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MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Competact 15 mg/850 mg diokia emikaAvppévo pe AETTO LUEVIO

2.  NOIOTIKH KAI ITIOXOTIKH XYNOGEXH
Kabe dioxio mepiéyet 15 mg moyAitalovn (g vdpoylmpikn) kot 850 mg vdpoyAmpiky| petgopuivy.

I'a tov mAnpn KatdAoyo tov exddymv, PA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
AoKio emMKOAVUUEVO e AeTTO VUEVIO (O10K10).

Ta diokia gival AevKd £0G VITOAEVKO, LOKPOCTEVA, EMIKAAVUUEVO UE AETTO DUEVIO, LUE AVAYAVQN TNV
évoelgn ‘15/850° ot po thevpd Tov diokiov Kot Ty Evoelén ‘4833M’ oty GAAN.

4. KAINIKEY MAHPO®OPIEX
4.1 OgpamevTiKég evoEilelg

To Competact gvdeikvotol og devtepng ypapung Oepaneio evniikov acbevav pe cakyapdon dtafnm
THmov 2, Wiaitepa vEPPap®V 0GOEVAOV TOL AGVVATOVV VO EMTVYOVV EXAPKT YAVKALUIKO EAEYYO LE TN
UEYIOTN OVEKTT 0OCT] LOVO LETPOPLIVIG OO TO CTOUAL.

3 éwg 6 unveg petd v Evapén tng Bepaneiog pe moyAtalovn, ot acbeveic B Tpémel va
EMOVEKTILOVVTOL, Y10 VO aEloA0YEiTAL 1 ETAPKELN TG avTOTOKPLoNG ot Bepamneia (w.y. peimon g
HbA ). Ze acbeveig ympic IKavomomnTIK avIamToKplon, N ToyArtalovn Oa Tpénel va S1akOTTETOL.
Aopfavovtog voyn Tovg SLVNTIKOVG KIvODVOUG TNG TapateTopnévng Bepaneiog, ot cuvtayoypdeot
wTpot Bo Tpémet vo emPePordVOVY GE PHETAYEVESTEPES EMOKEYELS POVTIVOG OTL 1] EVEPYETIKT OpAoT
g moyAltalovng datnpeitor (BA. Tapdypago 4.4).

4.2  Aocoioyio Kol TPOTOS YOP1YNONS

Aocoloyia

Evijlikec ue puotoloyikn veppixn sirovpyio (GFR > 90 mi/min)

H ocvvietdpevn d6on yia to Competact gival 30 mg/muépa moyirtaldovng cvv 1.700 mg/muépa
VOPOYA®PIKNG HETPOPUIVNG (1 360N avTn emTvyydveTon pe Eva diokio Competact 15 mg/850 mg 600
QOPEG TV NUEPQXL).

H tithomoinon g d0org pe moyArtaldvn (wov mpootifetan oty KatdAAnin d6om petpopuivng) Ha
npémel va yiveton mpv o acBevig adraéel tn Bepaneio Tov o€ Competact.

Orav gival kKMvikd cmato, eivat duvatdv va e&etactel n ar' evbeiog aAlayn omd ™ povobepamneio pe
petpoppivn oe Competact.

Eidixoi wAnBoouoi

Himawuévor

Koabng 1 petpoppivn amekkpiveror amd toug veppos Kot 6TOVG NAMKIOUEVOLS acBevelg vTdpyel
Téom pelwong g veppikng Asttovpyiog, 6Toug NAKiopévoug acbeveic mov Aappdavovv Competact Bo
TPEMEL VO EAEYYETOL TAKTIKA 1 VEQPIKT Agttovpyia (PA. mapaypdpovg 4.3 kot 4.4).




Ot 1atpoli Oa Tpémel va apyicovy TV ayyn LE Tn YoUnAOTEPT duvath dO6M Kot va TV avéneouvy
Babuaio, Wwitepa 6tav 1 ToyAttalovn ¥pnoonmoteital e GuVOLOCSUO e VGOLAIVY (BA.
mapaypaeo 4.4 Katakpdtnon vypmv Kot KopoloKs oVETAPKELD).

Negpixn dvoiertovpyio,

O GFR mpémet va aglodoyeitar pwv v évapén g Bepamneiog e TpoidovTa TOL TEPLEYOVY UETPOPLLIVT
KoL TOVAGIGTOV €TNGIMC 6TN cLVEKELN. X acbeveic pe avénuévo kivovvo tepartépw eEEMENC TG
VEQPIKNG GVGAEITOVPYING KOl GTOVG NAIKIMUEVOVC, 1) VEQPIKT AelTovpyio TpEmel va a&lodloyeital To
ouyvd, m.y. kébe 3-6 pnve.

H péyiot nuepnoia 8601 g LeTeopurivng mpénet Katd mpotipnon vo dtaipeital og 2-3 nuepnoleg
d60¢1G. Ot TopdyovTeg Tov evOEXETOL VO aLEAVOLY TOV KivOUVo YalakTikNg 0&éwong (PA. 4.4) mpénet
va. avoaokomovvtal Tpv e€etactel 1 Evopén g petpopuivig o acbeveig pe GFR < 60 ml/min.

Edv dev eivon dtabéoiun emapkng mepiektikotnta tov Competact, 0o Tpémet va ¥pnoIUomToovvTaL To.
EMPUEPOVS LOVO-CVGTOTIKA OVTL Y10l TOV GLUVOVAGHO oTafepng dOONG.

GFR ml/min | Megtgoppivn moyAtalovn

60-89 H péyiom nuepnoia d6on givar 3.000 mg
Meiwon g 66ong umopel va e€etaleton
G€ GYEOT LLE TNV EKTTOOT| TNG VEPPIKNG
Agttovpyiag. Kopia Tpocapuoyn g d6omg

45-59 H péyiotn nuepnowa 86on givon 2.000 mg | H péyiom nueprioia d6om ivar 45 mg.
H d60m évapéng eivor o moAd 10 ucv
™m¢ péytomng d6ong.

30-44 H péyiom nuepnowa d6on givar 1.000 mg
H d60m évapéng eivor o moAd To ucv

™m¢ péytomng d6ong.

<30 H petpopuivn avievdgikvoral.

Hromiry dvoieitovpyio
To Competact dev Oa pémet va yopnyeitol oe acheveic pe nratikn dvciertovpyio (PA.
Tapaypaeovg 4.3 kot 4.4).

Taidrarpirog ninBoouog
H acpdleio kon 1 amotelecpoticotnto tov Competact o€ mwodid ko eprifovg Katm twv 18 etdv dev

&xovv tekunplwbei. Agv vdpyovv dabécia dedopéva.

Tpomog yoprynong

Ta dokia wpémel va katamivovtol pe €va motnpt vepd. Aapfavovtag to Competact pe 1 opéo®S PeTd
TO QOYNTO, UTOPEL Vo LELWOODV TO YOUSTPEVTEPIKO GUUTTOUATO, TTOV OXETICOVTOL e TN HETPOPUIVT.

4.3 Avrtevoeitag
To Competact avtevdcikvotol og aobeveic pe:

- YrepevarcOnoio oTig OpacTiKES 0VGiEg 1) 6€ KATO10 o T £KS0Y0 TOL AVAPEPOVTAL GTNV
mopaypaeo 6.1

- Koapdiokn avendpiela 1} iotopikd kapdiokng avendpketog (NYHA otddw I €wg IV)

- Evepyod kapkivo ovpoddyov KOGTNG 1} 10TOPIKO KOPKIvoy oupoddyov KOGTNG

- Mn S1epeuvn €V LOKPOGKOTIKT CiLLoTovpiol

- Oéeia 1 xpoVIo vOGO oV Umopei va TPOKAAEGEL 10TIKT VITOEin OTMG KOPIIOKT 1] OVOTVELGTIKY
OVETAPKELQ, TPOCPOTO ELPPOYLLO LLOKAPOiOV, KaTomANnEin

- Hratikn dvciettovpyia

- Oéela dnAnpioon amd ovVorVELUATMON, AKOOAIGIO
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- Onotocdnmote THmog o&eiog peTaforikng o&Ewong (OTmG YOAUKTIKY 0EEMOT], SN TiKy
Keto&éwon)

- AP TIKN TPO-KOUATMONG KATACTACN

- YoBapn veppkn averdpketo (GFR < 30 ml/min)

- Oéelec KATAGTACELS TOV SLVNTIKG UTOPEL VO EXNPEACOVY T1) VEPPIKN AEITOVPYia OTMG:
- Aguddtmon
- Yofapn Aoipnwén
- Kotamin&io

- Evdayyegioxn xopfynon 1odtopévav oKloypapik®dv ovctdv (BA. Tapdypago 4.4)

- Oniacud (PA. mapdypapo 4.6)

4.4 E101kég TPoetdomomcELS Kol TPoPuAGEEIS KaTd T ypion

Agv vtapyel KAVIKNY eumelpia Le T xopnynon g moyAtalovng e TpImAd cuvovacud ue dAha amd
TOV GTOHOTOG YOPTYOVUEVA OVTIOOPNTIKA 10100KELAGUATO.

Taloxktikn 0E€mon

H yadaxticn o&éwon, pio moAd omdvio aAld coPapn LeTAPOAKT ETITAOKY|, ELQAVIiETOL GLYVOTEPA GE
ofeln emdeivon TN VEQPIKNG AELTOVPYING 1 KAPOLOOVOTVEVGTIKT VOGO 1| CWALLIC. XVGGMPEVOT)
petpopuivng cvppaivel oe o&eia emdeivmon g veppikng Asrtovpyiag kot av&avel Tov kivouvo
YOAOKTIKNG 0EEMOTNG.

Y mepintoon aeuddtmong (cofapn didppota 1 EUETOC, TVPETOC N} LELMUEVT] TPOGANYT VYPDV), TO
Competact mpénet va, S10KOTTETOL TPOSMPIVEA KOl GUVICTATOL 1) ETKOWVOVIN LE EvaV ETayyeEALaTiO
vyeiog.

DoppoKeELTIKA TPOIOVTA TOL OO0 UTOPOVV VO, EXNPEAGOVY VIOV T VEQPIKT Aertovpyia (OTmS
OVTIWTEPTAGIKA, SLOVPTTIKA KOl LT GTEPOELDN OVTIPAEYUOV®OT papuaka (MEAD)) mpénet va
apyiCovv pe mpocoyn o€ acbeveig mov Aapfdavouvv Bepameio pe pet@opuivn. AAAotL Topdyoveg
KIVOOVOUL Y1 YOAOKTIKT 0EEMON £ivar vePPOAKT TPOGANYT OIVOTVELUATM®ODV, NTOTIKY OAVETAPKELQ,
OVETOPKADG ELEYYOUEVOS SLOPNTNG, KETWOT), TAPOTETAUEVT] VI|OTEIN KOl OTOIEGONTOTE KATAGTUCELS TOV
cuvdéovtar pe vro&ia, kKabdg Ko 1 TAVTOXPOVN XPTOT PAPUAKEVTIKMV TPOIOVI®MV IOV UTOPEL VA
TPOKOAEGOVV YOAOKTIKN 0EEman (PA. mapaypdpoug 4.3 kot 4.5).

Ot acBeveig 1)/K0L 01 POVTIOTEG TTPEMEL VOL EVILEPDVOVTOL GYETIKE LLE TOV KIVOUVO YOAOKTIKNG
o&émong. H yaraktikr o&€won yapaktnpiletar and 0Eed®TIKN SVGTVOLN, KOWAMOKO TOVO, HVTKEG
Kkpaumeg, eEacbévnon kot vrodeppio. GLVOSEVOUEVT] OO KDUA. L€ TEPITTMOOT TOAVOLOYOVLUEVDV
ouumtOpdToVv, 0 acbevig Tpénel va otapatioet va taipvel Competact kot va {ntmoet GpeoT Tpik
opovtida. Ta dtoyveoTikd epyactnplokd svpfuata sivar petwpévo pH tov aipartog (< 7,35),
avénuéva eminedo yoAakTikod oto TAdoua (> 5 mmol/l) kot avénuévo yaopa avidvtoy Kot avoroyio
YOAOKTIKOV/TUPOGTUPUALKOD.

Aobeveic ue yvwotéc 1 mBovoloyodusves LIToyovOplokéS VOGOUG:

e aofeveic e YVOOTEG HITOYXOVIPLOKEG VOGOVGS, OTMG GUVIPOLO ULTOYXOVOPLOKNG EYKEPUAOTADELOG LEe
YOAQKTIKY] 0EE0OT Ko ETELG0d0 opotalovta e oyyelako eykepoikd (MELAS) kot pntpikd
KAnpovopobduevo dtafntn kot kdemon (MIDD), n petpopuivn 6ev cuvietdtol Aoy Tov KivdhHvov
eMOEIVOONG TNG YOAOKTIKNG 0EEMONG KOl VEDPOAOYIKAOV EXITAOK®DV OV UTOPEL VO 001YICOVV GE
YEPOTEPELOT TNG VOGOV,

Ye mepinton onuelov Kol GUUTTOUATOV TOL VTTOdNA®VOLY cOvopopo MELAS 1 MIDD petd v
TPOCANYY| LETPOPUIVIG, 1) Bepameia e LeT@OPUIVI TPETEL VO AMOGVPETAL OUEGMG KOl VoL dlevepyeital
apeon dlayvooTikn aSloAdynon.



Neoppin Aertovpyio

O GFR npénel va a&lodoyeitor Tpv v Evopén g Bepaneiog Kot 6 TOKTE O106THUATO OTN GUVEXELD,
PA. mapdypapo 4.2. H petpopuivn avievdeixvotal o€ acbeveic pe GFR < 30 ml/min kot tpénet va
OLOKOTTETAL TPOCOPLVE VIO TNV TAPOLGia GVVONK®OV oV peTafdArlovy T VEPPIKN Agttovpyia, BA.
mopaypapo 4.3.

H peiopévn veppucn Aertovpyio 6To0g NAMKIOUEVOLS 060EVELG Eival GUYVT Kol OGVUTTOUOTIKY. O
TPEMEL vaL diveTal 1010TEPT TPOGOYY| G€ KATOGTAGELS TOV UTOPEL VOL EXNPEAGOVV TN VEPPIKN
Aettovpyia, Yo TOPASEYLO KATA TO EEKIVIILOL LLI0G AVTI-VTTEPTOGIKNG 1) OL0VPNTIKNG Bepameiag Kot
Kkatd v évapén Oepameiog ue MEAD.,

Kotoxpdnon vypdv Kot Kapolokn OVETAPKELD,

H moyAtalévn pmopel va TpokorEcel KATaKpaTnon vypav, 1 omoio UTopel va TPOKOAEGEL
napo&ovvon N emdeivaoon tng Kopdlakng avendpkelog. Katd v Bepaneia acbevdv mov égovv
TOVAGYLGTOV £Vay TOPAYoVTO KIVOHVOL Y10 TNV aVATTUEN GUUPOPTTIKNG KOPSIUKNG OVETAPKELNG (TT.X.
TPOYEVECTEPO ELPPAYLLO TOL LVDOKOPSIOV 1] GUUTTMUATIKT GTEPAVININ VOGO 1] 01 NAMKIOUEVOL), Ol
ywzpoi Ba Tpémel va apyicovv pe ™ yapumAdtepn dvvarn d6om kot va v avénoovy Pabduaio. Ot
aoBeveic Oa mpémetl va TapakoAovBovvTol Yo onueio 1] CUUTTOUATO KOPOLOKNG AVETAPKELONS, ODENONG
Bapovg 1 oidnpa, edwkd o1 acbeveic pe peiowuévn Kapdiaxn Aettovpyia. [lepurtdoeig kapdlokng
avenapkelog Exovv avapepbel, petd v kukiopopia tng moyArtalovng oty ayopd, OTav avTh
yopnynOnke oe 0c0eveic 6€ GCLVOLAGUEVT AYWOYN L€ IVGOVAIVI 1] GE ACOEVEIG LLE 1GTOPIKO KUPIAKNG
avendpkeloc. Emedn n woovkivn kot n moyArtalovn Exovv kat o1 600 cuayeticbel pe kataxpdrnon
VYP®V, 1 TOVTOYPOVN YopNynom tveoviivig kot Competact evdéyetar vo avédvel Tov Kivouvo
eppdviong owdnuatog. Metd tnv kukAoopio oty ayopd, £xovv eniong avaeephel TEPITTOCELS
TEPLPEPTIKOV O1OMLATOG Kol KApOLOKNG aveETApKeELaG o acOeveic e TavTdypovn (p1ion ToyAltalovng
KOLL [1T] GTEPOEIOMV OVTIPAEYLOVOIDV QUPUAK®V, CUUTEPIAUUPOVOUEVOV TOV EKAEKTIKAOV OVOGTOAEDV
COX-2. X¢ mepintoon emdetvmong g kapdiokng Aettovpylag to Competact Tpémet v S10KOTTETAL.

Merét ékPoong TV kapdloayyelok®dv cuppapdtoy g moyArtalévne Tpoyuatorombnke oe
aofeveic pe cakyap®dn dfntn TOmoL 2 NAkicg KATO TV 75 €TOV KOl e TPoHTApYoLGa cofaph
paxpoayystokn voco. IToyhMrtaldvn i swovikd eapuaxo (placebo) Tpootédnke otV vAdpPYOLCH
avTdopnTikn Kot Kopdtayysiakn Oepameio, diapielag o woAd 3,5 €. H pelém avt é0eiée avénon
TOV TEPLOTATIKMY KAPIIOKNG OAVETAPKELNS, KATL TO 0moio dgv odnynoe e avénomn g Bvnodtrag
OTN HEAETT) OLTH.

Hluxiopévol

H ypniion cvvdvacpot pe weoviivn Tpénet va eEETACTEL LE TPOGOYT GTOVG NAIKIOUEVOVS AGY® TOL
aLEAVOEVOD KIVOUVOL GOPOpNG KAPSIOKNG OVETAPKELNS.

AopBavovtog vroyn Tovg Kivduvoug Adym nAkiag (£0tkdTEPa KapKivog 0vpodoyov KHGTNG,
KOTOYIOTO Ko KOPOLOKT OVETAPKELD), 1] IGOPPOTTID, TOV OPEADY KOl TV KIVOUV®V TPETEL va. eEeTaoTEL

TPOCEKTIKA TOGO TPV OGO KOl KOTA TN SIIPKELN TNG OY®YNG OTOVS NAKIOUEVOLG,

Kopkivoc ovpoddyov KHoTNne

g PETA-OVOAVOT] ELEYYOUEVOV KAVIKADV SOKIUADV, avaQEPONKOY O GUYVA TEPITTAOCELS KOPKIVOL TNG
0VPOdGYOV KDGTNC OTNV OpAda acBevmv ov ElaPay moyittalovn (19 meputtdoelc omd

12.506 acBeveic, 0,15%) évavt g opddog eréyyov (7 mepumtdoeis omd 10.212 acbeveic, 0,07%)

HR =2,64 (95% CI 1,11-6,31, p = 0,029). Metd v e&aipeon tov acbevmv, oToug omoiovg 1 £kbeon
GTO QAPLOKO NTAV HKPOTEPT amd £va £T0G KATE TO YpOVO TNG O1dyVMGNS TOL KAPKIVOL TNG
0VPodOYOL KVGTNG, VNPV 7 Tepittdcels (0,06%) otnv opdda ¢ ToyAtaldvng Kol 2 TEPUTTMGELS
(0,02%) otnv oudda eréyyov. Emdnuoloyikég pedéteg £xovv, eniong, vmodei&el pikpn avénon Tov
KIVOUVOUL Y10 KAPKIVO TNG 0upododyov KOoTNg o€ dtafntuicois acheveic mov Egovv AdPet Bepameio pe



moyMtalovr, TapOAo TOL OEV AVOYVOPIGTIKE OO OAEG TIC LEAETEG OTOTIOTIKA CNUOVTIKG aVENUEVOG
Kivouvog.

Ot Tapdyovteg Kivovvov yio Kapkivo oupoddyov kuatng tpénet vo aloloynovv mpv v Evapén g
aywoyng pe moyirtalovn (ot xivévvor Teptiapfdavovy tnv niikia, To 10TOPIKO Kamviouatog, tnv £kbeon
G€ KOO0 EMOYYEALOTIKO TOPAYOVTO, 1] TOPAYOVTO YNUEIOOEPUTELNG .. KUKAOPOGOALIOIO 1) 0lymYT|
ue axtwvoPorio oty TueAkn Teployn). OTOLONTOTE LOKPOGKOTIKY] OLUATOVPI0 TPETEL VAL
dtepeguvnBel Tpv v Evapén g ayoyng ne moyatalovn.

Ot aoBeveic Tpémetl va evnpepwbovv, va {ntoouvv aueca ) fordeia Tov 1Ttpob Tovg 4V Kotd ™)
SLIPKELD TNG OYDYNG TOPOVGLAGOVV LOKPOCKOTIKY OpoTovpic 1§ dALe copmtdpoto 6nmg dvcovpia 1

gnelyovca ovaykn ovpnomnge.

ITopaxorovOnon e nratikng Aettovpyiog

"Exovv avaeepBei omdvieg mepntdoelg auénuévoy nratikdv evOOI®V Kot TOTOKLTTOPIKNG
dvodettovpyiog, amod TV gumepio petd v KukAopopia tng moyArtaldvng oy ayopd (BA.
Tapdypoeo 4.8). Av ka1 6€ TOAD GTAVIEG TEPITTOOELS Bavatneopog Ekfaor €xel mapatnpndei, n
OITIOAOYIKT) GUCYETION OV EXEL O1EVKPIVIOTEL.

Q¢ €K TOVTOL GLVICTATAL O TEPLOOIKAC EAEYYOG TV EMMEOWV TOV NTATIKAOV EVEOUOV GTOVG 00OEVEIC
vt aymyn pe Competact. Ot Tipéc TV nratik®v eviumv 0o tpéret vo eAéyyovtal pwv v Evapén
g ayoyns pe Competact og 6Aovg Tovg acBeveic. H Bgpaneio pe Competact de Oa mpénet va Egkiva
o€ acbeveig mov mapovotdlovy avénon tev nratikdv eviopmy (ALT > 2,5 popéc tov avdtepov
@VO10AOYIKOV) 1) 6 acbeveig ue evoeifelg nroTikng Tanonge.

Metd v évapén g ayoyng pe Competact, GuvioTdtal 1 TEPLOSIKT TAPAKOAOVONGT TOV NTATIKOV
ev{O®V 6€ TEPLOOKA YPOVIKA SLOGTILLOTA COLPOVO LE TNV KAWVIKY ektipnon. Edv ta enineda tng
ALT Bpebodv tpimAdcia Tov avaTEPOL PLGIOAOYIKOV, KATE TN d1dpKeld Tng aymyng pe Competact ta
enineda Nroatkdv eviopmv Ba npénel va enavetetacHovy to cuvtopotepo dvvato. Edv ta enimeda tng
ALT mapopévouv vymAdTepa amd TPITAUCLO TOL OVMDTEPOV PLGLOAOYIKOD, 1 oy®yN Ba Tpémetl va
dwakomtetal. Edv o acOevic eppavicel COUTTOUOTO EVOEXOUEVNC NTATIKNG SVGAEITOVPYIOG,
GLUTEPTAOUPAVOLEVIC TNG AVEENYNTNG VOLTING, EUETOV, KOAHKOV GAYOVG, KOT®ONG, avope&iog Kaun
GKOVPOYPOL®V 00p®V, Ba TPETEL VO TPAYULATOTOOVVTOL LETPNGELS TV NTATIK®V evivpwv. H
AmOQOOT), GYETIKA UE TN GLUVEYIOT TG aymyN¢ e Competact 6To cuykekpuévo actevn, Oa mpénet va,
KkaBodnyeitol amd To KAVIKA Kot EpyacTnplokd evprjpota. Eqv eppavicbet iktepog, n xopriynon tov
(OPLOKEVTIKOV 10100KEVAGLATOC BaL TPEMEL VAL SIOKOTTETOLL.

AvEnon copatikov Bdpovg

2116 KAWVIKEG SoK1UEG pe moyAtalovn tapatnpiOnkav evdei&elg doco-eEaptdpevne avénong Bapovg,
KdTL T0 omoio pmopel va, 0QEILETOL GE GLGGMPEVOT AITOVE KOl GE UEPIKEG TEPITTAOCELS VO oYETICETOL
LE TNV KOTAKPATNON VYPAV. € KATOIES TEPIMTOGELG 1] 0ENGT PApovg pmopel va givol cOUTTOHN
Kapdlokng avendapkelag. Enopévog, To copatiko Papog tmv acbevdv Ba mpénet vo mapakorovdeitan
TOKTIKA.

Awotoloyia

Mio, pukpn eAdTToon TG LEoNG TWNG TNS otpospatpivng (oyeTikn peimon 4%) kol Tov apoTtokpity
(oxetwn peioon 4,1%) mapatnpndnke Katd tn SidpKeLd TG aymyng He moyAtalovr, Aoy
aoapotdcens. [apopoteg petaforéc Exovv mapoatnpndei oe acbeveic VIO aywyN He LETQOPLIV
(oyetikég perwoetg g apoceorpivine 3 — 4% ko tov apatoxpit 3,6 - 4,1%) oTIC GLYKPITUKES
KAMVIKEG OOKIUES e TNV oy@Yn 1 ToyArtalovn.



Yrmoyhlvkoupio
Ot aoBeveic o1 omoiot Aappdvovv moyMtaldvn o€ amd Tov oToHTOC Oepomeia SUTAOV GLVOVACHOD LE
L0 GOLAPOVVOAOVPIOL EVOEYETOL VO SLOTPEXOVY KIVOLVO EUPAVIOTG O0GO-EEQPTAOUEVTG VITOYAVKOUING

Kol £TG1 Vo, KOTOOTEL avayKaio 1 PeloT Tng 060MG TNG GOLAPOVLAOLPING.

Opforkéc dSrotopoyic

AvoQopEg PeTE TNV KUKAOQOPIO TOV QUPUAKOL GYETIKA e ELEAVIOT N EMOEivoT S1afnTiko

010N UATOC TNG WYPAG KNAIDOC e Hetopévn OTTTIKN 0&EVTNTO avapEpOnkay pe BlaloMdvedidvec,
ocoumeptropfavopévng g moyAttalovng. [ToAhol amd avtovg Toug asbeveig avépepav TaVTOXPOVO
TEPLPEPIKO 01dMUa. Agv glvar GaQEG av VTLAPYEL 1] O)L ALECT GLOYETION HeTa&y Tng ToyATtaldvng Kot
TOV OLONLATOG TNG WYPAG KNAOAGS, AALE 01 CLUVTAYOYPAPOVTES 10TPOL TPEMEL VO Elval G€ ETOLUOTNTA
Y10 TO EVOEYOUEVO EUPAVIONG OONUATOG TG YPAS KNAIDAG av ol acbeveic avapépovy dlatapoyés
otV ontikn o&vtnta. [Ipénet va e&eTaioTel TO EVOEXOUEVO TOPUTOUTNG VIOl KATAAANAT 0@OaALOAOYIKN
e&étaon.

Xepovpykn enéufoon

Emne1on) to Competact mepiéyet vOpoyAwpPIKN LETQOPLIVT, TPEMEL VA SIUKOTTETOL KATH TOV XPOVO TNG
YEPOLPYIKNG EMEUPOONG VIO YEVIKT, payloio 1| EntokANpidio avarsOncio. H Oeponeio umopei va
apyioet Eava oy vopitepa amd 48 dpeg HETA T YELPOVPYIKT EXEUPOON 1) TN CLVEYICT TNG GiTIoNG AT
TOV OTOUATOC KAl LITO TNV TPoVUTHOEoN OTL 1) VePpiKn Aettovpyia €xel a&toloynBel ek vEou Kot
dwmotoOel 6Tt elvan otabep].

Ayeiplon 1mdOUEVOV KLY POPIKAOV UECOV

H evdoayyelokn yopnynon 1wddUEVOV OKLOYPUPIKOV LEGMV UTOPEL Vo, 00N YNCEL o€ VEQpomdOeia
EMOYOLEVT OO OKLOLYPUPLKO, LLE OMOTELEGLO, T CUCCMPEVGT] LETQOPIVIG Kot auENUEVO Kivouvo
yaAakTikng o&émong. To Competact Ba wpémetl va StakoOTTETAL TPV Ao 1) KOTE TOV YPOVO TNG
dtadtkaciog amekdviong Kot va unyv apyicet Eavd péypt TovAdylotov 48 dpeg LeTE, VIO TNV
wpobmdOeon Ot 1 veppikn Aettovpyia £xel a&loAoynel ek véou kot damotmbel 6Tt eivan otabepn, BA.
Tapaypaeovs 4.2 kot 4.5.

20VOPOUO TOAVKLOTIKOV 00ONKOV

Q¢ cvvérela g evioyvong g dpdong g YoovAivng, n Bepamneia pe moyAtalovn oe aoBeveic pe
GLVOPOLO TOAVKVGTIKOV MOONKOV Uropel va empépel emavainyn e moppnéiag. Avtég ol aobeveic
pmopet va exteBolv og kivouvo evdeydpevns eykvposuvne. Ot acBevelg autég Ba tpénet va
EVILEPDVOVTAL GYETIKA LLE TOV KIVOUVO eVOEXOUEVIG EYKVUOGHVNG KOl €AV 1) acBevig emBupiet
gykopoohvn 1 av gival £ykvog, 1 aymyn o mtpénet va daxontetat (PA. mapdypago 4.6).

Alheg

& GLYKEVTIPMTIKN AVAALGT TOV avaPEPHEVT®V OVETIOOUNTOV EVEPYEIDV CYETIKMV LE KOTOYUATO, GE
TUYOLOTOMNUEVES, EAEYYOLEVEG, OITAEG TVPAEG KAIVIKEG LEAETES Tapo TP ONKE ol avENUEVT ETITTOOT)
Kataypatov (BA. mapdypapo 4.8).

H enintoon tov kataypdtov vroloyictnke o6t ftav 1,9 katdypata ava 100 dvBpomro/étn ot
yovaikeg vo aymyn pe moyAralovn kot 1,1 katdypato avé 100 avBpwmo/étn og yovaikeg vd oywyn
Ue oLYKPLTIKO dpuaxo. O Tapatnpneic emmAéov Kivouvog KATUYUATOV Y10 TIG YOVAIKES, GE ALTO TO
ovVoLo dedopévav g moyAtalovng, eival emopévag 0,8 kotdaypato ava 100 avOpomo/ét.

Mepucéc emonpioAoyucés peréteg Exovv oct&et mapopoto avénpuévo Kivouvo KoTayLAT®V Kol G AvOpeg
Kot o€ yovaikeg. O kivouvog KataypaTov TPEREL Vo, EKTILATOL KOTA T LOKPOXPOVIa OEpamenTikn
ayoyn tov acevov pe moyAttalovn (PA. mapdypapo 4.8).



H moyAtalovn Ba mpémet va yopmnyeitol pe Tpocoyr] Katd tn S1GpKELD GUYXOPYNONG HE OVAGTOAELG
(.. yepoBpolikn) M ermaywyelg (w.y. prpapmikivn) Tov kutoxpodpotog P450 2C8. O yAvkoipikog
éleyyog Ba mpémel va Tapakorlovbeitor otevd. H mpocappoyn g 86omg g moyAtalovng eviog g
GLVIGTAOUEVNC 60G0A0YIOG ) Ol aAAaYEG oty Bepameia Tov dwafritn Oa Tpémel va e&etalovtan (PA.
Tapdypoeo 4.5).

To eappakxo avtd Tepiéyel Aydtepo amd 1 mmol vatpiov (23 mg) avd diokio, lvatl ovTd TOL
ovopdlovpe «erevBepo vatpiovy.

4.5 Almiemopdocseig pe GAAG QUPRUKEVTIKE TPOTOVTH KO GAAES HOPPES aAANAeTiOpaoNG

Agev €xovv yivel emionpeg pehéteg aArnienidpacewv yio o Competact. Ot TopoKAT® avapopEg
avtikotontpilovv Tig Stabéoiuec TANPOPOPIES Y10l TIG CLYKEKPLUEVEG OPacTIKEG 0vaieg (ToyAtaldvn
KoL LETQOPivN).

Metgoppivn

H rovtdypovn ypron dev ovviordror

Oworvevporwon

H olkooAikn| to&ikwon oyetiletor pe avEnpévo Kivouvo YOAUKTIKNG 0EEMONC, 101MG O TEPUTTAOGELS
ynoteiog, VTOGITIGHOD 1| NATIKNG SOLVGAEITOVPYING.

lwdiwuévo orraypopira uéoo.

To Competact mpénet va, S1aKOTTETAL TPV aTd 1| KOTA TOV YPOVO TNG SLadIKAGIOGC UTEIKOVIOTG KOl VO
unv opyicet Eava péypt tovidyiotov 48 dpeg LETA, VIO TNV TPOHTOOEST OTL 1] VEQPIKT ActTovpyio EYEL
a&lohoynBel ek véov kat dtamiotmBet 6T givon otabepn, PA. Tapaypdoovg 4.2 kot 4.4.

20VOv0oU0L TOV OTOITOVY TPOPVAGLEIS KOTa. TH YpHon

Op1lopéva QapUAKELTIKA TPOTOVTO EVOEYETAL VO EMNPEACOVY OPYNTIKA T VEPPIKT| AELTOLPYia, TO
omoio evogyeTan vo avENoeL Tov Kivouvo YaAlokTikng o&émong, T.y. MEZAD, cuuneptlapfavouévey
TOV ETAEKTIK®OV 0vacTOAE®VY TNG KukAoo&uyevaong (COX) I, avacToAémV TOV HETATPERTIKOD
evlopov g ayyeloteveivng (MEA), avtoyoviot®v tov vtodoyémv g ayyeloteveivng I kot
drovpnTik®v, 1Wimng StovpnTikdVY ™G aykVuAng. Katd v évapén 1 xpnon tétowmv npoidviov ot
ovvovaoud ue Competact, gival omapaitnTn 1 6TEVH TOPAKOAOVONGN TN VEQPIKNC AELTOLPYINS.

Ta KaTIOVIKG QUPUOKEVLTIKA 10100KEVACILOTA TOV EEOVOETEPMVOVTUL LLE VEPPIKT] COANVAPLOKN
€kkpion (). SETIOVN) eVOEXETOL VO AAANAETIOPAGOVV OVTAYWOVIGTIKA LE TN LETQOPUIVY Y10 TOL
KOWG VEQPIKA GCOANVOPLOKG CUCTNUATO LETAPOPAS. MeAETN mov d1e&nydn oe enTd PLGIOAOYIKOVG
vy1elg eBehoviég €0e1&e OTL M oeTdivn, 6tav yopnyeitar og 400 mg Vo Popég tnv Nuépa, avénoe
ocvotnpatiky ékBeon oe petpoppivn (AUC) katd 50% kot to Cpayx kKatd 81%. Xvvenmg, o€
GLYYOPNYNON KATIOVIKOV QAPUAKEVTIKMDY 10100KEVUGUATMV TOV EEOVOETEPMVOVTUL LE VEPPIKN
COANVOPLOKT £KKPLon, Oa mpénet va eEeTAleTOL 1) OTEVI TOPAKOAOVONOT] TOV YAVKOUIKOD EAEYYXOV, M
puOuIoT NG 060NG 6TO TANIGLO TNG CLVIGTMUEVNG BOGOAOYING KOl Ol dALAYEG OT BEPATEVTIKY aymYN
TOV StaPnTn.

[MwyMtalovn

Svyyopnynon g moyArtalovng pe yepeurpoliin (éva avactoiéa Tov kKutoxpmdpotog P450 2C8) €xet
avapepbel 611 £xel cav amotédespo v 3nAdota avénon g AUC g moyittalovne. Katd )
ovyyopnynon ue yepupupoliin, icwg ival avaykaio, 1 peioon otn 66omn ¢ moyAtalovng encidn
VILAPYEL TO EVOEYOUEVO UI0,G BOGO-EEAPTOUEVNS ENGNC TOV AVETIOVOUNTOV EVEPYELDY. ZVVIGTATOL
GTEVH TOPOKOAOLOT OGN TOL YAVKOUIKOD EAEYYOL (BA. Tapdypapo 4.4). Zuyyopnynon g
moyMtalovng pe prpopmikivn (évav enaymyéa tov kutoxpdpatog P450 2C8) éxet avapepbel 611
emeépet pa peimon kotd 54% e AUC ¢ moyArtalovng. Katd t cuyyopnynon He prooumikivn,
towg givarl avaykaio, n adénon tng 86ong ¢ ToyAMtalovng. ZVVIGTATOL GTEVH TOPOKOAOVONGN TOV
yAvKaiukov ghéyyov (BA. moapdypapo 4.4).



Ta yAvKoKopTIKOEW| (YOp1YOOLEVE CUGTNUATIKA 1 TOTIKA), 01 B2 - Ay®VIGTES Kol TOL S10VPNTIKA
&yovv gyyevi vepyAvkaipikn dpdon. Ot acheveig mpémet va eVLEPDVOVTOL KOl VO, KAVOUY
TAKTIKOTEPOLG EAEYYOVG TNG YALKOLING aiplatog, Wiaitepa Kotd TV Evapén g Oepaneioc. Av gival
aTOPaiTNTO, 1) 300G TOV AVTIAEPYAVKUIUIKOD QUPUAKOV TPETEL VA, TPOCAUPUOLETOL KATE T S10pKELL
g Oepameiog pe To GAAO QOPUAKEVTIKO TPOTOV Kol KOTE Tr) S10KOTY| TOV.

Ot avactoreic-MEA pmopel va peidcovy ta enineda yAvkolng 6to aipa. Av givol amapoitro, 1 600
TOV OVTITEPYAVKALUIKOD QOPUAKOL TPETEL VO TPOSAPUOLETOL KOTA TN didpKeLo TG Bepaneiog e To
AL POPUOKELTIKO TPOTOV Kot KATA T S10KOTY| TOV.

Meléteg aAdniemdpdoemv £xovv dei&el 0TI 1| ToyAITalovn dev €xEl KOpio, OLGLOGTIKY ENIOPOCT) OVTE
OTIG QUPUAKOKIVITIKEG OVTE OTIG POPLOKOSVVALIKESG 1010TNTEG TNG dryo&ivng, Tng Papeapivng, Tg
QOLVOTTPOKOVUOVNG KO TNG LETQOPUIVNG. MeAéteg og avBpmdmovg £0e1&ay 0Tt dev apatnpeiton
EMOYOYN TOV KVPIOV EXAYDYILOL KuToYpdpatog P450, 1A, 2C8/9 kot 3A4. Ot in vitro peAéteg oev
£YOVV TAPOLCIAGEL Kapio EVOEIEN OVOGTOANG OTOLOVONTTOTE VITOTLIIOV TOL KVTOYPDOHOTOG P450. Agv
OVOPEVOVTOL OAANAETIOPAGELS [LE PAPUAKEVTIKEG OVoieg oL petaforilovor amd ta Evivua avtd,
OTMG 7). OO TOL GTOUNATOC OVTIGVAANTTIKG, KUKAOGTOPIVT], AvIAY®OVIOTEG SIOA®MY acPectiov Kot
avactoAeig tng HMGCoA avaymydong.

4.6 T'ovipétnTo, KONON KAl yorovyia

Ag dwtiBevton mpoxvikd 1 KMvikd dedopéva oxetikd e tnv €kfgomn Katd v €yKupoohvn 1 )
yaiovyio oto Competact.

T'uvaikeg og ovamapaywyikn nAukia / AviicOAANYN o€ Gppeveg Kot Onielg

To Competact dev TpEMEL VO, YPNGUYLOTOIEITOL GE YUVOIKEG TNG AVOTAPUYMYIKNG NAKiG Yopig TNV
ypion avticvAANYNG. Edv o acbevnic embopel va peivel éykvog, n Oepaneio pe Competact 0o npémet
va. S10KoTEL.

Kvnon

Kivovvog ayeti{ouevog ue v moyiitalovy

Agv vtapyovv emapkn avOpmmiva otoyygia omd ™ xpnomn TN TOYAITalOVNG 08 £YKVEG YOVOIKES.
Meléteg og {da dev £de1&av TepaToyOVOo dpdor, oArd £det&av epppvotobikdtnta Tov oyetileTal pe
@appokoAoykn dpdon (BA. mapdypapo 5.3).

Kivovvog ayeti{ouevog e t uetpopuivy
Meléteg og {da dev amokaAvyay Tepatoyovo dpdon. Mikpéc KAMVIKES SOKIUES dev €0e1EaY OTL T
HET@OPUIVI TPOKOAEL POVOLEVE, OVGTANGIOG.

To Competact dev Tpémel va ypnoipomoteital Katd t didpkela g eykvpocvuvns. Edv eppavicbet
gykopocvvn, 1 Bepamneio pe o Competact Bo Tpémet vo Stakomel.

Oniaocudg

Toco N moyMtaldvn 660 Kot 1 HETQopuiv aviyvedovial 6To YéAo apovpaionv mov Onidlovv. Agv
glval Yv@oto Kot 1060 0 ONAacuog Ba 0dnynoetl g EkBeom TOL VEOYVOD GTO PUPUOKEVTIKO TPOTOV.
To Competact dg Tpémel va ypnoiLonoleital o€ yovaikeg mov Onialovv (BA. mapdypapo 4.3).

Tovipdtra

e peréreg yoviportnrag og {da pe moyltalovn, dev vnpée kapia enidpaon oto Levydpmpa, ot
YOVILOTIOIN G 1| 6TO OEIKTN YOVILOTNTOG,

H yovipotnta og dppevec kot ONAelc apovpaiovg dev ETNPEACTNKE A0 TI LETPOPUIIVN OTAV
yopnynonke og d6ce1g 1050 VYNAES 660 600 mg/kg/Mmuépa, mov givor Tepimov TPEIS POPES M LEYIOTN
GUVIOTMUEVN NUEPNOLA 0O0T GE avOP®ITOVS PacIlOLEVN OE GLYKPIGELS TG EMLPAVELNS TOV GMLOTOG.



47 Emopacelg 6Ty tkavoT T 001]YN61)G KOl EPIGROD P avi|LdTmv

To Competact dgv €xel Kopia 1 £xEl AoNUOVTIN EXIOPAGT GTNV IKAVOTNTA 07 YNONG KoL YEPIGUOD
punyovnudtov. Qotoco ot aoeveic Tov TaPOLGLALOVY OTTIKY JLATOPOYT TPENEL VO, EIVOL TPOGEKTIKOL
otav 0dnyovv N xepilovror unyovipota.

4.8 AvemOopnteg evépyereg

2Hvoyn Tov TPOPIA 0GQAAELOS

Khvikég pehéteg éxovv dieEaybel toco pe ta diokio Competact 060 Kot He Tn GLYYOPTYOOLEVN
moyAtalovn ko peteopuivn (BA. mapdypago 5.1). Katd v évapén g Bepaneiag pmopel va
EUPAVIGTOVV KOIAKO AAYOC, S1hppotLa, OTOAE OPEENG, VOUTIO KOl EPETOG, AVTEG OL AVTIOPAGELS Elval
TOAD oLYVEG aALA oV BmG e&apavilovTol AVTOUATO OTIG TEPIGGOTEPES TEPITTOGELS. H yolakTikn
o&éwon eivan pia coPfoapn avtidpacn mov propet va peoviotel modd ondvia (< 1/10.000) (BA.
Tapdypoo 4.4) Kol GALEG avTIOPACEIC OTMG KATUYUO 06TOV, COUATIKO BApog avENUEVO Kol 0idnua
pmopet va epeaviotodv cuyva (= 1/100 g < 1/10) (BA. mapaypapo 4.4).

Avolvtikdg mivokog overtOuNTmV EVEPYELDV

O avemBOUNTES EVEPYELEG TTOL TTAPATNPNONKAY GE SIMAEC-TVPAEG LEAETES KO OTO TNV EUTELPTIL PLETA
TNV KUKAOQOpio 6TV oyopd, didovTal TapakdTm, GOUPMOVE, LLE TOVE TPOTEWVOUEVOVE OPOVG KATA
MedDRA, avd katnyopio opydvov GUGTNUATOS KOl ATOAVTI GLYXVOTNTO ELPAvionc. Ot cuyvoTnTEG
EUPAVIONG OVaPEPOVTOL OC: TOAD cuyVEG (= 1/10), ovyvég (= 1/100 émg < 1/10), oyt cvyvég (= 1/1.000
¢mg < 1/100), omavies (= 1/10.000 £mg < 1/1.000), mord ondvieg (< 1/10.000), un yvootés (dev
Umopovv va, ekTiun0ovv pe Baon to dtbéoya dedopéva). Xe kKdbe katnyopia opyavikoh GUGTHHOTOC,
ot avemBounteg evépyeieg ta&vopovvol oe eBivovca GePa GLYVOTNTAG ELPAVIONC KO GTN GLUVEXELN
oe pBivovoa cepd coPapotnToc.

AvemOounTteg evépysieg 2oyveTNTO GVETIOOUNTOV EVEPYELDV

IMoyMtalévn Msr(popuivn| Competact

A0PAOEELS KOl TAPAGITMOGELS

Aolp®EN TOV OVAOTEPOL AVATVEVCTIKOV ouyvn ouyxvn
GUOTNLOTOC
TOPOPPIVOKOATITION oY1 6LV oYL ovyxvn

Neomhdopota kaion0n, kKako)0n kot pn
KaBopiopévo (repriappfavovror KOGTELS Kot
TOAVTTO0ECS)

KOPKIVOS 00p0ddyov KOGTNG oY1 ovyv oYL cvyxvn

AWTOpay£S TOV ULOTOUTIKOD KOl TOV
AENPIKOUY GVGTHNOTOS

ovopio GLYVN
AWTopoy£S TOV GVOGOTOUTIKOV GVOTNOTOS

vrepevailctnoio kot aAlepyiksc ovidpdosic! U1 YVOGOTN Un YVOO T
Awtopayéc Tov petoforiopov Kot e 0péyng

ueiwuévn anoppdenon Prrapivng B122 TOAD OTAVI0, | TOAD GTAvVIN
YOAOKTIKN 0EEmoN TOAD oTtvio, | TOAD Grivia
AWTopay£S TOV VELPLKOD GLCTHNATOG

vroicOnoio (i oYV
abmvio Oyl GLYV oYL cLYVN
KEQOAQAYIOL ooyl
dloTapayn yevong GLYV GLYVN
Op0oiukéc droTapayés

onTikn dwatapayn’ [ ouyvn
oldnua TS @ypac kNAidag Un yvoot Un YVOOoT
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AvemQounteg evépysieg

2oyvOTNTO GVETIOOUNTOV EVEPYELDV

QUGLOAOYIKES?

Mwoyhtaiévy | Mereoppiviy | Competact
Awtapoy£c TOV YOGTPEVTEPIKOD *
KOWMOKO GAyoc TOAD GLYVN TOAD oLV
duappoia woAD cuyvn | mOAD cuyvy
UETEWPIOUOG oY1 ovyvn
amoielo Opeéng TOAD GLYVN TOAD GLYVN
VoTio TOAD GLYVN TOAD GUYVI
EUETOC TOAD GLYVN TOAD oLV
AwTopoyfc TOL NTATOG KUL TOV YO POp®V
nrotitdo’ un yvoom U1 YVOoTN
AwTapay£s TOV EPRATOS KOL TOV VTTOIOPLOV
16TOV
gpvinua TOAD oTtOvio, | TOAD Grivia
KVNOUOG TOAD omavio. | TOAD Gmivia
Kvidmon TOAD OTAVIe, | TOAD GTavio
AWTapay£S TOL HVOGKEAETIKOV GUGTILATOS KAl
TOV GUVOETIKOV 16TOV
KOTOY O 06TO0° oLyl ovyvn
apBpaiyio GLYVN
AWTOPaYES TOV VEQPAV KUL TOV 0VPOPOp®V
00V
opaTovpiol GLYVN
AWTopayES TOV AVITAPAYOYIKOD GUGTI|LOTOS
K01 TOV Ho.6TOV
GTLTIKN SuCAELTOVPYiN GLYVN
Ievikéc draTopayés KOl KOTAGTAGELS TG 0000
xop1yNong
oidnua’ oLV
Hopoxivikég eeTdosig
oouatikd Bapoc avénuévo® GLYV ouyxvn
QUVOTPOVGOEPACT TNG OAaVivig owEnuévn’ U1 YVOOT un yVooT
Aoxyooieg nmatikng Aettovpyiog un un yVoot U1 YvooT

IIeprypaen emAeyuévov ovemBoUnT®V EVEPYELDV

IMetd v kukhogopia £xovv avoeepbel tepiotatikd avidpdceny vrepevalctnciog og aobeveic
6T0VG omoiovg yopnyNnOnke moyAtalovn. AvTtég ol avTidpacelg TepAapupdvouy avapviatio,

ayYyEL00idn pa Kol Kvidmon.

2 Meimon g anoppdenong g Prrapivng B12 pe peioon tov emnédmv 6tov 0pd 6& HoKpoypovia
ypnon petpopuivng. H e€étaon g artioloyiog o€ t€tola mepinton cuvictdtol av £vag acbevig

eppavifel peyaAofAacTIKN avorpLio.

3 Ontikn droTapayn €xet ovapepOel kuping katd v Evapén g aymyng Kot cuoyetileTol pe
peTaforég Tov eEMmEd®V TG YALKOLNG aipatog, AOY® TPoc®mPIViG LETABOANG 0T S10YKWOOT| Kol GTO

S10OAOOTIKO OEIKTN TOV PAKDV.

4 Alataporéc ToL YaOTPEVTEPIKOD GLGTHIOTOG GLUBOIVOLY GLYVOTEP KaTd TV évapén Tng Oepameiog
KoL VTOYWPOLV AVOOPUNTO GTIG TEPIGCOTEPES TEPUTTMGELC.

> MELOVMUEVES OVOPOPEG: BOKIUOGTIES NTOTIKNAG AEITOVPYIOG U1 QLGIOAOYIKEG 1 NTOTiTION, TOV

OTOUATN OOV LE TN OL0KOTY TNG AY®YNG LUE LETPOPLLIVT.
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6 Fvuykevipotikn avdivon die€nybet otic avapepbeiceg avemBOUNTEG EVEPYEIEG GYETIKEG UE
KOTAYLOTO, OTO TUYOLOTOINUEVES, EAEYXOUEVES, SUTAEG TVPALS LeEAETEG TTOV TTEPIAGUPOVAY TOV® OO
8.100 aocBeveic mov AdpPavay moyirtalovn kot 7.400 acBeveic mov Adupavay cuykpitikd eapuaKo,
GLVOMKTG d1dpKetag Oepameiog £mc kat 3,5 £tn. YYnAOTepTn cuyvOTNTA KOTAYLATOV Topotnpnonie
o€ yuvaikeg mov AdpPavay moyartalovn (2,6%) Evavit Tov cuykpttikod eoppdakov (1,7%). Agv
mapatnpnOnke kapio adENoT 6Ta TOGOGTA KaTOyUATOV 08 Avipeg mov EAafav moyitrtalovn (1,3%)
£VaVTL TOV GLYKPLTIKOD Qapudkov (1,5%). Tty kapdayysiokn perétn kivovvov PROactive mwov
dmpknoe 3,5 €1, 44 yovaikeg acbeveic amd éva cbvoro 870 vd aymyn pe moyirtalovn (5,1%,

1,0 xotdypata ava 100 davBpomo/étn) avépepay katdypata, evad 23 yovaikeg acOevelg avépepav
KaTaypoto arnd £vo cvvoro 905 vtd aywyn pe cvykpitikd edppoko (2,5%, 0,5 katdypato avé

100 avOpwmo/ét). O mapatnpndeig emmAéov Kivouvog KATAYIATOV Y10 TIG YOVOIKEG, VIO aymYN UE
moyMtalovn o€ auTh TN HEAETN, ivon emopévac 0,5 koatdypata avd 100 davBpomo/étrn. Agv
mapotnpennke kapio adEnon ota T0cooTd Katayudtev og dvipeg mov Aafav moyirtalovn (1,7%)
£VOVTL TOV GLYKPLTIKOD Qapudikov (2,1%). Metd v kukAopopia Tov Tpoidvtoc, Exovv avapepbel
0OTIKA KOTAYHOTO KOl 0 AVOPEG Kot 6€ yuvaikeg acbeveic (BA. mapdypapo 4.4).

7¥e KMVIKEG BOKLUEC CUYKPITIKEG Ue GALEG SpaoTikéG 0vGieg £xet avapepbel oidnua oto 6,3% Tmv
aocBevav ot omoiotl Ehafav Oepaneio e petoppivn Kot moyittaldévn, eved 1 Tpoctnkm
GOVAQOVVLAOLPING TNV ay®YN HE HETQOPLIvI 001yNoE o€ oidnpa oto 2,2% tmv acbevav. Ot
oVOPOPES ELPAVIOTG OLONILATOG TV YEVIKA NTLEG EMG PETPLEG Kot GLVIBMG SEV amOLTOVCAVY TN
SLOKOTTN TNG Oy ®YNG.

8 ¥e KMVIKEG BOKLUEC CUYKPITIKEG Ie GAAES SpaoTIKEG 0VGieg, M uéon avénon Tov ceUATikol Bapovg,
oV aymyn ¢ povobepaneiog pe moyArtalovn frav 2-3 kg o€ didpketo evog £TOVE. TTIG SOKIUES
GLVOLOCHUEVNC AyYNG TNG ToYATalovng e pueteopuivn mapatnpndnke pia péon avénon tov
copoTKov Bapovg oe didpketa evog étovug katd 1,5 kg.

9 X11¢ KMVIKEG 0KIUES e ToyATalovn, 1 ouxvoTnTa EREAvVIong avénuévey petpioewv ALT, tpeig
(QOPEC (VA TOV AVATEPOL PVGLOAOYIKOV, TOV TOPOLOLO LE TN CLYVOTNTA T®V 0GHEVAOV VIO ELKOVIKO
oapuoako (placebo), aAAd pukpdTepn amd T GLYVOTNTO GTN GLYKPLTIKY OLAdA TOV AcOEVOY VIO
ayyn He petgopuivn N pe covApovorovpio. H péon tyun tov emmédov tov Nratikdv eviOpoy oy
LEW®UEVT otV opdda acBevady VITd aymy pe ToyATalovn.

e eleyyOUeEVEC KAVIKEC SOKIUEG, 1 EMIMTMON ELPAVIONG KAPILOKNG AVETAPKELNS LLE TN XOPYNOT TNG
moyMtalovng, nTav ida oTig Opades achevav pe xop1yNnoT EKoviKov gapudiov (placebo),
HeT@opuivng Kot covipovoiovpiag, avénonke opwmg otav ypnolpwonomdnke oe cuvovacuévn Oepameio
He WGovAivn. e pia pehétn ékPaong aclevav pe mpoimdpyovsa cofapn LoKPOUyYEWKT VOGO, M
oLYVOTNTO coPapng Kapdlakng averdpkelog NTav 1,6% vyniotepn pe moyArtaldvn an' 6,1t pe to
goviKo eapudxo (placebo), 6tav avtd tpoctédniay oe Bepaneio Tov TepleAdpuPave VooVAivT).
Evtovtolg, avtd dev odnynoe oe avénon g Bvnodtag o€ auTny T LEAETY. € QUTNHV TN LEAETN LE
acBeveic mov ehapuPavay moyirtaldévn Kot veovAiv, VYNAGTEPO TOGOGTO ACHEVAOV LE KOPIOKY
avemdpkelo TapatnpOnke otovg acbeveig nhkiog > 65 eTdV, 6€ GVYKPIOT UE 0,TL GTOVS 00OEVELG
NAkiog KaTo tv 65 etdv (9,7% évavtt 4,0%). Ztovg acbeveig vLd voovAivn ywpic ToyATtalovn, N
EMMTOON NG KOPOKNG avemdprelag NTav 8,2% otovg acbeveic > 65 etdv o oOykpion pe 4,0%
610G acbeveig nAkiog kGt TV 65 et@v. MeTd TNV KuKAOPOpPia TNG TOYMTALOVNG OVOPOPES
KOPOLOKNG AVETAPKELNG EYovV TTopatnpnOel, Kot glvar To cvyvég 6tav 1 moyATaldvn xpnoiponoleitol
G€ GLVOLOGO LLE IVGOVAIVI 1| 6€ aoBeVeElS Le 16ToPIKO Kapdlakng avendpkelag (BA. mapdypago 4.4).

Avopopd mbavoloyoduevav avemBOunTwmy EVEPYELRY

H avagopd mibavoroyoduevemv avemBOuntov evepyelmv LETH amd T yopnynon adelog KukAogopiog
TOV QOPUAKEVTIKOD TPOIOVTOG eivan onpavtiky. Emitpénet n cuveyn mapakorlobnon g oxéong
0PEAOVG-KIVOVVOL TOV PUPHOKEVTIKOD TPOIOVTOC. ZnTeital amd Toug enayyeAatieg vyelag va
avaPEPOVY OTTOLEGONTOTE TOOVOAOYODUEVES OVETLOVUNTES EVEPYELEG LECH TOV EBVIKOD GLGTNLOTOG
ovapopdg tov avaypdeetor oto [Hopdpmua V.
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4.9 Ynegpoocoroyia

Xe KMviKEC peréteg oplopévol acbeveic Erapav d0oelg moyATalovne VYNAOTEPES amd TNV AVATEPT
ocuvieTOuevn d6on TV 45 mg nuepnoing. H péyiotn yopnyoduevn d6om, 1 omoia £xet avapepbel kot
ntav 120 mg/muepnoing yo téooepig nuépeg Kot Katdmy 180 mg/muepnoing yio entd nuépes, dev
£xel ovoyetiobel e omolodMmote avemBounTo cOUPapLa.

H peydin vrepdocoroyia amd petpoppivn (1 cuvimapén Tapaydviov KivauVoL Y1, YOAUKTIKY|
o&éwon) umopel va 001 YNoEL 68 YOAOKTIKY 0EEMOT 1) OTolol AOTEAEL ENEIYOVON WOTPIKT KATAGTAON
KoL TPEMEL VO, AVTILETOTILETAL GTO VOGOKOUETLD.

H mo amotelecpatikny péB0d0g yio TNV AmoULAKPVVGT) TOV YOAOKTIKOD 0EE0G KoL TG LETQOPIVIG
glval n opodoon.

5. DOAPMAKOAOTI'TKEX IAIOTHTEX
51 ®@oppokodovopikés 1WO10TNTEG

Dopuokobepomentikn Katryopio: @dppoka yxpnoLOTOI0VUEVE GTO daf1T, GLVOVACLOT POPUAK®OY
v T peimon g YAvkolng Tov aipatog, koduog ATC: A10BDOS.

To Competact cuvovaletl 600 AVTIVTEPYAVKALUIKA dPACTIKG CLUGTATIKG, ILE CLUTANP®ULOUTIKOVS
UNYOVIGLOVG dpAcnC Yia T PeATimon Tov YAvKouikoy eAEyyov o€ acheveic pe cakyapmon dtofnTn
TOmov 2: Vv moyArtalovn, LEAOG TG kKaTnyoping TV Oe1aloMdVESIOVAOVY Kal TV DOPOYA®PIKN
pLeT@oppivn, LEAOG TG Katnyopiag twv dtyovavidiov. Ot BelaloMdvedIdveG dPOVV TPMOTAPYIKADG
UEDVOVTOG TNV OVTOYH OTNV WWGOLAIVI KOt To O1youavidla dpovV TPOTUPYIKDS LEIDVOVTOG TNV
EVOOYEVT TAPAYWDYT YAVKOING GTO ATTOP.

2uvovaopdc moyMtaldving Kot LETQOPLLIVIC

To cvvdvaoTtikd diokio atabepng doong moyAttalovng 15 mg/uetpopuivng 850 mg 5.¢.m. (N =201),
n moyAraldvn 15 mg 6.¢.1. (N = 189) ko 1 petpoppivn 850 mg 8.¢.m. (N =210) a&oroynbnkav ce
aocleveic pe cakyap®dn drafntm tomov 2 pe péon apykn Ty HbA . 9,5% oe tuyatomomuévn,
SAN-TLEAN, TAPUAANA®Y opdd®V peAétr. Ta mpornyodueva avTidlopnTikd eapUoKELTIKG TPOTOVTA
Srokommkay yuo 12 eBdopddeg mpv amd Tig apyikés petpnoels. Y otepa and 24 gfdopddes Oepamneiag,
TO TPWOTEVOV TEAIKO onpeio TG péong petafoing amod v apykn tun oty HbA . itav -1,83% otnv
opLado cLVOVAGTIKOV d1oKiov Evavtt Tov -0,96% oty opdda g moyArtaloévng (p< 0,0001) ko
t0v-0,99% oty opdda ¢ petpopuivng (p< 0,0001).

To TpoPik aGPAAELNG TTOV EULPAVIGTNKE GE AVTNY TN HEAETN eEEQPPOACE TIG YVMGTEG aVETOOUNTES
avTIOPACEIS TOV EKONADVOVTOL e KAOE TPOidV LEPOVMUEVE KO OV VTESEIEE VEX {NTHLOTO GYETIKA LE
TNV aGQAAEL.

MoyMralovn

Ot dpdioetg g moyArtalovng epgovifovral PEGm TG Helmong TS avToyng otV tvoovAivn. H
moyMtalovn eavnke OTL Opo LEG® TNG EVEPYOTOINGNG EWOIKMYV TUPTVIKDY VITOO0YEMV
(evepyomonpuéVog YAIO VTTOSOYENS TOV TOAAATANGIOGTH TNG TEPOEEILOUNG), 1| OTToia, 0dNYEL GE
avénuévn evoctncio 6TV WWGOLVAIVI TOV KVTTAP®V TOL NTATOG, TOL ATMAOVE 1GTOD Kol TWV
oKeAeTIKOV po®v o€ (do. H Oepaneia pe moyiralovn €xet deryel 0TI LEIDVEL TNV NTOTIKY TAPUYOYT
g YAVKOING Ko avédvel TRV TpOSANYN TG YAVKOLING 0o TOLE TEPIPEPIKOVG 10TOVG GE KATOTTAGELG
OVTOYNG OTIV WWVGOLALVY.

O yAvkaipukog EAeyyog, G€ KOTAGTUOT VNOTEIOG KoL LETAYEVUATIKA, fEATIOVETAL GE aiebeveig e
TOmoL 2 cakyapndr dwfn. O Bertiopévog yYAvkopkog Eheyyog cvoyetiletan pe pia peiwon tov

GUYKEVIPMOEMVY TNG WWGOVAIVIG GTO TAAGLO, O KOTAGTAOT] VNOTELNG Kot LETA amd TN AMyn YELLLATOG,.
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Mo khvikn dokiun g moyAtalovng évavtt g yAuhalidng oe povobepameio, Elofe Tapdtacn ota
dvo €11, e okomo TNV 0EAGYN o™ TOV YPOVOL amoTvYiag ot pOOUIoT ToL dafntn (cav amoTvyio 6N
po0uom opiletar | eppdvion ywng HbA > 8,0% petd amd tovg mpdtovg €5 unves Bepamevtikng
ayoyng). H avaivon Kaplan-Meier £€6e1ée 0Tt eppavicinke amotvyio otn pvouon tov dwapntn o€
GUVTOUOTEPO YPOVIKO dldoTnua KoTd TN povobepamneia pe yAuAalidon cuykpitikd pe tn povobepameia
pe moyAtalovn. Metd ta dvo €, o yAvkopukdg Eleyyos (oplopevog wg HbA < 8,0%) datnpnOnke
670 69% TtV aclevav mov Edafav moyArtalovn cuykpitikd pe to 50% tov acbevav Tov Elafav
yAuAalion. Xe dAdn perétn, d1apkelag 2 TV, GLVIVAGUEVTG OEPATELTIKNG Oy®YNG TOYAITOLOVIG HE
TpocHNKN peteopuivng évavtt yAkAaliong pe TpocOniKn LETPOPUIVIG, O YALKOUIKOG EAEYYOC,
voAoyilopevog ¢ n néon petafoin omd v apykn Tl e HbA ., ftav mapdpotog peta&d twv 60o
opadmv, petd and éva €tog Bepoameiog. To mocootd emdeivoong g HbA . kotd ™ didpkelo Tov
dgvTEPOV £TOVG NTAV PUKPOTEPO OTNV OUASA TNG TOYALTALOVIG CUYKPITIKG LE TNV OUAOa TG
yAAaliong.

e perétn eheyyopevn pe eikovikd eappako (placebo), acBeveic mov mapd v Tpipumvn mepiodo
BeAticTomoinong g ay@yng e WGOLALVY, elyav avemapkn YAVKALUIKO EAEYYO, TUYOOTOMONKAY GE
moyMtalovn M ewovikd eappako (placebo) yuo 12 punveg. O acBeveic Aappdvovtag moyAttalovn
glyav pa péom peiowon HbAlc 0,45% évavt ekeivev mov cuvéyisoy va Aappdvouy povo tveoviivn,
Kkafdg emiong kot peimon tng 066MG TG WWGOLAIVIG TNV opdda Tov Adupave moyAttalovn.

H avédiven HOMA deiyvet 6Tt 1 moyAtalovn Pertidvel T Aettovpyio Tov PATa-KLTTOp®V KaODC Kot
avédver v evarcOnoio oy woovkivn. Khvikég peléteg didpketog dvo etmv £det&av  dathpnon
OVTOV TOV EMOPACEDV.

e KMVIKEG SOKIHEG DLAPKELG EVOG £TOVG, 1 ToyAtalovn £0e1Ee otabepn| LEIOT), GTATIGTIKA
GMULOVTIKY], TOV KAAGUOTOG GABOVUIVIIC/KPENTIVIVIIG GUYKPLTIKA LE TNV OPYLKT] TLUN.

H enidpaon g moyhralovng (45 mg oe povobepomeio Evavtt eikovikod eappdakov-placebo)
peAetnOnike o pio pikpn dokiun dudpketag 18 efdopddwv, oe acheveic pe TOmov 2 cakyapmon
dwpn. H moyMraldvn cvoyetiodnke pe onpavtikni avénon Tov copatikov fapovg tov acdevov. H
gvamo0eon AMmovg 6T GIAYVIKN TEPLOYN LEWMONKE GNUAVTIKA, EVD TapatnpOnke advénomn g
gvamofeonc Amovg oty vroddopia (e£m-kothakn) meployn. [apodpoteg petaforég otnv KoTovoun
Almovg cdpotog amd v moyAltalovn cuvodevoVTaL LE EVIoYLOT TG EvacONGilag 6TV VGOVALVY).
2T1¢ TEPLOGOTEPES KAVIKEG OOKIEC £X0VV avapepDel eEAaTTOUEVO ETITESD OAMKDV TPIYAVKEPIOI®MV Ko
erevBepov Mmopov 0&Emv katl avénuéva emineda HDL - yoAnotepoAng, GUYKPITIKA UE TO ELKOVIKO
oappaxo (placebo), pe pkpég, dAlo oyt KAVIKG ONUOVTIKEG QVENCELS TOV EMTESW®V TNG

LDL - xyoAnotepoing. Xe kMvikéc SoKIES S1pKeLag S0 €TAV, 1 ToyAtalovn peimoe ta enineda
OMK®V TPpLyAvkepdinv kot eAevfépov Mmapdv 0&Emv 610 TAAGH Kot avénce to eninedo g HDL
YOANOTEPOANG CLYKPLTIKA LLE TO EIKOVIKO Qdppoko (placebo), Tn petpopuivn 1 yAuhalion. H
moyAMTalovn dev TPOKAAESE GTATIOTIKA oNUOVTIKES avénoelg ota enimeda T LDL yoAnotepding
GLYKPLTIKA [E TO EKOVIKO @appako (placebo), evd HeldOEIC TapatnpNONKaY UE T1 LETPOPUIVY KoL TN
yAuchalion. Xe perérn, diapkelag 20 efdopddwv, otnv onoio pet@Onkay ta enimeda TpryAvkepdioy
ynoteiog, 1 ToyMtalovn LEloE Kot TN LETAYEVUOATIKT VITEPTPLYAVKEPIOULLLIN, EMOPAVTG TNV
amoppOPNON KOl TNV NIOTIKY 6uVOeoN T®V TPIyAvkepdimy. Avtd ta anoteAéopato fTay aveEaptnta
g emidpaong TG ToYATalovNg ot YAvKaio Kot SIEQPEPAV GTATIOTIKA GTUOVTIKA, 0o To
avtioToya NG YAPEVKAQUIONG.

Ymv PROactive, pio kKAvikn perétn ékfaong kopdiayyelokdv coppapdtov, 5.238 acbeveic pe
oakyap®dN StofNTn TOTOL 2 Kot TPOVTAPYOVGA GOPAPT LAKPOUYYELNKT VOGO TUYOOTTOONKaAY OE
moyATalovn N eikovikd edppako (placebo) otnv 1101 LLEPYOLGO AVTISIOPNTIKT KO KOPILOYYELKN
Oepameio drdpketog to TOAD 3,5 €tn. O TANOLGHOG TN HEAETNG elye néGO Opo NAKiog Ta 62 . O
pécog 6pog ddpkelag Tov dtafntn nrov 9,5 . Ilepimov 10 €va tpito TV acbevav eAdufovay
WGOLAIVI 6 GUVOLOCUO e HETPOPUIVI KavT covApovurovpia. [ va eiloayBovv ot acBeveic ot
ueAétn Oa émpemne va eiyav vroPAnOel/  vrootel Eva N TEPLGGOTEP OO TOA TAPAKATM: EUPPAYLLO TOV
LooKopdiov, EYKEPUAIKS, S1OEPUIKT KOPOIOKT TUPEUPACT) 1] GTEQPAVIIO APTNPIOKO TUPUKOUTTNPLO
pooyevpa, 0EH ote@aviaio cHVOPOO, GTEPAVININ APTNPLOKT VOGOGS 1] TEPLPEPIKT] OPTNPLOKT
amo@pakTiky vococ. Ilepimov ot picoi amd tovg acbeveic lyav Eva TPonyoOUEVO EUEPUYLLO. TOV
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pvoxoapdiov kat wepimov 20% eiyav vrootel eykepoikd. [epimov o eog TANBLGUOG TG HEAETNG glye
TOVAG(LGTOV SVO OO T, KOPOLOAYYEIKA KPLTHPLO EIGAYMYNG OTN LEAETT). XyedOV OLo1 o1 acbeveig
(95%) ehapPavoyv oPUOKEVTIKA 1O10GKEVACLLATA Y10 KAPOLOYYELNKT] VOGO (PrT0 AmoKAEIGTES,
avactoAeic MEA, avtaymvietég ayyelotevaivn I, amokielotég dSiavlmv acfestiov, vitpaon,
SoLPNTIKA, OKETVAOGOUAKLALKO 080, OTATIVEG, PIUTPATES).

[Mopdro mov 1 pHeAén amétuye OGOV APOPA TO TPOTELOV TEAKO TNG oMElo, TO 0moio mepAduPave To
GLVOLO TOV TOPAKAT®, BvnTOTNTO ave&opTiToL auting, Un Bovatneopo EUEPAYLLO. TOL LLOKOPSiov,
EYKEPAAKO, 0EV GTEPAVINIO GUVOPOLO, GOPAPO AKPOTNPLACUO KATM AKP®V, EMOVAYYEI®MON
GTEQPAVIOIOV KOl ETAVAYYEIMOT TV KAT® AKPOV, TO ATOTEAEGLOTA TG OLWME OTOOEIKVOOVY OTL M
y¥pNon ¢ ToyAtalovng e oxetileTorl pe Kapdtoayyelakég pakponpdbespeg avnovyiec. [apodia avtd
0l EMIATMOCELS TOV OONUATOG, TNG avENONS PApovg Kot TG KapdlaKng averapkelag avEnonikay. Agv
mapatnpnOnke avEnon e BvnodTNTOC o KOPOKN OVETAPKEL.

Metgoppivn

H petpopuivn givat éva d1yovavidlo Le avTvTepYAVKALLIKT dPAGT), TOV UEIDOVEL TOGO T1 Pacikh 0G0
KoL T LETAYELUATIKN YAVKOLN TOVL TAAGHATOG. Ag dleyeipel TNV EKKPIOT] IVGOVAIVIC KOl O EK TOVTOL
dgv mPOKOAEL VITOYAVKOLLIEL.

H petpopuivn pumopei va dpdoet LEcm TPLOV UNYOVIGUOV:

- Le peimwon g mopayyng YALKOING amd 1o Hrap LECH UVUGTOANG TN VEOYAVKOYEVEGNG KoL
g YAvKOyOovOAVoTg

- GTOVG LG, avEavovTag EAaPPA TNV evaictncic oTnV VGOLATVT Kot BEATIOVOVTOG TNV
TEPLPEPIKT TPOCANYT| KoL YP|OT TNG IVGOVAIVIG

- LLE KOBLGTEPNOM TG EVIEPIKNG ATOPPOPNONG TNG YAVKOLING.

H petpoppivn dieyeipet tnv evdoxkvttdpilo cuvheon yAvkoyovov dpmvtag Tavem og £va VLo Tov
yAvkoyovov. H peteoppivi av&dvel nyv tkavdtto LETOPOoPAS KATOI®mV GUYKEKPLLEVOD TOTOV
UETOPOPE®Y YAVKOING TG KuTTapikng uepuPpavng (GLUT - 1 kan GLUT - 4).

21006 0vOpdTOVS, aveEApTnTa Ao T SpAoT TG OT YAVKapia, 1 peteopuivn éxet BetTikég
emdpaoelc 6To ueETOPoMopd TV AMmdimv. Avtd EavnKe og OepamenTIKEG 0OGELG O ELEYYOUEVEG,
peconpofeceg 1 LoKpompOOesLeg KAVIKEG LEAETEC: 1] LETQOPLIVY] LELMVEL TO, EXITED TNG OAIKNG
yoAnotepoing, g LDLe kot tov tpryhvkepidiov.

H mpoorticn toyaromompévn (UKPDS) peAétn €xetl Tekunpudcel o Laxpompodecio oQEAN Tov
EVTOTIKOV EAEYYOV TNG YAVKOLNG TOL aipaTog 6ToV GOKYapddn dfntn tomov 2. H avdlvon tov
OTOTEAEGULATOV Y10 TOLG VILEPPapovg acbeveig mov Aappdvovy Bepaneia e petopuivn petd v
amotuyia g dlattag deiyvouv:

- ONUOVTIKY Lel®ON TOv AmOAVTOV KIVODVOL ELEAVIONG EMTAOK®Y OV GYeTI{oVTaL [IE TO
Swafrytn oty opdda g peteoppivng (29,8 copPfavta/1.000 acbeveic-£tn) Evavtt povo g
dtarrog (43,3 ocvpPavto/1.000 acBeveic-étn), p = 0,0023, Kot EVOVTL TOV OLAS®Y GUVOILAGUEVNG
Bepamneiog e covipovuAiovpio kot povobepaneiog pe tvooviivn
(40,1 ovuPavta/1.000 acBeveic-étn), p = 0,0034

- ONUAVTIKY peimon Tov amdivutov Kivdvvov Bvnoipndtnrag mov oyetileTol pe to dtoprn:
peteopuivn 7,5 couPdavta/1.000 acbeveig-£tn, diotta povo 12,7 copPavto/1.000 acOeveic-étn,
p=0,017

- ONUAVTIKY HEI®ON TOV ATOAVTOV KIVODVOU GUVOAIKNG BvNoIuoTNTOC: HETPOPUIVY
13,5 oopPavta/1.000 acBeveic-¢tn évavtt povo g diawtag 20,6 couPdavta/1.000 acbeveic-£
(p=0,011), ko évavtt v opadmv cuvdvacpévng Bepaneiog [Le coviApovuiovpia Kot
povoBepamneiog pe vooviivny 18,9 copufavto/1.000 acbeveic-étn (p = 0,021)

- OMNUOVTIKY LEI®ON TOV ATOAVTOV KIVODVOL ERPPAYULOTOSC TOL LVOKAPSIOV: LETPOPUIVY
11 cvppavto/1.000 acBeveig-étn, povo diorta 18 copPavto/1.000 acbeveis-étn (p = 0,01).
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Toudrapucdc TAnBvoude

O Evpomnaikdg Opyoviopog Poaprdkmy €xel SOGEL ATOALNYT A0 TNV VTOYPEMCT] VITOPOANG TOV
arotelecudTOV TV peEAeT®V pe To Competact 6 OAEG TIG VTOKATYOPIES TOV TALSATPLUKOD
TANBLGHOV Y10 TOV GOKYaP®ON StafnTn Tomov 2. BAéne mapdypapo 4.2 yio TAnpopopieg oyeTIKd Le
TNV TOSLUTPIKY XPNON.

5.2 ®@appokokivnTIKES 1WO10TNTEG

Competact

Mehétec Proicoduvapiog oe vytelg eBehovtéc £deiéav 0Tt to Competact givon Broicodbvapo pe
yop1ynon moyAtaldvng Kot LETQOpUIivIG ¢ EexmP1loTd d1oKiaL.

H tpoon| dev giye enidpaon otig Tinég AUC kot Cpax TNG moyMtalovng otav To Competact
yopnynonke oe vylelg eBehoviéc. Q610C0, OTNV TEPITTMON TNG LETPOPUIVIG, CTNV KATAGTAON
Kkopeo LoV, ot péoeg TIHEG AUC Kot Cpyx NTav yopmAotepeg (13% wat 28% avtiotorya). To T
KkafvoTépnoe amd To eoyNTO KaTd TEpimov 1,9 dpeg yio v moyArtalovn kot 0,8 dpeg yio ™
peteoppivn.

Ol TopaKdT® avaPOPEG AVTIKOTOTTPILOVY TIC PUPUOKOKIVITIKEG 1010TNTEG TOVL KOOEVOG SpOcTIKOD
cvotatikov tov Competact.

MwyMralovn

Amoppopnon

Metd v amd Tov GTOUATOC YOPNYNON, 1 TOYALTALOVT AmoPPOPATAL TOYVTUTA KOl Ol LEYIGTES
GLYKEVTIPMGELC TNG AUETAPANTNG ToYATalOVNe 6T0 TAAGO EXLTVYYAVOVTOL GUVHOWMS EVTOG 2 ®POV
LETA TN yopNyNon Te. Avaroyeg aVENCELS TG CLYKEVIP®ONG GTO TAAGA TopaTn P ONKay e dOGELS
gvpovg 2 - 60 mg. Katdotoon otabepic GLYKEVTIP®ONG EMTUYYOVETOL LETA Omd 4 - 7 NuUEPES
yopnynongc. Ot emavarapupavopeveg 00GELG eV £X0VV MG ATOTEAEGLLN T CLGCMOPEVOT] TNG OVGING I
TtV petafoitrtov e H amoppdenon dev emnpedaletor amd t Aqyn tpoeng. H amdivt
Brodwabecipotnra elvon peyarvtepn amd 80%.

Koazovoun
O 6ykog katavopng &xet exktiunBei 6t givan 0,25 I’kg otovg avBpomovg.

H moyAlrtalévn kabmg kot ot dpactikoi petaforiteg antng deopuedovtal EVPEMG Amd TIG TPOTEIVEG TOVL
TAdopotog (> 99%).

Biouetaoynuotionog

H moyAtalévn vrokertal 6€ onpovTikd NTatikd LETOPOMSUO HEGH VOIPOELAMONG TOV AAELPATIKOV
peBuAeVIKOVY opddv avtic. Avtd yivetat kuping péow tov kKutoxpdpotog P450 2C8, opmg kot
moALamAol GAAOL 166TVTIOL iomG epmAékovTol o€ pukpoTePO Pabud. Tpeig and tovg £E1 YvwoTong
petafoiriteg eivar dpactikoi (M - I, M - Il ko M - IV). Aappavouévng vtoyn g dpaotikdtnrag,
NG GLYKEVIPWOOTG TAAGLOTOC KOl TG TPMTEIVIKNG TOVG OEGUEVONG, 1] TOYAMTALOV Kot 0 HETAPOAITNG
ovtic M - III cuveloc@épovy 10000V 6TV amotelecaTikOTNTO. Bdoel Tov iditwv petpioewv,
GLVEICQOPA TOV UETABOAITN M - IV 6TV 00TELEGUATIKOTNTO EIVOL TPITAAGLO GO CVUTH TNG
moyMtalovng, EVA 1) OYETIKT OTOTEAECUATIKOTNTA TOV peTaforitn M - II eivar ehdyiom.

Xe in vitro pehéteg dev &yl onuelwei kopio EvogiEn 0Tt 1 ToyAtalovrn ovacTEALEL OTOLOONTTOTE
VIOTLTO TOL KLTOYXPDOHOTOS P450. Xtov AvOpTo, S8V VIAPYEL ENAYMYN TOV KOPLOV ETAYDYILOV
ooevibpmv tov P450, 1A, 2C8/9 ko 3A4.

Meléteg ardniemdpdoemv £xovv dei&el OTL 1| moyAITalovn dev €xEl KO0, OVGLOGTIKY ENIOPOCT) OVTE
OTIG QUPUAKOKIVITIKEG OVTE OTIG POPLOKOSVVALIKESG 1010TNTEG TNG dryo&ivng, Tng Papeapivng, Tg
@OLVOTTPOKOVUOVNG KOL TNG LETQOPLIVIG. Zuyyopnynon g moyMtaldvng ne yeppurpoliin (évag
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avaGTOAENS TOV KuToypoduatog P450 2C8) 1 pe prooumikivn (€vag eTaym®yEng TOL KUTOYPMUOTOS
P450 2C8) &yet avapepbei 6TL avEavel 1] PELOVEL, AVTIGTOL(O, TN CLYKEVTIP®OT TNG TOYALTalOVNG 6TO
mAdopa (BA. Tapdypago 4.5).

Amofoin

H padioceonpocpévn moyitalovn LETA TNV 0O TOV GTOLOTOG YOPTYNON TG GTOV AvOpmmo,
aviyvevdnke kuping ota koémpava, (55%) Kot o pikpoTEPN TocdTTA 6T 0Vpa (45%). Xta {da, pLovo
L0 KPR T0cOTNTO OUETAPANTNG TOYAITOLOVNG aviyvevbnke ota 0bpa 1) 6TO KOTPAVA. ZTOV
avBpowmo, n péon nuuepiodog anofoing and 1o TAGoHa TG apeTdfAnTng moyAltalovng eival 5 mg
6 Opeg Ko Yo GAovg Tovg evepyolc petafoliteg 16 mc 23 mpec.

Hliouévor
Ol QopUOKOKIVITIKEG 1O10TNTEG TNG 0TABEPN G KOTAGTAUONG EIVaL TOPOLOIEG GTOVG AoBEVEIG NAKioGg
Avo TV 65 ETMV OTOS Kol GTOVG VEOTEPOLS 0eOEVELS.

Aaobeveic ue veppixy dvolertovpyia

e aoBeveic e veppikn ducAettovpyia, Ol GUYKEVIPMOGELG 0TO TAAGUE, TG TLOYAITalOVNG Kot TV
peTafoT®mv g ival YaUNAOTEPES OO EKEIVEC TOV TAPOTIPOVVTAL GE GTOO LE PUGIOAOYIKN
veppikn Asrtovpyia, aALd Le Tapopola KAOapon TG UNTPIKNG 0VGiag, LETA TNV and TOL GTOUATOG
yoprynon. Emouévac, n cvykévipwon elevbepnc (un oecpevpévng) moyMtalovng Tapapével
aueTaPAnTN.

AobBeveic ue nmoziky dvoiertovpyio

H ovvolikn cuykévipmon g moyAtalovng 6To TAUCUO TOPUUEVEL AUETAPANTN GALG LE AVENUEVO
oyko katavoung. Emopévac, peiovetar 1 evéoyevig kébBapor, cuvodevdpevn Le HEYOADTEPO U
deopevpévo KMo pa moyAtalovng.

Metgoppivn

Armoppognon

Metd ) yopnynong piag amd Tov 6TOUATOS 00GNG LETPOPUIVIG, TO tmay ETLTVYYXAVETOL OE 2,5 dpec. H
amolvtn frodiabecipdtra evog dickiov S00 mg peteoppivrg ivor mepinov 50 — 60% oe vy dtopa.
Metd ) yopnynon piag 66ong amod To 6TOUa, TO KAACLL oL deV £xel amoppoen el Kot
EavaPpioketal ota kOTpava sivar 20 - 30%.

Metd tn yoprynon and 10 6TOLA, 1| ATOPPOPNGN TNG LETPOPULIVIG DPIcTOTOL KOPEGULO Ko givat
ateMS. YoBEtoupe OTL 1] QUpLOKOKIVITIKY] TNG ATOpPOeNoNG TG LETQOPIIVIG deV EIVOL YPOLLILIKY.
>11c cuvnbelg d0oELg PeTeoprivng Kal 6Ta GuVIHON SOGOAOYIKA TYNLOTA, OTUOEPEC GLYKEVTIPMGEIC GTO
TAGopO EMTVYYAVOVTOL Péca o€ 24 — 48 dpeg Kot givar yevika youniotepeg ano 1 ng/ml. e
eLeYYOLEVEG KAVIKEG OOKIUEC, T LEYLOTA eMiMEdA TAAGLATOC TG LETPOPUIVIG (Cpax) OEV
vrepéfarvay ta 4 pg/ml, okopo Kol o€ HEYIGTEC SOOCELS.

H tpoon| peudvel v éktoom kot ehappd kabvotepel v amoppodPnon TG LETPOopLLivne. Metd
yopnynon piag 06ong twv 850 mg, mapatnpndnke 40% yaunAdtepn LEYIOTN CLYKEVIP®ON

T dopotoc, 25% ueioon tov AUC kat 35 Aentdv mapdtact Tov ypdvov uéxpt T LEYIOT
ovykévipmon TAdopatog. H kivikn cuoyétion autig g peimong dev gival yvmor.

Kozovoun

H obdvdeon pe tig mpwteiveg Tov mAdopatog eivorl apeintéa. H petpoppivn dwapeitor péca ota
gpvBpoxvtTapa. H péyiom cvykévipmon oto aipa givol yauniotepn amod 6Tl 6To TAGGLO Kot
gueaviletar mepinov otov 1610 ¥povo. Ta epuOpokidTTapa TOOVOTATO ATOTEAOVY dEVTEPEHOV
dwpépiopa katavouns. To péco V4 eixe ebpog petalo 63 —276 1.

Biouerooynuariouog

H petpopuivn anexkpiveral apetdfantn ota ovpa. Agv €govv avayvopiotel petaforiteg oTov
avBpowmo.
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Amofoin

H veppwn kédBapon g petpopuivng eivar > 400 ml/min, yeyovog Tov vmwodekvieL OTL 1 LETQOPLIVT
OTEKKPIVETAL [LE OTMEPALATIKT O1010T) KOl COANVAPLOKT amEKKPLoT. MeTd TN yoprynon pioag 06omg
amo T0 GTOUA, O ELOOVAG TEMKOS Ypdvog Nuicetlog {ong-amofoing eivarl Tepimov 6,5 mpeg. Otav n
veppiKn Aertovpyia gival exnpeacuévn, 1 veepikn Kabopon PeldvVeToL og avaioyio pe TV kdBapon
NG KPeATVivNg Ko €161 0 Ypovog nuicetag Long-amoPoAng TapateiveTal, 00NyOVTAG o€ avEnUEVaL
eninedo LETPOPUIVIIG GTO TAAGLLA.

5.3 TIIpoxlvikd dgdopéva yia TV ac@dreria

Agv &yovv yivelr ueréteg oe {da pe ta cuvdvacuéva tpoidvta tov Competact. To mopokdtm dedopuéva
glvar gvprjuata and PLeEAETEG TOV dlevepynOnKayv e tnv moyAltalovn N T peTeoppivn Eexwpiotd.

MwyMralovn

e ToEIKOLOYIKEG LEAETES, 0DENGT) TOV OYKOL KATAVOUNG TAAGLOTOG LLE OLOOPAimoT], avalpio Kot
OVOGTPEYIUT EKKEVTPN KOPIIOKT VIEPTPOPIR NTOV GTUOEPH EUPOVIC LETH aTd YOopNyNoN
EMOVAAAUPOVOLEVOV dOGEMV GE TOVTIKOVS, 0povPaiovg, kKuves kot Tidnkove. Emmpochera,
apoTnPeNOnkay avénuévn evamddeon Aimovg Kot Ammcddng dudnon. Avtd ta gvpripoata
mapatnpeNOnkay ota {da 6e CLYKEVTIPOGELG TAAGHATOG < 4 pOopEg TG KAMVIKNG EkBgomg. XTIC HEAETEG
{owv pe moyltalovn mapatnpndnke Kabvotépnon oty avantuén tov epPpdwv. To yeyovdoc avtd
opeidetar ot dpdon ¢ moyAtalovng ot UEI®oN TG UNTPIKAG LITEpVeOVAVOLiG Kabmg Kol Tng
aLENUEVNC OVTOYNG GTNV WVGOLAIVN 1 oTtoia epeavileTal KATd TV €YKVUOGUVN UE OTOTELEG LA VO
LEUDVETOL 1] TOGOTNTO TOV HETOPOAIKOD VTOGTPOUATOG TOL Eivar Stabéoin yio TNV aviartuén Tov

guPppoov.

H moyAtalévn otepeitar Suvntikig YovoToEIKOTNTOS GTO GOVOAO TMOV in Vitro Kal in Vivo SOKILAGLOV
YOVIOLOKNC TOEIKOTNTOG. AVENUEVT) GLYVOTNTA ELPAVIGEMG LITEPTAAGING (O AppeVES Kot 6€ ONAELC)
Kot 0YK®V (o€ AppeveC) Tov eMONAIOL TG 0VPOSGYOV KVGTEMG TOPATNPNONKE GE APOLPAIOVG LETA
amd yopnynomn woyMtalovng yio xpoviko didotnua £og 2 £T.

O oyMUOTIGHOG KoL 1) TapoLGio, oVPOAB®Y e cuverakOAoVON PAEYUOVY KOl LITEpTAQGio BewpnOnKay
dedopéva, oe UNyovVIoTIKn Baon yio v mapotnpndeica avantoén 6ykwv og dppeva apovpaio. Mia
LUNYOVIGTIKT LEAETN 24 uMvdV GE APPEVES 0PoVPOioVs KATESEIEE OTL 1] YopNynoT ToyAtalovng
001MYNOE G€ ALENVOLEVT] GUYVOTITA ELPAVIONG VIEPTAUCTIK®Y OALAYDV 6TV KOoTN. H dtontntikn
o&hvion pelmoe oNUAVTIKA, dALG eV OVEGTEIAE T GLYVOTNTA ELPAVIoNS 0YKmv. H Tapovcia
UIKPOKPUGTAAA®V ETOEIVMGE TN VIEPTAACTIKNY ATOKPIoN 0AA dev BempnOnke 1 apykn attio TV
VREPTAOCTIK®OV aAlay®dVv. H attiodoyikn cuoyétion o€ avBpdmovg evpnudtov dykmv o€ dppeva
0poVPAI0 OV UTOPEL VO, ATOKAEIGTEL.

Agv mapatnpnnke avantuén dykov g TovTikos Kot Tov 600 pOAmV. Agv mapatnpnonie
VIEPTAOGIO TNG OVPOJOYOV KVGTEMG O KVVEG 1] MONKOLE HETE TNV aymy"| pe moyAtaldvn yio
YPOVIKO dtdotnua £mg 12 pnvec.

e évo povtélo (dwv pe otkoyevi adevapotdon toAvmodiaon (FAP), 1 Bepaneia pe 500 GAleg
Os1aloMdvedioveg Tpokddeoe avENGOT TG EKTOONG TOL OYKOV TOV TToE0C eviEpov. H artioloyiky
GLGYETION TOL EVPNUATOG AVTOV deV Exel e&akpiPmOet.

Metgoppivn

Ta TpokAviKd dedopéva yio T LeT@opuivn dev amokaAvmTovy Wiaitepo Kivouvo yio Tov avBpwmo pe
Béon tig cvpPatikég LEAETEG POUPILAKOAOYIKNG ACPAAELNS, TOEIKOTNTAS EMOVOAALPOVOLEV®Y 0OGEMV,
yovoTo&kdTNTag, EVOEXOUEVNG KOPKIVOYOVOL dpaomng Kol TOSIKOTNTAG GTNV OVOTOPAY®OYIKY
wKavoTNTA.
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6. OAPMAKEYTIKEX MIAHPO®OPIEX
6.1 Koataroyog ekdoyomv

Ivprvog Tov diokiov

Kvuttapivn pkpokpuoTaAlK)

[ToPéovn (K30)

KopueAddln votplovyog 106 Tavpodeyn
Maoayviolo oteatikd

Aentd vpévio

YrpopeAroln

IToAvaBvievoyilvkdin 8000

Tahkng

Tiraviov d10&gidto (E171).

6.2 AovppoarétnTeg

Agv gpappoletor.

6.3 Awdpkewo {omg

3 xpovia.

6.4 Iowitepeg mpouvrdacers kata T @OLAEN TOV TPOIOVTOG
Agv vdpyovv edKéC 0dnyieg dloTtrpnong Yo To TPoidv avTo.

6.5 ®@Vo1 K GVOTUTIKA TOV TEPLEKTI)

ALOVUIVIO/TEPLEKTNG AAOVUIVIOD (KVWEAES).
Yvokevaocieg tav 56, 112.

Mmropel va 11 KoKAoPopovV OAEC 01 CLUGKEVOGIEC.
6.6 Iowitepec mpouvrdiers amdppryng

Kopio e1dn vroypéwon.

7. KATOXOZX THX AAEIAYX KYKAO®OPIAX

CHEPLAPHARM Arzneimittel GmbH

Ziegelhof 24

17489 Greifswald

T'eppovia

8. APIGMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/06/354/005

EU/1/06/354/010

9. HMEPOMHNIA ITPQTHX EIKPIZHX / ANANEQXHX THX AAEIAX

Huepopunvia tpmng €ykpiong: 28/07/2006
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Hpepounvia tekevtaiog avavémong: 25/04/2016

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANpoPopieg Yo T0 TOPOV PUPHOKEVTIKO TPoioY gival S100éc1EG OTOV SIKTLAKO TOTO
tov Evponaikod Opyavicuov Gappdkav http://www.ema.europa.eu.
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ITAPAPTHMA II

IHAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEEMEYXH TQN ITAPTIAQN

OPOI'H NIEPIOPIEMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H TEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovopa kot d1e0buvon TV TOPOoKEVACTMOV TOL givor LTELHVVOL Yo TNV OTOOECUEVOT] TV TAPTIOWV

Delpharm Novara S.r.1.
Via Crosa, 86

28065 Cerano (NO)
ItaAia

Takeda Ireland Limited
Bray Business Park
Kilruddery

County Wicklow
Iphavéia

Lilly S.A.

Avda. de la Industria 30
28108 Alcobendas
Madrid

Iomavia

270 évtumo GOUAAO 0ONYLDV YPTOTG TOV POPHAKEVTIKOV TPOIOVTOG TPEMEL VAL OVaYPAPETAL TO GVOULQL
KoL 1) 81606VVoT TOL TAPUGKELOGT TOL EIVaL VTEVOVVOG Y1 TNV ATOIECUEVLOT TNG CYETIKNG TOPTIONS.

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppoxevTIKd TPOTOV Y10 TO OTOT0 ATOLTEITAL LOTPIKT) GLVTOYT).

I. AAAQOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0éoe15 Teprodukng mapakorovdnong g acpdarerag (PSURs)

Ot amottnoelg yio tnv vrofoAr towv PSURS yia to ev Adym @apuakentikd mpoidv opilovrot
GTOV KOTAAOYO UE TIG Nuepounvieg avapopds s Evaong (katdloyog EURD) mov mapatifeton
oV mapdypago 7, tov apbpov 107y g odnyiag 2001/83/EK kot kdOe emakdrovdng
EMKOLPOTOINGNG OTWS OMNIOGIEVETAL GTNV EVPOTATKT SIKTLOKY] TOAN Y10 TO, POPLLOKOL.

A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITIPOIONTOX

o Yyéo10 owayeipiong Kivovvov (XAK)

O Karoyog Adetag Kvkiopopiag (KAK) Oa die&aydyet Tig amattodueveg SpacTtnploTNTES Kot
TOPEUPACELG PAPUOKOETAYPVTVIOTG OTTC Tapovotdlovtal oto cupeavniéy ZAK mov tapovoidletan
otV evotnta 1.8.2 g ddelog KukAoPopiog Kot 0molecoONTOTE EMAKOLOVOES EYKEKPIUEVEG
avaBewpnoelg Tov TAK.

"Eva emkopomompévo XAK Ba mpémet va kartatedet:
e Metd and aitnpo tov Evponaikod Opyavicpotd Gapudxov,
e OmoTeEdMOTE TPOTOTOLEITOL TO CVGTNLLA dtaXEPIoNG KIvdHVOV, E10KE MG OTOTELEGHLOL AYNG
VE®V TANPOQOPLOV TTOV LITOPOVV VO ETLPEPOVY GNULAVTIKT OAAAYT) GTI OXEGT 0PEAOVG-KIVOHVOL
N ©¢ amoTEAESUA TG EMITEVENC EVOC GNUAVTIKOD 0POGTLOV (PUPUOKOETOYPVTVION 1
€AO1oTOTOIN G KIVOHVOD).
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ITAPAPTHMA III

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

KOYTI (ME BLUE BOX)

| 1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Competact 15 mg/850 mg emikodvppévo pue Aemtd vuEVio diokia

moyMtalovn/ueTeopuivn v3poYA®PIKY

[2. TYNGEZIH XE APAXTIKH(EZ) OYZIA(EY)

Ka0e diokio mepiéyet 15 mg moyArtaloévn (wg vdpoyrAwpikn)) kot 850 mg vIPOYADPIKNG LETPOPLIVIG,.

| 3. KATAAOI'OX EKAOXQN

| 4. PAPMAKOTEXNIKH MOP®H KAI NIEPIEXOMENO

Emucoloppévo pe Aemto vuévio diokio
56 doxkio
112 dwokia

[5.  TPONOX KAI OAOX(OI) XOPHTHEZHE

AwBdote To GUAAO 0DV YPNONG TPV AT TN (PN oM.

Ao otOUATOG Ap1IoN.

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

Na pvidooetan o€ BEon, tnVv ool dev PAETOLY Kot dev Tpooeyyilovy Ta Tandid.

[7. AAAH(EZ) EIAIKH(EX) IPOEIAONOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

| 9. EIAIKEYX XYNOHKEYX ®OYAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKOQN IMPOIONTQN ‘H TON
YHOAEIMMATOQN TIOY HPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI
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| 11.  ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAX KYKAO®OPIAZ

CHEPLAPHARM Arzneimittel GmbH
Ziegelhof 24

17489 Greifswald

T'eppovia

[ 12.  APIOMOZX(OI) AAEIAY KYKAO®OPIAL

EU/1/06/354/005 56 dwokia
EU/1/06/354/010 112 diokia

[ 13. APIOMOZX IIAPTIAAX

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

|15. OAHIIEX XPHXIHX

16. HAHPO®OPIEX XE BRAILLE

Competact tov 15 mg/850 mg

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

A163106T0TOG YPAUU®TOS KddKaS (2D) Tov pépet Tov TEPIANPBEVTO LOVASTKO aVayVOPLOTIKO KMOKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER'H XTIX TAINIEX

YXYXKEYAXIA TYIIOY BLISTER

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Competact 15 mg/850 mg diokia

moYAMTalovn/UeT@opuivn LOPOYA®PIKT

| 2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

CHEPLAPHARM Arzneimittel GmbH

| 3. HMEPOMHNIA AHEHX

EXP

|4. APIOMOZX IIAPTIAAX

Lot

5. AAAA XTOIXEIA

I'TA HMEPOAOI'TAKEX XYXKEYAXIEZ:

Yvokevooio tomov blister 7 diokimv Yvokevoocio tomov blister 14 diokiov
Aev. Aev. 1 Agv. 2

Tp. Tp. 1 Tp.2

Ter. Tet. 1 Tet. 2

ITép. Iép. 1 Iép. 2

ITap. ITap. 1 ITap. 2

Zap. Zap. 1 2ap. 2

Kovp. Kvp. 1 Kvp. 2
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B. DYAAO OAHI'TQN XPHXHX
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@viro oonyLOv ypnong: IIinpoopics yia Tov ac0evi)

Competact diokio Tov 15 mg/850 mg emkoivppéva pe Aemtd vuévio
moyMtalovn/ueTeopuivn vOpoYA®PIKY

AP AOTE TPOGEKTIKA OAOKANPO TO QPVAAO 0ONYLOV YP1ONGS TPLY UPYIGETE VU TAIPVETE GVTO TO

PappoKo, o10TL TEPLAGUPAVEL GNUAVTIKES TANPOPOPIES Y10 UG,

- DdvAidEte avTd TO PUALO 0dNYIBY Ypriong. Towg ypelaotel va to dufdcete Eavd.

- Edv éxete mepontépm amopies, p@TNGTE TOV Y1OTPO 1] TOV PAPLOKOTOLO GOGC.

- H ovvtayn ywo avtd 1o eapuako yopnyndnke amokAeloTikd ylo cag. Agv TpEMeL Vo OMGETE TO
Qappako o€ AAAoVG. Mmopel vo Toug TPOKOAEGEL PAAPT], (KOO KOl OTOV TO, GUUTTOUATO, TNG
acBévelog Tovg givar 1010 pe Ta S1kd Gag,.

- Edv mapoatnpnioete kamoto ovemBountn evEpyeLa, EVILEPDGTE TOV YLOTPO 1] TOV PAPHLOKOTOLO

60G. AT 1oyveL Kot Yo kKaOe mhovy avemBOUNTN EVEPYELD TOV OEV OVAPEPETOL GTO TAPOV
@OALO oMYV ypriong. BAéne mapdypago 4.

T ePLéyeL 1o Tapov UAAO 00N YIOV:

Tr etvon to Competact kot mowa givar n gpom tov

T mpénet va yvopilete Tpv mapete o Competact

ITog va mapete o Competact

[Mbavég avemBounteg evépyeteg

[ag va pvracoete to Competact

ITepiexdpeva, TS GLOKEVAGING Kot AOUTEG TANPOPOPiEg

R

1. T eivar To Competact kan o givan 1) p1)o1 TOL

To Competact mepi€yet moyArtalovn Kot peteopuivr. Avtod givar Eva avTidopnTikd opUOKEVTIKO
TPOIOV TOL YPTMCLOTOLEITAL 0O EVIAKES Yo TN Bgpameio TOL TOTOL 2 (UN-VGOLAVOEEAPTDEVO)
GOKYap®OTN dafntr, 6Tav 1 Bepaneia Lovo pe peT@oppivn dev etvar exapkng. Avtodg o THmov 2
dwafnng cvvnbwg eppaviletal oe evidikee aobeveic 1dlaitepa mg amoTéAesLo VIEPPAPOL aVOPOTOV
Kol OTOV TO oMU €ite Ogv TapayEl apKeT VGOLAIVI (o OprOVY TTOV EAEYYEL T EMITESA YAVKOLNG
TOV QilOTOG), 1| OEV UTOPEL VAL YPTGLULOTOGEL AOTEAEGLATIKA TNV VGOLAIVT Tov mapdyet. O yatpog
cag 0o eréyéer edv o Competact Aettovpyel 3 Emg 6 uveg PETd amd TOTE TOL UPYICOTE VA TO
TOIPVETE.

To Competact, Bon8d ot pOOuion Tov emmédmy yAvkoing Tov aipatdc cog, 0Tav TAoyeTe amd
TOmoV 2 cakyap®don dtafntr, fonddvTag To GO GG VO ¥PNCLOTOMGEL KOADTEPT TNV IVGOLAIVT
OV TTAPAYEL.

2. T péner va yvopilete mpy wapete To Competact

Mnyv napete To Competact

- o€ mepintmon aAlepyiog otnv moyArtaldvn, Tn LETPOPUIVN 1| GE OTOLOONTOTE AAAO OO TO
GLOTATIKA CUTOV TOV PAPUAKOV (OVOPEPOVTOL GTNV TAPEYPAPO 6).

- €dv TAoYETE AMO KOPOLOKT OVETAPKELD 1 ELYATE KOAPOLOKT OVETAPKELN GTO TUPEAOOV.

- €av mdOate TpOoUTO KOPOLOKT TPOGPOAN, ExeTe GOPapd TPOPANATA LLE TO KUKAOPOPIKO
oupmepAaLBavopévnc TG KatamAngiog 1 ovamveuoTikég SVOKOALES.

- €0V TAGYETE MO NTOTIKN 0COEVELD.

- €0V KATAVOADVETE VTEPPOAKN TOGOTNTA AAKOOA (Eite KAOMUEPIVOG Eite KATE KA1POVC).

- €aqv €xete un eheyyopevo dtofrn pe, yuo Topaderypa, copapn vrepyrvkaipio (vynin yAvkoln
aipatog), vavtia, EUETO, O1appoLa, YPIYopT andAEW Bdpove, YarakTiky o&éwon (PA.
mopdypao «Kivouvoc yohaktikng o&€wono») 1 keto&éwon. H keto&éwon eivan ol Katdotoon
o611V omoia 0vGiec Tov ovopdlovTal 'KETOVIKE COUATA GLGCOPEVOVTOL GTO AL KO 1) OTTOoin
umopel va 00Mynoel o€ dafnTikd mpo-kdpa. To copntdpate teptAaupfdvouy oTopoyiKo Tovo,
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ypRyopn Kot Babid avamvon|, vavniic 1 1 AVOTVOT GOG OVOTTUGGEL Lo AGLVAOIGTN PPOVTMOOM
ooun.

- edv &yete N elyote TOTE KOPKIVO TNG 0OVPOSOYOV KOGTNG,.

- €aqv €xete aipa 6Ta 0VPA GO TOL 0 YLOTPOG GOG OeV ExEL EAEYEEL.

- €av €xete coPfapd LEI®UEVT VEQPIKN AglTovpYiaL.

- €dv &yete coPapn LoAvvon 1 eloTe APLOATOIEVOL.

- €4V TpoKeLTol va VToPANDeite € GUYKEKPIUEVOL TOTOV AKTIVOYPAPIO LE EVESIUN XPDOOTIKY,
EVILEPMGTE TOV YIATPO OOG, EXEWON TPEMEL VO oTOUATAOETE Vo, TaipveTte To Competact yia Eva
OPICUEVO XPOVIKO OLACTN O TTPLY KOl LETA TNV eEETAON.

- gdv Onralere.

Ipocdomon)oeis Kot TPOPVAGEELS

AmevBuvbeite atov yatpd 1 Tov poppakonold cag tptv mapete To Competact (PA. emiong

Topaypapo 4).

- €av €yete Kamolo TpOPANUa pe TNV kopdld. Kamoor acOeveig pe pokpd 16topikd toHmou 2
CaKyop®ON StafnTn Kot kapdlomddeio 1 TPONYOUEVO AYYELNKO EYKEPAAIKO ETELGOOI0 O OTOI0L
Oepanednrav pe moyhMtalovn kot veovriviy pali, eueavicay KapdloK avETHPKELD.
Evnuepdote 10 y1otpd 60,G T0 GLVTOUOTEPO dVVATOV EAV TAPATNPNGETE CNUASIA KOPOIIOKTG
AVETAPKELNG OT®G acvvN ot dhomvola 1 Ypryopn avénon Papovg 1 tomikd Tpr&yto (oidnua).

- €dv ovykpateite vepod (KATOKPATN O™ VYPDOV) 1 £XETE TPOPAILLOTA KOPIIOKTG AVETAPKELNG
Wwitepa eqv giote nlikiag peyodlvtepnc tov 75 etmv. Edv maipvete aviipleypovadn eapuoko
T omoia umopel enlong vo TPOKAAEGOVY KATAKPATNON VYPMV Kot OidNUa, TPENEL EXLONG VO
EVNUEPDGETE TO YLOTPO GUG.

- €4v mdoyete amd 101KN dofnTikn Tanon Tov 0EHAALOD, TOV KaAgiTol OION U TNG OYPAC
KnAidag (oidnpa oto Tom HEPOS TOL 0POUALOD), EVINLEPDTTE TOV YIOTPO GOG, EAV
TOPOTNPNCETE KATOW AAAXyN] TNV OpACT GO,

- ey &yete KHOTELG OTIG WOONKES GO (GVVOPOLO TOAVKVGTIKOV 00ONKDV). YTaApyel avEnpévn
mOovOTNTO VO PEiveTe £YKLOog eMELdN pmopel va Exete Eava woppnéio dtav Taipvere To
Competact. Edv avto 1oyvet yio 6og, ¥pnoUOTOEITTE KATAAANAT OVTIGOAANYT] Y10l VL
AmoQOYETE TNV THOVOTNTA LUOG U1 TPOYPULLATICUEVIG EYKVUOGHVNG.

- edv €yete kamolo TpoPAnua pe o ovkmtt. [Ipwv apyicete va maipvete to Competact Tpémet vo
dmoete delypa aipatog yuo va eEAEYEete TN AEITOVPYIN TOL GLKOTION GOC. AVTOG 0 EAEYYOG
mpENEL va. enavorlapPdvetot Katd dtactiprota. Evnpep®dote 10 y1otpod GO T0 GUVTONOTEPO
SuvaTOV €4V TAPOVCIAGETE GLUTTMUATO TOV VITOSNADVOLV Eva TPOPANILOL LUE TO GUKADTL GOG
(6mwg aicOnon ot giote AppwSTOC YWPig avTo va eényeital, EUETO, GTOUAYIKOG TOVOC, KOLPAOT,
anmAeln Opeéng 1/kat cKovpa ovpa) Kabdg 1 Aettovpyic TOL CLKMOTION oG TPEMEL VoL EAEYYOEL.

Mropeite eniong va TopovcliceTe PEIOUEVES TIEG 6TV e&€Taon aipotog (avoupio).

Kivouvog yorakTIKG 05émong

To Competact pmopel vo TpokaAEsel pio TOAD odvia, oAAG ToAD coPapn avemBountn evépyela,
€101KA €AV 01 VEPPOL 600G OV AEITOVPYOVV 6mATdA. O Kivduvog avantuéng YoOAaKTIKNG 0&Emang eival
emiong avEnpévog pe pn eheyyouevo Staprtn, cofopéc AOUDEELS, TAPOTETAUEVT] VNOTEID 1| TPOGANYN
OVOTVELUATOOMV, aPLIATOOT (PA. TEPUITEPM TANPOPOPIEC TAPAKATM), NTOTIKG TPOPANLOTO Ko
OTOLEGONTOTE 1UTPIKEG KOTAGTAGELG OTIC OTOIEG EVOL LEPOG TOV OPYOVICUOD £XEL LELOUEVT TTOPOYN
o&uyovovu (6nwg o&eia cofapn kapdlokr| vOGOC).

Edv kdmoto and ta mopamdve eapuoleTatl oty mepintwon oag, ancvbuvieite otov yiatpd Gog yio
TEPALTEP® 00N YiEC.

AmsvOvvBsite oTOV YIATPO GOC GUEGO VIO, TTEPOITEPD OONYIEC EQV:

- Elvar yvootd 611 mhoyete omd pio yeveTucd KAnpovopovpevn acbévelo mov ennpedlet ta
ptoyovopla (to oTorygia oV TOPAYOLY EVEPYELN LECH GTA KOTTOPA), OTT®MG chvopopo MELAS
(Liroyovoplakmn eyke@oiomdOela, poomddeia, YOAAKTIKY 0EEMOT KOl ETEIGOSI0 TOUPOLLOLO LE
EYKEQOAKO) 1 UNTPIKA KANPOVOUOVpEVO StafnTn kot kdewor (MIDD).
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- "Exete 0mo100MTTOTE aTd 0T TO, GUUTTAOUATO, LETA TNV EVOPEN TG LETPOPUIVIG: ETANTTIKY
Kpion, HEI®OT TOV YVOOTIKOV IKOVOTHT®V, JUGKOAIN [LE TIG KIVIGELG TOL CAUOTOG, GUUTTOLOTO
OV VTOINADVOLY VELPIKT| BAAPN (.. TOVO 1 LOVSIOGHA), NLUKPAVIK KOl KOQ®OT).

Yrapotiote vo taipvete To Competact Yo 6OVTOpRo ypoviké dtaotnpa 4y £(ETE O KATACTAOT
OV PTOPEL VO, GVOYETICETOL PE BPVIATOGT (ONLOVTIKT] OTOAELN COUATIKOV VYPDV) OT®G cofopd
éueto, o1dppota, Topetd, Ekbeor o Bepudtnta N €Gv Tivete AydTeP LYPA Ao 0,71 GLVNO®G.
AmevBuvbeite 6TOV Y10TPO GOG Y10 TEPULTEP® OO YiES.

Yropatiote vo naipvete To Competact Kol ETKOVOVIAGTE PE vay YLoTpo 1] TO TANGLEGTEPO
VOGOKONELD GRECOGS EAV TUPOVOLAGETE OPIGUEVE, OO TO. COUTTONATO, TNG YOAUKTIKNG 0EEMOTG,
KaBdG 0T M KOTAGTAON UTOPEL VO 0O1YNGEL GE KMLLA.
2T0 GUUTTAONOTA TG YOAOKTIKNG 0EEmong tepthappdvovtat:

- €1ETOG

- KotAloAYia (KotoKog TOHVOQ)

- LUTKES KPAUTES

- YeviKo aicOnuo adiabeciog pe cofopn kKOmTwon

- dvoKoAio GTNV avoTvon

- LELOUEVT] COUOTIKT BEpLOKPACTa Kol KOpPILoKOG TOAUOG

H yalaxtikn o&éwon gival (o 1Tpikn EXeiyovoo, KOTAGTOOT KOl TPETEL VO, AVTILETOTILETOL O
VOGOKOUETD.

Kota ™ ddpketa e Ogpaneiog pe to Competact, o yiotpog cag Oa EAEYyEL T VEQPIKT AELTOVPYIL GOGC
TOVAGLGTOV o OpE TOV ¥pOVo 1| GLYVOTEPA £AV €i0TE NAKIOUEVOG(T]) 1)/KOL EAV EYETE EMOEIVOVUEVT
veppiKn Agttovpyia.

Edv yperaletar va vroPAnOeite oe peilovo xepovpyikn eTEUPOOT), TPETEL VO GTOUOTICETE VO TOAPVETE
1o Competact katd T S1dpKeld TG EMEUPOOTG KO Y0 KATOLO0 XPOVIKO SldoTN o Petd omd avtiv. O
yiatpdg cag Ba amopacicel ToTe TPEMEL Vo TAATHOETE Ko TOTE Vo apyicete Eava 1 Oepameio cog
pe to Competact.

Ynoylvkapia

Edv maipvete to Competact pali pe dAlo eappoka yio to dtofrtn, ivar 7oAl mhavo To 6AKyapo 6To
aipo 6og vo TEGEL KATM amd TO Kavoviko eninedo (vmoyivkopia). Edv mapovoidcete copntdpoto
vroyAvkopiog, 0nmg advvapio, LA, avEnpévn epidpmaon, YpIyopo Kapdiakd pubud, datapoyés tng
Opaonc 1 SLOKOAMA 6T GLYKEVTPWOT), TPEMEL Vo, TAPETE Alyn (lyopn Yo va avENCETE Kot TAAL TO
eninedo caxydpov 610 aipo oag. Potnote Tov ylotpd 1 ToOV QOpUOKOTOLd GOG Y10 TEPIGGOTEPES
TANPOQOpiES, GV deV €l0TE GlyOLPOG TAG VO TO AVOYVOPIGETE ALTO. ZuvioTdtal vo £xete pali cog
peptkovg kvoug Cayopns, YAVKA, UTiokoTo 1 oyapovyo Yurd @PovT®V.

Yracpéva 06Td

[Hopatnpndnke peyorvtepog apBuog kotaypdtov oe achevels, Wlaitepa 611G Yovaikeg Tov
ehappavay moylrtalovn. O yiatpdc Ba AdPet avtd to dedopévo VITOYN TOL KATA TNV Ky®YH TOV
dwaprytn coc.

Moo ko Epnpor
H yprion og moudid ko epnfouvg nhikiog pikpdtepns tov 18 etdv de cuvieTtdral.

Alha @appoxa ko1 Competact

Edv yperaletar vo AdPete £veon oKlaypa@ikoy HEGOV TO 0010 TEPLEYEL LOOL0 GTNV KUVKAOPOPIN TOL
aipaTog GOGC, Yo TAPASEYLLO OTO TACIGLO AKTIVOYPOPIOG 1) OAP®ONG, TPEMEL VO GTOUATHCETE VO,
naipvete to Competact mpv kot katd Tov ¥povo g Eveong. O yatpdc cog Bo amopacicel ToTe Tpémet
VO GTOPATHCETE Kot TOTE va. apyioete Eava tn Bepomeia cog e To Competact.

Evnuepoote tov y10tpd 1 10V @opULaKOTOl0 oG e4v maipvete, £xeTe TPOGOOTA TAPEL 1] Utopel vo
mhpete AAA0 Qappako. Mropet va ypeldleste cuyvoTePo EAEYYO TG YAVKOING TOV QULOTOG KO TNG
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VEQPIKNG Aettovpyiag, 1 0 YlTpdg Gog Pmopel va ypelaotel va Tpocapuocel ) 66omn tov Competact.

Eivar brotépaog onpavtikd va avagépete ta akoiovdo:

- yvepourpoliln (ypnolponoteital yio T Helmon NG YOANCTEPOANG)

- pLpaumikivn (ypnoonoteital yuo t Oepameio g upatioong Kot GAA®V HOADVGE®DY)

- oetidivn (ypnoyomoteitat yiao tn peiom TV 0@V TOL GTOUAYOL)

- YAVKOKOPTIKOELN (YPNOILOTOI0VVTOL Yid T BEpameia TG PAEYLOVNIC)

- prta 2 ayovietéc (ypnoomolobvtal yio. tn Oeparneio tov Acbpotoc)

- QAapuOKa To OTTOlo AVEAVOLY TNV TOPAY®YN 0VP®V (S1oVPNTIKY)

- (APLLOKO TTOV YPTCLULOTOIOVVTOL Y10l TV OVTILETMICT TOV TOVOL Kol NG PAgypovig (MZAD
kal avaotoAeic COX-2, dnwg ovmpopaivn kot cereko&iumn)

- oplopéva eappaka yio tn Oepameio tng LVYNANG apTnplokng Tieong (avacToAElG TOL
HeTaTpenTIKoL evEdUOoV TG ayyeloteveiving (MEA) kot avtaymvicoTég TV VTodoyEwmy TG
ayyeloteveivng 1)

To Competact pg 01voTVELHATOON
Amopevyete TNV vIepPOAIKT TPOGANYT OVOTVELUATO®ODV ev®d Ttaipvete To Competact kabdg ovtd
umopel va avénoet tov Kivovvo yoraktikng o&émong (PA. mapdypopo «Kivouvog yoAlaKTikng

o&emonoy).

Kinon ka1 Oniaopdg

- €av giote £ykvog, vopilete otL pmopel va giote £yKvog 1) 6YEOALETE VO OTOKTHGETE T,
{nmote 1 cvpPovin Tov yorpov cag. To Competact dg cuvictdton oty gykvpocvvn. Eav
embopeite va peivete €ykvog, o yotpoc oog 0a cag vodei&et Tn dlakomy AYNg ToL EOPUAKOV
oVTOoL.

- un ypnowomnoteite To Competact edv Onialete N oxedralete va Oniaocete 1o Ppépog cag (PA.
apdypoeo «Mnv mépete to Competact»).

0onynon ko yEPGROS PNy oV RdTOV
To eappako avtd dev EMOPA GTNV IKOVOTNTA GOG Y10 0ONYNON 1 XEPIOUO UNYOVILATOV, OAAL
TPOGEETE GV TOPOVCIAGETE U1 PLGLOAOYIKT| OPUCT).

To Competact Tepréyel vatpiro
To pappakxo avtd mepiéyetl Aydtepo amd 1 mmol vatpiov (23 mg) ava diokio, lvar ovtd TOL
ovoudlovpe «erevBepo vatpiovy.

3. IIag vo wapete To Competact

[Tavtote va maipvere To GAPLOKO QVTO ALGTNPE CUUPOVE LLE TIG 0dNYIES TOV YLOTPOD 1] TOV
QopUoKoToloV cag. Eav €xete appiPolricg, potiote TovV y1aTpd 1| TOV QUPUAKOTOL0 GO,

H ocvvietodpevn d6on eivat éva diokio dvo popég Tnv nuépa. Edv etvar amapaitnro, o yiatpoc
EVOEYETAL VL GOG daeL 00Nyieg va maipvete dtapopetikn d6on. Edv éxete petmpévn veppikn
Aettovpyia, 0 YLTpOG GOC UTOPEL VO, GUVTOYOYPUPNGEL XOUNAOTEPN dOGT, 1| OOl EVOEXETAL VO,
ypelaletar vo, divetal 6€ YoP1oTa d1oKio ToyATalovng Kot LETPOPUIVIG.

Noa katoanivete o dtokio pali pe éva motnpt vepd. Mmopeite va mhpete Ta 010KI0 GOC LLE 1) AUECMG
UETE TNV TPOPTN, Y10, Vo LELBEL 1 TOAVOTNTO P0G GTOUOYIKNG OLOTAPOYTG.

Edv axolovBeite e101kn| dionta yio to S1afnn, O Tpémel va cuveyiceTe KavVovIKA auTh T dluiTd Gog,
Katd T ddpkela tng ayoyng ue Competact.

Oa mpénel va EAEYYETE TO COUATIKO BAPOG GO G KAVOVIKE ypovikd dtouotnpata. Evnuepdote 1o
yitpd oo, o€ mEPInTOon avEnong tov Papovs Gag,.

O ywtpdg cag B 560G GVOTNHGEL VoL KAVETE AULATOAOYIKESG EEETAGELS O TEPLOOIKA YPOVIKE dStaoTHLOTO
Kot TN O1dpkela g aywyng pe Competact. Me tov TpOmo 0uTO EAEYYETOL 1] KAVOVIKT MTTOTIKN
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Aertovpyia. TovAdyiotov pio popd To ¥povo (To cLYVE av €l0TE NAKIOUEVOL 1 0V EYETE TPOPAN AT
LE T VEPPA 00G) 0 YIoTPOG 060G O TPEMEL vaL EAEYYEL TN COGTN AELTOVPYIR TOV VEQPPAOV GO,

Edv napete peyorvtepn 66on Competact a6 TNV KAVOVIKY

Edv mapete kotd Aabog tepiocdtepa diokia, 1 €dv KATO10G AAAOG N éva Tandl AaPet To paprakd oag,
EVIUEPDGTE TO YLOTPO 1 TO PAPLOKOTOLO GOS, ALETa. To clkyapo 6To aiplo oag UTopel va TEGEL KAT®
amo T0, PLGLOAOYIKG emimeda. kal pumopel vo avéndet pe t Afqym Layapnc. Zvvictdtot va £xete poli oog
peptkovg kvpovg Layapns, YAVKA, UTIoKOTO 1] GOKYOPOVYO YUUO PPOVT®V.

Edv mépete peyarvtepn 66om Competact amd tnv KAVOVIKY|, EVOEYETOL VO TAPOVCIAGETE YOAUKTIKN
o&émon.(PA. Tapdypago «Kivovvog yolakTikng 0EEmong»).

Edv Egydoete vo napete To Competact

Noa maipvete to Competact kKa0e pépa, O6TMG cog £xel cuvtayoypaendel amd 1o yatpd coc. 26tdC0,
gav Egyaoete o 600, TapaAElyYTE TN dO0T OV EEYAGUTE KOl GLUVEYIOTE KUVOVIKG [LE TNV EXOUEVT
d001. Mnyv mdpete Sumhn dOON Yo VO AVOTANPOCETE TO J10KI0 TOV EEYACATE.

Edv otapotioete va naipvere To Competact

To Competact mpénet va, ypnolponoteital kadnuepva yo va dpdaoet amoterespoticd. Edv
oTopaTnoeTe va ypnotponoteite to Competact, To clkyopo oto aipe cog pmopet va avéPet.
Yv{nteiote e 10 Y10TPd GOC TPV GTOUATNCETE LT TN Bepameio.

Edv €xete meptocOtepEg EPOTNGELG GYETIKA LLE TN XPTOT CVTOV TOL PUPHAKOV, POTNGTE TOV YIOTPO 1
TOV PUPLOKOTOLd GOC.

4. IMOavég avemOopnTes evépyereg

Onwg 6Aa To. pAPLLOKOL, £TCL KOL 0VTO TO PAPHOKO UTOPEL VO, TPOKAAEGEL AVETIOOUNTEG EVEPYELEG OV
Ko 6gv Topovclalovtal 6€ OAOVG TOVG AvEpMOTOLG.

To Competact pmopel vo tpokaAécel po ToAd ordvia (umopei va emnpedoel €éo¢ 1 ota 10.000 dtoua),
oA TOAD GoPapn avemBountn evépyela 1 onoia ovopdaletar yoroktikn o&éwon (PA. Tapdypapo
«Kivdvvog yohaktikng o&€wongy). EGv cupPel avtd, Tpénel va OTARATI|CETE VO TOIPVETE TO
Competact Ko ETKOLVOVIGTE PE Evay YIOTPO 1] TO TANGLEGTEPO VOGOKONEID Opic®s, KoODS N
YOAOKTIKY] 0EEMON UTOPEL VO 0OTYNGEL GE KMLLA.

Koapkivog ovpododyov kdotng £xel exkdniwbel oyt cuyva (uropet va ennpedocel €éo¢ 1 ota 100 dropa) oe
aocBeveic mov maipvouv Competact. Ta onuddia Kol To GOUTTOUATE TEPIAAUPBEVOLV oo 6Ta 0vpa
00G, TOVOG KAt TNV ovpNnon N Eapvikn avaykn va ovpnoete. Eqv exkdnimoete Kamowo and autd,
EVNUEPDGTE TO GLVTOUOTEPO SVVATOV TO YITPO GOC.

Yroacpéva KOKaAa £xouv avapepbei cuyva (umopel va ennpedost émg 1 ota 10 dtopa) o€ yovaikeg
acBeveic mov maipvouv Competact kot £yovv eniong avoaepepBel oe avdpeg acbevelg (n cvyvotnTa dev
umopei va extiundei amod ta dabéciua dedouéva) mov maipvouy Competact. Av eKONADGCETE QLT TV
aveTBOUNTY EVEPYELD, EVIUEPDGTE TO GLUVIOUOTEPO SVVATOV TOV YIOTPO GO,

"Exet avagepbet 0paon Bapnn Adyw odnpatog (1] vypov) 610 Ticw PEPOS Tov 0PBUALOD (01dNHa TNG
oypag kNAidag) (n ocvuyvotnta dev pumopei vo, ektiun0el pe faon ta dubéciua dedopéva). Edv
TOPATNPNGETE QVTA TOL COUTTOUOTA Y10 TPDOTH POPA EMKOVOVIGTE LLE TO Y1ATPO GOS OGO TLO
ypnyopa yivetol. Emiong, av xete 101 0paon Bapmn Kot To GOUTTOUATA EXOEWV®OOVY, ETMKOWVMOVIOTE
LLE TO Y10TPO GOG AUECMC.

Alhepyikéc avtdpdoels £xovv avapepbel pe cuxvotnta Un yvmorn (dev pumopel va extiun el pe Baon
ta. OwBéoiua dedopéva) oe acsbeveic mov maipvouv Competact. Av ekdnAmoeTe o coPapn aAlepyKn
avtidpacn, 6nwe kvidwon Kot TPHEYO TOV TPOCHTOV, TOV XEIM®MV, TNG YADOCGAS 1] TOL AAOD TOL
Umopel va TPOKOAESEL SUGKOAIN GTNV AVATTVOT] 1] TNV KOTATOGT), GTAUATIOTE VO, TOIPVETE AVTO TO
QAPLOKO KOl EVIUEPDOTE TOV YIATPO GUG OUECHG.
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O topakdto avemBounteg evépyeteg £xovv mapatnpn el oe opiopévoug acheveic petd tn yopnynon
Competact:

[ToAv cvyvég (umopel va emnpedoovy meptocotepa and 1 ota 10 dropa)
- GTOLLOYIKOG TOVOC

- aicOnon ot eiote dppwotog (vavtio)

- €1ETOG

- Suappoia

- amoAelo OpeENg

Yuyvég (umopet va ennpedoovv éoc kot 1 ota 10 dropa)
- gvtomiopévn 01dykwon (oidnpa)

- avénon copotikod Bapovg

- KePOAQAYio

- AOTH®EN OVOTVELGTIKOD GUGTHLLOTOG

- OVOUOAN Opaon

- apBpadyio

- avikavotnto

- oaTovpio

- peimon otov apliud tov epvbpoxvttapny (ovaipio)
- povdlocua

- dlatapoyn yevong

Oy ovuyvég (umopel va emnpedoet €og 1 ota 100 dtopa)
- QAEYLLOVT] TOV KOAT®OV (TOpAPPIVOKOATITION)

- aépla

- dvokoAio otov vvo (abmvia)

IToA0 ordvieg (umopel va emnpedoet émg 1 ota 10.000 dtopa)
- pelwon g mocotTag g Prrapivine By, 610 aipa

- £pLOPOTNTA TOL SEPLOTOC

- KVNGUOG TOL SEPLOTOG

- g€avOnuo avénuévo kat pe kvnoud (kvidmon)

Mn yvoaotég (n ovyvotnta dev pmopet va ektiun el pe faon ta Sabécipa dedopéva)
- QAEYLOVI GTO GUKMOTL (NTTaTiTION)
- TO GLUK®MTL 6gV doVAELEL 660 KaAd Oa émpene (LeTaforég ota EVOLILO TOL CLUKWOTION)

Ava@opd avemOOunTOV evEPyELOV

Edv mopoatmprioete Kamoo avemBOunT evEPYEL, EVILEPDOTE TOV YIOTPO 1) TOV POPLUKOTOLO GOG.
AvTO 1oyveL Kot Yo kdOe mbavr| avemBounTn vEPYELR TOL OEV AVAPEPETAL GTO TAPOV PVALO 0ONYIDV
yponc. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeing, pécw Tov Bvikon
GLGTHLOTOS OVOPOPEG TTov avaypdeetal oto Ilapdptnua V. Méow g avagopdg averiBountomv
gvepyelmv pmopeite va fonbnoete ot GLALOYN TEPIGTOTEP®V TANPOPOPLDOV CGYETIKA LLE TNV ASPAAELN
TOV TOPOVTOG PAPLLAKOL.

5. og va pvracoete To Competact

To @appako ovtd TPETEL VO PUAACCETAL GE LEPT TTOV OgV TO PAETOVV Kot dgV T0 POGVOVVY Ta A4
Na pn ypnoonoteite ovtd 10 PAPHOKO UETE TNV MUEPOUN VIR ANENG TOV AVOQEPETAL GTO KOVTL KoL
oV kuyéAn (blister) petd to «EXP». H nuepounvia AMéng eivar | televtaio nuépa tov piva wov

ovopEPETAL EKEL.

Agv vdpyovv edKéc 0dnyieg dloTpnong Yo To TPoidv avTo.
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Mnv metdite @APUAKO GTO VEPD TNG ATOYXETELGNG 1| GTA OIKLOK( aroppiptpoto. Potmote tov
QOPUOKOTOLO GOG Y10 TO TMOG VO TETAEETE TAL PAPLLOKO TTOV OEV YPNOLoTOoLEiTE o Avtd Ta pPétpa Ba
Bondncovv ot Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreydpevo. TG 6VOKEVOGING KOl AOTES TAN|pOPOpiEs

T nepréyer o Competact

- Ot dpaotikég ovsieg ivar 1 moyArtalovn Kot 1 vOpoYA®PIKN petropeivn. Kabe diokio mepiéyet
15 mg moyAtalovng (g vopoyAwpikn) kot 850 mg VIPOYA®PIKNG LETPOPLIVIC.

- Ta dAAa cvuotatikd givar kuttapivn pikpokpuotaiiikn, ToPoovn (K 30), kappeAloln
VaTPLOUY0G SLUCTAVPOVLEVT], LAYVICLO GTEATIKO, VIPOUEAAOLT, ToAvaiBvievoyAvkoin 8000,
TaAKNC Ko Titaviov d10&gidio (E171).

Epg@évion Tov Competact kan wepreyopeva g cvokevaciog

Ta emkoloppéva pe Aemtd vuévio diokia (dtokio) Competact eivar Agvkd £mg vTOAgLKA, LOKPOGTEVO,
KUPTA, 1e avaylven v évoeién 15/ 850° ot (o tAevpd Tov diokiov kot v Evoelén ‘4833M” oty
M. Ta dokia drotiBevtol 6€ GUOKELAGIES, LUE TEPLEKTEG AAOVUIVIOV/AAOVIVIOV (KOWELES) TV 56
Kot 112 doximv.

Mrmopel va unv KukAo@opohv OAEG Ol GUCKEVAGIEG.

Karoyog Adcrog Kvkrhogopiag
CHEPLAPHARM Arzneimittel GmbH
Ziegelhof 24

17489 Greifswald

Teppovia

Mopaockevaotic

Takeda Ireland Limited, Bray Business Park, Kilruddery, County Wicklow, IpAavdia.
Delpharm Novara S.r.1., Via Crosa, 86, [-28065 Cerano (NO), [to)ia.

Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Iomavia.

To mapév @vALo 00N YLOV YprioNS avabe®pOnke Yo TELEVTAIN POPA OTIS

Addeg TNYEG TANPOPOPLOV

Aentopepeic mAnpogopiec yuo 1o eapuaKo avtd gival dtabéoiueg otov dikTvakd T0mo Tov Evponaikov
Opyoaviopod Gapudkmv: http:// www.ema.europa.eu.
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