ITAPAPTHMA I

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



V To pappoko avtd teLel VIO CLUTANPOUATIKY TAPOKOAOVONGN. AVTO Oa EMTPEYEL TO YPIYOPO
TPOGOLOPIGUO VEDV TANPOPOPLOV ACPAAELNG. ZNTEITOL OO TOVG ENAYYEALOTIEG VYELNG VO AVAPEPOVY
omoleconmote mhovorloyoleveg avemBounteg evépyeieg. BA. mapdypapo 4.8 yio tov tpdmo avapopds
aVETOOUNTOV EVEPYELDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Obodence 60 mg evécio SIEAVLN GE TPOYELGIEVT GVUPLYYOL

2. MNOIOTIKH KAI NIOXOTIKH XYNOEXH
Kd&be mpoyeuopuévn oopryya mepiéyetl 60 mg devocovpaunng o€ 1 ml dStoddpatog (60 mg/ml).

H devocovpdunn givat éva avBpomivo povoklmvikd aviicopa IgG2 mov mapdyetol og KOTTOPIKN
oelpd nAactikol (K0TTapo ®oBNKNG KvE(tkov Kptkntov) Le texvoroyio avacuvivacspuévov DNA.

"Exdoyo ue yvootn dpdon:

To eappako avtd tepieyel 44 mg copPirroing (E420) og kdbe ml dtohdpartog.

IMa tov mqpn KatdAoyo tov exddymv, PA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H

Evéowo didAvpa (éveon).

Awoyég, aypopo g vrokitpivo dtdAvpa pe pH peta&y 4,9 kot 5,5 kot oopoTikotnTo 266—

326 mOsmol/kg.

4. KAINIKEYX IAHPO®OPIEX

4.1 OgpomevTiKég EVOEielg

Oepameia TNG 0GTEOTOPMONG GE UETEUUNVOTAVCIUKEG YUVOIKES KOl GE AVOPEG e ALENUEVO KIVOLVO
KOTOYUATOV. L€ PHETEUUNVOTOVGLOKES YOVOIKEG 1] SEVOGOVUAUTN LELMVEL CTLLOVTIKG TOV KivOLVo
GTOVOVAIK®V, U1 GTOVOLAIKOV KO KATOYUAT®OV TOL 1oYiov.

Ogpaneio TG OCTIKNG AMMOAENS TOV GYETICETAL [LE OPULOVIKO OMOKAEIGUO GE vOpeEg e KapKivo Tov
TPOGTATN 01 0moiol dtaTpéyouy avénpévo Kivouvo kataypdtov (BA. mapdypago 5.1). Xe dvdpeg pe
KapKivo TOL TPOGTATH VIO OPLOVIKO OTTOKAEIGHO, 1] SEVOCOVUAUTY LEIDVEL CUAVTIKA TOV KivOuvo

OTOVOVAIK®OV KOTOYUAT®V.

Oepamneio TNG 00TIKNG OTOAELNS TOV OYETILETAL e LOKPOYPOVIOL CLGTNUOTIKY AYWOYN LE
YAVKOKOPTIKOELDN 6€ eviiAikeg acbeveig pe avénuévo xivovvo katdypotog (PA. mapdypaeo 5.1).

4.2 Aocoloyio kol TpOTOG YOPYNONS

Aocoloyia

H ocvvietoduevn d6om eivatl 60 mg 3eVoGOVUAUTNG XOPNYOOUEVN ®C EQATAE VTOdOPLN £VEGT] L0 POPA
KG0e 6 uNveg 6TO UNPIY, TNV KOIALOKT Y®PO. 1 TO Ave TURLA ToL Bpayiova.



Ot acbeveig Tpémetl va Aapufavouvy enapkr couminpoupato acfeotiov kot frrapivng D (BA.
Tapdypoeo 4.4).

Ytoug acBeveic mov Aapfdvovv Bepaneia pe Obodence Oa mpémet va divovtal To GUALO 0dNYIDOV
YPNONG Ko 1 KApTa VeV oM 0loBgVoDG.

H BéAtiomn cuvolkn dLapKELD TG OVTIATOPPOPNTIKNG OLY®YNG Y10 TNV 0GTEOTOPMOT)
(cvumeprAapfovoprévav TOG0 TNG HEVOGOVUAUTNG 000 Kol TOV JIPOCOOVIK®V) deV EYEL TEKUNPL®OEL.
H avdykn cvveyovg Oepaneiog 0o mpénetl va emavaEloloyeitol TEPLOOKA e BACT TO OQEAN KOl TOVG
SuVNTIKOHE KIVOOVOLG TG OEVOCOVHAUTNG LEHOVOUEVA ava acBevn, 1dlmg peTd omd 5 1 meplocdTEpa
xpovia xpnong (PA. mopdypapo 4.4).

Huiouévor (nhixiog > 65 etwv)
Agv amaiteitol Tpocappoyn e 600mg 6Tovg NAKIOUEVOLS acOevels.

Neppixn ovolertovpyio.
Agv amotteiton Tpocappoyn g d0omng o€ acbeveig pe veppikn dusiettovpyia (BA. Tapdypapo 4.4 yio
GULGTAGEIC GYETIKA UE TNV TapaKoAoVONoT Tov acPeotiov).

Agv vrdpyovv dabBéoipa dedopéva Yo acevelg e LokpoypOVIO CUGTNUOTIKY AYWOYN LE
YAVKOKOPTIKOELDTN Kol GoPapr| veppikn dvsiertovpyia (PvOudc orepapaticig dtdnong, GFR
< 30 ml/min).

Hrozixy dvoierrovpyio
H acpdlelo kot 1 amoteAeGUOTIKOTNTO TG OEVOGOLUAUTNG deV £xovv puehetnOel oe acBeveig pe
nmroTiky dvciettovpyia (BA. mwapdypago 5.2).

Houdiozpiog ninQvouog

To Obodence dgv Ba mpénet va, ypnoiponoleital o€ Todtd nAkiog < 18 etdv Adym avnovyidv 6Gov

apopd Vv acediela Yo coBapn vaepacPeotionio Kot THAVH avacTOAN TG AVATTLENG TV 00TMOV
Kot EAAenym avotoAng doviidv (BA. mapaypdeovg 4.4 kot 5.3). Ta mtapdvta dwwbéoipa dedopéva yia

mod1d nhkiag 2 g 17 etdv meprypdpovtal 6Tig Topaypapovg 5.1 kot 5.2.

Tpomog yoprynong

IMa vroddpra yprion.

H yopfiynon Oa wpémet va yivetor amd £va ATOUO TOV £YEL EKTAIOEVTEL EMAPKADC GE TEYVIKEG EVECT|G.
Ot 001Yieg xpPNONGC, YEWPIGLOV KOl ATOPPIYNE TAPEYOVTUL GTIV TUPAYPAPO 6.6.

4.3 Avrtevositeg

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

YroaoBeotwonpio (BA. Tapdypago 4.4).
4.4 E01kég TPOEIOOTOM|GELS KL TPOPVAAEELS KATA T YP1]ON

Iyvniocdmra

[Tpoxeévov va PeATiwbel n tyvnAasLOTNTA TOV BLOAOYIK®Y QUPLOKEVTIKOV TPOIOVTW®YV, TO OVOLL
Kot 0 aplOudg mTaPTIoag TOL YOPTYOVLEVOD PAPUAKOV TPETEL VO KATAYPAPETAL LLE CAPTVELQ.



ZUUTANPOUATIKN Yopynon acBeotiov kot Prraunivne D

H enapkng mpocinyn acPeotiov kot Brrapiving D eivar onpavtikn oe 6Aovg tovg acbeveic.

IIpoovAdésic kotd T YpNon

Yroaofeotionuio

Eivar onuavtikéd va avayvopilovtar ot acbeveig og kivdvvo va eppavicovv vracBeotiopio. H
vracPeotiopio Tpénel va dlopBmvetal pe erapk TpdsAnyn acpeotiov kat Prrapivng D mpv amd v
évapén g Bepamneiog. Zuviotdtar n KAVIKN Topakolovdnon tov emnédmv acfectiov mTpv amd
AMym kabe d66M¢ kot 6ToVg acbeveig e Tpodidbeon yio vracPesTionio evToc dvo GouddwmV, HETA
™ Ay ™G apyKng 00oms. Oa Tpémet va LETPMVTOL TO ENIMES TOV AGPEGTION GE TEPIMTOOT TOL
OTOL0GONTTOTE OGHEVIC EPPOAVIGEL KATO10 OOV COUTTOO VTACPESTIOLING KATH TN SLAPKELN TNG
Oepomeiog (PA. mapdypapo 4.8 yia ta cvpntopata). Ot acbeveig tpénet va evBappovovtot va
AVOPEPOVY CUUTTAOUATO EVOEIKTIKA TNG VIOCPESTIONLING.

Xy wepiodo petd v kukAogopia, &xel avapepbel cofapn copuntopoTiKn vraceotionpio (e
OTOTELEC O EIGAYMYN 0TO Voookopeio, cupPdavta arnetintikd yio ™ o1 kot Bavatedpov
TMEPLOTATIKDOV). AV KOL TO TEPLOGOTEPA. TEPIGTAUTIKA ELPUVIGTNKOV TIG TPDOTES EPSOUAEC LETA TNV
évapén g Bepamneiag, Exel eppavictel Kot apydtepa.

H ovyyopnyovpevn Bepamneia pe yAvkokoptikogdn ivar évog Tpochetog mapdyovtag Kivdvvou yio
VRAGPECTIONLI.

Negpin dvelertovpyio

Ot aoBeveic pe coPapn veppikn dvsiettovpyia (kdBapon kpeotvivng < 30 ml/min) 1| Tov
vrofdrrovtol o E@VEPPIKN KAOOPOT SATPEYOVY LEYOADTEPO KIVOLVO ELLPEVIONG VTTOGPECTIONING.
O1 xivdvvol epedviong vracPestiopiog Kot cuvodmdv avénoemy g topabopuovng avédvouy pe Ty
avénon tov Pabpod veppng duciettovpyias. Exovv avapepBel coPapd kot Bavatneodpa
neplotatikd. H enapkng tpocinym acPeotiov, Prrapivng D Kot 1 TakTik) Tapakolovdnen tov
acPeotiov eivat WaiTEPO ONUAVTIKG GE QVTOVG TOVS aobeveig, PA. mapomdvm.

Aowuwéeig tov dépuotog

Ot aoBeveic mov Aappdvovy devoGoupdumn Umopel va ELEOVIcoVV AOUMOEELS TOV OEPUATOC (KLPIWG
KUTTOPITION) TOL 03MYOVV GE ElGAY®YT 6TO Vocokoueio (BA. mapdypapo 4.8). Oa wpénet va 60000V
odnyieg oTovg acbeveig va avalnmoovy dueon wrpikn fondela ov mapovsidcovy onueio 1
CUUTTAOMOTO KLTTOPITIONG.

Octeovéxpawon s yvabov (ONI)
ONTI éxer avagpepBel omdvia oe acbevelg mov Aappdavovv deVOGOLUAUT Yo 06TEOTOpmOT| (PA.
mopaypaeo 4.8).

H évap&n Bepaneiac/véog koKAog Bepaneiog Oa mpénel va kabvotepeitan o€ acbeveig e un
EMOVAMUEVEG OVOLXTEC PAAPES LOAOKADV 1GTOV TOV GTOUATOG. ZVVICTATAL 000VTIOTPIKOS EAEYYOG LE
TPOANTTIKN 000VTIOTPIKY] TaPEUPaoT] Kol ATOUKT AE10AOYNGN 0PEAOVG-KIVODVOD TPV OO T
Oeponeio pe devosoLIAUTN o8 0oOEVEIS [LE GLVOOOVG TTOPAYOVTEG KIVODVOU.

Ot axdAovBot Tapdyovec kivohvou Bo mpémet va Aapfdavovtatl veoyn otov agloloyeitat o Kivouvog

enedviong ONI otov aclevn:

. 1 OTOTELEGLOTIKOTITO TOL PUPUOKEVTIKOD TPOTOVTOG TO OTOI0 OVAGTEALEL TNV OCTIKY|
aroppdenon (VYNAOTEPOG KIVOLVOGC Y10 TIG OVGIEG e VYNAT ATOTEAEGLATIKOTNTA), TV 000
yopNyNons (VYNAOTEPOC KivouVOg Yl TNV TAPEVTIEPIKT YOPNYNOT)) Kal TNV aBpoloTiky| S06n TG
Oepomeiog Yo TNV 00TIKY OTOPPOPT|ON.

. KOPKIVOG, KOTAOGTAGEIS GUVVOCTPOTNTOG (T.). avOLpLic, SloTopayEg TNKTIKOTNTAG, AOUMEELS),
KOTVIGULOL.



. oLYYOoPN YOV UEVEG DEpUmEiEs: KOPTIKOGTEPOELDN, YN uEl0fepameia, avacTOAELS ayyeloyéveonc,
axtvobepaneio KePAANG Kol TPOYHAOV.

. KOKT] GTOLLOLTIKY DYIEVN, TTEPLOSOVTIKT VOGO, KUKMG EQPUPLOCUEVES 000VTOGTOLYIES,
TpoLTApyovca 0d0VTIKN VOGOG, emeuPatikég odovtiaTpikég Tapepupdoeis (m.y. eaywyn
000VTOV).

Ohot o1 acbeveic mpémet va evBappivovial va S1otnpodv KOAT GTOLATIKH VYIEWT], Vo VToBAALOVTOL GE
TOKTIKOUG 000VTIUTPIKOVG EAEYYOVC, KOl VO OVOPEPOVY AUEGHOE OTOLUONTTOTE GUUTTMLLOTA, OTTO TO
oTOHO OTMG 00OVTIKY] KIVITIKOTNTO, TOVO 1 TPNEL0 1) LN ETOVAMOT EAK®V 1| EKKPIcEDV KT TN
dudpkela g Bepaneiog pe devocovpdumnn. Kotd m didpkeio Bepameiog, ol emepfoticég 000vTIOTPIKEG
napeupdoeig Oo mpénet va dieEdyovtal LOvo PETE amd TPOGEKTIKN e£ETACT KAl VO OTOQEYYOVTOL GE
LIKPT XPOVIKE amdOGTOCT Ao TNV YOPNyNomn TS 0EVOCOVUAUTNG.

To oyédio dayeipiong tov acbevdv nov avantvccovy ONI mpénet va kabopiletal pe oTEVN
ocvvepyacio peta&d tov BEpATOVTOS 1TPOv Kot TOV 000VTIATPOV 1) TOL YEPOLPYOD GTOUOTOC LE
e&edikevon oe ONI'. Oa mpémer vo e&etaletan | Tpocmpiv| dokonr| tng Oepaneiog Emg dtov N
KOTAGTOOT) VTOYWOPNGEL KOl 01 GUUPBAAAOVTEG TOPAYOVTEG KIVODVOU LETPLAGTOVV, OTOV AVTO gival
duvoTov.

Oarteovékpwaon tov £ aKODOTIKOD TOPOD

O0TEOVEKP®ON TOV EEM OKOVGTIKOV TOPOL OVOPEPONKE [LE TN YPNOT OEVOCOVUAUTNG. ZTOVG TTBavoHg
TAPAYOVTEG KIVOOVOL 0GTEOVEKPMOOTNG TOV £EM OKOVGTIKOV TOPOL TEPIAAUPAVOVTOL 1] ¥P1IoN
OTEPOELDDV KO 1 ynueodepameio, Ka/f 01 TOTIKOT TOPAyovVTEG KIVOUVOD OTTMG KATolo Aoipumén 1
TPAVUOTIGHOG. Xe aobeveic mov AapPdvouy dEVOCOVHAUTT Kol TAPOVGIALOVY GUUTTMOULATH GTO AT,
OT®G YPOVIEC AOUMEELS TOV OVTIOY, TPETEL VoL AouPdveTal voy™n 1 THAVOTNTO 0CTEOVEKPWOGNC TOV
£E® aKovoTIKOD TOPOVL.

Arora kataypato oo unpiaiov 0o

Atvmo Katdypoto Tov punplaiov 06tol Exovy avaeepbel oe acbeveig mov AapPavouy 0eVOGOLLAUTT
(BA. mapdypago 4.8). ATuma KATAYLOTO TOV UNPLeioL 0GTOV UTOPOVY VoL GUUPOVV HETA Otd LKPO 1
KOOOAOV TPOVUOTIGUO GTNV DITOTPOYOVINPLL TEPLOYN KOl GE TEPLOYEG TNG SLAPVOTG TOL unpiaiov. Ta
ocvpfapoto avtd yopoktnpilovtal amd GLYKEKPILEVO OKTIVOAOYIKE EVPTHOTO. ATLTO KOTAYLLOTA TOV
unpaiov 06tov £xouvv emiong avapepbel og acheveic pe GuykeKpIEVEG TAONGELG GLUVVOCTPOTI TG
(.. avemapikelo Prrapivng D, peopatogidn apbpitida, vTopmopopattio) Kot (e T XPAON
GUYKEKPILEVAOV QUPUOKEVTIKAOV TPOTOVTIOV (). SLPOOPOVIKA, YAVKOKOPTIKOELY], VOLGTOAELS TNG
avtAiog Tpowtoviov). Ta copufdpata avtd £xovv eniong mapatnpnOel yopic avTmoppoENTIKN
Oepaneio. [Tapdpola kKatdypota To omoia Exovv avapepbei oe cuVOLACUO LE SUPOCPOVIKG ivarl GUYVE
OUPOTEPOTAELPA, MG EK TOVTOV, TO AVTITAELPO UnpLaio 0otoOV Tpémet va eetaotel oe aobeveig mov
EloPav 0eVOGOLUATT KOl TTOV £XOVV VITOGTEL KATAYLA TG d1dpuong Tov punplaiov dEova. H drokomn
NG 0EVOCOVUAUTNG o€ acheveic Tov VIAPYEL VITOYia OTL £Y0VV ATLTTO KATAYUO Unplaiov Bo Tpémel va
extiunBei ev avapovn g alordynong tov acevi, pe faon v eEatopkevpévn agloldynon Tov
woluyiov kivdvvov-opérovg. Katd tn dudpkela g Oepaneiog pe devosovpdumnn, ot acbeveis o
TPETEL VO, EDAGONTOTTOLOVVTAL BGTE VA OVaQEPOVY VEO 1) U1 6OVNOEG TOVO 6TO UNpod, 1010 1 6T
BovPavim ydpa. Ot acbeveig Tov Tapovoidlovy To cvurtdpato avtd 8o tpénet vo agloloyobvtan
Yl aTeEAEG UNPLoio KAToyLLa.

MaxporpoOeoun avriawoppopntiki Ocparneio.

H poaxponpdfecun avtiamoppopntikni Oepansio (cupmeptrappovopévev toso g devocovdumng 6o
KOl TOV 01p®MCPOVIKOV) Lropel vo cUUPALEL o€ avENIEVO KIVOLVO Y10 avemBOUNTES EKINAMOELS, OTWG
0GTEOVEKPMOT] TG YVAOOL Kol GTVUTTO KOTAYUOTO TOV UNPLaiov 06700 AOYM TNG OTULOVTIKNG
KOTOGTOANG TNG OGTIKNG ovaKoTooKevg (BA. mapdypapo 4.2).

Awoxornh e Oepaneiog

Mertd ) daxonn tng Bepaneiag pe denosumab, avoapévetar peioon tng 0oTikng Tokvotntag (BMD)
(BA. evotnra 5.1), yeyovog mov odnyel g avénpévo Kivouvo KoTayUdTmy. ZOVEn®S, GUVICTATL 1)
napakoAovOnon g BMD kat Oa mpénetl va eEgtaotel n yopnynon eVOALOKTIKNG Oepameiog cOUQmVA
Ue TIg KAMVIKEG KaTevbuvTipieg odnyiec.



2oyyopnyoduevn Bepareio pe GAAO POPUAKEDTIG TPOIOVTO TOV TEPIEYOVY JEVOTOVUGUTH

Ot aoBeveic mov Aappdvovy Bepaneia pe devocovudunn dev Ba tpénet vo avipetonifovion
TAVTOYPOVA UE AAAL POPUAKEVTIKA TPOTOVTO TTOV TEPLEXOVY OEVOCOVUAUTT] (Y10 TV TPOANYT| TV
OKEAETIKOV CUUPAUATOV GE EVIIAIKEG LLE OCTIKEG LETOOTAGELS OO GUUTAYEIS OYKOVG).

YrepaoPeotioyio oe waidiotpirovs aobeveig

H devocovpdaumn dev Ba mpémel va ypnoylomoteitat o mandiatpikovg acdeveic (nikiog < 18). Eyet
avapepBel coPapn vepacPeotiopio. Xe OPIGHEVO TEPLIOTATIKA KAVIKMOV OOKIUMV ELQAVICTIKOY
eMmAOKEG AOY® o&elag veppikng PAAPNG.

Tpoeidomomjaeis yio, ta Exdoya.

Av16 10 QapuaKo TEPLEYEL 44 mg copPrtoAng oe kdbe ml dwwAvpatog. H abpototikn enidpacn tng
TAVTOYPOVIG XOPNYNOTG TPOIOVTIMY TOL TTEPLEYOLY GOPPrtoAn (1] povkToOln) Kot 1) e TN STPoPn|
AMym copPrtodng (1 epovkTdlng) Tpémel va Aapufavovtol vaoy).

AVTO TO QOPUOKEVTIKO TPOTIOV TTEPIEYEL MYOTEPO ard 1 mmol vatpiov (23 mg) avd 60 mg, sivol avtd
7ov ovopdalovpe «eledbbepo vatpiovy.

4.5 Almiemopdosig pe GAL QUPUOKEVTIKG TPOIOVTO KO GAAES pOPPES arANAeTiOpaoNG

Y pio peAET aAANAETIOPACNG, 1| OEVOCOVUAUTT OEV EXNPEACE T POPUOKOKIVITIKN TG
pdaordung, n onoia petaforileton omd to kutdxpopa P450 3A4 (CYP3A4). Avtd vmodeikviet Oti
OEVOCOVUAUTN eV TTPEMEL VO LETAPAAEL TN POPUAKOKIVITIKY TOV QUPHOKEVTIKMVY TPOIOVIWOV TOV
petaporifovror amd to CYP3A4.

Agv VapyovV KAWVIKE 0ed0pEVO OYETIKA LLE TN GLYXOPNYNOT OEVOGOVLAUTNG Kot Bepameiog
OPUOVIKNG VTOKATAGTAOTG (016TPOYOVA), ®GTOGO 1 THAVOTNTO PUPUAKOSVVAUIKNG OAANAETIOPOOTG
Bewpeiton yopmAn.

Y& UETEUUNVOTOVGLOKES YOVOUKES LLE OGTEOTOPMON 1) PUPUAKOKIVITIKT KOl 1] QOPLOKOSVVOLIKT TNG
OEVOGOLUAUTNG gV ENMPEGTTIKAY amd TNV TpoNyovuevn Bepaneia e adevdpovarn, fdoel Tov
O€00UEV@MV TTOL GLYKEVTPOON KOV amd pio pehétn petdfaong (amd aAevdpOvAT G SEVOGOVUALUTT).

4.6 TovipétnTa, KONON KoL YoAOVYid

Konon

Agv vtapyovv 1 eival TEPLOPIGUEVA TO KAVIKA OEQOUEVA GYETIKA [LE TN XPNON TNG OEVOGOVUAUTNG OF
gykvovc. Meléteg oe {da KatédelEav avamapoymyikn toéikdtnto (BA. mapdypapo 5.3).

To Obodence dev cuvicTdtal Yo ¥pNoT G EYKVLOVE, KAODS KOl GE YOVOIKES OVOTAPAYMYIKNG NAKioG
7OV OEV YPNOOTOLOVV aVTICOAANYN. Ot yuvaikeg Tpémel va kaBodnyobvtal dcTe vo un petvouv
£YKVEC KATG TN OLAPKELN KoL Y10, TOVAGYIOTOV 5 ufiveg petd ) Oepameio pe to Obodence. Ot 6moteg
emdpdoeic tov Obodence givatl TBovO va eivar PeyoADTEPES KATA T SLAPKELN TOV OEVTEPOV KAl TOL
TPITOL TPWAVOL TNG EYKLHOGUVNG KOOMG TO LOVOKAMVIK(A OVTICOLOTO LETAPEPOVTOL LEGH TOV
TAOKOVVTO [LE YPOUUKO TpOTO KaBmG eEeAlooETOL 1) KUN|OT|, LLE TN LEYOADTEPT TOGOTNTA VO
UETAPEPETAL KATA TN SEPKELD, TOV TPITOV TPLUVOV.

OnAaopde

Agv gival yvooto 4y 1 0evocovpdumn anekkpivetal 6To avOpdTvo yaka. MeAETEC GE YEVETIKA
TPOTOTOINLLEVOVG TTOVTIKOVG 0TOVG 0moiovg £xet avaotarel o RANKL e yovidrokn petakivinon
(“knockout movtikog”) £dei&av 611 1 amovsio Tov RANKL (0 6t6y0¢ ¢ devocovpaumng BA.
Tapdypoo 5.1) Kotd T SIPKELD TG EYKVUOGVVNG UTOPEL Vo EXNPEAGEL TNV ®pitaven Tov palikon
00&Va 001 YMVTOG OE HEIOT TNG TOPAYMYNG YOANKTOG LETA TOV TOKETO (PA. mapdypapo 5.3). [pénet
va aro@actotel v Oa dtakomel o Oniacudc M Oa dakonei ) Oepameia pe Obodence, Aaufavovrog



VITOYT TO OPEAOG TOV ONAAGLOV Y10 TO VEOYEVVTITO/PPEPOC Kat To dpehog g Bepamneiog e Obodence
Y T yovaika.

Tovipdtrta

Agv vrdpyovv d1aB€cLA OEOUEVA Y10 TNV EMLOPOCT) TNG OEVOGOVUAUTNG OTIV avOp®OITIVN YOVILOTNTA.
Meléteg oe {a dev KoTedeEay aueon N Eppecn To&kotnTa ot yoviuotnta (PA. mapdypapo 5.3).

4.7 Emopacels 6Ty IKAvOTNTO 00171161 KOl YEIPLGHOV UNYOVI|LETOV

To Obodence dev £xet kopio 1} £XEL AONUOVTN EXIOPUCT) GTNV IKAVOTITA 0NYNONG KOl YEPICUOD
UNYovnUaToy.

4.8 AvemOopnteg evépyereg

2Ovoyn Tov TPoPiA ao@aleiog

O1 10 oVYVEG OVETIBOUNTEG EVEPYELEG LE TN dEVOGOVUAUTT (TOV £yovV TTopatnpn el 6€ TAve amd va
ao00gvi] 6TOVG OEKN) EIvaL TO LVOGKEAETIKO GAYOG Kat TO AAYOC o€ dkpo. Oyt cuyvd mepioTaTiKd
KLTTOPITIONG, OTAVIA TEPIOTATIKE VITAGPESTIONING, VITEPELALGON TG, 0GTEOVEKP®GNG TS YVABOL Kot
GTVTIOV KATAYLATOV TOV unplaiov 06tol (BA. Tapaypdeovg 4.4 kai 4.8 — meplypapn ETAEYUEVOV
avemBounTov gvepyeldv) £xovv mapatnpndel oe acbeveilg Tov Taipvouy HEVOGOLUAUT.

ITwvakomotuEVoc KOTAAOYOS OVETIOOUNTMV EVEPYELDV

Ta, dedopéva Tov mivaka 1 KatwOl meptypdpovy avemBOuUnTeC EVEPYELEG O1 OTTOLEC avVaPEPONKAY OO
KAvikég dokipég eaong I ko 11 og acBeveic pe ooteomdpwon kot acheveic pe kapkivo Tov HacTov 1
TOV TPOGTATN VIO OPUOVIKO OTOKAEIGUO, KA/ ovBOpUNTES VOPOPES.

IMa v ta&vounon tov avemBOuNTOV evePYELDY Yp1oipomoinke n akdAovdr katdtaln (PA.
wivaka 1): oAb cuyvéc (= 1/10), cuyvéc (= 1/100 éwg < 1/10), 6y ovuyvég (= 1/1.000 émg < 1/100),
omavieg (= 1/10.000 émg < 1/1.000), moAd ordvieg (< 1/10.000) kot un yvootg cuyvotntag (dev
UTOpOovV va ekTiun0ovv pe Bdomn ta dtabéoiua dedopéva). Eviog kdbe katnyopiag cuyvotntag Kot
KOTNYOPLOg OPYOVIKOD GUGTHLATOS, Ol avemBOUNTEG evépyeleg mapatiBevtat katd eBivovsa celpd
cofapotnTog.

Hivaxkoeg 1. AvemOOunTES evépyerleg mov avaipOnkay o€ 0.60eveig pe 06TE0TOPMON KoL 0.60gvVEig
HE KOPKIVO TOV Ha6TOV 1| TOV TPOGTATI VO OPUOVIKO ATOKAELGNO

Kotnyopio/ opyoaviko Kotnyopia cvyvotnrog | AvemOOunTES evépyeteg
oVOTNILE ORGPV ILE T1)
Baon oedopéveovy MedDRA
AodEELS KOl TOPUGITOCELS Zoyvéc Aoipmén ovpomonTiKod CLGTHUATOC
2oyvEc Aolpwén g avotepng
AVOTVEVGTIKNG 0000
Oyt ouyvég ExkoAnopatitida
Oy ovyvéc Kvtrapitda!
Oy ovyvéc Aolpwén Tov ®TOC
Awotapoyég ovoGomoImTiKo Xrhvieg YrepsvarcOnoia o eappoko’
GUGTNLOTOG Xrdvieg Avogolakticn avtidpaon'
Metafolikég kal S10TPOPIKES Yrhvieg YraoBeotionpio
Sratapoyég
Alotapoy€g Tov VEVPLKov 2oyvEc Loyoyia
GLOTNUOTOG
Faotpeviepikég dratapoyés XuyvEg AvcrototnTa
2oyvEC Kotlokn duepopio




[ToA omdvieg

Kotnyopia/ opyoaviko Kotnyopio cvyvotnrog | AvemBounteg evépyereg
oVoTNHO CORQ®VO. PE TN
Paon ocdopévovy MedDRA
AlTopoay£€g TV SEPOTOC Kot Suyvég E&avOnpa
TOV VTTOAOPIOV 1GTOV XuyvEg "ExCepa
2UyvEC Alomexia
Oy ovyvég Aglymvoeldn PopLOKEVTIKA

gEavOnuata’
Ayyelitido vrepevaicinciog

Awtopayég Tov poookeretikov | oA cuyvég A\yog o€ aKpo
GLOTNLOTOG KOl TOV IToAb cuyvéc MvockeAeTiKO GAyoc!
GLVOETIKOD 16TOV Xmavieg Oo1e0vEKpmOON TG Yvadov'
Xrhvieg Atoumo Katdyuato Tov unplaiov
06100'
Mn yvootig ouyvotntog | OoTeovéKpmoT Tov ££® AKOVGTIKOD

Topov?

! BA. mapdypago [eptypagr] mAEYUEVOVY OVETIODUNTOV EVEPYELDV.

2B\ mopdypopo 4.4.

g pio CUYKEVIPOTIKY OVIAVOT SESOUEVOV OAWDV TMV ELEYYOLEVMV LLE EIKOVIKO PAPLOKO LEAETDV
oaong Il kou 11, mapovcidotnke ypurnmong cuvdpoun pe adpo mocooto enintwong 1,2% yuo )
devocsovpaumn kot 0,7% yuo o gikovikod eappoko. [Tapdti ) dtapopd AVt EULEAVIGTNKE HOVO 0T
GLYKEVTPMTIKN AVAALGT), OV ELPAVIOTIKE OTI OTPOUATOTOUUEVT] AVAALGT).

IIeprypa@n emAeyUEVOV OVETIOOUNTOV EVEPYEIDV

Yraofeorionuio

e 000 eheyyOUEVEG LE EIKOVIKO PapLako KAViIKEG dokipuég eaong I oe peteppunvomovclokég
yovaikeg pe oateondpwon, tepimov 0,05% tov acdevav (2 otig 4.050) mapovciocay peiwon twov
emmédmv acPeotiov opov (Katm and 1,88 mmol/l) petd amd tn yopnynon devocovpdumng. Aev
avaeéptnke peiwon Tov emmnédwv acoPectiov opov (kdtw ond 1,88 mmol/l) oe kapio and Tig dvo

eLeYYOLEVEC e EIKOVIKO QApLOKO KAWVIKEG doKIUES pdomg 1T og acBeveic vTd oppOVIKO ATOKAEIGUO
OTNV EAEYYOUEVT LLE EIKOVIKO Apurako KAVIKN dokun edong III oe avdpeg e ooteondpman.

v mepiodo HeTE TV KVKAOQOpPIN, CTAVIEC TEPMTMOCELS COPUPTG CULTTOUATIKNG VTAGRECTIONHING
LE OTOTELECUO EIGAYMYN GTO VOGoKouEio, GupUPdvTo ameldntikd yio tn {on kot Bavatnedpa
TEPIOTATIKA £yovv avapephel, Kupimg og acbeveic vYNAOL KvdLVOUL Yo VtacPeosTioio Tov EAafov
OEVOCOVUAUT, LE TO TEPLOCOTEPU TEPIOTATIKA VO SUUPAIVOLV TIC TPMOTEC EBOOWAdES amd TNV Evapén
g Oepamneiag. [Tapadeiypato ToV KAWVIKOV EKONADCEDOV TNG GOPAPNG CUUTTOUOTIKAG
vracPeotiopiog £xovv cvumephapetl mapdroomn tov daotipatog QT, tetavio, emANTTIKES KpioEL Kot
petafindeico vontikn katdotaon (PA. mapdypapo 4.4). Ta countdpote TG VITOcPEcTIONUING O
KAMvikég peréteg pe devoocovpdunn tephdppovoy mopoaiodnciec 1 Suvokapyio poadv, cHemac,
OTAGLLOVG Kol HVTKEG KPOUTES.

Aepuatikes Aoyuawleig

e eAEYYOUEVES LE EIKOVIKO PAPUOKO KAVIKEG dokiuég @dong 111, 1 cuvolikn cuyvotTnTa EUEAVIOTG
TOV dEPUATIKMV AOUMEEMV NTOV TAPOLOLN GTHV OUAD TOV EIKOVIKOD (OPHAKOV KoL TNG
OEVOGOVUAUTNG GE UETEUUNVOTOVGLOKES YOVOAIKEG Le 06TEOTOPOT (EUKOVIKO @dppaio [1,2%,

50 ot1g 4.041 yuvaikeg] évavtt g devosovpdunng [1,5%, 59 otig 4.050 yuvaikeg]), o€ dvopeg e
00te0TOpmon (eikovikd eappako [0,8%, 1 otovug 120 dvdpec] Evavtt tng devocovudunng [0%,

0 otovg 120 dvdpeg)), o acbevelg pe Kapkivo Tov HasTov 1| TOL TPOGTATH VIO OPUOVIKO ATOKAEIGUO
(ewovikd eapuaxo [1,7%, 14 otovg 845 acbeveic] Evavtt tng devocsovpdumng [1,4%, 12 otovg 860
acOeveic]). Agppotikég AOUMEEIC TOV 0ONYNCAV GE EI0AYMYN 6TO vosokoueio avapépnkay oto 0,1%
TOV UETEUUVOTAVGIOK®Y YOVOUIKAOV L€ 0GTEOTOPMGT] TOV EAPay 1KOVIKO pdppako (3 otig4.041)
évavtt 0,4% tov yovaikedv mov Ehapav devocoopdaunn (16 otig 4.050). Avtd ta nepiotatikd NTov
KaTd KOPLo Adyo KuTTapitida. Ot depUaTIKEC AMOUDEELS TTOV avaEEPONKAV ¢ GOPupEC avemBvuNTEG
EVEPYELEG NTOV TTOPOLOLEG GTNV OLLASO TOV EkOoVIKOD Pappdkov (0,6%, 5 otovg 845) kot Tnv opdda
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g devoocovpaunng (0,6%, 5 otovg 860) oTig pehéteg oV TpaypaTomoOnKay og acheveic pe
KopKivo TOL LOGTOV KOl TOV TPOGTATY).

Oateovékpwon e yvabov

ONT avagépOnke ondvia, oe 16 acBeveic, oe KAMVIKEG SOKIUEG 08 AGHEVELS [1E 0GTEOTOPWOT) KO OE
0o00eVEIC LLE KOPKIVO TOV LOGTOV 1) TOL TPOGTATH VIO OPLOVIKO OTOKAEIGUO CUUTEPIAAUPOVOUEVEOY
ouvoAIKa 23.148 acBevav (PA. Tapdypago 4.4). Askatpio and To tepiotatikd ovtd pe ONI
EUPAVIOTNKOV GE UETEUUNVOTOVGLOKES YOVOIKES LLE 0GTEOTOPMON KATA TN dtdpkela g edong 111
HeAETNC emékTaong émelta and Bepaneia pe devocovudunn €oc kot 10 . H cuyvotnta epedviong
g ONI frav 0,04% ota 3 €, 0,06% ota 5 €t ko 0,44% ota 10 €1 Bepaneiog pe devocsov .
O «ivduvog g ONT av&dveton pe tn dudpkela g EkBeong ot 6EVOGOLUAUT.

O «ivovvog g ONIT a&loloynOnke eniong 610 TAAICIO AVUSPOIKNG LEAETNG KOOPTNG HETAED 76.192
UETEUUNVOTIOVGIAK®Y YOVOIKQOV IOV Ely0v apyioel Tpocpata Oepameia pe devooovudpmrn. H
ovyvotnta epeavions s ONI frav 0,32% (95% Sdotnpa epmotosvvng [CI]: 0,26, 0,39) peta&o
TV acBevodv mov giyav AdPel devocovpdunn yuo dSidotnpa £og kKot 3 £tn kot 0,51% (95% CI: 0,39,
0,65) peta&d Twv acbevav Tov giyov Aapet devosovpaunn yio Sdotnua £o¢ Kot S £t
TopoKoAoLONONC.

Atorma kardyuoato o0 unplaiod ooTod
270 KAMVIKO TPOYPOULLO TG OGTEOTOPMOT|G, GATLTTO KOTAYLOTO TOL UNPLeiov 06TOL £0VV GTdvia
avaeepbel og acBeveic mov EhaPav Bepameia e devoocovpaumnn (BA. Tapdypopo 4.4).

Exxoirwuaritioo

e pio eEleyyOpevn e EIKOVIKO QappoKko KAvikn dokiun edaong I mov mpaypatonomOnke o acbeveig
He KapKivo Tov Tpootdtn mov Adpfovay Oepaneio otépnong avdpoyodvev (ADT), mapatnpndnke
dvcavaroyio 0TI avemBOUNTEC EVEPYEIEG TOV OLPOPOVGAV TNV ERPAVIOT ekKoATopatiTdag (1,2% ue
T devocovpaunn, 0% e To €KoviKo Pappoko). H cuyvotnta epedaviong e EKKOAT®UATITIONS NTOV
ovykpioyn petaéd Tv opddmv Bepaneiag og PETEUUNVOTAVGIOKEG YUVOIKES T} AvOpEg pe
00TEOTOPMOT] KUl G YLVOiKeG TOV VITOPdAAovTay og Bepameio e AVOGTOAEIG OPOUATACTC YOl U
HETOGTATIKO KOPKIVO TOL LAGTOV.

2xeTI{OUEVES LE TO PAPUOKO OVTIOPATEIS DEEPEVOLTONTIOS

210 PETEYKPLTIKO TEPIPAALOV, OTAVIEG TEPITTMOGEIS GYETILOUEVNG LE TO PAPLLOKO VTTEPEVALITONGLOG,
ocvpmeprioppavouévmy tov eavinuartog, g kvidmaong, S1OYK®GT TOV TPOGMTOV, TOV EPLONUATOG,
KO TOV OVOPLAOKTIKOV avTIOpAcEDV Exouv avapepbel og acbeveic mov Aappdvovv devocovpdaum.

Mvooxeletico dAyog

MvooKkeAeTikd GAy0g, cuUTEPIAAUPAVOUEVOY GOPaPOV TEPIOTATIKMV, el avapepBel oe acbeveic mov
élaPav devOGOLUAUT TNV TEPTOO0 LETH TNV KUKAOQOPIo TOV. L& KAVIKEG OOKIUES, TO LVOCKEAETIKO
GAyog tav TOAD cuyvO TOGO GTIV OUAdN TNG OEVOGOVUAUTNG OGO KoL TOV EIKOVIKOD QOPUAKOD.
MvookereTikd dlyog Tov odnyel o€ dtakomn TG Vo peEAéTn Bepameiog HTav Oyl cuyVo.

Aetynvoeron papuoxevtixe eCovlnuoto,
"Exovv avaeepOei Aetynvoeidn papuakevtikd e&ovonuata (). avtidpacelg Pe KOV opaAoD

Aeymva) og aoBeveig oty mePiodo PETA TNV KUKAOPOPIL TOV QAPUAKOV.

AN\t g1d1koi TAnOvool

Taiorompios tAnBvouog

H devocovpdumn dev Oa mpémel va ypnoyomoteitat o mandlarpikovg acbeveic (nAkiog < 18). Eyet
avapepBel coPapn vrepacPeotionpio (PA. Tapdypapo 5.1). Xe opiopéve TEPIGTATIKA KAVIKMV
SOKIUOV ePPavioTKOY EMTAOKES AOY® o&giog veppikng PAALNG.

Negpixn dvolertovpyio,
e KMvikég peréteg, ol acbeveig e coPfapn veppikn dvciertovpyia (kKdBapon Kpeatvivng
< 30 ml/min 1 awtoi Tov vwofdrhoviav oe eEwvePpPikn kGOapom, SETpEXaV HEYOADTEPO Kivouvo



vracPeotiopiog av dev Aapupavay copminpopata acfeotiov. H enapkng apdocinym acPeotiov kot
Brrapivng D etvar onpavtiky og acBeveic e coPapr| veppikn dvciertovpyia 1§ oe aobeveig mov
vrofdrrovtal og eEveppikn kabapomn (BA. mapdypago 4.4).

Avooopd THovoloyoLUEV®V AVETIOVUNTOV EVEQPYELDV

H avagopd mibavoroyoduevmv avemtBiuntov evepyelmv LETE amd TN yopnynon adelog kukAogopiog
TOV QUPUAKELTIKOD TPOidVTOG eivan onpavtiky. Emtpénetl  ovveyn mapakorlodnon g oxéong
0PELOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOIOVTOG. ZNTEITOL OO TOVG EMAYYEAUATIEC VYELOG VO
aVAPEPOVY OTTOLEGONTOTE TOOVOLOYODUEVES AVETIOVUNTEG EVEPYEIEG LEGH TOV EOVIKOD GLGTNOTOG
ovapopdg tov avaypdeetot oto [Hopdptmua V.

4.9 Ynaepodocoroyia

Agv vrapyet epmepia pe vrepdocoroyio o kKAMvikég perétec. H devoocovpapnn €xet yopnynbei oe
KMVIKEG peEAETE xpnooToldvTag d0oels £¢ 180 mg kdbe 4 efdopades (aBpoloTikég dO0ELS MG
1.080 mg o€ dtdotnua 6 uNvav) Kot dev TapatnpnOnKay emmAéov avemBOUNTEG EVEPYELES.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX

51 ®@appokodvvopikig 1010TNTES

Dappaxobepamevtiky katnyopio: Oapuaka yio Bepaneio TabNce®V TV 00TOV - AAAO QAPLLOKO LE
dpdom o610 peTafolopud tov 0otdv, kwdikog ATC: M0SBX04

To Obodence &ivat fro-opoeldéc @apuakevTiko tpoidy. Aemtouepeic TAnpoopieg sival dabécieg
oTOV JIKTLOKO TOTO Tov Evponaikod Opyaviouov Gapudkamv: https://www.ema.europa.cu.

Mnyovicpuoc dpdonc

H devocovpdumn givar éva avBpomivo povokiwvikd avticopo (IgG2) mov otoygdetl Kot GuVOEETAL [IE
VYNAN ovyyévelo Kot eW0koTNTO e To0 RANKL, mpoloppdvovtag tnv vepyonoinon Tov vmodoyéa
tov, 10V RANK, otV enipdvela Tov TpddpoumV 0GTEOKAAGTMOV Kol TMV 00TE0KA0GTMOV. H
napepmodion g arinienidpaong RANKL/RANK avactéAiel Tov oynuatiopd, T Agitovpyio Kot Tnv
eMPBI®ON TOV 0GTEOKANGTMOV, LEMVOVTOS LE OVTOV TOV TPOTO TNV OGTIKY amoppdPN o™ TOGO GTA
ouumoyn 660 Kol 6T GTOYYDhoN 00Td.

DopuokodvvoLKEc ETOPAGELS

H Oepaneio pe devosovpdunn peimoe ypRyopa 1o puhud 0GTIKNAG OVOKOTACKEVTG PTAVOVTOS GTN
YOAUNAOTEPT) TIUT GTOV 0P Y10l TOV SElKTN 00TIKNG amoppoenong Tomov 1 C-tehomentidin (CTX)
(neiwon 85%) v 3n nuépa, evad 1 ev Aoym peiwon dtatnpndnke KabBoLo to dStdotna HeTa&d TV
d0cemv. Metd 10 TEPAG KAOE PLECOJACTNLOTOC XOPTYNoNGS, N Helwon Tov CTX petprdotnke ev puépet
amo T péyotn pelmon tov > 87% o > 45% mepinov (gvpog 45-80%), delyvovtag tnv
OVAOTPEYIUOTNTA TOV ETOPAGENDY TNG OEVOGOVHUAUTNG GTNV OCTIKN AVOKATOGKELT TOL GTUELDVETOL
pe t pelmon towv emmédmv Tov 6ToV 0p0. AVTEG Ol EMOPAGELS dtatnpnnkay 660 cuveylloTov M
Oepomeio. Ot deikteg 0GTIKNG EVOAAYNG £QTACAV OE YEVIKEG YPOUUEG GTO, ETITEDA TPV OO TN
Oepaneio og dStaonua 9 uNvodv peTd TV Televtaio d6on. Katd tnv eravayoprynon, n peimon tov
CTX omd 11 66vOoGOLUAUTT TaY TOPOLOLN LE 0VTH Tov Topatnprinke o acbeveic mov apyilovv
Oepameio e SEVOCOLHAUTY] Y10 TPMTH POPE.

AvocoyovikdtnTo,

Kotd ™ didpkelo g Oepaneiog e devocovudunr, propei va ovartuyfodv ovIic®UTo EVOVTL TNG
devocovpaunnc. Aev €xel mapatnpnel eLEavng GLOYETION TNG AVATTVENG OVTICOUATOV LE TN
QOPUOKOKIVITIKT, TNV KAWVIKY] OVTATOKPIoN 1 AveTBOUNTO GUUPAY.
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

KAwikn omoteAeouatikdOTNTO Kol 0COAAELN GE LETEUUNVOTOVGLIAKES YOVOIKEC LE OGTEOTOP®OT

H amoteleopatikotnTo Kot 1 0GQAAELR TNG OEVOGOVUAUTNG YOPTYOVLUEVNG L0 POPa KABE 6 uAveg Yo
3 & depevvnOnke og petepunvoTavctlakes yovaikeg (7.808 yuvaikes niikiog 60-91 etdv, amd Tig
omoieg 23,6% eiyav kOpla katdypata g 6movOoLMKNG 6TNANG) Le T-score 00TIKTG TUKVOTNTOG
(BMD) g 06¢vikN¢ Loipag TS GTOVOVAIKNG GTHANG 1 TOV OAKOV 1oYiov KoTd TNV Evapén g
ayoyng peta&v —2,5 kol —4,0 kot péon andivt 10et) mboavotnto Kotoyudtov 18,60% (dekatnuopia:
7,9-32,4%) yw peifova octeomop@tikg KoTdypato kot 7,22% (dexatnuopa: 1,4-14,9%) yu
KaTaypoTo tov oyiov. ['uvaikeg o1 omoieg Emacyav amd dAlec acOéveleg N Adpupavay Bepomeieg mov
umopel va emnpedlovy Ta 00Ta amokAeioTNKOV Amd Tr GLYKEKPIUEVT peétn. Ot yuvaikeg AduPovay
ocvpumAnpopata acpeostiov (tovAdytotov 1.000 mg) ko PBrrapivig D (tovidyiotov 400 1U)
Kafnuepva.

Eridpoon ota orovoviika katayuozo
H devocovpdunn peiooe onUavTikd Tov Kivouvo vEmV cTOVOLMK®Y KOTOYLATOV LETA amd 1, 2
ka3 € (p <0,0001) (BA. wivaxa 2).

Mivakog 2. Exidpacn TG 0EVOGOVUAUTNG GTOV KIVOUVO VEMV GTOVOVAIKDOV KUTUYUATOV

[Toc0o10 yovaikav pe kdtayuo (%) Meiwon tov Meiwon tov
Ewcoviko géppoko Agvocovpaunn andAvTov GYETIKOV KIVOHVOL
n=3.906 n=13.902 Kwvdvvov (%) (%)
(95% CI) (95% CI)
0-1 £rog 2,2 0,9 1,4 (0,8, 1,9) 61 (42, 74)**
0-2 ém 5,0 1,4 3,512,7,4,3) 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 — drepgvvnrikn avéAivon

Eridpoon oro katayuozo tov 1oyiov

H devocovpdunn enédeiée oyetikn peimon Tov kivdhvov katdypatog tov woylov Katd 40% (peiwon
oV andAvTov KvdHvov Katd 0,5%) oe dbdotnpa 3 etdv (p < 0,05). H cuyvotnta eppdviong tov
KaTAYRATOV ToL 1oyiov fTav 1,2% otnv opdda Tov gikovikod eappdakov évavtt 0,7% otnv opdda tng

devosovpaunng ota 3 ypdvia.

Ye pia post-hoc avdAiven o yovaikeg > 75 eT@v, SlOmIGTOONKE LE TN 0EVOCOVUAUTT LEI®OT TOV
oeTIKoV KvdHvou katd 62% (1,4% peiwon tov andAvtov Kivdvvov, p < 0,01).

Eriopoon oe 6o ta khivika kordyuato,

H devocovpdumn peimoe onuovtikd to katdypoto € oA o €101/0 g TIg opdoeg katoyudtav (BA.

mivoka 3).

Hivaxoeg 3. Enidpacn TG 06voG0VUAUTNS 6TOV KiVOUVO KAIVIKAV KOTAYRATOV 6E 1G0T

3 gtV
[Tocooto Yyovoikav pe kdtaypo | Meioon tov Meiwon Tov
(%)" OTOAVTOV GYETIKOD
Ewoviko Aevocovpdunn | Kwwdovov (%) | kvddvov (%)
(QAPLLOKO n=13.902 (95% CI) (95% CI)
n=3.906
Onotodnmote KAVIKO 10,2 7,2 2,9(1,6,4,2) |30(19,
KéTaypa 41)***
KAvikd omovOouAiko Kataypo 2,6 0,8 1,8 (1,2,2,4) | 69 (53,
80)***
Mn-6movovAikd deyuaz 8,0 6,5 1,5(0,3,2,7) | 20(5,33)**
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[Mocoato yovoikav pe kdtaypo | Meiwon tov Meiwon Tov
(%)" ATOAVTOV OYETIKOV
Ewoviko Aevocovpdumnn | kvddvov (%) | kvdovov (%)
(QAPLOKO n=13.902 (95% CI) (95% CI)
n=3.906
Meilov pn-cmovoviikod 6.4 5,2 1,2 (0,1,2,2) | 203, 34)*
KéToypo’
Meilov 0oTE0mOPMOTIKO 8,0 5,3 2,7(1,6,3,9) |35(22,
kéraypo’ 45)***
*p <0,05, **p = 0,0106 (devtepedov kKaroinktiko onueio wov coUTEPIANPONKE o€ TOALOTAN TPOTOEPLOYY),
#3#%p < 0,0001

T Zoyvotnto epeaviong averlfountov evepyeidv Baoet exktipunosov Kaplan-Meier ota 3 ypovia.

! IepthapPaver To KMVIKG GTOVILAMKE Kal [N -OTOVSVAIKE KaTéyaTo.

2 Agv mepthopBavel o KaThyaTo, TOV 6ToveOA®Y, TOV Kpaviov, Tov Tpocdmov, Tng KGTm yvadov, Tov
LLETOKOPTIOV, KAl TOV QAALYY®V TV dAKTOA®V TOV YEPIDV KOl TOV TOIDV.

3 MepthapPaver Ta KOTAYHOTO TG TVEALOV, TOV GIT® GKPOL TOL UNPIAIOL, TOV €YYV TUAHOTOG TG KVAUNG, TMV
TAELPDV, TOL €YYLG Bpoytoviov, Tov avTiPpayiov, Kot Tov 1eyiov.

* ITephapPaver To KAMVIKG GTOVILAMKE KOTAYLOTO, TO KOTEY LT TOV 16Y {0V, Tov avTiBpoyiov, Kat Tov
Bpaytoviov, 6nwg opifovrar amd tov ITIOY.

Xe yovaikeg pe BMD tov avyéva Tov punplaiov kotd v évapén < -2,5, 11 0eVOGOLUAUTT HelmoE TOV
KIVOUVO LN-CTIOVOLAIK®V KATOYUATOV (LEIDMOT TOV GYETIKOD KIvduvo katd 35%, peiwon tov
amoAlvTov Kivdvvov katd 4,1%, p < 0,001, diepevvntikn avdivon).

H peiwon g cvyvottag ELOAVIoNS VE®Y GTTOVOLAIKADV KOTAYUAT®V, KOTOYLATOV TOV 16Y10V Kot
UN-CTOVOLAIK®OV KATOYUATOV Ao T1 0EVOGOVUAUTT G d1GoTnua 3 €T@V NTav otabepn aveloptntog
oV 10-£100¢ KIvdHVOL KATAYHOTOG KATA TNV Evapén Tng oy®mync.

Eriopoon otnv ootiki mokvotyto,

H devocovpdumn avénoe onpavtucd tnv BMD og dheg Tig KAvikég Béoeig mov petpnnioy, Evavtt
TOV EIKOVIKOV QUPLLAKOL HETA amd 1, 2 kot 3 £tn. Xe didotnpa 3 eT@v 1 deVOSovUduTn avénoe v
BMD xo1d 9,2% otnv o6@uikni poipa g 6movovAkng oTiAng, 6,0% oto oAkd 1oyio, 4,8% ctov
avyéva Tov pnpaiov, 7,9% c6tov Tpoyavinpa Tov 1yiov, 3,5% 010 drwm TPITNUOPIO TNG KEPKIdAG Kol
4,1% o710 oAKd codpa (0Aeg ot Tipég p < 0,0001).

Ye KAvikég peréteg Yo v e&étaon Tov emdpdcemv g d10Komng TS devosovpdunng, 1 BMD
emovnABe oyedov ota enimeda Tpv amod T Oepaneio o€ didotnua 18 unvov and v televtaio d6om
KOl TOPELUEIVE TAV® OO OVTE TOL TOPUTNPNONKAY KOTA TI XOPYNON EIKOVIKOD QopudKov. AVTd Ta
otoyela delyvouv OtTL amorteital 1 cvveyng Bepaneia e T OEVOCOLUAUTY Yo T d10THPNoN TNG
dpAcNc TOV PAPUAKELTIKOD TPoidVTOG. H emavayoprynon g dEVOGOLUAUTNG ETEPEPE TOPOUOLOL
0péAn otv BMD pe avtd mov mopatnpnonikoy 6tov 1 0eVOGOLUAUTN YOpnYNONKE Y10 TpDTH QOpd.

Melétn emextaons avolkTiG ETLONUAVONS Yi0. THY BePOmEio. TS UETEUUNVOTODCLOKNG OOTEOTOPWTNG

Yg oOvoro 4.550 yuvarkov (2.343 devocovpdunn kot 2.207 g1koviKo GAPLOKO) 01 0moieg Exacay Oyt
MEPLGGATEPEG OO L0, OOGELS TOL VIO EPELVA PAPUUKEVTIKOD TPOTOVTOG 6T1| POCIKT| LEAETT TOV
TEPLYPAPETOL TAPATAV® KAl OMOKANPOGOV TV EXICKEYT 0TOV UNva 36 TN LEAETNG CLLEDOVNGOV VO
GUUUETAGYOVV GE Ui 7€T1], TOAVEDVIKT], TOAVKEVTPIKT], OVOIKTNG EMIOTILAVONG, EVOG GKEAOVG LEAETT
EMEKTAONG Y10 TNV a&lOAOYNON TNG LAKPOTPOBEGUNG OCPAUAELNG KOl ATOTEAEGUATIKOTITOG TNG
devocovpaunng. Oleg ot yovaikeg otnv peAétn enéktaong enpokelto va Adfovv devocovpdaunrn 60 mg
KkG0e 6 punveg kabmg kot acPéatio nuepnoing (tovAdyiotov 1 g) kot Prrapivn D (tovAdyiotov 400 1U).
YuvoAikd 2.626 acbeveig (58% amd Tig yuvaikeg TOV CUUTEPIANPON KAV GTN PEAETT] ETEKTAOTG, ONA.
34% TV YOVOIK®V OV GUUTEPIANPONKOY GTNV KEVIPIKT LEAETT)) OAOKAN pOCAY TN LEAETN ETEKTOONC.

Ytovg aoBeveic mov Ehafav devocovpaunn yio 10 €tn n BMD avénbnke amd tnv apyikn Tiun
avaQopdg otnv KeVTIpkn HeAETN Katd 21,7% oty 06QuikY poipa TG 6ToVOLAIKNG 6THANGS, 9,2% oT0
oMkd 1oyio, 9,0% otov avyéva Tov pnpraiov, 13,0% otov tpoyavtipa kot 2,8% o610 dnw Tprtnudplo
g kepkidag. H péorn tipun T-score BMD 1tng oopvikng poipag TG 6TOVOLAIKNG GTHANG GTO TEAOG TG
peArétng frav —1,3 oe acbeveig mov éhafav Oepameia yuo 10 €.
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H ocvyvomta eppdviong kataypdtov altoloynnke og KOToOANKTIKO onueio 0oQAAELNG AALA 1|
OTOTEAEGLATIKOTNTO TNV TPOANYN TOV Kataypdtmv ogv propel va ektyundei Adym tov peydiov
aplOpod SLOKOTMOV KOl TOV GYESUCUOD TNG UEAETNG OVOIKTHG emoovong. H copevtikn cuyvotta
EUPAVIONG VEDV GTOVOLMK®DV Kol [T GTOVOLMKADV KATAYHLATOV HTAV KOTA TPOsEYYIon nepinov 6,8%
kot 13,1% avtictoiyme, og acBeveic mov mapéuevay oe Bepaneio pe devosovpdpmn yo 10 €t
(n=1.278). AcBeveic mov dev OAOKAPOGAV TN LEAETT Y10 OTTOL0ONTTOTE AGYO iV VYNAOTEPQ
TOGOGTH KUTAYUATOG KOTA TNV Oepameia.

Agxatpia meplotatikd 0oteEOVEKPp®ONG TG Yvabov (ONI') to omoia emdvOnkay Ko dVo dTvTa
KOTOYLLOTO TOV PNPLoiov 06ToY T 0Toio EMADONKAY, GUVEPN GOV KOTA TN StdpKeELn TNG LEAETNG

EMEKTOONC.

KMvikn omoTeAeoLaTIKOTNTO KOl OCQAAELD GE AVOPEC LUE OGTEOTOPWOT

H onoteleopatikdtnTo Kot 1 0o@AAELN TG OEVOGOVUAUTNG Hio @opd kB 6 pnvec yuo 1 €10¢
SiepsuvnOnkay g 242 Gvdpeg nhuciac 31-84 etdv. Acbeveic ue eGFR< 30 ml/min/1,73 m?
amokAgiotTnkay and T dokiur. OLot ot dvdpeg Elafav Kabnuepvd cuumAnpopo acfectiov
(tovAdyiotov 1.000 mg) ko Prrapivng D (tovddyiotov 800 TU).

H xdpuo petafint g anotedecpotikdTnTag fTay 1 ekatootiaio petafoin e BMD oty oceuikn
poipa g omovOLAIKNG GTAANG, dev aE0A0YNONKE 1| 0TOTEAESUATIKOTNTA OTO Katdypota. H
devoocovudumn avénoe onuaviikd v BMD g 6Aa o kKAvikd onpeio 6mov peTpnOnke, o€ oxéon e
TO EIKOVIKO Qdppoko otoug 12 punvec: 4,8% otnv 06QLIKY Loipa TG 6oVOLAIKTG 6TNANG, 2,0% 010
0AK6 10%10, 2,2% G6TOV awyEva Tov unplaiov 0otov, 2,3% GTov TpoYaVTHPA TOL 1Wyiov, kal 0,9% oto
AT TPLINUOPLO TNG KepKidag (0Aeg ot Té p < 0,05). H devocovpdunn avénoe v BMD ¢
0GQVTKNG Hoipag TNG GTOVOLAIKNAG GTHANG amd TV apykn T oto 94,7% tav avdpav oto 1 €tog.
Inuovtikég avénoelg oty BMD oty o6evuikn poipa g 6movOvAMKng GTAANG, T0 0AKO 1010, TOV
VYEVO TOV UNPLOIOL 0GTOV KoL TOV TPOYOVINPO TOV 1oYiov TopatnpndnKoy 6toug 6 punveg

(p <0,0001).

IotoAoyio 06TOV GE LETEUUNVOTTOVGLOKES YOVOIKEC KO GVOPEC LE OGTEOTOPWOGN

A&oroynOnke 1 16TOAOYIO TOV 0GTAOV GE 62 UETEUUNVOTAVGIUKEG YUVOIKEC |LE 0GTEOTOPMGCT 1|
YOUNAT ootk pada petd and 1-3 ypdvio Oepomeiog e devoGoOLUAUTN, Ol omoieg gite EAafay Yo
TPHOTN Popd Bepomeia Yo TNV 00TEOTOPMOT) gite giyav AaPel mponyovpuévmg Bepameia e
arevopovdrn. [levivta evvéa Yovaikeg GUUUETEYAV TNV LTO-UEAETT e Ployia 06TMV 6ToLg 24 pveg
(n=41) B/xar otov ufva 84 (n = 22) T LEAETNG EMEKTAONC GE LETEUUTVOTOVGLOKEG YOVOIKEG UE
ooteondpwor. H 1otodoyia twv ootdv agloloynnke eniong oe 17 Gvopeg [1e 0GTEOTOPWOT UETA OO
1 xp6vo Bepamnciog pe devocsovpdumn. Ta anoteléopata g Proyiag 0otdv £€1EAV PUGIOAOYIKN
OPYITEKTOVIKT KOl TOLOTNTO TOV 0GTAOV, Y®PIG EVOEIEELS TP DY TNG EMUETAAANDOTG, VMO0V
TAOPOL 1 tvawong Tov puerov. To 1GTOPOPPOUETPIKA EVPNUOTO OTT) LEAETN EMEKTACNG OF
UETEUNVOTOVGLOKEG YOVOIKEG LLE 0GTEOTOP®ON £JE1EAV OTL OL OVTIOTOPPOPNTIKEG EMLOPAGELS TNG
OEVOCOVUAUTNG, OTT(OC LETPNONKAY e GLYVOTNTA EvEPYOTOINONG Kot puOUO 0GTIKOD GYNUUTIGLOV,
dtnpnOnkav pe v mpodo tov ypdvov.

KAwvikn omoteAeGUATIKOTITO KOl ACQAAELN 6E 000EVEIC UE OGTIKN OTMALLN TOVL GyeTileTon LUE TN
o6TEPNoN AVOPOYOVMV

H omoteleopatikdtnTo Kot 1 0oQAAELN TG OEVOGOVUAUTNG XOPTYOVLEVNG Lo Popd KABe 6 puveg yio
3 £ depevvnOnKe ce AVIPEC L€ IGTOAOYIKA EMPEPALOUEVO UM LETACTATIKO KOPKIVO TOV TPOGTATY
nov AdpPavayv ADT (1.468 dvdpeg niikiog 48-97 etcdv) mov détpeyav ovénpévo Kivouvo Katéyprotog
(mov opiletan mg nAkia > 70 etdv 1 < 70 ety pe T-score BMD tn¢ 0cuikng poipag g
GTOVOLAIKNG GTHANG, TOL OALKOV 16Y10V 1| TOV avyéva Tov pnpilaiov < -1,0 1§ 16TOPIKO 0GTEOTOPMTIKOV
katdypatoc.) Olot o1 avdpeg Adpfovay couminpopate acpestiov (tovidyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 400 1U) kabnueptva.

13



H devocsovpaumn avénce onpavtucd tnvy BMD ot dheg Tig KAvikég Béceig mov petpnonkoy, g oyxéon
pe ) Oepaneia pe gtkovikd eappaxo ota 3 xpovia: 7,9% oty oseuikn poipa TG 6TOVOLMKNG
otNANG, 5,7% oto ol 1oyio, 4,9% otov avyéva tov pnpraiov, 6,9% cTov TpoyavVINPA TOL 1YoV,
6,9% o670 Ane TPLTNUOPLo TNG KepKidag kot 4,7% oto oAkd odpa (0Aeg ot TiéG p < 0,0001). Ze po
TPOOTTIKA TPOYPUUUATICUEVT] SIEPEVVITIKY] OVAVGT, Topatnpndnke onuovtikn avénon tg BMD
NG 0GPVIKNG HOTPag TNG GTOVOVAIKNG GTNANG, TOL OAKOD 1010V, TOL CLYEVO TOV LUNPLAioV Kot TOV
TpOoYaVTNPa TOL 1oYiov péoa oe 1 poMg uva petd v apyikn 66on.

H devocovpdunn enédeie onUavTIK LEIMOT) TOV GYETIKOD KIVOUVOL VEMV GTOVOLAK®OV KATOYLATOV:
85% (pelwon tov amdAvTov Kivdvvou katd 1,6%) oto 1 €toc, 69% (neimwon Tov amdAVTOL KIVIHVOL
katd 2,2%) oto 2 £t ko 62% (peioon tov amdAvtov Kivdvvov Kotd 2,4%) ota 3 £t (OAeg ol TIEG
p<0,01).

KMvikn omoteAeouatikdTNTo Kot 00QAAEL € 06DEVEIC UE 00TIKN OT®AELN TOVL oYeTIlETO UE TN
CLUTANPOUATIKN Oepomeio Le OVOGTOAEIC TS APOUATACNC

H amoteleopatikdOtnTo KOt 1) 0GQAAELR TNG OEVOGOVUAUING YOPTYOVLEVNG L0 POPA KAOE 6 ufveg yio
2 €11 dlepeuvNONKaV G€ YOVOIKEG e UN-IETOCTOTIKO KOPKIVO TOL LaoTo (252 yuvaikeg nAtkiog
35-84 etmv) kai T-score BMD 1ng 06QuikNi¢ Hoipag TS 6TOVOLAIKNG GTAANG, TOL OALKOD 1510V 1| TOV
ovyéva Tov pnptaiov Katd v Evapén g aymyng petasd —1,0 ko —2,5. Oheg ot yuvaikeg Adpfovoy
cuumAnpopatiky aymyn acfeotiov (tovAdyiotov 1.000 mg) kot frrapivng D (tovidyictov 400 1U)
KaOnpepwva.

H xOpra petafint onoterecpatikdtntog Nray 1 tocootiaio petafoin g BMD oty ocpuikn
poipa g omovOVAIKNG GTAANG, VD dev a&loA0YNONKE 1] ATOTELEGUATIKOTTO KOTA TOV KOTOYUAT®V.
H devocovpdunn avénoe onuovtikd v BMD og 0lec Tig kKAvikég BEoelg Tov petpridnkoy, o oyéon
pe tn Bepomeia pe eovikd apuako ota 2 xpovia: 7,6% otnv 0ceuIKN Hoipo TNG GTOVOVAIKNG
omAng, 4,7% oto oliko 1oyio, 3,6% oTov avyéva Tov unplaiov, 5,9% ctov TpoyavIpa TOL 1YoV,
6,1% o710 dne TprTNUOPLO ¢ KePKidag kot 4,2% oto ohMkd copa (0reg ot Tipés p < 0,0001).

Ocpoameio TS 0GTIKNC ATOAENC TOV oYeTIleTOl L GLoTNUATIKN OEpameio LE YAVKOKOPTIKOELON

H amotekeopatikotnTa Kot n ac@aieio g devosovpdunng diepevvndnkav oe 795 acbeveic (70%
yovaikeg kot 30% avopeg) nhkiag 20 émg 94 etmv mov EhaPav Oepaneia pe > 7,5 mg mpedvilovng
YOPTNYOVUEVNG NUEPTCIMG ad TOUATOG (1] 1003VVALOD).

MehetOnkav dvo vrorAnBucpoi: cuvéyiong tng Bepamneiog pe yAvkokoptikoedn (= 7,5 mg
TpedvILOVIG 1] 1003VVALLOL NUEPNGIMS Y10 > 3 UNVEG TPV TNV €YYpapr| 0T HeAétn, n = 505) kot
évapéng g Bepameiog pe yAvkokoptikoedn (= 7,5 mg mpedvifovng 1 10080vVapOv NUEPTOIOG Yol

< 3 puniveg mpv TV €yypaen otn perétn, n = 290). Ot acbeveic Toyatomomdnkay (1:1) yo va Adpovv
eite devocovpaunn 60 mg araé vrodoping kdbe 6 unveg eite 5 mg pioedpovatng anaé nuepnoing
amd oTopaTog (Spaotikd Eappaxo eAEyyov) Yo 2 £n. Ot acBeveic AapPavay CUUTANPOUOTIKY Ay®YN
acPeotiov (tovAdyiotov 1.000 mg) kot Brrapivig D (tovddyiotov 800 IU) kabnuepva.

Eridpoon oty ootikn moxvotyro, (BMD)

Ytov vomAnfucopd cuvéyiong g Bepaneiog e YAVKOKOPTIKOELT], 1| OEVOCOVUAUTY KATEDEIEE
peyarvtepn avénon g BMD g 06puikng Loipag TG GTOVOLAIKNG GTHANG GE GUYKPLIOT] LE TN
preedpovdtn oto 1 étog (devosovudumn 3,6%, pioedpovat 2,0%, p < 0,001) kot ota 2 £t
(devocovpdpmn 4,5%, proedpovatn 2,2%, p < 0,001). Zrov vmonAnbvoud évapéng g Bepanciog pe
YAVKOKOPTIKOEION, 1) 0EVOGOVUALT KaTEdEIEE peyarvTepn ovénon g BMD g ocpuikng poipag
TNG GTOVOLAIKNG GTHANG GE GUYKPLoT LE T ploedpovarr oto 1 €tog (devosovpdunn 3,1%,
proedpovatn 0,8%, p < 0,001) ko ota 2 £tn (devocovpdunn 4,6%, pioedpovan 1,5%, p < 0,001).

EmimAéov, n devosovpdumn Katédelée onuavtikd peyoivtepn péorn mocootiaia avénon e BMD tov

OAKOV 1510V, TOV OWYEVE TOL UNPLEioV Kol TOV TPOXAVTHPO TOL 1o)iov 0md TV Evapén e oy®yng o€
GUYKPLOT LE TN PLOESPOVATY).
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H peAétn dev eiye ™ duvatotnta va katadeifel dapopd ot katdypata. Xto 1 €étog, ) enintoon véov
AKTIVOAOYIKA eMPBEPAIOpUEVEOV GTOVOILAMKGOV KaTayHAT®mV 6TovGg acbeveic Ntav 2,7% (devocovpapn)
évavtt 3,2% (pioedpovdn). H enintoon tov un omovovAkdv Katoypdtov otovg acbeveig nrav 4,3%
(devocovudunan) évavtt 2,5% (pioedpovatn). Xta, 2 £, o1 avtiotoryot appoi frav 4,1% Evavtt 5,8%
v véa aKTvoloykd emiPeforwpéva omovovAkd katdypata kot 5,3% évavtt 3,8% yia U 6rovouvAkd
Kataypoto. Tao meplocdTepa KATAYILATO ELPAVICTNKOY GTOV VIOTANOVGHIO TG CLUVENIONC TG
Oepomeiog Le YAVKOKOPTIKOELD).

Howwatpikde tAnbvoudc

Mio, perdém evog okéhovg, pdong 111, yio v a&lohdynon e OTOTEAECUATIKOTNTOS, TG AGPAAELOG
KoL TNG QAPUOKOKIVITIKNG d1e&nydn oe maudid pe atehn ooteoyéveon, nhikiag 2 éog 17 etdv,
52,3% avdpec, 88,2% Koavkdoiot. Zuvolkd 153 ocvppetéyovreg AapPavav apyikd vrodopia (SC)
devocovpaunn 1 mg/kg, émg 60 mg 1o puéyioto, ke 6 uveg eni 36 unveg. EENvia cuppetéyovteg
petéPfnoav oe yoprynon doong kbe 3 purvec.

Tov pfva 12 tov oynpatog yopnynong d0ong kébe 3 unveg, n petaforn Tov pécov elayictwv
tetpoydvev (LS) (tumkd opdipa, SE) and v apykn Ty ot Pabporoyia Z-score BMD g
00QVTKNG Hoipag TG omovdvAtkng otAng ntav 1,01 (0,12).

Ta o cuyva avemBounto copPdvta wov avapépdnikay 6To oyNua Yopnynong 66ong Kabes 6 unveg
nrav apBparyia (45,8%), aryog o dxpo (37,9%), ocpuadyia (32,7%) kot vrepacPBeotiovpia (32,0%).
YnepacPeotwoipio avapépOnke Katd t didpkela yopnynong doong kabe 6 unves (19%) ko kébe

3 unveg (36,7%). ZoPapd avemBounto copfavta vrepacPeotiaipiog (13,3%) avaeépdnkay katd
dudprela yopnynong doong kabe 3 pnvec.

e o perémn enéktaong (N = 75), mapatnpndnkov cofapd avemBdunta copufdvra
vrepacPeotionpiog (18,5%) kotd ™ didpkeia yoprynong doong kae 3 unvec.

Ot perérec teppotiotnKoy Tpdmpo AOY® TG ELPAVIONG CUUPAVTOV OTEIANTIKGV Yo T {on Kot
VOGNAEIDV GE VOGOKOUELD 0pelldpevey o vrepacPectiatpio (PA. mapdypapo 4.2).

& (o TOAVKEVTPLKT, TUYALOTONILEVT, OUTAL TVQAT], EAEYYOUEVT] LLE EIKOVIKO PAPUAKO, TOUPAAANADY
opddwV peEAETN mov deENyON o€ 24 modiatpikoe acbevei e 00TEOTOPMOT ETAYOLEVT AT
YAVKOKOPTIKOELWT], NAtkiag and 5 €wg 17 etdv, yia v a&loAdynon ¢ LETOPOANG 6To Z-score
00TiKN G mukvotntag (BMD) g ooguikng Hoipag TG OTovOLAIKNG GTAANG amd TNV apyikn TN
ovaQOPAs, 1 OTOTEAECUATIKOTNTO KOl 1] 0CQAAELN OEV TEKUNPLOBNKAY KAl, WG €K TOVTOV, 1|
devoGoLUAUT deV Ba TPETEL VO YPNGIUOTOLEITAL Y10 LTV TNV £VOEIEN.

O Evpomnaikog Opyoaviopds Qapudkmv Exel 0OGEL Amailoyn ond TNV VIOYPEMGT VIOPOANG TMV
OTTOTELECUATOV TOV UEAETMV UE TO POPLOKEVTIKO TPOIOV AVOPOPAS TOV TEPLEXEL OEVOGOVUAUTT OE
OAEG TIC LITOKATNYOPiEg TOV IO TPIKOD TANBLGHOD 0T Bepameia TNG OGTIKNG ATMAELNS TOV
oyetiCeTon pe Bepaneio AMOKAEIGHOD TOV OPULOVAV TOV VA0V Kol GE VITOKATIYOPIES TOV TOUSLUTPIKOV
TANBvopod NAkiog kKT TV 2 eT®V o1 Bepaneio Tng ooteondpwong (BAEne mapdypapo 4.2 yio
TANPOPOPIES GYETIKA LE TNV TOUSLOTPIKN YPNoM).

52 @oppokoKivnTIKES 1O1OTNTEG

Amoppdonon

Metd and vroddpila yopnynon doong 1,0 mg/kg, mov mpoceyyilel tnv eykekpiuévn d6on TV 60 mg, 1
éxBeon Paocer g AUC oy 78% og ovykpion pe v voopAEPLa xoprynon oo 310 d0GOA0YIKO

emimedo. ['a o vrodopila 66omn 60 mg, 1 LEYLOTN GLYKEVTIP®OOT TG 6EVOGOLUAUTNG GTOV 0PO (Cimax)
7ov gival 6 meg/ml (evpog 1-17 meg/ml) onueimbnke og 10 nuépeg (gvpog 2-28 nuépeg).
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Buouetaoynuoatiopdg

H devocovpaunr amoteleiton omokAEIGTIKA 0md aptvoEéa Kol vOATAVOPAKES OTTMG 1| PLOIKN
avocooaipivn kot dev givar mavo va omoPAndel péow unyovicpdv nrotikov petafoiicpov. O
petafoAionds Kot 1) AmEKKPLoT) TOV AVOHEVETOL VO AKOAOVONGOVVY TIg 080VG KABapong TV
OVOGOGQULPIVAOV, LE OTOTEAEGLLO T OIAOTOCT TOV GE UKPA TETTIOW KO LELOVOUEVO AUVOEEDL.

Amofoin

Metd ™ Chax, T0 €TiTESQ 0p0D pEI®ONKOV e Y¥pOvo Nuicelag {ong 26 nuepmv (e0pog 6-52 nuépeg) o€
dtlotnua 3 unvev (evpog 1,5-4,5 piveg). 1o mevivra tpia 101G k0o (53%) TV acbevdv dev
OVIYVELTNKOV LETPTCLUES TOGOTNTEG OEVOGOVUAUTNG 6 UVEG LETE T XOPTYNON TOL POPUAKOV.

Agv opatnpndnke cuoom®pevon 1| LETAPOAT TNG PAPUAKOKIVITIKNAG TNG OEVOGOLUAUTNG LLE TO
TEPAGLLOL TOL YPOVOV KOTA TN YOPNYNOT TOALUTAGY VToddpLov ddcewv 60 mg o popd kdbe 6 urvec.
H @oppokokivnTiki g 0eVOGOVUAUTNG dEV EMNPEACTNKE OO TO CYNUATICLO SECUEVTIKMV
AVTICOUATOV £VAVTL TN OEVOGOVUAUTNG Kol TRV TOPOUOLN TOGO GTOVG GAVOPES OGO Kol GTIG YOVOIKEG.
H nlcio (28-87 €t1), 1 LA Kot 1) KOTAGTAOT TG VOGOL (YoUnAn 06Tk LAl 1} 0GTEOTOP®AON,
KapKivog TOV TPOGTATN 1] TOL HOGTOV) OeV QaiveTal emiong vo emnpealovv oNUAVTIKY TN
QOPULOKOKIVITIKN TNG 0EVOGOVUALTNC.

[HopatnpnOnie o tdon pHeta&y Tov LYNAOGTEPOL GOUATIKOD BAPOVg Kot TNG YapnAdtepng Ekbeong
Baoel g AUC kat G Ciax. 201060, 1 TAoM 00T 0V Be@piOnke KAVIKA oNULOVTIKY], EPOCOV Ol
QOPLOKOOVVAUIKEG EMOPAGEIS PACEL TV SEIKTOV 0GTIKNG EVOALAYNG Kol TV avéRcemy g BMD
mapépevay 101eg o€ Peydlo Vpog OUATIKOD Bapoug.

I'popypukdTnTo/mn ypo ko TnTo,

e PeEAETEG KOUOVOEVNG HOOT|G, 1| OEVOCOVUAUTT EXEGEIEE UN YPOLLLIKT, 00GOEEUPTOUEVN
QOPUOKOKIVITIKT, LE YAUNAOTEPT] KABOPOT G VYNAOTEPESC OOGELC 1] CLYKEVIPDOGELS, OAAY GYEOOV
avdioyn pe tn 66om avénon g Ekbeong yia docelg 60 mg Kot Gveo.

Neoppkn dvoiettovpyio

e pia peAET 55 acbevav o€ d14popa GTASIN VEPPIKNG AEITOVPYING, CLUTEPIAOUPAVOUEVOY 0cOEVOY
o eEwvePPikn kaBapon, o Pabuog TN veppikng duoiertovpyiog dev giye kopio enidpacn ot
QOPUOKOKIVITIKY TNG OEVOGOVUAUTNG.

Hratikn dusiettovpyio

Agv mpaypatomonke kapio 101k LeAETN o€ acbevelg Le NTOTIK SVGAEITOLPYIO. X YEVIKESG
YPOUUES, TO LOVOKAMVIKA AVTICOUOTO OEV OTOUAKPHVOVTOL LEGH UNYOVIGHMV TTOTUKOD
petafoiionov. H @appokokvntikng g 0EVOGOVUAUING OV OVOUEVETAL VO EXNPEACTEL OO TNV
NTATIKY dLGAELITOLPYiaL.

Houdwtpkde TAnbvoude

H devocovpdumn dev Ba mpémel va ypnoylomoteital o€ wadlotpikong TANvepovs (PA.
apaypdeovg 4.2 ko 5.1).

e wa perém edong I madiatpikdv aclevav pe atedn ooteoyéveon (N = 153), ot uéyioteg
GULYKEVTPMOELS TNG OEVOGOLUAUTNG oTOV 0p0 TTapaTnprOnkay tnv nuépa 10 o€ OAeG TIg NAKIOKEG
opdodes. ' To oyuata yopnynong d6ong kébe 3 unveg Kot ke 6 Pveg, TapatnpnOnKe OTL 01 LEGEC
EMAYIOTEG GLYKEVTPAOGELG TNG OEVOGOVUAUTNG GTOV 0pd £ivart VYNAOTEPES Y1 Tad1d nAwiog 11 €mg
17 etddv, evd To TOUdLE NAIKIOG 2 €m¢ 6 ETOV Elyav TIC YOUNAOTEPEG LECEG EAAYLOTES GUYKEVIPMOGELS.
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5.3 IIpoxivikd dgdopéva Yo TNV 0.6QALELD

Y& peréteg to&ikotTnTog EPamas Kot emavaiapupavopevoy 66cemv og TdRKovg cynomolgus, ot d0GELC
devosovpaunng mov odnynoav oe 100150 popég peyarvtepn cvotnuatikn ékbeon and
GUVIGTAOUEVT avOpOTIVN SO0 deV glyav Kapio ETITTOON GTNV KOPSHLYYEWNKT PLGIOAOYIA, TNV
OVOPIKN 1 TN YUVOIKEID YOVILOTNTA, OVTE TPOKAAESAV £101KN TOEIKOTNTA GE OPYAVA-GTOYOVC.

Agv €yovv mpaypotomoindel ot cuvhbelg dokipacieg yio v a&loAdynon Tov dSuva Ko
YOVIOLOTOEIKOTNTOG TNG OEVOCOVUAUTNG, EPOGOV TETOLEC SOKIUAGIEG OEV Elval GYETIKEG LE TO
GLYKEKPYEVO LOP10. Q6TOGO, AOYM TOV YOPOUKTNPIGTIKAV TNG, 1| devocovpaunr Oewpeital aniBavo va
£YEL OTOLOONTOTE SUVOUIKO YOVIOI0TOEIKOTNTAG,

To kapkvoydvo duvapikd g 0evosoLHAUTNG dev £xel eKTIUNOEL o pakpoypdvieg pekéteg oe (da.

Ye mpoxhvikég peléteg mov deEnydnoav oe knockout movtixia mov otepovvtay 1o RANK 1) to
RANKL, mopatnpfdnke dtotapoyn Tov SYNUATIGHOV Aeppadévav oto Euppvo. Eniong, oe knockout
movtikia wov otepovivtay T0 RANK 1 1o RANKL napoatnpndnke amovcio mapaywyne yoAaktog AOYm
OVOGTOANG TNG OWPILEVETG TOL HalIkoy adéva (avamTuén KuyweLoeld®V Kal AOPLaK®OV adéVeV KaTA T
SLAPKELD TNG EYKVLLLOGVVTG).

Ye pia perém oe monKovg cynomolgus 6tovg omoiovg yopnyndnkav d06elg SEVOGOVUAUTNG KATA TN
SépKeLn TEPLOSOV TOV 1GOSVVALEL LLE TO TPMTO TPIUNVO TNG EYKVUOGVVNG OV 03 yNoay o€ 99 popéc
pueyaAvtepn cvotnuatikn ékbeon Pacet g AUC amd 1N cvvietdpevn avBpomvn d6on (60 mg kabe
6 uveg), dev vpEav amodeifelc PAapov otn untépa 1 610 EUPPLo. e AT TN HEAETY, OeV
e€etdotniay ot euPpuiKol AepPadEves.

Xe aAAn pedétn og mBnkovg cynomolgus 6tovg omoiovg KaTd T S1dpKeln TG EYKVIOGOVIG
xopnynonke devocovpaunn oe d6celg pe 119 popéc peyardtepn cvatnpatikny ékbeon Pdoet tng AUC
amo v avBpamnivn doom (60 mg kdbe 6 uMveg), epeovicTnkoy ovEnpUévol ToKETol VEKp@V eufpimv
KOl LLETA-YEVVITIKT BVNGIULOTNTA, U1 QUGLOAOYIKY] OVATTTUEN TV 0CTAOV LE OMOTEAECLA TNV LELOUEVT|
aVTOYN TOV 00TMV, UELMWUEVT ALLOTOIN G, Kot AavBaouévn evbuypappon Tov Soviimy, arovcio
TEPLPEPIKDOV AEUQOOEVAOV, KOl LELWUEVT VEOYVIKT avAmTLED. Agv kabopiotnke 1o eminedo yio un
TOPATPNGCT AVETIOOUNTOV EVEPYELDY Y10 TIG OVATOPUYMYIKES EXOPAGELS. TN YPOVIKT TEPTOO0

6 UIMVOV PEeTd amd TV YEVVNo, ol 0ALAYEC TTOV APOPOVGAV GTO, OGTE ATOKOTAGTABNKAY KAl OEV
vpée enidpacn 6NV avatoAn Tov Soviidv. Ou®c, 01 EMOPAUCELS GTOVG AEUPUSEVES KAl TN
AavBacpévn vBLYPALULOT) TOV SOVTIDOV TOPEUELVAY, KOl EACYLOTY MG LETPLO. LETAAAOTOINGT) G
TOALUTTAOVG 10TOVG TTopaTnPNONKe o€ éva and ta mepapatdlma (cvoyétion e ) Bepaneio etvar
acaeng). Aev vimp&av ototyeio PAAPNG otV UNTépa TPV 0O TOV TOKETO, UVETIOVUNTO UNTPIKA
cupupdpata Tapatnpinkay owdvia Katd tov TokeTd. H avamtuén tov untpikdv LooTIK®V 0dEVav
NTOV PLGLOAOYIKN.

g TPOKAVIKEG LEAETEC TNG TOLOTNTOG TV 0GTAOV G€ T KOoVG VIO poKpoypdvia Bepameio pe
OEVOGOVUAUTT, LEIMGELS TV SEIKTAOV 0GTIKNG EVOALAYNS GUOYETIOTNKOV LE BEATIOOT TNG OGTIKNG
OVTOYNG KAl PUGLOAOYIKT 10TOAOYIA TV 00TAV. Ta enimeda acPectiov epupdvicay Tapodikn peiwon
Kot Ta enimeda mapabopudvne mapodiky avénon oe modnkektounévieg mibnKovg wov Erafay
OEVOGOLUAUTT.

Yg apCEVIKA TOVTIKIN YEVETIKG TPOTTOTTOMUEVO (GTE Vo eKepalovv to huRANKL (mwovtixio knock-in),
070 07010 TPOKANONKE KATAYO GTOV PAOLD, 1 dEVOGOLUAUT KaBvoTépnoe Ty e£apdvion Tov
¥OVOPOL KOl TNV OVUKATOGKEDT] TOV TAOPOL TOV KATAYLLOTOS GE GUYKPLOT| LLE TO PAPLOKO EAEYYOL,
OAAG M Propmyavikn avtoyn Oev EXNPedoTNKE APVNTIKA.

Knockout movtixia (BA. Tapdypago 4.6) mov otepovvtav 1o RANK 11 10 RANKL napovsiacav
HELOUEVO COUATIKO BApOog, LELOUEVT] AVATTVUEN TMV 0GTOV KOl (1] VOTOAN TOV dOVIIOV. €
VEOYEVVITOVG apovpaiovg, N avactoAn tov RANKL (otoyoc ¢ Oepaneiog e devocovudumn) pe
VYNAEG OOGELG TEYVNTIG 0GTEOTPOTEYEPIVIC GUVOEdEUEVN G oTo poplo Fe (OPG-Fe) cuoyetiotnke pe
OVOCTOAN TNG AVATTLENG TV 00TMV KOl TNG OVATOANG TOV dOVILOV. € AVTO TO LOVTEAD Ol GAANYEC
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NTOV LEPIKMDG AVOGTPEWILES OTOV SOKOTNKE 1] YopnyNnon d0cemv avactorénv Tov RANKL. Eenpa
TpmTELOVTA ONANCTIKA 0TO OToia YopMyNnOnke devosovpdunn og dooelg 27 kar 150 popég
peyorvtepeg (10 xat 50 mg/kg) amd v kKAwvikn €kBeomn ueAvIoay Un QUGIOAOYIKEG QLENTIKEG
mAdkec. Emopévag, n Oepomeio pe 0eVoGOLUANT UIopel Vo LEIMGEL TNV avATTLEN TOV 0GTMV GTO
Toud1d PE OVOIKTES OVENTIKEG TAGKEG KO VO OVOIGTEIAEL TNV OVATOAT TV SOVTIADV.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataroyog ekdoyomv

lotdivn

IoTdivn VOPOYA®PIKT LOVOLOPIKT

YopPrtoin (E420)

[MolvcopPkod 20

Yowp yio evéoia

6.2 AovpparétnTeg

EMelyet peketdv oyetikd pe T cupufatdtnTa, T0 TopoV QUPLUKEVTIKO TPOidV OV TPENEL VAL
OVOUELYVOETOL UE GAND POPUOKEVTIKE TPOTOVTAL.

6.3 Awdpkero {ong

3 xpovi0.

E@pdoov Byet amd To yoyeio, to Obodence pmopei va puidccetat oe Beppokpacio péxpt 25°C 1o ToAD,
v éva epdma ddotnua £og 60 nuepdv, yopic vaépPacn g apytkng nuepounviog Aéne. Eav dev
¥pNoLomomn el evidc ovtov Tov S106THHOTOS TV Em¢ 60 Nuepdv, To Obodence pmopel va emoTpapel
670 Youyeio yia 28 nuépeg yio LEAAOVTIKY| P o).

6.4 Idwitepeg TpoPLAAEELS KATA TN PVLAEN TOV TPOTOVTOG

dvldoocete og yoyeio (2°C — 8°C).

Mnv KotayOyeTE.

DuAdooeTe TNV TPOYEUGUEVT] GUPLYYO GTO EEMTEPIKO KOVTL Y10 VO TPOGTATEVETAL OO TO PWG.

6.5 @Yon Kol 6VOTUTIKA TOV TEPLEKTN

"Eva ml s10Adpotog o€ mpoyepuopévn cupryya piog d6omg and yvoii tomov I pe Beddva and
avo&eldmTo atodAl dtapétpov 29 G pe unyavicpd KaAvyng Belovag, £va ELIGTIKO TPOGTUTEVLTIKO
Belovag (EhooTopepLg), Eva EAIOTIKO TOWA EIGYDPNONG EULPOAOD (ELaoTiKd BpmpofovTuAiov) Kot pia
TAooTIKY| pafdo gpporov.

Yvokevacio TG piog TPOYEMIGUEVNG CVPLYYOC, YOPIG KOWEAD.

6.6 Iowitepeg TPOPULAGEELS aTOPPIYNGS KoL AALOG YEPLOOG

° [pwv amd ™ yoprynom, To dtdAvpa TPETEL Vo EAEYYETOL OTTTIKA. MMy ypnoylomoieite 1o dtdAvpo
€4V TEPLEYEL COUOTIOW, EIVOL VEPEADIEG 1] OTOYPOUATIGUEVO.

. Mnv avoxuveite.

. IMoa vo amoeiyete ) duceopio otn BEon Eveong, aPNOTE TNV TPOYEUGUEVT CUPLYYO VA OTACEL

oe Begppoxpacio dopatiov (Léxpt 25°C) mptv amd TV EveoT Kot yY0OTE 0pYd.
. Eyy0ote 6A0 10 MEPIEXOUEVO TNG TPOYEUICUEVIC GUPLYYOS.

Kd&Be aypnoyomointo goaprakentikd Tpoidv 1 DTOAEUUN TPETEL VO OTOPPITTETAL GOUPDVE, LLE TIG
KaTé TOMOVG 10YVOVGEG OYETIKEG SIUTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OAhavdio

8. APIOMOZXZ(OI) AAEIAY. KYKAO®OPIAX

EU/1/24/1890/001

9. HMEPOMHNIA ITPQTHY EI'KPIXHX/ANANEQYHY THX AAEIAX

Huepounvia mpog £ykpiong: 12 defpovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOPIES Y10 TO TOPOV PAPLOKEVTIKO TPOidV gival dabéoieg oTov SIKTLOKS TOTO
tov Evpanaikod Opyoaviopod @apudxmv: https://www.ema.europa.eu.
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https://www.ema.europa.eu/

ITAPAPTHMA 11

IHAPAXKEYAXTEX THX BIOAOTTKQX APAXTIKHX
OYXIAX KAI TAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETIAX
KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATTIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TIAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHX OYXZIAX KAI
ITAPAXKEYAXTHX YIIEYOYNOX I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

Ovopa xai d1ievfuvon tov Tapackevaoth NS BLoAoyYIKOE dPUCTIKAG OVGIOG

Samsung Biologics Co. Ltd

300, Songdo bio-daero, Yeonsu-gu
Incheon, 21987

Kopéa, Anpoxpatio g

Ovopa xat d1evfuvon Tov TaPACKELAGTN TOL £ival LTEVOLVOC Y10 TNV ATOOEGLEVCT) TOV TOPTIOWY

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OMhavdia

370 £VTUTTO POAAO 0O YLDV YPNONG TOV PAPUAKEVTIKOD TPOIOVTOG TPEMEL VOL AVOYPAPETAL TO OVOLA
Kol 1 61e00VVOT TOL TAPUCKEVLAGTH TOV ELVaL VTEVHVVOG Y10 TNV ATOOECUEVCT TNG GYETIKNG TOPTISNGC.

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

DoppokevTIKd TPOTOV Y10 TO OTOI0 AMUITEITAL LUTPIKT CLVTOYT.

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢os1g meprodiknc mapaxkorovdnong g acedieras (PSURS)

Ot amoutioetg yio v vwofoin twv PSURS 1o to ev Adym @appoakeutikd tpoidv opiloviatl otov
KaTGAOYO pE TIg nuepounvieg avagopdg g Evoong (katdioyog EURD) mov mopatifetar oty
napdypapo 7, tov apbpov 107y, tng odnyiag 2001/83/EK kot ke emakdlovdng emkarponoinong
OT®MG ONUOGIEVETAL GTIV EVPOTUIKT] SIKTLOKT TOAN Y10, TO QAP LLOKOL.

A.  OPOI'H IEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI AIHOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

. 2yé00 owaygiprong Kivovvov (XAK)

O Kdaroyog Adetag Kvkiopopiag (KAK) Ba dieEaydyet Tig amattodpeveg dpaoctnplotnTes Kot
TOPEUPACELS PAPUOKOETAYPVTVOTG 0TS Tapovoldlovtal 6to cuppovniéy XAK mov tapovoidletal
otnv evotnta 1.8.2 g ddelog KukAoPopiog Kot 0oleGONTOTE EMAKOAOVOES EYKEKPIUEVEG
avafempnoelg tov ZAK.

‘Eva emkaiporomuévo XAK Oa wpémel va katotedei:

. Metd and aitmpa tov Evponaikod Opyaviopod @oppdxmv,

. OnoTedNTOTE TPOTOTOLEITOL TO GVGTNUA OLOYEIPIONG KIVODVOV, EOIKE MG OTOTEAEGLOL ANYNG
VE®V TANPOPOPIDOV TOV PITOPOVV VOl EMPEPOVY GLOVTIKT AAAAYT OT GYECT] 0PEAOVG-KIVOHVOL
N ©¢ ATOTEAEG O TNG EMITEVENG VO OTLLAVTIKOV OPOGTLOV (QOPUOKOETOYPOTVIION 1
EAO(LOTOTOINGT KIVOUVO).

o Emnpoc0eto pétpa ehayloTomoinong Kivovvov

O KAK 0o dwuopodricet 611 O Oéoel o€ 10 kapTa VITEVOLLUGNC Y10, TOV 0GOEVT] GYETIKA UE TNV
00TEOVEKPMOT] T1|G YVabov.

21



ITAPAPTHMA III

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

KOYTI IIPOTEMIXMENHX XYPIITAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Obodence
60 mg evéolo S1AVLLO GE TPOYEUGUEVT CVPLYYO
OEVOCOV AT

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

[poyepopévn ovpryya tov 1 ml wov wepiéyer 60 mg devocovpdaunng (60 mg/ml).

3. KATAAOI'OX EKAOXQN

loTdivn, 1oT1divn VEpoYAmptkn povobdpikn, copPrtodn (E420), molvcopPikd 20, Ddmp yio eVEGIUA

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoipo odAvpa
Mio, TpoyeUGUEVT] GUPLYYa LUE UNYOVICUO KAALYNG BEAOVOG.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Mo vroddpia yprion.

Inpovtiko: S10pdote To UAAO 00MNYIDV TPV AIO TOV YEPICUO TNG TPOYEUGUEVTG GVPLYYOG.
Mnv avoaxuwveite.

AwBdote T0 @OAAO 0INYIDV YPHIoNG TPV AT TN YPNON.

Avoitte

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

Noa puAdoocetar o€ 0éom, Tnv omoia o PAETOVY KoL dev Tpooeyyilovy Ta Tad1d.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEZHX

AHEH
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9. EIAIKEX XYNOHKEYX ®OYAAEHX

dvldooete g yoyeio.
Mnv KatoyoyeTe.
DVAAGGETE TNV TPOYEUIGHEVT] GUPLYYQ GTNV EEMTEPIKT) GLOKELOGIO Y10, VO TPOGTATEVETAL OO TO PWC.

10. JTAIAITEPEX TIPO®YAAZEEIX I'A THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITIOY NIPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

Samsung Bioepis NL B.V.
Olof Palmestraat 10, 2616 LR Delft
OALavoio

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/24/1890/001

13. APIOMOZX ITAPTIAAX

[optida

| 14. TENIKH KATATAZH I'lTA TH ATAGEXH

| 15. OAHI'IEX XPHXHX

| 16. IAHPO®OPIEX XE BRAILLE

Obodence

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

A160146TaTOC YPAUU®OTOS KDOKAS (2D) Tov pépel Tov TepIAN@OEVTa LOVAOIKO aVayVOPLIGTIKO KMOIKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ITPO'EMIZMENHX XYPITTAX (XQPIX XYXKEYAXIA KYYEAHY)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHIHZ

Obodence 60 mg éveon
OEVOCOV AT
SC

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. IHNEPIEXOMENO KATA BAPOZX, KAT’ OI'KO 'H KATA MONAAA

1 ml

6. AAAA XTOIXEIA
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B. ®’YAAO OAHTI'TQN XPHXHX
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®Vviro ooV ypiong: IIAnpogopiss yro Tov yp1otn

Obodence 60 mg gvéoipo S1aAvpo o€ TPOYEPIGUEVT GOPLYYO.
OEVOGOLUAUTN

VW To edappako ovtd telel IO CLUTANPOUOTIKY ToPaKOoAOVONGN. AVTO Ba emTPEWEL TO Yp1YOpPO
TPOGIOPICUO VEOV TANPOQOPLOV acpiLewns. Mmopeite va Bondnoete pécm g avapopdg mhovav
AVETIOOUNTOV EVEPYELDV TTOV eVOEXOUEVAS TTopovotdlete. BA. T€log Tng mapaypdpov 4 yio Tov Tpdmo
avaQopdg avemBOUNT®V EVEPYELDV.

AP AoTE TPOGEKTIKA 0AOKANPO TO QVALO 0ONYLAOV P OIS TPLY UPYIGETE VO YPNGLUOTOLEITE A VTO

T0 PAPLAKO, OLOTL TEPLAUUPAVEL CNUAVTIKEG TANPOPOPIES YL GO,

- DduArdEte avTd TO PUALO 0dNYIDV XpNong. Towg ypelaotel va to dfdcete Eavd.

- Edv éxete mepontépm amopieg, pmTNGTE TOV Y1OTPO 1] TOV PAPLOKOTOLO GOGC.

- H ovvtayn yio avtd 10 eapraKko xopnyndnke omokAEIGTIKA Y10 6dG. AEV TPEMEL VAL ODGETE TO
@apurako o€ AAAOVG. Mmopel vo Tovg TpoKoAEceL PAAPT, AKOUO KoL OTOV TO, GUUTTOUATO, TNG
acBéveldc Tovg eivar 01 e TaL S1KA Gag.

- Edv mapatnproete kdmowo avemBOUNT EVEPYELN, EVILEPDOTE TOV YITPO, 1| TOV PUPLAKOTOLO
G60c. AVt 1oyvEL Kot Yo KABe mhovn avemBOunTn evEpyeELn TOL OV AVOPEPETOL OTO TAPOV
@OAAO 0OMY1DV ypriong. BAére mapdypago 4.

- O ywtpdg oag Ba cag dmaoet pa kdpto veevhO IO Yo ToV acbevi|, 1 omoia TepPLEyeL
ONUOVTIKEG TANPOPOPIES Y10 TNV ACPAAELN, TIG OTOieg TPEMEL Vo YVOpIileTe TPV Kol KOTA TN
duapkela g Bepamneiog cag pe To Obodence.

T epréyel To TaPOV UALO 0ONYLOV:

T givor to Obodence kot ol givat 1 xpHo”N TOL

T npémer va yvopilete mpv ypnoiponotioete to Obodence
[Mog va ypnoworotoete To Obodence

ITBavég avemBOunTEg eVEPYELEG

Ia¢ vo puidocete o Obodence

[epreyopeva T cuokevsiog Kot AOUTEG TANPOPOPIES

A e

1. Th givan To Obodence ko o €ivar i (P16 TOL
T givan T0 Obodence kot TAOG dpa

To Obodence mepiéyet devosovpdpmn, po TpOTeivn (LOVOKA®VIKO avTicmpo) Tov maperPaivel ot
dpdiomn ag GAANG TPOTEIVNG, Yo T Bepameio TG OGTIKNG AMMAELNG Kot TNG 06TEOMOpmaong. H
Oepameio pe Obodence kdvel To 06TA TO AVOEKTIKG KOL LEIDVEL TNV TOOVOTNTO EUPAVIONG
KOTOYLATOV.

Ta ootd eivan évag LovTavoc 16ToG Tov avovedveTal cuveydc. Ta olotpoyova fonbodv ot datpnon
g VYElag TV 06TOV. META TNV EUUNVOTAVOT), TO ETITESN TOV OIGTPOYOVAOV LEIDVOVTOL YEYOVOS TOV
UTopEl Vo KAVEL T0 06TA ATt Kol evBpavota. Avtd propel TeEAMKE vo 00N yNoeL 6€ Hio TaBNon oV
ovopaleror ooteomdpmwon. H ooteomdpmon pmopet eniong vo epeoaviotel oe dvopeg Aoyw® vog
aplOpod aITI®V TOV GVUTEPIAAUPAVOVY TN YNPOVCT) KOUT TO YOUNAG ETITEd TG AVOPIKNG OPLOVTS,
T€0TO0TEPOVNG. Mmopel emiong va gppaviotel oe aoBeveig mov Aapfdvovy yAvkokoptikogdn. [ToArol
a0Bevelc TOV TAGKOLY OO 0GTEOTOPWST OEV EXOVV GUUTTMUATO, OALL KIVOUVEDOLV TAPOLO ALTE VO
VTOGTOVV KATAYLLO, KUPIWE 6T 6TOVOVAIKT GTAAN, GTa. 16Y10l KOl GTOVE KOPTOG,.

O xelpovpyikéc eTeUPAGELG 1) TOL PAPLLAKE TTOV AVOCTEALOLY TNV TOPAYDYT OIGTPOYOVAOV 1|
TEGTOOTEPOVNG KOl ¥PNCUYLOTOL0VVTAL Yia T Bepomeio aoOevdV e KapKivo Tov HaGTo 1| TOV
TPOGTATN UTOPOVV EMIONG VO TPOKOAEGOVY 0GTIKY andAEl. Ta 06TA yivovtol 7o addvoua Kot 6Tdve
7O EVKOAQL.
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owa givan n ypfon Tov Obodence

To Obodence ypnoyomoteitat yio, T Oepameios:

. NG OGTEOTOPMGNC GE€ YOVOIKEG UETA TNV EUUNVOTOVGT (LETEUUTVOTOVGCIOKEG), KOl GE AVOPES
OV £YOVV AVENIEVO KIVOLVO KOTAYUATOS (CTAGILO TOV 0GTMV) LEIMVOVTOG TOV Kivouvo
KOTOYUATOV TNG GCTOVOVAIKNG GTHANG, UN-CGTOVOLMK®OV KOTAYLATOV KOl KATOYUAT®V TOL

woyiov.

. TNG OCTIKNG OTMOAELNG TOV TPOKOAEITAL OO TN HUEIMOT) TV EMTESOV OPUOVAV (TEGTOGTEPOVNG)
1 omoia oPeiAeTonl o€ YEPOVPYIKN 1 PapLOKELTIKN Bepameia o acOeveic e Kapkivo Tov
TPOGTATY.

. TG OGTIKNG ATMAELONG TOV TPOKOUAEITOL OO LLOKPOYPOVIOL OY(YT| [LE YAVKOKOPTIKOELDN OF

aoBeveic mov Tapovstalovy avénuévo Kivouvo KTAYHOTOG.

2. T npéner va yvopilete Tpiv ypnopomouicete To Obodence

Mnyv gpnoiponomcete 1o Obodence

o av &yete younAd enineda acPeotiov oto aipa (vracfectiopia).

o o€ TEPITTOOT aALEPYIAG 0T OEVOCOVUAUTT 1] GE OTOI0ONTTOTE GALO OO TOL GLGTATIKA CVTOV
TOV QAPUAKOL (OVOPEPOVTUL TNV TTOPAYPAPO 6).

IIpogidomTou|6ELS KO TPOPVAGEELS
AmevBuvbeite GTov Y10Tpd 1) TOV PUPLOKOTOLO GOg TPLY ¥pnoonomoete To Obodence.

Kotd 1o didotnpa mov Aapupdvete Obodence pmopei vo mopovcliceTe LOAVVOT GTO OEPUA LE
CUUTTOUOTO OTMG 0dN LA, EpVOPOTNTA TOL FEPUOTOC, CLYVOTEPT GTNV TEPLOYN TOL TOSLOV, TOL
ovvodeveTOL amd aicHnua Kavcov Kot evausinoia (kuttapitida), Kot ThuvOV amd COUTTOUATO
nopetov. [Hopakareiote vo evUEPDGETE TOV Y1OTPO GG AUECHS EAV TAPOVGIACETE OTOLOOMTOTE OO
OVTE TO GUUTTMOUOTA.

®a mpénel eniong va AapPavete coumAnpopate acPectiov kKot frrapivng D yio 6o didotnua
naipvete Obodence. Avto gival kdtt Tov Oo culnTNoETE LE TOV Y1IUTPO GO,

Mmropel va €xete yapunid enineda acfectiov oto aipa cog evocw Aappdvete Obodence. Iapakaleiote
OIS EVNIEPDOETE TOV YIATPO GO AUECHOG EAV TAPATNPNGETE OTOIOONTOTE 0T TO AkOAOVOOL
CUUTTMOUOTO: CTOGHOVS, GLOTAGELS, 1| KPAUTEG GTOVG LOEG GOG, KOV LOOOOGUE 1] LOPUYKIAGLLO
OTO OGYTVAL TOV XEPLDOV, GTA SAYTLAN TV TOSLOV 1} YOP® amd TO GTOU GOG, KOV ETANTTIKEG
Kpicelg, GUYYLON, 1] ATMAELN TG GLVEIONOTG.

E&apetikd yoapnAd enineda acPecstiov Tov 0d1yNGAV GE E1G0YMYN GTO VOGOKOUELD KOl OKOLLOL Kot
OVTIOPAGELS OmeANTIKEG Yo TN Lon Exovv avapepbel oe GmAVIEC TEPIMTMGELS. 2 EK TOVTOV, TPV OO
TN Aqym Kabe d6oMg Kat 6tovg acbeveic pe mpodiddeon Yo vrocPestionpio evidg 600 efSouddmY
UETA TN Ay TG apytkng 60omg, Oa eAéyyovtal Ta eninedo acPfectiov 010 aipa cag (LEcm e&étaomg
alpaToc).

Evnuepaote tov yuatpd cag v Exete 1 giyate moté Gofapd TPoPAHATO GTOVS VEQPOVG, VEPPIKN
avemdpKelo 1 av xpeldotnke va vroPinbeite oe oupokdBapon, | av Aapupdvete eappoka Tov
amoKaA0UVTAL YAVKOKOPTIKOEWN (0™ Tpedviloddovn N de&apeBaldvn),yeyovota mov pmopei va
avENCOVY TOV KIVOLVO EUPAVIOTG XOUNADY EMTEdV acPBectiov 6To aipa av dev Aapupdvete
coumAnpopate ocpestiov.

Hpofiuata 6to otdua, ota dévtia 1} gtn yvébo

Mia mapevépyela Tov Aéyetor ooteovékpmaon g yvabov (ONI) (BAGPN Tov 06100 TG Yvabov) xel
avaeepBel omavimg (umopet va emnpealetl éog 1 otovg 1.000 avBpmdmovg) oe acbeveic mov Aapupdvovv
Obodence yio Tnv ooteomopwo. O kivovuvog ¢ oateovékpmong g Yvabov (ONI) avédvetar o
acBeveic mov AapPdvovv Bepameio yio oAy kapd (umopei va ennpedoet péxpt 1 ota 200 dtopa bv
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Aappdavovv Bepameia yia 10 ypovia). H ONI propetl emiong va epeoavietel Kot LETE T S10KOTY| NG
Oepancioc. Etvar onpoavtikd va ntpoonadnocete vo tpordfete v gupdvion g ONI kabog pumopei va
glval o encddvvn Kotdotoon Kot prmopel va givor SuokoAn va Bepamevtel. [a va peiwoete tov
kivouvo gpeaviong e ONI, AaPete Tig mopaKAT® TPOPLAGEELS:

IIpwv AaPete Bepamneia, evnuepmdaTe TOV Y10TPS 1) TOV VOGOKOUO oaG (emaryyeALaTiog vyeiag) eav:

. &yete TPOPAUOTO LE TO OTOUA T TO, OOVTIN GOG OTMC KOKT GTOLOTIKY DYIEVY, OVAITION 1)
TPOYPOUUATICUEV eEay@YT 00OVI®V.

o dgv AapPAVETE TAKTIKT 000VTIOTPIKT PPOVTida 1] dev £xete AAPel 000VTIATPIKTY eEETOIOT Y1l
UEYAAO YPOVIKO SLACTNLLOL.

. glote Kamviot g (KaBde 0vtd pmopet vo avENGEL TOV KivOuvo TmV 000VTINTPIK®OY
TpoPANUATOV).

. €xete mponyovpévmg Aapet Bepomeia Pe SIPOOPOVIKE (Yp1oLLoTolovVToL Y1, TN Bepameio 1 T

TPOAN YT 0CTIKAOV SLOTAPUYDV).
o Aappdvete KopTiKooTEPOELDT (0TS TN TPEdVILOAOVN 1] TN de&apebalovn).
. €yete Kopxivo.

O ywTpog oag pnopel va cog {ntoet va e&gtaoteite amd odovtiatpo mpv Eekivnoete T Bepameia pe
Obodence.

Koatd ) ddpxeta g Oepaneioc, Oo wpémet va dlatnpeite KOA GTOUATIKN DYIEWTR KOl VO VTOBAAAECTE
o€ TOKTIKEG odovTiaTpikég eEetdoeic. Edv gopdte texvnti odovtoototyia Oa mpénetl va BePormbeite 6T
epappolel cmotd. Av vofdiiecste o odovTiaTpikn Oepaneio | mpdkettar vo voPAndeite oe
000VTIOTPIKT XEWPOVPYIKN eMEUPaon (T.y. EEAYYEG 00OVTMV), EVNIUEPDGTE TOV YLOTPO GO KOl TEITE
otov odovtiaTpd cag O6tL AapPavete Obodence.

Emkowoviote pe Tov y1atpd Kot Tov 080vTioTpd oG APECHOG OV TOPOVGLACETE OTOOONTOTE
TPOPANLOTO [LE TO GTOUA 1 TA, OOVTIO OGS XOAAPA dOVTLIO, TOVO 1 TPNELLO, 1] 11| ETOVAMOT] TANYOV 1
exkpicev, kabdg avtd pmopel va givor onueio tng ONT.

Mn cuviOn koTdypote Tov unploiov 06Tov

Kdmotor aoBeveig £yovv gpeavicel un cuvndn KoTayuate Tov Unplaiov 06tod Kotd T SIdpKELR TG
Oepaneiog pe devocovpdunn. Emkoveoviote pe Tov yioatpd 6og edv VimoeTe vEo 1 aouviioTto Tovo
670 1oYio oag, otn PovPrvikn ydpa | 6To UNPO GG,

Moo ko £gnpor

To Obodence dev Ba mpémetl va ypnopomoteitol o wodid Kot eprfouvg nAtkiog K4t Tov 18 etdv.
Alha pappokae kar Obodence

Evnuepdote Tov y1atpd 1 TOV QopUaKoTold cag dv maipvete, £xeTe TPOGPUTA TAPEL 1] LWITOPEL VoL
ndpete aAAa edpuaxa. Eivat idiaitepa onpovikd vo eviUepOCETE TOV Y1ATPO 00g €AV TaipveTe GALO
(APLOKO TTOL TEPLEYEL OEVOGOVUAUTT).

Agv mpénel va mapete Obodence pali pe GAAO PAPLOKO TO 0TTOI0 TEPIEYEL DEVOGOVUAUTT.

Kinon, 0nhoopdég kot yovipotnra

H devocovpdumn dev €xet dokyaotel oe eykvovg. Eivatl onuavtikd va evpuepdoeTe ToV Y10Tpo Gog
edv elote £ykvog, vopilete 6TL umopel va giote £yKvog 1 oyedialete va, amoktioete moudi. H yprion tov
Obodence dev cuvictdtal av giote £ykvog. Ot yovaikeg avamopayoytkng nikiog Bo tpénet vo

YPNOUYOTOLOVV OMOTEAEGUATIKEG LEBOSOVE AVTIGVAANYTG KOTA TO didotnua Oepaneiog pe Obodence
KO Y10 TODAGLOTOV 5 ufveg petd tn drokomn tng Oepaneiog pe to Obodence.
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Av peivete éykvog katd ) dudpkela g Oepaneiog e Obodence 1| oe dLACTNU MKPOTEPO TOV
5 unvav petd tn dwokonn g Oepaneiog pe To Obodence, mopakaieioTe OTMG EVLEPDGETE TOV YATPO
60G.

Agv gival yvooto gdv 1 0eVOGOVUAUTT ameKKpivETaLl 6TO UNTPIKO YAAa. Eival onuovtikd va
EVNILEPDOETE TOV YLOTPO 6ag eav OnAdlete | oxedidlete va Onddcete. O yaTpdg cag Ba cag fondnost

va amoacioete gdv Oa dakdyete To Onhacuod N Bepameio pe Obodence Aappdvovioag vEoy” TO
O6peA0g Tov ONAacpoD yia To Taudi kot To 6eeAog Tov Obodence yia T untépa.

Av Onhalete katd ) duapkela g Oepamneiag pe Obodence, Tapakaleiote OTMG EVUEPDCETE TOV
YoTpd Goc.

ZnTtoTte TN GLUPOVLAT TOV YIATPOD 1] TOV QUPLAKOTOLOD GOG TPLY TAPETE OTOLOONTOTE PAPLLOKO.
Od1ynon Kot epLopndg pnyovnuaTov

To Obodence dgv £xetl kopio 1 £xEL AGNUOVTN EXIOPOCT GTNV IKOVOTNTA 0N YNONE KoL YEPICUOD
IOV ULETOV.

Yopprrorn (E420)
AvT6 10 Qappako TepiEyel 44 mg copPiroing (E420) oe kdbe ml Srodvpatoc.
Nazpro

To pappako avtd mepiéyetl Aydtepo amd 1 mmol vatpiov (23 mg) avd 60 mg, givor avtd mov
ovopalovpe «elevBepo vatpiovy.

3. IIog va ypnoporomeete 70 Obodence

H ocvvietopevn d6on eivar pia poygpiopévn cvpryya tov 60 mg yoprnyoOUEVN Lo popd kb 6 Uiveg
pe epdmas vrodopia éveon (katw amd to dépua). Ta kaAdtepa onpeia Yo va KAVeTe Eveor givat To
EMAV® LEPOG TV LUNPOV GOG KO 1) KOTAMOKT] Ydpa. AV oa¢ KAVEL TNV £VECT] KATO10G AAAOG UTOopel
EMIONG VO YPTCILOTOGEL TNV EEMTEPIKN TAEVPA TOV PUTPATC®V GOC. ZVUPOVAEVTEITE TOV Y1UTPO GOG
OYETIKA LLE TNV NUEPOUN Vi Yol o TOav| ETOUEVT EVEDT).

Oa wpénel emiong va Aapupdvete copmAnpopate acfecstiov kot frrapivng D yuo 660 didotua
naipvete Obodence. O ylotpdg cog Oa 1o cuinthoet avtd pali cog.

O ywtpog oag evdéyetal vo amopacicel 6Tt Oa tav Kahdtepo va kdvete v éveon tov Obodence
€oeic o1 10101 1 T0 dTopo mov cag epovtilel. O yiaTpog N kamolog exayyelpatiog vyeiog Oa dei&ovv og
00G 1 6TO ATOWO TTOL GalG PPOVTILEL TAG VoL KAvVETE TNV €veon Tov Obodence. [Ma nepiocdtepeg 0dnyieg
oyeTKd e v €veon Tov Obodence, 010fAoTE TN GYETIKN EVOTNTO GTO TEAOG TOL TAPOVTOS PUAAOL
00N YLDV.

Mnv avaxkwveite.
Eav Egyaoete va kavete Tnv éveon tov Obodence
Edv Egxdoete kdmowa 0601 Tov Obodence, 1 éveon TpEMEL VoL YIVEL TO GUVTOHOTEPO dVVATO. TN

GULVEYELD, Ol EVEGELG TTPETEL VO TTpoypappatilovtatl kaBe 6 unveg amd v nuepounvia Tng TEAELTALOGC
éveon.
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Edav otapoatiocete va ypnoponorcite To Obodence

I"a va aroxopicete To peyoddtepo dvvatd 6@erog omd 1 Bepaneio cag 6t peimon tov KvdHvov
KATOYHATOV, gival onuavtikd va ypnoionoteite to Obodence yio 660 S1dGTN O GOG TO
oLVTAYOYPOQEL 0 Y1TPOG GaG. Mnv drakdyete T Bepaneia oaog YOPIg VO EMKOIVMVIGETE [LE TOV
Yiotpd GoC.

4. IMBavég avemOOUNTES EVEPYELEG

Onwg 6Ao To PAPLOKA, £TCL KOL QVTO TO PAPUOKO UTOPEL VAL TPOKAAEGEL AVETIOOUNTEG EVEPYEIES, OV
Kot 6gv TOPOoVGLALoVTaL GE OAOVG TOVG AvOPMITOVC.

Oyt ouyva, acbeveic mov Aappdvovv Obodence pmopel vo epupavicovv deppatikég Aouméels (kupimg
KutTopition). Evipep@ote Tov Y10Tp0 605 apuicmg oV TUPOVGIICETE KATOL o To, akOAoLOa
cuumtOpoTo VO Bpiokeote o€ aywyn pe Obodence: epuBpdTNTa KoL 010MLLOL TOV JEPLATOG, CLYVOTEPO
GTNV MEPLOYT TOL TOI10V, TOL GLVOJEVETOL Ad aicHN e Kavoov Kot gvoncinoia kot mbavov amd
GUUTTAUOTO TUPETOV.

Yraving, acleveic mov Aappdavovy Obodence umropobv vo, avortvéovy TOVO 6TO GTOUN KAV 6N
yvabo, oidnua 1 pun eroOAMCT TOV TANYOV GTO GTOUA 1) 6T1 YVA00, £KKpPioT, Lovdlacpa 1 aicOnua
Bapovg ot yvabo, 1 yardpwon evog dovtiod. Avtd propel va givar onpeio PAGPNG Tov 06T00 6TN
yvaBo (octeovékpwon). Evuepmote Tov Y10TPO 60,5 KUl TOV 000VTINTPO 60S OPEGMS AV
TOPOVOIAGETE TETO0, CLUTTAOUATO, EVOSH gioTe o€ Oepaneio pe Obodence 1 LETE TN O10KOTN TG
Oepaneiog cog.

Yroaviog, acBeveig mov Aapupdvovy Obodence pmopodv va Exovv yaunAd erineda acPectiov 6To aipa
(vracBeotiopia). Ta e&atpeTicd younid eninedo acPectiov pmopel vo 0dNyRCOVY GE EIGOYWOYT GTO
VOooKOouElo kol umopel va givorl akoOpo Kot amednTikd yo T {on. Zopuntopata teptiapufavoovy
OTAGIOVG, CVGTAGELS 1| KPAUTES GTOVG HOEC GOG KOUT LOVITOGHO 1] LOPUYKIOGHLO OTO SAYTUAL TWV
YEPLDV, TOV TOOIDV GOG 1} YOP® amd TO GTOUN GOG KAUT EXANTTIKEG KPIGELS, GUYYVOT, 1| ATMAELN
ouvveidnong. Edv kdmolo amd avtd 1oy0eL Yo 6GC, EVIHEPDGTE TOV YIOTPO 60g apuécme. Ta younid
eminedo acPectiov 6T0 aipo propel emiong va 0dNyNcovVY Gg Lie GAACYT TOL Kapdlakol puBuov mov
ovopaleton mapdraon tov dactipuatog QT, n omoia gaivetatl oto niektpokapdioypdonua (HKI).

Erdvia acuvnoTa KATAYIOTH TOV Unplaiob 06ToD UTOPEL VoL ELOAVIGTOVV G acbeveig Tov
Aappavouv Obodence. Emikowvomviiote pe Tov Y10Tpo 60¢ €0V ELOvVIceTe vEO 1| acvuvn 81010 TOVO
670 16%i0, 611 fovPovikn Y®pa 1 6To UNpod, Kabdg avtd umopel va amotelel Tpdwpr £voeitn evog
mBavov KATAYUATOG TOV UNPLoiov 0GToV.

Yrdvia, pmopel va eueoviotodv oAAEpYIKEG avTidopaoelg e acheveic mov Aapupdvovy Obodence. Ta
CUUTTOUOTO TEPIAAUPAVOLY 0ION O TPOCOTOV, TOV XEIMMV, TNG YADOGGAS, TOV ACILOD 1| GAA®V
TUNHATOV Tov odpatos. EEavOnua, kvnoud i kvidwon oto 6€ppa, cuptyrod 1 SUCKOAIN GTNV AVOTVOT).
opokareioTE VO, EVIIHEPAGETE TOV YLUTPO 60C 4V ELPAVICETE OTOLOOMTOTE OO AVTA TOL
CLUTTTOUOTO EVO gloTe VIO Oepaneia pe Obodence.

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

. TOVOG GT0. 00TA, OTIS OPHPMOELS, KOUT HVTKOC TOVOG TTOL KATOLEG POPES Elval EVTOVOC,
. TOVOG 6Ta XEPLA 1] TO TOSI (TOHVOG OTOL AKPaL).

Yoyvég avemBopnteg evépyeieg (Umopovv va emnpedlovv £o¢ 1 atovg 10 avBpamoug):

. EMMOVVI] OVPNCT], GLYVT OVPNOT], A GTA 0VPA, ASLVALIN GLYKPATNONG TOV OVPAV,
. AOTU®EN TOVL AVAOTEPOV AVATVELGTIKOD GLUGTNOTOG,
o ovog, aichnuo popunkioong 1 LOVIAGHO TOL ETAVEL UEYPL XOUNAA 6TO OO 6o (1oylodyia),

32



dvokototTa,

dvepopia TNV KOIMA,

e€avonua,

deppotomadela mov yapaxtnpiletot amd gayovpa, epudpdtra Ko/ Enpotnta (ékleua),
TPYOTTOOT (OAOTEKID).

‘O ovyvég avemBuuNTEg evépyeres (Umopovv va ennpealovv émg 1 otovg 100 avBpdnovg):

. TVPETOC, EUETOC KOl KOIALOKO GAyog 1) Suopopio (EKKOAT®UATITION),
. AolpmEN Tov eToG,
. eEavOM L0 TOL EVOEYETAL VO EUQOVIOTEL GTO OEPLLA 1) EAKT) GTO GTOUA (AELYTVOELDT|

QOPUOKEVTIKG eEavOnpaTa).
oAb omavieg avemOBopnteg evépyseieg (Lmopovv va ennpedlovv Eoc 1 otovg 10.000 avBpmTovg):

o oAAepyIKn avTidopooT wov pmopel vo Tpokarécel PAGRN oto apoeopa ayyeio Kuping Tov
SEPHOTOG (T, TOPPLPEG N KAPEKOKKIVEG KNAIOES, KVidmon 1 depuatikd EAkn) (ayyeutidon omd
vrepevoconacia).

Mn yvo6Ti|g ovvoTnTOS (1] LYVOTNTO TOVS deV pmopel va exTiun el pe Baon ta dabéoya
dedouéva):

. EVILEPMGTE TOV YIATPO OO EAV EYETE TOVO GTO AT, EKKPLOT 0d T0 awTi KoM Aoipumén oto
avti. Avtd pmopet va givarl onpdadio 0oTikng PAGRNC 6T0 avTi.

Ava@opd avemOOuNTOV EVEPYELOV

Edv mapotnprioete Kamowo avemBOUNTN EVEPYELX, EVIUEPDTTE TOV YIATPO 1 TOV POUPLAKOTOLO GOG.
A1 1oyveL Kat Yo KEOe mhoavn avemBOUN T EVEPYELO TOV OEV OVOPEPETOL GTO TTAPOV GUALO 0ONYIDV
yponc. Mmopeite eniong va avagépete avembounteg evépyeleg anevbeiag, péow Tov Bvikod
GULGTILOTOG OVAPOPAG TTOL avaypdeeTol oto [apdaptnua V. Méoco g avapopds avemdountwov
gvepyelmv pmopeite va fondnoete ot GLALOYN TEPICTOTEP®V TATPOPOPLAV GYETIKA LLE TNV AGPAAELN
TOV TOPOVTOG PUPUAKOL.

5. Iog va guiaccete To Obodence
To @appako avtd TPETEL VO UAACOETAL GE PEPT TTOL OgV TO PAETOVV Kot dgv TO POAVOVY T TAd1G.

No pn ¥pno1Honoteite aVTO TO PAPLOKO LETE TNV Nuepounvia AENG TOL AVOPEPETOL GTO KOVTI Kot
oV emonpavon petd to AHEH/EXP. H nuepounvia AMéng eivar n televtaio nuépa Tov PRva Tov
ovapEPETAL EKEL.

dvAdooete og yoyeio (2°C — 8°C).
Mnv katoyOyeTe.
DVALAGGETE TNV TPOYEUICUEVT] GUPLYYO OTNV EEMTEPIKT] CLGKELOUGIO Y10, VO TPOGTATEVETAL OO TO PWG,.

Mrnropeite va apGETE TNV TPOYEUICUEVT] GO GVPLYYD EKTOC YuYEIOL UEYPL VO OTAGEL GE Beppokpacio
dwpoatiov (péxpt 25°C) mpv amod v éveon. 'Etoin éveon Ba yiver mo dveta.

A@o¥ 1 oOptyyd cog apedel va ptacel og Beppoxpacia dwpoatiov (uéypt 25°C), prnopel va puiaydel
o€ Beppokpacio dopatiov yuo éva epdmal didotnua E0g 60 Nuep®dV, Y®pig VIEPPUCT TG APYIKNAS
nuepounviog Anéng. Edv dev ypnoyomoindei vrog antod Tov Stootnpatog Tev £0¢ 60 nuepadv, N
oVPLYYQ oaG UTopEl va EMOTPAPEL 6TO Yoyeio yio 28 NuEPec Yoo LEALOVTIKN ¥pfion. Mn
YPNOLUOTOLELTE TN CVPLYYE GOG LETA TNV NUEPOUNVIA ANENG TOV aVAYPAPETOL GTNV ETIKETA.
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Mnv mtetéite @APUAKO GTO VEPO TNG AMOYETEVGNS 1| 0T OKLaK( amoppippata. Potiote tov
(POPLOKOTOLO GOG Y10, TO MG VO TETAEETE TA. PAPLLAKO. TTOV OEV XPMOIUOTOLEITE Tl AvTd Tl péTpa O
Bonbnoovv oty mpoctacio Tov TepPdAlovtog.

6. Iepreyopeva. TG GVOKEVOGIUG KOl AOTES TANPOPOPIES

Tvegpréyer To Obodence

- H 6paoctikni ovsia etvar  devocovpdunn. Kédbe mpoyegpucpévn ocvpryya tov 1 ml mepiéyel 60 mg
devocovpdunng (60 mg/ml).

- Ta GAAo cvotaTikd givat 16TId1vn, 10TV VOIPOYAPIKT HOVODOPIKT, copPitorn (E420),
moAvcopPucd 20, KO Yo EVESULAL.

Epg@avien tov Obodence kot epieydpeva T1g 6VOKELUGIAG

To Obodence &ivar £va dlavyég, dyp®uo Emg LTOKITPIVO EVESTUO StdAvpa TToV dtortifetan £Too Tpog
YPNOT GE TPOYELUGUEVT GUPLYYQ.

Ka0e cuokevacio mepiéyet pia mpoyeiopévn cOptyya pe unyavicpd kdiovyng Beadvag.

Mmopet va. v KukAoQopoOV OAEG Ol GUCKEVAGIEG.

Karoyog Adsrog Kvkhogopiog ko Ilapaockevaostic

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OALavoio

IMa omoladmote TANPOPOPia GYETIKA LE TO TUPOV PUPUAKEVTIKO TPOIOV, TopaKkoleicOe va

amevbuvbeite otov Tomiko avtimpdommo tov Katdyov g Adelag Kvkhopopiog:

Belgié/Belgique/Belgien
Samsung Bioepis NL B.V.
Tél/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

buarapus

Samsung Bioepis NL B.V.

Temn.: +31 152196122

E-mail: css.sbeu@samsung.com

Ceska republika

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Danmark

Samsung Bioepis NL B.V.

TIf: +31 152196122

E-mail: css.sbeu@samsung.com

Deutschland

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Lietuva

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Luxembourg/Luxemburg
Samsung Bioepis NL B.V.
Tél/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

Magyarorszag

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Malta

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Nederland

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com
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Eesti

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

EALGOa
Pharmachim S.A.
TnA: +30 210 330 3985

Espaiia

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

France

Samsung Bioepis NL B.V.

Tél: +31 152196122

E-mail: css.sbeu@samsung.com

Hrvatska

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Ireland

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Island

Samsung Bioepis NL B.V.
Simi: +31 152196122

E-mail: css.sbeu@samsung.com

Italia

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Kvnpog

Samsung Bioepis NL B.V.

TnA: +31 152196122

E-mail: css.sbeu@samsung.com

Latvija
Samsung Bioepis NL B.V.
Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Norge
Samsung Bioepis NL B.V.
TIf: +31 152196122

E-mail: css.sbeu@samsung.com

Osterreich

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Polska

Samsung Bioepis NL B.V.

Tel.: +31 152196122

E-mail: css.sbeu@samsung.com

Portugal

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Romaéania

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Slovenija

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Slovenska republika

Samsung Bioepis NL B.V.

Tel: +31 152196122

E-mail: css.sbeu@samsung.com

Suomi/Finland

Samsung Bioepis NL B.V.
Puh/Tel: +31 152196122
E-mail: css.sbeu@samsung.com

Sverige
Samsung Bioepis NL B.V.

Tel: +31 152196122
E-mail: css.sbeu@samsung.com
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To wapov @OAho 00OV yp1ioNs avaBewp1OnKe Y10 TEAEVTAIO POPE GTIC.
Adreg TNYEG TANPOPOPLOV

Agmtopepeic TAnpopopieg yia 1o pappoKko avtod givar dabéoyeg oto diktvakod Tomo tov Evpomnaikon
Opyavicpov @appdakmv: https:// www.ema.europa.eu/
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Odnyieg ypnong:

Odnyog ywo To eEapThuaTa.

Hpw ) yopnynon Metd ) yopMynon

‘Eupoiro C_—= () Xpnowonompévo Eppolro

— || | [‘

VL

(=0

Etwcéra cupryyag

—

eSSl Xpnoipomronpévog
N L 7 KOAVSPOC cvptyyo
| JWWM pog clpryyag
IR
AaPég daxTOrmV -
Etucéta ovpryyog ;TE
[=
KoAwdpog oopryyag Xpnotpomoinpévn Perdva
) Mnxowtc?uég — Xpnoonomuévo eratipt
KaAvyNG Perdvag UNYOVIGHOD KGAVYNG
l‘-”g Belovag
Elatipio g
UNYoviGLov
KaAvyNG Perdvag Kéloppa Beldvag extoc
Kédioppoa Berdvog 0éomg

o1 Béom tov

37




INRovTIKO

[Ipwv ypnoyomomoete TV TpoyepIoéVT ovptyya Obodence pe unyaviopd kdlvyng Perdvag,
SPAcTE AVTEG TIG OTUAVTIKEG TTATPOPOPIES:

° Etvol onpovtikd vo pnv entelpnoete vo Kavete veon LOVOS GOC mTapa LOvo dv Exete AdPet
€101KN ekmaidevon 0o ToV Y1oTpd I TOV ENOYYEAUATIO VYELOG GOC.

° To Obodence yopnyeital mg éveon oTov 1010 akpPOS KAT® amd To dEPO (VTOJOPLL EVECT)).

° Mnyv aQopeite T0 KAALHLO TNG BEAOVOC 0d TNV TPOYEUICUEVT) GUPLYYO TOPE LLOVO EPOGOV

glote érolot yuo v €veon.

. MmnV Xp1CIUOTOCETE TNV TPOYEUICUEVT] CUPLYYQ EQV EXEL TEGEL GE GKANPY| ETLPAVELD.
XPpNOOTOMOTE 10, VEX TPOYEUGIEVT GUPLYYO KOl EVIIULEPMDOTE TOV YATPO 1| TOV
emoyyeApatio vyeiog cog.

° MMV EMYEIPNOETE VO EVEPYOTOIGETE TNV TPOYEUIGHEVT GUPLYYQ TPV OLd TNV EVECT).

. MnV nEPNGETE VO APAPEGETE TO OLOPAVT UNYOVICUO KAALYNG BeEddVaG amd TV
TPOYEUITUEVT] GVPLYYOL.
KoAéote Tov ylotpd cog 1 TOV emayyeALOTio VYELOG GaG, EAV £XETE OMOIEGONTOTE EPWTNOELS.

Bfua 1: Ipogtowpacteite

A [Mdote Tov unyavicpd keAvyng BEAOVIS TNG TPOYEMGUEVG GUPLYYOC Y10, VO OPULPECETE TNV
TPOYEUGUEVT] GUPLYYO OO T GLCKEVOGIO KOl GUYKEVIPMOGOTE TO ATOPUITTA OVOADGULO Yo
TNV €VECT 0OG: LOVTNAGKLO EUTOTICUEVA [LE OVOTTVELLLO, UTAAES BoapPakiod 1 eniBepa yalag,
QVTOKOAANTO EMOEGUO Kol SOYELD ATOPPLYNC OLYUNPDV AVTIKEWEVOVY (OEV
oLUTEPTLOUPAVETAL).

IMaote €00
IMa Adyovg acpaieiog:
. Mnyv midvete to Eppoiro.
. Mnyv midvete To kKGAvUpo TG BEAOVAC.

[Mo e o dvetn éveon, apnoTe TNV TPOYEUGUEVT cVPLYYa o€ Beprokpacia dopatiov yio Tepimov
30 Aentd pwv omd v €veor). [TAOVETE GYOANGTIKA T XEPLX GOG LLE GOTOVVL KO VEPD.

TomoBetnoTE TN VEX TPOYEUGUEVT] GUPLYYO KoL TO VITOAOUTO, OVOAMGILO TAVD GE Lol Kabapn), pe
KOAO QOTICUO ETLPAVELQ.

. Mnyv eniyeipfioete va OeprAaveTe T TPOYELGUEVT] GUPLYYX [LE OTTOLOONTOTE HEGO BEPUOTNTOG
ommg {eotd vepd 1| POVPVO LUKPOKVUATMV.

. Mnyv a@fveTe TNV TPOYEMGUEVT GOpLyYa ant’ gvbeiog extebelévn 6To NAKO POG.

° Mnyv avokwveite TNy TpoyEGHEVT] GVPTYYO.

. DVAGCOETE TNV TPOYEPIGPUEVY] CVPLYYO GE NEPT TTOV OEV TNV PAEmOVY KL €V TNV POAvVoLY
0 TOOLA.
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B ‘Ekéyéta TO QAPLOKO KOl TNV TPOYELUGLEVT GUPLYYO.

1 ddappaxo

X Mnv ypnOILOTOGETE TNV TPOYEUIGUEVT GUPLYYQ EQV:

. To @dppako givar vepelmoeg 1 vITdpyovy couatidn péca o avTo. [lpénet va etvan
éva SLoYEC, GYPOUO £MC VTTOKITPIVO S1GALLA.

. Ono100MmoTE HEPOG PAIVETAL PAYIGUEVO 1| CTIOCUEVO.

. Agimel o kdAvppo g Perdvag 1 Oev eival AGPAADS TPOSUPTNUEVO.

. H nuepounvia AMENE mov avaypdeetor otny eTkETo Yl mapéAdel e tehevtaiog

NUEPOG TOL UIVOL TOV OVOLYPAPETOL.
e OAEG TIC TEPUTTMOGELS, TapakoroOue (ntnote T Ponbeio Tov YaTpov, 1 TOV exayyeluatio vyeiog
GG,

Brjua 2: EToypaoteite

A [TAbvete oyoraotikd Ta yépia coc. Ipoetoydote kot kabapiote To onueio g Eveong.

Mmrpdtco

Kotuokn
xXDpaL

Endvo pépog

Hnpov
Mmnopeite va (pNOIHOTOMGETE:
. To embve pépoc v UNpov cac.
o Tnv xothiokn y®pa, EKTOG amd TV Teployn S cm (2-1vtoeg) akpPdg YOP® amd ToV ApoAO.
. Tnv e@tepikn meployr] TOV UIPATCOV (LOVO GTNV TEPITTMON TOV GOG KAVEL TNV EVECT)

K@mo10G GAAOG).
KaBapiote v meployn g veong YpnOLLOTOIOVTAG VO LOVTNAGKL LE OvOTTVELUO. AQPTOTE TO
OEpULO GOG VO GTEYVAOEL.
. Mnyv ayyilete v meployn g Eveons mpwv amd TV EVEST).
A Mnyv eviete o mepLoyEg OTOL TO déP givar evaicOnro, peraviacuévo, epubpod, 1 oKANPo.
ATOQUYETE VO EVECETE GE TEPLOYEG LE OVAEG 1) ONUAdL TAOTG.
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B ‘ Tpapnéte mpooektikd to KdAvupa T PeAdvag Tpog Ta £ Kot LoKPLA 0d TO GMLLO GOC.

r AVOONK®OOTE 1€ TGN UG TO OMIELD TNG EVESTC Y10 VO OTLLLOVPYNGETE LUL0L COLYTY ETIPAVELQ.

d

Eivatl onuavtikd va kpoteeTe T0 €PN OVACNKOUEVO KOTA TNV SIAPKELN TNG £VEONC.

Brua 3: Xopnyfote

A |Kparﬁcrs 10 déppa avaonkopévo. EIZATETE 1t Beldva oto déppa.

. Mnyv ayyi&ete v kabapn TEPLOY TOV OEPLATOC.
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B MIEXTE 10 éupoio aokmvtag apyn kot otabepn wieon uéypt v akoOGETE 1 VO, VIOGETE Eval
«kAu». ITiéote 1o EuPoro péEypL To TEPLO DOTE VO KOVUTADGCEL.

A

Eivar onuavtikd va mésete mpog ta KAT® MOTE VO, KKOVUTDOGED Yl Vo, xopnynOei
oAOKAN PN M S6oM.

r ‘ AOHXTE tov avtiyepd coc. Encita THKQETE ™) cVptyya amd to déppa oag.

i

Tannlr
fl || 0
%
=

Metd v anelevfépwon Tov UPOAOL, 0 UINYUVIGUOS KAALYNG TNG TPOYEUIOUEVTG cVPLYYOC Oa
KaADWEL pe acedieia T Pehdva Tng Eveong.

Y

. Mnyv enavatonobeteite T0 KOADULO G YPNOYLOTOINUEVEG TPOYEMGUEVEG CUPLYYEG.
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Brjua 4: MoMg TeletdoeTE

A | AmoppiyTe TIG PNOUOTOMUEVEC TPOYEUOUEVEC GUPLYYES KOl GAAL OVOAMGILO, VTIKEIUEVQ
o€ 00YEl0 amOPPIYNG OLYUNPDV AVTIKEWWEVOV.

Ta edpuaxe Oo Tpénel vo, amoppinTovIal COUP®VO UE TIG KOTA TOTOVS IoYVOVGEC OLOTAEELG.
Pwtote Tov pappakomold cog mdg vo TETAEETE Ta PApLLaKe Tov dgv yperalovtal Ta. Avtd to
pétpa Ba fondncovyv oy Tpoctacio Tov TEPPAAALOVTOC.

DVAGooETE TO JOYEID ATOPPIYTG CLPLYYDV KO OLYUNPOV AVTIKEWEVOVY o€ BEom o dev T0 POAvoLY
Kol 0V To BAETOVY T TOLOLAL.

e Mnyv EavoypnCYLOTOMGETE TNV TPOYELUGUEVT] GUPLYYCL.
e  MnV avaKVKADGETE TIC TPOYEUOUEVEC GUPLYYES KOL UMV TIG TETAEETE GTA OIKIAK( GKOVTIOL.

B ‘E?»éy&ts 0 onpeto yopnynone.

Av apotnpnote pio KnAido aipatog Lmopeite va mECETE TAVM G6TO onueio TG £veong Eva KOUUATL
Bappdi 1 éva enifepo yalog. Mnv tpifete 1o onueio g éveonc. Av ypeldlertal, pmopeite va
KOADWETE TO oMNUEio TNG Eveong UE £V OVTOKOAANTO EMIOEGLO.
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