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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg oxAnpéc Kayovieg
COMETRIQ 80 mg oxAnpéc Keyovieg

2. ITOIOTIKH KAI TOXOTIKH XYNOEXH

Mio oxdnpn kdyovia wepiéyet kafolovtvipn (S)-unin wwodvvaun o€ 20 mg 1 80 mg kafolavrvipn.
IMa tov TAnpn katdroyo TV ekddywv, PA. Tapdypoeo 6.1.

3. ®APMAKOTEXNIKH MOP®H
ZKANPN KAOYOLAQL.

O1 ok péc kyovreg elvar yrpt pe tnv €voerdn «XL184 20mg» ektunmpévn pe pLavpo xpde 6To KHplo
TUAUo TG Kayoviag. H kéyovda mepiéyel vtoAevkT £0¢ AEVKT TOVIPAL.

Ot onpég kdyovreg givarl moptokor pe v Evoelén «XL184 80mgy extummuévn e Hadpo Ypopo
67O KUPLo TUA TS Kéywovrag. H kéyovla tepiéyel vtolevkn £wg ALK TOVIPO.

4. KAINIKEX ITIAHPO®OPIEX
4.1 OgpamevTiKEg EVOEILELG

To COMETRIQ gvdeikvoton yio ) Oepameio pueAog000¢ KaPKIVOUATOS TOV BUPEOEIOOVS GE EVAAIKES
0o0EVEIG [LE TPOOSEVTIKT, OVEYYEIPNTY], TOTIKE TPOYWPNUEVT] 1] LETACTATIKY VOGO.

INa acBeveic otovg omoiovg M katdotacn g peTdAiaéng tov oykoyovidiov rearranged during
transfection (RET) dev gival yvoot 1 glvan apvntikn, Ba npénet vo Aappdvetor veoyr évo mbavo
YOUNAOTEPO OQeL0OG TTpoToy ANebel n andpacn yio v e&atopukevpévn Bepaneio (BA. onpoavticég
TANPOQOpicc oTNV TOpdypao 5.1).

4.2  Aocoioyio Kol TPOTOG JOPNYNONS

H Oepaneia pe COMETRIQ 0o mpémet va apyilel amd 0tpd EUTEIPO GTN YOPNYNCN OVTIKOPKIVIKOV
(QOPUAKEVTIKDOV TPOIOVIMV.

Aocoroyia
O kayovdreg COMETRIQ (xafoloavtivifn) kot o dwokic CABOMETYX (kafolavtivifn) dev sival

Broicodvvapia kot dev TPEMEL VO, XPNGLOTOLOVVTAL TO £val avTi Tov dAAov (BA. Tapdypao 5.2).

H ocvvictopevn 06om oo COMETRIQ givar 140 mg pio @opd muepnoiong, AauPovopevn og pio
mopToKoM Kayovia 80 mg kot Tpelg ykpt kdyovieg 20 mg. H Bepaneia mpémel va cuveyiotel péypt o
acBevig va unv enoeeleitor mALov KAVIKG amd tn Ogpameio | LEYPL VO EULPOVIOTEL U1 OTOOEKTN
TOEIKOTNTAL.

®a Tpémel vo AvAUEVETAL OTL GTNV TAEIOVOTNTA TOV 00OEVMOV GTOVE 0TToiovg yopnyeital Bepaneia e
COMETRIQ 00, amortmBei pio 1 meprocdtepes tpocapuoyés 606ong (ueimon /ot dtokonn) e€antiog g
to&koTNTaG. ZUVETMG, 01 acbeveic O mpémel vo mapakolovBobvtal 6TEVA KATA TN SIOPKELL TV TPMOTOV
oKT® eBdopnddwv Bepameiog (PA. mopdypoo 4.4).

H dwayeipion tov Ymontmv avemBounT®mv VEPYELDY TOL OPUAKOV SLVITO VO ATULTICEL TPOSMPIVNY
dwkom M/kanl peiworn g 60ong tng Oepameiog pe COMETRIQ. Otav n peimon 86ong eival
amopaitntn, cvvictdtol 1 peiwon oto 100 mg nuepiciog, Aapufoavopevn oc pio TopToKail Kiyovia



80 mg kat pia ykpt kdyovia 20 mg kai, otn cvvéyeln, o 60 mg nuepncimg, AapuPavopevn og Tpelg
YKPL KAOyovieg 20 mg.

T ™ dwayeipion ¢ to&ucotntag Pabuod 3 1 HeyaAdTEPOV GUUP®VA LIE T KOV KPLTpLo. 0poroyiog
yia avemBounteg evépyeleg (CTCAE) 1§ un avektig to&ikotntog fadpod 2, cuvictdtor 1 d10Kom TG
doong.

ZoviotdTol 1 pHelmon g 066G Yo GLUPAVTA, T 0TTold, EAV EUUEVOLV, LTOPOVY VO KATUGTOVY GoPapd
N U avektd.

Ene1on 1o mepiocdtepa cupPavta pmopovdv vo cupuPovv vopic oty mopeio g Bepaneioc, o 10Tpog
npénel va agloloyel tov acbevi 6TeEVA KATA TN JEPKELD TOV TPDOTOV OKTH £fdopddmv Bepameiog yio
va kafBopioet v vdpyel BAciog A0YogS Yo Tig aALYEG 0T dOGT]. ZVUPAVTA TTOV YEVIKMG EXOVV TPMLUN
gkdnhwon mepiiapfavouy vroacPeotionpia, vrokaioupio, Opopfomevia, vaéptacmn, GOVOIPOUO
gpvBpodvcatctneciog morapmv-neipdtov (PPES) kot yaotpeviepwd (I'E) ocvpPavta (mévog oty
KOWAL4 1} 6T0 oTOHO, PAEYHOVT BAEVVOYOVOL, SUGKOIAOTNTA, O1ApPOla, EUETOC).

H epodvion pepikdv cofopmdv avemBountov avidpicemyv (0TmG YOOTPEVTEPIKO GUPIYYI0) UTopEel va
e€apTaTOL OO TN GVOCWOPELTIKN dOGT KOl UTOPEL VA TAPOVGIUCTOVY GE PETETELTO GTAd0 Oepameiog.

Edv évag acBevic mapaieiyet pa 6601, 1 6601 Tov TapareipOnke o wpénet va Anedei edv amopévoovy
AyoTepeg omd 12 dpec péypt tnv endpevn doom.

20YY0PNYOVUEVO. POPUCKEVTIKG. TTPOIOVTO,

Ta cuyyop1YOOLEVE PAPUOKELTIKA TPOidVTa TOV gival oyvpoi avactoreis tov CYP3A4 Oa pénetl va
YPNOLOTOLOVVTOL LE TTPOCOY KOt 1] ¥POVIOL XPTOT GLYXOPTYOOUEVOV QOPUUKEVTIKAOV TPOIOVIWOV TOL
omoteAovV 1oyvpols enaymyeig Tov CYP3 A4 Ba mpénet va amopevyeton (BA. mapaypdeovg 4.4 kat 4.5).

®a mpémel va peretnOel 1 EMA0YN EVOC EVAALOKTIKOD GUYYXOPNYOVUEVOL QUPUAKEVTIKOD TPOIOVTOC [E
KkaBOA0V 1 EAdyIoTO Suvapkd vo emdyet ) vo avactédiel To CYP3A4.

Hlkiowuévor
Agv ouvioTdtal 101K TPOCOPROYN TNG d0oMG Yo T ypnom ¢ kafolavivifne e nMKiopévovg

(= 65 etdv). Qoto00, &gl mapatnpndel (o ton otov avEnpévo puBud LAY oe acBeveic nikiag
75 etdv Kot Gvo.

Dol
Yrapyel Alyn epmeipio pe v kafolavtivifn og pn Aevkovg acbeveig.

Negpikn averdpkeio.

H woPolavtvifn mpémer va yopmyeitor pe mpocoyn oe acbeveic pe Mmoo 1 HETPLO. VEQPIKY
dvoiettovpyia.

H xafolavtvifn dev cvvietdton yuo yprion o€ acbeveig pe coPapn veppikn dSuvoiettovpyio EnedN N
OCQAAELD KOL 1] OTOTELEGLOATIKOTNTO OEV £Y0VV TEKUNPL®OEl 6€ aVTOV TOV TANOLGUO.

Hrozixy avendpreio

e acbeveic pe Nmo N LETPLOL NTATIKT SOVGAEITOLPYIQ, M CLVIGTOUEVN 000N TNg KafolavTvipng sivol
60 mg pia popd nuepnoimg. IlpoteiveTton oteEV mapakoAoHONGN TS CLVOMKNG ACPAAELNG GE OTOVG
Tovg acbeveic (PAEre mapdypapo 5.2) kabm¢ puropet vo amortn el Tposaproyn i dtakomn g 06ong. H
kafolovtvifn dev cuviotdtan yio xpnom o€ acbeveilg pe cofapn nmatiky] ducAiettovpyio emeldn M
0CQAAELN KOL 1) OTOTEAECUATIKOTNTO OV £0VV TEKUNPLOOEL 6 aVTOV TOV TANBLGLO.

AoBeveic ue kapdiokn dvoiertovpyio
Ta otoyeia ywo acBeveic pe kapdiokn SvoAertovpyio eivor meplopicpéva. Agv  umopodv va
TPAYLLOTOTON000V E101KEG GVGTAGELS SOCOAOYING.




Houdrogpiog tAnBoouoc
H aocpdieia ko ) amotereopatikotnTa TG Kofolavtivifng oe mandid nAtkiog <18 etmv dgv €xel akdua
tekunprwei. Agv vdpyovv dabEcia dedopUEVa.

Tpémog yoprnynong

To COMETRIQ &ivot yuo amd tov otopatog ypnon. Ot kdyovleg Oa Tpémnel vo katamivovtol 0oAOKANPES
Kol vo unv avoiyoviat. o mpémel vo. 60000V odnyieg otovg acbeveig va unv Tpdve Timota yio
TovAdyiotov 2 dpeg Tpv £o¢ 1 dpa petd ) Aqwn tov COMETRIQ.

4.3 Avtevoeigeag
YrepevaioOnoio 61 0pacTiKy ovcio 1] € KATO10 amd T0 £KO0Y0L TOL OVOPEPOVTUL GTHY TTaPAypa@o 6.1.
4.4 E101kég TPoE1d0mTOU|GELS KUl TPOPVAGEELS KATE TN (piomn

Mewhoelg d6omg Kot dtakomég 06ong cuvéPnoav oto 79% kai 72%, avtiotoryo, Tov acbevdv otovg
omoiovg yopnyndnke Bepomeio pe kafolavtvipn oe o KEVIPIKN KAWIKY pelétn. ArortiOnkav ovo
pewwoels 06ong oto 41% tov acBevov. O ddpecog ypdvog péxpt v mpdtn peiwon d6ong NTav
43 nuépeg kar p€xpL v mpdTn Stokomn 0d6ong NTav 33 NUEPEC. XVVENMMS, CLUVIGTATOL 1) GTEVN
mapakolovdnon tov acbevdv katd Tn JpKEWD TOV TPOTOV OKT® ePfdopddmv Bepameiog (BA.
Tapdypoo 4.2).

Hrototo&wdtnra

Mn @LGIOAOYIKEG TIEG OTIG EEETACELG TNG NAATIKNG AgtTovpyiag (énon e apvoTPOvVePEPACNG TNG
arovivng [ALT], tng acmaptikng apvotpavepepdong [AST] kot g xorepvbpivng) mapotnpnnikay
ovyva oe aobeveig mov éhafav Bepameio pe xaPolovivipn. Xvviotator n deoywyn eéetdoemv
nratikng Aettovpyiog (ALT, AST kot yorepuBpivng) mpwv amd v €vapén g Oepameiog pe
kafolavivifn kol 1 TPooeKTIKN Tapakolovdnon Katd t ddpkela g Bepaneiag. o acbevelg pe
emdeivoon Tov e£ETACEMV TNG NTATIKNG Agltovpyiog mov Bewpovvtal oxeTi(Opeveg e T Bepaneio e
kafolovtvipn (dnA. émov dev eivor epeavng Kapio evolAakTikn ortia), 0o Tpémel vo axoAovBoldvat ot
ovpPovréc Tpomomoinong g 66ong otov [ivaka 1 (PA. mapdypapo 4.2).

Aditpnon, cupiyylo Kot EVOOKOIAMOKE QITOGTILLOTOL

Me v kafolavtvifn mapatnpndnkav cofapés yaotpevtepikés (I'E) diatprioeic kat cupiyyia, Hepikég
@opéc Bavatneopeg, kol evéokotlMokd amootipata. Ot acBeveic mov vroPAndnKay TpoOGPATO GE
axtvobepamneia, £govv EAEYHOVAOON VOGO TOV &VTEPOL (TL.)., VOoog Tov Crohn, eAk®mong xoAitido,
TEPLTOVITION 1 EKKOATOHATITION), EXOUV d1BNnon g Tpayeiag N Twv Ppdyy®v 1 Tov osoPdyov, £xovv
EMIAOKEG OO TPOTYOVLEV YEPOVPYIKN EMEUPAGT TOL YOOTPEVIEPIKOD GLOTHLOTOG (1taitepa OTOV
oyetileton pe kabBvotepnuévn 1 oTeA ETOVAMGN) 1 £XOVV EMTAOKEG OO TPONYOVUEVT aKTIVOBEpaTEin
ot Bwpakikn KoLoTTa (CLpTEpAapPavouévov Tov pecomvevpoviov) Ba mpénel va agloloynovv
TPOoEKTIKG 7Py apyicovv T Ogpameio pe wafolovivifn kai, ot ocvvéyew, 0o mpémer va
mapoKolovfovvtal oTeEVA Yoo CLUTTOMOTO dtaTpioewv kol ovptyyiov. Ta cvplyyio ektdg Tov
YOGTPEVTEPIKOD GUGTNUATOG O TPEMEL VO ATOKAEIGTOOV OT®G KPIVETAL KATAAANAO OTIS TEPMTMOCELG
gkdnAwong Prevvoyovitidog puetd v Evapén g Oepancioc. H kafolavvipn o mpémel va daxomnel o€
ac0gveig TOV TOPOVGLAGOVY YUGTPEVIEPIKT OLATPNOT|, | YUGTPEVIEPIKO 1 U YOOTPEVIEPIKO GLPIYYIO.

OpopPoeuforkd copfdvia

Me v xofolovtvipn, €yovv  mopatnpnBel  ocvpPapato  erefwcng  OpopPoepfoing,
GUUTEPTAQUPOVOUEVIC TNG TTVEVUOVIKNG €UPOANG, Kot aptnplakng OpouPoeuPorng, HEPIKEG POPES
Bavatneopa. H kapolavtivifn 8o tpénetl va ypnoiponomBet pe mpocoyn o€ acbeveic mov mapovsialovy
Kkivouvo, 1| Tov £€yovv 16TOPIKY, aVTOY TV evepyeldv. H kapolavtvipn Ba mpénel va dwakomnel og
acBeveig mov ovamtiooovy oD EUEPOYUE TOV HLOKOPSIOV 1 GAAN KAMVIKG OMUOVTIKY OpTNPLoK
OpopPoepforxn emmAok].

Awoppayio
Me v kafolavtvifn, £xel mapotnpnbei cofapn apoppayio, pepicéc eopég Bavatnedpa. Ot acbeveic
oL TOPOVCLALoVV eVOEIEeL Yia eUTAOKT TNG TpayEiag 1) TV Ppdyy®v pe dYKo 1 e I0TOPIKO OUOTTUONG
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wpy amd v Evapén g OBepamciog Ba mpéner va a&lodoynBodv TpooekTiKd mpy v Evapén g
Oepanciog pe xopolovtvipn. H xoafolavivifn dev mpémel va yopnynOel oe acBevelc pe coPapn
ooppayic | TpOGEOTI AUOTTVLOT).

Avevpvopoto Kot aptnpilaxoi dStaympiopot

H ypiion avactoréwv VEGF ce acBeveic e 1 yopig vaéptacn propel vo 0VONGEL TOV GYNUOTIOUO
OVEVPLOUATOV KOUT 0pTNPLOK®OV doy®plopodv. O kivouvog avtdg TPETEL Vo AUUPAVETOL TPOCEKTIKA
oy TPy omtd v Evapén e Bepaneiag pe kafolavtvipn oe acBeveic mov Tapovctdlovy TapayoVTEG
KIvOOVOL O®G LAEPTACT N IGTOPLKO OVELPVGLLOTOG.

Taotpeviepwcés (I'E) dwatopayés

Aldppota, vouTtio/Euetog, uetmpévn opeén Kot GTopoTiTidn/ GTOUATIKO YOS NTOV UEPIKES amd TIC 1O
GLYVA AVOPEPOUEVES OVETIBVUNTEG EVEPYELEG TOV YOOTPEVTEPIKOV (BA. Tapdypapo 4.8). Apeon 1aTpikn
dlayeipion, COUTEPIAAUPOVOUEVIG TG VITOGTNPIKTIKNG QPOVTIONG UE OVTIEUETIKA, AVTIOPPOIKA N
ovtidgva, mpémel vo. €Qoppoctel Yo TV TPOANYTN NG APLIATMONG, TOV OlOTOPUYDY TV
NAEKTPOAVT®V Kot TNg omAelag Pdpovc. H dwaxomn M peiwon g d6ome, 1 1 LOVIUN SOKOTT TNG
yopnynong xafolovtvipng Oa mpémer va AopPdvetor vmoOyYn o€ MEPIMTOON EUUEVOLCHV 1)
EMOVOLOUPAVOUEVOV CUOVTIKDY YOOTPEVTEPIKMY avemBountav evepyeiav (BA. mapdypogo 4.2).

Emnlokéc tpavpdtov

Me v kapolavtvifr, £govv moapatnpndel emmlokéc tpavpdtov. H Bgponeio pe kafolavtvipn Oa
pEMEL Vo, dtokomel TOLVAGYIoTOV 28 NUEPES TPV Amd TNV TPOYPUUUATIGUEVT YEWPOVPYIKN eMEUPaoT,
oUUTEPIAOUPOVOUEVC  TNG  OOOVTIIOIPIKNG  YEIPOLPYIKNG  EmMEUPacN M TOV  EReUPATIKOV
odovtlatpik@vropepdoewy, edv etvar duvato. H andeaon va cuveyiotel n Bepaneia pe kafolavivipn
HETA TN XEWPOoLPYIKY| enépPaocn Ba mpémel va Paciotel otnv KAWIKY Kpion Yo TNV €mopky EToVA®ON
tov Tpavpatog. H kafolavtivifn 6o npénet va dtokonei o€ acbeveic e emmAokég ET0OAMONG TPADUATOG
OV OOLTOVV 1 TPIKN Tapéufoot).

Yréptaon

Me v kafoloavTviPn, £xet mopotnpndel viéptacn, cupmeptAaupavopuévng Kol VIEPTAcikng kpiong. H
optnplokn wieon Oo mpémer va eivor koAd eleyuévn mpv amd v €vopén g Oepameioc e
kafolavivifn. Metd v évapén Bepamneiog pe kapolovtvifn, n aptnplokn mieon o mpémel va
mopokolovdeital £yKaipo Kol TOKTIKG KOl VO OVTIHETOMILETOL OTT®MG OMOITEITOL PE TNV KOTAAANAN
avTwnepTacikn Bepomeio. e mEPITTOON EMIPOVNG VAEPTAONG TOPA TN YPNON OVIWTEPTASIKDV, 1)
Oepaneio pe kapolovtivifr, mpémel va dtokdntetan £ 6Tov edeyyBel 1 apnplakn mieon. Kartomv, n
kafolovtvipn prnopel va cuveyiotel og petwpévn do6on. H xafolavtivifn Oa mpémel va dtokdmTeTON GV
N vEépTaot sival coPapr| Kot ETipovN TaPd TV ovTWTEPTACIKT Oepameia Kot T peimon g d0o1g TG
kaBolavivipmng. Xe tepintwaon VIePTaGIKNG Kpiong, N Kapfolavtvipnn Oa mpémetl va S10KOTTETAL.

Oocteovékpmon
Me v kafolavtvipn, £yl mapatnpnbel ooteovékpwon g yvdbov (ONI). Oa wpénel va de&oybel

oTopatikn €€étaon mpwv amd v évapén g kafolovivifng kot mePlodikd kot TN SLIpKEN TNG
Oepanciog pe kapolavtvifn. O acBeveic Bo mpémer va evnuepwbodv 66OV aQopd TIG TPOKTIKEG
otopatikng vyewngs. H Begpaneia pe kapolovtivifn Oa mpénet va avaotaiel TovAdyiotov 28 nuépeg mpv
ond TNV TPOYPOUUOTIGUEV]  OJOVTIOTPIKY  YEWPOLPYIKN  eméuPacn 7N TG eneuPatikég
odovtiatpikégrapepupaoeic, eav eival duvatd. Oa tpémel va AneBel tpocoyr| og acbeveic mov Aapupdvouv
eappaka wov oyetilovral pe tnv ONI, 6mwg dipwceovikd. H kafolavtvipn Oa npénet va dtokdmteTon
o€ acbeveic mov exdnimdcovy ONT'.

20vdpouo gpvBpoducaicinciog marapumv-teAudToy

Me v kopolavtvifn, éxel mapotnpnbei cuvdpopo epuBpodvcaicnciog tariapdv-teipdrov (PPES).
Orav 1o PPES &givar soPapd, Ba wpénet va Anebei vwoym n dakonn g Oepaneiog pe kapolavtvipn.
[péner va yivel Eava Evapén g kapolavTviPng pe yauniotepn 66om o6tov to PPES emidvbei o Pabuo
1.




Hpwreivovpia

Me v xopolovtvifn, €&xer mopatnpndel mpwteivovpia. H mpwteivn odpov Bo mpémel va
mapoakolovdeitar Taktikd katd tn Oepaneio pe kofolavtvipn. H kapolavtviprn Oo mpénet va dtokomet
o€ acbeveilg Tov AVATTOGCoOVY VEQPP®GIKO GHVOPOLLO.

2Vvopopo onichiag avacsTpéyiung eyKeQaAoradeLog

"Eyel mapoatnpnbel ovvdpopo omicbiag avaotpéyiung eykeporonddeiag (PRES) pe v kopolavtivifn.
To PRES npénet va Aapfdvetar vioyn o kdbe ac0evi| Tov Tapovcstdlel GUUTTOLATA VTOONAMTIKA TNG
ddyvmong, 0T OTAGIOVG, TOVOKEPUAO, dATAPAYES TG OPACNG, CVUYYVON N METABOAN TNG VONTIKNG
Aertovpyiog. H Oepaneio pe xafolavtvipn Oa npénet va dwokonel og acbeveig pe PRES.

Hopdrtaon dwotiuatog QT

H xapolavtvifn Ba mpémel va ypnopomoteital e Tpocoyn o€ acbeveig pe 10Topkd TapdTaong Tov
dwotuatog QT, og acBeveig mov AapPdavovv avtiappuBikd 1 o€ acBEVEIS e OYETIKY TPOVTTapYOLG
Kapdlokn voco, Ppadvkapdia | nAeKTpoALTIKEG dtoTapayés. Otav ypnoiponoteital kafolavtvipn, Ba
npénel vo, eeTaoTel T evdgyOEVO TTEPLOOIKNG TapakorovOnong ne HKIT kot niektpolvteg (acPéotio,
KGA0 KOl poyviolo opov) Kotd tn dudpkela tng Oepaneiog. H cuyyopnyovuevn Bepaneia pe 1oyvpovg
avootoheig CYP3A4, ot omoiot pmopet vo avERoovy Tig cuykevpmoelg kafolavivifng oto mAdoua, Ba
TPEMEL VAL YPNOLOTOEITOL LE TPOGOYT).

Enayomyeic kot avactoieic CYP3A4

H xofolavtivifn eivar vroéotpopa CYP3A4. H cuyyopriynon kaefolavtivifng pe tov 1oxupo ovacToAéd
CYP3 A4, v ketokovaloin, elxe og omotédeopa pio avénon g £kbeong kafolavtivifng oto TAdca.
Amoteiton mpocoyn Katd ) yopnynon xofolavivipng pe @appoako mov eival 1oyvpol avacTOAES
CYP3A4. H ovyyopnynon kafolovivifng pe tov woyopd enaymyéo CYP3A4, m prpapmikivy, elxe og
amotédeopa o peiwon tng €kBeong kafolovivifng oto mTAdcua. ZUVEn®OC, TPETEL Vo amopevyfel m
YPOVIDL yopnynon twv eoapudkmv mov eivar woyvpoi enaywyeic CYP3A4 pe v xoPolavtvifn (BA.
mapaypdeovg 4.2 kot 4.5).

Yrootpopata P-yAvkompwteivng

H xapolavtvipn ntav évag avactoréag (ICso = 7,0 uM), aArd Oyt VTOGTPOLO, TOV dPACTNPLOTHTOV
petapopdg P-yAvkompwteivng (P-gp) o ducotevfuvtikd GUGTNUO TPOGOIOPIGHOD YPTCULOTOIOVTOG
kottapa. MDCK-MDRI. Xvvendg 1 kafolovtvifn umopel va €xel v tKovotnta vo. avEAveEL Tig
GLYKEVIPMOELS GLYYOPNYOULEVODY VTooTpopdtov P-gp oto mhdopa. Ot acbBeveig Ba mpémer va
poedonombodv 6Gov aeopd Tr ANYN vrooTtpopatog P-gp  (my., peopevadivn, aAloKIpévn,
QUTPIoEVTAVT], €TeEMKT dafryaTpdvr, dtyo&iv, KoAyikivn, popaPipokn, Tocokovaloin, pavoralivn,
caayAmtivn, olrtoyAmtiv, TAAVOAOAN, ToAPartdvn) eved Aaufdavovy kapolavtvifn.

Avooctoleic MRP2

H yopiynon tov avactoréowv MRP2 umopel va €xel og amotélecpo ovéNGES 0T CLYKEVIPWOON
kafolavivifng oto mAdopo. Xuvem®g, M TavTdpovn YpNon TV avactoréov MRP2  (m.y.
KuKloomopivn, epaPipévin, eptpiottafivn) Oa Tpénel va TpooeyyloTel Le TPOGOYN.

"Exdoyo

Ndazpio

To @dppoxo avtd mepiéyel Aydotepo amd 1 mmol varpiov (23 mg) avd kdyovio, dnAaomn
ovolaoTIKG ivan «eAevBepo vatpiovy.

4.5 Aliemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTA KO AALES pOPPES aAANAemiopaonG

Enidpaon ALV @opUoKELTIKOV Tpoidvimy otV Kafolavtvifn

Avaortoleic kot exaywyeic CYP3A4

H yopnynon tov oyvpot avactoréo CYP3A4, g ketokovaloing, (400 mg nuepnciong yio 27 nuépec)
o vyeilg ebeloviég peimoe v kdBapon kafoloviwviPrg (katd 29%) kot avénoe tnv €kbeon
kafolovtvipng oto midoua petd and gpanas d6on (AUC) katd 38%. Xvvenmg, 1 cvyyopnynon



oyLpodVv avactorémv CYP3A4 (n.y., prtovafipn, ttpakovaldin, epvBpopvkivn, KAaptBpopwkivn, yopuog
ypéimepovt) pe kafolavtvipn Ba tpémel va TpoceyyloTEL LE TPOGOYN.

H yopniiynon tov woyvpo? enayoyéa CYP3A4, g prooumikivng, (600 mg nuepnoiong yia 31 nuépec) ot
vyelc €Behoviég avénoe v KaBapon kKapoloavtivifng (4,3 popéc) kot peiwoe v €kBeom
kapolavtviPng oto mAdopa petd and epdmas 60om (AUC) katd 77%. H ypdvia cuyyopiynon ioyvpodv
enoywyéov CYP3A4 (m.y., pawvvtoivn, xopPopalenivn, pupaumikivi, eoawvofopfitdin 1 @utikd
TOPUCKEVAGHOTO IOV TTEpEyovy St. John’s Wort [ Hypericum perforatum]) pe kapolavtvipn Oa mpémnet
GUVETMG VO, Amopevyel.

Hopdyovreg tporomoinang yaopikod pH

H cuyyopfiynon tov avactoréa g aviiog tpwtoviov (PPI) ecopenpaloing (40 mg kdbe nuépa yia
6 nuépeg) ue pia epamas doomn 100 mg kafolavtivifn oe vyieic eBehoviéc dev eiye mg omOTEAECUA
KAk onpoavtikn enidopaocn oty ékBeor kafolavtvifng midoupatog (AUC). Aev evdeikvotan Kapio
TPOCAPUOYN NG SOCTG OTAV GLYYOPTYOUVTAL TAPAYOVTEG TPOoTomoinong yaotptkod pH (dni., PPI,
avToyoVIoTEC VTodoyéa H2 kot avtidéva) pe tv kafoloavtvifn.

Avaoroleic MRP2

Ta dedopéva in vitro amodeikvoovy Ot 1 kofolavtvifn sivor vrdootpoue tov MRP2. Xvvenmg, M
yopnynon twv avactoré@v MRP2 umopei vo éxel g omotédlecua avENCES OTN GLYKEVIPWOON
kafolovTvifng oto mAdopa.

Tapayovreg ovumlorxomoinons yolikwv oAdTwv

Ot Topdyovteg GUUTAOKOTOINGNG YOAKOV aAdT®mV, Omwg 1 Yolestvpapivn kot to cholestagel, pmopel
va. aAAnAemidpdoovy pe v kopolovtvifn kol pmopel va emnpedoovv Ty amoppoédenon (M v
enavamoppOPNomn) Le amotédespa mOava petmpévn ékbeon (PA. [apdypago 5.2). H khvik) onuocio
aUTOV TV TOAVOV dAANAETIOpace®V gV Eival YVOOTH.

Enidpaon g kafolavtvifing oe dAlo QoproKevTiKa TpoidvTa

Agv €yel gpevvnbel n emidpoaon g KaPfolovtivifng ot QPUPUOKOKIVITIKY TOV OVIIGVAANTTIKOV
otepoeld@v. Emedn dev eivar oiyovpr o apeTAPANTN GVTIGCLAANTTIKY EMIOPACT], GUVICTATOL il
EMTPOCHETN AVTICLAANTTIKY 1EB0S0G, OTT®G UEBOSOG PpayoD.

AOY® TV VYNAOV emIEd®V dEGIELGNG TPMOTEIVIG TAdGOTOC TG KaBolavivipne (tapdypagog 5.2)
umopel va etvar duvati 1 GAANAETIOPACT] EKTOTMIONG TOV TPOTEIV®OV TOV TAAGHATOG pe Pappapivr. Xe
TEPIMTO®OTN EVOG TETOLOV GLVIVLAGHOD, TPENEL VO TopakolovBovvtol ot Tipég INR.

Yrootpauoto P-ylokompwteivig

H xofolavtivipn ftav avoaotoréag (ICso=7,0 uM), oAAd Oyt VTOCTPOUE, TOV OPOCTNPLOTHTOV
petoeopds P-gp oe dikatevbuvtikd cOotnua TPpocdioptopod ypnoipomolwvtag kuttapoa MDCK-
MDRI. Xvvendg n xopolavtvifn pmopel var €xel v KovOTNTO Vo OVEAVEL TIS GUYKEVIPDGELS
GLYYOPNYOVLEV®V VITOGTPOUAT®V P-gp 610 mAdoua. O acBeveic Oa mpénet va npogidonombovv 6Gov
aeopd T ANym vrootpopatog P-gp (w.y., peEopevadivn, OAIGKIPEVY, CUTPIGEVTAVY, ETESIAMKN
doafryatpavn, oryoivn, Kolykivn, popaPipokmn, mooakovaloAn, povoralivn, ocafoylurtivy,
oLty AMITTiV, TAAVOAOAT, TOAPamTavn) evad Aaufavouy kopolavtvipn.

4.6 T'ovipétnTo, KONON KOl Yorovyia

luvaikeg pe avamapaymykn ikovotntoe/ AviicOANYN 6€ AvOPES KOt YUVOiKES

2115 yuvaikeg o€ avomapayoyikn nikio 0o wpénel va doBovv cuufovAiéc mote Vo amo@hyovV pia
gyKvpoohvn evd Aoppdvouy kafolavtvipn. Oa tpénel va amo@ehyovy TV €YKVLOGHVN KO 01 YOVOIKEG-
oUVTPOPOL TV avopmV acbevamv mov AapuPdvovy kapolavtvifn. o TPETEL VO YPTCILOTOLOVVTOL
amoTeAeoaTIKEG LEBOSOL avTICOAANYNG 0 AVvOpES Kot Yuvaikes acBeveic, Kot TOUG GUVTPOPOLE TOVG,
Katd TN Owdpkela g Bepameiog, GAAG KOl Y10 TOLANYIOTOV 4 UVeEC LETE TNV OAOKANP®GT TNG
Oepaneiog. Emedn ta yopnyoldueva amd 10 oTOUO AVIIGVAANTTIKG mhovde va punv Bswpovvial




«OTOTEAEGOTIKEG HEBOOOL aVTICOAANYNCY, Ba mpénel va ypnopomomBodv pe GAAn pébodo, OTTmG
néBodo epaypov (PA. mapdypago 4.5).

Kvnon

Agv vrdpyovv peréteg og €ykveg mov ypnoipomotovy Kapolavtvifr. Melétec oe {da Exovv deifet
euPpuikn ToEikdTNTo Ko TEPOTOYOVES emdpdaoelg (PA. mapdypago 5.3). O dvvntikdg Kivovvog yia Tov
avBpomo eivar dyvootoc. H kafolavtviPr dev mpémetl va ypnotponombel Kot v €YKVUOGUVN EKTOG
€bv 1 KMy Katdotoon g yovaikag arottel tn Bepomneio pe Kafolavtvipn.

OnAacpog
Agv givan yvwotd edv 1 kofolavtivifn 1/kot ot peTafoiriteg Tng omeKKpivovTol 6To avOpOTIVO YAAQ.

E&attiag g duvntikng PAEPNG oto PBpépog, ot untépec Ba mpémel va dtakdyouy 10 INAacHO KaTd T
duapxetla g Bepaneiog pe kofolavtvifn, aAid Kot Yo TOLAGYIGTOV 4 PVEG LETA TNV OAOKANP®GCT) TNG
Oepamneiog.

TovwotnTa
Agv vrapyovv dgdopéva Yo v avBpomvn yovipdtnto. Bdon pn kAvik@v eupnudtov yio tnv

ao@AAELD, 1) OVOPIKT] Kot Yovoukeia yovipdtnto puropei va peiwdet amod ) Bepaneia pe kofolovtvifn
(BA. mopdypago 5.3). Oa tpémel va doBovv 0dnyieg 1000 GTOVG AVOPEG OGO KOl GTLG YUVOIKEC MOTE Vo
avalnToovy cLUPoVAEG Kot v EETACOVY TO EVOEXOUEVO TNG GLUVTHPNONG YOVILOTNTOG TPV OO T1)
Oepameia.

4.7 Emodpaceig 6TV IKEVOTNTA 001]Y1|61G KOl YEIPICHOD U OvVILdTOV

To xoaPfolavtvifn £xel wkpn emidpacm GTNV KOVOTNTO O0ONYNONC KOl YEPICUOD UNYOVNUATOV.
AvemBOunteg evépyeieg, OTMG KOTWOT Kot advuvapio, £xovv oyeTiotel pe Vv kafoloviviprn. Zuvenmg,
GUVIGTATOL TPOCOYN KOTA TNV 001yNON N TO XEIPIGUO UNYOVILATOV.

4.8 AvemOOunreg evépyereg

Hepiinyn Tov Tpoeil acedieiog

Ot o ovvnBopéveg coPapéc avemBOuNTES evépyeteg mov oyetiCovion pe v kafolavtvifn sivon n
TVeELUOVI, 1| AEYHOVI TV PAEVVOYOVOV, 1) LTOOCPESTIONLIN, 1] SVGPAYi, ) APLIATWOGT), 1] TVEVHIOVIKN
euPfoln kot n veéptoot. Ot o cuyvég avemBounteg evépyeleg omolovdnmote Pabpod (mov eppavice
tovAdyiotov 10 20% tov acbevav) mepirapfavav didppota, PPES, peiopévo Bépog, peiopévn dpeén
Y eoynTo, voutia, KOmwor, dvoyevucia, aAAAYEG TOV YPOUATOS LOAAIDY, VTEPTOOT], CTOUATITION,
duoKOIMOTNTO, EUETO, PAEYHOVT T®V PAEVVOYOVOV, e&acBévion, Kol SuGPMVI.

Ot o cLVNOICUEVES AVOUOATEG EPYOCTNPLOKAOV TILAOV NTOV 0ENUEVT] ACTIOPTIKY OULVOTPOVOPEPACT
(AST), avénuévn apvotpavoeepdon aiavivng (ALT), avénuévn oikaiikn owoeatdon (ALP),
Aepponevio, vrooPeostiopio, ovdetepomevia, Opouponevia, vroewopopatuic, vrepyoiepvOpvaiuia,
VTOUOYVIGLOLULIC Kol DTTOKOALOULEO.

Aloto avemBountov gvepyeidv 6e LopEN Tivaka

Ytov Ilivaka 1 mapoatiBevior ot avemBOunteg evépyeleg oOUPOVO LE TNV KATNyopic opydvov
oLOTHROTOG Kot TN cuyvotnta katd MedDRA. Ot cuyvotnteg Bacilovtol og 6Aovg Toug Pabpovg kot
opifovtar wc e&Ng: moAD cuyvég (>1/10), cvyvég (>1/100 éwg <1/10), oyt cuyvég (>1/1.000 £wg <1/100),
un yvootés (6ev pumopovv va, ektiunBodv pe Paon ta dtnbécipa dedopéva). Eviog kabe kotnyopiog
GLYVOTNTOG EUGAVIOTG, Ol avemBOUNTES evEpYEleg TapatiBevTal KaTd Oivovsa celpd coPapdtnrag.




Mivakog 1: AvemBopnteg evépyereg mov Exovy ava@epOei Yo v kafolavtivifin

AONAEELS KON TOPUGITAOGELS

Suyvég amooTnua* (cVUTEPIAAUPAVOUEVOD GTTAOYVIKOD, SEPUATIKOD, 000VTIKOD), TVEVLUOVID,
Bvloxitida, poknTioctkn Aoinwén (copnepthotBavoprévng SEPLOTIKNAG, GTOUOTIKNG,
YEVETNOL0G)

Oy ovyvég Aocmepyilloua

AL0TOPaYES TOV EVOOKPIVIKOD GUGTILATOS

Suyvég | Y7roBvpeoetdiopog

Awtapayés Tov petaforiopod ko g Opéyng

ITodO cvyvég | petwpévn 6pe€n yio eayntd, vtasPecTionpiod, VITOKUMOLLOS, VITOUOYVICOLUIN®

Yoyveég aQLdGTmoN, VoaABovuvorpia’, vepyoiepvdpvaruiod, vIOEOCEATUIINS
Poparpukég owotapoyés
Xoyveég ayyoc, KatdbAnym, KatdoTtacT GUYYXVoNg

Oy ovyvég U1 QLGLOAOYIKG GVELPX, TTAPUAPTLLOL

AWTOpay£S TOV VELPIKOD GUGTIROTOG

IToAV ouyvég | dvoyevoia, kepaiadyia, {AAN

Yuyvég OYYELKO EYKEPUAIKO ETELCOOI0*, TEPLPEPIKT] VEVPOTADELX, Tapaicncia, aysvaia,
TPOLOG

Oy ovyvég atoa&io, amOoTAoT) TPOGOYNG, NTOTIKY EYKEPUAOTAOELN, ATMAELN GLVEIONONG,
dlatapoyn OLALNG, CUVOPOLO AVUSTPEYIUNG OTiGO10C EYKEPAAOTAOELOG

Oe0aipikég ovotapayés

Suyvég BoAn 6paon

Oy ovyvég KATOPPAKTING, ETIMEPLKITION

Awtopayés Tov MTOS Kol Tov Aafvpivlov

Xuyveég VoG aTiov, gufon

Oy ovyvég Ymookovcio

Kapowukéc owatapayés

Yoyveég KOATIIKT] LOPLLOPUYT

Oy ouyvég otNOA&yY0G, VITEPKOIAINKT] TAYLKAPDiO

Mn yvooTtég Eppaypo puokapdiov

Ayyelokég oraTopayés

IToAD cuyvéc | vréptoon’

Suyvég VIoTOoNE, £V T PAadel pAePikn OpouPmon™®, eieficn Opoupwoon*, aptnplokn
OpopuPoon*, wypdTNTa, TEPLPEPELNKO KPHO

Oy ovyvég vrepTaciky kpion”, aptnproxy epuPorn

Mn yvooTtég OVELPLGLLOTO, KOl OPTNPLOKOT dlayPIGHOL

AWTapay£S TOL UVUTVEVGTIKOD GUGTIRATOS, TOV 0MPaKe KOl TOV HEG00®pPaKLov

IToAV cuyvég | SLuGPOVIN, GTOUATOPAPLYYIKOS TOVOG

Xoyveég U1 YOOTPEVTEPIKO GUPLyY1o™* (GUUTEPILAUPAVOLEVOL TPOYELOKOV,
TVEVLLOVOLEGOTVELLOVIOD, TPOXELO-01GOPAYLKOV), TVEVUOVIKT EUPOAN™, arpoppayio
OVOTTVEVOTIKNG 0000 * (GLUITEPIAAUPOVOUEVTIG TVEVUOVIKNC, BPOYYIKNG, TPUYELNKNS),
EICPOPNTIKT TVELLLOVIDL

Oy ouyvég OTELEKTAGIO, PAPLYYIKO OIOMLLO, TVELLOVITION, TTVELLOVODDPAKOC

AWTOPaYES TOV YOOTPEVTEPLKOD

IToA0 cvyvég | dudppora®, vautio*, otopatition, SuGKOIAOTNTA, ELETOCH, KOIAOKOG TOVOC,
dvomeyia, ducpayia, YAwscoduvia

Xoyvég YOGTPEVTEPIKT] SLATPNON™, YOOTPEVTEPIKO GLPLYYLO*, YUGTPEVTIEPIKT apoppayio™,
TOYKPEOTITION, ALoppoida, payada TPOKTOD, PAEYLLOVH TPOKTOV, YEIATION

Oy ovyvég Owopayitidan

AWTapay£S TOL NTATOS KOl TOV O QOp®Y

YUYVECG | XohoMbiaon

AWTopay£S TOV OEPRATOS KOL TOV VTOIOPLOV 16TOV

IToA0 cvyvég | ovvdpopo epuBpodvcatcnciog TOAAUOV-TEAUATOV, AALXYEC TOV YPDUATOG
noAMav, eEavOnua, Enpodepuia, arwmmexio, epudnua




Suyvég VIEPKEPATMOT], OKUT, PAVKTOIVEG, U1 GVCIOAOYIKN OVATTUEN LOAALDY, SEPUOTIKN
OTOAETION, OEPUATIKT VTOUEAAYYP®ON

Oy ouyvég OEPLOTIKO EAKOC, TEAOYYEIEKTOTTOL

Mn yvooTtég AgpUaTIKN oyyeUTION,

AWTOPaYES TOV PVOGKELETIKOV GUGTIINO.TOS KUl TOV GUVOETIKOD 1GTOV

IToAV ovyvég | apBpaiyia, pvikoi omacpol, TOVOG 6T, GKpa
Suyvég HVOGKEAETIKOG OmpaKikKOG TOVOC, 0GTEOVEKPMOT) TG YVaOov™
Oy ovyvég PaBdopvdivon

ALOTOPUYES TOV VEQPAV KAL TOV 0VPOPOPMV 00DV

Xuyveég

TpoTElvoupio*, ducovpia, ouatovpia

Oy ovyvég

oeio veQpikn avemdpkela

AWTOPaYES TOV AVOTUPAYMYIKOD GUGTI|LOTOS KOl TOV HOGTOV

Oy ovyvég OUNVOPPOLN, KOATIKY a1popporyio

Ievikég O10TOPOYES KO KOTOOTAGELS TNG 000V YopNyNoNS

ITolV cuyvég | kOmwoN, pAeypovi Tov Prevvoyovev, eEacbévion

Xoyvég UELOUEVT) ETOVAMOT) TPAVUATOV, plyog, oidno TPOSHTOV

Oy ovyvég KOGTI, TOVOG TOL TPOGMITOV, TOTIKOTOIUEVO OION L0

Hopoxhvikég EeTaoElg

ITolv ovyvég | petopévo Bapog, avénuéva ALT, AST kot ALP opo?d, avénuéve LDH aipatoc,
avénuévo TSH aipatoc*d, Opoppomevio?

Yoyveég ovénuévn Kpeatwvivn aipatoc, Aepponevia®, ovdetepomevia® , avénuévn Amdon

Oyt ovyvég LEIMUEVOG XPOVOC EVEPYOTOINUEVNC LEPIKTG Bpopfomiactivng, avénuéva
Nocvoeila®, ovéEnuévo, arpometdiio®

* BAéme evomnrta 4.8 Ileprypopn tov emiAeyuévov ovemBOUNTOV EVEPYEIDV YO TEPULTEP®D YOPOUKTNPIOUO.
Ot akdrovBot Gpot £xovv GVVOVAGTEL, TPOKELEVOL VO TPOKVYEL 1] KOTAAANAN KOTNYOPLOTTOiNGT GUYVOTNTAG:

* Melmpéveg aplatoroykés mapdpuetpot: Agpgomnevia kot Letmpévog apBpog Aepeokvttapmv. Ovdeteponevia Kot
HELOUEVOS 0p1OLOG 0VOETEPOPIA®V. Opopfomtevia Kot LEIOUEVOS 0p1OUOG QUOTETAAIWDV.

b AvEnuéveg apatoloyikéc mapduetpot: AvENuévog apldpdc Nosvoelmy kol Nocvo@iiio. AvEnuévog aptdudg
apomeToMmv Kot BpopfokvtTdpmon.

¢ Mewopéveg Proynpikég mapdpetpor: YmooAPovpuvarpio kot peiopévn odfoopivn aipatog. YracBeotiaytio Kot
HEWHEVO aoPECTIO aipotog. YToKoMolio Kot HEWWHEVO KAAMO oipotoc. YTopayvnoopio Kot HEI®PEVO
HayViAG10 aipotog. YToQ®OPOTUIHIN Kol HEIWHEVOS POGPOPOS OULOTOC.

4 AvEnuéveg Proymuikéc mapduetpot: Yrepyorepudpvorpia ko avéEnpévn xohepvOpivn aiparog.
YmoOvpeoetdiopdg Kot avénpévn oppovn diéyepong tov Bupeoetdovs 6To aijLo.

¢ Kothokd dAyog, kotkaxn duo@opic, KOMaKO GAY0G GTHV Gve KON Kot KOIAMAKO GAY0G OTIV KATM KOO,

Y répraon kot avénuévn aptnpraky wicom.

£Yndtaon Kot LELWUEVT] OPTPLOKT] TTEST).

" Aev avogépOnke vmeptacikn kpion otic KAvikég Sokuéc tov Cometrig. 1 ovyxvotnta Paciletar oe
OVYKEVTPOTIKA dedopéva yio tnv Kapolavivipn (cvpmeprhoppavopévav tav dedopévav yuo 1o Cabometyx diokio
60 mg).

Heprypoon TV EMAEYUEVOV OVETIBOUNTOV EVEPYELDV

ITapampndnke tun Bupeosidotpdmov oppovng (TSH) dvw tov uotoloyikov HeTd TV TpdTn 060N
610 57% tv acBevdv mov AdpPovav koPolavtvifn évavtt tov 19% tev acbevav mov AdpPoavov
EIKOVIKO QAPLOKO (ave&apTnTo oMo T1g TIES Ypappung Baong). To eveviivia 600 101G £K0TO TV aoBeviv
010 okélog kafolavTvipng eixe vroPAndel oto maperBov ce Bupeocidektoun kot to 89% AduPove
BvpeoeldIkég OpUOVEG TTPLY TNV TTPMTN dOOT).

MMopatnpndnke avénon tov dopbwpévov dtuotiuoatog QT katd Fridericia (QTcF) xatd 10 - 15 ms v
Hpépa 29 (aAré 6xt v Huépa 1), oe oyxéon pe m ypapun Paong, petd v évoapén mg Bepaneiog pe
kafolovtvipn (oe doom 140 mg qd), oe pio eheyyduevn kKAwvikn peArétn pe koapkiwvormabeic (PA.
Tapdypoeo 4.4). Avti 1 enidpacn Oev GYETIOTNKE e o, dALOYR TN HOPQOAOYiD TNG HOPPNG TOV
KapdKoy Kupatog 1 véov pubunv. Kavévag acBevig mov AauPave Bepomeia pe kapoloavtivifn dev
glye QTcF >500 ms.
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Avatpélte oty Topdypoapo 4.4 Y100 GUCTAGELS GYETIKA LE TNV TOPAKOAOVON O™ Kot TN dlayElplon TV
akolovbov ovemBountov evepyEl®V: OlOTPNOELS, OCLPIYYID KOl EVOOKOIAIOK(G OTOCTNHUOTO,
Opoppospforikd coppdvta, apoppayica, ovevpOCUATO KOl OPTNPLOKOL SIOXOPICHOL, YOOTPEVTIEPIKES
dtatapayéc, EMMAOKES TPADUOTOC VITEPTACT), 0GTEOVEKPMOT), GUVOPOLO EpLBpOdVCAITONGiug TOAUUDV-
TEMLATOV , TPOTEIVOLUPIO KOl GOVIPOLO avASTPEYIUNG OTticOiag eykepourondOelag.

AvoQopd mBavorLoyoLUEVOV AVETBOUNTOV EVEPYELDV

H avagopd mbavoroyoduevov avemBountov evepysidv LETE 0md T XOPNYNoT GOE0g KUKAOPOPIoG
TOV QOPLOKEVTIKOV TPOoidvTog €ivar onuavtiky. Emitpénel tn ovveyn mapokorlobnon g oxéong
0PEALOVC-KIVODVOD TOV (QOPLOKEVTIKOD TPOTOVTOG. Znteital amd Tovg emayyeAMIOTIEG TOL TOUER TNG
vyelovoknG TepiBaiyng va avapépovy omotesdnnote mhavoloyolueves avemBOunTeg evEpyeLlec LEC®
TOL €0VIKOD GVGTNLOTOG AVAPOPAS TOV ovaypapeTol oto [apdptnua V*.

4.9 Ynepdocoroyia

Agv vrdpyel €0k OBepaneio og mepintwon vrepdocoroyiog pe KaPolavtvifn kot ta evogyOueva
GUUTTOLOTO TG VTEPOOGOAOYING OV £YOVV TEKUNPLODEL.

Ymv mepintoon ewolopevng vrepdocoroyiog, ot emdueves docelg kafolovivifng mpémer va
dlokdmTovTaLl Kot Vo epapuoctel vroompiktikn mepifaiymn. Ot petafoiikoi KAvikol epyactnplakol
mapauetpol Oo mpénel va moapakoiovBovviol tovAdyiotov gfdopadiaio | OT®MG KpPivovTol KAVIKA
KatdAAniol wote vo agloloyndel omoladnmote mhovi aAlayn TV Tacewv. Ot avemBOuNTEG EVEPYELEG
7ov oyetilovtol e TNV VTEPOOGOAOYIN TPETEL VO OVTIUETOTILOVTOL CUUTTOLOTIKG.

5. ®APMAKOAOI'IKEX IATOTHTEX
51 ®@oppoxodvvopikES 1010TNTES

DopUaKOBEPATEVLTIKT KATNYOPIO: OVTIVEOTANSLATIKOG TUPAYOVTAG, OVOCTOAENS TPOTEIVIKMVY KIVAGAV,
kwdwog ATC: LO1EXO07

Mnyavicudc dpdong

H xofolavtivifn eivar éva pikpo POp1o mov ovasTEALEL TOAAATAODG VITTOOOYEIG TNG TVPOCIVIKNG KIVAGTG
(RTK) mov gpumdiékovtol otnv ovantuén OyKov Kot TV ayyeloyEves, oty maboloyikr| avadidpBpwon
TOV 00TV Kol 0T MeTaotatikn e£€MENn tov kopkivov. H kafolavtwvifn afloroyndnke yuo v
OVOGTOATIKY dpacTNPOTNTA EVOVTL P0G TOIKIAING KIVOGMY KOl OVOYVOPIGTIKE O OVOOTOAENG TV
vnodoxéwv MET (mpwteivn vmodoyéa avéntikod moapdyovio tov mmatokvttdpov) kot VEGF
(ayyeloxog evdoOnAlaxog mapdyovtag avamtoéng). Emmiéov, n koPolavtvifn oavoaoctélher arAeg
TVPOCIVIKEG Kivaoeg ovumephapupavouévng ™me RET, tov vrodoyéa GAS6 (AXL), tov vmodoyéa
napdyovta Practikdv kuttdpmv (KIT) kot g opotdlovsag pe to Fms tupooivicig kivaong-3 (FLT3).

Dappoxoduvakéc EmMOPACELS
H xofolavtvifn euedvice docooyetilopevn avacoToin avidmtuéng OyKov, LIOTPOTH OYK®V 17/Kot
OVOGTOAY] LETAGTOONG G VO LEYAAO E0POC TPOKAIVIKMDY LOVTEAWDV OYKMV.

H anotelecpoticotnta pe v kafolavtvifn mapatnpndnke oe acbeveig pe poehoeldég KapKivmpo Tov
Bvpeoetdotc, e RET dypiov tomov 1 petorrayuévo RET.

Khvikd dedopéva oto puehoetdéc kapkivora tov Bupeogidong

Mo, TOAVKEVTPIKT], TUYOLOTOINUEVT] OUTAA-TUPAN HeEAETN oL cOyKpve TV Kofolavtvifn (N =219) pe
gikovikd edppako (N = 111) 51e€&nybn oe aoBevelc e TPOOSEVTIKO, AVEYYEIPTTO, TOTLKA TPOYWOPTLLEVO
N UETACTATIKO HVEAOEIDEG KOPKIVOLO TOV BuPE0EIBONGg Kol OKTIVOYPOPIKA TEKUNPLOUEVT eEEMEN TG
vOoov €viog 14 unvav pvy omd v €icodo ot peAétn. O mpOTeEL®V GTOYOC NTAV 1] GVYKPIOT| TNG
emPimong yopig eEEMEN ¢ vooou (PFS) o acbeveic mov Aappdvovv kafolavivipn évavit acBevav
oL AapPdvouy gikovikd edppako. Ot devtepebovieg 6TOYOL TaY 1 GVUYKPLIOT| TOV TOGOGTOV GUVOAKNG
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oandkpiong (ORR) kot ¢ ovvohikng emPiowong (OS). Xpnowomombnke Mo KeEVIPOTOINUEVN,
aveEAPTNTN TVEAOTIONUEVT] EEETOOT TOV dEOUEVOV amelkOVIoNg oty a&toAdynon twv PFS kot ORR.
Ot acBeveic Aapupavav Bepomeio péypt Ty €EEMEN TG VOCOL N U 0m0dEKTNG TOEIKOTNTOG.

To amotéieopa g avdivong PES, Bacel g a&loddynong RECIST kevipikng e&étaong, £0eiée ua
OTOTIOTIKA oNUavTIKN dtopopd otn ddpkewa g PFS pe v kofolavtvifn évavtt tov gikoviko
eopudxov: 1 otdpeon odpkela NTav 11,2 pnqveg v acBeveic oto okéhog kaPolavtvifng évavtt
4,0 pnvov yoo acbeveic 010 GKELOC EKOVIKOD QOPUAKOV (SL0GTPOUATOTOMUEVOS AOYOG KIvOHVOL
[HR] = 0,28, 95% CI: 0,19, 0,40, p<0,0001, Exxéva 1). Ta arnoteAéopota PFS ftav cuvenn og Oheg Tig
VTOOUAdES YPOUUNG PAONG Kot dNUOYPAPIKEG VLITOOUEdEg mov a&loloynOnKay, TeEPLopUPavorévng
TPOTYOVUEVNG OEPOTEING [LE OAVOOTOAEIG TVPOCIVIKAOV KIVaG®VY (1] 07T0l0L UTOPEL VO OTOTEAOVVTAY OTTO
QAPUOKE TTOV GTOYEVAY 000VG IOV GYeTilovVTay UE avTl-ayyeloyéveon), kKatdotaong puetddhaéne RET
(meprrappoavopévav acbevaov yio. Toug omoiovg €xel tekunplobel otL dev Eyovv petaArdéelg RET),
TPOTYOVUEVNG KATAGTAONG OVTIKAPKIVIK®OV 1| akTivobepoameiog | tng dmapéng HeTdoTaong 6Te 00Td.

To ORR nrav 27,9% kot 0% vy acOeveig 610 okéhog kofolavtivifng kol 610 GKEAOG EIKOVIKOV
eapudkov, avtiotorya (p<0,0001, ITivaxog 2). H didpeon dtapKeEd TOV OVTIKEWEVIKOV OTOKPICEOV
nrav 14,6 piveg (95% CI: 11,1, 17,5) ywo acBeveig oto oxéhog kafolavivipng.

Ewéva 1: Kopmdin Kaplan Meier tng empioong yopis eEéMén

—— Cometriq (n=219)
1.0+ Eikoviké @dppako (n=111)

0.8
0.6

0.4

MBavoTnTa

0.2

0.0 \ !

MRveg

Ap1Buog acbevov g kivouvo

Mnvag 0 3 6 9 12 15 18 21
Cometriq 219 121 78 55 31 12 2 1
Eucovuio 111 35 11 6 3 2 0 0
QapUOKO
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H tedukn avaivon g OS de&nydn petd ond 218 ocvppdvra (Bdvaror) kot gpeavilet o tdon yo
avénon om OSdueon emPimon 5,5 ppveg oto okéhog g koPolavtvifng: didueco (UNveg)
26,6 xafolavtvipng évavtt 21,1 gikovikd pappoko (HR = 0,85 [95% CI: 0,64, 1,12], p = 0,24009).

Ewova 2: Kapmroin omknig empioong Kaplan-Meier

1.1 4

1.0

4 w‘\&\
0.9 - ’

0.8 L

IT0avotnta

77 .‘l \»\\_\L\L
0.6 - ) T,

-+ —t=+ Placebo (N=111)
+—+—+ Cometrig (N=219)

037 T
o HH_H
T L.

03 S H‘%. )

0.2 '

0.1

Ooil‘\‘l‘\‘\'l‘\‘\'\\‘I'I‘\‘I'\‘\"‘\‘\'\‘\‘I'I‘\

0 3 6 9 12 15 18 21 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Mnveg

Cometrig 219 202 186 173 162 145 132 124 111 100 91 84 80 76 75 49 40 34 23 14 5 3 1 0
Placebo 111 99 89 81 72 64 61 53 52 46 44 41 37 34 32 20 18 14 1 7 4 1 1 0

Hivakag 2: XOvoyn Tov Bactk@V upNIATOV ATOTELECRATIKOTNTAS

Kapolavtivifin Ewkoviké ¢appoko
. , . e 11,2 unqve 4,0 pive
Awp.s,cn empioon yopig e&één K QHR' 0.28 (0.19. 0.40) HIIVES
g véoov : f><0 000]
26,6 WveC | 21,1 pAvec
Avdpeon ok empioon HR: 0,85 (0,64, 1,12)
p =0,2409
YuvoMKO T0606T6 amOKpLoNS” 27,9% 0%
) 0
(95% CI) (21,9%, 34,5%) 0001
Aldpkero amokpLong, Ardpeon 14,6 piveg AE
(95% CI) (11,1, 17,5)
s , 55,3% 13,5%
IocoeTé £héyyov vocov® (95% CI) (48.3% 63 2%) (7.6% 2106%)
. ,a 47% 3%
ATOKpLOT] KOAGLTOVIVIG (49/104)° (1/40)°
, a 33% 2%
Amérpion CEA (47/143)° (1/55)°

* Andkpron = CR + PR

® TTocootd eréyyov vosov = SD + ORR

¢ [Tepthappdvovtor acBeveig mov Nrav aloloynoiot yio omdkpion

Koatdotoon petdriroénc RET

Amd Tov¢ 215 acBeveic pe emapkn dedopéva yia Tov kabopiopd g Katdotaong HeTdAiaing, o 78,6%
(n=169) ta&woundnkav g Betikol yio pet@Aroén RET (126 ex towv omoiwv Ntov BeTikd ywo ™
petdAraén MI18T) xor 1o 21,4% (n=46) ta&wounbnkav og apvnrikoi yio petdAroén RET. Ta
emmpocOetovg 115 acbeveic, n Katdotaon petadioéng RET dev fitov dvvotd va kabopiotel 1 oV
acoens. Kot ot tpetg vmoopddeg £dei&av avénuévn PES oto oxélog kafolavtvipng oe chykpion e 10
okéAog ewovikod gappdakov (HR ica pe 0,23, 0,53 wot 0,30 yio vroopddsg Oetikég, apvnTikég Kot
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dyvooteg yio petdAraén RET, avtiotorya). To aviikellevikd T0G00TA amOKPLoNE IOV LeTpiOnKay o€
OVTEC TIG VTTOOAOEG Ty YEVIKA cuven Le ta anoteléopata PFS, pe Tig vmoouddeg Oetikés, apvntikég
Kol Gyvooteg yio puetdhialn RET va gpeavifovv mocootd omdkpiong oykav 32%, 22% kot 25%,
avtictolya.

IMepartépo yevetukn avdivon £€0e1e OTL €va HIKPO TOGOOTO TV OCHEVAV EUQAVICOV COUOTIKEG
petaAraéelg 6ykov oto HRAS, KRAS | NRAS. Avtoi ot acBeveig (n=16) £de1&av onuavTiKni TapdToo
¢ PFS (HR ico pe 0,15) kot 1060616 aviikelpevikng amoxpiong ico pe 31%. Ot aocbeveic pe apvnriky
petdAroén RET yopig evoeitelg petddraéng RAS (n=33) édei&ov peiopévo 6perog PES otav Adupavay
kafolovtvipn (HR ico pe 0,87) ko youniotepo mocootd amdkpiong 18% oe oOykpion pe aileg
VTOOUASEC LETAALAENC.

Mo onpavtiky Peitioon oty OS mopatnpndnke otnv vroouddo acbevav pe Betikn petdAiaén
MI18T RET (n=81/219 oxéhoc xoaPolavtvifng): 44,3 unveg oto okéhog kafoloavtvifng évavtt
18,9 piveg 610 oKélog grcovikov eapudikov (HR = 0,60, p = 0,0255). Aev vipée kapio fertioon otnv
OS v T1g vToouddeg acbevav pe apvntikn petdiioin MI18T RET kot GyveooTES VITOOUAOES.

Ewéva 3: Avaivon Kaplan-Meier tng OS petod acOevav pe perdirotn M9I18T RET

1.1
— — — 1+ Placebo (N=45)
104 -+ Cometrig (N=81)
0.9 - 1
0.8
S 0.7
=
2 06
E
3 0.5 -
D
—
= 0.4
0.3
0.2
0.1 1
O'O_\‘\‘\'\‘\‘\‘I'I'II‘I‘\‘\‘\‘\'\‘\'\'I'II‘I‘\‘I
0] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Mnvec
Cometriq 81 77 73 67 €65 59 56 54 50 48 45 43 42 39 38 27 24 21 14 7 3 2 1 6]
Placebo 45 42 38 34 31 26 24 20 19 17 17 17 15 14 14 10 9 7 6 4 2 0 o] o]

Hodwrpikde mAnBucudg

O Evponaixkdg Opyavicpdg @opudkov €xer dmoet avaPforny omd v vmoypéwon VToPoANng Tov
amoteEAecUdTOV TOV peAeT@V pe v koPoloavtvifn oe plo 1 TEPIGCOTEPEG VTOKOTNYOPIEG TOV
Tod1aTpIKoy TANBucpov ot Bepaneio T@v Kokonbmv cupnaymv 6ykwov (PAére mapdypoeo 4.2
TANPOPOPIEC GYETIKA LE TNV TOUILATPIKT YPIoN).

5.2 ®oppokoKiviTIKEG 1O10TITES

Amoppoonon

Metd amd yopnynon kapolavivifng amd 10 oToOUw, 01 UEYIOTEG CLYKEVTPMGELG KafoloavTvifng oto
TAGopo emtedyOnKav 2 mg S mpec peTd T 06om. Ta mpoeih cuykévipmong TAACUATOC — XPOVOL
deiyvouv por devTepn KopLPN amoppdENoNG mEPimOL 24 dpeg HETd TN YOopNynomn, yeyovog mov
VIOJEIKVVEL OTL 1) KafolavTvifn pumopel vo VTOKEWVTAL GE EVIEPONTOTIKY EMAVAKLKAOPOPIa.

O emavarapfovopueveg nuepnotleg docelc kapolavivipng ota 140 mg yio 19 nuépec &lyav g
amotéleoua péorn cvaompevon kafolavtivifng mepimov 4 émg S vynidtepn (Baocet AUC) oe chykpion

pe t yopnynon pioag epana d6ong. H otabepr| katdotaon enttevydnke nepimov v Huépa 15.
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"Eva yeopa vynhod oe Mmapd adéEnce petpimg tig TIREG Crax kot AUC (41% ko 57%, avtictoyya) og
oyéon pe ovvbnkeg vnoteiog oe vylelg €0gloviég otovg omoiovg yopnynOnke pia epdmal d6om
kafolavivifng 140 mg amd 10 oTOHA. Agv VIAPYOLY TANPOPOPIEC Yo TNV aKplpn emidpoon TV
TPOQip®V OToV Katavailmnkay 1 dpa petd ) yoprynon kafolavtvipng.

H Broicodvvapia petaéd tmv okevaoudtov kafolavivipng o Kyovieg kot o€ d1okio dev fTov duvatd
va amodeyyBel Eneita and epamnaé 66om 140 mg oe vyn| dropa. [Hoapatmpnnke avéEnon kotd 19% g
Cmax TOV okevacpotog o olokio (CABOMETYX) oe cOykpion He TO OKELOGHO O KOWOLAEG
(COMETRIQ). H AUC nrtov mapopola peta&d tov okevdouatog kafolaviwvifne oe dioxia
(CABOMETYX) kot Tov okevdopotog o kdyovieg (COMETRIQ) (diapopd <10%).

Koravoun

H xapolavtvifn deopedeton ioyvpd 6€ TPOTEIVES in vitro 610 avBpdmivo TAdspo (> 99,7%). Bdoet tov
povtédov  eapuakokvntiknig minbuvcuov (PK), o oykog odwavoung (V/F) eivor mepimov 349 L
(SE: +£2,73%). H déopevon mpoteiviyv dev petafdiletor o acleveic pe Mma 1 LETPLO LELOUEVT
VEQPPIKN 1 NTOTIKN Agrtovpyia.

Buopetooynpotiopoc

H xapolavtvifn petaforiletan in vivo. Yanpéav téooepig petaforiteg 1o mhdopa og exféoseig (AUC)
vyniotepeg amd 10% tov apyukov popudkov: XL184-N-o&&ido, mpoidv didomaong apdiov XL184,
povobdpoly Beikd XL184 kot Beuxd mpoidv ddomacng 6-decpebviopidion. Avo un ovlevyuévol
petaforitec (XL184-N-0&eidio kat mpoiov didomaong apdiov XL184), ot onoior katéyovv <1% tng
KAvOTNTOG OVOOTOAMG KWVAoNG o100 otdyo ¢ Mntpkine Koapolovtivifng, avimmpocmmedovy
kaBévag <10% g cvuvolikng £kBeonc TAdcHaTOG OV GYETILETAL LLE TO PAPUAKO.

H xoafolavtvipn elvar éva vrdéotpoua yio to petafoicud CYP3A4 in vitro, o¢ e£ovdetepmtikd
avticopa otov avactoipuévo pe CYP3A4 oynuatioud tov petaforitn XL184 N-o&egwdiov katd >80%
o€ em®UON HE avOpoOTVO MTOTIKG Kpocsouato KataAvouevn pe NADPH (HLM). Avrtifeta, ta
g€ovdetepotikd aviicouato oto CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C19, CYP2D6 ot
CYP2E1 dev eilyav enidpacn oto oynuotiopd petaforrtav g kafolavivipng. Eva eovdetepmticd
avticopo oto CYP2C9 édeile erdyiotn emidpactn o010 oyNUOTIOHO peTafolkdv Kafolavtvifng
(OnA., ueiwon <20%).

AmofoAn

H tehucn nuicewa (oM ™¢ xoapoloavtivifng oto mAdoua oe peléteg piog epdmaé 06oMg o€ VYIElg
gBelovtég elvan mepinov 120 dpec. H péon kabapon (CL/F) og otabepn katdotaot og kapkivomadeic
vroloyiotnke 4,4 L/hr og pna avdivon PK tAnfuopot. Eviog pog teptodov cuAloyng 48 nuepmv, HeTd
and pia epamag d6on “C-kapolovtvifng oe vyieic eBehoviéc, mepimov 10 81% TG cLVOMKYG
yopnyovuevns aktvoPoring avaktiOnke pe 10 54% ota kOmpava Kot 10 27% ota ovpa.

DoppaKkoKvnTikn o€ £101KoVE TAnfvouove acbevav

Negpikn averdpkeio.

Amoteléopota amd o peAéTn oe actevelg e VveQPIKT SUGAELTOVPYIO LTOJELKVOOLY OTL Ol OVOAOYiES
TOV YEOUETPIKAOV PECWOV eAayioTv TETpaydvoVY Yia kaBolavivipn mAdouatog, Cmax Kot AUCo.inr fTOV
19% won 30% vynhodtepeg Yo acbeveig pe fma veppikr dvsiertovpyia (90% CI yuo Cmax 91,60% mg
155,51%, AUCo.int 98,79% €m¢ 171,26%) kar 2% ko 6-7% vymAotepeg (90% CI yia Crax 78,64% mg
133,52%, AUCq.inr 79,61% €w¢ 140,11%) y1a acBeveic pe pétpla veppikn dvoiettovpyia o€ cOyKplon
pe acBeveic pe puotoroyikr veppikn Aettovpyio. Ot acBeveic pe coPapn veppikn dvciettovpyio dev
€yovv peletnOei.

Hronixn avendpreio

AmoteAéopota amd o HEAETN og acbevelg pe nmatiky dvcAeitovpyio LIOSEKVOOLVY OTL 1 €kBeon
(AUC.inf) ov&nbnke xata 81% ko 63% oe acbeveic pe Mmoo Ko pérplo Mratiky dvcAettovpyia,
avtiotorya (90% CI yioo AUCq.inr: 121,44% émg 270,34% v o ko 107,37% €mg 246,67% Yy
pétpua). Ot acBeveic pe coPapr nratikn dvsAettovpyia dev Exovv peretnOel.
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Dol
Agv datiBevton dedopéva yia tov kabopiopud pag dapopdg PK pe faon tn euin.

5.3 IIpoxkivika dgdopéva Yo TNV 0oQaAiLo

Ot avemBounteg evépyeteg mov dev mapoatnpHONKay oTIC KAVIKEG LEAETES, OAAG TapatnpiOnKav og {da
o¢ eninedo £kOeonC TOPOUOLN [LE TOL KAVIKA emtimeda £KOEONC Kal e EVOEYOUEVT] OYEGT UE TNV KALVIKY
¥pNon, \rav ot akOAoLOEC:

e peréteg T0EIKOTNTOG ETOVOLAUPAVOUEV®Y SOCEMVY GE apOoVPIiOLS Kol GKOAOVG, LE dldpKela LEypL 6
UNvVoVv, to. 0pyovo-oToyol yio TOEKOTNTO NTOV 1| YOOTPEVIEPIKT] 000G, O HLEAOG TV 00TMV, Ol
AELPOELDELG 10TOL KOl O 10TO1 TOV VEQPIKMV, EXVEPPIOLOKAOV KOl OVATUPUYDYIKOV 00dV. To eminedo
pe kapio mopatnpnon avemBoun evépysia (NOAEL) yo avtd To e0prpoTo fTav YopnAoTepo amod
To eMimeda avOpOTIVIG KAMVIKNG EkOgomg 0TV gvdedetyuévn BepamevtiKny doom.

H xapolavtviPn dev éxet dei&el petarra&loyovo 1 KAUGTOYOVO KavOTNTO GE [o. GLVAON Gepd omd
vYevoTo&Ikov¢ mpoadloptoots. To kapkivoydvo duvapkd g kafolavtvipng €xet a&lohoynbei og dvo
€lon: og rasH2 Siayovidiaxd movtikio kot og Sprague-Dawley apovpaiovg. Xtn pedétn KopKivoyEveong
G€ APOLPOIOVS JIAPKELONG 2 ETMV, TO, VEOTAAGHOTIKG EVPNLOTA TOV GyeTilovTav pe v kafolavtvipn
ouvioTavto 6g aVENUEVN GLYVOTNTA EUEAVIONSG KOAOTIBOVG PO1OYPOUOKVTTAONATOS, LOVO TOL 1| G€
ouVOLOoUO e KakonOn eatoypopokdTtope / chvieto Kakdnbec PaloxpmUOKITIOIO TOV HVEAOD TV
EMVEPPLOIMV Kal 6T0 600 VAN o€ EKOECELS APKETE KATM 0o TNV TtpoPArenouevn EkBeon otov avBpwmo.
H xAwum onpacio tov mapotpodUeEvedy VEOTAOCUATIKOV CALOIDCEMY GE 0poLPIoVS eival aféBam,
aAAG mhova eivar younin. H kafolovtvipn dev ftov kapkivoydvog 6to poviélo movtikiov rasH2 og
Alyo vymAotepn ékbBeom and v evdederypévn avBpmmivn Bepamevtikn ExBeon).

Meléteg yoviudTToG 08 apovpaiovg €xovv Ocifel PEIUEVN YOVILOTNTO GE OPGEVIKG Kot ONAVKA.
Emumiéov, mapatnphfnke olryoomeppios 68 0poeEVIKOLG GKVAOVG o€ emimeda £kbeong Katw amd To
enimeda avOpdTVINC KAVIKNG £KBEoNG 0NV EVOEdEYUEVT] BEpUTTEVTIKT SOOT).

Meléteg euPpuikng avamtvéng oweénybnoav o€ apovpaiovg Kot KOLvEAD. Xg apovpaiovg, 1
kafolavTvifn TpoKAAEsE UETEUQULTEVTIKY OMMOAELW, EUPPLIKO O1dNUW, YENEOCKIOTIO, OEPLOTIKN
omlocio kot Ao&n 1 atpoeikn ovpd. e kovvéla, 1 kaPolavivifn enépepe ahlayés oto euPpuiKd
poAaKo 1010 (petwpévo péyebog ominvoc, HKPOg 1 KaBOAOL vOLAUEGOC TVELHOVIKOG AoPOC) Kot
avénuévn euPpuikn euedvion v cuvolkav ducpopeidv. To eminedo NOAEL v ta svprpata
gUPPLIKNAG TOEIKOTNTOC KL TEPUTOYEVEST|C NTAV YOUNAOTEPO amd TO. EMIMESD AvOPMTIVIG KAVIKNG
éxBeong otnv evdederypévn Bepamentikn 600m).

Neavikoi apovpaiot (cvykpiotuor pe moudrpikd mANOvoud >2 eTdv) 6TOLG omoiovg yopmnynonke
kapolavTvipn €dei&av avénuéveg mapduetpovg WBC, upsiwpévn opatomoinon, eenpikod/avopylo
Onivkd avomopaymywkd cvotuo (Yopilg KaBLGTEPTUEVO KOATIKO GVOLYUO), OVOUOAES OOVTIDV,
UELOUEVT] OCTIKN TEPIEKTIKATNTO KOl TUKVOTNTA, ¥PMOT NIOUTOC KOl LITEPTAAGIN YOANPOpOL TOPOL. Ta
EVPNLOTO OTN UNTPO/MOONKES KO 1] LELMUEVT] OLUATOTOINGT EUQOVILOVTOL TOPOOIKA, EVD O EMOPACELS
0TI 0CTIKEG TOPAUETPOVG KAl 1) XpdOT \oTog dtotnpnonkayv. Agv éxovv deEaybel a&loloynoelg oe
VEQVIKOVG apovpaiovg (cuykpictpot e Toudlatpikd TAnBuoud <2 eTmv).

6. OAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Katdroyog ekdoymv

[epieyduevo kyovrag

MikpokpLGTOAAIKN KLTTAPIV

Kpookapueroln vatpiov
IMwioAikd apviovatplo
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KoAlogdég dvudpo mopitio
21e0aptko o&o

[epieyduevo kKeMIQOLG

Zehativn

Moavpo o&eidro tov adnpov (E172) (kdwyovlieg 20 mg povo)
Koxkivo 0&eidio tov cidnpov (E172) (kéyovleg 80 mg povo)
Ao&gidio tov Titaviov (E171)

Meldvn eKTOTOONG

Shellac

Mavpo o&eidro Tov compov (E172)
IIpomvAievoyivioin

6.2 AocvupatétnTeg

Agv gpapudletar.

6.3 Awapkera Lo

3 xpovia.

6.4 Iowitepeg mpourdéers katd T @OLAEN TOV TPOIOVTOG
Mn gpuAdooete og Oegppokpacicg vynAdtepeg Tv 25°C.

DuAGETE OTNV OPYIKT GVOKELAGIA Y10 TPOGTAGIO A0 TNV VYPUCIOL.
6.5 Dvon kol CVETATIKG TOV TEPLEKTY

Blister PVC/PE/PCTFE-Al pe vmootipién @OAAOL oAovpviov, o@payloUéVo HECOH, GE L
devtepevovoa Oepuoc@payilOUEVT] GLCKEVOGIN KOPTOV.

Kdpreg blister mov mepiéyovv:

21 kayovieg 20 mg (06om 60 mg/muépa yio Tpoun et 7 nuUEPOV)

7 xéyovreg 20 mg kot 7 kdwovieg 80 mg (d6on 100 mg/Mmuépa yio Tpopndeia 7 nuepmdv)
21 kayovieg 20 mg ko 7 kyovres 80 mg (56om 140 mg/mpépa yia mpouneta 7 nuepdv)

Yvokevacio 28 NUEPOV TOL TEPLEYEL:

84 kdnyovleg (4 kapteg blister 21 kayovleg 20 mg) (d6on 60 mg/muépa yio mpoundeta 28 nuepmdv)

56 kayovleg (4 kapteg blister 7 kdwywovieg 20 mg kot 7 koyovieg 80 mg) (06om 100 mg/Mmuépa yio
mwpoun el 28 nuepmv)

112 kdyovkeg (4 xdpteg blister 21 kdyovieg 20 mg kot 7 kéyovieg 80 mg) (56on 140 mg/Mmuépa yio
mpoun el 28 nuepmv)

6.6 Iowitepec mpo@uAdcers amdpprync

Kabe aypnoyonointo opuokeuTikd Tpoidy 1 VIOAEYUUN TPETEL VO ATOPPITTETOL COUPOVA E TIC KOTA
TOMOVG 10 HOVGEG GYETIKEG ATAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
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TaAAiia

8. APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/13/890/001
EU/1/13/890/002

EU/1/13/890/003

EU/1/13/890/004

EU/1/13/890/005

EU/1/13/890/006

21 k@yoviec 20 mg (06om 60 mg/Mmuépa yio Tpoundeio 7 nUEPOV)

7 kéyovreg 20 mg kot 7 kdwovieg 80 mg (66om 100 mg/muépa yio poundeio 7
NUEPOV)

21 xéwyovieg 20 mg kot 7 kdyovieg 80 mg (d6om 140 mg/muépa yro Tpoundeia,
7 nuepdv)

84 kayovleg (4 kdptec blister 21 kdyovieg 20 mg) (d6om 60 mg/Mmuépa o
npounfeia 28 nuepmv)

56 kayovieg (4 kapteg blister 7 kdyovieg 20 mg kot 7 kdyovieg 80 mg) (560
100 mg/muépa yio tpopndeta 28 nuepmv)

112 kéyovreg (4 kapteg blister 21 wdwyovieg 20 mg kot 7 kéyovieg 80 mg)
(d60m 140 mg/Mmuépa yia Tpoundeta 28 nuepmv)

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepounvia tpong £ykpiong: 21 Maprtiov 2014
Hpepopnvia tekevtaiog avavémong: 11 OePpovapiov 2021

10. HMEPOMHNIA ANAOEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOPIES Y10, TO TOPOV PAPUOKEVLTIKO TPOTOV Eivar S10EGIIES GTOV SIKTVOKO TOTO TOV
Evponaikod Opyavicpod Poappdkov:http://www.ema.europa.eu.
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A.

ITAPAPTHMA II

MAPAXKEYAXTHX(EZ) YHIEYOYNOX(OI) I'A THN
AINIOAEZMEYZH TOQN HAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAQOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHXIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

19



A. HAPAXKEYAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AINOAEXMEYXH TQN
IMAPTIAQN

‘Ovouo kot d1evbvvon tov(twv) TopackevasT(@V) Tov gival veevHuvoc(ot) Yo TNV aT0dEGUEVCT) TOV
ToPTId®V

Catalent Germany Schorndorf GmbH
Steinbeisstr. 1 und 2

73614 Schorndorf

T'eppovia

Tjoapack Netherlands B.V.
Nieuwe Donk 9

4879 AC Etten-Leur
OALavdio

210 £VTUTTO UAAO 001 YLDV ¥PNONS TOL QOPUAKEVTIKOV TPOIOVTOC TPEMEL VAL AVALYPAPETAL TO GVOLLOL KO
1N d1evBvvon Tov TAPUCKELAGTH TTOL givar VTTELOLVOG VIO TNV ATOJEGUEVGT] TNG GYETIKNG TAPTIONS.

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

DoppokevTikd TPoidv Yoo T0 omoio omouteitanl meEPlOPIoPEVN wTptky ocvvtayn (PA. mapdptnpo I:
[epiinym tov Xopaktnpiotikodv tov [Ipoidvtog, mapdypapoc 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAX KYKAO®OPIAX
o Ex0¢oe1g meprodikic mapakorovdnong g acpdaieias (PSURs)

Ot amotnoelg yio v vrofoin PSURSs yia to ev Adym pappokeutikd mpoiév opilovtat 6Tov KatdAoyo
UE TIg nuepounvieg avapopdc e Evmong (katdioyog EURD) mov mopotifetar oty mopdypoaeo 7, Tov
apBpov 107y, tng odnyiog 2001/83/EK ko kébe emakolovdng emikoiponoinong 6mwme OnLociedeTal 6Ty
EVPOTOIKT OUKTVAKT TTOAT Y10l TO POPLLOKOL

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

. Yyé010 owaygiprong Kivovvov (XAK)

O Kdroxog Adeing Kuxhopopiog (KAK) Oa dwelaydysr Tig oamortovpeves Opactnplotntes Kot
TOPEUPAGELG POPUAKOETOYPOTYNONG OTTMG Tapovotdioviol 6To cupemvndév XAK mov mapovsidleton
omv evomto 1.8.2 1tng adelg KLUKAOPOPIOG KOl ONOIECONTOTE EMOKOAOLOES EYKEKPIUEVEG
avabempnoeig tov TAK.

‘Eva emucorpornompévo TAK Oa mpénet va kototebei:
e Metd and aitnua tov Evponaikod Opyaviopod @apudkmv,
e Onotednmote TPOMOMOLEITAL TO GVGTNUA Olayelptong KvdOvov, €101Kd Mg amoTEAEGUO ANYNG
VE®V TANPOQOPLDOV TOV UITOPOVY VO ETLPEPOVY GTLLOVTIKT QALY GTN 6YEGT 0PEAOVC-KIVODVOL
N ©O¢ OmOTEAEGUO NG EMITEVENG €VOC GNUAVTIKOD OPOCTUOL ((QOPUOKOETOYPOTYNOT 1
glayiotomoinon Kivévvov).
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX

21



A. EIIIXHMANXH
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KAPTA BLISTER, 60n 60 mg

|1

ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
kaBolavtvifn

| 2.

YYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ka0e orinpn kayovia mepiéyet kapolavtvifn (S)-puniwn iocoddvaun o 20 mg kafoloavtivifn.

| 3.

KATAAOTI'OX EKAOXQN

| 4.

DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

ZKANPEG KAWOLAES

20 mg

Adbdon 60 mg

Yvokevaoia yio Ty nuepnota d6orn 60 mg
21 kayoviec 20 mg (36om 60 mg/Mmuépa yia Tpoundeia, 7 nuepdv)
Kabe nuepriowa 66om 60 mg wepiéyet Tpelg ykpt kayovieg 20 mg.

B

TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHNTOG XPNON.
Awfaote T0 POALO 0INYIOV XPNOTG, TPV ATO TN YPNON.
DVOALO 0NV YPNOTG OTN CVGKEVAGIOL.

6.

EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TALdd.

7.

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

Odnyieg davoung
AdPete dheg TIC KAWOVAEC G pHia oepd Kb nuéEpa, Yxmpic poynto (o1 acheveig Bo mpémel va vnotéyouy
Y10 TOVAGIOTOV 2 dpeg TPy ¢ 1 dpeg petd ™ Aqyn Tov Kayovdlov). Kataypdyte v nuepopnvia
NG TPAOTNG OOCTG.
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1. Zrpdéte TN yAOTTION

| 8.  HMEPOMHNIA AHEHE

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAAETE TNV OPYIKT GVCKELAGIA Y10 TPOGTAGIO A0 TNV VYPUGIaL.
Mn pvLdocete o€ Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATOQN
NOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppoKeuTikd Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LUE TIC KOTA
TOTOLG 10YVOVGES GYETIKES OLATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
FoAAia

12. APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/13/890/001
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13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEZEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTIOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
Adom 60 mg/muépa

17. MONAAIKOX ANAINQPIZTIKOX KOQAIKOX - AIZAIAXTATOX T'PAMMQTOX
KQAIKAX (2D)

A160100T0TOC YPOUU®TOS KddKAG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOIKO.

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

PC
SN
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI XYXKEYAZXIAY 28 HMEPQN, 6601 60 mg (ME BLUE BOX)

|1

ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
kaBolavTvifn

| 2.

YYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Ka0e orinpn kayovia mepiéyet kapolavtvifn (S)-puniwn iocoddvaun o 20 mg kafoloavtivifn.

‘ 3. KATAAOI'OX EKAOXQN
‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO
Adon 60 mg

Yvokevaocio 28 nuepdv: 84 kayovleg (4 kapteg blister: 21 kayovieg 20 mg) yuo Tnv NuUePHoLa 366N
60 mg yio Tpounfea 28 nuepmVv.

Kabe nuepnolo 66om 60 mg wepiéyet Tpelg ykpt Kayovieg 20 mg.

| 5.

TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 ToVv 6TOHNTOG XPNON.
AwBdote 10 PUALO 0NV YPAONG, TPV ATd TN YPNON.

6.

EIAIKH ITPOEIAOINIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetol o 0éom, TV onoia dgv PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7.

AAAH(EX) EIAIKH(EZ) TIPOEIAOTIOTHEH(EIZ), EAN EINAI ATTAPAITHTH(EX)

Avatpéte otig Eeymplotéc Kapteg blister yio T 001yiec Stovounc.

| 8.

HMEPOMHNIA AHEZHX

AHZEH
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‘ 9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGETE OTNVY OPYIKT GLOKEVAGIO, Y10 TPOGTAGIO OTd TV VYPAGIaL.
Mn pvLdocete og Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATOQN
IHOY ITPOEPXONTAI AITIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppokeuTikod Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LLE TIC KOTA
TOTOVG 10X VOVGES GYETIKES O1ATAEELS.

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETAYX KYKAO®OPIAX

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
ToAAia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/004 84 wdwyovreg (4 kdptec blister 21 koayovidv 20 mg) (86on 60 mgMmuépa yo
mpoundeta 28 nuePOV)

13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
Adom 60 mg/muépa

17. MONAAIKOX ANATNQPIZTIKOZ KOQAIKOZ — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KdOKAS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO aVOyVOPIOTIKO KMOTKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KAPTA BLISTER XYXKEYAZXIAX 28 HMEPQN, 6601 60 mg (XQPIX BLUE BOX)

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
kaBolavTvifn

| 2. TLYNOEXIH XE APAXTIKH(EX) OYZIA(EL)

Ka0e orcinpn kayovia mepiéyet kapolavtvifn (S)-puniwn iocoddvaun o 20 mg kafoloavtivifn.

‘ 3. KATAAOTI'OX EKAOXQN

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

ZKANPEG KAWOLAES
20 mg
Adbdon 60 mg

21 khyovieg 20 mg (d6om 60 mg/Mmuépa yio mpoundeta 7 nuepav). To mepiexdpevo g cvokevaciog
28 nuepav dev enttpénetal va ToAndel Eeympiotd.

Yvokevaoia yio Ty nuepnota doorn 60 mg
Kabe nuepriola 06om 60 mg wepiéyet Tpelg ykpt Kayovieg 20 mg.

S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 ToVv 6TOHNTOG XPION.
AwBdote 10 PUALO 0NV YPAONG, TPV AT TN YPNON.
DVALO 0ONYIDV YPYONG GTI GVOKELUGIA.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIEI NA ®YAAXIETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na puAdooetor og 0éom, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta Tad1d.

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

Odnyieg davoung
AdPete dheg TIC KAWYOVAEC G pHia oepd KB nuéEpa, Yxmpic eoynto (o1 acbeveig Bo mpémel va vnotéyouy
Y TovAdyiotov 2 dpeg Tpv £0¢ 1 dpeg petd ™ ANy tev kKoyoviov). Kataypdyte v nuepounvia
™G TPMTNG 0doNG,.
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1. Zrpdéte TN yAOTTION

‘ 8. HMEPOMHNIA AHZHX

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAdETE OTNV OPYIKT GVCKELAGIA Y10 TPOGTAGIO A0 TNV VYPUCICL.
Mn puAdooete og Beppokpacieg vynAdtepeg Tv 25°C.

10. TAIAITEPEX HNPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON IMTPOIONTQN 'H TQN YIHHOAEIMMATQN
NNOY MPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo goppoKeuTikd Tpoidv 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVA LLE TIC KOTA
TOTMOVG 10YVOVCEG GYETIKEG JATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
TaAXia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/004 84 wdwyovieg (4 kdptec blister 21 koyovimdv 20 mg) (86on 60 mg/Mmuépa yuo
nwpoundela 28 nuepmv)
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13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEZEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

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

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

KAPTA BLISTER, 3601 100 mg

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kdabe oxinpn wdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

KANPEG KAWYOLAEG
20 mg kot 80 mg
Adon 100 mg

Yvokevacia ylo Ty nuepnola d6on 100 mg

7 xéyovreg 20 mg kor 7 kdwovieg 80 mg (d6om 100 mg/Mmuépa yio Tpopndeia 7 nuepmdv)

Kabe nuepriota 66om 100 mg mepiéyet évov cuvovacud piog ykpt kKayovAag 20 mg kot piog TopTokoi
Kéyovhag 80 mg.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo6 Tov 6TOHNTOG XPION.
Awfaote T0 PUALO 0INYIOV XPNOTG, TPV ATO TN YPNON.
DVALO 0ONYIDV YPNONG OTI GVOKELUGIA.

6. EIAIKH ITPOEIAOIIOIHXH YYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIEI NA ®YAAXIETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidcoetal o€ BEom, TV onoia dev PAETOLY Kt dev Tpoceyyilovy Ta TALdd.

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

Odnyieg davoung
AdPete dheg TIC KAWOVAEC G pia oe1pd Kb nuépa, Yxmpic eoynto (o1 acbeveig Bo mpémel va vnotéyouvy
Y10 TOVAGYIOTOV 2 dpeg TPy ¢ 1 dpeg petd ™ Aqyn Tov Kayovdlodv). Kataypdyte v nuepopnvia
™m¢ TPMTNG 06oNG,.
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1. Zrpdéte TN yAOTTION

‘ 8. HMEPOMHNIA AHZHX

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAaETE OTNV OPYIKT GVCKELAGIA Y10 TPOGTAGIO GO TNV VYPUGIaL.
Mn puAdooete og Beppokpacieg vynAdtepeg Tv 25°C.

10. TAIAITEPEX HNPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON IMTPOIONTQN 'H TQN YIHHOAEIMMATQN
NNOY MPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo goppoKeuTikd Tpoidv 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVA LLE TIC KOTA
TOTMOVG 10YVOVCEG GYETIKEG JATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
TaAXia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/002
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13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAZH I'TA TH AIAOEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITOAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
COMETRIQ 80 mg
Adon 100 mg/muépa

17. MONAAIKOX ANATNQPIZTIKOZ KOQAIKOZ — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KDOKAS (2D) mTov gépel Tov TEPIANPOEVTO LOVASTKO aVOyVOPIOTIKO KMOTKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI XYXKEYAXIAX 28 HMEPQN, 66on 100 mg (ME BLUE BOX)

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kabe oxinpn xdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Adon 100 mg

Yvokevaocia 28 nuepav: 56 kdyovleg (4 kapteg blister: 7 kdwovieg 20 mg kot 7 kayovieg 80 mg) yuo
™V nuepnota 06om 100 mg yio mpopnieta 28 nuepmv.

Kdabe nuepnowa d6om 100 mg mepiéyet Evav cuvovacud piag ykpt Kaywoviag 20 mg kot piog Toptokoi
Kéyovhag 80 mg.

| 5.  TPOIIOX KAI OAOX(OI) XOPHTHZHE

Amo6 ToVv 6TOHNTOG XPION.
AwBdote 10 PUALO 0NV YPAONG, TPV AT TN YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na purdooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovy Ta TALd1d.

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

Avatpétre otig Eeyoplotéc Kapteg blister yia Tic 001yieg dtovoung.

‘ 8. HMEPOMHNIA AHEZHX

AH

[1]

H
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‘ 9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGETE OTNVY OPYIKT GLOKEVAGIO, Y10 TPOGTAGIO OTd TV VYPAGIaL.
Mn pvAdoacete o€ Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATOQN
IHOY ITPOEPXONTAI AITIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppokeuTikod Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LLE TIC KOTA
TOTOVG 10X VOVGES GYETIKES O1ATAEELS.

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETAYX KYKAO®OPIAX

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
ToAAia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/005 56 xéyovieg (4 kapteg blister 7 kayovAdv 20 mg kot 7 kayovAdv 80 mg) (doom
100 mg/muépa yio Tpoundeto. 28 nuep@v)

13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
COMETRIQ 80 mg
Aodon 100 mg/muépa

17. MONAAIKOX ANAINQPIZTIKOX KOQAIKOX - AIZAIAZTATOX T'PAMMOQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KddKAG (2D) Tov gépel Tov TEPIANPOEVTO LOVOITKO OVOyVOPIOTIKO KOOTKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KAPTA BLISTER XYXKEYAZXIAX 28 HMEPQN, 6601 100 mg (XQPIX BLUE BOX)

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kabe oxinpn xdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

KANPEG KAWYOLAEG
20 mg kot 80 mg
Adon 100 mg

7 xéyovreg 20 mg ko 7 wdwyovieg 80 mg (66om 100 mg/muépa ywoo mpounbeio. 7 nuepadv). To
TEPIEXOUEVO TNG CLOKEVAGING 28 NUEPDV deV emTpEneTOL VO, TOANOEL EEXYDPIOTA.

Yvokevacia yio Ty nuepnota 66cn 100 mg
Kda0e nuepnowa d6om 100 mg mepiéyetl Evav cuvovacud piog ykpt Kaywoviag 20 mg kot piog TopTokoi
Kéyoviag 80 mg.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo tov 6TOHTOG XPION.
AwBdote 10 PUALO 0NV YPAONG, TPV ATd TN YPNON.
DVALO 0ONYIDV YPNONG OTI GVOKELUGIA.

6. EIAIKH IMPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na puAdooetor og 06om, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadId.

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

Odnyieg davoung
AdPete Olec T1g Kdyovleg og pia oelpd KaBe nuépa, yopic eayntd (ot acbeveic Bo mpémel va vnotéyouy
Y TovAdyiotov 2 dpeg Tpv £0¢ 1 dpeg petd ™ ANy tev kKoyovlov). Kataypdyte v nuepounvia
G TPAOTNG OOCTG.
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1. Zrpdéte TN yAOTTION

| 8.  HMEPOMHNIA AHEHE

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAAETE TNV OPYIKT GVCKELAGIA Y10 TPOGTAGIO A0 TNV VYPUGIaL.
Mn pvLdocete o€ Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATON
NOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppoKeuTikd Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LUE TIC KOTA
TOTOLG 10YVOVGES GYETIKES OLATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
FoAAia
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12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/13/890/005 56 kéyovieg (4 kapteg blister 7 kayovAdv 20 mg kot 7 kayovAdv 80 mg) (d6om
100 mg/muépa yio Tpoundeto. 28 nuep@v)

13. APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAINQPIZTIKOX KQAIKOYX — AIXAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

18. MONAAIKOX ANAI'NQPIXETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

KAPTA BLISTER 660on 140 mg

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kabe oxinpn xdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

ZAnp1 kéyovia
20 mg kot 80 mg
Adon 140 mg

Yvokevacia ylo Ty nuepnota d6on 140 mg

21 kéyovieg 20 mg ko 7 kéyovieg 80 mg (56om 140 mg/muépa yio mpoundela 7 nuepmv)

Kabe nuepnota 06omn 140 mg mepiéyet Evov cuvovacud TpLmv YKpt Konyovimv 20 mg kot picg TopToKoi
Kéyoviog 80 mg.

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Amo6 Tov 6TOHNTOG XPION.
Awfaote T0 PUALO 0INYIOV XPNOTG, TPV ATO TN PN ON.
DVALO 0ONYIDV YPNONG OTI GVOKELUGIA.

6. EIAIKH ITPOEIAOIIOIHXH YYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
ITPOION IIPEIEI NA ®YAAXIETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TALdd.

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

Odnyieg davoung
AdPete dheg TIC KAWOVAEC G pia oe1pd Kb nuépa, Yxmpic eoynto (o1 acbeveig Bo mpémel va vnotéyouvy
Y10 TOVAGYIOTOV 2 dpeg TPy ¢ 1 dpeg petd ™ Aqyn Tov Kayovdlodv). Kataypdyte v nuepopnvia
™m¢ TPMTNG 06oNG,.
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1. Zrpdéte TN yAOTTION

‘ 8. HMEPOMHNIA AHZHX

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAdETE OTNV OPYIKT GVOKELAGIA Y10 TPOGTAGIO GO TNV VYPUCIaL.
Mn puAdooete og Beppokpacieg vynAdtepeg Tv 25°C.

10. TAIAITEPEX HNPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON IMTPOIONTQN 'H TQN YIHHOAEIMMATQN
NNOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo goppoKeuTikd Tpoidv 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVA LLE TIC KOTA
TOTMOVG 10YVOVCEG GYETIKEG JATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
TaAXia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/003
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13. APIOMOX ITAPTIAAX

TToptida

14. TENIKH KATATAZH I'TA TH AIAOEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITOAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
COMETRIQ 80 mg
Aodon 140 mg/muépa

17. MONAAIKOX ANATNQPIZTIKOZ KOQAIKOZ — AIZAIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KOOKAS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO CVOyVOPIOTIKO KMOTKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI XYXKEYAXIAX 28 HMEPQN, 6601 140 mg (ME BLUE BOX)

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kabe oxinpn xdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Adon 140 mg

Yvokevaocia 28 nuepmv: 112 kdyovleg (4 kapteg blister: 21 kdyovdeg 20 mg kot 7 kéyovieg 80 mg)
yio TV nuepnota 06on 140 mg yio mpopneia 28 nuepmv.

Kabe nuepnoia 66on 140 mg mepiéyet Evav cuvivacud Tpumv ykpt Koyoviov 20 mg kot picg TopToKoi
Kéyovhag 80 mg.

| 5.  TPOIIOX KAI OAOX(OI) XOPHTHZHE

Amo6 ToVv 6TOHNTOG XPION.
AwBdote 10 PUALO 0NV YPAONG, TPV AT TN YPNON.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na purdooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovy Ta TALd1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EX)

Avatpétre otig Eeyoplotéc Kapteg blister yia Tic 001yieg dtovoung.

‘ 8. HMEPOMHNIA AHEZHX

AH

[1]

H
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‘ 9. EIAIKEX XYNOHKEX OYAAZEHX

DVAGETE OTNVY OPYIKT GLOKEVAGIO, Y10 TPOGTAGIO OTd TV VYPAGIaL.
Mn pvLdocete og Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATOQN
IHOY ITPOEPXONTAI AITIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppokeuTikod Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LLE TIC KOTA
TOTOVG 10X VOVGES GYETIKES O1ATAEELS.

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETAYX KYKAO®OPIAX

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
ToAAia

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/006 112 xéwyovreg (4 kdpteg blister 21 koyovimv 20 mg kot 7 koyoviov 80 mg)
(060om 140 mg/muépa yio Tpoundeia, 28 nuepdv)

13. APIOMOX ITAPTIAAX

TToptida

14. TENIKH KATATAEH I'TA TH ATAGEXH

DopUAKEVTIKO TPOTOV Y10 TO OTOI0 AMOLTEITAL LOTPIKT CUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

COMETRIQ 20 mg
COMETRIQ 80 mg
Aodon 140 mg/muépa

17. MONAAIKOX ANAINQPIZTIKOX KOQAIKOX - AIZAIAZTATOX T'PAMMOQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KddKAG (2D) Tov gépel Tov TEPIANPOEVTO LOVOITKO OVOyVOPIOTIKO KOOTKO.
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18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KAPTA BLISTER XYXKEYAZXIAX 28 HMEPQN, 6601 140 mg (XQPIX BLUE BOX)

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

COMETRIQ 20 mg okAnpéc kéyovdeg
COMETRIQ 80 mg okAnpéc kéyovdeg
rkafolavtivipn

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

Kabe oxinpn xdyovio mepiéyel wafolovtvipn (S)-unikr 1codbvoun oe 20mg 1 80 mg
kafolovTvipn.

| 3.  KATAAOI'OX EKAOXQN

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

ZAnp1 kéyovia
20 mg kot 80 mg
Adon 140 mg

21 xéayovrec 20 mg kot 7 kayoviec 80 mg (86om 140 mg/muépa yioo mpoundewa 7 nuepwv). To
TEPIEXOUEVO TNG CLOKEVAGING 28 NUEPDV deV emTpENETAL VO, TOANOEL EEXYMPIOTA.

Yvokevacia yio Ty nuepnota 66om 140 mg
Kdabe nuepnota 66on 140 mg mepiéyet Evav cuvivacud Tpumv ykpt konyoviov 20 mg kot picg TopTokoi
Kéyoviag 80 mg.

S. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Amo tov 6TOHTOG XPION.
AwBdote 10 PUALO 0NV YPAONG, TPV ATd TN YPNON.
DVALO 0ONYIDV YPNONG OTI GVOKELUGIA.

6. EIAIKH IMPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na puAdooetor og 06om, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadId.

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

Odnyieg davoung
AdPete Olec T1g Kdyovleg og pia oelpd KaBe nuépa, yopic eayntd (ot acbeveic Bo mpémel va vnotéyouy
Y TovAdyiotov 2 dpeg Tpv £0¢ 1 dpeg petd ™ ANy tev kKoyovlov). Kataypdyte v nuepounvia
G TPAOTNG OOCTG.
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1. Zrpdéte TN yAOTTION

| 8.  HMEPOMHNIA AHEHE

AHEH

‘ 9. EIAIKEY YYNOHKEX OYAAEHX

DuAAETE TNV OPYIKT GVCKELAGIA Y10 TPOGTAGIO A0 TNV VYPUGIaL.
Mn pvLdocete o€ Beppokpacicg vymAdtepeg Tmwv 25°C.

10. IAIAITEPEX MNPOPYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON ‘H TQN YIIOAEIMMATON
NOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

Kda0e aypnoyomointo oppoKeuTikd Tpoiov 1 VIOAEYUIN TPETEL VO ATOPPITTETOL COUPOVO LUE TIC KOTA
TOTOLG 10YVOVGES GYETIKES OLATAEELS.

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

Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
FoAAia
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‘ 12.  APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/890/006 112 xéyovreg (4 kdpteg blister 21 konyovimv 20 mg kot 7 koyoviov 80 mg)
(060m 140 mg/muépa yio tpopunBeta 28 nuepdv)

13. APIOMOX ITAPTIAAX

Moptida

14. TENIKH KATATAEH I'TA TH ATAGEXH

DopproKeLTIKO TPOTOV Y10 TO OTOL0 AMOLTEITOL LOTPIKT GLUVTOYT.

‘ 15. OAHI'IEX XPHXHX

‘ 16. TNAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANAINQPIZTIKOZ KQAIKOYX — AIZAIAZTATOZ TPAMMQTOX
KOQAIKAY (2D)

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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B. PYAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

COMETRIQ 20 mg oxkAnpéc kKayovieg
COMETRIQ 80 mg oxinpéc kayovieg
kafolavTvifn

AwPacte TPoceKTIKA 0AOKANPO TO PVAAO 0ONYLAOV YPNONGS TPV UPYIGETE VO TAIPVETE AVTO TO
QOAaPLOKO, O1OTL TEPLAGUPAVEL CNUAVTIKES TANPOQOPIES Y10, GOG.

- DurdEte avTo To EOALO 0N YDV Yprione. Towg xpelaotel va to dtofdcete Eavda.

- Edv éxete mepartépo amopieg, p@INGTE TOV Y1OTPO 1] TOV PAPLOKOTOLO GOGC.

- H ovvtayn yio avtd 10 @dpuaxo yopnyndnke amokAelotikd yio. coc. Aev Tpémel va SOGETE TO
@apurako og AAAovg. Mmopel va Tovg Tpokarécet PAAPT, okOpa Kot OTov Ta onueio TG 0oBEVELAS
TOVG ivan id10 pe ToL O1KA 0O,

- Edv mopatnpioete kamolo, avemBountn evEPYELX, EVIUEPDOTE TOV YIOTPO GOC. AVTO 1oYDEL Kt
v ka0 whovn avemBuuNnTn EVEPYELD, TOV OEV AVOPEPETOUL GTO TOPOV POUAAO 0ONYIDV XPNOTG.
BA\éne mopdypago 4.

T epréyel 1o Tapov GUAA0 00N YLOV

T1 etvan to COMETRIQ kot mota etvan 1 prion Tov

T péner va yvopilete npv mapete to COMETRIQ
[og va ndpete to COMETRIQ

[TBavéc avemBounteg evépyeleg

Ia¢ va puidccete To COMETRIQ

[epreydueva g cvokevaciog Kot AOTEG TANPOPopieg

SNk PN

1. Thv givar to COMETRIQ ko oo, givan 1) xpfion tov

T eivan o COMETRIQ

To COMETRIQ givar éva pdapuoio yio tov Kapkivo 1o omoio mepiéyel  dpactikn ovaia kafolavtivipn
(S)-pnphacr.

Elval éva @approKo mwov yp1oILOTOLEITaL Y10 TNV AVTIUETOMTIOT TOV UVEAOEO0VG KAPKIVOUATOG TOV
Bupeocdole, éva omdvio €idog Bupeoeldikod Kapkivov, To omoio dev gival dvvatd vo agalpedel
YEPOLPYIKA 1| £xel e€amhlmBel og AAAL PEPT TOL CAOLATOG.

Hog opa. 1o COMETRIQ

To COMETRIQ prAoxépet T 0pdomn TV TPOTEIVOV TOL AEYOVTOL VTOJOYEIS TNG TVUPOGIVIKNG KIVAoNS
(RTKSs) kot gumAékovtatl oty avénon Tov KUTTAP®V KoL TNV oVATTLEN VEOV ALLOQOp®V ayYEIDV TOV
TA TPOPOSOTOVV. AVTEC 01 TPOTEIVEG EIVOIL SVUVOTO VO ELPOAVIGTOVV GE VYNAES TOGOTITEG GTO KAPKIVIKA
KOTTOPO Kot pmhokdapovtag tn opacn tovg 1o COMETRIQ umopei vo emPpadvvel to puvbuod pe tov
omoio av&dveral o dyKog Kot GUUPBAAAOLY GTNV OOKOTN TNG TAPOYNS TOV OUOTOG TOL YpeLdleTal O
KapKivog.

To COMETRIQ pmopei va emBpaddvel 1] va GTOROTAGEL TNV AvATTUEN TOL HVELOEIOOVG KAPKIVADUOTOG
Tov Bupeocidovg. Mmopel va fondnoel ot ouikpvvon Tov dykov Tov oyetilovtal Le auTOV ToV TOTO
KapKivov.

2. Tvpéner va yvopilete npv va wapetre to COMETRIQ

Mnyv népere to COMETRIQ
- og mepintmon aAlepyiag oty kofolovivifn 1 og omolodnmote GALO 0 TAL GLGTATIKE AVTOV
TOL PAPUAKOV (CVOPEPOVTOL TNV TAPAYPAPO 6).
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IIpog1domon)6ElS Kol TPOPUAGEELS
AmevBuveite otov Yiatpd 1 TOV Qoprakonold cog tpotov tapete COMETRIQ:

- G€ TEPIMTOON VYNANC 0PTNPLOKNG TTIEONG

- oL &yete M elyate Katd T0 TAPEABOV avedpvouo (010yKwon Kol e£000EVINON TOL TOLYDUATOC
ALLOPOPOL 0yYEIOL) 1 SLOY®PICUO TOL TOLYDUATOG OLLOPOPOV ayyEiov.

- o€ MEPITTO®GN SGPPOLOG

- o€ MEPIMTO®ON TPOGPATOV 16TOPLIKOD Pryo aiportog 1| arpoppayiog peydiov faduod

- o€ mepintwon mov giyate vroPAndel oe yepovpyeio evtdg Tov teAevtaiov punva (1 v £xovv
TPOYPOUUATIOTEL XEPOVPYIKES ETEUPACELS), TEPILOUPOVOUEVOV 0OOVTIOTPIKADV SUOTKOCIDV

- o€ mepinTwon mov eiyate vroPAndei oe aktivobepameia Tovg TEAELTAIOVE 3 UNVES

- o€ MEPIMTMOT PAEYHOVDOOLG EVTIEPIKNG VOGOL (Yo Tapddetypa, véco tov Crohn 1 €lkdon
KOAITION 1] EKKOATOUATITION)

- o€ TEPIMTOOT OV €YeTE EVNUEPMOET OTL 0 KapKivog cag £xel eEamimbel 6NV aepaymyo 1 oTov
0160PAYO GOG

- o€ MEPIMTOOT TPOGPATOV 1GTOPIKOV TYUATOS OULOTOG GTO OO, EYKEPAALKOD EMEIGOSI0V 1)
KopOLOKNG TPOGPOANG

- G€ TEPITTMON TOV AUPAVETE PAPLOKA Y10, TOV EAEYYO TOV KOPOLOKOD puOuov, edv Exete apyo
KapdlaKd pubUo, edv Exete TpoPANUOTO LE TV KOPOLA 1] GV €XETE TPOPANLATA [E TO EMIMESQ
acPeotiov, KoAiov 1 poyvnoiov oto aipa cog

- £€YeTE NIOTIKN 1 VEPPIKN VOGO.

Evnuepoote tov T10tpd cog edv emnpedleote amd omoradnmote and avtd. Mropei va ypeidleote
Oepameia yio avtd, 1 0 YiTpOg Go¢ pmopel va amopaciost va aiidtet T doon tov COMETRIQ 1 va
dwokdyel tn Oepaneia eviedmc. Agite emiong v mopdypaeo 4 «llibavég ovemBountes evépyeiec».

®a mpénel emiong va evnuepdcete Tov odovtioTpd cag 0t AapPavete to COMETRIQ. Eivot onpovtuco
va gpopproletarl opdn oTopoTIKN VYIEWVN KoTd T dtdpkela g Oepaneiog pe to COMETRIQ.

Howowd xon £pnpor

To COMETRIQ dev cuvietdtor yio waidid 1 Epnpovg. Aev eival yvaotég ot emdpdcelg tov COMETRIQ
o€ Atopa puKkpoTEpa TV 18 eTMV.

Adlha eappoxe kor COMETRIQ

Evnuepoote tov yiotpd 1 10V QOpPROKOTOL0 GOG £6v TAIPVETE 1 £(ETE TPOCOATA TAPEL AAAL PAPLLOKO,
aKOpO Kol vt oL dev cag Exovv yopnynoei pe ocvvtayn. Ki avtd eneidn to COMETRIQ pmopet va
EMNPEACEL TOV TPOTO TOV AELITOLPYOLV pepkd dAla edappaka. Eniong pepikd edppoxa pmopodv va
ennpedoovy tov tpomo mov Asrtovpyei o COMETRIQ. Avtd pumopel va onpaivel 6t o yiotpdc mpénet
va oAAGEeL T 0061 oL AopPAVETE.

- O®dppoka wov Bepamedovy PHUKNTINCIKEG AOIUMEELS, OTMC 1TpakovalOoAn, keToKoVa OAN Kot
TocakovalOAn

- @OdppoKo TOV YPTCILOTOLOVVTOL Yia TN Bepaneio TV Paknpiotak®dv AOUOEEDY (OVTIBLOTIKA)
OTm¢ epLOpOLVKIV, KAaPBPORLKIVY KOl PLOoUTKivy

- Alepykd pdppoka 0nwmg peEopevadivn

- @Odppoka yio ) Bepaneio g omOayYNG (TGvog 610 6THHOC AOY® AVETAPKOVG TAPOYNG OTNV
Kapdid) 6mmwg 1 pavoralivn

- ®dpuoka mov ypnotuomoovvtal Yo T Ogpameio TG emANYiNG M TOV CIAGUOY OT®G
eawvutoivn, kKapPopalenivn kot povopapPirain

- ®utikd mopockevacpoTe Tov meptEyovy St. John’s Wort (Hypericum perforatum), to. onoio
YPTOLLOTOLOVVTOL UEPIKEG POPEG VIO TNV GVTIUETOTION NS KaTdOAyng Kot Tobnoemy mwov
oyetilovTol pe v KatdOAlnym 0nmg 1o Gyyog

- @O4pUoKo TOL YPTNCLLOTOOVVTIOL Yo, TNV opaimon Tov aipatog, 0nwg 1 Papeapivn Kot M
ete&ilkn doPryatpdvn
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- Odppoka Yoo TV AVTHETOTICN TNG VYNANG 0pTNPLOKIG Ttieong N dAdeg kapdiakéc mabnoels,
OTMOC AMOKIPEVT], OUTPLGEVTAVT, Otyo&ivr), TOAVOAOAN Kot ToABomTdvn

- @Odppoxa yo To StapnTn, OT®G casoyAmTiv Kol GLTayAITTive

- OdppoKa TOL YPNOLLOTOIOVVTOL Y10 TNV OVTIHETMIOT) TNG OVPIKNG opBpitidag, OT®mG KoAyukivn

- OdppoKo TOV YPNCLLOTOIOVVTOL Yio TNV avTipeT®mion tov HIV i1 AIDS, dnwg pirovaPipn,
papapipdxn Kot eprpiortafivn

- OdppoKa TOV YPTGILOTOLOVVTOL YI0 TNV GVTIIHETMTIOT] LOYEVOV AOIUDEEWDVY, OT®G eQAPipEvin

- O4ppoKo TOV YPNGLLOTOOVVTAL Y10 TV OTOPLYT| TS ATOPPIYNG LOGYEVLATOS (KUKAOGTOPTv)
Kol 00G0A0YIKG oyfuota Tov Poacilovial 6 KUKAOCTOPIvy G€ PeLOTOEld] apbpitide Kot

yopiaon

Xopnyodueva oo To GTOU OVTIGCVAANTTIKA,

Av doppavete COMETRIQ eve ypnoylomoieite yopnyobueva omd T0 OTOHO OVTIGLAANTTIKG, TO
YOPMYOOLEVQ OO TO GTOUO AVIIGVAANTTIKA UTOPEl va Unv glvan omoTeAeopatikd. Oo Tpémel emiong va
YPNOULOTOLEITE  AVTICOAMANYM @poyuod (T.Y. TPOPLACKTIKO 1 OlPpayus) &vd AouPavete To
COMETRIQ kat yio tovAdytotov 4 univec apod oAoxkinpmbel n Oepomeio.

To COMETRIQ pe tpo@ég

Amo@lyete TNV KATAVAA®MOT TPOIOVI®OV 7OV TEPLEXOLV YLUO YKPEITPPOLT Yo OGO OldoTnua
y¥pNOoLoTOEiTE AV TO TO PAPOKO, ETEWN Hropel va avénoet ta emineda tov COMETRIQ o710 aipa cac.

Kinon, Onhaopoc ko yovipdtnta

Amo@iyete TNV gykvpoovvy) eved happavere Ogpareio pe COMETRIQ. Edv eogic 11 11 60vTpopOg
00G UTOPEITE VO UEIVETE £YKVOG, YPNCULOTOINOTE EMAPKT OVTIGCOAANYT KaTA TN d1dpKeL TG Oeparmeiog
KoL yuo. TOLAGYIoTOV 4 Uiveg Petd tnv olokhnpwon g Oepaneiog. Mnote 6Tov YIoTpd GOG Yo TIG
KaTdAANAeS avTioVAANmTIKEG nebddovs evd AapPavete to COMETRIQ. BAéne mapdypago 2.

Evnuepdote tov yiatpo oag dv ec€ic 1 1 cOVTPoPog 6o peivete £yKLOG 1 GKOTEVETE VO LEIVETE EYKVOG
evod AapPavere Oegpaneio pe to COMETRIQ.

Muuote pe tov Twatpo oo IIPIN AdPete to COMETRIQ cdv eogig 1 1 6GOVIPOPOG GOG CKEPTEGTE
N Tpoypappatilete va amoktoete Tadl apod oAokAnpwBel n Bepaneia cag. Ymdpyel n mbavotnta va
EMNPENOTEL 1 YOVILOTNTA oag amd T Oepaneia pe to COMETRIQ.

Ovyvvaikeg mov Aappdvovv to COMETRIQ 6ev Oa tpémet va Onralovv katd ) dudpketa g Oepameiog

Kol Yo TOvAdlotov 4 unveg petd v oAoxkAnpmon g Bepoaneiog, emedn 1 kafoloavivifn 1/t ot
peTafoAitec TG umopel vo anekkplBovv 6To unTpikd yaAa kot va Tpokorécovy BAAPN 610 Todi oag.

0onynon K YEPLOROS PNV LATOV

[Ipocéyete koatd v odnynon kot yepoud unyovnudatov. No OBvudote ott m Oepomeio pe o
COMETRIQ pmopei vo cag KAVEL VO VIDOGETE KOVPAGLEVOL KO 0OVVALLOL.

To COMETRIQ wepréyer varpro
To @dppoko avtd mepéyet Aydtepo and 1 mmol vatpiov (23 mg) avd kdyovia, dSNANST OLGLUGTIKA
glvon «ehevBepo vatpiovy.

3. Iag va wapetre to COMETRIQ

[Tavtote vo maipvere 0 @ApUAKO OLTO CVOTNPA COUEOVO HE TIG 0ONYieg TOL YaTPoL 1 TOV
Qoppakomolod cag. Eav éxete appifoliec, pothote TOV Y1TPO 1 TOV QOPUOKOTOLO GOC.

Oa mpémel va cuveyilete va AapPAVETE dDTO TO PAPLOKO PEXPL VO OTOPOGIGEL O YIUTPOG GOG VO SLoKOWEL
) Ogpaneia cag. Edv mopovcidcete coPapéc avembBounteg evépyeleg, o YITpOC UTOPEL Vo amopacicet
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va aAAGEEL T 06om cag N va dtokdyel T Bepaneio o vopic amd 0Tt elye apyikd tpoypappotiost. O
yiatpdg cog Ba kabopioel edv ypeldleote aAlayn TG 000G, W10iTEPA KOTE TN SIAPKELD TOV TPDOTWV
oKT® gfdopadmv g Bepaneiag cag pe to COMETRIQ.

To COMETRIQ 6a mpémer va AauPdvete pio @opd tnv npépa, avdioyo pe tn OO0 TOL GOG
ouvtayoypaendnke. O aptBudc Twv KayovAmv Tov TPENEL Vo TapeTe ival o €ENG:

e 140 mg (1 moptokai kényovia 80 mg kat 3 ykpt kdyovieg 20 mg)

e 100 mg (1 moptoxari kéyovia 80 mg kat 1 ykpt kéyovia 20 mg)

e 60 mg (3 ykpt KyovAeg 20 mg)
O y1atpdc oag Bo amopacicst yio T c®cT 600 Y10, €5UG.

O kdyovAég oag Bo mapéyoviar o pia kKapta, blister opyovopéveg avad cuvtoayoypagovuevn 60or. Kabe
Képta blister £xel apkeTég KAWOVAEG Yo Vo Stopkécovy yo entd nuépeg (Lo efdopdda). Ot kKiyovAég
00G EMIONG TAPEYOVIOL GE CLOKEVLAGIN 28 MUEPDV, 1 OTolo TEPLEYEL APKETEG KAWOLAES Yo Vol
dwoprécovy yo 28 nuépeg, o€ 4 kdpteg blister pe entd NUEPDV KAWOLAES G€ KAOE KAPTOA.

Kd&Be nuépa, va Aappdavete 0leg Tig kKdyovleg og o oelpd. [lepiocotepeg TAnpopopieg yia Tig KAPTEG
blister, copmephappavouévov Tov appod Koywovlmv mov Bo AdPete Kol Tov aplOpud TV KoyovA®v
OV VIGPYOVY GLVOAIKE 6€ KAOe KapTo blister meptypdpovial 6T GuVEKELD oty Tapdypapo 6. [Ma
Bonbelo mote va Bopdoaote T SOCELS GOC, CNUEWMOTE TNV NUEPOUNVio KOTA TNV omoia AdPate v
TPMOTN 006N 6aG 6TO YDPO dimAa amd TIg KAWOVAEG. o va apatp€cete TIG KAWOVAEG Yia Tr 00T GOC:

1. XEmpaéte ) yAoTTidn

2. ATOKOAANGTE TN YOPTIV
oThpen
e
3. Zmpwére v kdyovia l,-* 557
péoa amd to eOALO hy%’;
alovpviov W 2

To COMETRIQ ogv ntpémnet va AapPdvetar pe @ayntd. Aev TpENEL va TPOTE TIMOTA Y10, TOLAAYIGTOV
2 opeg mpwv mhpere o COMETRIQ kot yio 1 dpa perd ™ Afym tov @apudkov. Katomeite tig
KAyovAeg pia-pia pe vepd. Mnyv 1ig avoiete.

Edv napete peyarvtepn 666 COMETRIQ am6 tnv kKavoviki
Edv éxete méper meprosotepo COMETRIQ and 61t avapépetat oTig 0dnyies 6ag, (MANGTE Le Evay YaTpo
N Iyaivete opES®MG 6TO VOGOKOUEID Hall e TIg KAWYOVAEG KOl ALTO TO PLAAGSIIO 0OMYLDV.

Eav Eeyaoete va wapete o COMETRIQ

- Edv amopévouv axoun 12 opec 1 tepiocdTEPO HEYPL TNV EXOUEVT] dOCT|, AdPeTe TN SOCT TOV
maporeipOnke porg to Buundeite. AdPete v emdpEVT OGN GTNV KOVOVIKT ®PO.

- Edv mpémel va ndpete v emodpevn d0om cag oe Ayotepeg and 12 dpeg, unv Adpete ) d6on
oL apodeiyate. AdPete v emdueVN 606N CAG GTNV KAVOVIKT GpPa.

Edv stopaticere va ypnoponoteite to COMETRIQ

H dwaxomn tng Bepaneiog cog pmopel vo, GTAUOTNCEL TNV ENXIOPOCT] TOL QOPUAKOV. MMV GTOUATAGETE
™ Oepomeio pe to COMETRIQ, ektog €dv 10 £xete cuinthost e 1o yrotpd coc. Edv €xete meplocotepeg
EPOTNOELS GYETIKA LE TN XPTON ALTOV TOL PAPHLAKOV, POTHOTE TOV YIOTPO GOG.
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4.

IMBavéic avemBounTeg evépyereg

Onwg Ao Ta @appaKa, £T61 Kol avTO TO PAPUAKO UTOPEL VO TPOKOAESEL AVeEMIBOUNTES EVEPYELES, EAV
Kol 0€V TAPOoLG1aLovTol 6€ OAOLE TOLG avOpDOTOLS. EQv mapovcidoete avemBOunTeg evEPYELES, O Y1OTPOC
cog prmopel va cog el va mapete 1o COMETRIQ og yapnAotepn d6om. O yotpdg oog Umopel emiong va
G0OG CLUVTAYOYPOPNGEL GAAL PAPLLOKE, Yo VO, ool 6TOV EAEYYO TV AVETIOVUNTOV EVEPYEIDV GO,

Evnuepdote apéomg tov YoTpd 600G €0V TOPUTNPICETE OMOLEGONTOTE OO TG OKOAOVOES
avemOOUNTES EVEPYELES — I6MC YPELACTELTE EMEIYOVO A 1TPIKY] Ocpameio:

SOUTTOUOTO TOV TEPIAAUPAVOVY TTOVO OTIV KOWLE, vovTia, £UETO0, SVCKOIAOTNTO 1) TVPETO.
Avtd pmopel va givar evOeiEelc YOGTPEVTEPIKNG SIUTPNONG, UId TPVTO TOL UVATTOCCETOL GTO
oTOUdYL 1] OTO €vTIEPO Gag OV UTOPEl va etvat amenTikd yia tn (o).

ITpnH&wo, Tovoc ota ¥Epta. Kat TOOLM, 1) ACYAVIOC L.

‘Eva tpavpa mov dgv emovidveTat.
‘Epetog 1 Pyog pe aipa, 1o onoio pmopel va eivar £vtovo kKOkKvo 1 vor potdlel pe KOKKOLG

KOQE.

[16vog oto otopa, ddvTia 1/Kat oaydvi, TpREo 1| AeBeg pEGa 6To GTOUA, HovdtOoHa 1 aicOnua
Bapovg oto cayovi, N yoAdpwon evog dovtion. Avtd umopei vo givarl evoeilelg PAAPNG TV
00TMV 6T0 6ayOVL (0GTEOVEKPMO).

Erocpol, ToVokEPAAOL, chyyvon N GVoKOAID GUYKEVTP®GNG. AVLTEC umopel va ival evdeitelg
pog mibnong mov KoAegiton cHvdpopo omicOiag avaotpéyung eykepaiondBeiag (PRES). H
PRES eivar omdvia (ennpedlel Ayotepa amd 1 ota 100 dropa).

Augppota Tov glvar Gofopn Kot OV GaiveTol va VITOYWPEL.

Aldrec avemOOunTES evépyereg mepriapfavovv:

IoAv ovyvéig avemOOunTES EVépyereg (umopel va exnpedlovv mepiocotepo amd 1 ota 10 dToua)

Ztopaykd avokdTeRd, mTEPLOUPAVOUEVINC OPPOING, VOLTING, EUETOV, OLGKOIAMOTNTOG,
dvomeying Kot Koakoh Tovou

Avokolia 6TV Kotdmoon

dLOKTOVES, TOVOG GTO XEPLXL N OTIS TATOVoES TV TodldV, eEGvONuUa 1 epuBpodtnTa Tov
dépuatog, Enpodepuial

Mewopévn 6peln yio paynto, oandiela Pdpove, arrotwpévn aicOnon yedong

Kénwon, advvapia, movoképarog, LaAn

AMOYEC TOV YPOUATOG LOAMDVY (L0 OVOIKTO YPDOLUA), OTOAELD LAAMODY

Ynéptaon (avénomn e apTnPLoKNG TECNC)

EpvBpotnta, oidnuo 1 mévog 6to oo 1 6to Adpuyya, duokoria opiiag, Bpayvada

AMOYEG OTIC OUATOAOYIKEG €EETACELG TTOL YPNCULOTOOVVTOAL YIOL TNV TOPAKOA0VONGN NG
YEVIKNG VYELOG Kol TOL NIATOC, YOUNAQ EXImedn NAEKTPOAVT®OV (dTWC Hayvielo, acoBEsTio 1
KGA10)

XopunAod eninedo oaponeTaAimV

[Tovoc apBpmcewv, uoikoi orocpoi

[Ipnouévor Aeppodéveg

[Tovog ota yépra, mordpeg, TS 1 TEALATO

Yuyvég avemOOunteg evépysereg (umopel va ennpedlovv péxpt 1 ota 10 dropo)

Ayyog, katabAiyn, cOyyvon

T'evikevpévog movog, movog 6To BdpaKa 1| 6TOVG PHEC, TOVOG GTO OVTL, KOVIOVVIGLO GTA OVTLA
Advvapia | petopévn aicnon 1 popunykioon ota dxpo

Piyoc, tpdpog

Aguddtmon

DOAegypovn TG KOWAMAG 1 TOV TOYKPENTOG
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DAeyHOVI TOV YEIMDV 1| TOV GKPOV TOL GTOLOTOG

DAeypovn oTig pileg TV HOAMOY oaG, aKUN 1] PAVKTUVEG (0 LEPT] TOV CAOUNTOG EKTOC O TO,
YEPLOL KO TOL TOSL0L)

[Ipr&o oto TPOGHOTO KOl G GALN LEPT) TOV CMOUOTOG

AmoAieio ] oAAAYT YELGOTG

Ymotoon (peimwon e apTnpLoknig Tieonq)

KoAnum papuapoyn (ypiyopot kot akavovioTol Kopdlokoi TaApol)

ITo avorytoxpmuo dEppa, Vipdoes 010 dépa, acvuviBioTa YAOUO dEpLa

Mn @vGloAoYIKT OVATTUEY LOAAM®Y

Ayoppoideg

[Tvevpovia (Aoipwén Tvevudvov)

[T6vog 6710 6TOUA, dOVTIL /KoL arydvL, TPNEo 1 Gebeg uéca oTo oToua, LobdlacUa. 1) aicOnua
Bapovg oT0 GOYOVL, | YOAAPWOOT) EVOG OOVTIOV.

Meopévn Bupeoeldikn dpacTnploOTNTO, T0. CUUTTOUNTE UTOPEL Vo, TEPIAAUPAVOVY: KOTT®OT),
avénon Bapovg, dvckotMdTnTa, aicnomn kpvov 1 ENpod dEpUATOC

Xoapunid eninedo AeLKOV opOcQUPiwV

Meiwon TV eMTESOV POOPOPOL GTO il

Ykiowo 1 o N ooppayic 6To GTOUAYL 1 OTO €VTEPO, QAEYUoV 1 PHEN TOL TP®KTOV,
OLLOPPAYit GTOVG TVEVLLOVEG 1| TNV Tpayeia (agpaymyd)

Mn @ucloloyikn] obVOEST TOV 10TOD GTO TEMTIKO GUOTNUO, TO CLUTTOUOTO HUTOPEl va
nepthappdavouv cofapod 1 ETiOVo TOVO GTO GTOUAYL

Mn pvotoroyikn cHvOEsN TOL 16TOV 6TV TpayEio (AEPAY®YS), GTOV O1GOPAYO0 1| OTO TVELLLOVLN
oag

Anéotnuo (GuAloyn moov, pe TPNEMO KOl GAEYLOVH) GTNV KOWMOKI XDOPO 1] OTNV TLEAIKN
TEPLOYN N 0T HOVTIO/0VAN GOlg

Opoupot aipatog oTo OHOPOPU AYYELD KOl GTOVG TVEDLLOVEC

Eykepaiuco ene1c6010

Muxntioctkn Aoipwén mov pmopel va etvat 6To dEPUM, OTO GTOL 1) GTA YEVVITIKT Opyava
Tpadpota pe SvoKoMeC TNV EMOVAMON

[pwteivn 1 aipa ota 00pa, yoloiBot, exddvvn 00pNoN

®oAn 6paon

AvEnon oto eminedo yorepuBpivng oto aipa cog (To omoio umopel va €xel w¢g amotélecuo
iktepo/Kitpvo dépua M| Latiol)

Meiwon tov emnédov Tpoteivay oto aipa cog (aAfovuivn)

Mn @uG10A0YIKEG OOKIUAGIEG VEQPPIKNG AELTOVPYING (OVENLEVEC TOCOTNTES KPEATIVIVIG GTO QLo
o0G)

Avénpéva emineda TG TPOTEIVNG TOL 0POV TOL EIVAL YVOGTI MG Mo

Oy ovyvég avemBopnteg evépyeteg (umopet va ennpedlovv 1 ota 100 dropa)

DAEYLOVI] TOV OLGOPAYOL, TO. CLUTTOUATO UTOPEl va TepAapfdvouy Kaovpa, Bmpakikd Tdvo,
aioOnua adrobeciag, aALOi®ON YEVOTG, POVCK®LLO, PEYILO KOl SLUCTTEYiN

Aoluwén kot AeyHOVH 6TOV TVELIOVO, PEN TVELLLOVA

Agpuatikd EAKn, KOOTEG, KOKKIVEC KNAISEC 6TO TPOGMTO 1| GTOLE UNPOVE

I16vo¢ 610 TPOoWTO

Al\aryég ot amoTEAECUATA EEETACEMV TOV LETPOVV TNV THEN TOL OHUATOG 1] OLUOGPAIPLOL
ATOAELL GUVTOVIGLOV GTOVC HVES, PAGPN GTOVE CKEAETIKOVS LVEG

AnoAELL TPOGOYNGS, AMMOAELN CLVEIONONG, CALAYEC OTNV OMIALN, TUPOAPTLA, LU GUCLOAOYIKA
ovepa

[Tovog oto 6tBoc MOy amodPpaéne TV apTNPIOV KopdloKy TPOSBOAT, YPIRYOPOl Kopdlakol
moApol

Neppkn BAAPN, veppikn| avemdprela

Mewwpévn axon

DAeyHOVI 0TO UATL, KOTOPPAKTEG

OpduPoc/ EuPolro mov Ta&ideye LEGCH TOV APTNPLOV GOC Kot EYKAMPIoTNKE

AwoKom EUunvov priong, KOATIKY aioppayic

Mio tédBnom mov kaAeital GuVOPouo avacsTpéyung onticOiog eykeporonadeiag (PRES) 1 omoia
£yl CLUTTOUATO OTWG CTUGLOT, TOVOKEQPAAOVC, GVYYLON 1 OVGKOAID OTN GLYKEVTP®OT)
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e Xofopn avénon g apTnplokng Tieong (veptacikn Kpion).
e  Koatappéov mvedpovoc pe aépa Toyldevuévo 6To SASTNHO UETOED TOL TVEVHOVO KOl TOV
Ompoxa, Tov cuyva TpokaAel SvoTvola (TVELLOBDPAKOC)

Mn yvootéic (avemBOunTeg VEPYELES LLE AYVOGTY GLYVOTNTO)
o Kapdukn mpocforn
o Adykwon Kot e£ac0£vnon Tov TOLY®UATOG AOPOPOV AYYEIOL 1 SOY®PIGUOG TOV TOLYDUATOG
AtoPOPOL 0yyeiov (AVELPLGLOTA KO OpTNPLOKOL dloymplouot).
o  Dleyuovn TOV AUOPOPOV 0yYEIDY TOV OEPUATOS (BEPLLOTIKY QY YELTION)

Ava@opd avemOOunTmV gvepyetdv

Edv moapatnproete kamoto, ovembountn evépyela, EVNUEPMOOTE TOV YIOTPO 1 TOV QOPUUKOTOLO GOC.
Av10 1oy0et kot Yo KaBe mhav avemBountTn vEPYELD TOV OV OVAPEPETAL GTO TAPOV PUALO OONYIDY
ypnons. Mmopeite emiong va avaeépete avemBounteg evépyeleg omevbeiog, pécm Tov €Bvicon
GLOTNLOTOG AVAPOPAS ToL avaypdestal oto [opdpmua V*. Méow g ovoeopds avembountwv
EVEPYELDV, UTOPEiTE Vo foNONGETE GTI GLALOYT TEPIGSOTEPWOV TANPOPOPLDOV GYETIKA LLE TNV ACPAAELN.
TOV TTOPOVTOS POAPUAKOL.

5. Hog va gvraccete To COMETRIQ
To @appoko ovtd TPETEL VoL PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLV TO, TOSLA.

Na un xpnoponoleite ovtd To PAPHOKO PETA TNV NUepOUnVia ANENG Tov avapépetal oty kapta blister
petd v nuepopnvio ANENG. H nuepopnvia Aéng etvan 1 tedevtaio nuéPO ToL VO TOV OVOQEPETOL
eKel.

Mn @vidoocete oe Beppokpacieg vynAoTepeg TV 25°C. DvAdEte otV apylkny GLCKELOCIN Yo
TPOGTAGCI OO TNV VYPACIL.

Mnyv metdte PAPUOKO GTO VEPO TNG UTOYETELONG 1 OTU GKOVTION. P®THGTE TOV PapUOKOTOLd GOg Yo
TO TG Vo TETAEETE TO. PApUaKe OV dev ypnoluomoleite ma. Avtd ta pétpa o fonbfcovv oty
TpooTacio Tov mtepPEArlovTog.

6. Iepreydpeva TG 6LOKELAGTOG KO AOTTEG TANPOPOPIEg
Tvgpréyer to COMETRIQ
H dpaoctikn ovoia givar 1 kafolavtvifn (S)-uniu.

Ot oxdnpéc kayovieg COMETRIQ 20 mg wepiéyovv kapolavtvifn (S)-uniikn tooddvaun o 20 mg
kafolovTvipn.
Ot oxnpés kyovkeg COMETRIQ 80 mg mepiéyovv kapolavtvifn (S)-punikn woodbvaurn oe 80 mg
kafolovTvipn.

Ta dAlo cvoToTIKA Elvot:

- Ilepreydpevo KAWOVAOG: UIKPOKPUGTOAAIKY] KLTTOPIVY, VOIpovyoc Kpookapueidln,
YAVKOAIKO OUVAOVATPLO, KOAAOELONG GvudpT TLPITIO KOl OTEAPIKO 05D

- Kéhvgog kayoviag: (erativn kat d1o&eidio Tov titaviov (E171)
- Ot kéyovreg 20 mg mepiéyovv emiong powpo o&gidio Tov odnpov (E172)
- Ovxayovdeg 80 mg mepi€yovv eniong kOKKIvo 0&gidio Tov odnpov (E172)

- Mehévn ektvroong: shellac, pavpo 0&gidio Tov odnpov (E172) kou tpomuievoylvkoin

Epg@davien oo COMETRIQ kot wepieyépeva TG 6VOKEVUGING
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Ot oxinpég kdyoviec COMETRIQ 20 mg sivor ykpt, pe v €voeién «XL184 20mg» ektuonwpuévi ot
pia mhevpd.

O oxdnpéc kawovreg COMETRIQ 80 mg eivot moptokahd, pe trv €voeién «XL184 80mgy ektummuévn
o1 pia TAgvpaL.

Ot oxnpéc kayovieg COMETRIQ eivarl cvuokevacpéveg o kapteg blister, opyavouévee avaioyo e
TN cvvTayoypaeovuevn d6om. Kdabe kapta blister mepiéyet apketd pappako ya 7 nuépeg. Kabe oeipd
Kképtag blister Tepiéyel TV nuepnoLa dOoT).

H «xdpta blister g muepnolog d6ong 60 mg mepiéyet eikootr pio kawyovdeg 20 mg g

7 nuepnoieg docelg cuvorkd. Kdabe nuepnola 66om divetor oe pio oelpd Kol TEPLEYEL TPELG
Kéyovieg 20 mg:

=60 mg

Tpelg Ykptl Tov 20 mg

H «épra blister tng nuepnotag d6omg 100 mg mepiéyet entd kKoyovieg 80 mg kot ENTA KAOWOVAEG
20 mg w¢ 7 nuepnoteg docelg cuvorkd. Kdabe nuepnota 60om mapéyxetar o pio Gepa Kot
mepléyet pio kdyovia 80 mg ko pio Kyovia 20 mg:

+ =100 mg

pio moptokori Tov 80 mg + pia ykpt tov 20 mg

H xdpta blister tng nuepniotog d6omng 140 mg mepiéyetl entd koyovieg 80 mg kot eikoot pio
Kkéyovieg 20 mg g 7 docelc cuvolikd. Kdbe nuepnoto 066m mopéyetol e pio GEPa Kot
mepi€yet pia kdyovia 80 mg Ko Tpelg kdyovieg 20 mg:

J-000

pio toptokodi Twv 80 mg + tpeig ykpt Twv 20 mg

O1 oxAnpég kayovieg COMETRIQ dwotifevtan emiong kot 6€ cuokevacieg 28 nuepmv:
84 kdyovleg (4 kapteg blister 21 kayovimv 20 mg) (86orm 60 mg/muépar)
56 wdyovieg (4 wkapteg blister: 7 wdwovieg 20 mg xor 7 wéwovAeg 80 mg) (d6om
100 mg/muépa)
112 xdyovreg (4 kapteg blister: 21 kdwyovieg 20 mg kot 7 kdwovieg 80 mg) (d6om
140 mg/muépa)

Kd&be cuokevacio 28 nuepmdv mePEYEL APKETO PAPLOKO Yo 28 NUEPEC.
Karoyog Adsrog Kvkiogopiag
Ipsen Pharma

65 quai Georges Gorse
92100 Boulogne-Billancourt
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Talhio
HopookevaocTi|g

Catalent Germany Schorndorf GmbH
Steinbeisstr. 1 und 2

73614 Schorndorf

Teppovia

Tjoapack Netherlands B.V.
Nieuwe Donk 9

4879 AC Etten-Leur
OALavdio

Mo omowdnmote MANPOPOPIOL GYETIKA HE TO TOPOV QPOPUOKEVTIKO TPoidv, mopoKaAeiche va
amevBuvleite otov Kdtoyo e Adsiag Kukhopopiag

Belgié/Belgique/Belgien, Luxembourg/Luxemburg  Italia

Ipsen NV
Belgié /Belgique/Belgien
Tél/Tel: +32 9 -243 96 00

France
Ipsen Pharma
Tél: +33 158 33 50 00

bnarapus, Slovenija
Biomapas UAB
JIutsa, Litva

Tel: +370 37 366307

Ceska republika
Ipsen Pharma, s.r.0.
Tel: +420 242 481 821

Danmark, Norge, Suomi/Finland, Sverige, Island
Institut Produits Synthése (IPSEN) AB
Sverige/Ruotsi/Svipjod

T1f/Puh/Tel/Simi: +46 8 451 60 00

Deutschland, Osterreich
Ipsen Pharma GmbH
Deutschland

Tel.: +49 89 2620 432 89

Eesti
Centralpharma Communications OU
Tel: +372 60 15 540

EALada, Kbmpog, Malta
Ipsen Movonpocwnr EITE
EALG00/Greece

TnA: + 30210 984 3324
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Ipsen SpA
Tel: +39 02 39 22 41

Latvija
Ipsen Pharma representative office
Tel: +371 67622233

Hrvatska
Biomapas Zagreb d.o.o.
Tel: +385 17 757 094

Lietuva
Ipsen Pharma SAS Lietuvos filialas
Tel. +370 700 33305

Magyarorszag
IPSEN Pharma Hungary Kft.
Tel.: +361 555 5930

Nederland
Ipsen Farmaceutica B.V.
Tel: + 31 (0) 23 554 1600

Polska
Ipsen Poland Sp. z o.0.
Tel.: + 48 (0) 22 653 68 00

Portugal

Ipsen Portugal - Produtos Farmacéuticos S.A.

Tel: + 351 21 412 3550



Espaiia Romania

Ipsen Pharma, S.A. Ipsen Pharma Romania SRL
Tel: + 34 936 858 100 Tel: +40 21 231 27 20
Ireland, United Kingdom (Northern Ireland) Slovenska republika

Ipsen Pharmaceuticals Limited Ipsen Pharma

Tel: + 44 (0)1753 62 77 77 Tel: + 420 242 481 821

To mapév @vALo 00N LAV YpfioNS avadePONKE Y0 TELEVTALIN POPA OTIS

Addeg TNYEG TANPOPOPLOV

Agmntopepeic mAnpopopieg yio 10 ApHOKO avTd givorl dtobéoieg oto dikTvakd TOTo Tov Evpwmaicon
Opyaviopo0 @oppdrmv: http:/ www.ema.europa.eu.
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