ocvumeptiapfavouévov oo MAO-B (Movtéhov A&oddynong Opotdctacnc-f), Tov Adyov
TPOIVGOVAIVIG TPOG LVGOVAIVN, KOl LETPIOEMV TNG OATOKPLONE TOV PTa KLTTAP®V KT T SOKILAGin
avoyns ovyvol aptBpod yevpdtoy.

Meléteg ortayMntiving 68 GLVOLOCUO e LETOOPUIVN

e pio perétn didpketag 24 efOopadmV, EAEYYOUEVT] LLE EIKOVIKO QAPLOKO, Yia TV allohdynon g
OTOTEAECUATIKOTNTOG KOl AoQAAEWNG TNG Tpoctnkng ortaylurtivng 100 mg pio popd nuepnoing oe
VIapyovca Bepameio e HETEOPUIVN, 1] CLTAYAITTIVI TOPEiYE ONUAVTIKEG BEATIOGEIS GTIG TOPAUETPOVG
YAVKOLUIKOD EAEYYOV GE CUYKPLOT LE TO EIKOVIKO ApuaKko. AALoyr| TOL COUATIKOV BApove amd TV
Py T NTOV Topopola Yio acoBeveic mov EAafav GLtayAMmtivn 6€ GYECT LLE TO EIKOVIKO QAPLOKO.
' oot ™ e vanpée pio TapOHolo GLYVOTNTO LIOYAVKAUING TOV avapépOnke Yo acbeveig Tov
éloPav Bepancio pe orraylurtiv 1 pe EIKOVIKO GAPLLOKO.

e pio Topayovtikoh oxedlacpol HeAETn O1apKelag 24 efdopadmv eEAeyOUEVT] LE EIKOVIKO QUPLOKO
apykng Bepameiag, n orraylurtivin S0 mg 600 POPES NUEPT OIS GE GUVOILOCUO LE LETPOPUIVNY

(500 mg 1 1.000 mg 6Ho popéc nuepnoimc) mTapeiye oNUAVTIKEG BEATIOGELS TOV YAVKOUKDOV
TOPOUETP®V GE GUYKPLoT pE kabe pio amod Tig povobepaneieg. H peiwon tov copatikod Bapovg pe to
GUVOLOCUO GLTOYAMTTIVIIG KOl LETQOPUIVIIG TTOV TOPOUOL0L LLE QVTY] TOV TOPOTNPHOTKE [E LETPOPUIVT
pudvo 1 eucoviko edppaxo. Agv vmp&e Kapio aAlayn amnd v apykn T yio tovg acbevels og
Oepaneia povo pe ortaylurtivn. H ocuyvotnto vroylvkopiog ftav mopopote Peta&d TV opddmv
Oepameiog.

Melém crrayMmtivig 6 cuvovacud e pet@opuivn kot pia coviApovuiovpia

Mia pelém dudpkelog 24eBSopddmv, EAEYXOUEV LE EKOVIKO QAPUAKO oYedGodNKE Yo TNV
a&loAdYNoN TNG OMOTEAEGUATIKOTNTAG KOl AsPaAElng TG ottayAtrtivng (100 mg pic popd nuepnoicg)
oV TPOoTEONKE 6TN YAempion (Lo6vN 1 6€ cuvdvacuo pe petopuivn). H mposbnkn g
OLTOYAMITTIVIG TN YAUETIPIOT Kol LETQOPUIVN TTapEiye ONUOVTIKY BEATIOON T®V TOPAPETPOV TOV
YALKopkov gléyyov. Ot acbeveic mov ElaPav Oepancio e orraylmtivn eiyav pétplo avénon tov
copatikov Bapovg (+1,1 kg) oe ovyKpion e ekeivoug Tov EAafav EIKOVIKO QAPLOKO.

Melétn ortayMativig 6 cuvdvaoud pe peteopuivn kot éva PPARy ayoviem

Mia perétn dibpketoag 26 efOoUAdDV EAEYYOLEVT LLE EIKOVIKO PAPLLOKO, OYEOACONKE TPOKELUEVOL VOl
a&loAoynBel | amotedecpaTIKOTNTO KO 1] ACQAAELD TNG ottayArtivng (100 mg dmag npepnoimg) mov
TPOoTEONKE 6T0 GVVILAGUO ToYATALOVNG Ko petoppivng. H mpocsbkn tng crtayiimtivng otnyv
ToyMta oV Kol LETPOPUIIVI TOPELYE ONUAVTIKEG BEATIOGEIC TOV YAVKULUIK®V Topapétpov. H
OAAOYT] TOL COUATIKOV BAPOVS OO TNV apyLKn T HTOV TAPOUOLN Y1 TOVG acbevelg mov dafav
Oepameia pe crrayMmtivn og GOYKPLION UE TO EkoVIKO @apuako. H enintwon tng vroylvkopiog nrav
emiong mapopola o€ acbeveig mov Eafav Bepameio pe ortayAurtivi 1 EIKOVIKO @APUAKO.

Melémn ortayMrtivng 6 cuvOLAGUO Ue LETOOPLEVT] KO IVGOLAIVT

Mia pelém dudpkelag 24 efOoUAdmV EAEYYOUEVT LE EIKOVIKO PAPUAKO, OYEOAGONKE TPOKEUEVOL VOl
a&loAoyn0el  amoTeleGHATIKOTNTO KO 1] 0o@AAEL TG oltayArtivig (100 mg pia popd nuepnoimg)
OV TTPOGTEONKE GTNV voOoLAIVT (o€ pia otabepn docoroyia yia tovidyiotov 10 fdopddes) pe M
Yopic peteopuivn (tovidyiotov 1.500 mg). X acbeveic mov Elafov £T010 GUVIVAGUO VGOLAIVIG, M
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puéon nuepnota docsoroyia nrav 70,9 Unuepnoing. Xe acbeveic mov éhafav un £Toyo cuveLacuo
(evdidpeong / pokpdg dpdonc) tvooviivig, n uéon nuepnoto docsoroyia ntav 44,3U/Muepnoiong. Ta
dedopéva tov 73 % tev achevav mov Elafav peteoppivn tapovcidlovrat otov [ivaka 2. H
TPOCHNKN NG GLITAYATTIVIIG GTNV VOOVAIVI TTopEiye ONUAVTIKEG PEATIDCELS OTIC TAPAUETPOVS TOV
YAVKOLUIKOV gAEYY0oV. Agv vpEe Kapio GNUOVTIKT OAAAYT OO TNV OPYIKT TN OYETIKE LLE TO
ocouatikd Bapoc kot ot 000 OpLAdECS.

Iivaxog 2: Aroteréopato yio. v HbA . peheT@v gheyyOpEVOV NE ETKOVIKO QApNOKO
ovvovaopévig Bepaneiog ortayMmTiviig Kol peET@oppivnc®

Mien | Miom g ans e | Mimpenabori e M0
Mehétn prien apyki Tip HbA PUGOREI ©s P go
18} (%) EIKOVIKO @appako (%)
HbA . (%) 95% CI)
Zrraylurtivn 100 mg pia
@Opa NuEPNGing 0.7
TPOoTEONKE OTNV TPEYOVTA 8,0 -0,7° ’
r r (_0585 _095)
Oepomeio pe petgoppivn!
(N=453)
ZrrayAmrtivy 100 mg pio
Popd nuepnoing
TPOOoTEONKE OTNV TPEYOVOQ
, _0 otf
espomswcr He ’ 8.3 06" 0,9
yApempidn+ustooppui (-1,1,-0,7)
!
(N=115)
Zrroyluetivn 100 mg pia
Popd nuepnoing
TPOoTEONKE OTNV TPEYOVOU
Oepameio pe ' 8.8 12t 0.7t
moyMtalovntuetpopuivn’ (-1,0,-0,5)
(N=152) T
Srroyluetivn 100 mg pia
Qopa T]uspncicog
npocrsQnKs cendn 8.7 0,79 -0,58,%
xopmnyovuevn Bepameio pe (-0,7,-0,4)
WooLvAivn + peteoppivn!
(N=223)
Apykn Bepomeia
(890 popég pepnoicng) ! L6t
Srroyhmtivn 50 mg+ 8,8 -1,47 ’
. (-18,-1,3)
petpopuivn 500 mg
(N=183)
Apyucn Oepameio
(890 popég nuepnoing) ! T ot
Zroydtivn 50 mg+ 8,8 -1,9 (2.3, -1.8)

petpopuivny 1.000 mg
(N=178)

* [IAnBvopdg Aot o1 acbeveic mov Elafav Bepaneio (avaivon Tpodbeong yio Oepaneia).
T Méon Tipr] eloyictmv TETpaydVmY TPOGUPLOGHET Yo, THY TPONYOVUEVT avTmepyAvkopiky Oepameio kot

™V apyIKn.

£p<0.001 o6& cHYKPION LLE TO EIKOVIKD QAPLOKO 1) EIKOVIKO QApLLaKO + GuVdVAGHAG Oepameiog.

I'HbA ¢ (%) Vv efdopdda 24.
THbA | (%) v eBdopada 26.

¥ Méon i) shayictmv teTpayd®vev Tpocaprocuévn yio Tn xpfion weovkivng katd v Enickeyn 1 (étoyog
GUVOLAGHOG EVOVTL U1 ETOLLOV GLVOVAGUOV [EVOLAUESTIG T} LOKPAG SPACTIG]) Kot Yol TV apyikn TIUN.
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e pio pedét dupketag 52 efSoUGd®V cOYKPIONG TNG OMOTEAECUATIKOTNTOS KOl THG ACPAAELNG LETA
amd tpocbnkm tng ortayArtivng 100 mg pia eopd nuepnoiong 7 g yAumliong ( pic covipovvrovpia)
o€ acbevelg pe avemapk YAVKOUIKO EAeyy0 HETA amd povobepameio pe PETPOPIVI, N GLTAYATTiVY
Nrav mopdpote g YMmLiong oty peiowon ™ HbA ¢ (-0,7 % péon aAdayn omd v opyikn T v
gBdopdda 52, pe apykn tipn g HbA | mepimov 7,5 % wat otig dVo opddeg). H péon docoroyia
yAmliong mov ypnoomomdnke oty opdda cvykpiong tav 10 mg nuepncimg, Evd og mepinov o€
40 % tov acBevav amortnOnke 60om yAmliong < 5 mg npepnoimg katd ™ didpKela TG LEAETNC.
Qo1660, nepiocdtepol acbeveic oty opdada pe crraylrtivny diékoyav T Bepomeio Ady® EAAEYNG
OTOTEAEGUATIKOTNTOG 0O OTL 6TV opada pe YAmilidn. Acbeveig mov Ehafav Bepamneia e
OLTOYATTIVI] TOPOVGTIOGOV G LOVTIKY HECT] LEIDOT) amd TNV OpYIKY| T 0TO COUATIKO PApog (-

1,5 kg) o ovykpion pe pio onuovtikn avénon couatikod Bdpovg oe acbeveig Tovg omoiovg
yopnynonke yamlion (+1,1 kg). X avti ™ peAétn, o Adyog TPOivGOLAIVIC TPOC WVGOVAIVY, SEIKTNG
NG OMOTEAEGLLOTIKOTNTOG TNG GVVOEONC Kot omeAevBEP®ANG TNG IVGOLAIVIG, PEATIOONKE 1
ortayMmtivn Ko emdevabnke pe ) Bepaneio pe yamlion. H cvyvotnta epedviong vmoyAvkopiog
otV opada g ortayMmtivig (4,9 %) NTav oNUOVTIKG YOUNAOTEPT OO QLT TNG OUASAG TNG
yamliong (32,0 %).

Mio pelétm 24 efdopdadmv ereyyOuevT LE EIKOVIKO (AapoKo Tov teptédafe 660 acbeveig
GYESAGTNKE Y10 VO 0ELOAOYNGEL TV OMTOTEAEGLOTIKOTNTO KOL TNV OCQAAELL TNG CLTAYAITTIVIG

(100 mg pio eopd nuepncimg) 6cov aPopd ot HeTaPoAN TG 606MG VGOVAIVIG, 1 omoia TPooTEDNKE
otV woovAivn glargine pe 1 yopic peteoppivn (tovidyistov 1.500 mg) katd t @acn g
gvtaTikonoinong g Bepamneiog woovAivng. Meta&d acbevov mov Adppovay HETeopuivi, N TN TS
HbA . xatd v évapén ntav 8,70 % kailn 66on ¢ wveoviivng kotd v Evapén ntav 37 IU/Mpépa.
Ot acBeveic kaBodnyndnkav va TITAoTocoVY T 6001 TG WWGOLAIVTG glargine pe BAon Tig TIHES
YALKO{NG Vynoteiog amd PHETPNOELS e TPOTN MO TOV dakTOAOL. Metald acbevmv mov Adufovay
petpopuivn, koatd v ERdoudda 24, n avénon oty nuepnota d6omn tveovAivng ntav 19 IUMuépa oe
acBeveig mov EhaPav Oepameia pe orrayimtivn kot 24 [UMuépa o aobeveig mov Ehafav Oepameia pe
gwoviko pdpuoaxo. H peimon g HbA . o€ acbeveig mov éhafav Oepameio pe ortayiutivn,
peTeoppivn Kot veovAivn Ntav -1,35 % cvykpitikd pe -0,90 % oe acBeveig mov élafav Bepaneio pe
EIKOVIKO QApLLOKO, LETQOPLIVY Kot VGOVALIVY, pia Stopopd katd -0,45 % [95 % CI: -0,62, -0,29]. H
oLYVOTNTA EULPaVIoNS vIToyAvkouiag ftay 24,9 % og acbeveig mov Ehafav Oepomeio pe ortaylmtivy,
HeTopuivn kot tvoovAivn kot 37,8 % oe acbeveic mov Elafav Bepaneio pe eucovikod gdppako,
petpopuivn Kot tveovAivr. H dapopd opeilotav kuping oe £va vynAdtepo T0GoGTd 00OeVDY 6TV
OpAdO TOL EIKOVIKOD QPUPLAKOD 01 0TToi0l Tapovsicoay 3 1 TEPIOCOTEPA EMEICOIN VITOYAVKALUIOG
(9,1 évavtt 19,8 %). Aev vinpée Kapia S10popd 6T GLYVOTNTA ELPAVIONS GOBOPNE VITOYAVKALLING.

Metpoppivn

Muyoviouog dpdong

H petpoppivn givor éva dryovavidio pe ovTmepyAVKOKES WO1OTNTES, TOV HELDVEL KOL TV OPYLKT KO
TN HETOYELHOTIKT YAVKO!N Tov TAdoUaTOC. Agv dleyeipel TNV KKPLoT WVGOVAIVIG Kot Yl'avTtd dev
TPOKAUAEL LITOYAVKALA.

H petpoppivn pmopel va dpdcel LEG® TPLOV UNYOVIGUAOV:

- UEG® TNG MEI®ONC TNG NTATIKNG TAPAy®YNG YALKOLNG e TNV AVOGTOAN TNG YAVKOVEOYEVEGNG
KoL YADKOYOVOADGN G

- OTOVG UVEG, HECH UETPLOG AOENOTG TG EVOLCONGIOG 0TV WVGOVALVY, Héc® PeTimong g
TPOCANYNG KL TNG (PN OLULOTOINGN G YAVKOLN G TNV TTEPLPEPELN

- uéom kabvoTéPNoNG TNG EVIEPIKNG ATOPPOPT OGNS TNG YAVKOLNG.

H petpoppivn dieyeipet tnv evdokvttdpia cvvBeon yAvkoydvov dpmvrtag emi Tng cuvBetdong
yYAvkoyovov. H petpopuivn av&avetl tnv 6uvatotnTto LETAPOPAS EWOIKOV TOTMV HETUPOPEMV TNG
yAvko{ng otn pepuPpdvn (GLUT-1 ko GLUT-4).

Khvikn omoteleouotikotyo kot aopadlela
Ytov avBpwmo, ave&aptnta omd TV dpacn TS oTnY YAvkaiia, 1 LETPopuUivn ExEl EVVOTKEG
emdpdoelg otov petafoliopd Tov Amdiov. Avtod £xet detybel o OepamevtiKé dOCELS G EAEYYOUEVESG
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KAVIKEG LEAETEG PEOMC T LOKPAC OLAPKELNG: 1) LETPOPUIVT LELDVEL TNV OAIKT XOANGTEPOAN, TNV LDL-
C kot To EMTEdA TOV TPLYAVKEPLSI®V.

H mpoontikn toyaromompévn perétn (UKPDS) €yet tekunpiddcel 1o 0perog LoKPAG SIGPKELNG TOV
EVTATIKOV gAEYYOVL YALKOING TOV aipatoc oto daPnin ToOmov 2. H avdAvon twv anoteAesUAT®VY Yo
Tovg VIEPPapovg acbeveig mov Aapfdvovy Bepoameia e LETQOPUIIVI LETE OO TV QITOTLYI0 TG
dlartag povo éoeite:

- pio oNUOVTIKY HEi®moT TOV amOAVTOL KIVODVOL OTOIHCONTOTE EXTAOKNG TOL OYETILETOL LE TO
Stafrtn oty opdda pe peteopuivn (29,8 meprotatikd/ 1.000 acbeveic-£tn) évavtt g dlattag
poévo (43,3 meprotatikd/ 1.000 acBeveic-£tn) p= 0,0023, kot EvovTl TV OUAO®V TNG
ouVOLOoUEVNG Bepameiag [ie GoLAPOVLAOLPIN Kol VGOVAIVI ¢ povobepameia
(40,1 meprotarikd/ 1.000 acbeveic-étn) p= 0,0034

- pio oNUaVTIK PEIDOT] TOV OTOAVTOL KIvODVOL 0Tol0cdONToTE BvnotudTnTag Tov oyeTileTon pe
7o dwufrtn: peTpopuivn 7,5 meprotaticd/ 1.000 acbeveic-£tn, povo pe dlouta 12,7 meprototucd/
1.000 acBeveic-¢tn, p= 0,017

- pio onpovTiKy pelmor Tov amdAVToL Kvdhvou TG OAIKNG BvNoIOTNTOG: HETQOPLLIVN
13,5 meprotatikd/ 1.000 acOeveic-étn, povo pe dioto 20,6 mepiotatikd/ 1.000 acbeveic-étn (p=
0,011), ko évavtt TV opad®v g cuvdLAGUEVNS Bepameiag e GOVAPOVLAOVPIN KOl VGOVAIV
¢ povobepameia 18,9 neprotativd/ 1.000 acbeveic-¢tn (p= 0,021)

- pio oNUAVTIKY HEIMOT] TOV OTOAVTOL KIVOHVOL EULPPAYLLOTOG TOV HVOKAPOIOV: HETQOPIIVY
11 meprotatikd/ 1.000 acbeveig-étn, povo pe diaita 18 neprotaticd/ 1.000 acbeveic-¢tn (p=
0,01).

H TECOS fjtav po toyotomoinuévn pedém oe 14.671 acBeveig atov mAnbucpod pe tpdbeon Oepameiog
pe HbA . > 6,5 ém¢ 8,0 % kot pe eykateotnuévn Kapolayyelakn voco, Tov Elafav crrayMmtivn
(7.332) 100 mg nuepnoimng (| 50 mg nuepnoing edv n apykn eGFR ftav > 30 kat

< 50 ml/Aentd/1,73 m?) f eikovikd @apuoxo (7.339), ta onoio tpoctédnkav 6t cuvAON aywyr pe
6TOY0 TNV EMLTEVEN TOV TOTK®V OepamevTik®V TpoTHI®V YAvko{tMmpévng apospapivng (HbA )
KOl TOVG Kapdiayyelakog mapdyovteg kivdvvov. AcBeveic pe eGFR < 30 ml/Aentd/1,73 m2Sev
evtaydnkav ot pekét. O mAnbouopdc g perétng mepreddpfove 2.004 acbeveic > 75 etadv Kot

3.324 acOeveig pe veppikn duciertovpyia (eGFR < 60 ml/Aentd/1,73 m?).

Kotd m dibpreta g perémng, n cuvorikn ektipcdpevn péon (SD) dapopd otnv HbA 1. peta& g
OUAdOG TNG CLTAYAITTIVIG KOl TOV £1KoVIKOD pappdakov nTav 0,29 % (0,01), 95 % CI (-0,32, -0,27),
p <0,001.

To mpmTevoV KapdOyYEIOKO KOTAUANKTIKO onpeio Ntav cuvleon g tpmdtng epedviong Boavatov ard
KaPOLOYYELOKT] VOGO, U1 Bovatn@opov ELepayIaTog ToL LoKapdiov, un Bavatnedpov ayyelokon
EYKEQOAMKOV £nE1G0010V 1 voonieiog Yo actabn otnBayyn. Ta devtepedovta Kapdiayyetoxd
KATOANKTIKG onpeio mepthaupavay v Tpdtn ELeavicT 0avatov omd KopdlayyeloKn vOco, un
BovaTnEOpoL ELPPAYIATOC TOL LVOKOPSTOV 1 Un Bavatn@eOpov ayyElKoD EYKEQPUALKOD ETEIGOSIOV,
TNV TPOTN EUEAVICT) TOV LELOVOUEVOV GUVIGTMOCMY TOV TPMOTEVOVTOG CUVOETOL KATAANKTIKOD
onueiov, T BvnoOTNTO IO OTOL0ONTOTE ALTIO KO TIC EICAYMYEC GE VOGOKOEIO Y10 GUUPOPTTIKN
KOSk avemdpKeLo.

‘Enterta amd pa digpeon mopakoiovdnon 3 etdv, N oitayAmtiv, 0tav tpoctédnke otn cvvion
Oepaneia, oev avénoe Tov kivouvo Peilovmv KopdlayyElaK®Y aveTIBOUNTOV EVEPYEIDV 1| TOV KiVOLVO
VOGNAEIOG Y10 KOPSIOKT OVETAPKELN, GE GUYKPLoT LE Tn cuvin O Bepaneia ywpig T crtayAntiv, og
aoBeveig pe cakyap®don dwfntn tomov 2 (Ilivakag 3).

Iivaxag 3: Xvyvotnreg Xovoetov Kapolayyelokdv Anotereocpdtov ko Bacsikov
AEVTEPEVOVTMV ATTOTELECNATOV
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Twayharrivy 100 mg Ewoviké odppoxo

Xoyvétt Xoyvétt
o a
gueavion gneavion
¢ ava 100 ¢ avé 100 Avahoyia
acOsveic- acOeveic- | Kwdovov (HR)
N (%) {m* N (%) ¢m* 95 % CI) T pf
Avaivon otov [TinBvopé pe Mpo6dson Oepameiog
Appig acbevirv 7.332 7.339
[potevov 6HvOETO KATAANKTIKO
onpeio
(®dvorog amd Kapdtoyyelokn
v6060, un Bavatnedpo Epepaypa
Tov pvokapdiov, un Bavatnedpo
OYYELOKO EYKEQAUAKO ETELGO10 1
voonAigia yo actadn otdayyn) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89—1,08) <0,001

Agutepeov 6UVOETO KATUANKTIKO
onpeio
(®dvatog amd Kapdloyyelokn
v6c60, un Bavatnedpo Epepaypa
TOV pvokapdiov 1 un
Boavatneopo ayyelokd
EYKEPUMKO ETEIGOB10) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001

Agvtepevov ATotéleopa

®dvatog and Kopdoyyelokn

voco 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
‘O)o To epEPAyHOTO TOV

pokapdiov (Davatnedpo. kot

un) 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) 0,487
‘O)a oL ayyetod yKEPOAKE

enelcod1a (Davatneopa kot pr) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
Noonhzia yua actatn om0y 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) | 0,419
BOdvatog amd onolodnrote aitio 547 (7,5) 2,5 537(7,3) 2,5 1,01 (0,90-1,14) 0,875

Noonieio yio kapdiokm
avendpieia? 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) | 0,983

* H ouyvotra epedviong ava 100 acOeveic-étn vroloyiletor og 100 x (cuvolikdg apdpog achevav pe > 1 copfdvta kotd
m ddprela g emAEENG TEPLOSOV £KBEGNG VA GUVOAMKOS aPlOd 0GHEVOV-ETOV TNG TOPOKOAOVONGTG).

TMe Béon otpopatoromuévo poviého Cox avd neproyf. o o 6OvOeTo KaTaAnKTIKG onpeio, ot TIWES P avTIoTOO0V o8
ol SOKIHAGToL UN KATOTEPOTNTAS OV £)EL 6TOYO Vo amodeiel 0Tt 1 avoroyia kivddvov givon pikpdtepn and 1,3. T 6Aa Ta
OALOL KOTOANKTUKG onpeie, Ol TIES P OVTIGTOLYOVV GE Lo SOKLUAGIO TV SL0POPOV OTLG avaAoyieg KIvdDVoL.

P H avélvon tng voonieiog Y10 Kopdioky ovETAPKELN TPOSHUPUOGTNKE LE PACT] TO 1GTOPIKS KAPSIOKYG OVETAPKEING KATH TNV

évapén.

Hodrorpikog minBuoog

O Evponaikdc Opyaviopog Gapudikmv Exel dOGEL amaAloyn omd TNV VTOYPEDMGT VTOBOANG TV
amoTEAECUATOV PeAETOV Ue Velmetia o€ OAEC TIg VTOKATIYOPIEG TOV TOUSIATPIKOV TANBVGUOD pe
Swaprytn tomov 2 (PAEne Tapdypapo 4.2 yio TANPOPOPIEG GYETIKG, LIE TNV TUIOINTPIKY XPNOT).

H aoopddeta kot 1 amotelecpatikdTnTo TG TPOSHN KNG SltayAurtivig o madiatpikovg acheveic
niwiog 10 émg 17 etmdv pe dafntn TOTOL 2 Kot OveTOPKES YAVKALUKO EAEYYO TNG LETPOPUIvNG LE N
y®pic voovdivn a&lorloynbnke oe 600 peréteg oe ddotnua 54 gfdonadmwv. H mpocbnkn crrayimtivng
(xopnyobuevn g crrayAmtivn + HETEOPUIVI | GLTAYALTTIVI + UETQOPUIVI] TTOPATETAUEVIC
amodéopevong (XR)) cuykpidnke pe v mpocdnkn EIKOVIKOD QUPUAKOD GE UETQOPUIVI 1|

peteoppivn XR.

Evd n vrepoyn g peiwong g HbA 1. amodeiyOnke yia ) ortaylutivn + petpoppivn / orraylurtivn
+ petpoppivn XR évavtt g petpoppivng v Efdopdda 20 otnv cLYKEVIPOTIKY AVAAVOT] QLUTOV TMV
00 UEAETDV, TO, ATOTEAEGLOTO A0 TIG LEHOVOUEVES LEAETEC TOY avopotoyevh. Emumhéov, dev
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mapoTnPNONKE HEYOADTEPT] OTOTEAEGUATIKOTNTA Y10, T1 GLTAYALTTIVI + LETQOPUIVY / GrtayAimtivn +
ueteopuivi XR og ohykpion pe m petpopuivn v ERdoudda 54. Erouévmg, to Velmetia dev mpémet
va gpnoyonoteiton o maudlatpikovg acheveic nlikiog 10 éwg 17 etdv Aoym avemopions
amoteleopatikdTTog (PA. TOpdypapo 4.2 Yo TANPOPOPIES GYETIKA [LE TNV TOLOIATPIKY XPNON).

5.2 ®@oppokoKivTIKES 1O1OTNTES

Velmetia

Mia pelém Proicodvvapiog og vym dropa £6giée oti T0 Velmetia (crrayAmtivi/vdpoyAmpikn
HeTQopLivn), diokio cuvOVAGHOV, gival PloicodHVaLL [LE TNV GLYXOPNYNOT TG POCPOPIKNG
OLTOYATTIVIG KOt TNG VOPOYAMPIKNG LETPOPUIVIG MG oKio LELOVAOUEVNG OPACTIKNG OLGIOG.

Ot ax6Aovheg IMNADOGEIS ATOSIO0VV TIC POPUAKOKIVITIKES IOOTNTES TOV LEUOVOUEVOV SPACTIKMDY
ovcldV Tov Velmetia.

Zitaylurtivn

Amoppognon

Koatémy yopnynong and tov otépatog piag 66ong 100 mg o vy dropa, n crraylmrtivn
amopPOPNONKE TAYEWS, e LEYIOTEC GVYKEVTPMOELS 0TO TAACUA (LECT Tmax ) VO Tapovsialovrot 1 €wg
4 dpeg petd v d6oomn. H péon AUC g ortayMmtivig oto TAGopo nTov 8,52 uMehr, kot 11 Cmax OV
950 nM. H aréivtn frodiabecyotnto ¢ ortayiurtivig etvan tepimov 87 %. Agdopévov 6t n
GLYYOPNYNON TNG CLTAYATTIVIG LLE YELUO VYNADY AMTOp®V OEV EiYE ETIOPUCT] GTNV PUPUAKOKIVITIKY,
N owrayMmtiv propet va xopnynOel pe 1 yopic tpoen.

Ot ovykevipmoelg g AUC g ortayAintivng oto TAdopo avéndnkav katd docoe&aptdpevo Tpono.
Aocoeggoptmdpevn avaroyio dev tekpnplddnKe y1or T Crax KOt Coanr (1 Cinax 00ENONKE TEPIGGOTEPO OO
0,71 Katd 6060eEapTdLEVO TPOTO KoL 1| Cosnr aUENONKE AYOTEPO OO O,TL KOTA 00G0EEAPTOUEVO
TPOTO).

Karavoun

O péoog 6yKog KaTavoung o€ otabepn KATAOTOOT) LETA A0 XOPNyNoT EVOOPAEPLaG EPATAE dOOMG
100 mg crraylmtivig o€ vy dropa, eivat tepimov 198 Aitpa. To kKAdcua TG oltayAmtivig Tov
GUVOEETOL AVAGTPOPO. LLE TIG TPMOTEIVES TOV TAACHLATOC Etvor younAd (38 %).

Biougtaoynpotionog
H ocrtaylumtivn amofdddietor kuping oto ovpo apeTtdPAnTn, kot o petafoAopdc omotehei pio
devtepevovoa 086. [epimov to 79 % g ortayMmtiving amopokpOVETOL AUETAPANTN GTA OVPOL.

Metd omd 56on [HCloraylmtivng and tov otdpaTog, mepimov 1o 16 % g padievépysiag
amopakpOvOnke wg petaPoriteg g orrayiutivig. Aviyvevtnkay tyvn 6 petofoitdv mov dev
OVOUEVOVTOL VO, EVIGYDCOVV TNV OVOCGTAATIKT dpdior g ortayAintivig ent tng DPP-4. In vitro peléteg
£oe1&av 0Tt 10 KOP10 EvELUO OV EVOVVETAL Y10, TOV TEPLOPICUEVO LETOPOMGO TG GLTOyAMTTIVIIG HTOV
10 CYP3A4, ue cupporn tov CYP2CS.

Yroyeia in vitro €de1&av 0TL 1) GrtayAmttivn dev gival avaotoréag Tov 1ooevibuwy tov CYP, CYP3A4,
2C8, 2C9, 2D6, 1A2, 2C19 1 2B6, kot dev givar emaywyéag tov CYP3A4 ko tov CYP1A2.

Amofoln

Metd amd yopiynon d6ong [*Clortaylmtivng omd Tov 6TOUHNTOC 6 VY GTopa, Tepimov To 100 %
™G yopMnyoLevns padievépyetog amopakpivinke ota kompova (13 %) 1 ota ovpa (87 %) £viog pog
eBdopddag amd tn yopnynon. O pawvdpevog tehkdg xpdvog nuicetog Long tin LETA amd ddom
ortayAmtivng omd to otope 100 mg frav mepinov 12,4 dpec. H ortaylntivn cuecmpedetal povo
gldyioto HeTd amd moAlomAEg 00aelg. H veppucn kabapon nrav mepinov 350 mL/min.

H amofoAn ¢ ortaylmtivig yivetar kupiog HESm VEQPIKNG OTEKKPLOTG Kol TEpIAaBavel evepyn
coAnvaplokn ékkpion. H ortayArtivn elvatl vrocTpoua Y10, Tov HETaQOPEa-3 avOpOTIVOY 0pyavIKoY
aviovtav (hOAT-3), ka1t Tov pmopel va PmAEKETAL 0TI VEQPIKY] OTEKKPIOT TNG ortayntivine. H
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KAk cuoyétion Tov hOAT-3 ot petagopd g ortayiutivg dev £xet tekunplobdel. H crtaylmtivy
glval EMIONC VTOGTPO®UA TNG P-YAVKOTPMTEIVNG, 1| OTTOl0 UTOPEL VO EUTAEKETOL OLEVKOADVOVTOG TT|
VEQPIKT OMEKKPLON TNG SLTAYMATIVIG. 20TOG0, 1 KUKAOGTOPivY, £VOG OVAGTOAENS TNG P-
YAVKOTP®TEIVIG, OV peimoe TN veppikn kaboapon g ortayAintivng. H ortaylumtivn dev givar
vrootpoua tov OCT2 1 tov OATI 1 tev petapopéwv PEPT1/2. In vitro, | cltayAurtivn dgv
avéotethe 10 OAT3 (IC50=160 uM) 1 T petapopd PESm p- YAvKompwteivig (§wg 250 uM) og
OepamenTIKEG GUYKEVIPAOGELG TOV TAAGHOTOC. L€ Pio KAVIKN HeAETN N ortayAurtiv glye pikpn
EMOPOON OTIG CVYKEVIPDOGELS O1Yo&ivng 6To MAAGLL TOV JEIKVOEL OTL 1 SLTayAMmTivi umopel va gival
NTOC OVOCTOAENS TG P-YAVKOTPOTEIVIG.

Xopaxtypiotikd oe 060eveig
H @appokoxivntikng g oltayMativng o€ vyt GTopa NTay YEVIKA TopOLOL0 LE VTN TOV AoOEVDV e
Swaprytn tomov 2.

Negpixn dvoiertovpyio

Atevepynnie pia avoryti perétn epamas d6ong yro va aElohoynBel  poproKokvnTiKY piog
pelmpévng doong tng ottayitivng (50 mg) oe acbeveic pe ypovia veppikr SuGAEITOLPYIR SLOPOP®Y
Babudv ce chykpion pe pustoroykovs vyteic paptopec. H pedétn nepieAdupave acbeveic pe fma,
pETPLa Kot coPfapr veppikn dvciettovpyio, Kabnd¢ kol acOeveig pe NTZ vd aprodtoron.
Emmpocitmg, o1 mdpacelg g VEPPIKNG SVGAEITOVPYING OTN POPHOKOKIVITIKY TNG CITAYAMATIVIG OE
acBeveig e dafn TomoL 2 Kot NTa, LETPLY 1] coPapn VEPPIKT SLGAEITOVPYIN
(ovumeprapPavouévne g NTZ) aglohoyndnkay ypnoYLOTOLOVTS QAPLOKOKIVITIKT OvAAvoN
mAnbocpov.

Y& oUYKPLON LE PUOIOAOYIKA, LY dtopa eAéyyov, 1 AUC ¢ crtayMmtiving 610 TAdopo avEnonie
katd mepinov 1,2 popéc kat 1,6 popég oe acbeveic pe Nma veppikn svcieitovpyio (GFR > 60 £wg
<90 ml/min) kot o€ acBeveig pe pétpra veppikn dSvciertovpyia (GFR > 45 éwg < 60 ml/min),
avtiotoiywe. Emedn avénoeig avtov tov peyéfovug dev givarl KAMVIKE GNUAVTIKES, 1) OVOTPOSUPLOYY
NG 6001 C 6€ AVTOVC TOVG aoBevels dev elvar amapaitnT.

H AUC ¢ ourtayMmtivng oto TAdopa avéndnke Katd mepimov 2 popéc o€ acbeveic pe péTpio veppiky
dvorettovpyia (GFR > 30 éwg < 45 ml/min) kou katd mepinov 4 popég oe acbeveic pe coPfapn
veppikn| duciettovpyio (GFR < 30 ml/min), coumepthapfavopévev acbevav pe veppondOeia TeAkon
6Tadiov V1O aodAon. H crtayimtivn amopakpivinke petpiomg pe v arpodwiion (13,5 % ya 3
£€m0¢ 4 ®peg arplodAlong pe Evapén 4 mpeg petd tn doom).

Hrartixn dvalertovpyio

Agv amoiteitol Tpocaproyn e 800mg TS olrTtayAMmtivig 6Toug 0oBeVeEiS e e 1 LETPLOL NTTOITIKT
dvorettovpyia (Child-Pugh score < 9). Aev vadpyetl kKAvikn eumeipio o aceveig pe coPapn Nratikn
dvodettovpyia (Child-Pugh score > 9). [Tapdia avtd, AdOyw Tov 6TL 1 crTayAurtivi) amofdideTon
KUPI®G Amd TOVG VEPPOVG, 1| GOPaPN NTOTIKYT] OVGAEITOVPYIC OEV OVOLEVETOL VO EMNPEAGEL TN
QOPUOKOKIVITIKT TNG GLTOYMITTIVIG,.

Hlkiowuévor

Agv amaiteitol Tpocappoyn g doong pe Bacn v nAtkio. H niwia dev giye khvikd onuavtikn
EMIOPAOT] GTN PUPLOKOKIVITIKT TNG CITAYATTIVIG, COUQ®VA LE OEGOUEVO OO POPUOKOKIVITIKY|
avéivon o TAnBuoud peketdv @dong I kol @aong II. Hakiopéva dropa (65 éwg 80 etmv)
eppdvicay mepimov 19 % vynAotepeg GLYKEVIPMOOELS TG CLTAYATTIVIG 0TO TAAGHLO, GE GUYKPIOT| e
vedtepa, TopL.

Houdrozpixog mAnBoouog

H poppaxokivntiki g ortaylmntivng (epdmaé 06on 50 mg, 100 mg 1 200 mg) epguvionke og
madlaTpikovg acteveic (nAkiog 10 éwg 17 etcdv) pe dapnn Tomov 2. Xe avtdv Tov TAnboucud, n
wpocappocpévn ot d6on AUC tng ortaymtivig 6to midopa ftav tepimov 18 % younAidtepn oe
oVvYKpLoN pe eviAIKeG acbeveic pe dapntn Tomov 2 yio 86on 100 mg. Agv Exovv deaybei peréteg pe
olrtayMmtivn og Taudlatpikovg acbeveic nikiog < 10 etmv.
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Ao yoparxtnpiotikd aoOevav

Agv amaiteitol mpocappoyn g 60omng pe Bacn to eOAo, T ELAN, ) To deiktn palog copatoc (AMY).
AVTA TOL YOPAKTNPIOTIKA OEV EYOLV KAIVIKA ONUOVTIKT ETIOPOOT) OTI] POPUOKOKIVITIKN TNG
OUTOYAMITIVIG, COLP®VA LE POPUOKOKIVIITIKG Oed0UEVA LI0G HUKTAG ovaAlvong pelétng @daong I ko
dedopéva amd QuPROKOKIVNTIKN avilvon o mAnbuopd peietomv @dong I kol @dong 11

Metpoppivn

Armoppognon

Kotémy yopiynong omd 1ov 6ToUaTog Mo 000MG HETPOPUIVIG, N Tmax EMTEVYONKE OE 2,5 dpec.

H andivn Prodobecipotnra evog dokiov 500 mg petpoppivng etvor mepimov 50-60 % og vyu) dropa.
Koatomy yopiynong and 1o otopa piog 66omg, 10 un-amoppoenbév KAAc o Tov avevpédn ota
kompoava rav 20-30 %.

Koatomy yopnynong omd 1o otoua, 1 0moppoPnon TS LETOOPUIVIG Eival OTEANG Kol LE SLUVOTOTNTA
emitevéng Kopeoov. Oewpeitatl OTL 1] PAPLOKOKIVITIKT TNG OATOPPOPN|ONG TG LETQOPUIVIG dev elvar
YPOUIKT). X& oLV OELG BOGEIS LETPOPUIVIG Kol SOCOAOYIKA GYNULATA, GTAOEPES GUYKEVIPAOGCELS GTO
T aopa enetevydnoav evtog 24-48 wpav Kot eivol yevika pikpotepeg amd 1 ug/ml. Xe eheyyOpueveg
KAMVIKEG LEAETEC, TO LEYIOTA EMIMESQ TNG LETPOPUIVIG 6TO TAAGHA (Cmax ) OgV glyov vtepPel Ta

5 ug/mL, akdun Kot oTic uEyloTeg 00GELC.

H tpoon peimoe to Babud kot kabvotépnoe ehappd v amoppodenon g netpopuivng. Kotomw
yopnynong uiog doong twv 850 mg, &xet mapatnpndet 40 % pikpdtepn tipr g HEYIOTNG
GLYKEVTPMOT|G 6TO TAGGHA, peimon katd 25 % g AUC kot mapdtaom katd 35 Aent®dv Tov 1povov
NG LEYIOTNG GLYKEVTPMONG 6To TAdoua. H kAvikn GuoyEtion authg g peimong dev eival yvoot.

Koravoun

H déopevom npmteivng oto mAdopa eivan apeintén. H petpopuivn dtouordton oto epubporvttapa. H
HEYIOTN TN 070 aipa eivorl pikpdtepn amd OTL N PEYIGTN TIUN 0T0 TAAC U Kol epeovileton mepimov
Kot ToV 1010 ¥pdvo. Ta epuBporvTTapa TOAD TOAVOV OTOTEAODV Eva OEVLTEPEVLOVTA YMPO KATAVOUNG,.
O péoog 6ykog katavoung Vd kopaiveton peta&y 63-276 L.

Bioueracynuatiouos
H petpoppivn amofdrieton apetdfintn ota ovpa. Aev tavtomomdniay petafolriteg otov avpwmo.

Amofoln

H veppwn kdBapon ¢ petpoppivng sivor > 400 mL/min, detkvdovtag 0Tt 1 LeT@opuivny amoBdileton
HEC® GTEPAPTIKNG dSMONong Kot cowAinvaplokng anékkpiong. Koatdmy yopnynong amd tov 6TOHOTOC,
0 PaVOUEVOC TEMKOG XpOVOG Nuicelag Lomng eivar mepimov 6.5 dpeg. Edv 1 veppikn Aettovpyia ival
EMNPEACUEVT, 1 VEPPIKT KABOPON LELOVETOL GE AVOAOYILO LLE QVTHY TNG KPEATIVIVIG Kat YU avTd O
1pOvog nuicelag Cmng g amofoAng TopateiveTal, 0dNydOVTAG 68 aLENUEV ETITESH LETPOPUIVIG GTO
TAOo UL

5.3 TIIpoxivikd doedopéva yio TNV A6QAILELQ
Agv &povv die€aybel pehéteg o (da pe 1o Velmetia.

e peréreg ddpketog 16 efdouddmv otig omoieg oxviol Erafayv Oepameia gite ue petpoppivn povo q
£va GUVOLOOUO PETQOPUIVIG KOt oLrTayMaTivig, dev mapatnpnonke emmiéov TOEIKOTNTA OO TO
ocuvdovooud. Ta enineda Tov pun Topatnpovuevev emdpdcemv (NOEL) ¢' avtég Tig peAéteg
mapoTnpROnKay katd Ty ékbeon ot ortaylmtivn mepinov 6 opég e avBpmmvig Ekbeong Kot ot
peteopuivn mepinov 2,5 opéc g avOpdmivng ékbeonc.

Ta akdrovBa dedopéva eivor evpripato peketdv mov de&nybnoav pe crtaymtivn | peteoppivn
LELOVOLEVAL.

ZuoayMmtivn
Neppn| kot otk To&dTnta TopatnpninKe e TIPOKTIKA e cuoTnUatikn ékBeom 58 popéc

vyMAGTEPT 0td TO eminedo £kBeong oTov GvBpmmo, VM T dp1o un emidpaocng Ppédnke otig 19 popég
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v amd to eninedo EkBeong Tov avOp®OTOV. AVOUOMES TOV KOTTHPOV 000VT®V Tapatnpidnkay 6
apovpaiovg oe enineda EkBeonc 67 opég Tav® 0o To eninedo KAVIKNG ékBeonc. To dplo un
eMidpaocmng YU’ avtd To gvpMUa NTOV S8 Popég LYNAOTEPO, PacIoUEVO o8 pio LEAET apovpaimV

14 efdopdowv. H oyéon avtov tav evpnudtov yuo tov avlporo eivat dyvootn. [Tapodikd onpeia g
(PLGLOAOYIKNG KaTAoTOONG OYeTILOMEVA e TN Bepameia, LepiKd amd TA, OTO10 VTOJEIKVHOLV VEVPIKT
ToEIKOTNTA, OTMOC OVOTTVON LE OVOIKTO GTOUA, GLEAOPPOL, AEVKWOTOG apPpmdONG ELETOC, atasia, TPOUOG,
HEI®UEVT] OpOoTNPOTNTA KA KLUPTH 6TAoN TTapatnpninkoy oe 6kOAOLG ot emineda Exbeong mepimov
23 popéc vynAdtepa amod 1o eminedo KMVIKNG £kBeong. Emumpdobeta, modd ehappd £mg eAappd
EKQPOAION TOV GKEAETIKOV OOV Tapatnpinke eniong 16ToAoYIKG GE dOGELC 01 OTOlEG TPOKAAECHY
ovotnpatikn ékBeon o€ enimeda 23 popég vynAdTEPA 0md TO eminedo g avBpdmivng éxbeong. To
emimedo un enidpoong yi avtd ta svpipata Ppédnke oe £kBeon KTl T0 6-TAGG10 VYNAOTEPT OO TO
enimedo ¢ KAMVIKNG €kBeom.

H orraylumtivn dev €xet derybel oT1 eivan yovoto&ikn og mpoxhvikég perétec. H orrayimtivn dgv ftav
KOPKIVOYOVOG GE TOVTIKOVG. X€ apovpaiove, vnpée pio avENIéEvN TapoLGio NTATIKOV 0OEVOLATOV
K0l KOPKIVOUATOV o€ Mimeda cuoTNUATIKNG £KBeonc 58 popég Tov emmédov TG avOpdTIvNg
éxbeonc. Amo T oTiypn Tov N NIATOTOEIKOTNTO EXEL Pavel va oyeTileTal Pe Emaymyn TN NTOTIKNG
VEOTAOGIOG GE APOVPAIONG, VTN 1 AVENUEVT ETUTTOON NTOTIKOV OYK®V GE 0povpaiovg oy mhavadg
dEVTEPOYEVIG TNG XPOVIOG NTATIKNG TOEIKOTNTOG G€ VT TV LYNAT 660n. EEautiag Tov vymiov opiov
ac@dielag (19-tAGo10 0VTOL TOL EMTESOV PN EMIOPACNG), AVTES Ol VEOTAUCLATIKES OAAOIDGELS OEV
Bewpeitan 011 oyetiCovron pe avtiotolyn Katdotaor 6tov dvlpmmo.

Agv mopatnpnnioy avemBOUNTEG EVEPYELEG EMTL TG YOVILOTNTOG OPCEVIK®Y Kal ONAVK®OV apovpaiov
7OV EAGUPAVAY GLTOYATTIVI) TPO 1 KATA TN JEPKELD TG GLUVEDPESNG,

e pio Tpo-/UeTa-YEVVITIKN LEAETT OVATTTLENC TTOVL TTPOy LoToTomONKe o€ apovpaiovg, dev
Tapovctictnkay avemBOUNTEC EVEPYELEG LE TN CLTOYATTIVN.

Meléteg TOEIKOTNTOC TNG AVATOPAYOYIKNG tKavOTnTog £d€1Eav pia ehappd oYeTICOMEVT LLE TN
Oepaneio avénuévn emintwon, SLGUOPPIOV TOV TAELPOV TOL EUPPVOV (ATOVOES, VITOTANGTIKEG KOl
KULOTOELOELG TAEVLPEG) G ambYOVOUG APOVPUI®Y GE EMIMEdH GVOTNUATIKNG £kBeoMC 29 Qopéc Tavm
amod to eminedo ¢ kbeong otov AvBpwmo. Mntpiky| ToEIKOTNTO 08 PHEAETT KOVIKA®Y TopovGlacOnke
o¢ enimeda 29 popég vynAdTepa omd Ta emineda NG £kBeong otov avBpwmo. EEattiag twv vymimv
opimVv aoPAAELNG, OVTA TO, EVPNUATO, OEV LTOONADVOVY GYETILOUEVO KIVOLVO Y10 TNV avOp®ITIv
avaTopoy®YIKn avotnto. H crtayMmntivn anekipivetol o€ oNUOVTIKEG TOGOTNTES GTO YHAL
OnAaloviov apovpainv (oyéon yahaktog/mAdopa: 4:1).

Metpoppivn

IIpoxhvikd dedopéva yio TV LETQOPLLIVI deV AMOKAADTTOVVY 1010iTEPO Kivouvo Yo ToV AvBpwmo e
Béon tic cupPaTiKég LEAETEC PUPUOKOAOYIKNG AGPAAELNG, TOEIKOTNTOG ETOVALOUPOVOUEV®Y dOCEDV,
YOVOTOEIKOTNTAG, EVOEXOUEVNC KAPKIVOYOVOL dpAomNg, TOEIKOTNTOG GTIV OVATOPOYMYIKT IKAVOTNTO.

6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Katdroyog exdoymv

[Mvpnvag diokiov

piKpokpuotoAlkn kouttapivn (E460)
mofddvn K29/32 (E1201)

vatplo AaovpvAobetikd

VATPLO GTEATLAOPOVHOPIKO

Emxdioyn pe Aentd vpévio
TOALBIVLAAAKOOAN
moAvatBuievoyAvkoin 3350
téAxng (ES53b)
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d1o&eidio tov Trtaviov (E171)
gpvBpd 0&eidto tov cmpov (E172)
pawpo o&gidio Tov cdmpov (E172)

6.2 AocvppatétnTeg

Agv gpapudletar.

6.3 Awipkewa Cong

2 xpovia

6.4 Iowitepeg mpoPuvAAEeLs KaTA TNV PVAAEN TOV TPOIOVTOG
Na unv puAdoocetal oe Beprokpacio peyorvtepn twv 25 °C.

6.5 ®Von Kol GVGTUTIKA TOV TEPLEKT

Adwpaveic koyéreg (PVC/PE/PVDC kot adovpivio).

Yvokevaocisg tov 14, 28, 56, 60, 112, 168, 180, 196 emikoivpupévov e AenTd LUEVIO JIoKI®V,
ToAOTTAEG GuokevaGieg oL TTEpLEYoLV 196 (2 cuokevacieg tv 98) kot 168 (2 cuckevacieg Twv 84)
EMKOAVUUEVO PE AETTO VEEVIO dloKia. Xvokevasio Tov 50 X 1 emkaAvppévoy e AeTTd LIEVIO
dokiov og ddTpnTeg KOYELES HOVAdmV dOGTC.

Mmropei va, pnv KoKAOPOpoLV OLEG 0L GUGKEVAGIES.
6.6 Iowitepeg mpo@uAGEers amoppryng

Kda0e aypnoipomointo QoprakevTikd Tpoidv 1| VITOAEULO TPETEL VO ATOPPITTETL
GUUPOVE, LLE TIC KATH TOTOVG 10YDOVGEG OYETIKEG SLUTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMavdia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

Velmetia 50 mg/850 mg smkoiopuéva pe Aertd vuévio diokia
EU/1/08/456/001
EU/1/08/456/002
EU/1/08/456/003
EU/1/08/456/004
EU/1/08/456/005
EU/1/08/456/006
EU/1/08/456/007
EU/1/08/456/015
EU/1/08/456/017
EU/1/08/456/019
EU/1/08/456/020

Velmetia 50 mg/1.000 mg smkoivppéva pue Aemtd vuévio diokKio
EU/1/08/456/008
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EU/1/08/456/009
EU/1/08/456/010
EU/1/08/456/011
EU/1/08/456/012
EU/1/08/456/013
EU/1/08/456/014
EU/1/08/456/016
EU/1/08/456/018
EU/1/08/456/021
EU/1/08/456/022

9. HMEPOMHNIA ITPQTHE EI'KPIXHY / ANANEQXHX THX AAEIAX
Huepopnvia mpodng €ykpiong: 16 TovAiiov 2008

Hpepounvia tekevtaiog avavémong: 13 Maptiov 2013

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic mAnpoeopieg yio to eappoako avtd eivar dtabéoipeg otov diktvakd Tomo Tov Eupmmaikod
Opyaviopot @oppdkmv http:// www.ema.europa.eu.
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ITAPAPTHMA 11

MNAPAXKEYAXTHXZ(EX) YIIEYOYNOX(OI) I'lA THN
AITIOAEXMEYZXH TQN IHAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AITIOTEAEXMATIKH XPHXH TOY ®APMAKEYTIKO'Y
MPOIONTOX
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A. TTAPAXKEYAXTHX(EYX) YIIEYOYNOZXZ(OI) I'TA THN AITIOAEEMEYXH TQN
HAPTIAQN

‘Ovoua kot d1evfvven tov(twv) TopackeLaoTN(@V) oL givor vTedOVVOC(01) Y10 TNV GTOOEGUEVCT) TWV
mopTidmV

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMoavdio

B. OPOI 'H HEPIOPIEMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOL0 ATOLTEITON LTPIKT CUVTOYN.

I AAAOI OPOI KAI ATTAITHXEIX THX AAEIAY KYKAO®OPIAX
o Ex0éos1g meprodkng mapaxorovdnong g acedrerag (PSURS)

Ot amautioelg yo thv vrofoin twv PSURS yia 10 €v AOY® QapprakevTikd mpoiov opilovtal otov
KATAAOYO UE TIg Nuepounvieg avapopdg e Evoong (katdloyog EURD) mov mapatifetol oty
Tapdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdlovdng emkaiporoineng
OT®G OMNUOGIEVETAL GTIV EVPOTAIKT SUKTLOKT] TOAT Y10l TOL PAPLLOKCL.

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

° Yyéor0 owaygiprong Kivovvou (ZAK)

O Karoyog Adelag Kvkiopopiag (KAK) Oa die&aydyet Tig amaitodpeveg SpactnploTnTeS Kot
TOPEUPAGELG PUPLOKOETOYPVTVIONG 0TS Tapovstdlovial ato cuupovndéy XAK mov tapoveialetan
otV evotnra 1.8.2 g ddelag KuKAOQOPIog Kol OTOEGONTOTE EMUKOAOLOES EYKEKPIUEVES
avobewpnoelg tov TAK.

‘Eva emucaportomnpévo XAK Oa npémel va katatedet:

. Metd and aitnuo tov Evponaikod Opyaviopod @oppdkov,

o OnotedNmoTe TPOTOMOLEITAL TO GVOTN O, S1OYEIPIONC KIVOHVOUL, EOIKA MG ATOTELEGLLO ANYNG
VE®V TANPOPOPIDV TOL UTOPOVV VO ETLPEPOVY GNUAVTIKT GAAXYT GTI GYECT 0QPELOVE/KIVOVVOD
N ©G OTOTEAEC LA TG EMITEVLENG EVOS GIUAVTIKOD OPOGTILOV (POPLOKOETOYPVTVIOT 1}
glayiotomoinon Kivévvov).
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IHAPAPTHMA I1I

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

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Velmetia 50 mg/850 mg emkaivppéva pe Aemtd vuévio diokia
OLTOYAMTTIVI/VOPOYA®PIKT LETPOPUIVT

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

Kabe diokio mepiéyetl povobdpikny pmceopikn cltayimrtivn wwodvvaun pe S0 mg cirayAimtivn kot 850
mg VIPOYA®PIKT LETPOPUIVT).

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

14 emkoivppéva, e Aemtd LUEVIO d1oKio

28 emKaALUPUEVA LE AETTTO VUEVIO dloKin

56 emKOADUUEVO LE AETTO DUEVIO OLOKIOL

60 emkoAvppéva pe AeTTo VUEVIO dloKia

112 emoloppéva pie Aento vUEVIO dloKia

168 emukolvppéva pe Aemtd VEVIO dioKia

180 emucoivppéva pe Aemtd vpuévio dtokio

196 emixolvppéva pe Amtd VUEVIO dloKia

50 x 1 emaAvppéva e AETTO LUEVIO dloKin

[MoAhamAn cuokevacio mov TepiEyel 196 (2 cuokevacieg TV 98) emtkaivppéva pe AeTTO DUEVIO
dtokia

[MoAhamAn cuokevacio mov TepiEyel 168 (2 cuokevacieg TV 84) emtkalvupéva pe AETTO DUEVIO
dokia

‘ S. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

AwPaoTe T0 PUALO 0NYIOV TPV OO TN YPNOT.
Amd o1épATOG XPIOM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXIETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidcoetal o€ 0éon v omoio dev PAEmovv kat dev Tpoceyyilovv To TOdId.

7. AAAH(EY) EIAIKH(EY) ITPOEIAOIIOIHXH(EIY), EAN EINAI ATTAPAITHTH(EX)
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8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEYX XYNOHKEX ®YAAEHX

Na unv puAdooetol tave and 25 °C.

10. IAIAITEPEXZ TIPO®YAAZEEIX I'IA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATQN I[TOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAY KYKAO®QOPIAX

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMavdio

12. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/08/456/001 14 emkaAvppEVo LE AETTO DUEVIO OIGKIO
EU/1/08/456/002 28 emkaivppéva pe AETTO LUEVIO dloKia
EU/1/08/456/003 56 emucolvpupéva, pe AETTO LIEVIO OloKioL
EU/1/08/456/019 60 emucorvppévo, pe Aemtd VUEVIO dloKia
EU/1/08/456/004 112 grucodvppéva pe Aento vpévio dtokio
EU/1/08/456/005 168 emucolvppévo pe Aertd VUEVIO dtoKio
EU/1/08/456/020 180 emkaivppéva pe Aewto vuévio diokio
EU/1/08/456/006 196 emkaivppéva pe Aewto vuévio diokio
EU/1/08/456/007 50 x 1 emukalvoppéva pie Aento LUEVIO d1oKiN
EU/1/08/456/015 196 (2 x 98) emucoAvoppéva. pe Aemtd LUEVIO dloKia
EU/1/08/456/017 168 (2 x 84) emukcoAvppéva, e Aemtd LUEVIO dloKia

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'TA TH AIAOGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Velmetia
50 mg/850 mg
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17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUU®TOS Kddkag (2D) mov pépet Tov TepAneBévia LovadIKO avayvmpIoTIKO KOOIKO.

18. MONAAIKOX ANAT'NQPIZTIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENAIAMEXO KOYTI ywo [ToAhamiéc-606KEVAGIES 2 GVOKEVAGIAOV - Y®Pig blue box -
50 mg/850 mg emkalvppéva pe Aemto vpuévio dickio

’ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Velmetia 50 mg/850 mg emucodoppévo. pe Aemtd vpévio diokia
OLTOYAMTTIVI/VOPOYA®PIKT LETPOPLLIV

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

Kabe diokio mepiéyetl povobidpikn emcpopikn ortayiurtivy iodvvaun pe 50 mg crrayAmtivn kot 850
mg VOPOYA®PIKN UETQOPLLIvVY.

| 3.  KATAAOI'OX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

98 emkaAvppEVO PE AETTO DUEVIO dlokia.. MEPOg piog TOALOTANG GLOKEVAGING, OEV UITOPEL VOl
movAnbel Eeywpiotd.
84 emkodvppéva pe Aemto vuévio diokia. MEpog Hiag TOALATANG GLCKEVAGIOG, dEV UTOPEL VA
movAnOel Eeywpilotd.

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awpdote 10 PUALO 0INYIOV TPV amd TN YPNOM.
Ao otopaTOC YPNOT

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

Na pvidooetar o€ BEon v onoia dev fAEToLV Kot dev mpoaceyyilovv To Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOMOIHEZH(EIZ), EAN EINAI AlIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEX XYNOHKEX ®YAAEHX

Noa unv euidcecetol tave amd 25 °C.
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10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AITOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AITIAITEITAI

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMowvdia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/08/456/015
EU/1/08/456/017

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

Velmetia
50 mg/850 mg

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpapudletar.

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

Agv gpapudleta.
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIETI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY KYYEAHX (BLISTER)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Velmetia 50 mg/850 mg diokia
ortaylutivn/peteoppivn HCI

2. ONOMA KATOXOY THX AAETAYX KYKAO®OPIAX

MSD

3. HMEPOMHNIA AHEZHX

AHEH

4. APIOMOX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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ENAEIZEIX ITIOY IIPEINIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Velmetia 50 mg/1.000 mg emucoivppéva, pe ATt LUEVIO dloKin
OLTOYAMTTIVI/VOPOYA®PIKT LETPOPUIVT

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

Kabe diokio mepiéyet povobdpikn emcpopikn ortayAtivn isodvvaun pe S0 mg crrayAmtivn kot
1.000 mg vdpoyAmpikn LETQOPLIVT).

‘ 3. KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

14 emkoivppéva, e Aemtd LUEVIO dloKio

28 emkaALUPIEVA [LE AETTTO VUEVIO dloKio

56 emKOAVUUEVO LLE AETTO DUEVIO OLOKIOL

60 emkoAvppéva pe AeTTo VUEVIO dloKia

112 emoloppéva pie Aento LUEVIO dloKia

168 emukoloppéva pe Aemtd VEVIO dioKia

180 emucoivppéva pe Aemtd vpuévio dtokio

196 emixolvppévo pe Aemtd VUEVIO dioKio

50 x 1 emkaAvUpUEVA e AETTTO VUEVIO dloKin

[ToAhamAn cuokevacio mov TepiEyel 196 (2 cuokevocieg Tov 98) emtkaAvpupéva pe AETTO VUEVIO
dwokio

[MoAhamAn cuokevacio mov TepiEyel 168 (2 cuokevacies TV 84) emtkalvupéva Pe AETTO DUEVIO
dokia

‘ S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpaote T0 PUALO 0INYIOV TPV OO TN YPNOT.
Amd o1épATOG XPIOM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXIETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na euidcoetal o€ 0éon v omoia dev AoV Kot dgv Ttpoceyyilovy To TOdId.

7. AAAH(EY) EIAIKH(EY) TIPOEIAOIIOIHXH(EIYX), EAN EINAI AITAPAITHTH(EYX)
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8. HMEPOMHNIA AH=ZHX

AHEH

9. EIAIKEX XYYNOHKEX OYAAEHX

Na unv puAdooetotl tave and 25 °C.

10. TAIAITEPEX IPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIIOAEIMMATQN ITOY NIPOEPXONTAI AIIO AYTA, E@OOXON AITAITEITAI

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OAavoio

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/08/456/008 14 emkaAvppéVo e AETTO DUEVIO OIGKIO
EU/1/08/456/009 28 emkaivppéva pe AemTod LUEVIO dloKia
EU/1/08/456/010 56 emucolvpupéva pe AETTo LUEVIO OloKi0L
EU/1/08/456/021 60 emucolvoppéva. e AETTO LUEVIO dloKin
EU/1/08/456/011 112 grucodvppéva pe Aento vpévio dtokio
EU/1/08/456/012 168 emikolvupévo. pe Aewtd VUEVIO dioKio
EU/1/08/456/022 180 emikaivppéva pe Aewtd vuEVIo dlokio
EU/1/08/456/013 196 emikaivpupéva pe Aewto vUEVIO OloKia
EU/1/08/456/014 50 x 1 emucalvoppéva pe AETTO LUEVIO d1oKi0
EU/1/08/456/016 196 (2 x 98) emucoAvoppéva. e AemTO LUEVIO dloKia
EU/1/08/456/018 168 (2 x 84) emkaAvppéva e AETTO LUEVIO dloKia

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAZH I'TA TH AIAOGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TIAHPO®OPIEX XE BRAILLE

Velmetia
50 mg/1.000 mg
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17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A6O106T0TOG YPOUU®TOS KDdKaG (2D) mTov @épel Tov mepAneBivto LoVadIKO avayvmploTIKO KOJOTKO.

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

PC
SN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENAIAMEXO KOYTI yw [ToAhomiéc-ov6KEVAGIEG 2 GVOKEVAGIOV - YMPig blue box -
50 mg/1.000 mg emkaroppéva pe Aemtod vuévio diokio

’ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Velmetia 50 mg/1.000 mg emucoivppévao pe Aentd vpuévio diokio
OLTOYAMTTIVI/VOPOYA®PIKT LETPOPLLIVN

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

Kabe diokio mepiéyet povobdpikn emcopikn ortayAurtivn isodvvaun pe 50 mg crrayArtivn kot
1.000 mg vIPOYAMPIKY| LETOOPUIVY.

| 3.  KATAAOI'OX EKAOXON

‘ 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

98 emkaAvppEVA PE AETTO VUEVIO dlokia. MEpog oG ToAAATANG cuokevaciag, dev UTopel va
movAnbel Eeywpiotd.
84 emkodvppéva pe Aemtd vpévio olokia. MEpog Liag TOALATANG CLCKEVAGING, dEV UITOPEl VA
movAnbel EeywpioTd.

| 5. TPOMNOX KAI OAOX(OI) XOPHTHEHE

Awpdote 10 PUALO 0INYIOV TPV Al TN YPNON.
Amo6 otouaTog ypnon.

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

Na pvidooetar o€ BEomn v onoia dev fAETOLV Kot dev Tpoceyyilovv To Todid.

| 7. AAAH(EX) EIAIKH(EX) TPOEIAOTIOIHEZH(EIZ), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEX XYNOHKEYX ®YAAEHX

Noa unv euAdoceton Taveo amro 25 °C.
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10. TAIAITEPEX TIPO®YAAZEEIX I'TA THN AITOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
OMowvdia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/08/456/016
EU/1/08/456/018

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZEH I'lTA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TTAHPO®OPIEX XE BRAILLE

Velmetia
50 mg/1.000 mg

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Agv gpapudletar.

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

Agv gpapudletar.
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIETI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY KYYEAHX (BLISTER)

BLISTER

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Velmetia 50 mg/1.000 mg diokia
ortaylrtivn/petpoppivy HCI

2. ONOMA KATOXOY THX AAEIJAY. KYKAO®OPIAX

MSD

3. HMEPOMHNIA AHEZHX

AHEH

4. APIOMOX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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B. PYAAO OAHI'TQN XPHXHX

40



@viro ooV ypiong: IIAnpogopics yra Tov ypriot

Velmetia 50 mg/850 mg emkarvppéva pe Aemtd vpévio diokia
Velmetia 50 mg/1.000 mg emxoloppéva pe Aewtod LUEVIO SI6Kia
OLTUYMITIVI/VOPOYAWDPIKT LETPOPUIVT

AP aote TPOGEKTIKA 0ALOKANPO TO GVALO 0ONYLAV PN OIS TPV UPYIGETE VU TALPVETE GVTO TO

PapHOKO O10TL TEPLLUPPAVEL CNUAVTIKES TANPOPOPIES Y10 GOC.

- DordEte avto To EOALO 0dNYIdV ¥prone. Towg ypelactel va. to dofdacete Eavda.

- Edv éxete mepotépo amopieg, poTNoTe TOV Y10TPO, TOV QOPULOKOTOL 1] TOV VOGOKOO GOG.

- H ocvvtayn yio ovtd 10 pappako yopnyndnke amokAEloTIKd Yo 60G. Agv TPETEL VO ODGETE TO
@appoko og dAlovg. Mmopei va Toug TpokaAiésel PAAPT, OKOL Kol OTAV TO COUTTOUATO TNG
ac0éveldg Tovg givarn 1010 pe T S1kd Gag,.

- Edv mapotnprioete Kamolo avemBOunTn evEPYELX, EVIUEPMDGETE TOV YIUTPO, TOV QPOPLOKOTOL0 1)
TOV VOGOKOUO 6aG. AuTtd 1oY0eL Kal yio kéOe mBavi| avemBountn evépyelo IOV SEV AVAPEPETOL
670 TapdY PUALO 0dNYIOV Ypnong. BAére mapdypago 4.

T Tepréyer o mapév eviro 0dNYLAOV

Ti efvon To Velmetia ko oo givoe 1 xpnon tov

T mpéner va yvopilete npv Tapete 10 Velmetia

[Tog va Tapete to Velmetia

[MBavég avemBounTeg evépyeteg

[ag va puidcceteto Velmetia

[epreydpeva g cvokevaciog Kot AOEG TANpoPopieg

AR e

1. Th givor To Velmetia kon oo givon 1) yprjon tov

To Velmetia mepiéyel 000 S10POPETIKES PUPUOKEVTIKEG OVGIES TOV OVOUALOVTOL CLTOYALTTIVI] KO
peT@opuivn.

. N owroyMmtiv avikel og pio katnyopia eapudkov mov ovopdlovior avactoieic DPP-4
(avaoToAeis TG SmeNTIOLAKYG TEMTIOAONG-4)
. N HETQOPUIVN aviKeL g pia kaTnyopia @apudkmv Tov ovopdaloviot dtyovavidia.

O1 300 aVTEC POPUAKEVTIKEG OVGIES EvePYOVV Hall £T01 MOTE VoL EAEYYOVV TO, EXITED TOV GAKYEPOV
070 aipo og eviAKeg aobeveig e éva Tomo daPntn mov ovoudletal 'sakyapddng dtafntng Tomov 2'.
Av10 10 Pdppako Ponbd otV avEnon TV EMITESOV TNG WVGOVAIVIG TOL TAPAYETOL LETH TO YEVLLO KO
UELDVEL TO TOCOGTO TOL GUKYEPOVL TOV TAPAYEL O OPYOVIGUOS COC.

Av106 10 Qappaxo, uali pe diarta kot doknomn, fonba ot peimon TOL CAKYPOL GTO AN GO,
Av10 10 PappaKo pmopel va ypnoiporon el LOVO TOL 1 e OPIGUEVE GAAN PP Yio TOV ST
(wvoovAivn, cGovhpovorovpieg, 1 YMTALOVEG).

T gtvon 0 draffmng tHmov 2;

O Saprtng tomov 2 etvon pio KATACTAGT KATE TNV OTTOiR 0 OPYAVIGUOG GOG OEV TOPAYEL APKETN
VGOLAIVI] KOl TOLTOYPOVE 1] IVGOVLALVY, TNV 0Ttoi0, TapayEL, dgV Opo. TGO KOAA 660 Oa émpene. O
opyaviopos oag unopet emnions va dnpovpyet peyalvtepn mosotnta oakydpov. Otav cuppaivovy
avtd, avePfaivouv ta enimeda Tov Gakyapov (YALKOLNG) oto aipo. AVTO Umopel va 00N yOEL G
cofopd wTpiKd TPoPANUATE OTMG KOPILOKT VOGO, VEPPIKT VOGO, TOPAMGT KOl AKPOTNPLUGUO.

2. T npéner vo yvopilete mpv wapete o Velmetia

Mnyv ndpete 10 Velmetia
- o€ mepintoon aAlepyiog otn ortoymtiv) 1 6N HETPOPUIVN 1 0€ 0TTO100NTTOTE GAAO GLGTATIKO
OVTOV TOL PAPLAKOL (CVAPEPOVTOL GTNV TOPAYPOQPO 6).

41



- €dv €xete coPopd LEIMUEVT VEQPIKN AgtTovpYia

- €dv €xete un eheyyduevo dwaPrtn, pe w.y. copapn vrepyrvkaipio (Vynin yAvkoln aipotog),
vavtio, EUETO, dLAppoLa, YPNYopN ammdAEln Bapovg, YorakTiki o&émaon (PA. «Kivovvog
YOAOKTIKNG 0EEMONG» TopakdT®) N ketoéwon. H keto&émon elvar o koTtdoToen oty onoia
0VGieg TOL OVOLALOVTOL KKETOVIKG GMUATO) GLCCMPEHOVTOL GTO OOl Kot 1) ool pwopel val
odnynoet o€ dPnTikd TPo-KoUo. To CUUTTOHTA TEPIAAUPAVOVLY GTOAYIKO TOVO, YP1YOPT
Kot fabié avomvon, vTvnAdo 1 1 AVOTVOT GG AVOTTUGGEL L0 0CLVIOIGTN PPOVTMOTN OCUT).

- gl &yete kamolo cofapn AoipmEn N av Exete APLOATOO.

- €4V mpoKeLTOL Vo KAVETE aKTIVOYpaica Katd tnv omtoia 0o vmoPfinbeite oe Eveon Ue ¥p®OTIKY.
Ba ypewacbel va otapammoete va naipvete o Velmetia katd v didpkeia g aktvoypopiog
Kol yuol 2 1) TEPIOCOTEPEG NUEPES LETA TNV OKTVOYPOQia, OTMG oag £xel 600l 0dnyia and Tov
Ytpd ooc, eEQPTOUEVT ad TO MG EIVaL 1] VEQPIKN GOC Agttovpyia.

- € elyate VTOOTEL TPOCPOTO KAPILAKO EXELGOI0 1] EXETE GOPAPA TPOPANLOTA TOV
KUKAOQOPIKOV, O 'Kataminéia' ] SuGKOAIEC 6TV avamTvon.

- €0 &yete NIATIKE TPOPATLLOTOL

- edv KaTovaADVETE VITEPPOALKES TOGOTNTES AAKOOA (gite KOO PéEPQ, eiTte MTEPIOTATIOKEL).

- edv OnAalete

Mnv mépete 10 Velmetia edv kdmolo amd T Tapomdve 1oy OEL Yo €GAG KOl GLINTHAGTE LE TOV VTP
00 OYETIKA e AALOVG TPOTOVG OVTLUETOTIONG TOL dtap1tn cag. Edv dev eilote oiyovpot,
amevbovbeite oTOV Y10TPO, TOV PUPLOKOTOLO 1) TOV VOCOKOUO GOG TPoToD Tapete Velmetia.

IIpogidomounoelg kKo TPOPLAGEELG
"Eyxovv avaeepbel mepimtdoeig pAEYIOVIAG TOV TayKpEaTOG (TayKpeatitidn) o€ acbeveic mov
Aappévovv Velmetia (BA. mapdypapo 4).

Edv avtipetonicete dnpuovpyio pouckaAdv 6To SEPLA, EVOEYETUL VO OTOTELEL oNUEID piag
KATAOTOOTNG TTOL OVOUALETOL TOUPOALYDOEG TEUPLYOEDES. O Y1aTpdC cOG UTopel va cag {nThHoel va
otapatnoete 10 Velmetia.

Kivovvog yorokTikic 0E€mong

To Velmetia propei vo TpoKaAEésel po ToAD oavie, 0AAE TOAD cofapr avemBountn evépyela n
omoio ovopAeTal YOAAKTIKY 0EEMOT], EIOIKA €AV 01 VEPPOL Gag OV Agrtovpyovv cmatd. O Kivovvog
avamTuéng YoAakTikng o&éwmong eivarl emiong avEnpévog pe un eheyyouevo dtaPnn, coPapég
AOMEELS, TopateTaUEVn VNOTELD 1] TPOCANYT OWVOTTVELHATOOMV, APLOATOOT (PA. TEPpUITEP®
TANPOPOPIEC TAPAKATM), NTATIKA TPOPAN LT KO OTOIEGONTOTE LUTPIKES KOTAGTACELS OTLG OTOLES
£va LEPOG TOL OPYAVIGHOV EXEL LELMWEVT TTOPOYT 0ELYOVOL (0TS o&ein coPapn KapdLaKT VOGOC).
Edv xamoto amod to mopondve epoapuoletal oty mepintmon oag, ansvbuvieite 6Tov Yiatpod cag yia
TEPOLTEP® 0dNYiES.

Yrapotiote vo taipvete To Velmetia yio 60vTopo ypoviko oidotnpa €0v £YETE PL0 KATAGTOO
OV UTOPEL VO GVGYETICETAL PLE BPVIATOGT (CTULAVTIKT ATMAELNL COUATIKOV VYPDV) OT®S GoPapd
éueto, didppota, Topetd, Ekbeom o Bepuotnta N edv wivete Mydtepa VYPA omd OTL GVVHBMC.
AmevBuvieite 6ToV Y10TPO GOG Y10 TEPULTEPM 0ONYiES.

Yraporiote vo taipvete To Velmetia kot emkoivovijote pe évay 7atpdé 1) 10 TAnciéctepo
VOGOKOUEID APECMS EAV TAPOVOLAGETE OPIGUEVO. 0T TO, GOUTTONOTO TNG YOAIKTIKIG 0EEMOTG,
KaOdG LT N KATAGTACN UTOPEL VO 001 YGEL GE KM UL

210 COUTTOUOTA TNG YOAOKTIKNG 0&Emang meptlapdvovTal:

- €HeTOoC

- KOLMOoAyio (KOIALKOG TTOVOC)

- LHUTIKES KPAUTES

- veviko aicOnua adtabeciog e coPapn kKOTWoN

- dvokoAio 6TV avomvon

- UELOUEVT COUATIKN Ogppokpacio Kot KapdtoKOg TOALOG

H yoAaxtikn o&€mon gival pio 10TpIkn EXEIYOVON KATAGTUOT KOl TPETEL VA, AVTILETOTILETOL G
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VOGOKOLETO.

MiMote e ToV Y1aTpO GOG 1] TOV POPLLOKOTO0 TPy TAPETE TO Velmetia:

- edv €yete N eiyore pio voso Tov ToyKpERTog (OG 1) TOyKPEATITION)

- edv &yete N elyate méTpeg otn YOoAN, e€ApTNoN amd T0 AAKOOA 1| TOAD LYMAL emineda
TpryAvkepdiov (pio popen Amovg) 6to aipo cag. AvTég o1 1TPIKEG KOTAOTAGELS UTOPEL vl
avénoovy Ty Thavotn T vo Tapovoldoste toykpeatitida (PA. Tapdypago 4).

- gdv &yete dafnn TOTOV 1. AvTdg OvoprAleTol PEPIKEG POPES VGOVAVOEEUPTOUEVOS dLAfB1TNC.

- gdv €yete M eiyote pio oAAEPYIKN aVTIOPOAOT) GTN GLTAYALTTIVY, 0TN UeTQopuiv, | oto Velmetia
(BA. mapdrypopo 4)

- €dv maipvete pio coviApovudovpia 1 vGovAIvY, Papuaka Yo Tov dtafntn, pall pe Velmetia,
eMedON pmopel va mapovotdoete YounAd eninedo cakydpov oto aipa (vroyAvkaio). O yaTpog
o0G UTOPEL Vo LELDGEL TN SOGT| TNG GOLAPOVLAOLPING T} TNG VGOVAIVIG

Edv yperalerar va vroPfinbeite oe peilova yepovpyikn enEPPao, TPETEL VUL GTOUATHCETE VO TOIPVETE
to Velmetia katd tn d1dpkela g emépPaong Kot yio KAToo Ypovikd dtdotnuae Hetd amd avtiyv. O
YwTpdg cog B amopacioel TdTe TPEMEL VO GTOUATNOETE Kot TOTE Vo apyicete Eavd tn Oepameio cog
pe to Velmetia.

Edv dev elote Giyovupot edv KATO0 0O TO TOPATAV® 1GYVEL Y10, EGAG, LMANGTE LE TOV YITPO OOG 1] TOV
QOPLOKOTOLO GOG TPV Tapete Velmetia.

Kotd m didprela g Oepaneiog pe 1o Velmetia, o yioutpog cog Oa eELEyyeL T vEPPIKT AgtTovpYio GOGC
TOVAGYIGTOV pia POpd TOV YPOVO 1 cLYVOTEPQ €AV €l0TE NAKIOUEVOG(T)) KOUT €AV EXETE EMOEIVOVUEVT
VEQPIKN AELTOVPYiQL.

Hoowd xon Epnpor

Modd kot EpnPot kbto Tv 18 etdv dev B TPETEL VA, YP1GYLOTOLOVV AVTO TO PAPLOKO. Agv glval
omotelecpaTIKO o€ Toudld kot epnPovg nikiag 10 éwg 17 etdv. Agv gival yvwoto edv ovtod To
QAPLOKO EIVOL OCPUAEC KOL OTOTEAECUATIKO OTAV ¥pNoILomoleital o€ Tondld nikiog Kotm twv 10
ETQOV.

Alro @appoxa kot 7o Velmetia

Edv yperaletar va Adfete éveon oKlaypa@ikod HEGOV TO 0010 TEPLEYEL UDOLO GTNV KVKAOPOPI TOV
aipatdg cog, Yo TapAdELY Lo GTO TAAIGLO OKTIVOYPAPiag 1 CAP®ONG, TPETEL VO GTAUNTNCETE VA
naipvete o Velmetia mpv 1 katd Tov ypdvo ¢ Eveongs. O ylatpdc cog Oa amopucicsl TOTe TPEMEL VOl
OTONOTNOETE Kol TOTE Vo apyioete Eavd tn Oepaneia oag pe to Velmetia.

Evnuepdote tov yatpd 1 Tov goprokomold cag eqv Toipvete, EYETE TPOCOAT TAPEL 1} UTOPEL VAL
mwhpete dALo pappoko. Mmopel va ypeldlecte GuxvoTEPO EAEYYO TNG YALKOLNG TOV OUILOITOC KO TNG
VEQPIKNG A&LTOoVpYiag, 1 0 YIOTPOG GOG UTOPEL VO XPELNGTEL VO TPOCUPOGEL TN dOGN Tov Velmetia.
Eivar drtépog onpovtikd va avagépete to akdiovdao:

. oapuaxa (mov Aapupdvovtot amd To otopa, AapPdvoviol LEGM EIGTVONG, 1 EVEGILLL) TOV
YPTCLLOTOLOVVTOL Y1 TNV Bepomeio vOGmY TOV GUUTEPIAAUPAVOUY PAEYLOVT|, OTTMG AGO o Kot
apBpitida ( KOPTIKOGTEPOELDT))

. QAPLOKA TTOV AVEAVOLY TNV TAPOY®OYT 0PV (S100PNTIKA)

. PAPLOKA TTOV YPNCLOTOLOVVTOL Y10 TV AVTILETMTIGT TOV TOVOV Kot TG Aeypovig (MZAD
kot avactoreig COX-2, onmg iovmapopaivn kol ceEleko&ipmn)

. oplopéva appaka yio. ™ Oepameio Tg vynANg aptnplakng tieong (avactoreic ACE kot
AVTOYOVICTEG TMV VTOO0YEMV TNG ayyelotevaivng 1)

o €101KA Qappaka yio. TNV Oepameio tov fpoyyucod doduatog (B-cvurabouuntid)

. 1®O10VYOL GKIAYPUPIKOL TAPAYOVTEC 1| PAPUAKO TTOL TEPLEYOVY OAKOOA.

. OPIGUEVO PAPLLOKOL TTOV XPTGLULOTOIOVVTOL Yo TV Oepaneio GTOUAYIKOV TPofANUATOV OTMS M
GUETIOIVN

. pavoralivn, éva edpuoko mov ypnotponoteitol yio ™ Oepamneio tng ot O&yYNg

. vroAovteykpaPipn, éva edpuoko mov ypnoonoteiton yio ) Oepaneio tng HIV Aoipméng
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. Bavoetavipmn, Eva eApraKo TOL ypMGIUoToLEiTaL Yo T Oepameia EvOG GUYKEKPIUEVOL TOTTOV
Kapkivov Tov Bupeoeldoig (Luerogldng Kapkivog Bupeoeldong)

o dryo&ivn (yio ™ Bepomeio ToL AVOUOAOD KOPOLHKOD THAUOD KO GAA®Y KOPIOK®OV
npofAnuatwv). To eninedo g dryo&ivng oto aipa cog pmopel va yperootel va eleyydet edv
Aappdvetar pe to Velmetia.

To Velmetia pe owvortvevpatmon

Amopevyete TV VIEPPOAIKN TPOCANYN OLVOTVELLOTOOMY VM Taipvete To Velmetia kabdg ovtd
umopet va owénoet Tov Kivouvo yaraktikng o&EEwong (PA. mapdypago «IIpogidomomosetg Kot
TPOPUVAAEEISY).

Kinon kot Onhaopodg

Edv giote éyxvog 1 Onhalete, vopilete 6T umopel va glote £ykvog 1) oYeSALETE VO ATOKTOETE T,
{ntote 1N GLUPOLAT TOL YIATPOL 1] TOV POPLOKOTOLOD GG TPV TAPETE AVTO TO PAPLOKO. AEV TPENEL
VoL TAPETE OVTO TO PAPHOKO KOTA TN OdpKELD TG EYKLUOGUVNG. MnV Ttdpete avtd 10 eApLOKO 6V
Onialete. BAéme mapdypopo 2, Mnv wapete To Velmetia.

Odynon Kot yEPGROS PN avHdTOV

A1 10 PappaKo dev ExeL Kopio 1] EXEL ACTUAVTN EMOPAGT) GTNV IKAVOTNTA 031 YNONG KoL YELPIGLOD
unyovnudtov. Qotoco, Egovv avaeepBel (GAn Kot vTvnAia PE TNV GLTAYAMTTIVI TOV UIOpEL Vo
EMNPEACOVY TNV IKAVOTNTE GOG Y10 001YNON 1 YEPICUO UNYAVILATOV.

H Ayn avtod 100 popraKkov 6 GUVOVAGUO e PAPLOKO TOV OVOUALOVTOL GOVAPOVOAOVPIEG ) LUE
WGOLAIVI UTopEl Vo TPOKOAEGOVY DTTOYAVKOLLLIM, 1) OTTOlo UTOPEL VO EXNPEAGEL TNV IKOVOTNTA GOG Y10
001 YNO™N KOL YEPIGHO UNYXOVAOV 1) TV SUVATOTNTA EPYACING XOPIG AGPUA oTABEPOTNTAL.

To Velmetia wepiéyer varpio
Av10 10 Phppaxo mepiEyel Aydtepo amd 1 mmol varpiov (23 mg) avd diokio, givor avtd mov
ovoUALOVLE OLCLUGTIKG «EAEVOEPO VATPiOLY.

3. Iog va wapete To Velmetia

[Tévtote va maipvete ovTO TO PAPILOKO AVGTNPE GOUPOVO, LLE TIC 001YIiEC TOL Y1aTpoV cog. Edv €yete
apelBoiiec, pmTACTE TOV YITPO 1) TOV POPLOKOTOLO GO,

. [Tapte éva diokio:
e (amd TO GTOUA, OVO POPES NUEPTCLMG
e ol pe ta yedpara, yo va pewwbei n mbavommra Stotapayng 6To oTopdyl.

. O y10tpdg oag pmopel va ypetactel va avénoet v 8601 yia vo eAEYEEL TO GAKYOPO GTO aipla
GG,

. Edv &yete peiopévn veppikn Aettovpyia, 0 yotpdg GOG UTOPEL VO GLVTOYOYPAPHCEL
YOUNAOTEPT OOON.

[pénet va cuveyioete ™ dlonta mOV Gag GLVEGTNGE 0 YTPOS GOC KATd TN d1dpkela g Oepameing pe
oVTO TO PAPHOKO KOL VO TPOCEYETE DGTE 1] Ayn LOATAVOPAK®VY VO Eval 1I6OTOGO KOTAVEUNUEVT] OTN
SudpKeLn TNG NUEPAG.

AVT0 TO PAPUOKO LOVO TOL deV gival TOAVOV VO TPOKAAEGEL U PLGTOAOYIKT] YOUNAT T COKYAPOL
o710 aipa (vroyAvkopic). Otav avtd 10 Péprako xopnynoel pe To EAPLAKO GOLAPOVLAOLPIN 1) LLE
WWGOLAIVY, uopel va epeavicbel xaunin Tin Tov cakydpoLv GTO Aol Kol 0 YITPOC GOG VO, LEIMGEL TN
3001 TG GOLAPOVLAOLPING N TNG VGOLAIVNIC.

Eév napete peyarvtepn 060m Velmetia amwd v kavovikn
Edv mapete peyarvtepn 660m antod T0L QUPUAKoD amd oUTH TOV Gag £XEL GLUVTAYOY PPN e,
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EMKOWVOVNOTE APECHOG LLE TO YLTpo oag. [Inyaivete 610 VooOoKOUEID EAV EYETE GUUTTAONOTO
YOAOKTIKNG 0EEmONG 0Tt aicOnua kpvov N adlabeciog, Evtovn vavTtio 1| EUETO, GTOUAYIKO TOVO,
ave&yn anoiewo fapovg, Hoikég KpAUTES, 1 Ypryopn avarvon (BA. Tapdypapo «IIpogidomomoelg
KoL TPOPUAAEELS?).

Eav Eeydoete va wapete 10 Velmetia

Edv Egydoete pia 660m, mdpte TNV apéong poAlg to Boundeite. Edv dev to Buunbeite péypt va €pbet n
®PO. Yo, TNV EMOUEVT] OGN, TapaAeiYTE TN YOUEVT] dOOT KOl GLVEYIOTE TAAL LE TO KOVOVIKO GOG
TPOYpoupa. Mnv mhpete SUTA 00T OLTOV TOV PUPLAKOV.

Edv otapatijoete va maipvere 1o Velmetia

YoveyioTte va maipvete oTO TO PAPLLOKO Y10t OGO SLAGTNLO GOG TO GLVTAYOYPAPEL O Y1TPOG COC, £TCL
wote va eEakolovbnoete va Bonbate otov Eleyy0 TOL caKyAPOL 61O aipa cag. Agv Oa mpénet va
OTOHOTNGETE VO AOUPAVETE QVTO TO PAPUAKO YOPIC VO ETIKOVMOVNGETE TPAOTO LE TOV YIUTPO GO,
Edv otapatoete va maipvete Velmetia, 10 olkyopo tov aipatodg cog pmopel mait va ovénoet.

Edv éxete meplocOTEpEg EPOTNOELS GYETIKA LLE T YPNOT] AVTOV TOV PUPUAKOV, POTNOTE TOV Y1ATPO 1)
TOV (POPLLOKOTOLd GOG.

4. MBavig avemBOUNTES EVEPYELES

Onwg 6o Ta eApROK, £TGL KOL AVTO TO QAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot 0gv Topovcldalovtal 6 OAOLG TOVG AvOPMITOVC.

YTAMATHXTE va naipvete to Velmetia Kot ETKOIVOVAGTE LE VOV YIOTPO AUECMS GV
TOPOTNPTCETE OTOLOONTOTE Ao TIG AKOAoVOeC coPapég avembBounteg evépyelec:

. Zofapog Kot ETiLovog TOVOG 6TV KOLAA (GTNV TEPLOYN TOL GTOUAYOV) 0 0TTOi0g UTopEl va
enektTabel péypt TNy TAGTN cag Le 1 Yopic vautio Kot ERETO, KaBDS autd umopel va ivor onpeia
QAEYLLOVTG TOV TTOYKPEATOG (TOYKPEATITIONG).

To Velmetia propei vo, Tpokadécel po ToAd omdvia (umopel va ennpedost Eo¢ 1 6Tovg

10.000 avBpdmovg), aALd TOAD coPapr| avemBountn evépyela 1 omoio ovopdletal YOAUKTIKY 0Eémaon
(PA. mapdypago «IIpogidomotoelg Kot Tpo@LAdcelc»). Eav cuuPet avtod, mpénel vo 6TANATIGETE VA,
naipvere To Velmetia kon emkoivovijote pe £vay Y1oTpo 1| TO TANGLEGTEPO VOGOKONEID dpuicme,
KAOMG 1M YOAOKTIKY] 0EEWMOT LWITOPEL VOL 001 YNGEL GE KMLLOL.

Edv mapovoidoete pio cofapn aliepyikn avtidpacn (Un YvooTh cuyvotnta), Tov Uropei va
nmepthapPavet eEavonua, kvidworn, Povckdieg oto dEpua / EEPAOVIIGE TOV FEPUOATOG KO OIOT L0, TOV
TPOCHTOV, TOV YEMDV, TNG YADGSGAS, KOl TOL AOLOD TOL UTOPEL VO, TPOKAAEGEL OVCKOALD GTNV
QVaATVOT 1} TNV KOTATOGT), GTOUOTNOTE VO, TOIPVETE QVTO TO PAPUAKO Kl KOAESTE TO YTPO GOG
apéoms. O yTpdc GO UTOPEL VO GOC GUVTAYOYPUPNGEL £VO, PapPUOKO Yo TNV Bepameia Tng
OAAEPYIKNG OOG AVTIOPOOTIC KOt £VaL SLOPOPETIKO PAPLLOKO Yio. TOV StafnTn.

Mepikoi acOeveic mov Aappdvovy petpopuivn £xovv TapovcIdcel TIC 0KOAOLOES avemBOUNTEG
gvépyeleg petd v évapén ortaylmtivng:

Yuyvég (umopet va emnpedoovy €og 1 otovg 10 acbevelg): younAn Ty cakydpov oto aipa, vautia,
UETEWPIOUOG, EUETOC

Oy ovyvég (umopei va emmpedoovy émg 1 otovg 100 acbeveic): otopoyikog Tovog, diappota,
dvoKoIAOTN T, VITVIALCL.

Mepikoi acOeveic £xouv TAPOLGIACEL SLAPPOLA, VAVTIO LETEMPIGUO, SVGKOIAOTNTO, GTOUAYIKO TOVO 1|
guetd otav apyoav t Bepomeio cuvovacpob ortayiurtiving pali pe peteopuivn (n cvyxvotnta givor
ouyvn).

Mepikoi acOeveic £xovv mapovctdoet Tig akdAoVOeg avemBOUNTEG EVEPYELEC EVOO® eAduUPBavay ovTO
T0 Qappaxo pali pe pio GovApovuiovpio OTMG YAUETLPION:
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IToAbd cuyvéc (umopel va emnpedoovy meptocdTepo omd 1 otovg 10 acbeveic): younAn Tiun cokyapov
G7TO aipo.
Yuyvég: SUOKOIAMATNTO.

Mepikoi acBeveic £xovv Tapovcldcel TIc akOA0LOeC avemBounTeg evépyeleg evocm ehdpfavay avtod
TO PAPLLOKO GE GLVOLAGHO pE ToYALTAloVN:
ZuyvEG: OO0 TOV YEPIDV 1) TOJIDV.

Mepikoi acOeveic £xovv mapovctioet Tig akdAoVOeg avemBOUNTEG EVEpPYELEC EVOO® eAduUPavay 0vTO
TO PAPUOKO GE GULVOVOAGHO LE VGOLALVT:

[ToAVd cuyvEéc: yapunAn T GoKyGPOL GTO aipla

Oy ovyvéc: Enpoctopia, TOVOKEPAAOG

Mepikoi acBeveic £xovv mapovcidoet Tig akdAoVOeg avemBOUNTEG EVEPYEIEG KOTA TNV S1APKELL
KMVIK®OV HEAETOV eVOo® eAduPavay crtaylmtivn og povobepameiopio amd T SpacTikéC ovaisg Tov
Velmetia) 1| kotd TV dtdpkela TnG ¥pnong Letd v £ykpiorn tov Velmetia v g ortayAintivng g
povoBepameio 1 pe GAAL PAPLUOKA YLOL TO S0P TN:

YoyvEG: apmAn TN oaKyGpoL AlLaTog, TOVOKEPOAOG, AOIUMEN TOL AVATEPOL OVATVEVGTIKOV
GLOTAHOTOG, BOLAMUEYT 1] LOTN TTOV TPEYEL Kot TOVOLLLO, 0oTe00pBpitida, TOVog oTa YEPL 1] TO
oS

Oy ovyvég: (adn, SuokototnTa, Paryovpa.

Eravieg: LElOUEVOS apOUOC OUOTTETAAI®V

Mn yvooti cuyvotnta: TpoPfARUaTe TV VEPP®Y (OToV HEPIKEG POPES amatteitan alpokadapon),
gUETOC, TOVOG TNV ApOpmo, LLiIKOG TOVOC, 0GPLAAYIM, SIAUEST TVELLOVIKT VOGOG, TOUPOAVYMDOES
TEUPLYOELDES (EVAG TUTOG POVGKAADY TOV OEPLATOG).

Mepikoi acBeveic £xovv mapovstdoet Tig akdAoveg avemBOUNTEG EVEPYEIEG EVOCM eAduUPavay PLOVO
petTpopuivn:

TToA0 cvyvéc: vavrtia, £ueTo, 01dppota, oTopay KO TOVO Kot OTOAELN OPEENG. AVTE TOL CLUTTOLOTO
umopei va tapovoiacHovv otav apyilete ™ Oepancio pe peteoppivn Kot cuVRO®S VITOYWPOLV.
YoyvEG: HETOANIKT YEOOT, HEl@péva 1] xaunAd exinedo Prrapivig B12 6to aipa (to copntopato
uropel va meptlapfavovy vrepPolikr| kovpaot (KOTmaon), epediopévn Kot KOKKIVY YAOGG
(YAwooitda), aichnuae Tolpmpuatog cov and Kopeitoeg kol Beroveg (mapoicdnoin) 1 yhoud M
KItpvord dépua). O Y1otpog Gog LTOPEL VoL KOVOVIGEL OpIoUEVEG EEETAGELG Y10 VO, TPOGOLOPIGEL TV
oTiol TOV GCUUTTOUATOV GOG, ENELDN OPIGUEVO OO OVTE UTOPEL EMIONG VAL TPOKAAOVVTOL amd Stofr|Tn
N omd dAAa pun oyeTCopeva TpofAnpota vysiog.

[ToAv ordviec: nratitido (€va TpOPANUA LE TO ATOP GOC), KVId®OT, pOpPOTNTO TOV dEPUATOG
(e€avnpa) 1 kvnopoc.

Ava@opd avemOOunToV gvepyet®dv

Edv mapotnpfioete KOmoo avemBOUnTn VEPYELD EVIUEPDGTE TOV YIOTPO, TOV PUPUAKOTOL0 1) TO
VOGOKONO Gag. AVt 1oyvet Kot Yo kéfe mbavn avemBountn evépyela Tov dev avapEPETAL 6TO TapdHV
©OALO 00N YIDV ¥prionc. Mmopeite emiong va avaeépete avemBounteg evépyeleg anevbeiag, LECH TOV
€0VIKoO GLGTNNATOG AVAPOPAS TTOV avaypapeTol oto [Tapdptnua V. Méom g avapopag
avemBountov evepysldv umopeite va fondnoete 6t GLALOYT TEPIOCOTEPWOV TANPOPOPLOV CYETIKA
LLE TNV OCQAAELL TOV TAPOVTOS PUPHLAKOV.

5. H®g va puracoete To Velmetia

Noa euAdooeTal avTd TO PAPLOKO GE LEPT TIOL deV TO PAETOLV Kot dgv TO POGVOLV T TOd1A.

Na pn ypnoiponoteite owtd 10 APHOKO PETE TNV UEPOUN VL AENG TOV AVOQEPETAL GTNV KOYEAN
ka1 oto kovuti petd to '"AHEH'. H nuepounvia Anéng eivon n televtaio nuépa ToL PUAVA IOV
ovoeEpETOL EKEL.

Noa unv euAidocetol Tavo amo 25 °C.
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Mnv metdte QAPLAKO GTO VEPD TNG AMOYETELONG 1 OTA OKLOK(G amoppippota. Potiote tov
(OPLOKOTOLO GOG Y10l TO WG VO TETAEETE TO PAPLLOKO TTOV OEV YPNCIUOTOLELTE T AVTA ToL LETPA. Ot
BonBnoovv oty Tpoctacio Tov TEPIPAAAOVTOC.

6. [epreyopeva TG 6VOKELAGIOG KO LOUTES TANPOPOPiES

Tvepréyel To Velmetia
- O1 Spaoctikég ovaieg efvar 1 ortayAMmTiv Kot 1 LETQOPUIVT).

o Kabe Velmetia 50 mg/850 mg emkaivppévo pe Aentd vpévio diokio (d1okio) mepiéyet
HOVODOPIKN OCEOPIKN GrTtayAntivy 1codbvaun pe 50 mg orrayhmtivn kot 850 mg
VIPOYA®PIKN LETQOPULIVT.

o Kabe Velmetia 50 mg/1.000 mg emkalvppévo pe Aemtd LUEVIO diokio (O10Kio) TepEyel
HOVODIPIKN OCEOPIKN SLTayATTivy 10000vaun pe 50 mg ortayAirtivy ko 1.000 mg

VIPOYA®PIKN HETQOPLLIVT.

- Ta @Aha cvotoTikd givat:
o IMvprvag Tov diokiov: pukpokpvotarlikn kuttapivn (E460), topdovn K 29/32 (E 1201),
AoovpvAoBetikd vaTplo, Kol VATPLO GTEAPVAOPOVUAPIKO.
o EmkdAivyn tov diokiov pe Aemtd VUEVIO: TOAVPIVOAGAKOOAT, ToAvaifuAevoyAvkoan 3350,
téAkng (E553b), 610&eidio titaviov (E171), epubpd o&eidio adnpov (E172), pavpo o&eidio
ocwnpov (E172).

Epeévion tov Velmetia kon mepreydpevae g cvokevaciog
- Ta Velmetia 50 mg/850 mg emucolvppéva, pe Aemtd vuévio diokia gival pol, emkolvppévo, pe
AEmTO LUEVIO dloKia, CYNHOTOG KOyaKiov pe To avaylveo "515" ot pia wievpd.

- Ta Velmetia 50 mg/1.000 mg emukolvppéva pe AETTO DUEVIO O1oKi EIVOIL KOKKIVOL, ETUKOADLUEVA
pe AemTO VUEVIO S1oKi0, OYNUATOG KOWYAKIOL UE TO avaylveo "S77" ot pia TAevpd.

Adwpaveic koyéreg (PVC/PE/PVDC kot adovpivio). Xvokevacieg tov 14, 28, 56, 60, 112, 168, 180,
196 emucodvppévov pe AeTTo LUEVIO SIoKI®MV, TOAATAES GUGKELAGIES TTOL TTEPLEOLVY 196

(2 ovokevaociec Tov 98) kot 168 (2 cuckevacieg Tov 84) emkoAvppéva e AETTO LUEVIO dloKia.
Yvokevacia Tov 50 X 1 emkoAvppévev Pe AETTO DUEVIO J10KIMV G SIATPNTEG KLUYWELES LOVAd®Y
doomnc.

Mmropei va, unv KoKAOQOpOUV OLEC 0L GLOKEVAGIEC.

Karoyoc Aderag Kvkhogopiog ko Ilapackevaostiig
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

OMowvdio

I"a omodnmote mANpoPopio GYETIKA e TO TOPOV POPLOKEVTIKO TPOidV, TapaKaieicOs va
amevbovbeite otov Tomiko avtimpocsmmo Tov Katdyov g Adelag Kvkhopopiag:

Belgi¢/Belgique/Belgien Lietuva

MSD Belgium UAB “Merck Sharp & Dohme”
Tél/Tel: +32 (0)27766211 Tel. +370 5 278 02 47
dpoc_belux@msd.com msd_lietuva@merck.com
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Buarapus

Mepk Hlapm u Joym bearapus EOO/
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.0.
Tel.: +420 233 010 111
dpoc_czechslovak@merck.com

Danmark

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

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

Eesti

Merck Sharp & Dohme OU
Tel: +372 6144 200
msdeesti@merck.com

EXrGoa

MSD A.®.B.E.E

TnA: +30-210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

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

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

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

Island
Vistor hf.
Simi: +354 535 7000
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Luxembourg/Luxemburg
MSD Belgium

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

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 8885300
hungary msd@merck.com

Malta

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

Nederland

Merck Sharp & Dohme B.V.

Tel.: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

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

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

Polska

MSD Polska Sp. z o.0.
Tel. +48 22 549 51 00
msdpolska@merck.com

Portugal

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

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: + 4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 5204201

msd_slovenia@merck.com

Slovenska republika

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



Italia

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

Kvmpog

Merck Sharp & Dohme Cyprus Limited
TnA: 80000 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA “Merck Sharp & Dohme Latvija”
Tel: +371 67364 224
msd_lv@merck.com

Suomi/Finland

MSD Finland Oy

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

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 (0)77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

To mapév pvrro 0dNYLOV YpioNs avadempiOnke Yo TerevTaio gopa tov {MM/EEEE}

Agntopepeic TAnpoeopieg yia to eappako avtd etvar drabéoipeg otov dikTvakd T6mo ToL Evponaiko
Opyaviopov @apudxov http:/www.ema.europa.eu.
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