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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xiliarx 50 mg dwokio

2. MOIOTIKH KAI MOXOTIKH XYNOEXZH
Kabe diokio mepiéyet 50 mg Brivrayimtivng.
'Exdoyo pe yvoot dpdon: Kabe diokio mepiéyet 47,82 mg Aaktdlng (dvudpng).

Mo tov T p1n katdAoyo Tov exdoywVv, BA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Alokio.

A€VKO TPOG VITOKiTPVO, GTPOYYLAS (Srouétpov 8 mm), exninedo, ue AoEotounuéva axpa diokio. H pia
mAevpa Pépet evivmmpéva to. atoryeio. «kNVR» ko 1 6AAN ta otoyeio «FB».

4. KAINIKEX IIAHPO®OPIEXZ
4.1 OgpomevTiKEG EVOEiLELg

H Buiivtaylmtiv evdeikvotol o¢ tpocheto ot dtatpopn| Kot v doknomn yio ™ Peltioon tov

YAVKOUUIKOU EAEYXOV GE EVIIAIKEG LLE caiyapmor dtaprtn tomov 2:

® o¢ povobBepaneio oe acheveig yia Tovg omoiovg 1 peT@oppivn dev givarl KATAAANAN AOY®
avtevoeitewv N dvoaveiog.

®  0g GLVOLOCUO UE AAAL PUPUOKEVTIKG TPOTOVTA Y10 T Oepameia Tov dafntn,
GUUTEPTAAUPAVOUEVIC TNG IVGOLAIVIG, OTOV QUTA deV TAPEXOLY ETOPKT YALKALUIKO EAeYYO (BA.
Tapoypaeovg 4.4, 4.5 xar 5.1 yio dStabéoipa dedopéva og SLopOoPETIKONG GLVIVAGHOVG).

4.2  Aocoloyio Kol TPOTOG JOPNYNONG

Aocoloyia

Evnlikec

Orav ypnoponoteiton og povobeponeic, e cLVOLACUO pe LETPOPLLIVN,GE GUVOVAGHO e
BeraloMdvediovn, oe cuVOVLAGCUO LE PETQOPHIVY KO pict covApovLAoLpia, 1] o€ GuvdvacUO LE
WGoLAIvY (e 1 Yopic pet@opuivn), 1 GUVIGTOUEVT NUEPNOL SO0 TG PrhvtayArtivng eivar 100 mg,
yopnyovpeva ¢ e 66om 50 mg to mpwi kKo pia d6om 50 mg 1o Ppdodv.

Orav ypnoiponolgitol og oo SUTA0D GLVIVAGHOD UE GOVAPOVLAOVPIO, 1| GUVIGTMOUEVT dOGN TNG
Bravtoaylmtivig eivan S0 mg anaé nuepnoing, xopnyoduevn 1o tpwi. e avtd Tov TANOLGUO 0cbevdy,
ta 100 mg BrlvtayArtivng nuepnoing dev fTav To omoTeAecUaTKA amd to SO mg Blvtaylutivig

dma nuepnoimg.

Otav ypno1ponoleitol 68 GUVOVAGHO LE Uit GOVAPOVVAOLPIA, 1) YOPTYNON YAUNAITEPTG SOCNG
GOVAPOVVAOVPLOG TPETEL VoL AAUPAVETOL LT GYT| Yo TN LEI®OT TOL KIvOHVOL VITOYAVKOULING.

O1060¢1c dvo Tov 100 mg dev cuvieTOVTOL.

Av mopoineBel pia 66om, Xiliarx o mpémet vo Anedei apéomg polg o acbevig to Boundei. Aev Ha
npénel va, AneOel pio Al 66om v 1010 pépa.



H aocpdieia ko n amoteAeopatikdOtnTa TG PAvtayMmtivig o¢ TpumAng amd tov otéuatoc Oepancio o
oLVOLAGUO LE PHETQOPLIvVY Kal i Be1aloMdvedidvn 1 e LETQOPUIVI Kot Lol COVAPOVLAOVPI dev
€xel Tekunplodetl.

EmirpoocOstec minpopopisc yia g1dixkovc minBvouodc

Hlrxiwpévor (> 65 etchv)

Agv amaiteitol avomposapproyn tng 06ong o€ nhkiopévovg acbeveic (PA. emiong mapaypdeovg 5.1 kot
5.2).

Neppixn dvolertovpyio

Agv amaiteitol avomTpocapproyn tng 06omg o€ acbevelg pe No veppikn dvoieitovpyia (kdboapon
kpeatviving = 50 ml/min). Xe acbeveic pe pérpio 1 coPapn veppikn dvoiettovpyia 1 pe veppomddeio
teMkov otadiov (ESRD) 1 cuvictdpevn 66om tov Xiliarx givan 50 mg pio popd v nuépa .(BA.
eniong mapaypdeovg 4.4, 5.1 ko 5.2).

Hrotirn dvelerrovpyio

To Xiliarx dev 0o mpénel va ypnoipomoteitol o€ acbeveic e Nmatikn dvoietrtovpyia
nepAapPavouivaov Tov acbevov pe eminedo apvotpaveeepaong tng alavivng (ALT) 1 aomoaptikig
apvotpaveeepdons (AST) og tiun > 3X 10 avdtepo Puotoroykd 6plo (ULN) mpwv and tnv évapén
g Bepameiog (BA. emiong mapaypdpovg 4.4 kot 5.2).

Taidrazpiros minBoouog

To Xiliarx dev cvviotdral yio xpnon o€ Toudid ko prpous (< 18 etmv). H aopdieio kot n
anoteleopatikotnta tov Xiliarx og mondid kot eprifovg (< 18 etcv) dev éxovv tekunplwbei.
Agv vrdpyovv drabéoiua dedopéva (BA. emiong mopdypapo 5.1).

Tpomocg yopynong

Amd o1épATOG XPTIOT.
To Xiliarx pmopei vo yopnyn0ei pe N ywpic tpoen (BA. eniong mapdypapo 5.2).

4.3 Avtevositeag

YrepevoioOnoio 6tn dpactikni ovsio 1| 6 KAmolo amd To £KS0Y0 TOV AVOPEPOVTOL GTNV
mapdypoeo 6.1.

4.4  E10ukég TPOELOOTOMGELS KOL TPOPLAAEEIS KAT TN (p1jon

Tevika

To Xiliarx dev amotelel VIOKATAGTOTO TNG VGOVAIVIG 08 aoBeveic mov ypetdlovtal
woovlvobepaneia. To Xiliarx dev mpémet va yopnyeitar og acbeveig pe dafntn tomov 1 M ya

Bepameio g SraPnTiKng keToEE®ONC.

Neoppikn dvsAisttovpyia

Yrapyet mepropiopévn epmeipio oe acbeveic pe vepponddeio tehkov otadiov (ESRD) mov
vrofdAlovtar og opodtodion. T'a o Aoyo avtd to Xiliarx Oa npémet va, ypnouonoléttal e Tpocoyn
o€ owtovg Tovg aobeveig (PA. emiong Topaypdpovg 4.2, 5.1 kot 5.2).

Hroztwn dusAsttovpyia

To Xiliarx dev 0o mpénel va ypnoipomoteitol o€ acbeveig Le nratikn dvoieitovpyia
nepthapPavouévev tov acbevov pe enimeda ALT f AST mpv v évapén g Oepameiog.> 3x ULN.
(BA. emiong mapoypdpovg 4.2 kot 5.2).



TTopaxkorovOnon nroatikdv eviopuwv

"Eyxovv avaeepbel omdvio TEPIOTATIKA NTOTIKAG dSuGAELTOVPYiaG (TepAapfavouévng Tng NraTitidag).
e ouTd To TEPIOTOTIKG Ol AGOEVEIG NTAV YEVIKA OCLUTTOUOTIKOL ¥®PIG KAMVIKEG GUVETELEG KO Ol
TIES TOV NTOTIKOV SOKILAGLOV ENEGTPEYAV GTO PUGLOAOYIKA emImeEdA LETE TN SOKOT TNG
Oepanciog. [Tpwv v évapén g Bepanciag pe Xiliarx Oa mpénet vo dievepyovuvtol SOKILAGIES NTATIKNAG
Aertovpyiog MOTE va €lval YVOOTES Ol TIUEG TOV APYIKOV ETTEd®V ToL aobevoug. H nratikn
Aettovpyia Oo mpémet va Topakorovdeiton katd tn didpketo tng Oepameiog pe Xiliarx ava tpipnva
StoTpaTo Kotd T StipKeLn ToL TP®TOL £T0VG Bepameing Kot Katdmy o€ okt dwustrpota. Ot
acBeveic TOV avOTTOGGOLY ALENUEVO ETITESD TPAVOAUIVACHOV TPETEL VO, TOpaKoAOVBOVVTOL e
devtepn a&loAdYN o TG NTATIKNG AEIToVpYiog TPOKEWEVOL va emPePatmbel To v Adym evpnual Ko
KOTOTY VO, TopaKOAOLOoUVTAL pE GLYVEG EEETAGELG TNG NATIKNAG AErTovpYiog et To/Ta pn
@LGL0A0YIKO/-G evpnual/-Ta vo voyopnoelovy. Edv n avénon g AST 1 g ALToe iun 3X ULN 7
ueyaAdtepn empévet, cuviotdron 1 dtokomn thg Oepanciog pe Xiliarx.

Ot acBeveic mov mapovsidlovv iktepo 1 dAla onpein Tov VIOSEIKVOOVY NITATIKN dvcAgttovpyia Oa
npénel vo, dtakomrovy to Xiliarx.

Metd ) dakonn g Oepanciag pe Xiliarx kot v oporonoinon tov eEeTdoemv NTOTIKNG
dvoiertovpyiog, dgv Ba mpémet va, apyilet Eavd 1 Oepaneio pe Xiliarx.

Kopduokn averdpkelo

Mia kAvikn pedétn pe Brkvtaylmtivn og acBeveig pe Aettovpyikn karryopia I-1T kotd New York
Heart Association (NYHA) €deiée 6t m Oepameio pe Pravtaylmtivn dev oxetiCoviav pe petapfoin ot
Agrtovpyio TG apoTEPNG KOWALOG 1 EMOEIVOGT TPOVHTAPYOVGAG CLLPOPNTIKNG AVETAPKELNG EVAVTL
TOV €IKOVIKOV @apudiov. H kivikn eumeipio oe acbeveic Aettovpyikng karnyopiog NYHA IIT ot
omoiol vroPAnOnkav ce Bepaneio pe PrAvtayAimtivn eivat oo TEPLOPIGUEVT] KO TO, ATOTEAEGLLOTOL

acan| (BA.mapdypopo 5.1).
Agv vrapyet epmeipio amd ™ ¥pNnon g PrAvioylmrtivig 610 TAAIGI0 KAVIKOV 0KV Gg aceveic pe
vo60 Aertovpyikng katnyopioag 1V kotd NYHA kot emopévag n xpion g 0ev GUVIGTATOL GTOVG

GUYKEKPIUEVOLS 0o0EVELS,

AwaTopoyéc Tov 0EPUOTOC

"Eyxovv avaeepbei deppotikég PAaPeg, mov mepthapupdvovy pALKTOVEG Kol eEEAKDOELS, GTA KO
TONKOV o€ TporkAvikéEg ToEtkohoyikée peAéteg (PA. Tapdypago 5.3). [lapdro wov dev mapatnpnOnke
ALENUEVT] CLYVOTNTO EUPAVIOTG OEPHOTIKAOV PAUPOV o€ KAVIKEG SOKIUES, LINPEE TEPLOPIOUEVN
gumelpio o aoeveic e depuaTIKES EMMAOKEC AOY® dafNtn. EmumAéov vanpéav avapopéc uetd tnv
KUKAOQOPIio, TOV PUPUAKOL Y10, TTOUPOAVYDIELS KOt AToPOAd®TIKEG PAGPREC Tov déppatoc. ' To Adyo
aVTO 010 TAOIGLO TG CLVNOGHEVTG PPOVTIONG TOV S1afNTIKOV 0IGOEVOVG, CLVIGTATL M
TapoKoAoVONoN Yo EMITAOKEG Amd TO SEPUA OTWG 01 PAVKTOVEG 1) Ol EEEAKDOELS.

Oé&elo TorykpeaTiTioo,

H ypnion ¢ Privtoylmtivig éxel oyetiotel pe kivovuvo avantuéng oéelag maykpeatitidag. Ot acbeveig
TPETEL VO, EVI|UEPDVOVTAL GYETIKG, LLE TO YOPUKTNPLOTIKO GOUTTOME, THG 0EEING TOYKPEATITIONG.

Av vrdpyet vroyia yio Toykpeatitido 1 fdvtaylmtiviy Tpénel va dtakomtetol. Av emPePformbel n
duayvaon g o&elag maykpeatitidog N rivrayAintivn dev mpénet va enavayopnyeitat. [Ipénet va
dideTon Tpocoyn oe acbeveig pe 16Topkd ofeiog TaykpeaTiTidog.



Ymoylvkoupio

Eivar yvootd 611 o1 covipovurovpieg Tpokaiovy vroyivkaiuio. Ot acbeveic mov Aappdvovv
BrAvtaylmtiv) 6 GLVOVAGHO LE L0 GOVAPOVVAOVPIN UTOPEL VO SLOTPEXOLV KIVOLVO EUPAVIOTG
vroyAvkoupiog. I'a 1o Adyo avtd Ba mpénet va eEetdleTon 1 yopnynon L xounAotepng 66ong
GoVAPOVVLAOLPLaG Yo va petmBel o kivduvog vtoylvkaipiog.

"Exdoya

To @appaxo avtd mepiEyel Aaxtoln. Ot acbeveig pe ondvio KAnpovoukd tpofAnuate Svcaveéiog ot
yYoAoktoln, TANPN aveETAPKELD AOKTACTG 1 KOKT 0moppOPnor| YAUVKOINC-YyolakTtoOlng dev TpEneL va.
TéPoLV AVTO TO PAPLAKO.

To @dpuaxo avtd mepiéyel Aydtepo and 1 mmol vatpiov (23 mg) avd diokio, ivat avtd mov
ovopdtovpe «erevBepo vatpiovy.

45  Aliemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTO KO AALES HOPPES aAANAemiopaong

H mbavomta oAAnAen1dpacemy TG PIAVTOYAMATIVIG LE GUYYXOPNYOVUEVO POPUOKEVTIKE TPOTOVTOL
givar younAn. Kabohg n fravtaylurtivn dev givar vroctpoua tov eviDUIKOD GLGTHNTOC TOV
kutoypmdpatog P (CYP) 450 ko dev avaoctéAretl i) emdyet o éviopa CYP 450, dev givon mbavo va
UAANAETIOPACEL LLE OPOUCTIKEG OVGIEC TOV EIVOL VTOCTPOUATE, OVUCTOAELG 1] ETAYWYEIG TOV
GLYKEKPIUEV®V eVOOLLOV.

2uvovaopudc pe moyArtolovn, LET@opuivn Kot YAvovpion

Ta anoteAéopota amd HeAETEG TOL dlevepynOnKay e ALTd To 0md TOL GTOPATOG AVTIOOPNTIKA devV
£0e1&0v KAVIKG O1UOVTIKEG QUPLOKOKIVITIKEG OAANAETIOPAGELS.

Aryoéivn (vdotpoua tme Pap), Bapoapivn (vrdstpoua tov CYP2C9)

Khvikég pedétec mov dievepyndnkav o vy dropa dgv E6e1Eav KAMVIKE GNUOVTIKES
QOPUAKOKIVITIKEG OAANAETIOpAcElS. Q6TO00, 0T dev €xel Tekunplwbei otov mAnBuoud-cTo)YO.

2uvovaoudc ue aurodurivn, pourpiin, folcaptdvn N cwPactotivn

Atevepynniov pedétec oAnAemiopaong Leta&h TmV QoPUAK®V GE VY GTOUO LE TV AUAOdITIVN, TN
poumpidn, ™ Borcaptdvn kot ) cuPactativr. Ze avtég TIC LEAETEG, dev TapaTnPNONKay KAVIKA
ONUOVTIKES POPUOKOKIVITIKEG OAANAETIOPACELG LETA T GVYYXOpNYNoT Plvtaylmtivig.

2uvovaoudc ue avaoctorsic MEA (avooTtolgic Tov pHeTtatpentikov evEOUOL TNE OYYELOTEVGIVIC)
Mmropei va vTdpyet ovENEVOS Kivouvog ayyelooldnpatog o€ acbeveig mov Aappdvouv Tautdypova
avootoreic MEA (BA. mapaypago 4.8).

Onwg cvpPaiverl pe GALo avTidofnTiKd QoPHOKELTIKA TPOIOVTO OO TOV GTOLOTOC, T) VITOYAVKOLUIKN
dpdion g Prvtaylmtivng propet vo pHetwbel amd cUYKEKPIUEVEC OPAGTIKEC OVGIES, OTIC OTOIEC
nepthappavovtor ot Ogalideg, To KOPTIKOGTEPOELDN, TO BLUPEOELdIKH GKEVACUATO, KO TO,
GUUTOON TUKO LT TUKL.



4.6 Tovipotnra, kinon ku yorovyio.

Kvnon

Agv datiBevtot emapkr] KAVIKA dEG0UEVA GYETIKA [E TN XPNOT TNG PAVTayMmITiving 6€ £YKLO YOVaiKa.
Meléteg og Lmo katédel&av avomoapaymykn To&ikdmta o€ VYNALG dooelg (BA. mapdypagpo 5.3). O

evoeyoOevogs Kivouvog yia tov dvBpmmo glvar dyveootog. Adym Elhenymg dedopévav otov avBpwmo, To
Xiliarx dgv mpémel vo ypnoylonoleital Kot  d1GpKeL TG EYKVUOGHVIG.

Onlocuog
Agyv givol yvooto gdv 1 Privtoylurtivn amekkpivetal 6to 610 avOpmmvo yoka. Melétec o (Do Exovv

dei&er amékipron g Prlvtaylmtiving oto ydla. To Xiliarx dev mpémet va ypnopomoteitat kotd v
dlapketa Tov ONAacoo.

Tovipdtra

Agev £xovv die€oyBel uehéteg yuo v emidpaomn tov Xiliarx oty yovipdtto tov avBpmmov (BA.
napdypapo 5.3).

4.7 Emopaceig 61NV IKOVOTNTA 001]Y1|61G KL YELPICHOD M OVI|LaTOV

Agv TpayHoTOTO 0KV HEAETEG GYETIKA LE TIG EMOPACEIC GTNV TKAVOTNTO 00N YNOTG KO XEIPIGLOD
unyoavnudtov. Ot acbeveig mov aicBdvovion {aAn g avemBOUNTN EVEPYELN TPETEL VO, ATOPEVYOVV TNV
001 YNGoN OYNUATOV 1) TOV XEPICUO UNYavLATOV.

4.8  AvemOOunrteg evépyereg

[IepiAnyn 1oV TPOQIA 0GQAAEING

Agdopéva acpdielog EeOncav cuvoAikd amd 5.451 acheveic pe £ékBeon ot Prkvtayintivn oe
nuepnota 66om v 100 mg (50 mg di¢ nuepnoing) o€ TUXAIOTOMUEVES, SITAA TVPAEC, EAEYYOUEVEG UE
EIKOVIKO PAPLOKO SOKLUEG EAAYIoTNG dudpkelag 12 efdopddmv. ATd avtols Toug acbevels,

4.622 acBeveic Ehafov Privtaylmtivn og povobepamneio kot 829 acheveic Elafov eucovikd GApLAKO.

H mAelovotto, tov avemiBOunNTmV EVEPYEIDY GE AVTES TIG SOKIUEG NTAV NTLES Kol TAPOSIKES, YWOPIg VA
AmOTNoOoLY TN dlakomh TG Bepaneiog. Aev Bpébnke kamowa oxéon petald Tov avembountov
avTdpdoemv Kot ¢ nAkiag, tng ebvikotntog, e dudpkelag Ekbeong 1 TN uepnolag 606G
Yroyhvkoupio iye avoaeepbei oe acbeveic mov rafav BrivtayArtivn Tavtdypova pe
covApovvrovpia kot tvoovAivn. O kivduvog ofelac Taykpeatitidas £xet avapephel e ) xpnon
Bulvtaydmtivng (BA._mapdaypago 4.4).

Katdhoyoc avemQountmyv eVEPYELDV GE TIVAKO

O1 avemBvunteg avtidpdoeig mov avaeépbnkov o acbeveic mov édafav Xiliarx og Sumhd ToEAEG
ueAéteg mg povobepameio kol tpdcbetec Oepaneicc mapatifevion TapakdTo Yo kKibe EvoeiEn ovd
0pYOVIKO GUOTNUA Kol amdAvTn cuyvotnta. Ot cuyvotnteg opiloviar wg moAd cuyvég (=1/10), cuyvéc
(>1/100 émwg <1/10) oyt cvyvég (>1/1.000 émg <1/100) ondvieg (>1/10.000 £mg <1/1.000) oAb omdvieg
(<1/10.000), un yvwotég (dev umopovv va, ektiundoiv pe Bdon to Stabioipa dedopéva). Evioc kabe
KATNyoplog cuyvOTNTAG ELPAVIONC, O avemBounteg evépyeleg mapatiBeviot Katd ebivovca celpd
cofopoTnTaC.



Hivakog 1 AvemOvunteg evépyereg wov avapipOnkay o€ ac0eveic mwov Ehafav Privrayiurtivy
g povolepamneio M wg Oepameio GVVOVLAGHOV GE EAEYYONEVES KMVIKEG NELETES KOL

a7l TV gumEPia PETA TV KVKAOQOpia

Katnyopia/opyaviké cvotnpa - avem@ountn evépyera \ Xuyvotnta
AONAEELS KON TOPUGITAOGELS

Pwooeapuyyitida [ToAd cuyvéc
Aoluwén Tov aVOTEPOV OVOTVEVGTIKOD GUGTHIOTOS 2uyvéc
Awtapayéc Tov petaforiopod kot g Opéyng

Ymoylvkoupio \ Oy ovyvéc
AwTopay£S TOV VELPIKOD GUGTIRATOG

Z6An Xvyvég
Kepoararyia Xuyvég
Tpépovio 2oyvéc
Op0aipukéc dwatapayés

®6Awmon ™G Opaong | Suyvéc
AwTapay£S TOL YOSTPEVTEPIKOD

AvokoMotTo 2oyvEC
Navtia 2uyvéc
l'aotpootcopayikn moAtvopdunon Yuyvég
Aldppota 2oyvEC
Kothako6 dAyog copmepthapfovouévng dvo Kothiog 2oyvEC
‘Epetog Xuyvéc
Metepiopog Oy ovyvég
[Maykpeotitida 2mAviEC
AWTopay£S TOV NTOTOG KOl TOV YOANPOp@V

Hrotitida | Mn yvootéc *
AWTopay£S TOV OEPUATOS KL TOV VTOOOPLOV 16TOV

Yrepvdpwoia 2oyvEC
E&avOnua Suyvég
Kvnoudc Xuyvéc
AgppoTtitidon Xuyvég
Kvidwon Oy ovyvég
IMop@oAymdelg kot amo@oAMdOTIKEG PAGPES dEpUaTOC,

GUUTEPTAAUPOVOUEVOL TOL TOUPOAVYDIOVE TEUPLYOELO0VE Mn yvootég *
Agppotikn ayyeutido Mn yvootég*
AWTapay£S TOL HVOGKEAETIKOD CUGTI|HOTOS KUl TOU GUVOETIKOD 16TOV
ApBparyia Suyvég
Muadyia Suyvéc
AWTapay£S TOL AVITUPUYDYIKOD GUCTIILATOS KUL TOV HAGTOV

21uTikh SucAgttovpyia ‘ Oy ovyvég
I'evikéc 10TOpayES KO KOTAGTAGELS TG 000V (0PN YNONS

E&acOévion Suyvéc
[Teprpepikod oidnua 2uyvEc
Kénwon Oy ovyvég
Piyn Oy ouyvég
Hopoxvikég getdosig

Mn @uc1oAoyikég SOKIUAGIES NTATIKNG AEITOLPYIOG Oy ovyvég
AvEnon copatikov Bépovg Oy ovyvég

* Béioel ¢ eumepiag petd v Kukhopopia.




TIeprypaon smdeyuévav avembountwyv EVEPYEIHOY

Hrazixn dvalerrovpyio,

"Exovv avaeepbel omdvio TEPIOTATIKA NTOTIKNG SLGAELTOVPYING (TEPIAAUPOVOUEVIC TNG NTTATITIONG).
e outd To TEPIOTATIKG Ol asOeVEIG NTAY YEVIKA OCLUTTOUOTIKOL ¥®PIg KAMVIKEG GUVETELEG KOl O
TILES TOV NTOTIKOV SOKILAGLOV EXEGTPEYOAV GTA PUGLOAOYIKA EMIMESA LETE TN OLOKOTN TNG
Oepamneiog. Xe dedopéva amd ereyyopeveg peaéteg povobepamneiog 1 Oepaneiog GuvOLOCUOV S1APKELNG
g 24 efdopddwv, n cuyxvotnTa epedviong tov avénoemv g ALT 1 g AST og Tiun 3x ULN
(ta&vopunpéves g mapoHoES 6 TOVAAYLGTOV dVO SLUOOYIKES LETPTOELS 1 KATA TNV TEMKT] VO
Oepaneia eniokeyn) Ntav 0,2%, 0,3% kot 0,2% yio ™ BraAvtayiurtivn 50 mg pia eopd tnv nuépa,
Brivtaylurtivi 50 mgdvo popég TV NUEPO KOl OAN TO PAPLOKO GUYKPLONG, AVTIGTOY. AVTEG Ol
OVENGELS TOV TPAVOAUVACGHOV MTAV YEVIKA UGV UTTOUATIKES, [T eEEMOCOUEVNS UGG Kot OgV
oLVOEDMKaY e YoldoTOoT 1 IKTEPO.

Ayyerooidnuo.
ZIAVIOL TEPIGTATIKA AyYELO00NATOG £xoVV avaeepOel yia T Brlviaylmtivn og TapOUol0 TOGOGTO e

T PappaKe eEAEYyov. MeyaAhtepo T0G0GTO TEPIOTATIKAOV avapEpOnie dtav 1 PrivtayAmtivn
YOPNYOVVTIOV GE GLVOVAGUO LE EVAV OVOGTOAEN TOV HETATPETTIKOV VDOV TNG AYYELOTEVGIVIG
(Avactoréoc MEA). H mielovoTnta TV TEPIGTUTIKOV GLTOV HTAV NG fapdTNTOC Ko VTOYDPN oY
ue ocvveyllopevn Bepaneio pe Pravraylumeive.

Yroyloxouuio
H vroylvxarpio frav oyt cuyvn 0tav 1 Braviaylutivn (0,4%) ypnoporonke og povobeponeio oe

eleyyopeves peréteg cOykplong pe oynua povodepameiog Le SpacTiKd APLOKO GUYKPIoNG 1] EIKOVIKO
oapuakxo (0,2%). Kavéva o&d 1 coPapod enelcoo1o vroyAvkaipiog dev avapépinke. Otav
ypnoponomdnke emnpdodeta e petgoppivng, n vroylvkopio ppaviotke oto 1% v acbevov
mov Erafav frivtayirtivn kot 610 0,4% tov acbevav mov Ehafav gikovikd eappako. Otav
wpootétnke moyArtaldvn, N vroyAvkapio eppavictnke 6to 0,6% tov acdevdv mov Elafov
Bravtaylmtivn kot oto 1,9% tov acbevav mov Edafoav sikovikd eappako. Otav tpoctédnke
covApovviovpia, 1 vroyAvkopio epeaviotnke oto 1,2% tov acbevaov mov Elafav frivtayimtivn
ka1 oto 0,6% tov acbevav mov rafav eikovikd eappoako. Otav mpoctédnkay GovApovorovpia Kot
UETQOPLLivN, 1 vToyAvKapia epeovicmke 610 5,1% tov acbevav mov ElaPav PrAviaylumtivn kot 6To
1,9% tov acBevov mov éhafav ewovikd gdpuakxo. e acheveic mov Elafov Prlvrayimtivny o
GLVOLAGUO LLE VGOLALVY, 1| cLYVOTNTA ELPEVIoNG Loy Avkarpiag itav 14% ywa ™ Phvraylmtivn ko
16% Yy 10 €1KOVIKO PAPLOKO.

Avagopd mBavoroyovueveov avemBOunNTOV EVEPYELOY

H avapopd mibavoroyoduevmy ovemBountoy evepyeidv PeTd amd T xopynomn GdEwg KUKAOPOPIig
TOV QAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Exttpénet tn cuveyn mapakolovdnon g oxéong
0PEALOVE-KIVOHVOL TOVL POPHOKEVTIKOD TPOTOVTOG. ZNTEITOL amd TOVG EMAYYEALOTIES VLYElNG VO
avVaQEPOLY 0TOlEGONTOTE THAVOAOYOVEVES OvETBOUNTES EVEPYELEG LECH TOV EOVIKOD GUGTILOTOG
avaQopdg Tov avaypdeetol oto [Hapdptnua V.

4.9 Ymepdooolroyia
O TAnpoopieg oyeTIKd (e TNV VITEPSOGOAOYIN Ue PAvTaylmtivy eival TEPLOPIGUEVEG.

ZOUMTOUOTO

Ot TAnpoopieg yio o EVOEYOUEVO GUUTTOUATO VIEPSOGOLOYING EANPONGAV Ao [0l LEAETY] OVOYNG
pe av&avopevn doon o vy dropo mov Erafav Xiliarx exi 10 nuépeg. Xta 400 mg, kataypdonkoy
TEPMTMOGELG LVIKOV AAYOLE KOl LEUOVMUEVE TTEPLGTATIKG EAAPPLAC KoL TOPOIIKNE Tapatcinciag,
TLPETOV, 01ONUATOG KAODS Kot Tapodtkng avénong Tov emmédwy Amdone. Xta 600 mg, évag
GUUUETEY®V TOPOVGIOGE 0IdN U 6Ta TOSLN Kot Ta ¥EPLEL, OLENGELG TOV EMTESMV TNG KPEUTIVIKNG
ewopokvaong (CPK), tg acmaptikig apvotpoavepepaong, (AST), tng C-avtidpmdoog TpoTeivng Kot
™G uoo@arpivig. Tpelg GAALOL GUUUETEYOVTEG EPEAVIoAY 0idN U oTa TOd10, e Tapaictncio o 6v0



ePUTAOCELS. OLal TO GUUTTOLOTA, KOl OAEG O L1 PLGLOAOYIKES EPYACTNPLUKES TILEG DITOYDPNCOV
Yopig Bepameio peTd TN O1KOTH TOV PAPUAKEVTIKOD TPOIOVTOG TNG LEAETNG.

Avtiuetomion

e mepinton vIePO0GOA0YING GLVIGTATAL VTOGTNPIKTIKY avTipetdmion. H flvtayiintivn dev pmopel
vo amopokpuvlet pe apodtblon. Qo1060, 0 Kiplog petaPforitng vopdivong (LAY 151) propei va
amopakpuvlel pe apodtALoT).

5. OAPMAKOAOI'TIKEX IAIOTHTEX

51 ®appoxodvvopkis 1010TNTES

Doppokobepamentikn katnyopio: OApUOKE TOV YPTGYLOTOIOVVTIOL GTO SLOP1TT, OVAGTOAELG TNG
dumentidvhkng tentddong 4 (DPP-4), kwdwog ATC: A10BHO02

H Buiivtaylumtiv, péAog g opadog TV EVIGYLTIKMY TNG AEITOVPYING TOV VNodimv, gival £vag
1oYLPOG Kol EKAEKTIKOG avacToréag Tng DPP-4.

Mnyovicoc dpdong

H yopnynon Pikvtaylmtivng odnyel o toyeia Ko TANpn avacstodn s dpactnprotntog g DPP-4 1
omoia £xel WG OmOTELEGUA AVENUEVA EVOOYEVT] ETIMEDD GE KATAGTAON VNOTEIOG KO LETAYEVHLOTIKA
TOV WKpeTVOV oppuovav GLP-1 (rertidio 1 npocopotdlov ue yAvkayovn) kot GIP (eEaptdpevo amd
™ YAVKOLN VGOLAVOTPOTIKO TOAVTETTION).

Dapuokodvvakic emOpUcELS

AvEAVOVTOG T EVOOYEVT EMUMESN AVTMV TMV WVKPETIVOV OPHOVAV, 1 BrAvtayltivn evioybetl Tnv
gvooOnoia tov B-kuttdpov ot YAVKOLN, 0dNydvTag o€ PeATiopévn eEaptdpevn omd T YAvkoln
éxkpion wveovAivng. H Oepancio pe 50-100 mg Braivtaylumtivig v nuépa oe acbeveig pe dtafmm
TOmov 2 Peitinoe onUAvTIKA TOVg deikTeg AetTovpyiag TV B-KLTTAp®V TEPILUUPOVOUEVOL TOV
HOMA-B (Homeostasis Model Assessment -), tng avoloyiag TpoiveovAivng Tpog VGOoVAIVY, Kot ToV
UETPNGEMV TG AVTUTOKPIOT|G TOV PB-KUTTAP®Y amd TN SOKIUAGIO OVOYNG TPOPNG UE GLUYVI ANy
deryudrov. Te un dwafntikd (ue puotoAoyikn yAvkoio) dtoua, n frlvtayArtivn dev dieyeipel Tnv
£€KKPLOT LVGOLAIVIG KOl €V LELDVEL TaL EMIMESA YAVKOLNG.

Av&avovtog ta gvooyevn emimeda GLP-1, n frlvtaylmtivn evioydel eniong v evaicincia tov a-
KUTTAP®V oT1 YAVKOLN, 0dNydvTag g PEYOADTEPT EKKPLOT) YAVKOYOVTG KATAAANANG G TPOG TOL
emimeda yAvkolng.

H evioyvpévn adénon g avoroyiog veoviivng/yAvkaydvng Kotd T StdpKela TG VIEPYAVKAIOG
eEautiag avENUEVeV EMTESMV WVKPETIVOV OPLOVAOV 00NYEL G€ PEI®OT TNG NTOTIKAG TOPOYMYNS
YALKOING G€ KOTAGTACT VIOTELOG KOl LETOYEVUATIKA, 00N YDOVTOS OE UELOUEVT YAVKOLLIO.

H yvoot enidpaon tov avénuévov emnédov GLP-1 oty kabvotépnon g YaoTpikig kKEvong oV
mapotnpeitan pe ) Oepameio pe rivrayAurtivn.



KAk ommoteAeoUoTIKOTNTO KOl 0GQAAELD,

[eprocotepor amd 15.000 acheveic pe dafntn TOmOL 2 GUUUETEIYOV GE SITAQ TOQAES ELEYXOUEVES UE
EIKOVIKO PAPLOKO 1 OPACTIKT OVGI0 KAVIKES BOKIUES SIAPKELNG EMG KOl TAV® amd 2 €T1). L& AVTEG TIG
perétes, n Privtayltivn yopnyndnke oe mepiosdtepovg and 9.000 acbevelg oe nueprole d00ELS TV
50 mg (Gmag nuepnoing), 50 mg dic nuepnoing 1 100 mg dnaé nuepnoing [eprocdtepot amd

5.000 avdpeg ko mepiocotepeg amod 4.000 yuvaikeg acbeveig Erafav frivtayiirtivn 50 mg dmaé
nuepnoing 1 100 mg nuepnoing. Mepiocdtepot amd 1900 acbeveic Elafav Privrayimtivy 50 mg
ama& nuepnoing 1 100 mg nuepnoing kot frav nAkiog > 65 etdv. Xe avtég TIg SOKIUEG, 1
Brivtaylutivn xopnyndnke g povobepancio o acbeveic pe dafntn Tomov 2 wov dev elyav Aapel oTo
mTapeOv Bepameio 1 o GYAIO GUVOLOCUOV G€ acheVEIC TOL deV Eiyov EMTVUYEL EMAPKT ELEYYO TNG
vooov Le AL avTISPNTIKE QOPUOKEVTIKAE TPOIOVTAL.

2uvolikd, 1 frlvtaylmtivn Pedtioce Tov YAUKOLUIKO ELeyy0 OTAV XOpNyNONKe ¢ povobepameio 1
otav ypnoponomdnke oe cuVOLAGUO LE LETQOPLLIVY, Lo GOLAPOVLAOLPia Kot pa BelloAdvedidvn
OTmMG HeTpNONKE amd KAVIKA GYETIKES PELDOELS amd T1g apykés TG TS HbA1c 610 KoTaAnkTikd
onueio g peréng (BA. ivaxa 2).

Y KMVIKEG SOKIUES, To Péyeog Tav petwoemv HbALC pe ™ Pvtaylutiviy ntav peyaidtepo o€
acOeveic pe vynrotepa apyka emineda HbAC.

Yg o, SurAd TVEAN, eEAeyyOuevn dokiun duapkelag 52 efdopddmv, n flvtayiurtivy (50 mg dig
nuepnoing) peivoe ™mv apyikn HbA katd -1% évovt peiwong -1,6% yia ™ petopuivn
(tithomomuévn o€ 2 giMuépa) dev emetedydn otatioTikn U katotepotnta. Ot aobeveic Tov Erapav
Bepaneio pe Priviaylmtiv avépepay oNUAVTIKA YOpUNAGTEPES EMMTOCELS AVETIBOUNTOV EVEPYELDV
a0 TO YOOTPEVIEPIKO GUOTNA £VOVTL QLTAOV ToL EAafayv Bepameia pe peteoppivn.

e o SImAG VAR, eAeyyOuevn dokiun didpkelag 24 gfdouddwv, n frivtayirtivy (50 mg dig
nuepnoing) ovykpidnke pe t pootyAtaldvn (8 mg drnaé nuepnoing). Ot péoeg peidoeig oy -1,20%
ue ™ Pvtoyiurtivn ko -1,48% pe ) pooryhtalovn o acbeveic pe péon apywkr HbAsc 8,7%. Ot
acbeveic mov Elafav pootryAitalovn mapovsiacay péon avénon tov Bapovg (+1,6 Kg), evd avtoi mov
éhapav Brlvtaylmrtivn dev mapovoiocav avénon tov Bapovg (-0,3 kg). H enintmon tov mepipepikod
010N LLOTOG TV YapMAGTEPN OTNV opdada NG PrAviayAurtivig arm’ 6tl otnv opdda g poltyATalovng
(2,1% évovt 4,1% avtictorya).

Yg po KAVIKN dikun dokiun, dtapkelag 2 etdv, 1 Prkvtoyiurtivn (50 mg dig nuepnoing) cuykpidnke
ue ™ yAuhalion (fog 320 mg nuepnoing). Metd amd 2 xpévia, 1 uéon peioon otnv HbA

nrav -0,5% pe ™ Privrayimrtivn kat -0,6% pe ™ yAkAalion, amd po péon apykn tiun 8,6%.
2T0TIoTIKN YN Katotepdtnta dev emtedydnke. H Bbvtaylmtivn cuoyetiotnke pe Aydtepa
vroyAvKoutkd ovppdpozo (0,7%) amd 6t yAuhalion (1,7%).

Ye o dokiun dapketag 24-fdopddmv, n fkvtayirtivy (50 mg dig nuepnoimng) cuykpidnke pe
moyArtalovn (30 mg dra& nuepnoing) oe acbeveic mov puOuiloviav avemapkdg pe pet@oppivn (Héon
nuepnota 66om: 2020 mg). Ot péoeg pewwoslg and v apykn HbAz: tov 8,4% ftav -0,9% ue
Buvtaylutivn mpooTifEpuEVN oty peteopuivn kot -1,0% pe tn moyhMralovn Tpootifépevn oty
petoppivn. Mia péon avénon Papovg +1,9 kg mapatmpndnke oe acbeveic mov ehdpupovay
moyATalovn TpooTOEuEV 6T peTPoppivn o ovykplon pe +0,3 Kg og awtodg mov edupavoy
BrAvtoyAumtiv TpooTIOEUEVT] GTIV UETQOPLLIVT.

e o KMvikn dokiun, didpketog 2 etav 1 Pravtayiurtivy (50 mg dig nuepnoing) cuykpiOnke pe
yAMpempion (og 6 mg nuepnoing — péon 66on ota 6vo étn: 4,6 mg) og aobeveic mov elduPfovay
petpoppivn (uéon nuepnota d6om: 1894 mg). Metd amd 1 £€tog o1 péoeg peiwoelg otnv HbA.

nrtav -0,4% pe ™ Prkvtayimrtivn poctiBépevn oty peteoppivn kat -0,5% pe ) yAyempion
TPOOTIOEPEVT OTNV HETQOPUIVN, omd o péor apyikn tiuq HbAse 7,3%. H alhayn 610 cmpotikd
Bapog frav -0,2 kg pe t Privtayhmtivy Evavtt tov +1,6 Kg pe ) yhpempion. H cuyvomto
EUPAVIONG TNG VTOYAVKOUING )TV ONUAVTIKG YoumAotepn oty opuddo g Brivtayumtivig (1,7%)
amd avt oty opada g yAuenmpiong (16,2%). Xto telikd onueio ¢ peAémg (2 £tn), ot TIHEG TNG
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HbAc ftav TopOUOIES LE TIG apYIKES TIEG KO 0TS 000 opddeg Oepaneiag evdd ol aAlayic 6To
oouatikd Bapoc Kat ol SLPOoPEG TNV VITOYAVKOLLUO TAPEUEVAY.

e pia KMvikn dokun dtdpketag 52-gfdopddwv n Bkvtayrmrtivr (50 mg 600 opég Thv nuépa)
ovykpidnke pe ™ yakholion (uéon nuepnota d6on: 229,5 mg) oe acbevei mov dev eEAéyyovTav
EMAPKADG PE HETQOPUIVI (1 apykn ddom peteopuivig ntav 1928 mgmuépa). Metd and 1 étog ot
uéoeg peinoelg otnv HbA tav -0,81% ue Brivraylmtivn npoctifépevn ot petgopuivn (uéon
apywn tun HbAL 8,4%) kat -0,85% pe yAuchalidon mpootiBépevn ot peteoppivn (LEoM apykn Tiun
HbA1c 8,5%). Ztotiotikd 1 un katwtepdtnta enetedydn (95% CL -0,11 - 0,20). H petaporn tov
ocouatikoy Bapovg pe ) Plvtoyimrtivy ftav +0,1 Kg o€ ohykpion pe mpocinyn +1,4 kg pe ™
yAuchalion.

H amoteieopatikdTTa T0L GUVOLACUOV GTABEPOV dOGEMV PIAVTUYMATIVIG KOl LETQOPUIVIG
a&roroynonke (otadiokd TrtAomotovpevn og wa 6o 50 mg/500 mg 6o popég v NuEPA 1

50 mg/1000 mg 800 popég Tnv Nuépa) o€ pia dokiun 24-efdopddmv wg apyikn eponreio oe aobeveig
oV 0V glyav AAPeL TPONYOLUEVOS PAPUOKEVTIKY] aywyn. H BiAvtaylurtivn/petooppiivn

50 mg/1000 mg 6vo popéc v nuépa peimoe v HbA katd -1,82%, 1 rlviayArtiviy/ueteopuivn
50 mg/500 mg dvo popég v nuépa katd -1,61%, n petpopuivn 1000 mg dHo eopég v nuépa

xatd -1,36% xou n Privrayirtivin 50 mg 600 eopég v nuepa kotd -1,09% amd o péon apytkn TN
HbA:. 8,6%. H peimon otnv HbA:c mov mapatmpribnke oe acbeveic pe apykn tur >10,0% ftav
UEYOADTEPT).

Mol TOAVKEVTPIKT|, TUYOLOTOINUEVT], OITAG TUQAY], EAEYYOUEVT] LE EIKOVIKO PAPUAKO OOKIUN SIOPKELNG
24 gBdopadmv d1e&nyin o va a&loroynOei to amotédeoua tng Bepaneiag pe Pravrayiurtiviy 50 mg
dmoé nuepnoing oe cOYKpLon He ekovikd edappako oe 515 acBeveic pe dafrtn tHmov 2 Ko pétpo
veppkn dvoiertovpyio (N=294) 1| coPapr| veppikn dvciettovpyia (N=221). To 68,8% kot to 80,5%
TV aclevov e HETPLO. Kot GoPapn VEQPIKT duehertovpyia avtictoryo vrofdiloviay ce Bepomeio pe
woovAivn(puéon nuepnota d6omn 56 povadeg kai 51,6 povadec avtiotouyo) apyikd. Xe acbeveic e
HETPLO. VEPPIKT] ducAgttovpyio 1 frlvtaylurtivy peimoe onpovtikd v HbAL 6tav cuykpifnke pe to
€IKOVIKO pdppako (Stapopd katd -0,53%) amd Eva péco apyikod eninedo 7,9%. Xe acbeveic e cofapn
VEQPIKN VEPPIKT dvohertovpyia 1 flvtayiutivn peiwoe onpoavtikd v HbA;: étav cuykpiOnke ue
TO EIKOVIKO Qdppako dtapopd (dtapopd -0,56%)amod Eva péso apykod eninedo 7,7%.

Ae&nyOn pio Tuyoromomuévn, SITAG TVEAR, EAEYXOUEVN UE EIKOVIKO QAPUOKO KAVIKT OOKLUN
duapkelag 24 efdopddwv oe 318 acbeveig yia vo agloloynbei 1 omoTEAECUATIKOTNTA KOt 1) 0GPAAELD
g Privtayimtivng (50 mg dVo popég TV Nuépa) og cuvdvacud pe peteoppivn (= 1500 mg v
nuépa) kot ykAuempion (=4 mg mv nuépa). H plvtayiumtivn oe cuvovacud e pet@oppivn Kot
ykAMpempidn peimoe onuaviikd v HbAIC 68 6Oykpion pe to eikoviko pappoko. H mpocapuoouévn
070 €IKOVIKO Aapurako peiwon and ) péon apykn Ty HbAic mov rav 8,8% ftav -0,76%.

Ae€nyOn pio Tuyoromomuévn, SITAG TVPAR, ELEYXOUEVN LE EIKOVIKO QAPLOKO KAIVIKT OOKIUT GE

449 aobeveig didpketog 24 gfdopddmv yia va a&loAoynOel | ATOTELECUATIKOTNTO KOL ) ACOPAAELD TNG
Buivtaylutivig (50 mg dvo gopéc v nuépa) oe cuvdvaoud pe pio otabepn 06on Pactknig N
TPOAVOAUEUELYLEVTG IVGOVATVT G (LEom Muepnola doom 41 Lovadec), e TavTdypovn XpHom
petpoppivng (N=276) 1 yopic tavtdypovn ypnon petpoppiving (N=173).H filvtayiurtivny og
ovvdvaoud pe voovAivn peimoe onpavtikd v HbAL: 6€ o0yKpion e To EIKOVIKO PAPLOKO. XTO
GUVOAKO TANBLG O N TPOGUPUOGUEVT GTO EIKOVIKO QAPLOKO UECT] UEIMOT] OO Lo LEGT OPYIKT] TN
HbA1. 8,8% ntav -0,72%. Xt vroouddec mov Edafav WoovAivn ue ) ywpig Tantdypovn yoprynon
LETPOPLIVIG 1| TPOGUPUOGUEVT] GTO EIKOVIKO PappoKko péon peiwon oty HbAs: ftav -0,63%

kot -0,84%, avtictoya. H cuyvotnta spepaviong vroyAvkaiog 6to cuvorkd tinbovoud nrav 8,4%
kot 7,2% o11g opuddeg TG PIAVTAYATTIVIG KOl TOV EIKOVIKOD @apudkov avtiototya. Ot acbeveic mov
edppavov Bvtaymtivn dev Topovoiacay avénon copatikod Bapovg (+0,2 kg) eve avtég mov
eMGpPavoy EIKOVIKO PAPLOKO Tapovsiocay peimon copatikod Bapovg (-0,7 kg).
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Xe pia GAAn perétn ddpkelag 24 efoonddwv oe acbeveic e TepLoOTEPO TPOYWPNILEVO dLofnTn

TOTOL 2 OV gV EAEYYOVTOL EMAPKMG LE VGOVAIVN ([LEom dOom Pparyeiog Kot TapaTeTapEVNG OpAoNS
woovAivng 80 1U/day), n uéon peimon oty in HbA1c 6tav mpoctifeto Bikvtayiurtivn (50 mg dbo
QOPES TNV MUEPA) NTOV CTOTICTIKA CNUOVTIKG LEYAADTEPT) ol O, TL L€ TO EIKOVIKO QAPUOKO KOl
wvoovArivn) (0,5% évavtt 0,2%). H cuyvotnta epuedvions vmoyAvKoipiog nTav xoauniotepn otnv opddo
g Privtaymtivng amd 0Tl 6TV Opdda TOL EIKOVIKOD @apudikov (22,9% évavtt 29,6%).

AeEnyOn pia d1dpketog 52 gfdopadmV, TOAKEVIPIKY|, TUXOOTOUEVT), OUTAL TUPAT LEAETY GE
acBeveic pe d1aPnn TOTOL 2 Kot GLUPOPNTIKT KOPOLOKT averdpkeln (Aertovpyng Katnyopiog I-111
katd NYHA) yia va aloloynoetl v enidpacn tng frivrayiirtivng 50 mg 600 popég tnv nuépa
(N=128) og cuykpion pe ewoviko edpuaxo (N=126) oto KAdopo eEmbnong apiotepng Kotkiog
(LVEF). H Bilvtaylmtivn dev cuoyeticOnke pe aAlayn otn Asttovpyio g aplotepng Kotiog 1
emdeivmon mpobndpyovcag cvupopntikng kapdtakng averdpkelag (CHF). Ta eEstalopeva
KOPOLOYYELOKE TEPIOTOTIKG NTAV GTO GOVOAD TOLG 1GOPPOTTNUEVE. YTNPEAY TEPIGTOTEPD, KOPOLOKE
cuppapata otovg acbeveic pe kapdiokn| avemdpkela Karnyopiog I katd NYHA vrd Biivtaylutivn
GUYKPLTIKA pe TovG acBevelg vd eucovikd edppaxo. [apdra avtd, vIPXAV AVIGOPPOTIES VITEP TOV
EIKOVIKOD QUPLLAKOD GTO OpYIKO EMITESO KOPILOYYELONKOD KIVOUVOL Kal 0 aplOUdg TV TEPIOTATIKAOV
Nrav younAdg epmodifovas g eaywyn coemv copnepacudtov. H flvtaylmtivn peiooe
onuovtikd v HbAlc cuykpvopevn e to gucovikd gdppoxo (dapopd 0,6%) amd pia péomn apyikn
Tipn 7,8% kotd v fdopdada 16. Ztnv vroopdda aclevav pe kapdioxn avemdpkeia karnyopiog 111
katd NYHA 1 peioon oty HbAlc ftav xaunAdtepn o€ GUYKPION UE TO EIKOVIKO PAPUOKO OAAL TO
copmépacpa ovtd teplopileror amd to pikpd apBpd tov acbevadv (N=44). H cuyvotta eppdviong
VROYAVKOLiRG 6TOV GuVOAKO mAnBuond nrav 4,7% kot 5,6% oty opdda e PrivtayMmtivig Kol Tov
EKOVIKOD QOPUAKOL aVTIoTOLYO.

AeEnyBet pio TEVTAETG TOAVKEVTPIKT, TUYALOTOUEVT, SImAG TVEAY perétn (VERIFY) e acbeveig
pe droprtn toHmov 2 yio v a&lohdynon g enidpaong piog Tpmiung Bepareiog cuvdvacpo pe
Brivtaylmtivn kot petopuivn (N=998) évavtt mpdtumng apyikng povobepameiog Le LETQOPLIVN
axoAovBoipevn and cuvdvacuod pe Pravtoylutivn (opdada dradoyikng Bepaneiog) (N=1.003) og
veodayvocobévteg acbeveic ue dwafrtn tomov 2. To oyua cuvdvacuov Brivrayirtivng S0 mg dvo
@opéc nuepnoing pali pe LETQOPUIVN Eixe OC ATOTELEGILOL IO GTATIOTIKG Kol KAVIKG GTUOVTIKN
OYETIKN Hel®OT TOL KIvdHVOUL Yo «xpovo Emg TNV emiPePaimon g amotuyiag TG apykng Oepameiog
() HbAlc >7%) évavtt povoBepamneiog pe petpopuivn og acheveic pe drafnn tomov 2 mov dev
gyav Mapet Oepaneio katd ™ dudpkela g Setovg uerétng (HR [95% CIJ: 0,51 [0,45, 0,58], p<0,001).
H ovyvémra anotvyiog e apyikns Bepameiog (tip HbAle >7%) frav 429 (43,6%) acBeveig otnv
opada Bepaneiog cuvévacpov kot 614 (62,1%) acBeveic otnv opdda dradoyikng Bepameiac.

Kapdrayyeraroc xivovvog

AeEnyOn pio peta-avaAvon og TaTomoMUEVE aveEAPTNTO KOl TPOOTTIKA KOPIOYYEIKA TEPIOTATIKA
a6 37 kKhvikég peléteg povobepameiog kot Ogpomeiog cuvdvacuov edaong I kot IV dudpkelag Emg
v tov 2 ypdvev (uéon ékBeon 50 efdouddsg yio T PrivtayAurtivn kat 49 efdouddsg yio ta
oappoka cOyKplong) 1 onoio £6e1Ee 0t 1 Oepameio pe Privrayiintivn dev oyetilovtay pe avénon tov
KAPSLOYYELNKOV KIVOOUVOL EVaVTL TV Qaprakwov cOykpiong. To ohvleto kaTaAnktikd onueio twv
TavTomomuévav peilovov avembduntov kapdiayyeiokdv coppapdtov (MACE)
ouopmeptAapPoavopévou 0£€0g EPPPAYILOTOS TOV LDOKAPSIOV, aryYELKOD EYKEPUAIKOD ENEIGOOI0V 1)
Kapdlayyelonkov Bavatov NTav TapopHotlo yio T PIAVIayAmTivi £VOVTL TOV GUVOLOCHOD SPUCTIKOV Kol
EIKOVIKOV papuakmyv obykplong [avaioyia kivddovov Mantel-Haenszel (M-H RR) 0,82 (95% AE
0,61-1,11)]."Eva peifov avembdunto kapdiayyeiokod coppapc (MACE) cuvépn otoug 83 amd tovg
9.599 (0,86%) acBeveic mov Ehafav PrivtayAirtivn kot 6Tovg 85 amd tovg 7.102 (1,20%) acbeveig
7ov éhapav edpuoako cvykpiong. H a&lohdynon kabe pepovouévov peilovog avemtdountov
kapdiayyetokol ovufdauatog (MACE) dev £6eiée kamoto avénpévo kivouvo (tapopoto M-H RR).
Soppdpoata emPeforopévng KapdloKng OVETAPKELNS To. 0TToio 0pilovTal MG KOPOIOKT OVETAPKELL TOV
amotel voonieia 1 véa epedvion Kopolokng averdpkelog avapépbnkav og 41 (0,43%) acbeveig mov
ElaPav Pravtaylutivn kot o€ 32 (0,45%) acBeveic mov Ehafav pdapuako cvykpiong ue M-H RR 1,08
(95% AE 0,68-1,70).

12



ivokog 2 Kopro amoTeAE6ROTO OTOTEAECUUTIKOTN TS TG PIAVTOYAITTIVIG 6€ ELEYYONEVES NE
EIKOVIKO QAPIOKO dOKLPEG NE GYNNOTO HovoOEPUTEINS Kol 6€ dOKIUEG NE TPOoOETES
0gpomeieg svvévaopov (TAnBvopog ITT KOPLEG OTOTELEGUATIKOTNTAS)

Eleyyopeveg pe e1koviko Méon Méon petaforn Méon petaforn g

QappoKo nehéteg pe cyNpuaTo. apyuk Ty amo v apikyy  HbAu: (%), pe d16pOoon

povoOepameiog HbA:c (%0) Ty ™ HbA MG TPOG TNV EMiOPaO)

(%) Tqv TOV EIKOVIKOD
efoopada 24 PUPUAKOV, TNV
epoopada 24 (95% Cl)

Merét 2301: Bikvtayiurtivy 8,6 -0,8 -0,5* (-0,8, -0,1)

50 mg d1¢ nuepnoing (N=90)

Melétn 2384: Bilvtayhurtivn 8,4 -0,7 -0,7%(-1,1, -0,4)

50 mg d1¢ nuepnoiong (N=79)
*p < 0,05 yio cOykpion EVOVTL TOL EKOVIKOV

PUPLAKOV
Melréteg ne mpdobeTn
Oepamneia/Oepaneio cvvovaopoD
Bulvtaydurtivn 50 mg dig 8,4 -0,9 -1,1* (-1,4, -0,8)
nuepnoing + peteoppivn (N=143)
Buivtayimtivn 50 mg nuepnociog 8,5 -0,6 -0,6* (-0,9, -0,4)
+ yhpempion (N=132)
BulvtoyAurtivny 50 mg dig 8,7 -1,0 -0,7* (-0,9, -0,4)
nuepnoing + moyiralovn
(N=136)
BulvtoayAurtivny 50 mg dig 8,8 -1,0 -0,8* (-1,0, -0,5)

nuepnoing + petpoppivn +
yhuempion (N=152)
*p < 0,05 yio cOykpion EVOVTL TOL EIKOVIKOD
QOPUAKOV + TOL PAPUAKOV GUYKPLIONG

Houdwotpikdc TAnbovoudc

O Evponaikdc Opyavieopog Gapudkmv Exel dOGEL amaAloyn omnd TNV VIoYPEMSN VIOBOANG TV
OTOTELEGUATOV TOV PEAETOV UE TN PIAVTOYAMITIVI] 08 OAEG TIC VTTOKOTNYOPIES TOV TOSLOTPLKOD
TANBvuopoL pe cakyapdon dafntn Tomov 2 (BAEne mapdypapo 4.2 yio TANPOPOPIieg GYETIKA e TNV
TOLOLOTPIKT XPNON)-

52 ®appoxoxiviTikés 1010t TES

Amoppoéonon

Metd amd yopRyNnon amd TOV GTOLOTOC GE KATAGTOOT VNoTelag, 1 flvtayMativn amoppopdtal
TAYEDG LE TIG HEYIOTEG GLYKEVIPADGELG GTO TAAC UM Vo Tapatnpovvion o€ 1,7 dpec. H tpopn
KaBvotepel ELAPPDG TOV ¥POVO MG TN HEYIOTN GLYKEVIPMGT| GTO TAGGLO TTOV EMITLYYAVETOL GE
2,5 wpec, aAld dev petafdirel tn ovvoriky £kbeon (AUC). H yopfiynon g Prhvtaylumtivig pe
TpoeN 0d1ynoe oe PEUEVN Crmax (19%). Qot600, T0 péyebog TG petaforng dev ivor KAvikd
OMUOVTIKO, e 0moTéAET O, VO, pmopel va yopryeitar o Xiliarx pe 1 yopic tpoen. H amdiv
Blodrabecipdmra givar 85%.

Koatavoun

H oOvdeon g frlvtoyhmtivig pe Tig tpwteiveg Tov mAdopatog ivat yapnin (9,3%) kot n
Brivtaylutivn kotavépeton e€icov 610 TAdGHA Kot T epuBporvTTapa. O HEGOG GYKOG KATAVOUNG TNG
Bukvtaylmtivg o otabepn katdotaon uetd and evooprifia yopnynon (Vss) eivon 71 Aitpa,
VTOINADVOVTOC EEMAYYELNKT KOTAVOUN.
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Buougtooynuatiopde

O petafoliopodg givar n KOpla 006¢ amEKKPIoTG TG PrAviaylmtivig oToug avBpdmovg,
avtimpoconedovtag to 69% g doonc. O kdprog petaforitng (LAY 151) eivor @apuokoroyikd pn
dpaoTiKOG Kot glval To TPoidv VOPOAVOTG TNG KLAVOLAOAS, AVTITPOG®TEVOVTAS TO 57% g ddoNC,
akoAovBovEVO ad TO YAVKOVPOVISLO Kot Ta TpoidvTa vopOIvoNg opdimy (4% g 66ong). In vitro
dedopéva oe avBpMOTIVO LKPOSHUOTIO VEPPOD VITOSEIKVHOLV OTL 0 VEQPPOG UTOPEL va glvar Eva omd T
KOPLEL OPYOVEL TTOV GLVELGPEPOVY GTNY VOPOAVOT TG PIAVTAYALTTIVIIG GTOV KVUPLO OVEVEPYD
petaforitn g LAY151. H DPP-4 cupfdiiet pepikadg otnv vopoéAvon g PrAviayiurtiving Bdoet
o in vivo pehétng oe apovpaiovg pe Edketyn DPP-4. H Bulvtaylmtivn dev petaforiletor amod ta
évlopa CYP 450 o mocotikd tpocdiopicipo faduod. Avardymg, n petaforikn kaBapon g
Biivtaylurtivng dev avapévetot va ennpeactel omd GLYXOPYOUHEVE PAPLLOKO TOV Elval ETOyYElg
N/xor avoaotoreic tov CYP 450. Mehéteg in vitro koatédei&ov 6t n PraviayAmtivn dev
avoaotéelendyetl ta éviopa CYP 450. Enouévac, n Praviaylmtivy dev givar mibavo vo exnpedoet )
petaPforikn] KaBopon cuyyopnyodpevev eoppixev mov petaforilovral omd ta CYP 1A2, CYP 2C8,
CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 W CYP 3A4/5.

AmofoAn

Metd amd yopiynon amd tov otoparog [MC] priviaylmrrivng, mepimov to 85% tng d6omnc
ATONOKPVOVONKE PEG® TV 0VP®V Kot To 15% g doonc péow tev kompavav. H veppixn amékkpion
g avaiioimtng Privtaylmtivig amotelovoe to 23% g doomng petd amd yoprynomn and Tov
oTOUATOG. MeTA amd evOoPAEPLO YopIYNGT OE VY GTOE, | OAKT KAOOPOoT) 6TO TAAGO KOl 1) OAIKT
veepikn kaBapon g Privtayiurtivig sivan 41 xon 13 I/h avtictorya. H péon nuilon yo v
ATOUAKPLVOT HETA amd EVOOPAEPLO yopnynon givar mepimov 2 dpeg. H nulon yio v aropdikpouven
petd and yopnynon amd ToL GTOUATOS Eval TEPITOV 3 DPES.

Cpoppukdtnta/un ypopukdmeo
H Chnax Y100 T BrlvtoyAurtiv Ko 1) Teployn Kato omd Ty KaumbAn cuykévipmons-ypovov (AUC)
avéNOnke oe oxeddv avdAoyo TPog T 606N TPOTO GTO EVPOC TV BEPATEVTIKMDV SOCEMV.

XopoKTNPLoTIKA o€ £101KéC opddec achevdv

Dolo

Agv mopatnpiOnioy KMViIKd GYETIKEG S10POPEG OTN PAPUAKOKIVITIKY TG PrhvtayAirtivng puetaly
AVOPMV KOl YUVOIKAV VYDV OTOUOV EVTOS EVPEOC PAGUATOG NALKIoG Kot OgikTn nalog cOUaTog
(AMY). H avootoAr] ™ DPP-4 and ) frlviayAurtivn dev ennpedletorl and 1o @oAo.

Hlikiwouévor

e vy nukiopéva dropo (> 70 £1dv), 1 cuvolikn ékBeon ot Pravtayiurtivy (100 mg drag
nuepncing) avénbnke kotd 32%, pe 18% avénon g UEYIOTNG GLYKEVIPMOONG GTO TAUGUO GE
obOykpton pe véa vy dropa (18-40 etdv). Qotdo0o, avtég ot petaforég dev Oewpovvtar KAMvIKG
oyetikéc. H avaotodn tng DPP-4 ard ) Brhvtaylmrtivn dev emnpedleton amd tnv nAkia.

Hronikn dvalertovpyio

H enidpaon tov datapoydv TG NTOTIKNG AEITOLPYING OTI POPUAKOKIVITIKY TG PrlvtayAmtivng
ueAethOnke og acOeveic pe Nma, pétplo Ko cofapn nratikn dvcieitovpyio Bacel tov Pabpoloyidy
Child-Pugh (mov kopaivovtor and 6 yia fma £o¢ 12 yia sofapn) oe obykpion pe vy dropo. H
éxBeon ot PrlvrayAmrtivn petd and epdmas d6omM o 0oOEVELG e NTTIOL KO LETPLO. NTTOLTIKN
dvoiertovpyio rav petwuévn (20% kot 8% avtictoya), evd 1 ékBeon otn PrAvtaylurtiv yia
acbeveic pe coPapn dvciertovpyio frav avEnuévn kotd 22%. H péyiot petaforn (abvénon 1
peioon) g éxbeong ot Privtaylmtivy eivar ~30%, m10606To OV dev Bempeitar KMVIKE oETIKO.
Agv mopatnpnnie oyéon HeTaEL TG PapdTNTOG TNG NTATIKNG VOOOU KOl TV UETAROAMV NG £kBeonc
o™ PrAvtoyluetiv.
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Negpixn dvoieitovpyio

Ate&nyBet par avory T SoKIU TOAAUTAGY 0OGE®V Y10 va, aElohoyNOel 1 POPLAKOKIVITIKY TV
KatdTeEPNG Bepamentikng d6one ¢ Privtayhurtivn (50 mg dra& nuepnoing) oe acbeveic e Tokilov
Babuov xpovia veppikn dvciertovpyio kabopilopevn amod v kdBapon g kpeatvivng (Mo 50 Emg
<80 ml/min, pétpia: 30 éwg <50ml/min kot coPapn <30 ml/min) ce chyKpion pe PLGIOAOYIKA LYW
dropa TOL ypMGILOTOONKAY MG ORAdH EAEYYOV.

H meproyn kdto and v kopmoin (AUC) g frlvtaylmtivng avénbnke katd péco o6po 1,4, 1,7 kou 2-
©opéc o€ acbevelg Le Mo, HETPLA Kol GOPapY| VEQPLKT SVGAEITOLPYIO AVTIGTOLO GE OYEDN LE
@LO10A0YIKE VY dtopa. H meproyn kdtw amd tnv kapmdin yia toug petaforiteg LAY 151 ko
BQS867 avénbnke kotd puéco opo 1,5, 3 kot 7-popég oe acbeveic pe fmia, PETpLa Kot coPfapn) VEQPIKN
dvodettovpyia avtiotorya. Ilepropiopéva dedopéva and acbeveic e veppikn vOso TeAKoD 6Tadiov
(ESRD) é¢iyvouv 6t1 1| €ékBeon ot Privtaylurtivn eivon mapdpota pe anth v acbevav e cofapn
veppikn duciettovpyia. Ot cuykevipmoelg tov LAY 151 frav nepimov 2-3-popég vynidtepeg amn’ 0Tt
oe acbevelg pe coPapn veppikn duciettovpyia.

H Buiivtaylmtiv amopokpovinke pe apoddiion o meproptopévn Extacn (3% xotd v didpkela
pag cvvedpiog apodwiiong 3-4 mpdv 1 onoia dpyloe 4 dPeG PeTd T YopnNyNon)-

EbOvikotyta
[epropropéva dedoUEVE, DTOINADYOLV OTL 1] VAN dEV £YEL GNUAVTIKN EMIOPACT OTN QOPLOKOKIVI|TIKN
g Privtaymtivig.

5.3 TIIpoxkivikd dedopéva yio TV d6QIAELN

[opoammpnOnkay Kabvctepnoelg TG EVOOKAPIIIKNE OY®OYNG TOV DOEMV 0€ GKOAOLS LLE 0OGT XOPIg
anotéleopa Tov 15 mg/kg (7 popég tnv ékBeomn tov avOpdmov Baoet TG Crmax).

e 0poLPAiovg KO TOVTIKOVG TOPUTPNONKE GLCCHPEVGT UPPOIDY KVWYEAISIKOV LLOKPOPAY®OY GTOV
mvevpova. H 66om yopic amotéleoua otovg apovpaiovg nrav 25 mg/kg (5 popég tnv £kBeon tov
avBpdrov Bacer g AUC) ko otovg movtikovg 750 mg/kg (142 gopég v €kBeom tov avBpdnov).

ZOUTTOHUOTO OO TO YOOTPEVIEPIKO GUGTNA, KUPIOG LOAAKA KOTpava, PAEVVMON KOTpOva, S1appota,
Kol 6€ VYNAOTEPEG DOGELS, TAPOVGIN AiILATOG oTa KOTPava Topatnpndnkay o okviove. To eminedo
NG 066NC Y®PIG AmoTéEAEGLO dEV TEKUNPIDONKE.

H Bulvtaylumtivn dev frav petodraéloyovog oe cupfarticong in Vitro kot in Vivo gléyyovg
Yovoto&KOTNTOG.

e o LEAETN YOVIHOTNTOG KOt TPOIUNG avAmTuENG Tov UPpiov 6g apovpaiovg dev KoToypaonkay
eVOEigelg SloTapaymV TG YOVILOTNTAG, TG VOTOPAY®OYIKNG IKOVOTNTOG 1] TNG TPOUNG ELPPLIKNG
avantuéng e&attiog g rivtayimrtivng. H to&ikotnta oto EuPpuo a&loloyndnke oe apovpaiovg Kot
KOVVEALDL. AVENUEVT] ETIMTOGN KUUATOEIDMV TAELPAOV TaPOTNPNONKE GE APOoVPAIOVE GE GYECT] LUE
TOPOAUETPOVS HELOUEVOD COUATIKOD BAPOVG TG UNTEPOG, LE 000N Ywpig omoTtédeopa tov 75 mg/kg
(10 popég v ékBeom Tov avOpPOTOL). Te KOVVEALX, UELOUEVO PAPOS TOL EUPPVOV KO GKEAETIKEG
uetaforég evoelkTikég kabvoTtepoe®v oTNV avartuén Tapatnpnnkay Hovo i Topovciog GoPapng
to&dTNTag 0T UNTéPQ, LE doom ympic arotélecua tov 50 mg/kg (9 popéc v éxbeomn tov
avBpmTov). Mo pedétn mptv Ko HeTd tn yévvnon devepynonke oe apovpaiovs. Evpriparta
KOTOypaenKov povo o€ oyéon e to&ikdtra g untépog ota > 150 mg/kg xon mephapfovay
TOPOOIKN LEIMOT TOL COUOTIKOD PAPOVG Kol LEIWUEVT] KvNTiKn dpactnpiotnta ot F1 yevid.
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Mia dtethg HeAETN KapKIvoyEVEDTG dlEvePYNONKeE Ge apovpaiovg e OOGELS OO TOV GTOUATOG EMC

900 mg/kg (mepimov 200 popég v ékBeom Yo ToV AvVOPOTO TN UEYIOTN CLVIGTMOWEVT dOGN). Agv
mapoTnpRONKay avéNoelg ™ eninTtmong tov oykov egattiog g ARyng frlviayAmtivng. AAAN (o
SlETNG HEAETN KOpKIVOYEVEGNC dlEvEPYNONKE GE TOVTIKOVG GE dOGEIS OO TOV GTOLATOG £MG

1.000 mg/kg. AvEnpévn eninTmon adEVOKOPKIVOUATOV TOV LOGTOD KOl OULAYYELOCUPKMUATOV
mapotnphOnkay pe d6on ywpig amotédespo twv 500 mgkg (59 popég v ékBeon Tov avBpdmov) Kat
100 mg/kg (16 popég v €xbeon tov avBpmdmov) avtictoyo. H avénuévn enintoon avtdv tov OyKov
o€ TOVTIKOVG Bempeitor 0Tt dgv avTITPosmTEVEL GNUOVTIKO Kivouvo yia Tov avBpwmo Pacet g
amovciog YovoToEikoTnTog TG PAvtayAmtivng Kol Tov KOpLov petaforltn g, TG ELeavions tov
OYK®V G€ £€va, LOVO 100G Kal TIG VYNAEC AVAAOYIEC CLUGTNLOTIKNG £kBEOG GTIC 0MTOoieg TapaT PN ONKAY
0t OyKoOL.

e o to&ucoroyikn| perétn didpketog 13 gfdopddmv og mbnkovg cynomolgus, Kataypdenkoy
depuotikég PAGPeg og dooelg > 5 mg/kg/muépa. AvTtég EvIOTIoTNKAY GE OAEC TIG TEPITTMOGELS GTO GKPOL
(xépra, OO0, apTId Kot ovpd). Xta 5 mg/kgmuépa (tepimov wodvvaun pe v ékbeon AUC tov
avBpomov otn d6on Twv 100 mg), Ttapatnpndnkav pdvo eroktawves. Hrav avacstpéyipeg mapd
ovveyn Bepameio Kt Ogv OYETIGTNKOV LE UN QUGIOAOYIKA 16TOTAHOAOYIKA evpUaTa. ATOPOAId®GT,
EePAOVOIG O TOV dEPHOTOG, EPEAKIdES Kat PAGPES otV oVPA Le avTioToryES 10TOTAOOAOYIKESG
aAlowweoelg mapatnpiOnkav oe d0celc > 20 mg/kg/muépa (nepinov 3 popég v éxbeon AUC ywo tov
avBpwmo ot d6om v 100 mg). Nekpotikég PAaPec otnv ovpd Topatnpribnkoy ota

> 80 mg/kg/Mmuépa. O depuatikég PAaPeg dev NTav avaoTpEYIEG oE TONKOLE TOV EAafay

160 mg/kg/mpuépa katd ™ SidpKela mEPLOS0V avappwong 4 efSouddmV.

6. DOAPMAKEYTIKEX TIAHPO®OPIEX

6.1 Katahoyog exdoymv

Avvdpn Aoktoln

MikpokpLGTOAAIKT KLTTAPIV

Kappo&opebviiopévo vatprovyo auvro (tomov A)

ZTe0TIKO LAYVIGl0

6.2 AovppotoTnTeg

Agv epapuodletat.

6.3 Awdpkera Confg

3 ypévia

6.4 Idwitepeg TpoPuraels KoTa T POAAEN TOV TPOTOVTOG

DVAAGGETE GTIV OPYLKT] CLCKEVAGIN Y10l VO TPOGTOTEVETOL A0 TNV VYPUGTaL.

6.5 ®Von Ko GLOTUTIKA TOV TEPLEKTN

Yvokevooio koyeldv alovpviov/alovuviov (PA/AIPVC//AL

Awtifetan o€ ovokevacieg tov 7, 14, 28, 30, 56, 60, 90, 112, 180 1 336 diokimv Kot 6& TOAATAEC
ovokevooieg mov tepiEyovv 336 (3 cvokevacieg Tav 112) diokia.

Mmopei va, unv KokAo@opoHV OAEC 01 GLCKEVUGIEG.

6.6 Iowitepeg TpoPuraEerg amdppryng

Kabe aypnoiponointo gopuokeuticd Tpoiov 1 VIOAEUO TPETEL VO OTOPPITTETAL GOUPDVOL LE TIG

KOTd TOTOVG 10 DOVGEG GYETIKEG SLOTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

IpAavdia

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/08/486/001-011

9. HMEPOMHNIA ITPQTHX E'KPIZHX / ANANEQXHY THX AAEIAX
Hpepounvia mpdtng £ykpiong 19 Noepfpiov 2008

Huepounvia televtaiog avavémong: 28 Noguppiov 2013

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentouepeic TANPoQopieg Y10 TO0 TaPOV POPUAKEVTIKO TPOIOV givol S1BEGILEC GTOV SIKTLOKO TOTO
oV Tov Evponaikod Opyaviopod Gopudkmv: http://www.ema.europa.eu
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ITAPAPTHMA 11

MHAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AMTIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. THAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXZH TQN ITAPTIAQN

‘Ovouoa kot d1e06vven Tov TaPUCKELAGTH TOL £ival LITEVHVVOC Yo TNV ATOOEGUEVCT] TV TOPTIOWY

Lek d.d.
Verovskova ulica 57
Ljubljana 1526
ZhoPBevia

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Bapkelmvn

Iontavia

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nirnberg
Teppoavia

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

Ljubljana 1000

XloPevia

Novartis Pharma GmbH

Sophie-Germain-Strasse 10

90443 Nvpeupépyn

Teppovia

270 £VTUTTO PUALO 0JNYIDV XPNOTG TOV POPLAKEVTIKOV TPOTOVTOG TPEMEL VAL OVALYPAPETOL TO OVOLLAL
Kol 1 d1ev¥BvvoT Tov TAPUCKELAGTN TTOL Elvar VTEHOVVOG Y1 TNV ATOSEGUEVCT TG CYETIKNG TAPTIOAS.

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

DopUaKeLTIKO TPOIOV Y10 TO OTOI0 AMOLTEITOL LOTPIKT) GUVTOYT.

I. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX

. Ex0<oe1g Teplodikig wapakorovdnong g acs@aisiag (PSURS)

Ot anmotnoelg Yo v vrofoin twv PSURS yua o ev A0ym @apuakevtikod tpoiov opilovtal otov
KaTdAoyo pe Tig nuepounvieg avapopds s Evoong (katdloyog EURD) mov mapatifetor otnv

Tapdypoeo 7, Tov dpbpov 107y, g odnyiag 2001/83/EK kot kdOe emakdlovdng emikoiporoinong
OTIMG OMUOCIEVETAL GTIV EVPMOTOIKT OUKTVAKT TOAT Y10l TOL POPLLOKOL.
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A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHZIH TOY ®APMAKEYTIKOY ITIPOIONTOX

. 2yé010 owaygiprong Kivovvov (XAK)

O Kdroyog Adetag Kvkhopopiag (KAK) Ba dieEaydyet Tig amottodpeveg SpactnplotnTes Kot
TOPEUPAGELS PUPUOKOETOYPVOTVIIONG OGS Tapovctdlovtal 6to cupupovniéy XAK mov
mapovctdleTar otny evotnta 1.8.2 g doetog KukAoPopiag Kot 0TolEcONTOTE ETAKOAOVOEG
gykekpipéveg avabempnoeig tov TAK.

‘Eva emkatporompévo LAK Oa mpémet va katotedet:

. Metd and aitnuoe tov Evporaikod Opyaviopod @apudkov,

. Omnotednmote Tpomomoteital To GOGTNHA dlayelptong KvdHvov, e1Kd MG AmOTEAEG LA ANWYTG
VE®V TANPOPOPIDV TOV UTOPOVV VOl EMPEPOVLY GNUAVTIKN GAANYT OTH GYECT] 0QELOVS-KIVEHVOL
N ©¢ omOTELESUA TNG EMTEVLENC EVOC GNUAVTIKOD 0POGTOV (PUPUOKOETOYPVTVIOT 1}
glayioTomoinon Kvévvov).
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IHAPAPTHMA 111

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

KOYTIT'TIA XYXKEYAXIA MONAAQN

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xiliarx 50 mg dwokia
Bravtaylutivn

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kabe diokio mepiéyet 50 mg Brivrayimtivng.

3. KATAAOTI'OX EKAOXQN

IMepiéyer haktdln (Yo tepiocdtepeg mAnpogopieg deite 0 POAAO 0ONYLDV).

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio

7 dioxia
14 Soxia
28 d1okia
30 dwokia
56 diokia
60 Siokia
90 diokio
112 éokio
180 diokia
336 diokia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwPaote 10 QUALO 0dNYIOV ¥pNONG TPV O TN YPNOT.
Ao otoUaTOC YpNOoT

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

Na euidcoetal o€ 0éom, TV onoia dev PAETOVY Kot dev TPooeyyilovy Ta. Taldld.

7. AAAH(EZ) EIAIKH(EX) IPOEIAOMOIHZH(EIL), EAN EINAI ATAPAITHTH(EX)
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8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEX XYNOHKEYX ®YAAEHX

DuAdooete oTNV APYIKN CLGKEVAGI YOt VO TPOGTATEVETAL OO TNV VYPAGIa.

10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATON IIOY IPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Iphavdia

12.  APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/08/486/001 7 diokia
EU/1/08/486/002 14 Swokia
EU/1/08/486/003 28 doxkia
EU/1/08/486/004 30 dwokia
EU/1/08/486/005 56 doxkia
EU/1/08/486/006 60 dwokia
EU/1/08/486/007 90 doxkia
EU/1/08/486/008 112 dwoxia
EU/1/08/486/009 180 doxkia
EU/1/08/486/010 336 dwokia

13. APIOMOX ITAPTIAAX

[oprtioa

‘ 14. TENIKH KATATAZEH I'lA TH AIAOGEXH

| 15. OAHTIEX XPHEHE

‘ 16. TAHPO®OPIEX XE BRAILLE

Xiliarx 50 mg
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17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOZ TPAMMQTOX
KQAIKAX (2D)

A16106T0TOC YPOUUU®TOS KddKaG (2D) mTov pépel Tov TepIANEBEVTa LOVOSIKO OVOYVOPIGTIKO KMOIKO.

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

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

EZQTEPIKO KOYTI I'TA TIOAAATIAH XYXKEYAZXIA (ITEPIAAMBANEI BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xiliarx 50 mg dwokia
Bravtaylutivn

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kabe diokio mepiéyet 50 mg Brivrayimtivng.

3. KATAAOTI'OX EKAOXQN

IMepiéyer haktdln (Yo tepiocdtepeg mAnpogopieg deite 0 POAAO 0ONYLDV).

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio

[ToAomAn cvokevaociao: 336 (3 cvokevaocieg v 112) diokia.

| 5. TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIDOV XpHoNG TPV Al TN YPNON.
Ao otoHaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION IPENEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, Tnv onoia dev PAETOLY Kot dev mpoceyyilovv Ta maldd.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEX YYNOHKEYX OYAAEHX

DvAdooete oTNV APYIKN CLGKEVAGIN Y10l VO TPOGTATEVETAL OO TNV VYPOGIO.
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON IIOY IPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11.

ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.

APIOMOZXZ(OI) AAEIAY KYKAO®DPOPIAX

EU/1/08/486/011 336 diwokia (3 cvokevooieg Tov 112)

13.

APIOMOZX ITAPTIAAX

[aprtioa

| 14.

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15. OAHTIEX XPHIHE
| 16. MAHPO®OPIEX XE BRAILLE
Xiliarx 50 mg
17.  MONAAIKOX ANATNQPIZTIKOE KQAIKOY — AISAIAXTATOE TPAMMQTOX

KQAIKAZX (2D)

A60106T0TOG YPOUU®TOHS KddKaS (2D) mov pépet Tov TepIAN@OEVTO LOVOSIKO avayVOPIOTIKO KOOKO.

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

PC

SN

NN
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

ENAIAMEXO KOYTI I'TA TIOAAAITIAH XYXKEYAZXIA (XQPIX BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xiliarx 50 mg dwokia
Bravtaylutivn

‘ 2. YXYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Kabe diokio mepiéyet 50 mg Brivrayimtivng.

3. KATAAOTI'OX EKAOXQN

[Mepiéyer haktdln (Yo tepiocdtepeg mAnpogopicg deite 0 POAAO 0ONYIOV).

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Atokio

112 dwokia. Ztoryeio molhaming cuokevaciog. No unv toleitol Eexmplotd.

| 5. TPONOX KAI OAOX(OI) XOPHTHEHE

Awpaote 10 PUALO 0INYIDV XpNoNG TPV amd TN YPNON.
Ao otoHaTOC YpNoT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPENEI NA ®YAAXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetal o€ Béon, Tnv onoia dev PAETOLY Kot dev mpoceyyilovv Ta maldd.

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

‘ 8. HMEPOMHNIA AHEZHX

AHEH

9. EIAIKEX YYNOHKEYX OYAAEHX

DvAdooete oTNV APYIKN CLGKEVAGIN Y10l VO TPOGTATEVETAL OO TNV VYPOGIO.
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10. IAIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATON IIOY IPOEPXONTAI AIIO AYTA, E©@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

IpAavdia

12.  APIOMOZXZ(OI) AAEIAX KYKAO®OPIAX

EU/1/08/486/011 336 diwokia (3 cvokevooieg Tov 112)

13. APIOMOX ITAPTIAAX

[aprtioa

‘ 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TTAHPO®OPIEX XE BRAILLE

Xiliarx 50 mg

29



EAAXIETEX ENAEIZEIE TIOY IPEIEI NA ANATPA®ONTAI ETIX XYIKEYAXIEX
KYYEAHZ (BLISTER) H ITIX TAINIEZ (STRIPS)

YYXKEYAZXIEX KYYEAHX (BLISTER)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Xiliarx 50 mg dwokio
Bravtaylutivn

‘ 2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Novartis Europharm Limited

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro ooy ypiong: IIAnpoeopics yra Tov yprjotn

Xiliarx 50 mg dwokia
BrAvtaylutivn

Awpdote TPoceKTIKG 0AOKANPO TO PVAAO 0ONYIAV YPTONG TPV 0PYIiCETE VO TAIPVETE AVTO TO

PapnoKo, O10TL TEPLAAUPAVEL GNUAVTIKES TANPOPOPIES Y10 CUG.

- DoraEte avTo TO EOALO 0N YDV Yprone. Towg ypelaotel va to duPfdcete Eavd.

- Edv éxete mepartépo amopieg, p@TNOTE TOV Y1OTPO, TOV QUPLAKOTOLO 1) TOV VOGOKOUO GOC.

- H cvvtayn yio avtd 10 eapproko xopnynbnke amokAelotikd yio 6og. Agv TPEMEL Vo dDOETE TO
@apuoko 6e GAlovec. Mmopel va Toug mpoKarésel PAAPN, aKOU Kot OTOV GUUTTAOUOTO TNG
ac0Eveldg Tovg eivat 010 pe T Sk Gog,.

- Edv mapotnpfoete KGmolo avemBOUnNTN EVEPYEL, EVILEPDGTE TOV YIOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO G0¢. AvTd 1oy0et kot Yo KaBe mhavi avemBOUNTN eVEPYELX TTOV OV OVALPEPETOL
670 TTapdY PUALO 0dNYIDV Ypiong BAéne mapdypago 4.

T epréyerl 1o mapdv GUAAO 00N YLOV:

T1 givau To Xiliarx ko oo givat n gprion tov

T npémel va yvopilete npv mhpete o Xiliarx

Iog vo mapete to Xiliarx

[MBavég avemBounteg evépyeteg

IMo¢ va pvidooete to Xiliarx

[epreydpeva g cvokevaciog Kot Aoég TANpoopieg

SOk~ wnE

1. T givon To Xiliarx kou rowe, givar n yprion tov

H dpactikn ovsia Tov Xiliarx, n frkvroyAmtivy avikel o€ pio opada popudkov Tov ovoudlovron
«OVTISOPNTIKG 0O TOL GTOUATOCY.

To Xiliarx ypnowonotgiton yio ) Ogpaneio eviihikmv acbevodv pe dafnn tomov 2. Xpnopomroteitat
otav o dtfng dev umopei va tebei vd ELeyyo novo pécm g draTPoPNg Kat Tng doknong. Bondda
GTOV EAEYYO TAOV EMTEI®V TOV GOKYAPOL 670 aipa oag. O ylotpdg cag o 6ag cLVTAYOYPUPNCEL TO
Xiliarx gite povo tov gite pali pe opopéva GAla avtidofntikd eappoka To omoia o1 Taipvets, ov
aVTA dgv EYOLV amodeLyDEel EMAPKDC OTOTEAECUATIKA Y10, TOV EAEYYO TOL dtafn.

O Saprtng tHmov 2 avartHeoEeTal OTAV O OPYAVIGUOG OEV TAPAYEL APKETN VGOLAIV 1} Tav 1
WGOLALVI] TTOV TTapdyel 0 opyaviGOg dev Agttovpyel 660 KaAd Oa émpene. Mmopel emiong va
avantuyBel 0Tov 0 0pyaVIGHOG TaPayEL LTEPPOAIKT] TOGOTNTA YAVKOYOVNC.

H woovkivn givar o ovsia mov Bondd ot peimon TV EMTES®V TOV GOKYAPOL GTO Ol 1OiTEPA
petd ta yeobpota. H yhvkoayovn eivar pio ovcio Tov TupodoTel Ty mapayyn GoKyapov and 1o
GUK®TL, TPOKOADVTOG AOENCT TOV ETTEI®V cakyGpoL Tov aipatoc. To maykpeag Tapdyst Kot T 600
0VTEG OVGIEC.

Iag dpa to Xiliarx

To Xiliarx dpa kGvovtog T0 mhyKkpeag vo mapayel TEPIGGOTEPT) VGOVAIVT] KO A1yOTEPT YAVKOYOVT).
Av106 Bonbd oTov EAeyy0 TOV EMTEd®V CaKYAPOL TOL aipatog. Eyel anoderybel 6T1 avtd 10 PappoKo
BonBd va peimbel to odkyopo Tov aipatog, yeyovog mov pmopet vo fondncet v tpdinyn tov
EMTAOK®V 0t T0 SafnTn cag. AKOU Kol GV EEKIVATE TOPO VO, TAIPVETE £VOL PAPLOKO Y10 TO
Swafritn, glvar onuavTiKo va cuveyioete va akoAovdeite To TpOypappa SOTPOPNS /Kot AGKNGNG TOV
cag &xel cvotnbet.
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2. T apéner vo yvopilets mpwv napete to Xiliarx

Mnv wapete To Xiliarx:

. o€ mepintwon aAlepyiag ot PrAvtaylurtiv 1 o€ 0mo100MmoTE GALO OO TOL GLGTATIKG CLTOV
TOV PApPUAKOL (avapépovial oty Topdypago 6). Edv motedete 0TL umopei va €lote aAlepytkog
ot Privtaylmtivi 1| 6€ omotodnmote GAAo cvototiko tov Xiliarx, unv mépete avtd to
(APLOKO KOl MANGTE LE TOV Y1OTPO GOG.

Ipocidomomceils ko TPoPLAGEELS
Amev0vuvOsgite 6TOV Y1UTPO, TOV QUPLAKOTOLO 1] TOV VOGOKONO cug tpwy wapete To Xiliarx:

o €av éyete Srofmn tomov 1 (dnAad1|, edv 0 OpYOVIGHOG GOG eV TAPAYEL IVGOVAIVI) 1| av EYETE
pia wénon mov ovopdleton drofntikn KEToEEMON.
. €0 TOIPVETE £va avTISIPNTIKO PAPLOKO YVOGTO MG GOLAPOVLAOLPIiO. (O Y1oTpog Gog umopel

v, 0élet va petdoet T d6om TG GoLAPOoVVAOLpiag dTtav TNV maipvete poli pe to Xiliarx mote
Vo, amo@OyEL T Yo pnAn YAVKOLN oto aipo [vmoyAvkonpia]).

€Gv éyete pétpro 1 coPapn| veppikn voco (Ba ypelacdel va mhpete yauniotepn doon Xiliarx).
€dv voPaiiecte o€ alokabopon.

gbv &yete Natikn voco.

€4V TAoYETE MO KAPSLOKT OVETAPKELD.

av £yete N eiyote 010 TAPEAOOV VOGO TOL TAYKPENTOC.

Av glyate Tponyovpéveg Tapetl Priviaymtivi Kot avaykacOnkate va ) StokOyete AOy® NTOTIKNG
VOGOV deV TPEMEL VAL TAPETE AVTOTO PAPUOKO.

Ot deppartikég BAAPeg mov opeilovtal oto dtafntn gival cuyvi EmAOKN TOL StafnTr. Xag GUVIGTOVUE
Vo 0KOAOVONGETE TIC VTOJEIEELG TOV YITPOV 1) TOV VOGOKOUOV GO GYETIKA UE TI OPOVTIO, TOV
dépLotog Kot TV modldv. Eniong cag cuvictodue vo deilete 101aitepn TPOcOYN GE OTOLAONTOTE VEN
ELOAVIOT PAVKTOWV®V 1) TANYOV 660 Ttaipvete Xiliarx. Av kdtt tétoto eppaviodei Oa tpénet va
ouppovievbeite 10 YIOTPO GO AUECMGS.

Mo g&€taom yuo va ektiunfei n nmatiky oag Aettovpyia, Oa yivelr mpv v Evapén tng Bepaneiog pe
Xiliarx, ova tpipnvoe dtectipata Kotd T S1apKeL TOL TPOTOL £T0VG Depameiog Kot KOTOTLY 68 TOKTA
dwotmuarto. ‘Etol onueio avénpévov nratikedv eviopmy wwopodv va aviyvevfodv 66o to duvatdv
vopitepa.

Howowd xon £pnpor
H yprion tov Xiliarx o moid1d ko epripovg niikiog Emgl 8 etmv dev cuvictdTol.

AMo eappoxa ko Xiliarx
Evnuepdote tov yatpd 1 Tov popUOKOTOLd oG AV TOIPVETE TAPEL 1) WTOPEL VoL TAPETE GALQ
QapLOKaL.

O y10Tpdg oag umopet va Ogdnoet va tporonotioet t d6on tov Xiliarx mov Aappdvete av naipvete
A0 pAappOKa OTT®G:

- Bewalidec N aAha drovpntikd (ovoudlovon emiong diokia vepoD)

- KOPTIKOGTEPOEIDT (YEVIKA XpNGIULOTOI00VTOL Y10 T Ogpomeio TV PAEYUOVAV)

- @apuaxa yio Tov Bupeoeldn

- oplopéva QAPLOKE TTOL ETNPEALOVY TO VEVPIKO LG GCUGTILLOL.

Kinon kot Onhaopog
Edv giote éykvog 1 Onhalete, vopilete 0tL umopei va €iote €yKv0og 1 6YEO1ALETE VO OTOKTHOETE T,
{ntnote ™ GUUPBOLAN TOL YTPOV T} TOL POPLAKOTOLOD GOG TPV TUPETE AVTO TO PAPLOKO.

Agv Ba mpénel va ypnowponoteite to Xiliarx kot v didpkeio g ykupocHvng. Agv gival yvmotd eGv

to Xiliarx mepva oto avBpdmivo yaa. Aev o mpénel vo ypnowonoteite Xiliarx ov Onidlete 1
oyeoldlete va Onidoerte.
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O ynon Ko EPLGROS PNV HATOV
Edav aic0aveote (oA 6c0 maipvete to Xiliarx, unv odnysite 1 xepileote pnyavipota.

To Xiliarx sepiéyst Aaktoln
To Xiliarx mepiéyet haxtoln (6akyapo Tov YAAOKTOG). AV 0 YI0TPOG GOG, 00 EVNUEPWOGE OTL EXETE
dvoaveéio og 0plopEVO GAKYOPA, ETKOWVOVIGTE LLE TOV YIOTPO GOG TPV TAPETE AVTO TO PAPLLAKO.

To Xiliarx sepiéyer varpro
To @appaxo avtd mepiéEyet Arydtepo and 1 mmol vatpiov (23 mg) ava diokio, givar avtd TOVL
ovopdlovpe «erevBepo vatpiovy.

3. Iog va mapete To Xiliarx

[Tavtote va maipvete o eApHAKO aVTd CVGTNPE COUPOVA LE TIG 00N Yieg Tov Yiatpo¥ cag. Edv €yete
apeiPoriec, pmTAGTE TOV YATPO 1] TOV POPUAKOTOLO GOGC.

IIéo0 va mapete ko1 THTE

H mocdémta tov Xiliarx mov mpénet va mdpet o ekdotote acOevig e€optdTor ammd TV KOTAGTAGT TOV.
O ywTpdc oag Oa cag mel akpipac moca diokia Xiliarx va mapete. H péyiot nuepnota doon sival
100 mg.

H ovviOng d6on tov Xiliarx givon ite:
o 50 mg v nuépa Aappovoueva wg pio d6om 1o Tpoi av waipvete Xiliarx pe évo dAlo eapuoko
7oV OVoUAleTal GOLAPOVVAOLPIaL.

o 100 mg v nuépa AauPovoueva wg 50 mg to mpwi kor 50 mg to Bpddv av maipvete Xiliarx
pudvo tov, pe éva dAlo @dppaio mov ovoudletal peteoppivn N o yartalovn, pe éva

GUVOLOOUO UETQOPUIVIG KO UIOG GOVAQOVLAOLPING, 1 UE TVGOLALVY.

o 50 mg v nuépa ¢ pio 660m 0 TP®L av ExeTe PETPLO 1 cOPaPN VEQPIKT VOGO 1 oV
vrofaieote oe apokdBapon.

Iag va maipvete to Xiliarx
o Noa katanivete ta diokia oAOKANPa. e vepo.

TN oo draotnua vo taipvere to Xiliarx

o Na naipvete To Xiliarx kébe pépa yia 660 didotnpo cog vrodeitet o yatpds cac. Mropet va
ypeoTel va Thpete avtn T Oepameia ylo peydAo ypovikd ST,
o O y1atpog oag O mapakolovdel TOKTIKA TV KOTAGTACN GOG TPOKELUEVOD Vo EAEYYEL OTL T

Oepaneia £xel To eMOLUNTO AMOTEAEGLO.

Eav napete peyordtepn déon Xiliarx améd tnv kavovikn)

Edv napete mbpa modlhd dioxio Xiliarx, 1 edv kdmwotog GAAOC TapEL TO PAPUOKO GOG, EMUKOIVOVIGTE
apéoms pe Tov YrTpo cag. Mmopel va ypelaotel wTpiki epovtida. Edv ypelaoctel va emokepteite
ToV ylutpd cag 1 T0 vosokopeio, va €xete pall oag T cvokevacia.

Eav Eeyaoete va mapete to Xiliarx

Edv Eeydoete va mapete po 061 0LTOV TOV PAPUAKOV, AVOTANPMGTE TNV HOAIG TO Bopunbeite. X
GUVEYELQ, TAPTE TNV EXOUEVN O™ TN oLV dpa. Edv tAncialel n dpa yio tnv enoduevn d6on oag,
unv wépete tn 6601M oL TapaAeiyate. Mnv mapete SmAn OGN Yo VO, AVOTATPMDGETE TO O10KI0 TOV
Eexaoare.

Eav stapoticste va noipvets to Xiliarx

Mnv otopatfoete va maipvete o Xiliarx ektdg €dv oag to cvotioet 0 YoTpdc oag. Eqv éxete amopieg
OYETIKA UE TO TOG0 Sraotnua Oa TaipveTe anTod T0 PAPUUKO, POTNOTE TOV Y1OTPO COC.
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4, IIOavég avemBOUNTES EVEPYELES

Onwg 6ha Ta eApROK, £TCL KOL AVTO TO QAPUAKO LTOPEL VO TPOKUAESEL AVETIHOUNTEC EVEPYELEC OV
Kol 0gv Tapovotdlovtal 6 GAoVG TovG avBpOTOLG,.

Mepikd copnTONOTO (PELGLOVTOL AUEST] LOTPIKI PPOVTION:

Oa mpémet va drakdyete T Aqyn tov Xiliarx kot va eniokepbeite apéome Tov yoTpd cog av

eueavicfov o1 TapakdTe avemBounTeg eVEPYELES:

. Ayyelooionpa (omavia: pmopel va ennpedost éog 1 o 1.000 avBpodmovc): Ta copuntdpata
TEPIAAUPAVOLY TPNOUEVO TTPOCOTO, YADGGA, | PAPVYYQ, SVGKOAIN GTNV KATATOGN, SLUGKOAIEG
GTNV aVamVoT|, amoToun epedvion eEavinpuatog 1 kvidmong, To omoio Uropel va omoTeAobV
évdeldn pag avtiopacng Tov ovopAaleTot «oyyEL0010M o).

. Hratik) vooog (nratitida) (cuyvotra pun yvoot): Ta cuprtodpate tepilapavovy Kitptvo
dépLoL Ko LTI, VOUTIO OTOAEL TNG OpEENG 1) GKOVPOYPMLLO. OVPO. TO, OTTOT0 UITOPEL VaL
amoTELOVV EVOEIEN NIATIKNG VOGOL (NTOTITION).

. dLeypovn Tov TayKpEATOG (TaYKpeaTiTION) (GTdvVia: UTopel vo, ennpedoel Emg 1 oToug
1.000 avBpamovg): Ta cvuntdpate tepthappdvovy cofapd Kot ETiovo TOVOo 6TV KOIALY
(oNV TEPLOYT| TOV GTOUMYOV), O OTOI0G UTOPEL VAL PTAVEL £0G TNV TAATY, OTMG EMIOTG KO
vautia Ko UETO.

AlLrec avemBOuNTEG EVEPYELES

Mepikoi acBeveig glyav Tic axdAovbec avembOunteg evépyeieg eved Emoupvoy Xiliarx:

. [ToAd cuyvéc (umopel va emnpedoovy mepiocdtepovg amd 1 atovg 10 avBpdmovs): TOVOAALLOC,
ot TOL TPEYEL, TVPETAG.
o Yuyvég (umopet va emmpedoovv €og 1 otovg 10 avBpdmovg): e&avOnua pe gayodpa, TpOUOG,

TOVOKEPAAOC, LAAT, LUTKOS TOVOG, TOVOG OTIG apBpDOELS, SVCKOIAOTNTO, TPNGUEVA YEPLA,
acTpayorotl 1 TOd (0idNUA), VEEPPOAKOC 1OPDTAC, EUETOC, TOVOG ECMOTEPIKA 1) YOP® OO TOV
oTOUAYO (KOWALOKOG TTOVOG), d1Gppota, Kaovpa, voutia (aicOnua adiabeciag), B0Awon g
opaong.

o Oyt ovyvég (umopet va emnpedoovy éng 1 otovg 100 avBpdnovg): adénon Bapove, piyn,
advvopio, 6eE0VAAIKT dueAettovpYia, YUUNA YAVKO(N 6TO aipd, LETE®PIoUOGC.

. Eravieg (umopel va exnpedoovy £o¢ 1 oatovg 1.000 avOpdmong): AEYHOVH TOV ToyKPEATOG,

Metd v Kukho@opic Tov TPOiIOVTOG GTNV ayopd, £xovv emiong avapepdel ot akdlovbeg avemBounTeg

EVEPYELEG:

o Mn yvooti cuyvomra (dev pumopel vo ekTiunOei and ta dtabéoipa dedopéva): Tomko
EePAOVOIG O TOV SEPHOTOG 1] PAVKTOIVEG, PAEYLOVT] TOV OLLOPOPOV ayyeimv (ayyeuTida) 1
omoia pmopel vo, TpoKaAEcel depuatikd e&avOnua 1 onuelokéc, eninedec, epupés, oTPOYYLALC
KNAIOEG KATM amd TNV EMPAVELL TOV OEPUATOS 1 LOAD®TIGUO.

Ava@opd avemOOunTOV EVEPYELDV

Edv mapotnproete Kamoo avemBOunTn VEPYELL, EVILEPDGTE TOV YIOTPO, TOV QAPUAKOTOL0 1) TOV
VOGOKOWO GaG. AVTO 1oYvEL Kot Yio KéOe mhavr avemBountn evEpyelo TOL OEV AVOPEPETOL GTO TUPOV
@OALO 0OMY1DV Yprionc. Mmopeite emiong vo avapépete avemBounteg evépyeleg anevbeiag, LECH TOV
€0viKoL GVGTNUATOG aVaPOPAS TToL avaypdeeTol oto [apdpmua V. Méom g avapopdg
avemlBOUNTOV EVEPYEIDV pmopeite va PondNcete 6T GLALOYN TEPLGGOTEP®V TANPOPOPIDY GYETIKA
LE TNV AGPAAELD TOV TOPOVTOC PAPLLAKOV.
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5. IMog va pvidosste To Xiliarx

. To @dppoxo ovtd TPEmEL va LAACCETAL GE PEPT] TOL Ogv TO PAETOVY Kol dgv TO POAvVOLY Tl
TodLd.
. Na pn ypnotponoteite avtd 10 PAPUAKO LETE TNV NUePOUNVia ANENG TOV aVOPEPETAL GTIG

GLOKELOGIES KLYEANG Kot 6TO KOUTL petd tnv évdeitn «EXP». H nuepounvia Anéng etvar 1
TeAEVTAIO MUEPO TOV LIVOL TTOL OVOLPEPETOL EKEL.

. Dvldooete 6NV APYIKN CLOKEVAGIO Y10l VO TPOGTATEVETOL OO TNV VYPAGIAL.

. Mnyv ypnoiponoteite omoladnmote cuokevacio tov Xiliarx mov eivat koteoTpappévn M
eupavitel onueio pBopdg.

. Mnv metdte appoKa 6To vepd TNG AmoYETELONG 1 OTA OIKLOKA aroppipata. Potiote tov

(QOPUOKOTOLO GOG Y10 TO MG VO TETAEETE TO, PAPUOKO TTOV OEV YPTCILOTOIEITE T, AVTE TOL
pétpa Bo fondncovy 6Ty TpocTacio Tov TEPIPAAAOVTOC.

6. Iepreydpeva TS 6VOKEVLAGTOG KL LOUTTEG TANPOPOPiEg

Tvepiéyer to Xiliarx

o H dpaoctikn ovoia glvar 1 Brivtayitivn.
Kdbe dioxio mepiéyet S0 mg flvtayhmtivng.
o Ta GAAa cuoTaTikd givar avodpn Aaktdlr, WKPOKPVOTOAMKY KuTTapiv, KapBoSupedviiopuévo

vatplohyo AULAo (TOmov A) Kot GTEATIKO Layviolo.

Epgavien tov Xiliarx ko mepieyopeve TG 606KEVAGIOG
Ta dwokio Tov Xiliarx 50 mg givatl 6TpoyyvAd, AEVKE TPOC VIOKITPIVO KO ETITESC KoL PEPOVY TA.
apykd «NVR» ot pia mievpd ko «FBy» otnv GAAn.

Ta dwokio Tov Xiliarx 50 mg diatifevion oe cuokevacieg Tawv 7, 14, 28, 30, 56, 60, 90, 112, 180 1
336 diokimv Kot 68 TOAAATAEG GLGKELOGIEG TOL TTEPIAAUPAvoVY 3 KouTid To Kabéva arnd Ta omoia
nepigyet 112 dwokioa.

Mmopei va. unv KoKAOQOpoHV OAEG Ol GUGKEVOGIEC GTN YDPO GOG.

Karoyoc Aderog Kvkhogopiog
Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road

Dublin 4

Iphavdia

IHopoockevaotig
Lek d.d.
Verovskova ulica 57
Ljubljana 1526

Yl oPevia

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Bapkeiovn

Iomtavia

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nurnberg
Tepuavia
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Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

Ljubljana 1000

XloPevia

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nvpepfépyn
Teppavia

INo omoladnmote TANPOPOPio. GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKOAEITTE VO
amgvBouvbeite otov TomKd avTmpdcwmo Tov Katdyov tng Adeiog Kuihopopiag:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tel/Tel: +32 2 246 16 11

Boarapus
Novartis Bulgaria EOOD
Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E)Mada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espafia
Laboratorios Gebro Pharma, S.A.
Tel: +34 93 205 86 86

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal

Laboratério Normal — Produtos Farmacéuticos
Lda.

Tel. +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01



Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +3902 96 54 1

Kvbmpog
Novartis Pharma Services Inc.
TnA: +357 22 690 690

Latvija
SIA Novartis Baltics
Tel: +371 67 887 070

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenské republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

To wapdv @UAA0 00N YOV Yp1oNS avade®P1)OnKe Y0 TEAELTUIN POPE OTIS

Alreg INYEG TANPOQOPLAOV

Agntopepeic mAnpoeopies yio to pappako avtd etvar drabéoipeg otov diktvakd T6To To0L Evponaikon

Opyoviepod ®oapudkev: http://www.ema.europa.eu

38



	ΠΕΡΙΛΗΨΗ ΤΩΝ ΧΑΡΑΚΤΗΡΙΣΤΙΚΩΝ ΤΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΠΑΡΑΣΚΕΥΑΣΤΗΣ ΥΠΕΥΘΥΝΟΣ ΓΙΑ ΤΗΝ ΑΠΟΔΕΣΜΕΥΣΗ ΤΩΝ ΠΑΡΤΙΔΩΝ
	Β. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗ ΔΙΑΘΕΣΗ ΚΑΙ ΤΗ ΧΡΗΣΗ
	Γ. ΑΛΛΟΙ ΟΡΟΙ ΚΑΙ ΑΠΑΙΤΗΣΕΙΣ ΤΗΣ ΑΔΕΙΑΣ ΚΥΚΛΟΦΟΡΙΑΣ
	Δ. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗΝ ΑΣΦΑΛΗ ΚΑΙ ΑΠΟΤΕΛΕΣΜΑΤΙΚΗ ΧΡΗΣΗ ΤΟΥ ΦΑΡΜΑΚΕΥΤΙΚΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΕΠΙΣΗΜΑΝΣΗ
	Β. ΦΥΛΛΟ ΟΔΗΓΙΩΝ ΧΡΗΣΗΣ

