ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



VTo QApLOKO 0VTO TEAEL VTG CLUTANPOUOTIKY TOPOKOAOVONGN. AVTo B emiTPEWYEL TO YP1YOPO
TPOGILOPICUO VEDV TANPOPOPLOV ACPALEWNG. ZNTEITOL OO TOVG ENAYYEALOTIEG VYELNG VO AVOPEPOVY
omolecoNToTE TOOVOLOyoUEVEG avemBOUNTES evEpyeleg. BA. mapdypapo 4.8 yio tov tpdmo avapopds
OVETIOOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Osvyrti 60 mg evéGILO SIGAVLA GE TPOYEUIGIEVT GVUPLYYOL

2. MOIOTIKH KAI IIOXOTIKH XYNOGEXH
Kd&Be mpoyeuopuévn oopryya mepiéyetl 60 mg devocovpaunn o 1 ml dtwdvpartog (60 mg/ml).

H devocovpdunn givar éva avBpmmivo povoklmvikd avticopa IgG2 mwov mapdyetol o€ KOTTOPIKN
oelpd nAactikol (K0TTapo ®oBNKNg Kvélikov Kptkntov) pe texvoloyio avacuvovacsuévov DNA.

"Exdoyo ue yvootn 6pdon:

To eappako avtd TepiEyel 46 mg copPirroing kat 0,1 mg morlvcopfikov 20 g kdbe ml dreAdpoToC.

IMa tov m\pn KatdAoyo tov exddymv, PA. Tapdypago 6.1.

3. ®APMAKOTEXNIKH MOP®H
Evéowo d1dAvpa (éveon).

Awyég, aypopo £m¢ avolyto Kitpvo dtdAvpa.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpamevTikég evoeilelg

Oepameia TNG 0GTEOTOPMONG GE UETEUUNVOTAVCIUKEG YOVOIKES KOl GE AVOPES e ALENUEVO KIVOLVO
KOTOYUATOV. L€ PLETEUUNVOTOVCLOKES YUOVOIKEG 1] SEVOGOVAUTT LELMVEL CTLLOVTIKY TOV KiVOLVO
GTOVOVAIK®V, 1] GTOVOLAMK®V KOl KATOYHAT®V TOV 16){0V.

Oepoameia TNG 0GTIKNG ATMAELNG TOV GYETILETAL LE OPUOVIKO ATOKAEIGUO GE AVOPES LLE KOPKIVO TOV
TPOGTATN 01 070101 JLATPEYOLVY AVENUEVO Kivouvo KaTayudtov (PA. mapdypapo 5.1). Ze dvdpeg pe
KAPKivo TOL TPOGTATH VIO OPLOVIKO OTOKAEIGHO, 1] SEVOCOVUAUT LEIMVEL CUAVTIKA TOV KivOuvo

GTOVOLAIK®V KOTAYUATOV.

Ogpaneio TG OCTIKNG ATMOAEWNS TOV GYETILETAL [LE HLAKPOYPOVIO GUCTIOTIKY] AY®YN UE
YAVKOKOPTIKOEWON G€ EVIAIKEG aioBeveic pe avénuévo kivovvo katdypatog (BA. mapdypago 5.1).

4.2 Aocoloyia Kol TPOTOS YopNYNoNS

Aocoloyia

H ocvvictouevn 66on eival 60 mg devOGOVUALTN YOpNYOOLEVT OC EQATAE LTOSOPLL. EVEST] LL0. POPA
K@0e 6 uMveg 610 UNPY, TNV KOIALOKN YOPO 1] TO Gved TURKO TOL Bpoyiova.

Ot acBeveig mpémetl va Aapfavouvy emapkr copminpopate acBeotiov kat frrapivng D (BA. mapdypapo
4.4).



Y1oug aoBeveig mov Aapfdvovv Bepameia pe Osvyrti Oa mpémet va divoval To GOALO 0dNYLOV XPNoNG
Kol 1 Képta vrevivoN g acBevolc.

H BéLtiomn cuvoAikn dtipKeLn TNG OVTIOTOPPOPNTIKTG QYMYNG Y10l TNV OGTEOTOPWOT)
(ovumepriapfoavouévav 1660 TG 0EVOCOVLAUTNG OGO Kol Ta, SIpMCPOVIKA) dev Exet Tekunplodel. H
avaykn cuveyovg Bepamneiag Ba Tpénet va emava&loloyeitol TePLodIKa e PAGT TO OQEAN Kol TOVG
duVNTIKOHE KIVOOLVOLG TNG OEVOGOVUANUTNG HEHOVOUEVA avd acBevT, 10img HeTd amd 5 1 meplocdTEPa
xpovia xpnong (PA. mapdypapo 4.4).

Himawuévor (nhixiog > 65 etwv)
Agv anorteitan Tpooappoyn e 001G 6TOVS NAKIOUEVOLS 0eOEVELS.

Negppixn ovoleitovpyio.
Agv amaiteitol Tpocappoyn g 60omng oe acbeveic pe veppikn dvciertovpyio (PA. Tapdypapo 4.4 yia
GUOTAGCELC GYETIKA JLE TNV TOpakoA0VON o™ TOV aoPesTiov).

Agv vrapyovv dabécia dedopéva Yo 0oOEVELG e LaKPOYPOVIL GUGTNUATIKN Oy UE
YAVKOKOPTIKOEWN Kot sofapn veppikn duciertovpyio (PuBudg orepapotikng Smdnong GFR
< 30 ml/min).

Exnrwon e nrotikng AE1tovpyiog
H ac@dieia kot 1 amoTeAeoUATIKOTNTA TG OEVOGOVUANTNG Oev €xovv peretnBel og acBeveis pe
EKTTOON NG NIATIKNG Asttovpyiag (BA. Tapdypago 5.2).

Houdozpiog ninOvouog

To Osvyrti dev Ba Tpémet va ypnoonoteiton o€ Tondld niikiog < 18 etdv Adym avnovyidv 66ov
aQeopd TNV acpaieln Yo cofapn vrepacPeotiopio Kot ThAVH OVAGTOAN TG AVATTUENG TOV 0GTOV
Kot EAAenymn avotoAng doviidv (BA. mapaypdeovg 4.4 kot 5.3). Ta mtapdvta dwwbéoiua dedopéva yia
oo nAkiag 2 €mg 17 etdv meprypdpoviat 6T Tapaypaeovg 5.1 kat 5.2.

Tpomog yopfynong

Mo vwoddpia yprion.

H yopriynon Ba mpémet va yiveror amd £va ATopo OV €Yl EKTALOEVTEL EMAPKAOG GE TEYVIKES £veong. Ot
00N YlEg XPNONGC, YEWPIGLOV KOl ATOPPIYNG TUPEYOVTIL TNV TOPAYPapO 6.6.

4.3 Avtevoegigelg

YrepegvocOnoio otn dpacTikn ovcia 1 6€ KATO10 amd To £KO0Y0 TOV AVAPEPOVTOL GTNHV
Topaypaeo 6.1.

YrooBeotwonpio (BA. Tapdypago 4.4).
4.4 E101kéc mpog1domon)oels Kol TPpoQuAAEELS KATA TN Y p1on

Iymiacwomta
[Ipokeyévovu va Bertiwbei 1 yvniloodtra Tov PLOAoYIKOV QOPUOKEVTIKOV TPOIOVTI®V, TO OVOLL
Kol 0 aplOUOG TOPTIOAG TOV YOPTYOVEVOL PAPLLAKOV TPEMEL VO, KATAYPAPETAL LLE GOPTVELL.

ZUUTANPOUATIKN YopNynon acBeotiov kot Prranivne D

H enapxng tpocinym acPestiov kot Prrapivng D eivor onpavtikn oe 6A0vg Tovg acbeveis.

IIpoovAdésic kotd TN YpNon

YrooPeonionuio



Eivar onpavtikéd va avayvopilovtar o1 acbeveig og kivovvo va eppavicovv vracPeotionpio. H
vracPeotiopio Tpénel va dopBmvetal pe enapk TpdsAnyn acPectiov kat Prrapivng D wpv amd v
évapén g Bepameiag. Zuviotdtor 1 KAMVIKN Topokolovdnon Tov emmédwv acPeatiov mtpv omd ™
AMym kaBe d60M ¢ Kot 6ToVG acbeveig pe Tpodidbeon yio vracPeotioio eviog dvo fdouddwy, HeTd
™ AP TS 0PYIKNG 600oNc. Ba TPENEL VoL LETPOVTAL TO ENINEd TOV 0CPECTION OE TEPIMTWOOTN TOV
OTOL0GONTOTE 0GHEVIC EPEOAVIGEL KATO10 OOV COUTTOUO VTACPESTIOLING KATH TN SLAPKELD TNG
Oepameiog (PA. mapdypapo 4.8 yia ta cvpmtopata). Ot acbeveig mpémet va evBappivovtat va
OVAPEPOVY CUUTTAOUATO EVOEIKTIKA TNG VIOCPESTIONLING.

YV mepiodo petd v kukiopopia, £xel avapepbei cofapn cvuntopaTiki vracPeoTionpio (Le
OTOTELECUO EIGAYMYN OTO VOsokouEio, cuUPdvTa ametAntikd yia tn {on kot Bavatnedpa
TEPLOTATIKG). AV KoL TO, TEPLOCOTEPO TEPLIOTATIKA ELPAVIGTNKOV TIG TPMTEG ELOOUAdEG LETE TNV
évapén g Bepamneiag, £xel eppavicdel Kot apydtepa.

H ovyyopnyoduevn Bepomeia pe yYAukokoptikoedn| ivat Evag tpodcBeToc mapdyovag Kivovvou yio
vracPeotiotpio.

Negpixn dvolertovpyio,

Ot aoBeveic pe coPapn veppikn dvciettovpyia (kdBapon kpeotvivng < 30 ml/min) 1| Tov
voPaAlovtal og eEmveppikn KaBapon SoTpéyovv LEYOADTEPO KivOUVO EUPAVIOT|G VITAGPECTIONUIOG,
O1 kivévvol gpedvions vacBecTioiog Kot cuvod®MV aENcE®Y TG Tapadopurovng avédvouy Le v
avénon tov Babpov veppiknc dvoiettovpyiag. ‘Exovv avapepbei cofapd kot Bavatnedpa
neptotatikd. H enapkng tpocinym acPeotiov, Prrapivng D Kot 1 TakTiky Topakolovdnen tov
acPeotiov eivat WOaiTEPO ONUAVTIKA GE QLTOVG TOVG 0obeveig, PA. mapomdvem.

Aowuwéers tov dépuotog

Ot acbeveic mov Aappdvovv devocovpaunn Uropel va eupavicouy AOUMEELG TOL dEpHOTOG (KuPimg
KUTTOPITION) TOV 03NYOVV GE EIGAY®YT 6TO Vocokoueio (BA. mapdypago 4.8). Oa wpénet va 60000V
odnyieg oTovg acbeveig va avalnmoovy dueon wrpikn fondela ov Topovsidcovy onuein 1
GUUTTAOUOTO KLTTOPITIONG.

Octeovérpwon s yvabov (ONI)
ONI &yel avapepbel omdvia oe ac0eveic mov Aappdvovv devocovudunn yio osteondpwaon (PA.
apaypaeo 4.8).

H évapén Bepamneiag/véog kKOKAog Bepaneiog Ba mpénel va kabvotepeitan o€ acbeveig pe pun
EMOVAMUEVEG aAVOLYTEC PAAPEC LOAUKDY 1GTOV TOV GTOUATOC. ZVVICTATOL 000VTINTPIKOC EAEYYOC LE
TPOANTTIKT 000VTIOTPIKN TOPEUPAOT Kot OTOUIKT a&loAOYNOT 0PELOVG-KIVOLVOL TPV ATTO TN
Oepaneio pe devocsovpdunn oe 0cheveig e GLVOSOVG TAPAYOVTEG KIVODVOU.

Ot axdAovBot Tapdyovteg kivdvvou o Tpémetl va Aapufavovtol voyn otav aloloyeitat o kKivouvog

eppdviong ONI otov acBevn:

® 1] OTOTEAECUATIKOTNTO TOV POPUAKEVTIKOD TPOIOVTOG TO OMOI0 OVAGTEALEL TNV OGTIKN
amoppoenon (VYMAGTEPOG KIVOLVOC Yol TIG OVGIEG LE VYNAN OTOTEAEGUATIKOTNTA), TNV 000
xopNynons (VYMAGTEPOC KIVOLVOG Yot TNV TAPEVTEPIKN YOPNYNCN) Kal TV 0fpoloTiKy 606N TG
Oepameiog yio TNV 0GTIKY ATOpPOPNOT).

®  KOPKiVOG, KATOOTAGELG GLVVOSTPOTNTAS (TT.Y. AvOLpio, S0TAPOYEG TNKTIKOTNTOC, AOUMOEELS),
KOTVIGLOL.

®  oVYYopNYOUUEVEG BEpameles: KOPTIKOGTEPOELT, YNUEOBEPUTELD, OVAGTOAELS alyyEl0YEVEDONC,
axtivofepomeio KEPUANG Kot TPOYHAOD.

®  KOKN GTOUOTIKN VYIEWT], TEPLOGOVTIKT] VOGO, KOUKMOG EQUPUOGHUEVEG 0O0VTOGTOLYIES,
TpoLTapyovca 0doVTIKN VOGOG, emeuPatikég odovtiaTpikég Tapeppdoels (t.y. eaywyn 0d6vImy).

O)ot ot aobeveic mpémetl va vBappHVOVTOL VO S1OTNPOVV KOAT GTOUATIKY VYIEWVT, Vo VToBdALOVTOL GE
TOKTIKOVG 000VTIUTPIKOVG EAEYYOVG, KOL VO OVAPEPOVV AUECHS OTOAOTTOTE GUUTTOUATA OO TO
OTOUA OTMG 0SOVTIKY| KIVNTIKOTNTA, TOVO 1) TPNEWO 1] pUn EMOVA®MON EAK®OV 1 EKKPIGEDY KOTA TN
duapkela g Bepoameiag pe devocovpdunr. Kotd tn dwdpkeia Bepamneiog, ot emeuPatikég 000VTIATPIKES
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napepPaoelg Oa mpémet va dieEdyoviat LOVO HETA OO TPOCEKTIKY EEETOOT KOl VO AITOMPEVYOVTOL GE
LKPT XPOVIKY] OTOGTOGCT Ot TNV YOPNYNOT TS OEVOCOVUAUTNG.

To oyédio dayeipiong tov acBevdv mov avanticoovy ONI mpénet va kabopiletar pe oTeEVN
ocvvepyacio peta&d tov BEPATOVTOG 1TPOD Kot TOV 000VTIATPOV 1) TOL YEPOLPYOD GTOUOTOC LIE
gEewdikevon oe ONI'. Oa npénet va eEetdletal N Tpocwpvi dtakonn e Bepameiog Emg dtov N
KOTAGTOOT) VITOYWOPNGEL KOl 01 GUUPBAAAOVTEG TOPAYOVTEG KIVOUVOU LETPLOGTOVV, OTOV AVTO gival
duvatov.

Oarteovékpwaon tov EEw aKovOTIKOD TOPOD

Ooteovékp®oT TOL £E® OKOVGTIKOL TOPOL avaPEPBNKE [LE TN PO OEVOCOVUAUTNG. XTOVG TBAVOLg
TAPAYOVTEG KIVODVOL 0GTEOVEKPMOOTG TOV ££M OKOVGTIKOV TOPOL TEPIAAUPAVOVTOL 1] ¥P1IoN
OTEPOELDDV Kol 1 ynuetodepameio, Kar/f 01 TOTIKOT TOPAyoVTEG KIVOUVOD OTTMG KAmole Aoipumén 7
TPOVHOTIGHOG. e 0o0gvelg oV AapUPAvVOUY dEVOGOVUAUTT KOl TOPOLGLAL0VY GUUTTOUATH GTO VT,
OT®G YPOVIEC AOUMEELS TOV OVTIOY, TPETEL VO AouPdveTal voy™ 1 THAVOTNTO 0GTEOVEKPWOGTC TOV
¢E® aKovoTIKOD TOPOVL.

Artorma katdyuato 00 unpioiov 0oTob

Atumo Kotdypoto Tov punplaiov 0otol £xouv avaeepbet o€ acbeveig Tov AapPAvouy SEVOGOLAUTT
(BA. mapdypago 4.8). ATuma KATAYLOTO TOV UNPLeioL 0GTOV UTOPOVY VoL GUUPOVV HETA 0o LKPO 1
KaBOLOV TPOVLATIOUS GTNV VITOTPOYAVTNPLO TEPLOYN KO O TEPLOYES TG S1dpuoNG Tov unpilaiov. Ta
ooppapota avtd yopaktpilovtal amd GUYKEKPLLEVO OKTIVOAOYIKE EVPTHOTO. ATLTO KOTAYLLOTA TOV
unpuaiov 00ToL £rovV emiong avagepbel oe aobevels e cVYKeEKPIUEVES TABNGELS GLVVOCT|POTNTAG
(m.y. avemapikelo Prrapivng D, peopatogidn appitida, VTOPOGEOpALin) KoL [LE T XPAOT
OUYKEKPLUEVOV POPUAKEVTIKMV TPOTOVTMV (T.). SIPMGPOVIKE, YAVKOKOPTIKOELDT, AVOGTOAELS TNG
avtAiog Tpmtoviov). Ta copufdpata avtd £xovv eniong mopatnpndel yopig avTiomoppoENTIKN
Oepomeio. [Tapdpola katdypota To omoia Exovv avapepbei oe cuvovAcUO pE SLPOoPOVIKY gival
GLYVA AUPOTEPOTAELPA, MG EK TOVTOV, TO OVTIITAELPO UNPLAi0 0GTOVV TPENEL VAL £EETACTEL G€ acheveig
oV €Aafav HEVOGOVUAUTN Kot TOV £X0VV VROGTEL KATAY LA TG d1dpuons Tov pnpaiov dova. H
Sl0KOTN NG 0EVOGOLLAUTNG 6€ acbevelg Tov VITdpyEL vIoyia 6Tt £xovv dTVTo KATAya pUnplaiov o
npénel va ekTiun el ev avapovn g a&lohdynong tov acbevn, pe faon tnv e&atokevpévn
a&loldynon 1ov wwolvyiov Kvddvov-opéhovs. Katd  dibpkela g Bepaneiog e devocovpdumn, ol
acBeveic Ba Tpémel va evatsOnromotobvtal MoTE Vo avaPEPovy vEo 1 N ovuvnbeg TOVo 6To unpod,
woyio N ot BovPavikn ydpa. Ot acbeveig Tov TaPOVSIGLOVY TO, GLUTTOUATO, AVTO o TPETEL VOl
a£10A0YOVVTOL Y10 ATEAEG PUNPLOHO KOTOYLLOL.

Moaxporpobeoun avramoppopntikii Ospameio.

H poaxponpofecun avtiamoppoentiky Oepaneia (copmeptiapfovouévey 1060 g 0EVOGOVUAUTT 0G0
KoL o SupOoQOVIKA) HUropel vo cUPAAel o avénuévo Kivouvo yio avemBOpnTeg ekONAMGELS, OTWG
0GTEOVEKPMOT] TNG YVAOOL KOl ATLTO KATAYLOTO TOV UNPLoiov 06TOV AOY® TN GNUOVTIKNG
KOTOGTOANG TNG OGTIKNG ovaKoTaokevng (PA. Topdypago 4.2).

Awoxornn e Oepaneiog

Metd ) diakonn g 0epameing e VIEVOGOVUAUTN, AVOUEVETAL PLEIDOT) TNG OGTIKNAG TUKVOTNTOG
(BMD) (BA. mapdypapo 5.1), yeyovog mov 0dnyei o avénpévo Kivouvo KataypaTmv. ZOVETMGS,
GULVIGTATOL 1] TOPAKOAOVHNOT TG OOTIKYG TLKVOTNTOG Kot Ba Tpémet va eETaoTel 1) yopynon
EVAALOKTIKNG Oepameiog cOUEOVA e TIG KAVIKEG KOTELOBLVTIPIEG 00N YiES.

2oyyopnyoduevn Oepareio. pe GAAO POPUAKEDTIEKG TPOIOVTA TOV TEPIEYOVY VEVOTOVUGUTH

Ot aoBeveic mov Aappdvovy Bepamneia e devocovpdunn dev Ba tpénet va aviipetorilovton
TAVTOYPOVA [UE GALD, PAPUOKEVTIKA TPOIOVTO TOV TEPLEYOVY SEVOCOVUAUTT (Y10, TNV TPOANYT TOV
OKEAETIKAOV CUUPAUATOV GE EVIIAIKEG LE OGTIKEG PLETOOTAGELG OO GUUTAYEIS OYKOVC).

Yrepaofeotioaiuio oe wordiotpikods ooleveic

To Osvyrti dev Ba Tpémel va ypnoyomoteitar o€ madlatpikovg acbeveic (nikiog < 18). Eyet
avapepBel coPapr vepacPeotiottio. Xe OPIGUEVA TEPIGTATIKAE KAVIKOV SOKIUOV ELOOVICTNKOLY
EMIAOKEG AOY® o&elog veppikng PAAPTNG.



Tpoeidomonjoeis yio ta éxdoyo.

To eapuako avtd TepiEyel 46 mg copPirroing o kabe ml dwwdvpatog. H abpoiotikn enidpacn g
TAVTOYPOVIG XOPNYNOTG TPOIOVTIWY TOL TTEPLEYOLY GOPPLtoAn (1] povkTOlN) Ko 1 e TNV S TPOPT|
Ay copPrtoing (1 epovktdlng) tpémnet va Aapupdvovtal veoyn.

AvT16 10 Pappako mepiEyel 0,1 mg morlvcopPikov 20 ce kdbe mpoyepopuévn cvpryya tov 1 ml. Ta
TOAVGOPPLKE propel Vo TPOKAAEGOVY OAAEPYIKEG AVTIOPACELG.

To poppakentikd avtd Tpoidv mepiéyxel Ayotepo and 1 mmol vatpiov (23 mg) avd 60 mg, sival avtd
nov ovopdaovpe «elebBepo vatpiovy.

4.5 AMMAETIOPAGEIG PE AL QUPUUKEVTIKG TPOIOVTH KO GAAES HOPPES aAANAETIOpOONG

e pio HEAETN OAANAETIOpOONC, 1| OEVOCOVUAUTN SEV ETNPEACE TN PAPUOKOKIVITIKY TNG
ualordung, n onoio petapforileton amd to kutdypoua P450 3A4 (CYP3A4). Avtd vmodeikvioel 6TL
OEVOGOLUAUTN OV TPETEL VAL LETOPAAEL TN POPLOKOKIVITIKT TOV QOPUAKEVTIKAV TPOIOVIMY TOV
petaforiCovrar amd to CYP3A4.

Agv vTapyovV KAVIKE S£G0UEVO. GYETIKA LLE TN CLYYOPNYNOT dEVOGOVUAUTNG Kot Bepameiog
OPUOVIKNG VITOKATAGTAOTG (010TPOYOVA), ®GTOGO 1 THAVOTNTA POPUAKOSVVALLIKNG CAANAETIOPOONG
Bewpeitor yaunin.

Y& UETEUUNVOTOVGLOKES YOVOUKES [LE OGTEOTOPMON 1) PAPUAKOKIVITIKY KOl 1] QOPLOKOSVVOLIKT TNG
OEVOGOLUAUTNG dEV ENMpeGOTKAY amd TNV TpoNyovuevn Bepaneia pe adevdpovarn, fdoel Tov
dedopévav Tov cuykevipdOnkay amd pia pedétn petdfoaong (omd ahevopovatn o€ 0EVOGOVUAUT).

4.6 LCovipétnta, kinen ko yorovyio

Konon

Agv vdpyovv 1| ival TEPLOPICUEVA TO KAVIKA OE00UEVA GYETIKA LLE TN Y¥PNON TNG OEVOGOVUAUING GE
gykvovg. Meréteg oe {a katédelov avamapaywytkn to&ikotnto (BA. Tapdypago 5.3).

To Osvyrti dev GUVIGTATOL Y1 (PO O€ EYKDOVS KAOMS Kol GE YOVOAIKEG AVOTAPOYOYIKNG NAIKING TTOV
dgvV ¥PNGILOTOLOVY aVTICVAANYN. Ot yuvaikeg Tpémel vo KaBodnyouviol dGTE va [ LEtVOUY £yKvEeg
KT T O1GPKELN KOl Y10l TOVAGYIGTOV 5 unveg petd ) Bepoameio pe 1o Osvyrti. Ot 6noleg emdpaoelc
tov Osvyrti etvon mBavo va etvon peyahvtepeg katd T S1épKee TOL SEVTEPOL KAl TOV TPITOV TPLVOL
™G KOMOoNS KaB®G T0 LOVOKAMVIKA OVTICOUATO LETAPEPOVTOL LECH TOV TAAKOUVTO, LLE YPOLLLLLKO
TpoTo Kabhg eEeMaoocetal ) KONoN, LE TN LEYOADTEPT TOCOTITA VO LETOPEPETAL KOTA TN O1PKELL TOV
TPIiTOL TPUNVOV.

OnAacpdc

Agv gival yvooto €4y 1 0evocovpdumn anekkpivetal 6To avOpdTvo yaka. MeAETEC GE YEVETIKA
TPOTOTONLLEVOVG TTOVTIKOVG 6TOVG 0moiovg £xet avaotarel o RANKL pe yovidrakn petakivinon
(“knockout movtikog”) £dei&av 611 1 amovsio Tov RANKL (0 6td630¢ T devocsovpaumng BA.
Tapdypoo 5.1) Kotd T SIpKELD TNG EYKVHOGVVNG UTOPEL VL ETNPEACEL TNV ®pipavon Tov polikon
ad€Va 00MYMVTOG G€ LEIMON TNG TOPAYWOYNG YOAOKTOC LETA TOV TOKETO (BA. Tapdypago 5.3). Ilpémet
va arogactotel edv Oa daxonel 0 ONhacpog 1 Ba dtokomnel  Bepaneio pe Osvyrti, Aappdvovtag
VIOYT TO OPEAOG TOV ONAAGHOV Y10 TO VEOYEVVITO/PPEPOC Kat To OPEAOG TG Oepameiag pe Osvyrti yia
1] YOVOIKOL.

Tovipdtta

Agv vrdpyovv d1aB€cLa OESOUEVA Y10 TNV EMLOPOOT) TNG OEVOGOVUAUTNG OTNV avOp®ITIVN YOVILOTNTA.
Meléteg oe {da dev KoTedeEay aueon 1 Eppecn ToEkotnTa 6t yovipotnto (BA. Topdypago 5.3).



4.7 Emdpdosic oty IKavoTnTa 0017101G KO YEPIGHOV UNYAVI|LATOV

H devocovpdumn dev €xet Kapio 1 £(€L AOHULAVTY EXIOPACT GTNV IKAVOTNTO 0011YNOTG KO XEPIGLOD
UNYOVILATOV.

4.8 AvemOounTteg evépyeieg

2Hvoyn Tov TPoPiA ao@aleiog

Ot o ovyvég avemBounTeg evépyeleg e T devosovudumn (mov £yovv mopatnpndel o€ mive amod Eva
ao0gvi] 6TOVG JEKN) Elval TO LVOGKEAETIKO GAYOG Kot TO AAYOC o€ dkpo. Oyt cuyvd meploTaTiKd
KUTTOPITIONG, OTaVia TEPIOTAUTIKG Voo PeoTiopiog, vrepevalctnciag, ooteovEKpmoNg TG Yvabov Kot
GTVTIOV KATAYLATOV TOV punplaiov 06tol (BA. Tapaypdeovg 4.4 kai 4.8 — meptypapn ETAEYUEVOV
aveTIOOUNTOV EVEPYELDV) ExouV TopatnpnOel o€ acbeveic Tov maipvovy dEVOGOVUAUT.

ITwvokomotnUeEVog KaTGAOYOS OVETOVUNTOV EVEPYELDV

Ta, dedopéva Tov mivaka 1 KaTtwOl meptypdpovy avemBOuUNTEC EVEPYEIEG OL OTTOLEC OVOPEPONKAY a0
KAvikég dokipéc eaong I ko 111 og acBeveic e ooteomopmon Kot acheveic pe kapkivo Tov HacToD 1
TOV TPOGTATN VIO OPLOVIKO OTOKAEIGUO, KA/ 0vBOpUNTES OVOPOPES.

IMa v ta&vounon tov avemBOunTev evepyEldV ypnoipomotinke n akdAovdr katdataln (PA.
wivaka, 1): moAd cuyvéc (= 1/10), cuyvég (= 1/100 émg < 1/10), oyt suyvég (= 1/1.000 £mg < 1/100),
onavieg (= 1/10.000 éwg < 1/1.000), moAd ordvieg (< 1/10.000) ko un yvootg cuyxvotntag (dev
Umopovv va ektiun8ovv pe Pdomn to dtbécipa dedopéva). Eviog kdbe koatnyopiag cuyvotnrag Kot
KOTNYOpiog 0pyOvVIKOD GUGTAKOTOG, Ol AVETIOOUNTEG EVEPYELEG TTapaTifevTal katd POivovsa Gelpd
coPapotnTog.

Hivaxkog 1. AvemOvuNTES evEPYELEG TOV AVaQPEPONKAY 6€ 060EVEIS PE 06TEOTOP MO Kol 060EVEIg
NE KOPKIVO TOV RacGTOoD 1] TOV TPOSTATI| VITO OPUOVIKO UTOKAEIGHO

Katnyopia opyavikoo Katnyopio cvyvotnrog | AvemBOunteg evépyeteg
GULOTIOTOS GOUPMVE E TN
Baon oegdopéveov MedDRA
AOUDEELC KAl TOPACITMCELG Xoyvéc Aolpwén ovpomointikon
GLOTNLOTOG
Xoyvég Aoluwén g avmtepng
OVOTVEVGTIKNG 0000
Oy cuyvég ExkoAnopatitida
Oy cuyvég Kvtrapitda!
Oy ovyvég Aoluwén tov ®T0g
Alotapoyég avoGomomTIKoy Xravieg YrepsvarcOncia 6 eappoko’
GUGTNHOTOG Xravieg Avaguloxticn avtidpaon'
MetafoAkég Kot SLUTPOPIKEG Xrdvieg YraoPeotionpio
SlTopayEC
Awtapoyég Tov veupkon 2oyveg loyoiyia
GUGTNLOTOC
laotpeviepikég dlatapoyés Xoyveg AvckomdTTo
Yuyvég Kot\axn duspopia
AwTopayég Tov SEPHOTOG Kot Xuyvég E&dvOnpa
TOL VTLOJOPIOV 16TOV Xuyvég ‘ExCepa
Xuyvég Alomekio
Oy ovyvég Aglymvoeldn PopLOKEVTIKA
eEavOnuota
[ToAv omdvieg Ayyeutido and vrepgvoicOnacio




Awtopayég Tov poookeretikov | TToAd ovyvég Alyoc o€ dkpo
GLOTHHATOG KOl TOL GLVOETIKOV | TToAh cvyvéc MvockeheTikd GAyoc’
10700 Xravieg Oocteovékpmon yvadov'
Xrdvieg Artvuno Katdypato Tov unpleiov
06ToV'
Mn yvootég Ooteovékpmon Tov €
0KOVGTIKOD TOPOL”

"B mopdypago Ieptypagn emieypévov avemboumtov evepyetdy.
2 BL. mapbypago 4.4.

Y pio GUYKEVIPAOTIKT 0VOAVGOT SESOUEVOV OAWDV TMV EAEYYOUEVOV LLE EIKOVIKO (PAPLOKO UEAETDV
oaong II ko 111, Tapovsidotnke yprmamong cvvdpoun pe adpd tocooto enintwong 1,2% yio
devocsovpaunn kot 0,7% yuo o eikovikd eappoko. [lapdtt n dtpopd avt epgavictnike povo 6t
GUYKEVTPMTIKN OVAALGT), OV ELPAVIGTIKE GTI OTPOUATOTOUUEVT AVAALGT).

Ieprypagn emtheypuévmv averOUNTOV EVEPYELDV

Yraofeotionuio

e 800 eAeYYOUEVEG LE EIKOVIKO PapLoKo KAvikEG dokiuég edong I o petepunvonavciokég
yovaikeg pe ooteondpwon, nepimov 0,05% tov acbevav (2 otic 4.050) mapovciacav peiwon tov
emmédmv acPeotiov 0pod (katm and 1,88 mmol/l) petd amd tn yopnynon devocovudumng. Aev
avapépOnke peimon TV emmédwv acPeatiov opov (katw amd 1,88 mmol/l) og kopia and T1g 600
EAEYYOLEVEC LE EIKOVIKO QAPLAKO KAWVIKEG doKIUEC pdong III og acBeveic vTd oppOVIKO ATOKAEIGUO 1
OTNV EAEYYOLEVT] LLE EKOVIKO QApLaKO KAWVIKY dokiun edaong III o dvdpeg pe ooteondpmon.

v tepiodo HETE TNV KUKAOPOPI, CTAVIEC TEPTTMOCEL; COPOPTG COUTTOUATIKNG VTASPECTIONUING
LE OTOTEALEC O EIGAYMYT] GTO VOGOKOUELD, cUUPAVTA ametAnTikd Yia T o1 kot Bovatnedpa
TEPIOTAUTIKG £yovv avapepbel, Kupimg e acbeveic VYNAOY KIVdOBVOUL Yo VTocPesTionpio Tov EAafov
OEVOGOVUAUTT, LLE TO. TEPLOGOTEPO. TEPLOTATIKA VL suUPaivouy Tic TpdTeg BOOUAdES amd TV Evapén
¢ Oepamneiag. Iapadeiypoto TV KAVIKGOV EKONADGE®MY TG GOPOPTC CUUTTOUATIKNAG
vracPeotiopiog £xovv cuumephapel mapdraom tov dtaothuatog QT, tetavio, ETANTTIKEG KPIGELG
Kot petofandeica vontikn katdotaon (PA. Ttapdypapo 4.4). Ta copntdpata TG vracPesTioiog o
KMVIKEG PEAETEG e devocovudumn tepthapufovay Topatodnociec | duvokapyio ooy, cHomac,
OTAGIOVG KOl LTKEG KPATTES.

Aepuozixes Aojuwceig

e eheyyOuUeveg e EIKOVIKO pappoko kKAVikEG dokipég edong I, | cuvolikn cuyvoTnTa ERPAEVIONS
TOV OEPUATIKOV AOUMEEDV NTOV TAPOUOL0. GTNV OUASH TOV EIKOVIKOD (POPUAKOD KO TNG
OEVOCOVUALTNG OE PETELLUNVOTOVCLOKES YOVOIKES [LE 00TEOTOPWOT) (E1KOVIKO @dppako [1,2%, 50 otig
4.041] évavtt devocovpdpmng [1,5%, 59 otic 4.050 yvvaikeg]), oe AvOpes [l 0GTEOTOP®AST (EIKOVIKO
eappoako [0,8%, 1 otovg 120 dvdpec] évavtt devocovpaumng [0%, 0 otovg 120 dvdpeg]), o€ acbeveic
L KapKivo TOV HoeTOV 1| TOL TPOGTATY VIO OPUOVIKO ATOKAEIGUO (stkovikd eappako [1,7%, 14
otovg 845 acbeveic] évavtt devosovpdunng [1,4%, 12 otovg 860 acbeveig]). Aeppatikés AoludEelg
IOV 0ONYNCOV GE EICAYMYN GTO VOGOKOUEID avapépOnkay 1o 0,1% TV HETEUUNVOTAVGLOKOY
YOVOIK®V e 00TEOTOPOT) OV Aoy elkovikd eapuako (3 otig 4.041) évavtt 0,4% T@V YuvolKOv
nov €haPav devocoopdaunn (16 otig 4.050). Avtd To TEPIGTATIKA NTOV KOTA KOPLo AOYO KLTTOPITION.
O1 depuatikég AOUDEELS TOV avapépOnKoy ¢ coPapéc avemBOUNTEC EVEPYELEG TV TAPOLOLES GTNV
opado Tov elkovikol eappdakov (0,6%, 5 atovg 845) kot v opdda g devosovudumng (0,6%, 5
otovg 860) oTig peéTeg Tov TpaypaTonodniay og acheveic e KapKivo TOL HOGTOD KOl TOV
TPOGTATY.

Oateovékpwon g yvabov

ONI" avaeépOnke ondvia, og 16 acbeveig, og KAMvikEg doKLUES o€ acBeveig e 06TEOTOPMOOT KOl O
0o0eVEIC e KOPKIVO TOV LOGTOD 1) TOL TPOCTATH VIO OPLOVIKO OTOKAEIGUO GUUTEPTAALPOVOUEVEOY
ouvolikd 23.148 acOevav (BA. Tapdypapo 4.4). Askotpia ond To TeploTaTiKd ovtd pe ONI'
EUPAVIOTNKOV GE LETEUUNVOTOVGIOKES YOVOIKES [LE OGTEOTOPMON KOTA TN dtdpkela TG paong I
pehétng eméktoong émetta and Beponeio pe devosovpdunn Emg kot 10 €. H cvyvomta eppdviong
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¢ ONI ftav 0,04% ota 3 1, 0,06% ota 5 €t ko 0,44% ota 10 £ Bepanciog pe devocovpdum.
O «ivovvog g ONI avédveton pe tn dtdpkela TG £kBeong otn dEVOSOVUALT.

O xivdvvog ya ooteovékpwon s yvdBov (ONI) éyet emiong ektiunOel o€ o ovadpopkn perém
K0OpTNG OV TTEPEAAPE 76.192 PETEUUNVOTOVGLOKES YUVAIKEC Ol omoieg Eekivioay TpoOSPUTOL
Bepamneio pe vrevosoopdunn. H ernintoon g ONI tav 0,32% (95% ddotpa epmiotosvvng [CI]:
0,26, 0,39) peta&d TV acbevov mov Erafav vievocovpaumn yio £og 3 £t kot 0,51% (95% CI: 0,39,
0,65) peta&d twv acBevov mov Erafav tn Bepaneio yio mg S £t mapakolohOnomng.

Arorma katdyuato o0 unpioiov 0oTod
210 KAMVIKO TPOYPOULLO TG 0GTEOTOPWOOT|G, ATLTO KATAYLOTO TOV UNPLoiov 0GTOV £X0VV GTAVia
avapepbel oe acbeveic mov Ehafav Bepameio pe devosovopdunn (BA. apdypago 4.4).

Exxolrnowuatitido

e (o eEleyyOUEVN HE EIKOVIKO PApLaKo KAMVIKT dokiun @dong 1T mov mpaypatomomOnke oe
acOeveic pe kapkivo Tov Tpoctdn Tov AduPavoy Bepameio otépnomng avépoyovav (ADT),
napatnpnOnke ducavaroyia oTig AvemBOUNTES EVEPYEIEG TOL APOPOVCUV TNV EUPAVIOT
ekkoAnmpotitdos (1,2% pe m devocovpdunn, 0% pe to guwcovikd eapuoxo). H cvyvotmnta gpedvionc
NG EKKOATOUATITIONS NTAV GLYKPIGIUN HETAED TV OUAd®V Bepumeiog 6 LETEUUNVOTOVCIOKES
YOVOIKEG 1] AVOPES |LE OGTEOTOPMGT KOl GE Yuvaikeg mov vrofdAlovtay ce Bepomeio e avaoTOAElg
OPOUATACTG Y10l LT LETACTATIKO KOPKIVO TOV LAGTO.

2xeTI{OUEVES UE TO POPUOKO OVTIOPATELS DTEPEVLOLOONTIOS

Y10 HETEYKPITIKO TTEPPAALOV, OTAVIEG TEPIMTAOGELG GYETILOUEVNG LE TO PAPLOKO LITepevaIcOnaiag,
couneprlapPoavorévev Tov eEavOnIaToc, TNG KVIO®oNG, S10YKWOGT) TOV TPOCOTOV, TOV EPLONUATOG,
KOl TOV OVOPLACKTIKOV avTidpdoewny Exovv avapepbel oe aocBevelg mov Aapfdvovy n devocsov .

Mbvookeletio aAyog

MvockeLeTIKO AAYOG, CLUTEPIAAUPOVOLEVOV COBOPOV TEPIOTATIKAOV, EXEl avapepbel o aobeveic mov
éloPav devosovpdunn otny TePiodo HETE TNV KUKAOPOPIa TOV. X KAMVIKEG SOKIES, TO LVOGKEAETIKO
GAyoc Tav TOAD GUYVO TOGO GTNV OpAdA TG HEVOGOVUAUTNG OGO KOl TOV EIKOVIKOVD QapULAKOL.
MvockeleTikd GAYog Tov 0dNYel og dlakomn TG VIO HeAETn Bepameiog NTav dytL sy VoG,

Aerynvoerdn popuoxesvtixa séovonuoto,
‘Exovv avapepBel Aeymvoedn pappoakevtikd eEavOnquata (m.y. oviidpacels e EKOVO OLAAOD

Aeymva) og acbeveic oty mEPI0d0 UETH TNV KLKAOQOPID TOV PUPUAKOL.

Aot g1d1koi TAnBucuoi

Taiorotpinos tAnBvouog

To Osvyrti dev Ba Tpémetl va ypnoomoteitat o Tandlatpikovg acheveic (nAtkiog < 18). Eyet
avapepbel cofapn vrepacPeostionpia (PA. Tapdypoo 5.1). e opiopéva TEPIOTATIKE KAMVIK®OV
SOKIHAV gppavioTnroy emmAOKES AOY® ofelog veepikng PAGPNG.

Negpixn dvolertovpyio.

e KMvikéG peléteg, ol acBevelg pe cofapn veppikn dvoiertovpyia (KABapon KpeaTviving

< 30 ml/min 1 awtoi Tov VTOPdriovTay e eE@VEPPIKN KGBapao, SETPEXAV LEYUADTEPO KivouVO
vracPeotiopiog av dev Aapupavay copuminpopata acfeotiov. H enapkng apdécinym acPeotiov kot
Brrapivng D eival onupavtikn oe aocBeveic Le cofapn veppikn duciettovpyia 1 o€ acbeveig mov
vrofdrrovtorl og eEveppikn kaBapon (BA. mapdypago 4.4).

Avooopd THovoloyoLUEV®V AVETIOVUNTOV EVEPYELDV

H avagopd mibavoroyoduevmv avemtBiuntov evepyetmv PETE amd TN yopnynon adelog kKukAogopiog
TOV QUPUAKELTIKOD TPOiOVTOG eivan onpavtiky. Emtpénetl  ovveyn mapakorlodnon g oxéong
0PEAOVG-KIVODVOL TOV PUPUOKEVLTIKOD TPOTOVTOC. ZNTeital 0md TOVG ETOYYEALATIEG VYELOS VO
avaPEPOVY OTTOLEGONTOTE TOOVOLOYOVUEVES AVETIBVUNTEG EVEPYELEG LEGH TOV EBVIKOV GUGTNLLOTOG
avapopdg mov avaypdeetor oto [Hopdptua V.



https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

4.9 Ynagpoocoroyia

Agv vrapyet epmetpia pe vrepdocoroyia oe KAMvikég perétec. H devooovudunn €xet xopnynbei og
KAMVIKEG peAETEG ypnopomoldvTag d0oels £o¢ 180 mg kdébe 4 efdopdadec (aBpoloTikég dO0ELS MG
1.080 mg c¢ didotnua 6 unvav) kot dev TapatnpnOnkay emmAéov avemiBouNTeg EVEPYELEC.

5. OAPMAKOAOI'IKEX IAIOTHTEX
5.1 D upProKOOVVIUIKES LOLOTNTES

Doappakobepamevtiky katnyopio: Oapuaka yio Ogpaneio TobNoE®V TOV 00TOV - AAAO QAPLOKO LE
dpdon 610 HETAPOMGUO TOV 06TRV, Kmdikog ATC: M0OSBX04

To Osvyrti givat flo-opog1dég poprakevTikd Tpoidv. Aentopepeic TAnpopopieg eivar drabéoiuec oTov
dkTVOKS TOMOo Tov Evponaikod Opyaviopod @oppdkmv: https://www.ema.europa.cu

Mnyoavioudc dpdonc

H devocovpdunn givor éva avBpomivo povoklmviko avticoua (IgG2) mov atoyevel kot cuvoseTal e
VYNAN ovuyyévela kat edtkotTa pe o RANKL, Tpolopufdavoviag v evepyomoincT Tov VITOd0YEM
tov, To0v RANK, omnv emipdvela Tov Tpddpopmv 06TEOKAAGTOV Kol TMV 00TE0KA0GT®OV. H
nopepmooion g arinienidpaong RANKL/RANK avactédiel Tov oynuatiopd, tn Aeitovpyio Kot Tnv
eMPBi®oN TOV 00TEOKANGTMOV, HEIMVOVTOS LE OVTOV TOV TPOTO TNV OGTIKY| amoppdPN o™ TOGO GTO
ouumayn 660 KOl 6TA GTOYYMON 00TAL.

Doappokoduvokés EmOPAGELS

H Oepomeio pe devocovpdunn peimoe ypnyopa 1o puOud 06TIKNAG AVOKATACKEVNG TOL OTAVOVTOG GTN
YOAUNAOTEPT) TLUT GTOV 0P Y10 TOV SElKTN 00TIKNG amoppoenong Tomov 1 C-tehomentidin (CTX)
(neiwon 85%) v 3n nuépa, evd 1 ev Aoym peiwon dtatnpndnke Kab’6Ao to didotnpo HETOED TV
d0cemv. Metd 10 TEPAG KAOE PHECOOACTNLOTOC XOPYNoNGS, N Helwon Tov CTX petprdotnke ev puépet
amo T péyotn peimon tov > 87% o > 45% mepinov (gvpog 45-80%), delyvovtag tnv
aVAOTPEYIUOTNTA TOV ETOPACENDY TNG OEVOGOVHAUTNG GTNV OCTIKN VOKATOGKELT TOL GTLUELDVETOL
LE TN Helmon TV ETEI®Y TOL 6TOV 0p0. AVTEG Ol EMOPAGELS dtatnpnOnkay 660 cuveylloTov M
Oepomeio. Ot deikTeg 0GTIKNG EVOAAAYNG £QTACAV GE YEVIKEG YPOUUEG OTA EMITEDA TPV OO TN
Oepaneio og dStaonua 9 unvodv peTd v televtaio d6on. Katd v exavayoprynon, n Leimon tov
CTX oamd tn 6eVvOGOLLAUTN TaV TOPOLOLN LE VTN TTOV TopatnprOnke o acBeveic mov apyilovv
Oepameio e OeVOCOLUAUTY] Y10 TPMDTH POPE.

AvocoyovikdtnTo,

Evdéyetar va avoamtoyfovv aviicdpato Evavtt TG 0EVOGOVUAUTNG Katd Tn dudpkela g Oepaneiog pe
devosovpaunn. Agv Exel Topatnpnel TpoPavng CLGYETICUOS TNG OVATTUENG OVIICOUATOV LE TN
QOPUOKOKIVITIKT, TNV KAWVIKT OVTATOKPIoN 1 TO avemBounta suuPdavra.

KAwikn omoteAeopuatikdTNTo Kol 0COAAELN GE LETEUUNVOTOVGLIUKES YOVOIKEC LE OGTEOTOP®OT

H amoteleopatikdOtnTo Kot 1) 0GQAAELY TNG OEVOGOVUAUTNG YOPTYOVLEVOD Mo pOpd KAOE 6 uiveg yio
3 £ diepevvnOnke og petepuNvoTavGlokes yovaikeg (7.808 yuvaikeg niikiag 60-91 etd@v, amd Tig
omoieg 23,6% elyov KOPLOL KOTAYUOTO TNG GTOVOLAIKNG OTAANG) [e T-score 0GTIKNG TUKVOTNTAG
(BMD) ¢ 06¢uikng poipag TG STOVOLAIKNG GTHANG 1 TOV OAKOV 16Y10V KOTd TV évapén g
ayoyng neta&y —2,5 kol —4,0 kot péon andivt 10et) mbavotnto katoyudtov 18,60% (dekatnuopla:
7,9-32,4%) yw. peilova ooteomopwtikd katdypata kot 7,22% (dexatnuopa: 1,4-14,9%) v
KATAypoTo Tov 1oyiov. ['uvaikeg ot omoieg Emacyav amd AAlec acOéveleg N AduPavay Bepomeiec mov
umopet vo emnpedlovv o 00Td amoKAEioTKOV amd T cLYKEKPUEVT peAétn. Ot yovaikeg Adppavoy
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ocupumAnpopata acpeostiov (tovAdytotov 1.000 mg) ko Prrapivig D (tovidyiotov 400 1U)

KaBnuepva.

Enidpoon ora omovovdikd kotayuozo.
H devocovpdunn peimoe onUovTIKG TOV KivOuvo VE®V GTOVOLAIK®OY KOTAYUAT®V HETE omd 1, 2 ko 3
¢ (p <0,0001) (BA. wivaxa 2).

ivakoeg 2. Enidpaon g 06VvOGOVUAUTNS GTOV KiVOUVO VEMV GTOVOVAIKDV KOTUYLATOV

[Tocoo16 yovoukav pe katayuo (%) Meiwon Tov Meiwon Tov GYETIKOV
Ewovikd @dppoxo Agvocovpapmn andAVTOL Kwdovou (%)
n=3.906 n=3.902 Kwvdvuvov (%) (95% CI)
(95% CI)
0-1 £t0g 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 7T4)**
0-2 ém 5,0 1,4 3,5(2,7,4,3) 71 (61, 79)**
0-3 ém 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p <0,0001, **p <0,0001 — diepgvvnTiKn avdAvon

Ernidopaon oro kotdyuazo tov icyiov

H devocovpdumn enédeiée oyetTikn Hel®ON TOL KvOHVOL KOTAYUATOG TOV 1oYiov Katd 40% (ueimon
oV andAvTov KvdHvov Katd 0,5%) oe dbotnpa 3 etdv (p < 0,05). H cuyvotnta eppdviong tov
Kataypdtov tov wyiov ntav 1,2% oty opdda tov gikovikov eappdxov évavtt 0,7% otnv opdda g
devosovpaunng ota 3 ypdvia.

Xe (o post-hoc avaivon ce yovaikeg > 75 etmv, S10mGTOONKE Le TN 0EVOCOLUAUTY LEI®OT TOV
oyeTKob KivdHvou katd 62% (1,4% peiwon tov andAivtov Kivdvvov, p < 0,01).

Eridpoon oe oia ta khvika katdyuaro
H devocovudumn peiooe onpovtikd to katdypoto € Ol o 101/0Aeg TiI opdodeg katayudtov (BA.

mivaxa 3).

Mivaxkoeg 3. Exidpaon TG 0EVOGOVUAUTIG GTOV KiVOUVO KAIVIKAOV KATAYRATOV 6E O106TNRO

3 etav
IToc0o16 yovoukdv pe Kataypo | Meiwon tov Meiwon tov
(%)" amdALTOL OYETIKOD
Ewoviko Agvocovpdunn | Kwdvvov KwovvoL
QApLLOKO n=3.902 (%) (95% (%) (95%
n =3.906 CI) CI)
Onoodnmote KAVIKO 10,2 7,2 2,9(1,6,4,2) | 30(19,
KéTaypo 4])*xx*
KAvikd omovdvlikd katoypo 2,6 0,8 1,8 (1,2,2,4) | 69 (53,
80)***
Mn-6movSuAKoS KaToypo’ 8,0 6,5 1,5(0,3,2,7) | 20 (5,33)**
Meilov pun-cmovoviikd 6,4 5,2 1,2(0,1,2,2) | 20(3,34)*
Kéroypa’
Meilov 0otE0mOpPOTIKO 8,0 5,3 2,7(1,6,3,9) | 35(22,
Kéraypo’ 45)*xx

*p <0,05, **p = 0,01006 (devtepedov KaTOANKTIKO GHUELIO TOV COUTEPIANPONKE o€ TOAAOTAN TPOTOPLOYY),

*kkp < 0,0001

T Zuyvotnro epeaviong avemfountov evepyeidv Baoel extipunosov Kaplan-Meier ota 3 xpovio.

! TIephapPhvel To kKAMVIKG GTOVELAIKE Kl i1 -OTOVILALKE KOTAyLOTO.

2 Aev tephopBAVEL TO KOTAYLOTO TOV GTOVOLAMY, TOV KPaviov, TOV TPOGATOL, TNE KAT® YvAdov, Tov
2

HETAKAPTIOV, KOl TOV QUALYY®OV TV SOKTOAMV TOV YEPIDV KUl TV TOJDV.

1"




3 TlepthapPAvet To KOTEYLOTO THG TVEAOD, TOV G® GKPOV TOL UNPLRion, TOV £yYDG TUAUOTOG TG KVANG,
TOV TALLPAV, TOV €YYV Ppaytoviov, Tov avtiBpayiov, Kot TOL 1GY10v.

4 MeprapPhvel Ta KAMVIKG GTOVELAIKE KOTAYLLOTO, TO KATAYLLATO TOV 16%{0V, ToL avTifpoyiov, Kat Tov
Bpaytoviov, émwg opitovtar amd tov ITOY.

Y& yovaikeg pe BMD 1ov avyéva tov punplaiov kotd tnv évapén < -2,5, 1 devosovudunn peiooe tov
KivOuVOo UN-6TovOLAMKOV Kataypatov (Leimon Tov oxeTikod Kivduvov Kotd 35%, peimon tov amrdivton
Kvovvou katd 4,1%, p < 0,001, diepguvntiky avalvon).

H peimon g ouyvomrag eeaviong VE®V 6ToVOLAK®OV KOTAYUATOV, KOTOYUAT®V TOV 1YoV Kol un-
OTOVOVAIK®V KATUYUATOV oo Tr 0EVOGOVUAUTN o€ ddotnie 3 eTdv ftav otabepn ave&aptntog Tov
10-£100¢ KvOHVOL KATAYLOTOG KATA TNV £vopén TG aywync.

Eridpoon oty ootiki mokvotyTo.

H devocovpdunn avénoe onuovtikd v BMD cg 0lec Tig KAvikég BEoelg mov petprnnkay, Evavtt
TOV EWKOVIKOV QapLLaKkov petd amd 1, 2 kot 3 £tn. Xe didotnpa 3 eT@v 1 deVOSovUAUT) avénce v
BMD «atd 9,2% oty o6puikn poipa tng 6movovikng otning, 6,0% oto oAiko 1oyio, 4,8% ctov
avyéva tov pnpeiov, 7,9% otov tpoyavtipa Tov oyiov, 3,5% o610 dnm tprmudplo g kepkidag Kot
4,1% oto oMk copo (0reg ot Tipéc p < 0,0001).

e Khvikég peréteg yio v e&étaon tov emdpdoemv g dlakomng ¢ devocsovpdunng, 1 BMD
enavnABe oyeddv ota enineda mpv omd 1 Bepaneio o didotnuo 18 unvav and v televtaio S6on
KOl TOPEUEVE TAVO 00 AVTE TOL TOPUTNPNONKAY KOTE TN XOPYNON EIKOVIKOD GapudKov. AVTd To
otoyela detyvouv 0Tt amanteiton 1 cuvexNc Bepameia Le T SEVOGOLUAUTY Yl TN SWLTHPTON TG
dpaiong TOL PAPLOKELTIKOD TPOidVTOC. H emavoyopniynon g 0eVOGOVUAURNG ETEPEPE TOPOLLOLM.
o0& otnv BMD pe avtd mov mapatnpnonioy 6tov 1 0eVOGOLUAUTT YopnyHOnKe Yo TpdTn Qopd.

AVOIKTHG ETLONUOVONG UEAETNH ETEKTAONS VLo TNV OEPOTELD. TS UETEUUNVOTIODOLOKNS OOTEOTOPWONG

Ye ovvoro 4.550 yuvaikov (2.343 devocovudunn kat 2.207 eikovikd QAPLOKO) 01 0Toleg Exacay OYL
EPLOGOTEPES OO Ui HOGELG TOV VIO EPELVO PAPUOKEVTIKOD TPOTOVTOC GTNV PUCTKT| LEAETT TOV
TEPLYPAPETOL TAPATAV®D KO OMOKANPOGOV TNV EMICKEYT 6TOV Piva 36 NG LEAETNG CLLPAOVNGOV VL
GUUUETACYOVV OE ol 7€T1, TOAVEDVIKT, TOAVKEVTIPIKY], OVOIKTG EMGTILOVONC, LOVOD OKEAOVG LEAETN
EMEKTAONG Y10 TNV a&LOAOYNOT TG LOKPOTPODEGUNG UOPAAELNG KOl ATOTEAEGLLUTIKOTNTOC TNG
devocovpaumnc. Oleg ot yovaikes otV LeAETN ENEKTOONG ELPOKELTO va Adfovv devocovpdunrn 60 mg
KkéOe 6 puveg Kabhg kol acPéostio nuepncimg (tovAdyiotov 1 g) kot Prrapivny D (tovidyietov 400 IU).
Yvvoikd 2.626 acbeveig (58% amd TI¢ yuvaikeg TOV GUUTEPIANPON KAV GTN UEAETT] ETEKTAOTG, ONA.
34% T®V YOvVoIKOV oL GUUTEPIAMNEONKAY oTNV PaciKn LEAETN) OAOKANP®GOV TN LEAETN EMEKTAONG.

Ytovg acBeveic mov Ehafav devocovpaunn yio 10 €t n BMD avénbnke amd tnv apyikn Tiun
avaeopdg oty Pacikn perétn katd 21,7% oty 0opuikn poipa Tng 6TOVOLAIKNG 6THANG, 9,2% 610
oMKd 1oyi0, 9,0% otov avyéva Tov pnpaiov, 13,0% otov tpoyavtipa kot 2,8% 610 dnw Tprtnpuodplo
¢ kepkidac. H péon tiun T-score BMD g 06uikng poipog tng omovOLAIKNG GTAANG 6TO TEAOG TNG
perétng frav —1,3 og acbeveig mov Edafav Oepameia yio 10 .

H ouyvétta epedvions kataypdtov a&loAoyonKe wg KOTOANKTIKO ONUEID 0CQAAELNG OALA M
OTTOTELEGUATIKOTNTO TNV TTPOANYT TOV KATAYLOTOV OV umopel va extiundei Aoyw tov peydlov
apOpoD SOKOTMOV Kol TOV GYEICUOV TG LEAETNG OVOIKTNG emonpavong. H cwpeutiki cuyvotnta
EUPAVIONG VEDOV OTOVOLAIKMV KOl [T CTOVOLAIKAV KATOYHAT®V NTAV KOTA TPocEyyion nepinov 6,8%
kat 13,1% avtictoiyme, o€ acbevelg mov mapéuevay o Bepaneio pe devocovpdpmn yio 10 €t
(n=1.278). AcBeveic mov dev oAOKANp®GAV TN LEAETT] Y10 OTOLOONTTOTE AOYO Eiyay LYNAOTEPQL
TOGOOTH KOTAYUATOG KOTA TNV Bepoaneia.

Agxotpio meploTaTiKg 06TEOVEKP®ANG TNG YVabov (ONT) ta omoia emAdONKav kai 600 dTvTa

KOTAYLOTO TOV pnploiov 06To T, omoio emAvinKkay, GuvERncav Katd T S1apKeLd TNG LEAETNG
EMEKTOONG,.
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KAwvikn omoteAeouatikdTNTo Kol 0GOAAELD GE AVOPEC LE OGTEOTOPMGT)

H amoteleopatikdOtnTo KoL 1) 0GQAAELY TNG OEVOGOLUANTNG pio popd kaOe 6 punveg yia 1 €10¢
SiepevvnOnkoy oe 242 avdpeg niciag 31-84 etdv. AcBeveic pe eGFR< 30 ml/min/1,73 m?
oamokAgiotnioy amd ™ dokin. Olot ot avdpec Elafav Kabnuepivé copminpopo acpestiov
(tovAdyiotov 1.000 mg) ko Brrapivng D (tovAdyietov 800 IU).

H xidpua petafint g anotedespotikdTnTag ftav 1 ekatootiaio petofoin e BMD oty ocpuikn
Hoipa TG 6MOVOVAIKNG OTNANG, 0V a&loAoynOnke N amoteAecnaTikOTNTO 0TO KaTdypoto. H
devosovpaunn avénce onpavtikd tny BMD cg 6ha o KAvikd onueia 0tov petpridnke, oe oyéon pe
TO EKOVIKO PAPHOKO 6TovG 12 unveg: 4,8% otnv 0cpuiky poipa g omovovAkng 6TANG, 2,0% oto
0AKO 16%10, 2,2% oTov avyéva Tov unpeiov 0stob, 2,3% ctov TpoyavInipa Tov wyiov, kot 0,9% cto
G Tprmuopto g kepkidag (0Aec ot tipég p < 0,05). H devocovuduan avénce tmy BMD 1rg
0GOLIKNG HOipag TNG OTOVOLAMKNAG GTAANG 0o TNV apyikn T oto 94,7% twv avépdv oto 1 £tog.
Inuavtikég avénoeic oty BMD oty 0okt poipa thg omovOuAMKNnG 6TAANG, TO OAKO 16)i0, TOV
oVYEVO TOV LUNPLEiov 06TOV Kot TOV TPOXAVINPA TOL 1o){oL Tapatnpndnkay atovg 6 unveg

(p <0,0001).

IotoAoYyio 06TO0 GE UETEUUNVOTAVGLOKES YUVOIKES KO GVOPEC LLE 0GTEOTOPMOT

A&oloynOnke 1 10TOAOYIO TOV 0GTAOV GE 62 PUETEUUVOTAVGIUKEG YUVOIKES [LE 0GTEOTOPMOT 1|
YOUNA ootk palo petd amd 1-3 xpovia Bepomeiog pe devocoLUAUTTY, 01 omoieg gite EAafav yia
TPAOTN Popd Bepomeia Yo TNV 00TEOTOPWOT gite glyav AaPel mponyovpuévmg Bepameia pe
alevopovarn. [levivta evvéa yovaikeg ovppeteiyov otny vo-pehét pe froyio 06TdV otoug 24 Uveg
(n=41) B/xar otov ufva 84 (n = 22) g PeAETNG EMEKTAONG GE UETEUUTVOTAVGLOKESG YOVOAIKEG e
ooteomopwor. H wetoloyia twv ootmv a&loroyndnke eniong oe 17 avopeg [l 06TEOMOP®OT HETA Od
1 ypdvo Bepameiag pe devocovudpnn. Ta anotedéopato e Plroyiog 0oTOV €610V GLUGIOAOYIKY|
OPYITEKTOVIKT] KOl TOLOTNTA TOV 0GTAOV, Y®PIG EVOEIEELS S1ATAPUYDY TNG EMUETAAANDOTG, VMO0V
TOPOYL N tvwong tov poehov. To IGTOHOPPOUETPIKE EVPNLOTA GTT) LEAETT EMEKTOONG OE
LETELUNVOTOVGLOKEG YOVOIKES LE 0GTEOTOP®ON £JE1EAV OTL O OVTIOTOPPOPNTIKEG EMLOPAGELS TNG
OEVOGOVUAUTNG, OTWG PHETPHOMNKAY e CLYVOTNTO EVEPYOTOINONG Kot puOLO 0GTIKOD GYNUATIGHOD,
dtatnpndnkav pe tnv Tapodo Tov ¥povov.

KMvikn omoteAeouatikdTNTo Kol 00QAAEL0 € 06DEVEIC UE 0GTIKN OTMAELN TOVL GYeTILETOL LUE TN
otépnon avopoyovav

H amoteleopatikoOtnTa Kot 1 0GQAAELD TNG OEVOGOVUAUTT XOPNYOOUEVT] Lo, opd kdOe 6 punqveg yia 3
£t depevvinke og Avopeg e 16TOAOYIKA ETPEPOULOUEVO [N LETACTATIKO KOPKIVO TOV TPOGTATN TOL
AdpBovov ADT (1.468 dvdpeg nAtkiog 48-97 et@v) mov d€Tpeyav owENUEVO Kivouvo Katdyuatog (Tov
opiletor g nAikia > 70 etadv 1 < 70 etddv pe T-score BMD 11g 06QuikN¢ poipag TS 6TOVOLAIKNG
GTAANG, TOL OAIKOV 15Y{0V 1 TOL CLYEVA TOV pNplaiov < -1,0 1} 1GTOPIKO 0GTEOTOPMTIKOD
KaTAypotog). Olot ot avdpec Adpfovoyv copmAnpopato acBeotiov (tovAdyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 400 1U) kabnpepvd.

H devocovpdumn avénce onpavtucd tnv BMD og dheg Tig KhMvikég Béoeig mov petpnonkoy, og oyxéon
pe  Bepaneio pe eucovikd edppaxo ota 3 xpovia: 7,9% otnv 0oLk poipa TG GTOVOLAIKYG
oANG, 5,7% oto olkd 1oyio, 4,9% otov avyéva Tov unpraiov, 6,9% cTov TpoyaVINPA TOL 1GYIOV,
6,9% o710 Gne TPrTNUOPLO NG Kepkidag kat 4,7% o610 ohkd copa (0reg ot Tipés p < 0,0001). Xe o
TPOOTTIKA TPOYPULUATICUEVT] OLEPELVNTIKY OVAALGT, TOpATPONKE onUavTIK) avénon tng BMD)
NG 0GPVIKNG HOTPag TNG GTOVOVAIKNG GTNANG, TOL OAKOD 1010V, TOL CLYEVE TOV UNPLAioV Kot TOV
TPOYOVTIPA TOV 10Yi0V péca o€ 1 HOAIG Pva LETA TNV apyikn dOO.

H devocovpdunn enédei&e onUavTikni Pelon TOV GYETIKOD KIVOUVOD VE®V GTOVOVAIKADV KATOYHATOV:
85% (ueiwon tov amdAvtov Kvdvuvov katd 1,6%) oto 1 €tog, 69% (ueiworn Tov amdAVTOL KIVELVOL
katd 2,2%) ota 2 £t ko 62% (peiwon Tov andivtov Kvdvuvou katd 2,4%) ota 3 £t (0heg ot TIéS
p<0,01).
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KAwvikn amoteleopotikdTnTo Kot ac@dreln o€ aceveic Le 06Tk am®AELN TOV GYeTIETOL UE TN
OLUTAN PO UOTIKN OepaTeio e OVAOTOAEIC TNC APOLUOTACTC

H amoteleopatikdtnTo Kot 1 0GOAAELR TG OEVOGOVUAUTNG YOPTYOVUEVT Lo popd KABE 6 Uves Yo
2 &1 dlepeLVIONKOY GE YOVOIKES LLE N-UETOCTATIKO KOPKivo TOV HacToL (252 yuvaikeg nitkiog
35-84 etmv) kot T-score BMD 1tng 06Quikng poipag tng 6TovOLAIKNG GTHANG, TOL OALKOD 1610V 1| TOV
avyéva Tov pnpaiov Kotd v Evapén g ayoyng petald -1,0 kot -2,5. Oleg ot yovaikeg Adpupovay
CUUTANPOUOTIKY ayoyn acPeotiov (tovAdyiotov 1.000 mg) ko Prrapivig D (tovidyiotov 400 1U)
KaBnuepva.

H xiopua petafint anotelecpatikdntog nTav 1 mrocootiaio petafoin g BMD otnv ocouikn
HOipa. TNG GTOVOVAIKNG GTAANG, VM OV 0&L0AOYNONKE 1 AMOTEAEGLLATIKOTITO KOTH TOV KOTOYLATOV.
H devocovpaunn avénoe onuovtikd v BMD cg 0leg Tig KAvikég B€oelg mov petprinkay, o oyéon
ue ™ Bepomeio pe eucovikd edpuaxo ota 2 xpovia: 7,6% Gty 0ceUIKY Hoipa TNG GTOVOLAIKTG
omAng, 4,7% oto olko 1oyio, 3,6% otov avyéva Tov unpraiov, 5,9% ctov TpoyavIipa ToL 1Yiov,
6,1% oto dnw TprInuoplo g Kepkidag kot 4,2% 6to oAkd cmdpa (OAeg ot Tpég p < 0,0001).

Ogpameio TNC OGTIKAC ATOAELNC TTOL oyeTileTan Le cvuoTnUoTiKn Ogpameio Le YAVKOKOPTIKOELON

H amoteleopatikotnTa Kot 1 ac@AAELD TG OEVOGOLUAUTNG diepeuvnOnkay og 795 acbeveic (70%
yovaikes ko 30% avdpeg) nhkiog 20 £w¢ 94 etmv mov EhaPav Bepameia pe > 7,5 mg npedvildvng
YOPNYOVLEVNC NMUEPNCIOS 0d GTOLATOG (1] IGOSVVALLOV).

MeietnOnkoav 600 vronAnBvopoi: cuvéyiong g Bepoaneiog e yAvicokoptikoedn (= 7,5 mg
TpedVILOVNG 1] 1003VVaLOL NUEPNGIWS Y10 > 3 uNveg TPV TNV £Yypaet| otn perétn, n = 505) ko
évapéng g Bepameiog pe YAvkokoptikoedn| (> 7,5 mg npedvilovng 1 16000VaLOoL NUEPNGIMS Vi

< 3 pnveg Tpv Vv gyypoen ot puerétn, n = 290). Ot acbeveig Toyaomombnkay (1:1) yo va Adfovv
eite devoocovpaunn 60 mg draf vrodoping kdbe 6 uMveg eite 5 mg proedpovikd 0&H Amaé nuepncing
omd TOV GTOATOG (OPACTIKO EAPUAKO EAEYYXOV) Yo 2 €Tr). Ot ac0eveic AAUPOVOY GUUTANP®ULOTIKY
aywyn acPeotiov (tovAdyiotov 1.000 mg) ko Prrapivine D (tovAdyiotov 800 IU) kabnpepva.

Eridpoon oy oouixy morvotyro, (BMD)

210V vwomAnBucpd cuvéyiong g Bepaneiog e YAUKOKOPTIKOELWDT, 1 0EVOGOVUAUTN KaTEdElEe
peyodutepn avénon s BMD g oopvikng poipag g oTovOuAIKNG GTHANG € GUYKPIOT LE TO
proedpovikd o0& o1o 1 £tog (devocovpapnn 3,6%, pioedpovikd o&d 2,0%, p < 0,001) kot ota 2 £t
(devoocovpudpunn 4,5%, pioedpovikd o0&y 2,2%, p < 0,001). Xtov vmorAnBuoud évapéng g Bepameiog
LE YAVKOKOPTIKOEIN, 1| OEVOGOLUAUTN KOTESEIEE peYaAhTep avénomn g BMD g o6puikng poipog
NG GMOVOLMKTNG GTHANG O GUYKPIoN LE TO ploedpovikd o&v oto 1 étog (devosovudpnn 3,1%,
proedpovikd o&v 0,8%, p < 0,001) kot ota 2 £ (devocovpdunn 4,6%, proedpoviko o0&y 1,5%, p <
0,001).

EmumAéov, n devocovpdunn katédelée onuaviikd peyoddtepn péorn nocootiaio avénon g BMD tov
oAkoV 1oV, TOL CVYEVA TOV UNPLOIOL KoL TOV TPOYOVTINPO TOV 1oyiov amd v Evapén T aywyng o€
GUYKPLON LE TO PLGESPOVIKO 0&D.

H peiétn dev eiye ) dvvarotnta va katadeilel dtpopd ota katdypata. Xto 1 £10¢, 1 enintmon véwov
OKTIVOAOYIKA EMPEPUOUEVOV CTOVOLAIKDVY KOTAYLATOV 6TOVG 060eveic tav 2,7% (devocovpdaun)
évavtt 3,2% (proedpovikd o&v). H enintoon tov pun 6TovouAiK®v KaToyUdTtov 6Tovg 0cdeveig tav
4,3% (devocovpdumn) évavtt 2,5% (proedpovikd o&). Zta 2 £, ot avtictotyot apBpoi ntav 4,1%
évavtt 5,8% yia véa axTivoAoyikd emPefotmpévo omovOvAKa Katdypata Kot 5,3% évavtt 3,8% v
un omovovAikd katdypata. Ta eplocdTepA KATAYLOTO ELPAVIGTNKOY GTOV DTOTANOVGUO TG
oLVEYIoNG TNG Bepameiog e YAVKOKOPTIKOELD.

Iodratpucodc TAnfvoude

Muo perétn povod okéhovg, eaong III, yio v a&loAdynon g amoTEAEGLATIKOTNTOGC, TNG ACPAAELNG
KoL TNG QAPUOKOKIVITIKNG d1eénydn oe mandid pe ortehn ooteoyéveon, nikiag 2 émg 17 etav, 52,3%
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avdpeg, 88,2% Kavkdoiot. Zvvolkd 153 ocvppetréyovreg Adppavay apytkd vrodopo (SC)
devooovpdunn 1 mg/kg, émc 60 mg to péyioto, Kabe 6 unveg emi 36 unveg. EENvta cuppetéyovteg
uetépnoav oe yopnynon doong kabe 3 unvec.

Tov pva 12 tov oyfpatog yopnynong doong kabe 3 unvec, n Letafoin Tov HEGov grayioTmv
tetpayovev (LS) (tumkd opdipa, SE) and v apykn tiun ot Pabuoioyia Z-score BMD tn¢
00QVTKNG Hoipag T omovdvAkng otiAng ntav 1,01 (0,12).

Ta mo cuyvd avemBounTa copPdvta mov avapépdnKay oto oynua yopnynong 60ong Kabs 6 unveg
ntav apBparyia (45,8%), dhyoc oe dxpo (37,9%), ocpuadyia (32,7%) ko vrepacPeotiovpia (32,0%).
YrepacPeotiopio avapépbnke Katd tn ddpkela yopnynong doong kdbe 6 univec (19%) xon kébe 3
punveg (36,7%). ZoPoapa avemBopunto cvppavra vrepacPeotionpiog (13,3%) avaeépbnkav Kotd
dlapketa yopnynong do6omng kabe 3 unvec.

e wa perém enéxtaong (N = 75), mapoatmpndniay cofapd avembounto coufavia
vrepacPeotionpiog (18,5%) katd T didpkela yopnynong doong kabe 3 prvec.

O peléteg teppatioTnKay TpO®PO AOY® TNG EULPAVIGNC CVUPAVTOV ATEMNTIKOV Yia T {on Kol
VOONAELDV GE VOGOKOUEID 0pehdpevev o vrepacPeotionpio (BA. mapdypoaeo 4.2).

Ye pio TOAVKEVTPIKT], TUYOLOTOUNIEVT], OUTAQ TUQAN, EAEYYOLEVT] LLE EIKOVIKO PAPUAKO, TOPAAANA®V
opadwv perétn mov SeEnydn ot 24 modratpikovg aobeveic nikiog 5 éwg 17 TV e 06TEOTOPWOT)
AOY® YAVKOKOPTIKOEW MV, a&loAoynOnKe 1 LETOPOAN ald TNV aPYIKY TIU OTN Z-TIUR TN OOTIKNG
TLKVOTNTAG TNG OGPLIKNG LOipag TNG OTOVOLAIKNG 6TAANG. H acpdAeta kal 1) amoTeAecUATIKOTNTO
dev TEKUNPLOOTKAY, ETOUEVMG 1] VIEVOGOVUAUTT| OEV TTPETEL VO, YPTCLLOTOIEITOL Yol aL T TNV EVOEEN.

O Evponaikdg Opyoaviopog Qopudkmy €xel SOGEL AToALAYT ATd TNV VTOYPEMST] VITOPOANG TV
OTOTELECUATOV TOV PLEAETMV UE TI OEVOGOVUAUTN GE OAEG TIG VTOKOTIYOPIEG TOL TOUSLOTPIKOV
mAnBucpovd 6t Bepameio TG 0GTIKNG OTOAELNG OV GYeTi{eTon e Depomeio AmTOKAEIGUOD TV
OPLOVAV TOL VA0V K(il GE VITOKATIYOPIES TOL TAdlATPIKOD TANBVOUOV NMKING KATM TOV 2 ETOV 6N
Oepamneio T ooteondpwonc. BAéme mapdypapo 4.2 yio TANPoQopieg GYETIKA LE TNV TOUOIOTPIKN
xpnon.

5.2 D opPAKOKIVI TIKEG LOLOTITES
Amoppdonon

Metd and vrodopia yopnynon doong 1,0 mg/kg, mov mpoceyyilel v eykekpuévn doom tv 60 mg, 1
éxBeon Paocer g AUC oy 78% og ovykpion pe v evopAEPLa Yop1ynon oo 310 d0GOA0YIKO
emimedo. ['a o vrodopila 66omn 60 mg, 1 LEYLOTN GLYKEVTP®OT TG 0eVOSOLUAUTNG GTOV 0PpO (Cax)

7oV givar 6 meg/ml (evpog 1-17 meg/ml) onueiwdnke og 10 nuépeg (evpog 2-28 nuéPeg).

Buouetaoynuoatioudg

H devocovpdpnn amoteleiton omokAEIGTIKA 0md apvo&éa Kot voduTdvOpaKkeg OTMG 1| PLGTKN
avocooalpivn kot dev givar mavo va omoPAndel péow unyovicpdv nrotikov petafoAicpov. O
petafoiionds Kot 1) améKKPIoT) TOV AVOHEVETOL VO AkOAO0VON ooV TIg 080VG KABapoNg TV
OVOGOGQULPIVAOV, LE OTOTEAEGLLO T OIAOTOCT TOV GE UKPA TETTIOW KO LELOVOUEVO AUVOEED.

Amofoin

Metd ) Cay, TO ETITESA 0pOD pEIDONKOV UE ¥pOVO Nuicelog {ong 26 nuepmdv (€0pog 6-52 Nuépeg) o€
Stotnua 3 unvev (evpog 1,5-4,5 unveg). 1o mevivia tpia To1g ekato (53%) TV acbevdv dev
OVIVELTNKOV LETPTCIUEG TOGOTNTEG OEVOGOVUAUTNG 6 UVES LETE TN XOPTYNON TOL POPLUAKOV.

Agv mopatnpndnke cuoocmpevon N LETAPOAN TNG POPUAKOKIVITIKNG TNG OEVOGOVLAUTNG LLE TO
TEPAGLLOL TOL YPOVOL KOTA T YOPTYNGCT TOALUTAGY VToddpLv ddcewmv 60 mg o popd kdbe 6 uvec.

H poppokokivntikn g 6VoGouUAUTNG OgV EMNPEAGTNKE OO TO GYNUOTIGULO OEGUEVTIKMV
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OVTICOUATOV £VAVTL TNG SEVOGOVUAUTNG Kol )TAV TAPOHOL0 TOGO GTOVG AvOpPEG OGO KOl OTIG YUVOIKEG.
H niwia (28-87 étn), 1 ouAN Kot 1 Katdotoon g vocou (Younin ootikn nalo 1 ooteondpwon,
KOPKIVOC TOL TPOGTATN 1 TOV LOGTOV) OEV POIVETOL ETIOTG VO EXNPEALOVY GNUAVTIKA TN
(OPLAKOKIVITIKY TNG OEVOGOVUAUTNG.

[MopatnprOnke pio Taon peta&d Tov LVYNAHGTEPOL COUATIKOV BAPOVE Kot TNG YOUNAOTEPTG kBN
Baocel g AUC kot G Cmax. 201000, 1 TaoM vt dev OempnOnke KAvikd onuUovTIKY, EPOGOV Ol
(OPLAKOOVVAIKEG EMOPACELS PACEL TV SEIKTAOV OGTIKNG EVOALAYNG Kl TOV avENcemv g BMD
TaPEUEVAY 1O1EC O LEYAAO EDPOG COLOTIKOV BAPOVG.

CpoppikdtnTo/un ypopuukotnto

Xe HeAETEG KuUAVOEVNS 0OGNG, 1 OEVOCOVUAUTY EXEGEIEE LN YPOUUIKY], 00GOEEQPTOUEVT
(QOPUOKOKIYNTIKY, ME Yo umAdTepT KAOapon o€ VYNAOTEPEG DOGEIC 1| GLUYKEVTIPDGELS, OALG GYEDOV
avaioyn pe tn 66om avénon g Ekbeong Yo docelg 60 mg Kot dvo.

Neppikn dSvcAertovpyio

e o peAET 55 acBevav og S1apopa GTAdN VEPPIKNG AEITOVPYING, SLUTEPIAOUPAVOUEVOVY 0cOEVOY
d eEwvePPIkNn kaBapom, o Pabuog TN veppikng duciertovpyiog dev giye kopio enidpacn ot
QOPLOKOKIVNTIKT TNG OEVOGOVUAUTNC.

"Exntoon tne nmotikne AS1tovpyiog

Agv mpaypatomonie kapio £101kN LEAETN o€ aobeveig e ExTT®ON TNG NTOTIKNG AgrTovpyiag. Xe
YEVIKEC YPOUUEG, TO LOVOKAMVIKG OVTICOUOTH OEV TOUOKPUVOVTOL HEGH UNYOVICUOV NTAUTIKOV
petafoiiopov. H @appokokivntikng g 0EVOGOVUALITNG OV OVOUEVETOL VA ETNPEACTEL O TNV
EKTTMOCT TNG NTOTIKAG AEITOVPYiNG.

Howatpikde TAnbvoudc

To Osvyrti dev Ba mpémel va ypnoonoteitol o TodTptkovs TAnBvcovg (BA. Tapaypapovs 4.2 Kot
5.1).

e wa perémn edong I modatpikdv aclevav pe atedn ooteoyéveon (N = 153), ot péyioteg
GLYKEVTPMGELS TNG OEVOGOVUAUTNG 6TOV 0p0d TTapaTnprOnkay tnv nuépa 10 o€ OAeG TIg NAKLOKEG
opdodes. I'a ta oyuata yopnynong d6ong kabe 3 unveg Kot kébe 6 Pveg, TapatnpnOnKe OTL o1 LEGEC
EMAYLOTEG GLYKEVIPDGELG TNG OEVOGOVUAUTNG GTOV 0pd glvar vymAdTEPES Y10 Todtd nAkiog 11 émg 17
ETMV, eVD Ta Tod1d NAKiag 2 £mG 6 ETMV ElYAV TIG YOUNAOTEPEG LEGES EAGYLOTEG GUYKEVIPDGEILS.

5.3 Mpoxivikd dedopéva Yo TNV 0GQALELN

e peléteg ToEIKOTNTOG EQATAE KOl ETOVOAALPAVOLEVOV dOCEMV GE TBNKOVE cynomolgus, ot 0GELG
devoocovpdumng mov odnynoay oe 100—150 popéc peyarvtepn svotnuotikn £kBeon omd
GULVIGTAOUEVT] avOpOTIVN dOCT deV giyav Kapio ETITTOON 6TV KOPSAyYEWNKT PLGIOAOYia, TV
OVOPIKT M TN YOVOLKEIR YOVILOTNTO, 0VTE TPOKAAESAV E101KT TOEIKOTNTO GE OPYAVA-GTOYOVG.

Agv &xovv mpaypatoromei ot suvnBelg dokipacieg yio v agloAdynon Tov SVVOULIKOD
YOVIS0TOEIKOTNTOG TNG SEVOCOVUAUTNG, EPOGOV TETOLES dOKLUAGTES dev efvar GYETIKES L€ TO
GUYKEKPEVO LOP10. 26TOGO, AOY® TV YOPOKTNPIOTIKOV TNG dEVOGOVUANTNG Bempeital anibBavo va
€YEL OTOL0ONTOTE OLVOUIKO YOVIOOTOEIKOTNTAG.

To kopkivoydvo duvapid e devooovpaumng dev £xel ektiunBel o paxpoypovieg peréteg og Lma.
Ye mporkAvikég puedétec mov deEnydnoav oe knockout movtikia mov otepovvtay 1o RANK 1 t0

RANKL, mapatnpnfnie dtatapoyr] Tov oynUaticplov Aeppadévev oto Euppvo. Emiong, og knockout
novtikwe mov otgpovvtav 10 RANK 1 1o RANKL mapatnprfnke arovcio mtapaymyng yoAaKTog AOYm
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OVOLGTOANG TNG @PILEVENG TOL Halikoy adéva (avAmTuEn KOYWELoEW®VY Kal AOPLaK®V adévav KOTA TN
SLAPKELD TNG EYKVLLOGVVTG).

e pia perémn og mbnKovg cynomolgus 6tovg omoiovg xopnyndnkav d06elg SEVOGOVUAUT KATA TN
d1apKeLo TEPLOSOV TOV IGOSVVOLEL LLE TO TPMTO TPIUNVO TNG EYKLLOGVUVNG TOV 00N yNoov o€ 99 popéc
peyaAvtepn cvotnuatikn ékbeon Pdoet g AUC amd 1 cvvietdpevn avBpomvn d6on (60 mg kabe
6 pnveg), dev vimp&av amodeitels Prafav otn untépa | 6To EUPPLO. Ze ovTr TN PEAET, Ogv
e€etdotniay ot euPpuiKol AepPadEves.

e aAn perétn o€ mBnkovg cynomolgus 6Tovg 0moiovg Katd Tn S1dpKELd TG EYKLUOGVVIG
xopnyndnike devocovpdunn oe d6celg pe 119 popég peyardtepn cvotnpatiky| ékbeon Pacet g AUC
oamd v avBpmmvny d6on (60 mg kabe 6 PNveg), eppavioTnioy avENUEVOL TOKETOL VEKPOV EUPPLOV
KOl LETA-YEVVITIKT BVNo1LOTNTO, LN QLGLOAOYIKN OVATTTUEY TV 0GTMV LLE OMOTEAEGILO TV LELOIEVN
OVTOYN TOV 00TMV, UELMWUEVT ALLOTOINGN, Kot AavOaouévn evbuypappion Tov 60vIidV, amovcio
TEPLPEPIKADOV AEUPAOEVOV, KO LELWUEVT] VEOYVIKT avATTLEN. Agv KOBOPIGTNKE TO EMIMEDO Yo N
TOPATPNON AVETIOOUNTOV EVEPYEIDV Y10, TIC AVOTAPAYMDYIKEC EXOPAGELS. XTN ¥POVIKN TEPI000 6
UNVOV HETA amd TNV YEVVINOT, Ol GALOYEG TOV APOPOVCAY GTO 0GTH amoKATACTAON KAV Kot dgv vIpée
EMOPOOT OTNV AVATOAN TV dovTidV. Opme, o1 EMOPACELS GTOVG AEUPASEVES Kal T AovBacpévn
gvlvypdppion TOV SoVTIAOV TapEUEVAY, KOl EAGYIOTN O LETPLO LETAAAOTOINGT) GE TOALUTAOVG
16TOVG TapoTn P OnKe o€ éva amod ta mepapatdélma (cuoyétion pe ) Oepaneio eivar acapng). Agv
vpéav otoyeia PAGPNG otV UNTépPa TPV 0md TOV TOKETO, AVEMBVUNTO UNTPIKE GVpUPdpaTa
TapatpnonKay ordvia Katd Tov Toketd. H avamtuén tov unTpikdv LooTIK®Y adévov fTav
QLGLOAOYIKN.

Y& TPOKMVIKEG LEAETES TNG TOLOTNTUS TMV 0GTAOV G€ TOKOVG VIO HoKpoypovia Bepameio pe
OEVOCOVUAUTY, LEIMGELS TOV OEIKTMV OCGTIKNG EVOAANYNG CLGYETIOTNKAY LE PEATIOON TN OOTIKNG
OVTOYNG Kal PLUGLOAOYIKT 16TOAOYIM TV 06TAOV. Ta enineda acPectiov eueavicay Tapodikn peimon
Kot Ta enineda mapabopudvng mapodikn avénon oe modnkektounévieg mbnkovg wov Erafav
dEVOGOVUALT.

g apoEVIKA TOVTIKLOL YEVETIKA TPOTOTOMUEV BGTE Vo eKPpalovv to huRANKL (mwovtikie knock-in),
oT0 0moia TPOKANONKE KATayo 6TOV PAOL0, 1 devosovpaunn Kobvotépnaoe v eEapdvion Tov
YOVOPOL KUL TNV OVOKATOGKEDLT TOL TOPOV TOV KATAYLOTOS GE GUYKPLOT| LLE TO PAPUAKO EAEYYOV,
0AAG 1) Brounyaviky avtoyn 0V EXNPEACTNKE APV TIKAL.

Knockout movtikia (BA. Tapdypago 4.6) mov otepovviav 1o RANK 13 to RANKL mapovsiocov
UEIOUEVO COUOTIKO BAPOG, LEWWUEVN OVATTUEN TV 0GTAOV KOL U1 OVOTOAN TOV 0OVTIOV. X
VEOYEVVIITOVG apovpaiovg, 1 avactoAn tov RANKL (otoyoc g Oepaneiog e devocovpdumn) pe
VYNAEG 0OGELG TEYVNTIG 0GTEOTPOTEYEPIVIG GUVIEdENEVTS oTo popto Fe (OPG-Fe) cuoyetiotnke pe
OVOOTOAN TNG AVATTLENG TV 00TMOV KOl TNG OVATOANG TOV dOVIIOV. L€ AVTO TO LOVTELD Ol OAANYEG
NTAV PEPIKADG AVASTPEYILES OTOV SIAKOTNKE 1) xopNynon d0cemv avactoréwv Tov RANKL. Eonfa
TpmTeEVOVTA ONANCTIKA oTO Omoia YopnynOnke devosovpdunn og docelg 27 kat 150 popég
peyorvtepeg (10 kar 50 mg/kg) amd v KAWVIKY €KkBeom lEAVIcAY U1 LUGIOAOYIKES OVENTIKEG
mAdkec. Emopévag, n Oepameio pe 0eVOGOLUAUTT UIopEl VO LELMGEL TNV avATTLEN TOV 0GTMV 6T
ToLd18 PE OVOIKTES OLENTIKEG TAGKEG KO VO OVAIGTEIAEL TNV OVATOAT TV OVTIADV.

6. OAPMAKEYTIKEXZ TAHPO®OPIEX
6.1 Koataloyog ekdéymv

O&wko 0&v, yoypd™*

Yopo&eidio tov vatpiov (yia pHOpion tov pH)*
YopPrroin (E420)

[olvcopPikod 20
"Ydmp yio evéoia
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* To 0&d puOeTIKd Stddvpa oynpatiletot pe v avipeEn o&ikod 0&éog pe vépoeidio Tov
vatpiov.

6.2 AovpfatotnTeg

EMelyet pedhetdv oyetikd pe 1 cupufatodtnTa, T0 TopoOV QUPLUKEVTIKO TPOIdV 08V TPETEL VAL
OVOUELYVOETOL UE GAND POPLOKEVTIKA TPOTOVTOL.

6.3 Avdpkerla Lomg
2 xpovia.

E@pdoov Byet amd 1o yoyeio, o Osvyrti umopei vo puAdocetal o€ Ogppokpacio dopatiov (uéypt 25°C)
v Sdotnpa €mg 30 nuépeg otov apyikd mepiéktr. [lpénel va ypnoponomOel evidg Tov S0GTALATOG
tv 30 nuepdV.

6.4 Iowitepeg TPOPULLAEELS KOTA TNV PVAAEN TOV TTPOIGVTOG

dvrdaooete og yoyeio (2°C — 8°C).
Mnv KatoyoyeTe.
DVAAGGETE TNV TPOYEUICHEVT] GUPLYYQ GTO EEMTEPIKO KOVTL Y10l VO, TPOGTOTEVETL GO TO PG,

6.5 ®YHon Kol GLOTATIKA TOV TEPLEKTN

"Eva ml d10A00T0C 6€ TPOYELGUEVT GUPTYYO UIOG (PTIONG Ao YuaAl Tomov | pe feddva amod
avo&eidmto atodh dwapéTpov 27 G, pe unyavicpd Kaioyng Perdvac.

2VoKELOGIN TNG MOG TPOYEMUGUEVIC GUPLYYOS, LE KOWEAN (TPOYELUGLEVT] GUPLYYO LE UNYOVIGHLO
KéAvymc Berdvoc).

Mmropel va unv KukAo@opovV OAEG 01 GLOKEVAGIES.
6.6 Iowitepeg TPOPULLAEELS amOpPIYNG KOL AALOG YEIPIGNOG

o TIlpw amd tn yopnynom, To ddAvpa Tpémel vo EAEYYETOL OTTIKA. MnV ¥pNGUYLOTOIEITE TO dLOAV L
€QV TTEPLEYEL COUATIOW, EIVOAL VEQELDOES 1| ATOYPOUOTIGUEVO.

e  Mnv avakiveite.

e [ va amopiyete tn dvoeopia otn BEon Eveong, APNOTE TNV TPOYEUIGUEVT] GUPLYYO VO PTACEL
oe Beppoxpacio dwpatiov (pLExpt 25°C) mptv amd TNV £veon Kot £YX0OTE apydL.

o  Eyydote 60 10 MEPIEXOUEVO TNG TPOYEUICUEVIC GOPLYYOS,

Ka0e aypnoiponointo eappokentikd mpoiov 1 VTOAEILILO TPEMEL VO OTOPPITTETOL COLPOVO LE TIC
KOTO TOTOVG 10 HOVGEG OYETIKEG SLOTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona

Iomavia

8. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX
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EU/1/25/1922/002 - 1 mpoysuopévn cvpryya.

9. HMEPOMHNIA IIPQTHE E'KPIXHYX/ANANEQYHYX THX AAEIAX

Hupepounvia tpmg £ykprong: 26 Mduog 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoPopieg Yio T0 TOPOV PUPUOKEVLTIKO TPOioV gival S100éaiueg Tov S1KTVAKO TOTO
tov Evpanaikov Opyaviopod Oopudkmv: https://www.ema.europa.eu.
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ITAPAPTHMA 11
ITAPAXKEYAXTHX(EY) THX (TQN) BIOAOT'TKQX APAXTIKHX(QN)
OYXIAX(QN) KAI TAPAXKEYAXTHX(EX) YHIHEYOYNOX(OI) I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN
OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI'H IIEPIOPIEMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. HMAPAXKEYAXTH(EX) THX BIOAOTI'IKQX APAXTIKHX OYXIAX KAI
ITAPAXKEYAXTH(EY) YHEYOYNOX() I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

Ovopa kat d1evbvvon tov(tev) tapackevact(®v) tne(twv) Brodoyikdg dpaotikne(dv) ovoiog(mv)

Intas Pharmaceuticals Limited
Plot No. 423 /P A
Gidc Sarkhej Moraiya

382213
Ivdia

Ovopa xat dievfuvon tov(twv) TopackevostH(®V) TOL gival VTevHuVoL Yo TV ATOOEGUEVCT TV
TaPTIdV

Accord Healthcare Polska Sp. z.0.0.
Ul. Lutomierska 50, 95-200,
Pabianice, ITohovia

Accord Healthcare Single Member S.A.,
64th Km National Road Athens Lamia,
Schimatari, 32009, EAAGSa

To évtumo POAAO 0OMYLDV ¥PNGNG TOL POPHAKEVTIKOD TPOIOVTOG TPETEL VO OVOPEPEL TO
ovopa kol T 61evhuveT TOL TAPUCKEVAGTH TOL Eval VTEVOVVOS Y10 TNV ATOGEGUEVTT) TG
GYETIKNG TAPTIOOC.

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

DoppoKeLTIKO TPOTOV Y10 TO OTOI0 AMUITEITAL LUTPIKT CLUVTOYT.

T. AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0£cg1g meprodknc mapakorovdnong g acedaielas (PSURS)

Ot amaitioelg yuo v vroPoAr twv PSURS yia to ev Adym pappoakeutikd tpoidv opifoviar otov
KaTdAoyo pe Tig nuepounvieg avagopdg g Evoong (katdioyoc EURD) mov topatifetal oty
napdypaeo 7, tov apBpov 107y, tng odnyiag 2001/83/EK kot kaOe erakoiovdng emkaipomroinong
OT®G ONUOGIEVETAL GTIV EVPMOTATKT] SIKTLOAKT] TUAT Y10l TO POAPHLOKAL.

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

. Y00 owayeiprong Kivovvov (ZAK)

O Kdroyog Adetag Kvkiopopiag (KAK) Ba dieEaydyet Tig amattodpeveg Spactnplotnteg Kot
TOPEUPACELS PAPUOKOETOYPVTVIOTG OTT(C Tapovoidlovtal ato cupeavniéy XAK mov tapovcidletal
omv evotnta 1.8.2 g ddelog KukAoPopiog Kot 0o1eGONTOTE EMOKOAOVOES EYKEKPIUEVEG
avabempnoelg tov ZAK.

‘Eva emkaiporomuévo XAK Oa wpémnel va katotedei:
e puetd and aitnpa tov Evpaonaikod opyavicpov Oapuiakoy,
® OTOTEONTTOTE TPOTOTOLEITAL TO GOLOTILLO SAYEIPIONG KIVOVUVOL, EOIKA (O OTOTELEC O AYNG
VE®V TANPOPOPIDOV TOV HITOPOVV VO EMPEPOVLY CLUAVTIKT GAAAYT OTI GYECT] 0PEALOVC-
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KIvOUVOL 1 G ATOTELEGHA TNG EMTEVENG EVOG OTLLAVTIKOD OPOGTIHOV ((POPLOKOETOYpOTVI|ON
N elayrotomoinemn Kivdvvov).

. EmnpdécOeta pétpa ehoyrotomoinons Kivovvou

O KAK 6a dacealicel 6t1 Ba BEcel o8 160 KAPTO LIEVOVUIONC Y10 TOV ACOEVT] GYETIKA LLE TNV
00GTEOVEKPMOT) TNG YVAOoL.
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ITAPAPTHMA IIT

EINNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIZ ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI IPO'EMIZEMENHX XYPIITAX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Osvyrti 60 mg gvécipo S1dAVO GE TPOYEUIOUEVT CLPLYYA
dEVOCOVUAUTN

[2. LYNGOEXIH XE APAXTIKH(EX) OYZIA(EX)

[poyepopuévn ovpryya tov 1 ml mov wepiéyel 60 mg devocovpaunn (60 mg/ml).

| 3. KATAAOI'OX EKAOXQN

O&w6 o0&, Youypo, vOPo&eidio Tov vatpiov, copPrroin (E420), molvcopPucod 20, vVdwp yia
EVECILOL.

| 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoipo odAvpa
Mio, TpOyELGUEVT] GUPLYYO LLE QVTOUATO UNYOVIGHO KAAvyNG PeAdvaC.
Mia mpoyepopévn copryya.

5. TPOIOZ KAI OAOX(OI) XOPHTHZHE

Ymooopio yprion.

Inpovtiko: S10pdote To UAAO 00MNYIDV TPV ATO TOV YEPICUO TNG TPOYEUGUEVS
GUPLYYOG.

Mnv avokwveite.

Awpacte T0 QUALO 0ONYIOV ¥PNONG TPLV OO T XPNOT.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetar o€ 0éom, TV onoia dev PAETOLY Kot dev TPooeyyilovy Ta TOdd.

[ 7. AAAH(EZ) EIAIKH(EX) DIPOEIAOIIOIHZH(EIL), EAN EINAI ADAPAITHTH(EY) |
| 8. HMEPOMHNIA AHEHEX |
EXP

B EIAIKEX ZYNOHKEYX ®YAAEHX

dvAdooete og yoyeio.
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Mnv katoyOyeTe.
Kpamote v mpoysioévn cvptyya 6to eEmTEPIKO KOLTL Y10 VO TPOGTATEVETAL OO TO

Pwg.

10. TAIAITEPEX IPO®YAAEEIX I'A THN AITIOPPIYH TQN MH
XPHZIMOITIOIHOENTON ®APMAKEYTIKOQN IMPOIONTOQN 'H TQN
YIIOAEIMMATON IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITIAITEITAI

| 11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Iomavia

| 12.

APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/25/1922/002

[ 13.

APIGMOZX MMAPTIAAX<, XTOIXEIA AOTH KAI KQAIKOI ITIPOIONTOX>

Lot

| 14.

I'ENIKH KATATAZH I'lA TH ATAGEXH

| 15.

OAHT'TEX XPHXHX

| 16.

IHAHPO®OPIEX XE BRAILLE

Osvyrti

17.

MONAAIKOX ANATNQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A160106T0TOG YPOUR®TOS KMdIKAS (2D) Tov pépet Tov TEPIANPOEVTO LOVOITKO aVayVOPLOTIKO KOOTKO.

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

PC

SN

NN
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EAAXIXTEX ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

HPOI'EMIZEMENH XYPIITA XE XYXKEYAXIA KYYEAHX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Osvyrti 60 mg éveon

dEVOCOVUAUTN

[ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
Accord

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZX IMMAPTIAAX<, X TOIXEIA AOTH KAI KQAIKOI TIPOIONTOX>
Lot

5. AAAA XTOIXEIA

SC

Hpepounvia enopevng éveong
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX

ETIKETA IPO'EMIXMENHX XYPIITAX

[ 1. ONOMAZXIA TOY ®APMAKEYTIKOY IIPOIONTOX KAI OAOX(OI) XOPHIHZHE |
Osvyrti 60 mg éveon

dEVOGOLUAUTN

SC

| 2. TPOIIOX XOPHIHZHE |
| 3. HMEPOMHNIA AHEHX |
EXP

| 4. APIOMOZX IAPTIAAZ<, ETOIXEIA AOTH KAI KQAIKOI MPOIONTOX>

Lot

| 5. MEPIEXOMENO KATA BAPOX, KAT' OFKO 'H KATA MONAAA

1 ml

6. AAAA XTOIXEIA
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KEIMENO XTHN KAPTA YIIENOYMIXHX (reprhoppfavetar 611 6V6KELUGIN)

Osvyrti 60 mg éveon

dEVOGOLUAUTN
accord
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B. ®YAAO OAHI'TQN XPHXHX
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@viro ooV ypiong: IIAnpogopiss yro Tov yprjotn

Osvyrti 60 mg evéoipo S1GAVN0 OE TPOYEPIGUEVT GUPLYYO.
OEVOGOLUAUT

vTo 0approko ovtd TeELEl LTO CLUTAN POUATIKY TOPaKOAOVONGOT. AVt Ba emTpéyel TO Ypryopo
TPOGOLOPICUO VEDV TANPOPOPLDY acPaAelaG. Mropeite va fondnoete pécm g avapopdg mavov
AVETOVUNTOV EVEPYELDY TTOL EVOEXOUEVMG TTopovatalete. BA. Téhog e mapaypdeov 4 yio Tov TpOmo
avaQopdg avemBOHUNT®V EVEPYELDV.

AP aoTE TPOGEKTIKG 0AOKANPO TO QVALO 0ONYLOV PN OIS TPLVUPYIGETE VU PN CLUOTOLEITE AVTO

T0 PAPRUKO, OLOTL TEPLAGUPAVEL CNUAVTIKES TANPOPOPIES Y10 UG,

- DuidEte avtd TO EUALO 0dNYIDV XpNons. Tows ypetaotel va to dwfdacete Eavda.

- Edv éxete meportépw amopieg, p@TNOTE TOV Y1OTPO 1 TOV PAPHOKOTOL) GOC.

- H ocvvtayn yio ovtd 10 edppoko xopnyndnke amokAelotikd yio oag. Agv Tpémel vo SMGETE TO
@appako og AGAAovG. Mmopel va Tovg TPoKaAEGEL PAAPT], (KOO KOl OTOV TO GUUTTOLOTO, TG
000éveldG Toug elval 101 e T 1K GO,

- Edv mapatnproete kdmoto avemBOUnT EVEPYELD, EVILEPDCTE TOV Y1ATPO, 1] TOV PUPLAKOTOLO
60G. AT 1oyveL Kot Yo, kKiBe mhovi avemBOUNTN EVEPYELX TOV OEV OVOPEPETOL GTO TAPOV
@OALO oONyL®V Ypione. BAéme mapdypapo 4.

- O ywTpog oag B Gog ddoeL o kapto vIevBVLLIOTS Yo TOV acBevr|, 1| omola TEPLEYEL
OMNUOVTIKEG TANPOPOPIEG VIO TNV AGPAAELD, TIG OTOlEG TPEMEL VO, YVOPILETE TPV KOl KOTA TN
dwbpkera g Bepoameiog cog e To Osvyrti.

T ePLEYEL TO TAPOV QVAAO 00N YLOV:

T1 etvan o Osvyrti ko ol gtvo 1) xpromn Tov

T pémel va yvopilete Tpwv ypnoiponocete to Osvyrti
I1dg va ypnoyonomoete to Osvyrti

[MBavég avemBounteg evépyeteg

ITog va puidccete to Osvyrti

ITepieydpeva ¢ cuokevaciag Kot Aouég TANPoPopleg

Sk v

1. T givar To Osvyrti kon Towa givar n ypRon Tov
T givan 10 Osvyrti kot wowa gival 1 yp1o1 Tov

To Osvyrti Tepiéyel SevOSOVUAUTN, Hio TPOTEIVY (LOVOKAOVIKS avTicoua) mov TapepuPaivel ot
dpaon piag GAANG Tp@TEIVIG, Yio T Oepameio TG 0GTIKNG OTOAELNG KO TG 06TEOTOpmANS. H
Oepaneio pe Osvyrti KAVEL TAL 00TA O AVOEKTIKA Kot LELMVEL TNV TOAVOTNTO ELPAVIONG KATOYUATOV.

Ta ootd givat évag {ovTovog 16TOG OV avavedVeTal cuveY®S. Ta oleTpoydva, fonbovv otn dwotpnon
NG LYELOG TV 06TOV. METH TNV EUUNVOTAVOT, T ETITESN TOV OIGTPOYOVAOV LEIDVOVTOL YEYOVOS TOV
UTOpEl VoL KAVEL T0 06TA AETTA Kol e0Bpavota. Avtd propel TeEMKE vo 00N yNoeL 6€ o TaBNon oV
ovopaletor ooteomdpmwon. H octeomdpmon pmopet eniong va epeavictel oe dvopeg Aoy evog
aptOpod aITIOV TOV GUUTEPIAAUPAVOLY TN YNPOVOT) KOUT| TO YOUNAL ETimEda TG AVOPIKNG OPUOVIG,
TEGTOOTEPOVIG. Mmopel emiong va gppaviotel oe aoBevei mov Aapfdvovy yAvkokoptikogldn. [ToArol
000eVElC TOV TAGYOLY UO 0GTEOTOPWOOT EV EYOVV GUUTTMLATO, OALL KIVOLVEDOLY TOPOAD ALTE VoL
VTOGTOVV KATAYLLO, KUPI®E 6T 6TOVOVAIKT GTHAN, OTO 1GYI0L KOl GTOVG KAPTOVG.

O1 xe1povpyIKéc EMEUPAGELG 1 TAL PAPLLOKE TTOV AVOGTEALOLY TNV TOPAYWYT OIGTPOYOVAOV 1|
TEGTOGTEPOVIG KOl PN GLHoTolovvTaL Yia. Tn Oeparneio acbevav pe Kapkivo Tov Hastov 1§ Tov
TPOGTATN UTOPOVV EMIONG VA TPOKOAEGOVY OGTIKY andAEL. Ta 06Td yivovtol o addvouo Kot omdve
O EVKOAL.
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owa givar n ypfon Tov Osvyrti

To Osvyrti ypnowonoteiton yio T Oepameio:

. TG OGTEOTOPMGCTNC G YUVOIKEG LETA TNV EUUNVOTOVGT] (LLETEUUTVOTOVCIOKEG), KOl GE GVOPEG
OV £YOLV AVENIEVO KIVOLVO KOTAYUATOS (OTAGILO TV 0GTMV) LEIDVOVTOG TOV Kivouvo
KOTOYLATOV TNG GTOVOVAIKNG GTHANG, UN-CTOVOLAMK®OV KATOYUATOV Kol KATOYUATMOV TOV

woyiov.

. TNG OGTIKNG ATMOAELNG TOV TPOKOAEITAL OO TN HUEIMOT TV EMTESOV OPUOVAV (TEGTOGTEPOVNG)
1 0moi0 OPEIAETAL GE YEPOVPYIKN 1 PUPUAKEVTIKTY Beparneio o€ acbeveig pe Kapkivo Tov
TPOGTATY.

. TNG OOTIKNG ATMOAELNG TOV TPOKOAEITAL QIO LLOKPOYPOVIL Oy®YN| LLE YAVKOKOPTIKOELDY| OE

aoBeveic mov Tapovstalovy avENpévo Kivouvo KaTAYHOTOC.

2. T apéner va yvopilete mpiv ypnoponomjcete To Osvyrti
Mnyv ypnoiponomoeete 10 Osvyrti

. av &xete younAd enineda acPeotiov oto aipa (VracBeoTionpia).
. o€ mepintwon aAdepyiog 6T 0EVOGOLUAUTT 1 6€ 00100 TOTE GALO OO TOL GVGTUTIKA CLTOV
TOL QUPUAKOL (aVaPEPOVTAL BTNV TOPAYPUPO 6).

I[Ipogidomon|oelg Ko TPOPLAGEELS
Amevfuvbeite 6TOV Y1I0TPO M TOV POPUAKOTOLO GOG TPV ¥pnoiponomoete to Osvyrti.

Kotd to didotnua mov Aapfavete Osvyrti pmopei va Topovctdoete LOAVVGT GTO SEPUA LE
CUUTTOUOTO OTIMS 01N, EpVOPOTNTA TOL FEPHOTOC, CLYVOTEPO, GTIV TEPLOYN TOV TOS10V, TOV
ovvodeveTol and aichnua kavoov Kot evaistnecio (kutTapitidn), Kot TOAVOV 0O GUUTTOUTO
mopeTov. [TopakodeioTe vo EVILEPDOGETE TOV YLOTPO GUG UPECHOG EAV TOPOVCIACETE OTOLOONTOTE A0
VT TOL COUTTAOUATA.

Oa mpénet emiong va Aapupdvete copuminpopata aceotiov ko frrapivng D yia 6co didotnpa
naipvete Osvyrti. Avtd givar Kt mov Ba cuintoeTe e ToV Y1Tpo GO,

Mmopet va £xete yaunAd enineda acPeotiov oto aipa cag evocm AapPavete Osvyrti. [lapakaieiote
VO EVI|LEPMOETE TOV Y1OTPO GG UUESHOC EAV TOPATNPTCETE OTOLOINTOTE ATTO TO, AKOAOLOW,
CUUTTMOUOTO: OTAGHOVE, CVOTAGELS, 1| KPAUTES GTOVG UWOEC GO, KOV LODOOGUO, 1] MOPUYKIAGILO
OTO OGYTUAL TV XEPLOV, GTA SAYTLAN TOV TOSIMV 1} YOP® amd TO GTOUN GOG, KOV ETANTTIKEG
KpioeLg, oVYYLOoT, 1| ATMAELD TNG GLUVEIONOMG.

E&apetikd yopnAd enineda aoPestion TOV 00NYNCAV GE EIGAYMYN GTO VOGOKOUEID KO OKOLLOL KoL
avTdpdoelc ameinTkcég yio ) {on £xovv avaeepbel o€ omdvieg TepmT®GCELS. (2G ek TOVTOV, TPV OO
™ Ay KB dOoMG Kot 6Tovg 0iebeveic e Tpodidbeon yia vracPeoTionpio vioc 600 efdouddmv
HETE TN ANyM NG apyIKng doomg, Ba eAéyyovtal ta enineda acPfeotiov oto aipa cog (Léow eEétaong
aipoTog).

Evnuepdote tov yatpd cog edv Exete M elyate moté cofapd mpofANLATA GTOVS VEQPPOVS, VEPPIKN
avemdpKelo 1 av ypeldotnke va vwoPfinbeite oe apokdBbapon, | av Aappdvete eappoka wov
ATOKAAOVVTOL YAVKOKOPTIKOEWT (Ontwg mtpedvilorovn 1| de€apeBalovn),yeyovota mov propel va
av&noovy Tov Kivouvo gReaviong YapnA®y emmédmv acBectiov 6To aipa ov dgv Aaupdvete
cuoumAnpopote ocpecstiov.

HpofAuata cto otéua, ota dovria 1 ot yvébo

Mio mapevépyela Tov Aéyetal ooteovékpmaon e yvabov (ONI) (BAGPN Tov 06tod TG Yvabov) éxel
avapepbel omaving (umopel va emnpedlel éog 1 otovg 1.000 avBpmdmovc) ce acbeveic mov Aapfdvovy
Osvyrti yio v ooteondpwon. O kivovvog g ONIT av&dvetatl og acbeveic mov Aappdvovy Bepamneio,
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v TOAV kapo (Umopel va emnpedoet péxpt 1 ota 200 dtopa edv Aappdvovy Bepaneia yio 10 ypdvia).
H ONI" propet eniong va epeavictel Kot LeTd T dtakonn g Oepaneiag. Eivor onuovtikd va
npoonadnoete va Tpordfete v eueavion tng ONI kabmg pmopel va eival pio ETMOLVY KOTAGTAON
Kot pwopet va glvan dVokoAn va Bepanevtel. I'a va peidoete Tov kivouvvo gpepavions e ONT, AdPete
TIC TOPOKAT® TPOPLAAEELS:

[pwv AGPete Oepameio, EvUEPDSTE TOV YIATPO 1] TOV VOGOKOUO GoG (emayyeluatiog vyeiag) edv:

o €xete TPOPANLOTA LE TO OTOUA 1) TO OOVTIO GOG OTMG KOKT GTOLOTIKY VYLEWVT], OVAITION 1)
TPOYPUUUATIGUEVT eEaymYT] 03OVTMV.

. dev AapPdvete TOKTIKT 000VTIHTPIKT @PovTida N dev Exete AdPel odovtiaTpiky| eE€Taon Yo
UEYHOAO YPOVIKO SLAGTN L.

o glote kamvioT¢ (Kabmdg avtd umopei va awénoet Tov Kivouvo TV 0d0VTIHTPIK®Y
TPOPANUATOV).

o &xete mponyovpévag Aafet Bepaneio pe dSupwopovikd (xpnoyorolovvtal yio T Bepameio 1 ™
TPOANYT OCTIKMOV O10TUPAYDV).

. AapBavete KopTikootePoeldn (0nwe tn mpedvilordvn i ™ de€apebalovn).

. €yete KopKivo.

O ywtpdg cag propel va cog {ntoet va eEetacteite omd odovtiatpo mpv Egkvioete tn Bepameia pe
Osvyrti.

Kotd ™ didpketa g Oepaneiog, Oo mpémet va dtatnpeite KOAN GTOUOATIKT VYIEWVT Kot Vo, VTOPAAAECTE
o€ TakTIKEG 0dovTloTpikés eEetdoeic. Eqv popdte teyvnt) odovtoatoyio Oa mpénet va Pefaiwbeite 6T
epopuolel cwotd. Av vropdilecte og odovtiatpikn Oepameio ) Tpdkettor va vroPfAndeite o
000VTIOTPIKT] YELPOVPYIKT eXEUPaON (7). EEAYDYEC 00OVTWOV), EVILEPDGTE TOV YIATPO OO KOL TEITE
otov 0d0vTiaTpd cog 0Tt Aappavete Osvyrti.

Emkowvemviote e Tov ylotpo Kot ToV 000VTIOTPO GO AIEGMG OV TOUPOVGLAGETE OTOLNONTOTE
TPOPANLOTA LE TO GTOUA N} TO dOVTIA OTT®G YOAAPE dOVTIa, TOVO 1| TPNEWO, 1| U1 ETOVAMOT] TANYOV 1
exkpicewv, kabdg avtd pmopel va givor onueio g ONT'.

Mn cuvOn katdyuata Tov unplaiov 06To0

Kdémoor aoBeveig £yovv gppavicel un ocuvindn KoTdypuato Tov unpleiov 06Tod Kotd T StdpKeLn TNG
Oepamneiog pe Osvyrti. EmukotvavinoTte e Tov y1aTpd 60¢ v VidoeTe vEo 1| acuviiB1oTo TOVO GTO 16Y10
cag, otn fovfrvikn xdpa 1 6TO UNPO GO,

Howowd xon £pnpor

To Osvyrti dev Ba Tpémel va ypnopomoteitan o Toudld Kot pNPovg nikiag Kot tov 18 etdv.
Ao @appoxa kol Osvyrti

Evnuepdote Tov yatpd 1 10V @opUaKOTOl0 oag 6V maipvete, £xeTe TpOGPOTA TAPEL 1) puwopel va
nhpete AAAO Qappaka. Eival dlaitepo onUavTIKO Vo EVILEPMGETE TOV YIUTPO 0aG AV Taipvete AGALO
QAPUOKO TOV TEPLEYEL OEVOGOVUALLTN.

Agv mpénel vo mapete Osvyrti poll pe GAA0 PAPLOKO TO OTTOI0 TEPLEYEL OEVOGOVLALTY.

Kinon, 0nhaopdég ko yovipotnra

To Osvyrti dev éxel dokipaotel oe €ykvove. Eivol onuaviikd vo eviiepdoETE TOV Y10TpO GO €AV €i0TE
éykvoc, vopilete 0T umopel va glote £ykvog N oxedialete vo amoktoete modi. H yprion tov Osvyrti
dev ouviotaton av iote £ykvoc. Ot yuvaikeg avamapayykng nikiog Bo Tpémel va xpnoLonotovy

OTOTEAEGATIKEG PLeBOOOVE avTIGOAANYNG KaTd TO dtdotnia Bepameiog pe Osvyrti Kot yio
TOVAQYLoTOV 5 Unveg petd ) dtokomn e Bepameiog pe to Osvyrti.
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Av petvete éykvog Katd T dudpkela g Oepaneiog pe Osvyrti 1 6€ S1doTNHO LIKPOTEPO TOV 5 UNVOV
petd t dwokomn g Oepameiog pe to Osvyrti, TAPAKAAEISTE VO EVILLEPDGETE TOV YIOTPO GOG,.

Agv gtvor yvwotd edv to Osvyrti amekkpiveTor oto untpkod yoia. Etvor onuovtikd va evnuepmoete
ToV Yutpo oag eav Onidlete | oxeddlete va OnAdoete. O yotpog cag Ba cog fondnoet va
anopacicete edv Ba dtakdyete To OnAacud 1| Bepaneio pe Osvyrti Aappdvovtog vtoyn 1o dperog
ToV ONAacpod Yo To Toudi Kot To 6@eA0g Tov Osvyrti yio T UNTéEPaL.

Av Oniélete katd T ddpkela TG Bepaneiag e Osvyrti, TOPAKOAEIGTE VO EVI|LEPMDGCETE TOV YLUTPO
oG,

ZnNToTE TN GLUPOLAT TOV YITPOD 1] TOL PUPLAKOTOLOD GOG TPLY TAPETE OTOLOONTOTE PAPLLOKO.
00nyNoN Kot XEPLGUOS PNYUVIILATOV

To Osvyrti dev €xet kapio 1 £xel ACHHOVTN EXIOPACT GTIV IKAVOTNTO 031 YNONG KOl YEIPIGHLOD
UNYOVTULETOV.

To Osvyrti mepréyer copfrroin
To pappako avtd mepiéyel 46 mg copPiroing o kKabe ml dredvpatog.
To Osvyrti wepiéyel molvcopPuco 20

Av16 10 papuaxo mepiéyetl 0,1 mg moivcopPikov 20 oe kibe mpoyepopévn ovpryya tov 1 ml. Ta
TOAVGOPPIKA UTOPEL VO TPOKAAEGOVY AAEPYIKES avTIdpdoels. Evnuepdote Tov 10tpd Gag eav £xete
YVOOTEG aAlEPYiES.

To Osvyrti mepiéyer varpro

To pdappaxo avtd mepiéyel Myotepo and 1 mmol vatpiov (23 mg) ava 60 mg, ivat avtd mov
ovopalovpe «elevbepo vatpiovy.

3. [log va ypnopomonjcere To Osvyrti

H ocuvictouevn 66on lvar pia Tpoyepicuévn ooptyya tov 60 mg yopnyoOUEVN Lid opd KAOe

6 pnveg pe epdma vrodopla Eveon (Katw amd To dépua). Ta kaAdtepa onueia Yo Vo KAVETE EVEDT
elval T0 EMAVED HEPOC TOV UNPAOV GOG KOl 1] KOIAMOKN ¥Dpa. AV oG KAVEL TNV £VEST] KATO10G AAAOG
umopel emiong va pNOLLOTOMGEL TNV EEOTEPIKT TAELPE TV UTpdTo®V cag. uppovAievteite Tov
YTPO COG GYETIKA e TV nuepounvia yo pia mhoavn enduevn éveon. Kdbe cvokevacio Osvyrti
TEPIEYEL IO OTTOKOAAOVUEVT ETIKETO, 1 OTTO10L Popel va apatpedel amd tnv KuywéAN Kot va
xpnoomon el yio va Kpatdte apyelo pe TIg NUEPOUNVIES TOV ETOUEVOV EVECEMV.

Oa wpénel emiong va Aapupdvete copmAnpopata acfecstiov kot frrapivng D yio 660 didotua
naipvete Osvyrti. O yuotpog cag 0a 1o cvlnioet avtd pali cag.

O ywtpdg cag evoyetal va amopaciocet 6Tt Ba frav Kardtepo va kdvete Tnv Eveon tov Osvyrti €oeglg
01 10101 1 10 dtopo mov cag Ppovtilel. O yoTpog 1 kdmolog enayyeipatiog vyeiog Oa deiovv og oag 1
070 ATopo oV Gag PPovTilel TG va kdvete Tnv veon tov Osvyrti. [a TepiocdTepes 00nYies oyeTIKd

pe v éveon tov Osvyrti, S1BAGTE TN GYETIKN EVOTNTA GTO TEAOG TOL TAPOVTOS PVAALOL 0INYIDV.

Mnyv avaxwveite.
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Eav Egyaoete va yproiporomicete To Osvyrti

Edv Egydoete kbmowa d6om tov Osvyrti, 1 éveon wpémet va Yivel To GLVTORATEPO OLVOTO. XN
GULVEYELN, Ol EVEGELG TTPEMEL VoL TpoypappoTilovtan kébe 6 unveg amd tnv nuepounvio tng TeEAgLTALNG
éveong.

Edav ctapaticete va ypnoponoreite to Osvyrti

I"a va amoxopicete to peyolvtepo dvvatd 6@erog amd 1 Bepaneio ocag ot peimon Tov Kivdhvou
KOTOYRATOV, gival onuovtikd va ypnoiponoteite to Osvyrti yio 0G0 S1AGTNIO GOG TO GLUVTAYOYPAPEL O
ywTpdg cag. Mnv dakdyete ) Bepaneia cog yopPIG Vo ETIKOWVOVIGETE LE TOV YIOTPO GOG.

4. IMBavég avemBOUNTEG EVEPYELES

Onwg 6la Ta pappoKa, £T61 Kol aVTO TO PAPUAKO UTOPEL VO TPOKAAECEL OVETIOVUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALOVTOL GE OAOVE TOVG AvOpMTOC.

Oy ovyvd, acBeveic mov Aapfdavovy Osvyrti pmopel va epeavicovy depuatikég Aoméetg (kupimg
KutTopition). Eviuep@dote ToV Y10Tpo 605 APUEGOS OV TUPOVGIICETE KATOLN 0to T, akOA0LOa
CLUUTTOUOTO EVO Ppiokecte og aymyn pe Osvyrti: epuBpdTnTa Kot 0101 e TOL dEPHATOG, GUYVOTEPO.
OTNV MEPLOYTN TOL TOI10V, TOL GVVOIEVETOL OO AicON O Kavoov Kot gvaistnoia kot mavov amd
GUUTTOUOTO TUPETOV.

Yraving, acleveic mov Aappdvovy Osvyrti pmopovv va avartd&ovy Tovo 6To 6ToUa Ko/ otr yvado,
oldnpa 1 PN EMOVA®GN TOV TANYDV 6TO GTOHO 1) 6T YVEB0, £KKploT, Lovdtacua 1 aicOnua Bdpovg
o yvébo, 1 yoldpwaon evog 6ovtiod. Avtd pmopei va givar onueia PAGPNC Tov 06100 0N YVABO
(ooteovékpmon). Evipuep®ate Tov Y10TpO 605 KOL TOV 000VTINTPO 60 APEGMOS EAV TAPOVGLAGETE
TETOL0 CLUTTAONATO EVOC® giloTe o€ Bepaneia pe Osvyrti | petd  dwakonn g Bepaneiog cog.

Yroving, acleveic mov Aappdvovy Osvyrti pmopovv va Exouv yapnAd eninedo 0oPecTiov 61O aifo
(vracPeotioipia). ZUUTTOUOTO TEPIAAUPAVOVY GTAGLOVS, CUOTAGELS 1] KPAUTES GTOVG HOEG GOG KAL)
LOLSIOGHO ] LUPUYKLOGLOL GTO OGYTUAL TOV YEPLDV, TOV TOJMV GO 1 YOP® OO TO GTOLO GOG KOUTN
EMUMATIKEG KPIGELS, cUYYLON, 1 amdAEln cuveidnong. Edv kdmolo amd avtd 1oydel Yo €60C,
EVIIUEPDGTE TOV YIOTPO 60g apéoms. Ta younid enineda acPeotiov oto aipa prnopei eniong va

001 YNOOLV GE Lt OAAXYT TOL Kapdiakoh puBpov mov ovopdletor Topdtacn tov dwotipatog QT, 1
omoia eaiveral 6to niektpokapdtoypaenua (HKT).

Yrdvia acvvn0oTa KTy oTe TOV unplaiob 06ToD UTOPEL VoL ELPAVIGTOVY 6 acbeveig Tov
Aappavouv Osvyrti. Emukotveoviiete e Tov Y1oTpo 6ag edv eLoviceTe vEo 1| aovuvi 01070 TOVO GTO
woyio, otn PovPavikn ydpa 1 610 UNPY, KabOS avTd propel vo, amotelel TpowpPN EvOeEn evog mlavoh
KOTAYLOTOG TOL Unplaiov 06Tov.

Yrdvia, Umopel va eUQovIoTobV oAAEPYIKES avTIOpAacElS e acbeveic mov AapuPdvovy Osvyrti. Ta
CUUTTOUOTO TEPIAAUPAVOLY 0ION O TPOCHTOV, TOV XEIAMMV, TNG YADOGGAS, TOV ACILOD 1| GAA®V
TUNHATOV ToV odpatos. EEavOnua, kvnoud i kvidwon oto 6€éppa, cuptyrd 1 SUCKOAIN GTNV AVOTVOT).
HopokareicOe va evIUEPDOOETE TOV YIOTPO 6OG €AV ELPAVIGETE OTOLOINTOTE OO CVTA TOL
CLUUTTOUOTO EVD gloTe VIO Bepaneio pe Osvyrti.

oAb ovyvéc avemBounteg evépyeieg (Lmopovv va ennpedlovy TeplocdTEPOVS amd 1 6ToVg
10 avBpmdmovg):

OVOG 0T0. 00TA, OTIS OPHPMOELS, KOUT HVTKOG TOVOG TTOL KATOLEG POPEG Eivat EVTOVOC,
OVOG 0T XEPLA 1] TO TOdL (TOVOG GTOL AKPaL).
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Yuyvéc avemBOunTeg evépyereg (umopov va exnpedalovv £wg 1 otovg 10 avBpmmovg):

. EMMAVVT] OVPNOT, GLYVH OVPNGN, Gila GTO 0VP, USVVALIN GVYKPATNONG T®V OVP®YV,

. AOIH®EN TOV AVATEPOL OVOTVEVGTIKOD GUOTNLOTOC,

OVOC, aicOnua popunkicong 1 LOVIOGHO TOV PTAVEL LEXPL YOUNAL GTO TOOL GOG
(1oypakyio),

dvuckootTa,

ducpopia oty Kotd,

e&avonua,

deppoTomadeio mov yapaxtnpileTar amd eayovpa, pudpotmra kavn Enpotnta (Eklepa),
TpLoTTOON (aAOTEKIN).

Oy ovyvég avemBOuNTeg evEPyELEg (Lmopovv va emnpedlovv £wg 1 otovg 100 avBpdmovng):

. TVPETOC, EUETOC Kol KOMAKO GAyog 1 Sucpopia (EKKOATMUOTITION),
. Aoipmén tov wtde,
. eEavOno Tov EVOEYETOL VO ELPAVIOTEL GTO dEPLLOL 1] EAKT) 6TO GTOUA (AELYNVOELDN|

QOPLOKEVTIKE eEavOnpaTa).
oAb omavieg avemBounteg evépyseieg (Lmopovv va ennpedalovy éoc 1 otovg 10.000 avBpmdTovs):

o oAAepyIK avTidpaot wov pmopel vo mpokarécel PAGPN ota apopopa ayyeio Kupimg Tov
OéppoTog (.. LoP 1 KapekoKKiveg KnAides, kvidmon 1 deppatikd EAxn) (ayyetitida omd
vrepevotcncia).

Mn yvo6Tiig ovvoTnTag (1 cLYVOTNTA TOVG deV umopel vo ekTiun el pe faomn ta Stabécia
dedopéva):

. EVILEPMOTE TOV YIALTPO GOG EAV EYETE TOVO GTO AT, EKKPLOT OO TO 0VTi KO Aoipmén oto
avti. Avtd pmopei va gival onpadiae 06TiknG PAAPNC oTo avTi.

AvaQopad avemOOuNTOV EVEPYELOV

Edv mapotnprioete Kamowo avemBOUNTN EVEPYELL, EVIUEPDTTE TOV YITPO 1) TOV POPLOKOTOLO GO,
A1 1oyveL Kat Yo KEOe mhoavr avemBOuN T EVEPYELD TOV OEV OVOPEPETOL GTO TTAPOV PUALO 0ONYIDV
yponc. Mmopeite eniong va avagépete avembounteg evépyeieg anevbeiag, pécw Tov 0vikond
GULOTILOTOG OVAPOPAG TToL avaypdeeTol oto [apdptnua V. Méowo g avaeopds avemountoy
EVEPYEIDV Umopeite va, fonBNceTe 01N GLALOYN TEPICCOTEPMV TANPOPOPLOV CGYETIKA LLE TNV ACPAAELL
TOV TOPOVTOG PAPUEAKOL.

5. og va puiaocoete To Osvyrti

To edppako avtd TPEMEL Vo UAACOETAL GE PUEPT TTIOL dgV TO PAETOLV Kot dev TO POAVOLVY T TALd1E.
No pn ¥pnoIHOTOoLEITE VTO TO PAPLOKO LETE TNV Nuepounvia AENG TOL AVOQEPETOL GTO KOVTI Kot
oV etikéta petd to EXP. H nuepopunvia Anéng eivar 1 teElevtaio nUéEP TOL PNVA TOV OVOPEPETOL
eKel.

dvidooete og yoyeio (2°C — 8°C).

Mnv katoyOyeTe.

Kpamote v mpoysicpév cbptyya 6to e£mTEPIKO KOVTL Yo VO TPOSTATEVETUL OO TO POC.

Mrnopeite va apCETE TNV TPOYEUIGUEVT] GOG CUPLYYD EKTOC Yuyeiov péEYpL va PTACEL o€ Beppokpacio
dopatiov (uExpt 25°C) mpv amd v Eveon. Etol n éveon Ba yivelr mo dveta. Otov agpebei ) cOpryyd
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oag va ptaoet og Begppokpacio dopatiov (uéxpt 25°C), Ba mpénet va ypnoonoindel péoa oe 30
nuépPES.

Mnyv metéite @APULAKO GTO VEPO TNG ATOYETEVGNS 1] 0T OKIaKE amoppippata. Potote tov
QOPUOKOTOLO GOG Y10, TO TMG VO, TETAEETE TAL PAPLLOKO, TTOL OEV (PN OLLOTTOLEiTE 7. AVTd T pPéTpa Ba
Bonbnoovv oty mpoctacio Tov TepPdAlovtog.

6. epreyépeva TG GLOKEVAGLAG KO AOUTEG TTANpOPOPiES
Tvegpréyer To Osvyrti

- H dpactixn ovoia givar ) devocovudunan. Kabe mpoyepucuévn copryya tov 1 ml mepiéyel 60 mg
devocovpaunn (60 mg/ml).

- Ta Ao cuotatiKd gival yoypd 0&ikd 0&D, VOPoEeidio Tov vatpiov, copPitoin (E420),
ToALGoPPuco 20 kot VOwP Yo evéotpa (PA. mapdypago 2, to Osvyrti Tepiéyel copProin, to
Osvyrti Tepiéyel moAvcopPuco 20 kot to Osvyrti TepEyel vaTplo).

Epg@évion tov Osvyrti kot Tepreydpeva g 6VOKEVAGiag

To Osvyrti etvat éva dtovyég, dypopo £mg avorytd Kitpvo gvéotpo dtdlvpa Tov drotifetan £Toio
TPOC YPNOT OE TPOYEUICUEVT] GVPLYYQL.

Kd&Be cvokevacio mepiéyet pio Tpoyepopévn GUPLYYO LE UNYAVIGHO KAAvYTG BEAOVaG.
Mmropel va unv KukAo@opoOV OAEG 01 GUOKEVAGIES.

Kéroyog Aderog Kvkrhogopiag

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Iomavia

opackevactig

Accord Healthcare Polska Sp. z.0.0.
Ul. Lutomierska 50, 95-200,
Pabianice, ITohwvia

Accord Healthcare Single Member S.A.,
64th Km National Road Athens Lamia,
Schimatari, 32009, EAAGSa.

INo omoladnmote TANPOPOPic. GYETIKE LE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPUKAAEISTE VOl
anevBuvleite otov Tomucd avtimpdowno tov Katodyov g Adsiag Kukhopopiac:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Tel: +34 93 301 00 64

EL

Win Medica A.E.
TnA: +30 210 74 88 821

37



To mwapov UALo 0dNYIOV yp1ions avaBewpnOnke Yo TeElevTaio popd otic <{MM/EEEE}>
<{pvog EEEE}>

Adreg TNYEG TANPOPOPLOV

Aentopepeic mAnpoopieg otoryeia yio To mopdv eopUAKEVTIKO TPOidV eivar d1abéaiueg 6To
dktvakd 1670 10V Evponaikov Opyaviepod @apudkmv: https://www.ema.europa.eu/

Odnyieg ypriong:

Odnyde Yo ta e&apthpota

Npiv T Xprion Metd 0 Xprion

Papdog epfdhou

Xpnowonmonuévn pdpbog
szEté.{Jou

KAnr evepyomoinang
TpoarareuTikal Behdveag

Mapn twv
Sartihuv \
EmkéTa ka
nuepopnvia

AiEng
Mpooctareumkd
aogpakeiag
KoAvGpog alpryyag

MapdBupo papudkou

ExTteTapéve shatipio
TipooTareuTikel acpdieas

Ehamipio
TpogTaTEuTIKoU
agpaheiog

Kahuppa fehdvag ——
TomeBempive

Kahuppa Berdvag
ATTONAKPUTUEVD
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INROVTIKO

Ipwv ypnopomon)oete pLo TPoyePIGPEVY cOpryya Osvyrti pg avtépato pnyoviepnd kdroyng perovaog,
oL doTe aVTEG TIG GNUAVTIKES TANPOPOPIES:

. Eivat onpovtikd va punv emyeipnoete va KAvete éveon LOVog cog Tapd Lovo dv £xete AAPetL 101K
ekmaidevon amd Tov wIpd 1 TOV ErAyyEALATIO VYEING GOC.

. To Osvyrti yopnyeitor wg éveon 6Tov 1616 akpPdc KAt omd 10 dEpo (VToddpLa Eveo)).

X Mnyv agatpeite 10 yKpt TORO/KGALPPO TG BEAOVOS OO TNV TPOYEUGUEVT] GVPLYYa Tapd HOVO EPOGOV
glote éTolpot yuo v €veon).

X Mnyv ypNGLOTOCETE TNV TPOYEUCUEVT] GUPLYYa EQV EXEL TEGEL GE GKANPT| EMPAVELD.
XpNOYOTOMOTE L0l VEQ TTPOYEUICLLEVT] GUPLYYX KOl EVILEPDGTE TOV 1TPO 1] TOV EXAYYEALATIO VYELOG
oag.

X MV enEPNGETE VO EVEPYOTOMGETE TNV TPOYELUGUEVT GVPLYYQ TPV O TNV EVEDT).

X Mnyv ayyiete To KA vePYOTOiNoNg TOL TPOSTATEVTIKOV NG BeAdvag Tpv amd T xprion. Edv ta
ayyi€ete evOEYETOL TO TPOSTATEVTIKO TG PEAOVOC TNG GVPLYYOS va. evepyoronBel TOAD TpodwpPa.

X Mnyv eniyelpNoETE VO APALPEGETE TO SLOPOVI PUNYOVICHO KAAvYNG BeAdvag amd TNV TpoyEpoévn
ovpLyya.

KoAéote tov 10tpd 060G 1] TOV ETOyyEALATIO VYEIOG GOG, EAV EYETE OTOIECONTOTE EPMTNCELG.

Brua 1: Ilpogrowpaocteite

A Bydte 10 kovTi TG TPOYELUGUEVIC GVPLYYOG OO TO YLYELD. AQUIPECTE TO dICKO TNG TPOYEUCUEVNG
GUPLYYOS OO TI GLOKEVAGIO KOl GUYKEVIPMOTE TO. MALPAITITO VOADGILA Y10, TV EVECT] GOG:
HOVTNAGKLO EUTOTICEVE [LE OVOTTVEDL, UdAes PapPaxton 1 eniBepa Yalag, ovToKOAANTO EMIOEGHO
Kot Soyelo amOPPIYNG OLYUNPOV AVTIKEWEVOV (deV cupmeptlapfdvetat).

INo o mo Gvetn éveon, a@note TV TPOYEUIGUEVT GVPLYYa o€ Beppokpacio dmpatiov yio nepimov 30 Aentd
mpwv amd v éveon). [TAMvete oyolactikd Ta yépto cog [e camovvt Kot vepo.

TomobetoTE TN VEQ TPOYEUIGUEVT] GVPLYYQ KOL TO, DITOAOUTA OVUADGLLO TAVD GE i KaBapn|, e KaAd
POTIGUO EMPAVELQ.

X Mnyv gniyelprioete va Oeppdvete ) TpoyeUoUEVT cOPLYYa Le OTTO0NTOTE HEGO BeppotTTog OTmg
Ceotd vepd 1 POVPVO PIKPOKVLUATOV.

X Mnyv apnvete v Tpoyepopévn cvptyya an’ evbelog extebeiévn oto NAlakd emG.

X Mnv avaxiveite TV TPOYEUIGUEVT] GUPLYYO.

. DoLGooETE TNV TPOYEMIOUEVT GUPLYYA 6€ PéPN TTOL deV TNV BAETOUVV Kot deV TV POGVoLV
T TOLOLA.

B Avoi&te 10 dioko, apapdvtog To kdrlvppa. [Tidote kot Tpafnére v tpoyepopévn cbpryya and to

Swpovn pnyoviopd Kahoyng ferdvag doTe Vo TNV AQAPECETE Ao TOV dioKO.

MdoTe edw

Mo Adyovg aopdetoc:
X Mnv midvete to Euporo.

X Mnyv mdvete T0 YKPL TOUA/KAAV UL THG PEAOVOC.

‘ r | EMéyEte 10 @dppako Kot TNV TPOYEUIGULEVT] GUPLYYOL.
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‘%fl )

MapdBupo
@apHdKou

X M ¥pNOYLOTOMGETE TNV TPOYELGUEVT] CVPLYYO EAV:
o  To edppoako givar vepedddeg 1 vidpyovy copatiow péoa o ovtd. [pémet va eivar Eva dtavyég,
AYpOIO £0G VTOKITPIVO SLdAv AL,
o OnolodMmoTE PHEPOG PAIVETOL POYIGUEVO 1) CTAGHEVO.
o Acimel 10 yKpl mOp0/KAAVPPO TNG BEAOVAG ) OEV VL AGQAUADG TPOGUPTNUEVO.
e H nuepounvia AEng mov avaypdestol oty eTikéTa EYel mapéABeL Tng TeAevTaiog NUEPAS TOV
LV TTOL OOy pOAQETOL.
e OAEG TIG TEPMTAOCELS, KAAEGTE TOV 1TPO 1 TOV EXAYYEALOTIO VYEIOG GOG.

Bnua 2: Etowpacteite

A [M\ovete oxoraotikd To xépla oag. [Ipoetoyidote kot kabapiote T BEon Eveong.

Mrpdatoo

KoIAIOKr Xwpa

Epmrpdg ’pépog
HNPWv

Mmnopeite vo. (pNGLULOTOMGETE:

e To emdvm PEPOS TOV UNPDV GOGC.

e Tnv xotMok| ydpa, ekTOg and TV mepoyn S cm (2-ivtoec) axpPag yOpm and Tov apalrd.

o Tnv eEmTepikn TEPLOYN TOV UTPATOOV (LOVO GTNV TEPITTMOON TOL GG KAVEL TNV £VEST KATOL0G AAAOC).
KaBapiote v meployn g £veong xpnoLOTOIOVTOG VO LOVINAGKL LE OVOTTVELLLO. APNOTE TO SEPILOL GOG VO
GTEYVAOOEL

X Mnv ayyilete v meproyn TG veong mpwv amd TNy EVeoT).

o Mnyv gviete o€ meployég 6mov o dépua eivar evaichnto, peraviacuévo, pubpod, | oKANPO. ATopiyete
VoL EVEGETE G€ TEPLOYEG LLE OVAEG T} ONUASLLL TAGTG.

‘ B | Tpofné&te mpooekTikd 10 YKpt TON/ KAV TNG BEAdVAG TPOS Ta EE® Kot LakpLd amd TO GO GOS.
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Mnyv nepiotpépete kat un Avyilete to TdRo/KAAv P TG BEAOVaC.

Mnyv kpozdrte Vv mpoyepoévn obpryya amd to Eupolo.

Amoppiyte T0 TOP/ KAV TNG BEAOVAG GTO dOYEID ATOPPIYNG ALYUNPDV OVTIKELEVOV.
Mnyv ayyi&ete ) Peddva kot punv TV aQeioeTe va ayyiEeL OTOONTOTE EXPAVEL.

Mnyv kaAbyeTe Kot TAA TN PEAOVA LE TO TTOLLOL.

r | AvoonkdoTte pe toipmnpa t 8€om £veong Yo vo SNULOVPYHCETE [0 GOLYTI] ETLPAVELQL.

o Eivat onpovtikd va kpotnoete T0 €PN AVOoTIKOUEVO KOTA TNV OLAPKELN TG EVECTG.

Brjua 3: Xopnynote tnv éveon

A | Kpamote 1o 6éppo avaonkopévo. EIZATETE ) BeAdva oto dépua.

X Mnyv ayyi&ete v kabapr| TEPLOYT TOL SEPLATOGS.

B MIEXTE to éupoAo ack®dvTog apyn Kot 6Tadepn mieon GOTOL AKOVGETE 1] VO VIOGETE EVOL KKALK».
[Miéote 10 EpPoro péyPt TO TEPLO DOTE VO KOVUTMGEL.
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o Eivotr onpovtikd vo mécete mpog ta KATM MOTE VoL KKOVUTMGED Yio. Vo, yopnynoel oloxAnpm

n d6om.
| AOHXTE tov avtiyepd oag. Encito THKQETE 1 oOptyya ond 1o déppa cogc.

r

Metd v amelevbiépmon Tov UPOLOV, O UNYAVIGLOG KAADYNG TNG TPOYEUIGUEVTG GUPLYYaS Ba KaADYEL e

aopdiela ™ PeLova TG Eveong.
X Mnv enovatonodeteite T0 YKPL TAOUA GE YPNCUYLOTOMUEVEG TTPOYELUGUEVES GUPLYYEG.
Bnpo 4: Tehewwote
A Amoppiyte T (PNCILOTOMUEVT] TPOYEUICUEVT] GUPLYYO Kot GALG avoldGILa OVTIKEIEVH o8 doYElo
ATOPPIYNG UYL POV OVTIKEUEVOV.

/
S
&

—

£
)

Ta pappoka Oo Tpénel va amoppinToviol COUPOVA LE TIG KOTH TOTOVG 1oyvovces dtatdéelc. Pomote tov
QOPLOKOTIO0 600G MG Vo, TEThEETE TO Pappaka wov dev ypetalovtot mo. Avtd ta pétpo Oa fondnocovy oty

Vj s
Va4
Ay

4

Y

mpootacio Tov TEPPAALOVTOC.
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DuAdooete TO doYEl0 ATOPPLYNG CLPTYY®V KUl Ly UNPDV AVTIKELEV®V o€ BEom ov dev To EOAvoLY Kat dev
T0 PAémovv T TodLd.

X Mnyv EavaypnGILOTOCETE TNV TPOYEUGUEVT GOPLYYOL.
X Mnyv avaKVKADGETE TIG TPOYEUGUEVEG CUPLYYEG KOL UNV TIG TETAEETE GTO OIKLOKG OTOPPILILOTO.

B | EMéy&te 10 onueio yopnynonge.

Av mapatnpfote aipa propeite va méoete mivo ot 0€om Eveong éva koppdtt Bappdxt 1 éva emniBepa yalag.
Mnyv tpifete ) 0om éveonc. Av ypetdletal, pnopeite va Kolvyete ) Bom £veong pe £va aLTOKOAANTO
enideoplo.
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