ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIETIKOQN TOY ITIPOIONTOX



vTo QAPUOKO aVTO TEAEL LTTO GLUTANPOUATIKT TOPAKOAOVONCT. AVTO Ba EMLTPEWEL TO YP1YOPO
TPOGIOPIGUO VEDV TANPOPOPLOV AGPAAELNG. ZNTEITOL 0O TOVG ETAYYEAUOTIEG VYEING VO OVAPEPOLY
omolecdNmote mOavoLloyovueveG avemBOunTeg evépyete. BA. mapdypapo 4.8 yia Tov 1pdmo avapopdg
OVETLOOLNTOV EVEPYELDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Stoboclo 60 mg gvéoipo didAvO GE TPOYEUIOUEVT GLPLYYD

2. MNOIOTIKH KAI IOXOTIKH XYNOEXH
Kd&be mpoyepucuévn ovpryya mepiéyel 60 mg devocovudunn o€ 1 ml dStohdpatog (60 mg/ml).

H devocovpdpnn etvon éva avBpomivo povokiwviko avticopa IgG2 mov Tapdyetol o€ KUTTOPIKN
oelpd INhaotiko (koTTopa wobnkng Kvélkov Kpikntod) pe texvoroyia avacvuvovacuévor DNA.

"Exdoya ue yvootn dpdon:

To @dppaxo avtd mepiéyet 47 mg copPrroing (E420) ko 0,1 mg moAvcopPucod 20 (E432) oe kaBe ml
SloAvUaTOG,

IMa tov mApn KatdAoyo tov exddywv, PA. Tapdypapo 6.1.

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

Atowyég, aypopo £oc wypokitpivo dtdivpa pe pH 5,2.

4. KAINIKEX TAHPO®OPIEX

4.1 OgpamevTikéc gvocitelg

Oepameio TNG 0GTEOTOPMONG GE UETEUUNVOTUVCIOKEG YOVOIKEC KOl GE AVOPES LE QVENUEVO KIVOLVO
KOTAYUATOV. L€ PHETEUUNVOTOVGLOKES YOVUIKESG 1] SEVOGOLUAUT LELDVEL GIIUOVTIKA TOV Kivduvo
OTOVOVAIK®OV, [T GTOVOLMK®V KOl KOTAYLATMOV TOV 16)10V.

Oepameio TNG 0GTIKNG OTMAELNG TOV GYETILETOL LLE OPUOVIKO ATOKAEIGUO GE AVOPES E KOPKIVO TOV
TPOGTATN Ot 010101 SLTPEYOLV AENEVO Kivduvo Katayudtov (PA. mapdypoeo 5.1). Xe avdpeg e
KOPKIVO TOL TPOGTATH VIO OPUOVIKO ATOKAEIGUO, T OEVOGOVUAUT UELMVEL GTILOVTIKG TOV KIVOLVO

GTOVOLAIKOV KOTOYUATOV.

Oepameio TNG OGTIKNG ATMAELNG TOV GYETICETOL UE LOKPOYPOVIO GUGTNIOTIKT Cy®YN UE
YAVKOKOPTIKOELDN 68 eviAkeg acbeveic pe avénuévo xivévvo katdypatog (PA. mapdypoeo 5.1).

4.2 Aocoloyio kol TpoéTOG YOPYNONS

Aocoloyia

H ocvvietdpevn d6om eivar 60 mg 6eVvOGOVUAUTNG XOPNYOOUEVT] ®OG £QATAE VTTOSOPLO £VEST] LI POPA
KéOe 6 pNveg 6To PNPY, TNV KOWALIKN ¥OPO 1] TO Ave TUALA ToL Bpayiova.



Ot aoBeveic Tpémel va Aapdvouvy enapkr coumAnpouato acBeotiov kot frrapivng D (BA.
Tapaypapo 4.4).

Y1ovg acBeveig mov Aapfavovy Bepameia pe devooovudunn Ba mpénet va 6ivovol To @OALO 001 Y1IOV
¥PNoNG Kot 1 Képta vrevhHong acbevoug.

H BéAtiomn cuvoAikn StdpKeLn TNG OVTIOTOPPOPNTIKNG YDYNS Y10 TNV OGTEOTOPWOOT)
(ovumepAapfovouévav T060 TG 6EVOGOVUAUTNG 0G0 KoL TOV SIPOGPOVIK®OV) OgV £XEl TEKUNPLmOEL.
H avéykn cvveyotc Oepaneiog Oa npénel va emavalohoyeital meptodikd e PAon to opéAN Kot TOVG
SVVNTIKOVG KIVOUVOUG TNG SEVOGOVUAUTNG LEHOVOUEVA 0va acBev, 101mg LeTd amd 5 1 meptocoTepal
xpovia xpriong (BA. mapdypago 4.4).

Hlmawuévor (nhikiog > 65 etwv)
Agv amoiteitol Tpocopproyn TG 600MG 6TOLS NAKIOUEVOLG 0.60eVELG.

Negpixn dvolertovpyio
Agv amatteiton Tpocoppoyn g 60ong oe acbeveig pe veppikr| duciettovpyia (BA. Tapdypapo 4.4 yia
GUGTAGCELS GYETIKA LE TNV TapakolovONnon Tov acPectiov).

Agv vrdpyovv dabéoa dedopéva Yo acOevelg pe LakpoypPOVIL GUGTUATIKN Oy®OYY| LE
YAVKOKOPTIKOEWN Kot soPoapn) veppikr duciertovpyio (PuBudg onepapatikig Smbnone, GFR
< 30 ml/min).

Hrotikn dvalerrovpyio
H acpdeio kot 1 amoTeEAEGLOTIKOTITO TG OEVOGOVUAUTNG deV €xovv peietndel o acbeveig pe
nratikn dvciettovpyia (BA. Topdypapo 5.2).

THoudratpikog winBvouog

To Stoboclo dev Ba mpénet va ypnoipomnoteitar o€ mTodid nAkiog < 18 etdv AOY®m ovnoLyLdV OGOV
aQopd TNV acpdiela yio coPfapn vrepacPestiopio kot Thavr avaoTOAN TG AVATTLENG TV 0GTAOV
Kot EMAenyn avatodng doviimv (PA. mapaypdeovg 4.4 kot 5.3). Ta mapovta dabécipa dedopéva yio
modd nhkiog 2 g 17 et@v meprypdpovtal otig Topaypdeovg 5.1 kai 5.2.

Tpomog yopynong

IMa vroddpra ypron.

H yopniiynon Ba mpémet va yiverar amd £va GTOUO OV £YEL EKMOLOEVTEL EMUPKADG OE TEYVIKEG EVECT|G.
Ot 0dnyieg xpNoMg, YEPLCHOD KAl ATOPPLYNG TAPEXOVTAL GTNV TOPAYpapo 6.6.

4.3 Avtevoegigelg

YnepevoaicOnoio 6tn dpacTiKi) ovsio 1] 68 KATOo1o and Ta £K60Y TOV OVUPEPOVTUL GTNV
mopdypoeo 6.1.

YnooBeotwonpio (BA. mapdypopo 4.4).
4.4 Ewkéc mpogtdomon)oElS Kol TPOQUAAEELS KATA TN Y p1oT

Iyniacipudtnta

[Tpoxepévovu va BeATimbel 1 tyvnAaGLOTNTO TV BLOAOYIKOV QOPHOKEVTIKOV TPOIOVTI®V, TO OVOLLN
Kot 0 aplOUOg TOPTIOAG TOL YOPTYOVLEVOD PAPUAKOL TPETEL VO KATAYPAPETUL LLE COPTVELQ.



ZVUTANPOUOTIKY Yopnynon acBeotiov kat Brropivne D

H emopxng npdésinym acPectiov kot Prrapivng D etvon onpoavtiky og 6Aovg Toug 0c0eveis.

IIpo@uAdEelc KaTd TN ¥pnon

Yroofeorioauio

Eivar onuavtikd va avayvopilovtal ol acheveic o€ Kivouvo va gpgavicovy vroacsPeotionpio. H
vracPeotionpio Tpénel va dopBmvetal e enapkn TpdsAny acPeotiov kot Prrapivng D mpwv and v
évapén g Bepaneiag. Zuviotdton 1 KAVIKY Topakolobinon tov emmédwnv acfeotiov mpv and
AMym kaBe d60oMG Ko 6Tovg aobeveig pe Tpodidbeon yio vracPeosTionio eviog dvo fdopddwy, HeTd
™ AQYN TNE OPYIKNGS 000N C. Oa TPETEL VO, LETPOVTL TOL EMITESN TOV OCPECTION 08 TEPIMTOOT TOV
0mO10GONTOTE acHeVIC ELPAVICEL KATOL0 THOVO GUUTTMLO VTOCPECTIOING KOTA TN SLUPKELD TNG
Oepaneiog (PA. mapdypoeo 4.8 yio ta cupmtopata). Ot acbeveig mpémet vo evBappovovtal va
AVOPEPOVY CLUTTOUOTO EVOEIKTIKA TNG VITACPEcTIONUIOG.

2V mepiodo PeTd TNV KukAopopia, £xel avapepOel coPapn cCLUTTONATIKY VTacPeoTionLio (e
OTOTELEC O EICAYMYN GTO VOGOKOUEID, GLUPGVTO ametAnTikd yia tn (0N Kot Oavatnedpa
TEPLOTATIKA). AV KOl TO, TEPLGGOTEPO, TEPLOTATIKA EUPAVIGTIKAV TIC TPDOTEG EPOOUAdEG UETE TNV
évapén g Bepaneiag, £yl eLEoVIoTEL KoL apyOTEPOL.

H cvyyopnyovuevn Oepomeia e YAvKoKOpTIKOEWDN givat Evag TpoceTog mapdyovTag Kivovvov yia
vrocPeoTionpia.

Negpixn dvoertovpyio,

Ot acBeveic pe coPfapn veppikr dvciettovpyia (kabopon kpeatvivng < 30 ml/min) 1} Tov
vroPdAlovtal og eEmveppikn KaBapon datpéyovy HeYaAHTEPO KivOLVo ERGAVIOTG VITaGPECTIONING.
O1 xivovvor epedviong vracPestiopiog Kot Guvodmv avénoemy g Tapaboproving avEdvouy pe v
avénomn tov Baduov veppikng dusiertovpyiag. Exyovv avaeepbel cofapd kat Oovatneopa
neplotoTikd. H emopxng npdoinym acPeatiov, frrapivng D kot n taktik| mapakorlobnon tov
acPeotiov eivat Waitepa oNUAVTIKA GE AVTOVG TOVS acBeveic, PA. mopandvem.

Aowuwéeis tov dépuorog

O1 acBeveic mov Aappdvovv devocovpdunn propei va epeavicovy AOUMEELS TOL déppaTog (Kupimg
KUTTOPITION) TTOL 0dNYOVV GE E10AY®YN 6T0 vosokoueio (BA. Tapdypago 4.8). Oa wpénet va 60000V
odnyiec otovg acbeveig va avalnmoovy dueon wtpikn fondeia ov TopovGlacovy onpeio 1
CUUTTOUOTO KLTTOPITIONG.

Oateovéxpwon s yvabov (ONT)
ONTI éxet avagpepBel ombvia oe acbeveig mov Aapfdvovv devosovpdunn yio ooteondpwor (PA.
Tapaypaeo 4.8).

H évapén Bepaneiag/véog kokAog Bepaneiag Oa mpénel va kabvotepeital og acbeveic pe pn
EMOVAMUEVEG AVOLYTES PAAPES LOAOKODVY 1GTAOV TOL GTOUATOS. XVVIGTATOL 000VTIUTPIKOG EAEYYOC e
TPOANTTIKY] 0OOVTIOTPIKT TAPEUPOCT] KOl ATOUIKT] 0EI0AGYNOT] 0PEAOVC-KIVOHVOL TPV amtd TN
Oepamneio pe SevoGOLUAUTN o0& 00OEVEIS [LE GLVOOOVG TOPAYOVTEG KIVODVOU.

Ot akdlovBot Tapdyovteg Kivdvvov Ba mpémet va Aapfavovtar vadym 6tov aloroyeitar o Kivouvog

eppdviong ONIT otov aclevn:

. 1 OTOTELECUATIKOTITO TOV POPLOKEVTIKOD TPOIOVTOG TO OTOI0 UVAGTEALEL TNV OCTIKN
amoppdenomn (VYNAOTEPOS KIvOUVOG Y10 TIG OVGIEC [LE VYNAY] OTOTEAECUATIKOTNTA), THV 000
YoPNYNoNG (VYNAOTEPOG KivOLVOG Y10 TNV TOPEVIEPIKN YOPTYNON) Kot TNV aBpotloTikn ddon g
Bepameiog yio TNV 0CTIKN OTOPPOPNOT).

. KOPKIVOC, KATAGTAGEIC GLVVOOTPOTNTOG (T0.). aVOLpic, SLOTOPayEC TNKTIKOTNTOG, AOUMEELS),
KOTVIGLLOL.



. CLYYOPTYOVUEVEG DEPUTEIEG: KOPTIKOOTEPOELDT|, YMLEIODEPATEID, AVAGTOAELS Ay YEIOYEVEDTG,
aKTvoBepameio KEQPUANG Kot TPOYHAOL.

. KOKT] GTOLLOTIKY DYIEWVN, TEPLOSOVTIKT VOGO, KAKMG EPUPUOCUEVES 0O0VTOGTOLYIES,
TPOVTAPYOVG O 000VTIKY| VOGS, EMEUPaTIKEG 0dovVTIATPIKEC TapeuPdoetg (.. e&aymyn
000VIOV).

D)ot o1 acbeveic Tpémet va evBappivovTal vo, S10TnpodV KOA GTOUATIKN VYLEWVT, Vo, VTToPAAAOVTOL G
TOKTIKOUG 000VTIOTPIKOVG EAEYYOVC, KOl VO, AVAPEPOVV AUECMS OTOLUONTOTE CLUTTOUATO, OO TO
OTOUN OTMG 0OOVTIKT KIVNTIKOTNTA, TOVO 1] TPNELO N U] ETOVAWMGT] EAK®V 1) EKKPIGEMV KOTA TN
duapkela g Oepamneiag pe devooovudumn. Kotd m didpkeio Ogpomeiog, ol emeufotikég 000VTIOTPIKES
napepPaocelg Oa Tpénet va, dieEdyovton LOVO UETA 0o TPOGEKTIKY €EETOOT KoL VO ATOPEDYOVTOL G
LKPY] YPOVIKA GTOCTOCT) OO TNV YOP1YNOCT] TG OEVOGOVUAUTNG.

To oyéodto dwyeipiong tov aclevav mov avantoccovy ONI npénel va kabopileTon pe otevn
ovvepyacio peta&l Tov BepAmovTog 1TPov Kot TOL 0d0VTIATPOV 1| TOV XEPOVPYOD GTOUATOS [E
e&edikevon oe ONI'. Oa mpénet va eEgtdletan 1 mpocmpvr| dtakomn g Oepaneiog wc 6Tov M
KOTAGTOOT VITOYWPNGEL KOl 01 GLUPBAAAOVTEG TOPAYOVTEG KIVODVOL LETPLAGTOVV, OTOV aLTO gival
duvatdv.

Oarteovékpwaon tov EEw 0KODOTIKOD TOPOD

O0Te0VEKP®GT TOL £EM OKOVGTIKOD TOPOL avVOQEPONKE LE TN ¥PNOT OEVOGOLUAUTT. TOVG TOUVODC
TAPAYOVTES KIVOUVOL 0GTEOVEKPMOOTG TOV £EM 0KOVGTIKOD TOpOL TEPAaPavovToL 1 xprion
OTEPOEDDV KO 1) yneobepameio, KAy o1 Tomikoi Topdyovteg Kivdivou Ommg Kamoto Aoipnmén 1
TPOVUOTIGUOC. Xg acbeveic Tov AapuPdvouy SEVOGOVHAUT Kol ToPOoVCIAlovY GUUTTOUATO GTO 0T,
OGS YPOVIES AOTUDEELS TOV OVTIOV, TPEMEL VO AapPaveTal VoW 1 TOAVOTNTA 0GTEOVEKPMOGTG TOV
¢Em aKOVOTIKOV TOPOVL.

Arora kataypoato o0 unpioiov 0oTod

Atvmo Katdypoto Tov pnplaiov 0otov £xovv avaeepbel oe acbeveig mov Aapfdavouvv devosovpdpmn
(BA. mapdypago 4.8). ATuma KOTAYLOTO TOV UNPLaioy 0GTOV UToPovV Vo GUUPOVY HETA OO KPO 1
K0OOAOV TPOVUATIGUO GTNV DTOTPOYOVTNPLO TEPLOYN KOl GE TEPLOYEG TNS dLAPVGNS ToV punpiaiov. Ta
copupdpata avtd yopaktnpilovtal and CLYKEKPIUEVE OKTIVOAOYIKE EVPTLLOTO. ATVTO KOTAYLOTO TOV
punpeiov 0otob Exovv emiong avapepbel oe acheveic pe cuykekpipéveg Tabnoelg cuvvoonpdTNTaG
(.. avemapxela Prropivng D, pevpatogidn apbpitida, vToP@GPOpatio) Kot LLE T ¥PHoN
CUYKEKPIUEVOV QOPLOKEVTIKOV TPOTOVTIOV (TT.). O1POOQOVIKA, YAVKOKOPTIKOELDT, OVAGTOAELS TNG
avtMoag mpotoviov). Ta copfduata avtd yovv eniong mopatnpndel yopic aviiomoppoPnTikn
Oepaneia. [Tapopola katdypota To omoia £xovv avapepbei oe GuVOLOCUO HE SLPOCPOVIKY Eival GUyVE
OUPOTEPOTAELPO, MG EK TOVTOV, TO AVTITAELPO UNpLaio 00ToOV TPEmel va eetaotel o aobeveig mov
éhafav deVOGOLUAUTT KOt IOV £XOVV VTTOGTEL KdTaypa TG O1dpuong Tov unpaiov aova. H diaxomn
g devoocovudunng og acBeveic mov vdpyel voyia 6t £yovv drumo Katayua unpleiov Ba tpénel va
extyunBei ev avapovn g a&loddynong tov achevi, pe Paon v eEatopkevpuévn aloAdynon Tov
oolvuyiov kivduvov-oeérove. Katd tn didpketa te Oepaneiog pie devocsovudpnn, ol acOeveic Oa
TPEMEL VA ELOLGHNTOTOOVVTAL DGTE VO AVAPEPOVY VEO 1| Un 6vvnBeg TGVo 6To UNPo, 1oyio 1| o
BovBavikn ydpa. Ot acbeveic Tov Tapovcidlovy To CLUTTONOTO AVTA Bo TPEmet va agloloyovvTal
Yo ATEAEG UNPLaio KATay .

Maxporpobeoun avriamoppopntikn Oepomeio

H paxponpofecun avriomoppoenrtikn Bepancio (cupumeplappfavopuévey 1060 TG 0EVOGOVUAUTNG OGO
KOL TOV SIPOGPOVIKOV) UTopel Vo sLUPAAEL o ovENUEVo Kivouvo Yo avemBiunteg ekdNAMOGELS, 0TS
0GTEOVEKPMOT] TNG YVAOOL Kol ATUTTOL KOTAYLOTO TOL UNPLeiov 06700 AOY® TNG GTUOVTIKNIG
KOTOGTOANG TNG 0GTIKNG avaKoTaokevng (BA. Tapdypago 4.2).

Moxonn ¢ Oepomeiog

Metd ) daxomnn tng Beponeiog pe denosumab, avapéveton peiwon g ootikig Tukvottag (BMD)
(BA. evotnra 5.1), yeyovog mov odnyel o avENUEVO KIVOUVO KATAYHAT®V. ZVVETMS, GUVICTATOL 1|
napoakorlovOnon e BMD kot 0o mpénet va e&gtaotel n yopnynon evoaliaxTikig Oepaneiog cOpUPova
LE T1g KMVIKEG KaTELOLVTIPLEG 0ONYiES.



2vyyopnyoduevy Bepameio ue GAAG QOPUOKEDTIKG TPOIOVTO. TTOD TEPIEYOVY OEVOTOVUCUTH

O1 acBeveic mov Aappdvovv Bepaneio pe devocoopdaunn dev Ba mpénet va avtipetomilovton
TOVTOYPOVA LE AAAL QAPUAKEVTIKA TPOIOVTO TTOV TEPLEYOVY OEVOCOVUAUTT (Y10 TV TPOANYT TOV
OKEAETIKAOV GUUPOUATOV GE EVIIMKEC L€ OGTIKEG LETAGTAGELS OTO GUUTAYEIC OYKOVG).

Yrepaofeonionuio oe moudiozpixods aobeveic

H devocsovpdaunn dev Oa mpémel va ypnoyonoteitat o mondiarpikong aceveic (nAkiog < 18). Eyet
avapepbel coPapn vrepacPeotiopio. e OPIGUEVH TEPIOTUTIKG KAVIKOV SOKIUDV EULPAVIGTIKAY
emmAoKéG AOY® o&elag veppikng PAAPNG.

Tpoeidomonjoeig yia to. Ekdoya.

To papuakevtKd ovtd Tpoidv mepieyel 47 mg copPirroing o kKabe ml dwoivpartog. H abpoiotikn
Spdiomn GLYYOPNYOVUEV®V PAPUAK®V TOL TEPIEXOLY GOPPITOAN (1] PPOLKTOLN) KoL 1 SLOUTNTIKY
wpocAnyn copPrtoing (1 epovktolng) Oa mpémel va Aapupdvovtot vodyn.

To pappoxevTikd avtd Tpoiov nepieyet Aydtepo and 1 mmol vatpiov (23 mg) avé 60 mg, etvor avtd
7ov ovoudlovue «ehevBepo voTpiovy.

Av16 10 PapuakevTKd Tpoidv mepiéxel 0,1 mg moivcopPikov 20 oe kdbe cVPIYY, TOL IGOFLVALOVY
pe 0,1 mg/ml. Ta molvcopPikd propel vo TPOKAAEGOVLY OALEPYIKEG OVTIOPAGELS.

4.5 Allemopdosic pe GALo QUPUOKEVTIKA TPOIOVTA Ko GAheg popPEéc aiiniemiopacng

Y pio LeAETN aAANAETIOPOOTG, 1 OEVOGOVUAUTT OEV EXNPENCE T POPUAKOKIVITIKN TNG
wdalordung, n onoia petaforiletor amod to kutdypmuo P450 3A4 (CYP3A4). Avutd vrodelkvoel 6ti
OEVOGOLUAUTT dEV TPEMEL VO LETOPAAEL TN POPLOKOKIVITIKY TOV POPUAKEVTIKOV TPOIOVIMV OV
petaporifovroar amd to CYP3A4.

Agv vdpyovv KAvikd dedopéva OXETIKA e TN cLYYopNYNoN devocovudumng Kot Bepamneiog
OPLOVIKNG VTOKATACTOOTG (010TPOYOVA), ®GTOGO 1) THAVOTNTA GUPUAKOSVVAUIKNG OAANAETIOpAoNG
Oewpeitar younAn.

Y& JETEUUNVOTOVGLOKES YUVOIKES L€ OGTEOTOPMOT 1) POPUOKOKIVITIKY KO 1] GOPLOKOSVVOLUIKT TG
OEVOGOLUAUTNG OV emnpedoTKAY amd TNV TPOTyovLeEVT Oeparneia pe oaievdpovatn, fdoetl Tov
OESOUEV@V TTOL GLYKEVTPMOM KOV amd pio peAétn petdfoong (amd oAevOpovATI G EVOGOVUAUT).

4.6 Tovipétnra, kKONON KO Yarovyia

Kbnon

Agv vdpyovv 1| ivorl TEPLOPIGUEVE TOL KAVIKE OEO0UEVO OYETIKE LLE TN YPNOT| TG OEVOCOVUAUTNG CE
gykvovg. Meléteg oe (o Katéder&av avamapaymyikn toéikdtnta (PA. mapdypoeo 5.3).

H devocovpdpunn dev GuvieTdtal yio ypiomn o€ €YKoV KaBMG Kol GE YUVOIKEG OVOTOPAYWYIKNG
NAKiog Tov 4gvV XPNGIUOTOIOVV avTIGOAANYN. Ot yuvaikeg mpémet vo KabodnyouvTal MGTE VoL Un
petvouv €ykveg Katd T S1dpKeLn Kot Yo TOVAGYIoTOV 5 uveg petd tn Bepameia e T SeVvOSOVUAUTT).
O1 6moteg emdpaoelg Tng devooovudun ival mhovo va eivorl peyoddtepeg KoTd T SIdpKELR TOL
dEHTEPOV KOl TOV TPITOL TPUIVOL TNG KONGNE KAOME T0, LOVOKAMVIKG OVTICOUOTO LETAPEPOVTOL
LEG® TOL TAOKOLVTA LE YPOUUKO TPOTO KoBmG eeAiooeTal 1) KOMON, LE TN UEYOAVTEPT] TOCOTNTA VO
LETAPEPETOL KOTA T1) OEPKELD TOV TPITOV TPLUVOV.

Oniaocude

Agv gival yvooTo €dv 1 SEVOGOVUAUTT OTEKKPIVETOL GTO 0vOpOTIVO YaAa. MeAéteg o€ YeveTIKA
TPOTOTONIEVOVG TOVTIKOVG 0TOVG 0moiovg £xetl avaotaiel o RANKL pe yovidrokn petakivinon
(“knockout movtiog”) £dei&av 6t 1 amovsio Tov RANKL (o0 6toy0¢ g devocoopaunng BA.



Tapaypa@o S5.1) katd 11 S1dpKeELN TG EYKVUOGVUVIG UTOPEL va. emnpedoet TV wpipavon tov polukod
ad€va 001 YOVTOG O€ LEIMON TNG TOPAY®OYNG YOAAKTOC HETA TOV TOKETO (BA. mapdypago 5.3). [1pénet
va oamo@actotel edv o diakomel o Onhacuog 1 Ba dakomnel  Oepancia e devosovpdunn,
Aappdvovtag vToy”n To 6PEAOG TOV ONAAGHOD Y10 TO VEOYEVYVTTO/PPEPOC Kot TO OPeAOG TG Oepameiog
HE OEVOGOVLLALTY Y10l TY] YUVAIKAL.

Tovipdtta

Agv vpyovy S1oBECILO SEGOUEVA YO TNV EMLOPOACT TNG OEVOGOVUAUTNG OTNY avOpOTIVY YOVILOTNTAL.
Mehéteg og {da dev Katedel&ay aueon 1 Eppecn ToEKOTnTa 6T yovipotnto (BA. mapdypago 5.3).

4.7 Emopaceig 6ty IKAvOTNTO 00117161)G KO YELPLGHOV PN UVI|LATOV

H devocovpdunn dev €xet kapio 1 £l OCHULOVTY EXLOPACT] GTNV IKOVOTNTO 001YNOTG KOl XEPIGHOD
unyavnuaToy.

4.8 AvemOOunteg evépyereg

20VoWYN TOV TPOPIA aGQOAEINC

O1 o ovyvég avemBOUNTEG EVEPYELEG LE TN dEVOGOVUAUTT (TOV €yovv Ttopatnpndel o€ Tave amod Eva
aoBevi] 0TOVG OEKN) Elval 0 PLOCKEAETIKO AAYOC Kol dAY0G o€ akpo. Oyt cuyva TeploTaTikd
KUTTOPITIONG, OTAVIO TEPIOTATIKG VITacPeoTiopiog, vrepevaictnciog, 06TEOVEKPOONG TNG YvaBov Kot
ATVTIOV KATAYUATOV TOV unplaiov 06tol (BA. Tapaypdeovg 4.4 kot 4.8 — weptypapn ETAEYUEVOV
avemBuunToOV evepyEldV) £xovy mapotnpnbel og acbeveic Tov Taipvouy SEVOGOVUAUT.

ITvokomotnUeEVog KOTGAOYOS OVETOO UNTOV EVEPYELDV

Ta dedopéva tov mivaka 1 kKdtmb Teptypdpovy avemBOUNTEG EVEPYELEC Ol OTTOieg avaPEPONKAY Ao
KAvikég dokipéc eaong I ko 11 og acBeveic pe ooteomdpmon Kot acheveic pe kapKivo Tov HAGTOD 1|
TOV TPOGTATY] VIO OPLOVIKO OTOKAEIGUO, KOUT avBOpUNTEG AVAPOPES.

[Ma v ta&vounon tov avemBounToyv EVEPYEL®V YpNoLomo)Onke 1 akolovdn katdtatn (BA.
nivaxa 1): oAb cuyvéc (= 1/10), ouyvég (> 1/100 éwg < 1/10), oyt ouyvég (= 1/1.000 émg < 1/100),
ondviec (> 1/10.000 £éwc < 1/1.000), moAd omavieg (< 1/10.000) ko un yvootg cvyvotrag (dgv
umopovv vo, ektiunBovv pe Baon to dwabéoipa dedopéva). Evtog kdbe katnyopiag cuyvotnrag Kot
KOTNYOPi0g 0pYOVIKOD GUGTHIOTOG, Ol AVETBOUNTEG evEpyeleg Tapatifevtal katd eBivovoa celpd
coPapotntog.

Mivaxag 1. Avem@opnteg evépyeleg mov avapépOnkay og acbeveic pe osteomopOON Ko 0o0eveig
L€ KOPKIVO TOV HOGTOV 1] TOVL TPOGTATI VO OPUOVIKO UTOKAEIGNO

Katmnyopio/ opyoaviko Kotnyopio cvyvotyrog | AvemBOunteg evépyeteg
cUGTNO COPQPMVO, PE TN
Baon dgdopévey MedDRA
AoOEELS KO TOPAUCITOCELS Xoyvéc Aolpmwén ovpomon ko CLGTHUATOC
Xoyvéc Aolpmwén g avatepng
OVOTTVEVLGTIKNG 000V
Oy ouyvég ExxoAnopatitida!
Oyt ovyvég Kvtropitido!
Oy ovyvég Aolpwén tov wtdg
Alotapoy£C 0vosomotnTIKoD Xrdvieg YnrepevoroOnoio oe pappoxo!
GLGTNLOTOG Xrdvieg Avaguioktiki avtidpoon'
MetofoAkég Kot S1UTPOPIKES Yravieg YrooBeotionpio!
SLoTapoy€C
Awotapoyég Tov veupikon Xoyvéc Ioyoyia
GLGTNUOTOG




Koatyopia/ opyoaviko Katnyopia coxyvétnrog | AvemOOunteg evépysieg
cVoTnno VPPV pHE ™
Paon dgdopéveoy MedDRA
Taotpeviepikég datapoyés Xoyveég Avokootnta
Suyvég Kothaxn duspopia
Alotapoyés Tov dEPUATOC Kot Xoyvéc E&bvonua
TOV VTTOSOPLOV 16TOV Suyvég "ExCepa
YoyvEC Alomexio
Oy ovyvég AEYMVOELDN POPUAKEVTIKG
eEavOnuata!
IToA0 omdvieg Ayyetitida vrepgvaistnoiog
Awtapayéc Tov poookehetikon | [ToAd cuyvég A\yog o€ Gxpo
GULOTILLOTOG KOl TOV IToAv ouyvég Mvoockeretikod GAyog!
oLVOETIKOD 16TV Xrdvieg Oocteovékpwon g yvadou!
Xrdvieg Atoumo Kotdyuoto Tov pnplaiov
061o0!
Mn yvootig cuyvotntog | OoTeovEKpmoT TOL ££® AKOVGTIKOD
Opov’

' BA. mopdypogo Ieptypopn emAeypévoy ovembOuNTmV EVEPYELDY.
2B\ nopdypogo 4.4.

e pio CUYKEVIPOTIKT OVIAVOT SEQOUEVOV OAWDV TV EAEYYOUEVOV LLE EIKOVIKO PAPLOKO UEAETMV
¢eaong I ko I, mapovsidotnke yprnmong cuvopoun e adpd T0c0ooTo enintwong 1,2% yuo
devosovpaunn kot 0,7% yuo to eikovikd edppoko. [Tapdti 1 dtpopd avti epeavictnke Hovo on
GULYKEVTPMTIKN OVAALGT, OV ELPAVIGTIKE GTI GTPMUATOTOUUEVT AVAALGT).

Iepypoen emAeyuévov ovemtlBOUNTOV EVEPYEIDV

Yroofeorioauio

e 000 eAeyyOUEVEG LE EIKOVIKO PAPLOKO KMVIKES dokiuég aong I oe peteppunvomovclokés
yovaikeg pe ooteondpwon, tepimov 0,05% tov acbevav (2 otig 4.050) mopovsiocav peiwon tov
emmnédov acPeotiov opov (katm and 1,88 mmol/l) petd amd tn yoprynon devosovpdunnc. Aev
avapépinke peimon Tov emumédwv acfeatiov opov (kdtw amd 1,88 mmol/l) og kapia and Tig 600
EAEYYOUEVEC UE EIKOVIKO QapLako KAMviIKEG dokiuég pdong 11 oe acbeveic vd oppovikd amoKAEIGHO 1
OTNV EAEYYOUEVT UE EIKOVIKO pApuUako KAVIKT dokiun edong I og Gvdpeg ue ooteondpwon.

>V mePiodo PETH TNV KLKAOQOPIo, GTOVIEG TEPIMTMOGELS COPAPTC CLUTTMUATIKNG VIAGPECTINUING
LE OTOTELEC O EICAYMYN OTO VOGOKOUEID, GLUUPAvTO amelAnTikd yio T {on kal Bavatnedpa
TEPIOTOTIKG £Yovv avapepbel, Kupimg og acbeveic vyniov Kvdbvou Yo vTacPeotiotpio Tov EAafoy
OEVOGOVUAUTT, LLE TO TEPIGGOTEPO TEPLOTATIKA VO, SVUPaivouy Tig TpmTeg EBIONAdES amd TV Evopén
¢ Oepomeiog. ITapadeiypoto T@v KAVIKOV EKONADGEDY TG GOBUPTC CUUTTOUATIKNG
vrocPeotionpiog Egovv cupnepihdfet tapdrtacm tov dwotipatog QT, tetavic, eMANTTIKES KpioES Kot
petapindeioa vontikn katdotoon (PA. mopdypago 4.4). Ta copntdpate g vVIacPecTionpiog o€
KAMVIKEG pLeAéTeC pe devocovpuaunn Tepiidufovay mapatodnoieg 1 Suokopuyio LoV, GOGTOCT,
OTAGLOVC KOl LVTKEG KPALTES.

Agpuozixes Aoiuamdeig

e eENEYYOUEVEC LE EIKOVIKO PAPUOKO KAWVIKEG dokuEG Pdong I, 1 cuvoAiKn GuVOTNTO ELEAVIOTG
TOV SEPUATIKOV AOUMEEDV NTOV TOPOLOLO GTNV OUASN TOV EIKOVIKOV (POPUEAKOL KO TNG
OEVOCOVUAUTNG OF LLETEUUNVOTAVGLOKES YUVOIKEG e 00TEOTOP®AT (gucovikd eapuaxo [1,2%,

50 ot1g 4.041 yovaikec] évavtt devosovpaunng [1,5%, 59 otig 4.050 yovaikeg]), o€ dvopeg pe
ooteomdpwon (ekovikd eappoko [0,8%, 1 otovg 120 dvdpec] évavtt devocovpbpnng [0%,

0 otovg 120 avdpec]), o€ acbevelg pe KapKivo TOL LOGTOV 1| TOV TPOGTATI VIO OPUOVIKO OTOKAEIGUO
(ewovikd pappako [1,7%, 14 otovg 845 acbeveic] évavtt devosovpdumng [1,4%, 12 otovg 860
acOeveic]). Agppaticég LomEELS TOV 0ON YNNGV GE EI0AYMYN 6TO Vocokopueio avapépnkav oto 0,1%
TOV UETEUUVOTAVGIOKMV YOVUIKADV e 0GTEOTOPMGT TOL EAaPav glkoviko dpuako (3 otig4.041)
évavtt 0,4% tov yovaikodv mov Elapav devocsovpaunn (16 otig 4.050). Avtd ta TepioTaTikd NToV
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KAt KOPLo Adyo Kuttopitida. Ot SepLATIKEG AOUMDEELS TOV avaPEpONnKaY wg GoPapic avemBounteg
EVEPYELEG NTOV TOPOLOLES OTNV OLAdE TOV gKoViKOD apdkov (0,6%, 5 otovg 845) Kot Tnv opdda
g devoocovpudunng (0,6%, 5 otovg 860) oTig peAéTeg OV TpayHoTOTOOnKaY 68 acheveic pe
KOpKivo TOL LOGTOV KOl TOV TPOCTATY).

Ootsovéxpwon s yvaboo

ONI avapépbnke ondvia, o€ 16 acbevelg, og KAMvikég dokipég e acheveic le 00TEOMOPWOT KO GE
acOeveic pe Kapkivo ToL HOGTOD 1) TOV TPOGTATN VO OPUOVIKO OTOKAEIGUO GUUTEPIACUPOVOUEVOV
ouvohkd 23.148 acbevav (BA. mapdypago 4.4). Askatpio amd to TeploToTikd ot pe ONIT
EUPAVIGTNKOV GE LETEUUNVOTOVGLOKES YOVOIKEG LLE 0GTEOTOPMON KaTd TN dtdpkela Tng paong 11
HeAETNG emékTaomng Emetta and Bepaneia pe devocovpdunn Eog kot 10 £tn. H cuyvotnta pedviong
™™g ONT 1jtav 0,04% ota. 3 étn, 0,06% ota 5 £t ko 0,44% oto 10 étn Ogpaneiog e devocovuaumr).
O «ivévvog g ONT av&dvetar pe T S1dprela Tng EkBeomg 6T HEVOGOLUAUT.

O «ivévvog tng ONI™ a&loroynnke eniong 6to TAGIGIO AVOSPOUIKTG LEAETNG KOOPTNG MeTaly 76.192

LETELUNVOTOVGLAKMY YOVOIKOV OV tyav apyicel tpdoeata Oepansio pe Sevooovpaurn. H
ouyvotnta epedviong g ONI frav 0,32% (95% didotpa gpmiotocvvng [CI]: 0,26, 0,39) peta&d
TV aclevdv mov giyav Adfet devocovudunn yio dtdotnua Eog kot 3 £t kot 0,51% (95% CI: 0,39,
0,65) peta&d twv acBevov mov giyov AdPet devocovudumnn yio dtdotnua £0g Kot S £t
TopoKoAovONONC.

Atomo. KaTayuoTe Tov unpioiov 0aTon
210 KAMVIKO TPOYPOALLO TG 0GTEOTOPOOTG, ATLTO KATAYLLOTO TOV HNPLOioL 0GTOV £0VV GIAVIL
avapepbel oe acbeveic mov EhaPav Oepaneia pe devocovpaumn (BA. mapdypago 4.4).

Exxolrwuoritioo

e pio EAeyyOUEVT] LUE EIKOVIKO QAPLOKO KAWVIKT dokiur edong I mov mpayuatomombnke o acbeveig
UE KapKivo Tov Tpootdtn mov AduPavay Oepameia otépnong avopoyovav (ADT), mtapatnpndnke
dvcavaroyia oTig avemBOUNTES EVEPYELEC TOV OPOPOVGAY TV EUPAVIOT| ekKOATpatitdag (1,2% pe
T devocovpaunn, 0% e To EIKOVIKO QappoKo). H cuyvotnto epedvionc g EKKOATOUATITIONS NToV
ouykpioun puetald Tv opadmv Bepaneiog o€ HETEPUNVOTAVCIAKEG YUVOIKES 1| AVOPEG UE
00TEOTOPMOT) KOl GE YOVOIKES TOL VIOPAAAOVTAY G Bepameia e OVUGTOAEIS APMOUATAGNS Y10l 1N
LLETACTATIKO KOPKIVO TOV HOGTOV.

2xeTI{OUEVES LUE TO PAPUOKO OVTIOPAOELS DTEEPEVOLTONTIOG

210 peTEYKPITIKO TTEPIPAALOV, OTAVIEG TEPMTAOGELG OYETILOUEVNC LUE TO PAPLLOKO VITEPELOLGON TN,
coumepthappavouévey tov e&avinuatog, tng Kvidmong, S10YK®GN TOL TPOGSMTOV, TOL EPLONLATOC,
KOL TOV OVOPUAOKTIKOV aVTIOpAcEDY EYovv avapepbel og acbeveic mov Aapupdvouv devoGovLpHauT.

Mvoaoxeletiko alyog

MvooKeAeTIKO AAY0G, GUUTEPIAAUPAVOUEVOV GOPOPOY TEPIGTATIKAOV, £xEl avapepBel oe acbeveic mov
éLoPav devosovpdunn oty mEPiodo PETA TNV KUKAOQOPIo TOV. L& KAMVIKES OOKIUES, TO LVOGKEAETIKO
éAyog fjtav oA cuyvo TG0 otV opdda TG SEVOGOVUAUTNG OGO KoLl TOV EIKOVIKOD (POPLEAKOV.
MvookereTikd dlyog Tov 0dnyel oe dloKomn TN Vo HeEAETN Bepoameiog nTov Gyl cLYVOG.

Aerynvoeron popuoxevtiko, eCovlnuazo
"Exovv avapephel Aeyynvoeidn eapuaxevtikd eEovonuata (Y. aviidpacels Pe 1kove, opaion

Aeymva) og acBeveig otny mepiodo PeTd TV KUKAOPOPia TOV PAPUAKOL.

AlLo1 e1dikoi mAnBvouoi

THoudrazpikog ninBoouog

H devocsovpaunn dev Ba mpémel va ypnoyomoteitat o wondiatpikovg acteveic (nAkiog < 18). Eyet
avapepBel coPapn vrepacPestionpia (BA. mapdypapo 5.1). e oplopéva TEPIGTATIKA KAVIKOV
OOKIUDV epeavioTnKay eTmAOKEG AMOY® o&eiag veppikng BAELNC.



Neppixn ovalertovpyio,

Ye KAMvikéG perérteg, ol acbeveic pe cofapn veppikn dvcieitovpyia (kKabapon Kpeativivng

< 30 ml/min 1 avtoi Tov vVodrioviay e eE@vePpikn kGBapon, SETPEXAV HEYOADTEPO KivOLVO
vracPeotionpiog av oev Adpavay courAnpouate acBeotiov. H emapkic tpdoinym acPectiov kot
Brrapivne D eivat onpavtikn oe aoBeveic pe cofapr| veppikr| duciettovpyia 1 o€ acbeveig mov
vroPaArlovtal og eEoveppikn kabapon (PA. mapdypopo 4.4).

Avopopb mOavoroyoduevav avemBOuUNT®V EVEPYELDY

H avagopd mboavoroyodpuevov avemBountov evepyelmv HETH amd T YopnyNnon adelog KukAopopiag
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky|. Emitpénet tn cvuveyn mapakolovdnon g oyéong
0PEALOVG-KIVOVVOL TOV PUPUUKEVTIKOD TPOTOVTOC. Z1Teital and Tovg ExayyeAUaTiEG VYELNG VO
aVAPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVESG QVETLOVUNTEG EVEPYELEG LEGH TOL EOVIKOV GLGTNIOTOG
avapopds mov avaypdeetor oto [Hapdptua V.

4.9 Ymnepdooolroyia

Agv vapyet epmepio e vrepdocoroyia oe KAWVIKEG peréteg. H devosovpdumn £xet yopnynOel oe
KMVIKEG pELETEG ypnopomolmvTag d0oels £o¢ 180 mg kabe 4 efdopddeg (aBpoloTikéc d00ELS £mG
1.080 mg o¢ didotnpa 6 unvadv) Kot dev mapatnpriinkay emmaAéov avemBounteg evEpyELEC.

5. DOAPMAKOAOTI'IKEX IATOTHTEX

51 ®oppokodvvopIKES 1O10TNTES

Ddappokobepanevtikn katnyopio: Pdppoka yo Oepaneio Tadfcemv TOV 06TOV - AALL QAPLOKO [LE
dpdion oto petaforioud Twv ootmv, Kndtkog ATC: MOSBX04

To Stoboclo gtvor Bro-opogidég pappakevtiKd mpoiov. Aentopepels mAnpogopies tvon da0éotples
67OV d1KTLOaKS TOTo ToL Evpmmaikod Opyaviouol @apudkov: https:/www.ema.europa.eu.

Mnyoviopuodc dpdonc

H devocovpaunn sivon éva avBpomivo povoklmvikd avticopa (IgG2) mov ctoyevet kot cuvoseTal L
VYNAN ovyyévela kot edtkotnta pe o RANKL, mpodapfdvovtog tnv evepyonoinoT Tov vTodoyEa
Tov, Tov RANK, 6ty empdveia t1ov tpddpoimy 06TEOKANGTMOV Kol TV 00TE0KANGT®V. H
mapeunodion g aarnienidpaong RANKL/RANK avootéAAiel TOV GYMUOTIGHO, TN AELTOVPYia Kot TV
eMPiOoT TOV 0GTEOKAAGTAOV, LEDOVOVTAG LE OVTOV TOV TPOTO TNV OGTIKH OToppOPNoT| TOGO 5T
GLUTAYT OGO KOl GTO GTOYY®DIT 0CTA.

Dapuokodvvarkéc emdpicelc

H 6epancio pe devocovpaunn peimoe ypiyopa 1o pubud 0GTIKNG OVOKOTAGKELTC TOV PTAVEIOVTOG
o1 YOUNASTEPT TN GTOV 0PO Y1 TOV OEiKTN 00TIKNG amoppdenong Tomov 1 C-tehomentidln (CTX)
(neioon 85%) v 3n nuépa, Vi 1 ev AOY® peiwon oatnpnOnke kKaBoro to didotnuo peta&d Tov
d0cemv. Metd to mépag Kabe HeEGOIUGTHILOTOS YOPNYNoNGS, N Heiwon tov CTX petprdotnke ev pépet
amo ) péyotn peioon tov > 87% oe > 45% mepinov (€bpog 45-80%), delyvovtag v
AVOOTPEYIUOTITA TOV EMOPAGEDY TNG SEVOGOVUAUTNG GTIV OGTIKY| OVUKUTOCKELT TOV GTUELOVETOL
Le T pelmon Tov emmEdwV ToL 6ToV 0pd. AVTEG 01 EMOPACELG dlaTtnprOnkay 660 cuve LotV 1|
Oepameio. Ot deikTeG 0GTIKNG EVOAAYNG £QTACAV GE YEVIKEG YPOUUES GTO, ETUTENM TPV OO TN
Oepameio og dStaoTnUe. 9 VOV HETA TNV TEAevTaio doon. Katd tnv emavayoprynon, n ueimon tov
CTX amd T dEVOGOLUAUTN NTAV TOPOLOLN LE CUTY TOV Tapatnpndnke o€ acbeveig mov apyilovv
Oepamneia e SEVOGOLUAUTN Y10 TPDTH POPAL.
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Avocoyovikdétnta

Kotd ™ didpkela g Oepaneiog e 0evOcOVUAUTT EVOEXETAL VO AVOTTUYHOVV OVTICOUATA EVAVTL TNG
devosovpdumnc. Aev €xel mapatnpndel TPoPAVIG GUGYETIGUOG TNG OVATTVLENG AVTICOUAT®V LE TN
QOPUOKOKIVITIKY, TNV KAWVIKY OVTATOKPIoN 1 avemBounto cupfavra.

KMvikn omoteAeoLoTikOTNTO KO 0GQAAELN GE UETELUNVOTOVGLIUKES YUVOIKES LLE 00TEOTOPMON

H omoteleopatikdtnTo Kot 11 0o@AEAELN TG OEVOGOVUAUTNG XOPTYOVUEVOD Wi popd KABE 6 puiveg yio
3 £ diepevvnOnKe og PETEUUNVOTOVGLOKES Yuvaikeg (7.808 yuvaikeg niwkiag 60-91 etmv, amod Tig
omoieg 23,6% eiyov KOO KOTAYUATO, TG GTOVOLAIKNG 6TNANG) pe T-score 0GTIKAG TUKVOTNTOG
(BMD) ¢ 06¢pvikn¢ poipag TG STOVOLAIKNG GTHANG 1 TOV OALKOV 1610V KOTA TNV EvapEn g
ayoyng petaly —2,5 kot —4,0 kot péon andivt 10et) mbavotnta Kotaypdtov 18,60% (dekatnudpio:
7,9-32,4%) ywo. peiovo 06TE0mOp®TIKA KoTdypato Kot 7,22% (dexatnuopia: 1,4-14,9%) ya
Katdypota Tov wyiov. ['uvaikeg o1 onoieg émacyav amd ahieg acbéveieg 1 AauPavay Bepomeisg Tov
umopel va emnpedlovv Ta 06Té amoKAEioTNKOV Ao TN GVYKEKPLUEVN UeAET. Ot yuvaikeg AduPovay
ovuminpopata acfeotiov (tovAdyiotov 1.000 mg) ko Prrapivng D (tovidyiotov 400 1U)
KaOnuepva.

Eridpoaon oro orovovlixa karayuoza
H devocovpaunn peimoe onpovikd Tov Kivouvo VE®V GTOVOLAIK®Y KATOYUATOV Petd ond 1, 2
kot 3 €t (p <0,0001) (BA. mivako 2).

Mivakag 2. ETidpacn TG 0EVOCOVRAUTIG GTOV KIVOUVO VEMV GTTOVOVAIKAV KATAYRATOV

[Tocootd yovarkdv pe katoypa (%) Meiwon tov Meiwon tov
Ewovikd eapuaxo Agvocovpapmn ATOAVTOL GYETIKOV KIVOUVOL
n=23.906 n=3.902 Kvduvou (%) (%)
(95% CI) (95% CI)
0-1 érog 2,2 0,9 1,4 (0,8,1,9) 61 (42, 74)**
0-2 ¢t 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 — drepevvntikn avaivon

Enidpoon aro katdyuozo tov 1oyiov
H devocovpaunn enédeile oyeTikn Heliom Tov KvOUVOL KATAYIaTog TOV 1o)iov Kot 40% (neioon
oV amdAVTOL KIvdLVOL Katd 0,5%) oe dtotnua 3 etdv (p < 0,05). H cuyvomta epedviong tmv
Kataypdtov Tov woyiov nrav 1,2% oty opdda tov gikovikod gapudiov évavtt 0,7% otnv opdda g
devocovpaumng ota 3 ypovia.

Y uio post-hoc avdAvon o yovaikeg > 75 etdv, damot@dnke pe ) devocovudunan peiwon Tov

GYETIKOV KvdOVoL katd 62% (1,4% peioon tov amdAvtov Kvdvvov, p < 0,01).

Ernidpaon oe 0la ta kAvikd katdyuara
H devocovpdumn peimoe onuovTikd to KaTdyuota 6€ OAa To €101/0 g TIg opuddeg katayudtav (BA.

mivaxa 3).

Mivaxag 3. Enidpacn TG 0VOGOVUAUTIS GTOV KIVOUVO KAIVIKAV KATAYRLAT®OV OE O1G6TNHA

3 eTav
[Tocoot6 Yovoukdv pe kataypo | Meimon tov Meiwon tov
(%)" ATOAVTOV OYETIKOD

Ewoviko Aevocovpaunn | kKwwdovov (%) | kvddvov (%)
QAPLOKO n=3.902 (95% CI) (95% CI)
n=3.906

Omnolodnmote KAWVIKO 10,2 7,2 2,9(1,6,4,2) |30(19,

Kéroypa! 4] )k

1"




[Tocoo16 Yyovaukav e kataypo | Meimor tov Meiwon tov
(%)"* ATOAVTOV OYETIKOD
Ewucoviko Agvocovpdunn | Kvddvov (%) | kvddvoo (%)
QAPLOKO n=3.902 (95% CI) (95% CI)
n =3.906
KAwikd omovovAikd kdroryuo 2,6 0,8 1,8 (1,2,2,4) | 69 (53,
80)***
Mn-cnovduhikd kdrtayuo? 8,0 6,5 1,5(0,3,2,7) |20(5,33)**
Meilov un-cmovoviiko 6,4 5,2 1,2 (0,1,2,2) |20(3,34)*
Kéroypo?
Meilov 0oTE0TOPMTIKO 8,0 5,3 2,7(1,6,3,9) |35(22,
Kéroypot 45)%k
*p <0,05, **p = 0,0106 (devtepedov tedixod onueio mov ovumepiAnpOnke oe ToliamwAy mpocopuoyn),
*#kp < 0,0001

T Zoyvotnto epeaviong avembuntov evepyeidv Baoel ektipunosnv Kaplan-Meier ota 3 xpovia.

! TlepthapPaver To 1KAMVIKG GTOVOLAIKE KoL [T ~-CTOVOVAMKE KOTAYLOTO.

2 Aev mepthapufvel o KaThyLaTo TV 6ToVSDA®Y, TOV Kpaviov, Tov Tposdmov, g K4tm Yvadov, Tov
UETAKAPTIOV, KOl TOV QUALYY®OV T®V SOKTOA®DV TOV YEPIDV KOl T@V TOJDV.

3 TIepthapPAver To. KOTAYLOTA TG TVEAOD, TOV GT® GKPOV TOL UNPLOIOV, TOV £YYDG TUAMOTOG THG KVANG, TOV
TAELPAV, TOL £YYVG Bpaytoviov, Tov avTipayiov, Kot Tov 1Gyiov.

4 TMephopPhver To KAVIKG GTOVILAKE KOTEyLOTO, TO KOTAYLLOTO TOV 16%iov, Tov avTifpayiov, kot Tov
Bpaytoviov, émwg opifovtar amd tov ITOY.

X yovaikeg pe BMD tov avyéva tov punplaiov katd v évapén < -2,5, to devoGoupaunn Lelmoe Tov
Kivouvo pun-orovouAik®v kataypdtov (Leimon Tov oxetikod Kivovvov kot 35%, peimon tov
amoAvToL Kivdvvov katd 4,1%, p < 0,001, diepevvnTikn avdAvon).

H peimon g ovyvdttag epeavionc vEmv 6movOLMK®OV KOTOYUAT®V, KOATAYUATOV TOV 16Y10V Kol
UN-CTOVOLAIKOV KOTOYUAT®V o T1 SEVOSOVUAUTT 6€ d1dotnpa 3 €TV NTav otadepn aveoptnTog
Tov 10-£100¢ KIVOUVOL KATAYHOTOG KATA TNV £vapén TG aywyngs.

Eridpoaon oy ootk mokvotyto,

H devocovpdaunn avénoe onuavticd tnv BMD og 6deg T1g khvikég Béaeig mov petpndniay, Evavtt
TOV EIKOVIKOV PapudKov uetd amd 1, 2 kot 3 £tn. Ze odotnua 3 €TV 1 deVOCOoVUAUTT ovéNce TV
BMD «atd 9,2% oty 06puikn poipa, tng 6movoviknig oting, 6,0% oto oAk 1oyio, 4,8% ctov
avyéva Tov pnplaiov, 7,9% otov TpoyavInpa ToL 16Yiov, 3,5% 610 dmm TPIINUOPIO TNG KEPKIOG KOt
4,1% o710 oAk6 copa (0Aeg ot Tipé p < 0,0001).

g KMVIKEG LEAETES Y10 TNV €EETAOT TOV EMOPACEW®V TG S10KOTNG TNG devocovpaunng, 1 BMD
emavnAOe oyedov ota enimeda mpv amod T Oepaneia o€ Sdotnua 18 unvov and v televtaio d6oM
KO TOPEPEIVE TTAV® OT0 QVTE, TOV TOPATPNONKAV KOTAR TN YOPIYNCT EIKOVIKOD QapUdKov. AvTtd Ta
ototyeia delyvouv 0Tl amarteital 1 cuveync Depameia pe T SEVOGOLUAUTN Yo TN SLOTHPNON TNG
dpdiong Tov PappaKeLTIKOD TPoidvtog. H emavayopnynon e SEVOGOUHAUTNG ETEQEPE TAPOLOLN
opéAn atnv BMD pe avtd mov mapatnpnOnkav 6tav 1 eVOGOVUGUT XOpNYNONKE Yio Tp®TN QOpPE.

AVOIKTHG ETONUOVONG UEAETH ETEKTAONS YLO. TV OEPOTELD. THG UETEUUNVOTIOVTIOKNS OCTEOTOPWOTHS

g ovvolo 4.550 yovakdv (2.343 devocovpdumn kot 2.207 gucovikd papuoko) ol omoieg Exacav Oyt
TEPLGCOTEPEG ATTO 10 OOGELG TOL VIO £PELVA PUPUUKEVTIKOV TPOTOVTOG GTNV PAGIKY LEAETN TTOV
TEPLYPAPETOL TOPATAV®D KOl OAOKANp®GOAV TNV EMICKEYT GTOV Uva 36 TG HEAETNG CLLPOVNGAV VO,
GUUUETAGYOVY GE Ui 7€TT), TOAVEDVIKT, TOAVKEVTPIKT], OVOIKTNG EMCTLOVOTG, LOVOD GKEAOVG LEAETY|
EMEKTAOTG Y10 TNV a&LOAOYNON TG LAKPOTPODEGUNG OCPAAELNG KOl ATOTEAEGIATIKOTTOC TNG
devocovpaumnge. OAec o1 yovaikeg otnv HEAETN EMEKTAONC ETPOKELTO VO Adfovv devosovpdunn 60 mg
K@Oe 6 punveg kKabmg ko acPéotio nuepnoing (tovAdyiotov 1 g) kou Prrapiviy D (tovAdyiotov 400 1U).
Zuvolikd 2.626 acbeveic (58% amd T1g yovaikeg Tov GuUTEPIANPONKOY TN HEAETN eméKTaoNC, ONA.
34% T®V YOVOIKOV TOL GUUTEPIANPONKAY TNV KEVTIPIKT LEAETN) OAOKANPOGOY TN LEAETN EMEKTAONG,

X1ovg acbeveig mov Ehafav devocovpdumn yuo 10 £t BMD avénfnke amd v apyikn Ty
avagopdg otny Pactkn perétn katd 21,7% otnv ooeuikn poipa g 6movovAikng othAng, 9,2% oto
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0AKO 16%10, 9,0% oTov avyéva Tov unpaiov, 13,0% otov Tpoyavinpa kot 2,8% oto dnw TprTnudplo
¢ kepkidoc. H péon tun T-score BMD tng 06Quiki¢ Hoipag TS GTOVOLALKNG GTHANG GTO TEAOC TNG
peAétng Nrav —1,3 oe acbeveig mov rafav Oepameia yro 10 €.

H ovyvomta eppaviong Kotaypdtov aSloAoynonKe ¢ KATOANKTIKO onpelo ao@alelog oAl M
OMOTEAEGHATIKOTNTO TNV TPOANYN TOV KaToyUdTmv 0gv pumopel va, ektiun el Adym tov peydiov
aplOpod SOKOTMV KOl TOV GYESOCHOV TNG UEAETNG OVOIKTYG emlonpovong. H cmpevtikn cuyvotnta
EUPAVIONG VEDV CTIOVOVATK®VY KOl 1] GTIOVOLAIK®Y KOTAYUATOV TaV KATd Tpocsyyion nepimov 6,8%
ko 13,1% avtiotoilymg, o€ acbeveig mov mapéuevav og Bepameia pe devocsovpdpmn yio 10 £t
(n=1.278). AcBeveic mov dev OAOKANp®GOV TN LEAETT] Y10, OTOLOINTTOTE AOYO gl VYNAOTEPQL
TOGOCTA KATAYHOTOG Kot TV Oepaneia.

Agxatpio TepIOTATIKA 00TEOVEKPMOTG TG YvEBou (ONI') ta omoio emdvdnioy kot 600 druma
KOTAYLOTO TOV pnploiov 06Tov To omoio emALONKaY, GUVERN GV KOTd TN StdpKeld TNG HEAETNG

EMEKTOONG,

KAwikn omoteAeouotikdTNTO Kol 0COAAELN GE AVOPEC LE OGTEOTOPMGN

H omoteleopatikdtnTo Kot 1) 0oQAAELN TG OEVOGOVUAUTNG Hio popd kdBe 6 pnvec yuo 1 €tog
SiepevviOnkoay o 242 dvdpec nhikiog 31-84 etdv. Acbeveic ue eGFR< 30 ml/min/1,73 m?
amokAgioTnkay and T dokiur. OLot ot dvdpeg Elafav Kabnueptvd cuumAnpopo acpection
(tovAdyiotov 1.000 mg) ko Prrapivng D (tovddyietov 800 IU).

H xipra petafintr tng anoteAespoTikoTnTOg NTaY N ekotootioia petofoin g BMD oty ocouikn
Hoipa TG GTOVOVAIKNG GTHANG, 0V aflohoynOnke 1 amoteAeouaTikéTNTO 0TO KaTdypoTo. H
devoocovpdunn ovénoe onuavtikd v BMD g 0Aa ta kKAvikd onpeio 6mov petpndnke, o€ oxéon e
TO EIKOVIKO PappaKko otoug 12 unvec: 4,8% otnv oouikn poipa g omovovAikng othing, 2,0% oto
0AKO 16%10, 2,2% GToV avyéve Tov unplaiov 0otov, 2,3% otov TpoyavInpa Tov 1oyiov, kat 0,9% oto
G Tprenuopto g kepkidag (0Aec ot tipég p < 0,05). H devocovudunn avénee tmv BMD 11 g
0GQULIKNG LOIPAG TNG OTOVOLAIKNG GTHANG otd TNV apytkn Ty oto 94,7% twv avopmv oto 1 €10,
Inuovtikég avénoelg oty BMD otnv ocpuikn poipa tng 6movouMkng 6TNANG, T0 OAKO 15 {0, TOV
QVYEVE TOV UNPLOEOL 0GTOV KAl TOV TPOYAVTIPA TOV 16 {0V TapatnpnOnkay 6Toug 6 uveg

(p <0,0001).

Iotoloyio 06TOD GE LETEUUNVOTOVGLUKES YUVOIKES KOl AVOPEC E 0GTEOTOPWGCT

A&oloynOnke 1 1oToAOYi0 TOV 0GTOV € 62 PETEUUNVOTAVGIOKES YUVOIKES [LE OGTEOTOP®ON 1
YOUNAR ootk palo petd omd 1-3 ypdvio Oepomeiog pe SevoGOLUAUTN, Ol 0TToieg gite EAafay Yo
TPAOTN Popad Bepameia yio TV ooteondpwon eite eiyav AdPet mpornyovuévmg Bepameio pe
alevopovarn. [levivta evvéa yovaikeg coppeteiyov otny vro-pekétn pe froyio 06TOV 6TOoVG 24 PNVEG
(n=41) B/xar otov uiva 84 (n = 22) g PHeEAETNG EMEKTAONG O LUETEUUNVOTOVGIOKEG YOVOIKES LE
ooteondpwo. H 1otoloyia t@v ootdv a&loroyndnke eniong og 17 Gvopeg e 06TEOTOPMOT| LETH ATd
1 ypdvo Bepameiog pe devocovudumn. Ta amoteAéopata g froyiag ootmv £5e1&av PUGIOAOYIKN
OPYLTEKTOVIKT] KOl TOLOTNTA TOV 0GTOV, YOPIG EVOEIEELG TP DY TNG EXYUETAAANDGCTG, VDOOVG
TOPOV N tvwong Tov LoeAoD. Ta IGTOUOPPOUETPIKA EVPTLOTU GTN UEAETT| ETEKTOCTG O
UETEUUNVOTOVGIOKEC YUVOIKEC UE 0GTEOTOPWGT £0E1EAV OTL OL OVTIUTOPPOPNTIKEG EMOPACELS TNG
OEVOGOLUAUTING, OTIMG LETPHONKOV e GLYVOTNTO EVEPYOTOINGNG Kol pLOUO 0GTIKOD GYNUOTIGHOD,
StutnpnOnioyv pe v Tapodo Tov Ypovou.

KAMvikn omoteeoHOTIKOTNTO KOl 00QAAELD 6€ 0.00evEiC UE OOTIKN aTMAELN TOL oyeTileTon UE TN
oTEPNoN AVOPOYOVMYV

H omoteleopatikdtnTo Kot 1 0o@AEAELN TNG OEVOGOVUATNG XOPTYOVUEVOD Wi popd KABE 6 puveg yio
3 € diepevvnOnKe oe AVOPES e IOTOAOYIKA EMPEPALOUEVO UM LETOGTATIKO KOPKIVO TOV TPOGTATY
mov AdpPavav ADT (1.468 dvdpeg nhikiag 48-97 etmv) mov SETPEYOY AVENUEVO KIVOUVO KOTAYHOTOG
(mov opileton wg nAkia > 70 etdv 1 < 70 etV pe T-score BMD ¢ 0o@puikig poipag g
GTOVOVAIKNG GTHANG, TOL OALKOD 1oY10L 1} TOL aVYEVa ToL pnptaiov < -1,0 1 16TOPIKO 0GTEOTOPWTIKOD
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KaTaypotog). Ohot o1 dvopec Adpfavay courinpoduato acBeotiov (tovAdyiotov 1.000 mg) kot
Brrapivne D (tovAdyiotov 400 IU) kabnuepva.

H devocovpdaunn avénce onpavtikd tnv BMD og 6deg T1g khvikég Béaeig mov petpnniay, o€ oyéon
pe  Bepaneia pe e1koviko edpuaxo ota 3 xpovia: 7,9% otnv oceLIKN pHoipa TG GTOVOLAKNG
GTNHANG, 5,7% 010 0AKd 1510, 4,9% otov awyéva Tov pnpraiov, 6,9% ctov TpoyavINPA TOL 1GYiOV,
6,9% o710 Anw TPITNUOPLo NG Kepkidag kot 4,7% o10 ok cdpo (0Aeg ot TipéS p < 0,0001). Ze o
TPOOTTIKG, TPOYPUUUATIGUEVT] SIEPEVVNTIKY AVAAVOT|, TapatnprOnke onuavtiky avénen me BMD
NG 0GPVIKNG HOIPOC TG 6TOVOVAIKNG GTAANG, TOV OALKOD 1610V, TOL CLYEVE TOV UNPLOIODL KOl TOL
TPOYXAVTNPO TOV oY10L péca o€ 1 podMg pMver HeTd v apyikr| doom.

H devocovpaumn enédeile onUavTIK LEIDMOT TOV GYETIKOD KIVOUVOL VE®V GTOVOVLAIKMV KOTAYLATOV:
85% (peiwon tov amdAvToL KIvdvvou Katd 1,6%) oto 1 €10c, 69% (ueiwon Tov amdAVTOL KIVOLVOL
katd 2,2%) ota 2 £t ko 62% (peimon tov andAvtov Kivdhvou Kotd 2,4%) ota 3 £t (OAeg o1 TIpéG
p<0,01).

KAvikn ommoteAeoHOTIKOTNTO KOl 00QAAELN 6€ 0.00eveic UE 0OTIKN andAELR TOV oyeTileTon Ue T
OLUTANPOUATIKN Oepameio Le OVACTOAEIC TNEC APOUOTOCTC

H amoteleopatikdTa Kot 1) 0G@AAELD TG OEVOGOVUAUTNG YOPTYOVLEVOD UL GOpa KABE 6 Uveg Yo
2 &1 dlepeuvninKay G€ YOVOIKEG LE UN-LETACTUTIKO KOPKIVO TOL paoto (252 yuvaikeg nAkiog
35-84 etwv) kot T-score BMD 1tng 06Quiki¢ poipag tng 6ToVOLAIKNG GTHANG, TOL OALKOD 1610V 1) TOV
avyéva Tov pnplaiov Kot v Evapén tng aymyng petasd -1,0 ko -2,5. Oleg ot yovaikeg Adpfovay
CUUTANPOUATIKN ayYn acoPeotiov (TovAdyiotov 1.000 mg) kot Prrapivng D (tovidyiotov 400 IU)
KaOnuepva.

H xidpro petafinty] onotelecpatikdnrog oy 1 tococtioio petafoin tmg BMD oty ooguikn
poipa g 6movOVAIKNG GTNANG, EVD dev a&loAoYNONKE 1) ATOTELECUATIKOTITA KATA TOV KOTOYUATOV.
H devocsovpdaumn avénce onuavtikd tny BMD ot ddec T1g khMvikég Béaeic mov petpndnkay, o€ oyéon
pe T Bepamneio e e1KOVIKO PApuaKo ota 2 xpovia: 7,6% oTnv 0ceLIKN Loipa TNG GTOVOLAIKNG
OTNHANG, 4,7% 070 0AKO 15Y10, 3,6% oToVv awyéva Tov pnplaiov, 5,9% GTov TpoyavVINPA TOL 1GYioV,
6,1% o710 Anm TPITNUOPLO TG KepKidag kat 4,2% 610 oAkd chpa (0Aeg ot Tiég p < 0,0001).

Oepameio TNC OCTIKNC OTOAELNC TOV OYETILETUL UE CLOTNUOTIKA OEpomeio e YAVKOKOPTIKOELON

H amoteleopatikdtnta Kot n ac@dieio e devosovpdunng diepeuvinkay oe 795 acbeveic (70%
yovaikeg kot 30% avdpeg) nhciog 20 émg 94 etdv mov Ehafav Oepameia pe > 7,5 mg tpedvilovng
YOPMYOVLEVNC NUEPNGIMG AO GTOHOTOG (1] 1IGOSVHVOLOV).

MehletnOnkav dvo vrorAnBucpoi: cuvéyiong tng Bepaneiag pe yAvkokoptikoedn (= 7,5 mg
TPedVILOVNG 1 100SVVOLLOL NUEPNGIWG Yot > 3 UVEG TPV TNV £YYPaPn 6T perétn, n = 505) kon
évapéng g Bepomeiog pe YAUKOKOPTIKOEWT (> 7,5 mg tpedvilovng 1 160d0UVOULOD NUEPNGIMS YLo!

< 3 pnveg Tpv v gyypoen ot uerétn, n = 290). Ot acbeveic ToyonomoOniay (1:1) yia va Adfovv
eite devocovpaunn 60 mg drag vrodoping kdbe 6 pMveg eite 5 mg proedpovarn dmaé nuepncimg amod
oTOUOTOG (OpaoTiKd AppaKo EAEYYOL) Yia 2 €. Ot acbeveig AdpBovay GUUTANPOUATIKY Oy®YT
acPeotiov (tovAdyiotov 1.000 mg) kot frrapiving D (tovAdyiotov 800 1U) kabnuepivd.

Eridpaon oy ootk moxvotyo, (BMD)

Y1ov vomAnBuoud cuvéyiong ¢ Oepaneiag |Le YAVKOKOPTIKOELDT, 1) 0EVOCOVUAUTT KaTESEIEE
peyardtepn avénon e BMD g oo@uikig poipag g omovouMKg 6TNANG 6 cUYKPLoN WE TN
proedpovatn oto 1 €rog (devocovpaunn 3,6%, pioedpovam 2,0%, p < 0,001) kot ota 2 €
(0evocovudumn 4,5%, pieedpovatn 2,2%, p < 0,001). Xtov vrorAnBuoud Evapéng g Oepameiog pe
YAVKOKOPTIKOELDT, 1| 0eEVOCcOVUAUTT KaTtédelle peyolutepn avénon e BMD g ooguikng poipag
NG 6MOVOVLAIKNG OTHANG O GUYKPLoN e T proedpovdrn oto 1 étog (devosovpdpnn 3,1%,
proedpovatn 0,8%, p < 0,001) ko ota 2 £ (devocovpdunn 4,6%, pioedpovat 1,5%, p < 0,001).
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EmimAéov, n devocovupdumn KatédelEe onuavTikd peyoAvtepn péor mocooTtiaia avénomn e BMD tov
OAKOD 10710V, TOL CVYEVA TOV UNPLEOV KoL TOV TPOYOVTHPO TOV 1510V amd TNV Evapén TG aymyng oe
oUYKPIOT UE TN PLOESPOVATY).

H pelétn dev elye ) dvvatdmTa vo KatadeiEetl dlapopd ota KaTdypoto. Xto 1 €10, ) enintmon véwv
OKTIVOAOYIKA eMPBEPAIOUEVOV GTOVOLAMKOY KOTAYUATOV 6TOVG acBevels tav 2,7% (devocovpdumn)
évavti 3,2% (proedpovartn). H enintwon tov un onovévlikadv kotaypdtov otovg acbeveig tav 4,3%
(devoocovudumn) évavt 2,5% (pioedpovatn). Xto 2 €11, ot avtictoyot apifuoi Ntov 4,1% évavtt 5,8%
Y10 VEQ OKTIVOAOYIKG emPBePatmpévo orovovikd katayuato, kot 5,3% évavtt 3,8% yuo un 6movovAikd
katdypoto. Ta tepiocdTepa KATAYLOTO ELPAVIGTNKOV GTOV DTOTANOVGHO TG GLVEXIONG TNG
Oepamneiog |Le YAVKOKOPTIKOELO).

Hodratpikdc TAnfuoude

M perétn povov okéhovg, paong III, yio v a&loAdynon g amoTEAEGLATIKOTTOC, TG ACGPAAELNG
KO TG QUPLOKOKIVITIKNG 01e&ny O o€ Taudid e atehr] ooteoyéveon, niikiag 2 €wg 17 etwv,

52,3% avdpeg, 88,2% Kavkdoiot. Zuvolkd 153 cvppetéyovreg AdpPavay apyikd vrodopio (SC)
devocovpaunn 1 mg/kg, émg 60 mg to uéyieto, kdbe 6 univec emi 36 ufvec. EENvta coupetéyovteg
petéfnoav o yopnynon 06ong kb 3 punvec.

Tov pva 12 tov oynuatog yopnynong 66ong kabe 3 univeg, N Hetafoir tov HEcov gAayicT®mV
tetpayovev (LS) (SE) and v apyikn tiun ot abuoroyio Z-score BMD ¢ 06@uikng poipag tng
oToVOVAIKN G oThANg ftav 1,01 (0,12).

Ta o cuyva avemBounta GVUPAVTO TOL aVAPEPONKAY GTO GO XOPNYNOT G 006N G KAbE 6 punveg
nrav apBpodyia (45,8%), Ghyog o dxpo (37,9%), oopuodyia (32,7%) kot vrepasPestiovpia (32,0%).
YrepacPeotiopio avapépOnke Katd tn didprela yopnynong d6ong kabe 6 unves (19%) kot kébe

3 uveg (36,7%). ZoPapd avemBounta cupfavia vrepacPfeotiopiog (13,3%) avaeépbnkoy Katd T
duapkela yopnynong doomng ke 3 unvec.

e o perémn eméxtaong (N = 75), mopatnpnniav cofapd avemBounta copufavia
vrepacPectiapiog (18,5%) kotd ™ didpkela yopRynong doong kibe 3 unvec.

O1 peréteg teppotioTnKay TPOWPo AOY® TG ELPAVIONS CUUPBAVT®V amenTik®V Yo TN (on kot
VOGNAEIDV GE VOGOKOUELD 0pelduevev o€ vrepacfeotiatpio (PA. mapdypapo 4.2).

e pio TOAVKEVTPIKT, TUYOLOTOUNLEVT], OITAG TUQAY|, EAEYYOUEVT] LE ELKOVIKO PAPLOKO, TOPAAANA®Y
onadmv perétn mov deEnyon oe 24 modratpikovg acOevels Le 06TEOTOPOOT EXAYOUEVT] ATTO
YAVKOKOPTIKOELDN, NAKiag arnd 5 €wg 17 et@v, yia v a&loAdynon e HETOPOANG 6TO Z-score
00TIKN G Tukvotntag (BMD) g oopuikng pHoipag TG OTovOLAIKNG GTHANG amd TV apyikY| T
avaPopdG, 1 OMOTELECUATIKOTNTA KOl 1] AGQAAEL dEV TEKUNPLOONKAY KoL, ®G EK TOVTOV, TO
devosovpaunn dev Oa TPEMEL v YpNGULOTOLELTAL Y10 VTAY TNV £VOELEN.

O Evponaikoc Opyoaviopog appdkmv Exel SOGEL ATaALOyT] 0O TNV LTOYPEMGT VITOPOANG TOV
OTOTELECUATOV TOV LEAETMV UE TN OEVOGOVUAUTT GE OAEC TIG VTOKATIYOPIEG TOL TOUSLUTPIKOV
mAnBvouov ot Bepaneio ™ 00TIKNG andAEIG TOL oYeTileTon e Oepameio OMOKAEIGHOD TMV
OPLOV®VY TOV GVAOV KOl GE VITOKATIYOPLES TOL TadlaTpikoy TANBvo oD nAkiog KATo TV 2 €TOV 01N
Oepamneio T ooteondpwong. BAéne mapdypapo 4.2 yio TANpo@opieg GYETIKE e TNV TOITPIKY
xpnonm.

52 ®@appokokiviTiKES 10T TES
Amoppoéonon
Metd amd vroddpla yoprynon doong 1,0 mg/kg, mov mpoceyyilel tnv eykekpiuévn d6on T@v 60 mg, 1

éxBeom Paoet g AUC frav 78% oe avykpion e v evooréPia xoprynomn oto idto 60G0A0YIKO
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eminedo. ' pa vroddpia 66on 60 mg, 1 HEYIOTN GLYKEVTIPWOGOT TNG 0EVOGOVUAUTNG GTOV 0PO (Crmax)
7ov gival 6 meg/ml (evpog 1-17 meg/ml) onuer®dnke oe 10 nuépeg (evpog 2-28 NuéPEC).

Buouegtaoynuotioudg

H devocovpdunn amoteleiton 0mokAEIGTIKA 0md apvoséa Kot vdatdvOpaKkeg OTMG 1 PLOIKN
avocooaipivn kot dev glvar mhavo va amofAnbel péow pnyovicpmv Nrotikon petafoiicpov. O
HETAPOAMOUOG KOl 1) AEKKPLOT] TOL OVOUEVETOL VO AKOAOVOGOLV TIC 0500¢ KABapoNG TV
OVOGOGQUIPIVAOV, LLE OTOTEAEGILO T OIEOTOGT TOV GE UIKPA TEMTIONN KOl LELOVOUEVA AUIVOEED.

Amofoin

Metd ™ Crax, T TITESA 0pOD pPEIOON KOV LE ¥pOVO Nuicelog {ong 26 nuepmv (e0pog 6-52 nuépeg) o€
dtdotnua 3 unvev (edpog 1,5-4,5 univeg). 1o mevivra tpia 101 ek0to (53%) TV 0cbevdv dev
OVIYVEDLTNKOV LETPNOUEG TOGOTNTEG OEVOGOVUAUTNG 6 UAVEG LETA TN YOPT YO TOL POPUAKOL.

Agv mapatnpndnke cuoo®pevoT 1| LETAPOAN TNG POUPUUKOKIVITIKNG TNG OEVOGOVUAUTNG LLE TO
TEPUC LA TOV ¥POVOL KUTA TN YOPNYNOT TOAAATADY VIT0dOp10V d0cE®V 60 mg Lo popd Kabe 6 unvec.
H poppokokivntikn g 6eVoGouHauUmNG 6gv ennNPedoTnKE amd TO GYNUOTIGUO OEGUEVTIKMDV
OVTICOUATOV £VOVTL TNG SEVOGOLUAUTNG Kol NTOV TaPOHOLo TOGO G6TOVG AvOpEG OGO KOl OTIC YUVOIKEGS.
H nlcia (28-87 €m1), 1 LA Kot 1 KOTAGTOOT TG VOGOL (YounAn ootk pala 1 06TE0TOp®ON,
KOPKIVOC TOL TPOGTATN 1) TOV LOGTOV) OEV POIVETL ETIOTG VO EXNPEALOVY GTUAVTIKA TN
(POPULOKOKIVITIKT] TNG OEVOGOVHLALTNG.

[Mopommpndnke o taon HeTta&d ToL VYNAOGTEPOL GMUATIKOD BApovg Kot TG yapmAdtepng ékbeong
Baoet g AUC kot ¢ Ciax. 261660, 1) TdOT 00TH 08V Be@pnOnke KAVIKA onUavTIKn, EQOGOV 01
POPUOKOOVVOUIKEG EMOPACELS PACEL TOV OEIKTOV 0GTIKNG EVOALYTG KOl TV avENcemV g BMD
TOpEPEVAY 101EG GE PEYAAO EVPOG CAOUATIKOD BApOVG.

IpopyukdTnTo/mn Yoo UKot

X HEAETEG KOUOVOEVNG 0OONG, 1| OEVOCOVUAUTN EXEGEIEE U YPOLUULKY], 00COEEAPTOUEVT
QOPUOKOKIVITIKT, LE YOUNAOTEPT] KABOpOoT GE VYNAOTEPES OOGELC 1] CLYKEVIPDGELS, OAANL GYEOHV
avdéioyn pe tn 86om avénon g Exbeong yia 60celg 60 mg Kot dvo.

Neppikn dvciettovpyio

e po LeAETN 55 acBevav og S1apopa GTAdIN VEPPIKNG AEITOVPYING, cuUTEPILOUPOVOUEVOY 0oBEVDY
o eE®VePPIKN KABupo, 0 Pabuog TN veppikng duoiettovpyiag dev gixe Kapio enidpoacn o
QOPLOKOKIVITIKY TNG OEVOGOVUAUTNG.

Hratwn ducietrtovpyia

Agv mpaypotomomOnke kopio €101k HeAETN o€ acheveic pe Nratikn SuoAELTOLPYid. Xe YEVIKEG
YPOUUEG, TO LOVOKAMVIKA OVTICAUOTO OV OTOLLOKPOVOVTOL LEGH UNYAVICUDV NTOTIKOD
petafoiiopov. H gappokokivntikn g 0EVOGOVUAUITNG OV OVOUEVETOL VO, ETNPENCTEL O TNV
nnatikny dvcAettovpyia.

Hodrazpukdc TAnfuoudc

H devocsovpdaunn dev Ba mpémetl va ypnoyomoteital o Tondlotpikong TAnfuepots (PA.
mopaypdeovg 4.2 ko 5.1).

e o perétn eaong I radatpicev acBevav pe atedn ooteoyéveon (N = 153), ot péyioteg

GUYKEVIPMOELS TNG OEVOGOVUAUTNG GTOV 0pd Tapatnpridniay tnv nuépa 10 og 6Aeg TIc NAKLOKEG
opddec. o to oyfuota yoprynong doomng ke 3 ufvec kot kabe 6 punveg, mapotnpnionke 0Tt o1 péoeg
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ELAYIOTEG CLYKEVIPADGELS TNG 0EVOGOVUAUTNG 6TOV 0pd glval vymAdTEPES Yo Toudtd niwkiog 11 €wg
17 et®v, evd to Toudid nAkiog 2 €m¢ 6 €TV elyay TIC YOUNAOTEPES LEGES EABYIOTEG GUYKEVTPMOELS.

5.3 Ipoxiivikd dedopéva Yo TNV A6QAALEL0.

Y& ueréteg tofikotntog epdmal kot emavarapupavouevoy 666wy og TnKove cynomolgus, ot 00GELg
devocoopaunng mwov odnynoav oe 100—150 popég peyarvtepn cvotnuatiky £kBeon amd
GUVIGTOUEVT avOpdTIVY 600T dev ElY0V Kaio EXITTOOT TNV KOPSIOYYELOKT QUGLOAOYIM, TNV
aVOPIKN N TN YUVOIKEID YOVIUOTNTA, 0VTE TPOKAAEGAY E101KT TOEIKOTNTO GE OPYAVA-GTOYOVG.

Agv &yovv TpaypatonomBel ot cuviBelg dokipacies Yo TNV a&loAdYNGT TOL SLVALLKOD
YOVIOLOTOEIKOTNTAG TNG OEVOGOVUGUTNG, EQOGOV TETOLEC SOKIUACIEG OEV Elval OYETIKEC UE TO
GUYKEKPLUEVO HOPLo. Q0TOG0, AOY® TV YOPUKTNPLOTIK®Y TOV 1 devosovudunn fewmpeitan anibavo va
£)YEL OTO100NTTOTE SUVAHIKO YOVIOIOTOEIKOTN TG,

To kapKIvoyodvo SLUVOULKO TG OEVOGOVUAUTNG OV €xel ekTiun0el o€ pakpoypovieg peréteg oe (ool

Y& mpoxAvikég peléteg mov de&nydnoav og knockout movtikio mov otepovvtay to RANK 1) t0
RANKL, mapotnpnonke datapayr Tov GYNUATICUOV Aeppadévav 6to Euppvo. Emiong, og knockout
movtikia mov otepovvtay To RANK 1 to RANKL mapatnpndnke arovsio mopaywyng yoAoaktog Ady®
OVOGTOANG TNG @PIRaveng Tov Halikov adéva (avAmTuEn KOWeAoeWd®OV Kol AOPLoK®V 0déVeV KoTA T
SLAPKELD TNG EYKLUOGVVTG).

Xe pilo peAén og mbnovg cynomolgus otovg omoiovg yopnyndnkav d06e1g SEVOGOVUAUTNG KATA T
SLapKELN TEPLOOOL TTOV IGOSVVOLEL LLE TO TPMTO TPIUNVO TNG EYKVUOGVVTG TTOL 00N ynoav o€ 99 popég
pueyolvtepn cvotnuotiky ékbeon Pacet g AUC amod T cvvictdpevn avipomivn doon (60 mg kabe
6 pnveg), dev vpEav amodeitelg PAapav otn untépa 1 oto EUPpuo. Xe ot T perén, ogv
eetdotnioy ot euPpuikol Aeppadéved.

g GAAn perétn og mBnkovg cynomolgus 6Tovg omoiovg katd T S1dpKeLn TG EYKVHOGVVIG
xopnynOnke devocovpdunn o d6c¢e1g pe 119 popég peyardtepn cvotnuatikn éxbeon Baocel tg AUC
a6 v avOpdmivn 66om (60 mg kdbe 6 UAVeC), epEavicTKay CENUEVOL TOKETOL VEKPDOV EUPPOOV
KO LETO-YEVVNTIKT OVNGOTNTO, U1 QUGIOAOYIKT AVATTUEN TOV 0GTMV LE OTOTEAEGLLO TV UEWOUEVT
aVTOYY TOV 0CTMV, LELMUEVT OLLOTOINoN, Kot AavBaouévn evBuypdupion Tov doviidv, arovsio
TEPLPEPIKDOV AEUPOIEVOV, KOl LEIWUEVT] VEOYVIKT] OvVATTUED. Agv kaBopioTnke To emimedo yio un
TOPOTNPNON AVETIOOUNTOV EVEPYEIDY V1O TIG AVOTUPAYDYIKEG ETOPACELG. TN YPOVIKN TEPI0OO

6 UNvaV petd omd TNV Yévvnor, ol dAALYEC TOV OPOPOVGAV GTO 0GTE OMOKATAGTAONKAY KOl OV
vpée enidpaon oV avatorr] TV dovTidv. Opme, ol ETOPACELS GTOVS AEUPOOEVES KOl T
AavOacpévn vBLYPAUUIOT) TOV SOVTIOV TOPEUEIVAY, KOl EACYLOTN MG LETPLO LETAAAOTOINGT O
TOALOTTAOVG 16T00G Tapatnprnke o€ éva and ta nelpapatdlma (cuoyétion pe ) Beponeia sivor
acaeng). Aev vmpEav ototyeia PAAPNS onv untépa mpv and Tov ToKETO, avemBuunTa UNTPIKA
oupupapato moapotnpnnikey ordvia Katd tov TokeTd. H avamtuén tov untpikdv HocTIKOV adévav
NTOV PVGIOAOYIKN.

e TPOKAMVIKEG HEAETEG TG TOLOTNTOG TV 0GTAOV G€ TOKOVS VIO HoKpoypoVia Bepameio pe
OEVOGOLUAUTY, LEIMOELS TOV OEIKTMV 0GTIKNG EVOALUYNG cLGYETIoTNKAY UE BEATimoN TG 00TIKNG
OVTOYNG KAl PUGLOAOYIKT 16TOAOYIO TV 00T®V. Ta enimedo acPeotiov epupdvicay Tapodtkn Peiwon
Kol To enimeda mopaboprovng Tapodikn avénon e mobnkektoun0évreg mBNKovg mov Erafav
SEVOGOLLAUTT).

e apoeVIKA ToVTiKLa YEVETIKE Tpomomopéva dote va ekppdlovyv To huRANKL (movtikio knock-in),
ota omoia TpoKkAnOnKe KaTaypo 6ToV PAOLO, 1 HEVOGOLUAUTN KaBLGTEPTOE TNV ££APAVIOT] TOV
YOVOPOL KOl TNV OVOKOTAGKEDT] TOV TAOPOV TOV KATAYIOTOG GE GUYKPIOT] LLE TO PAPUAKO EAEYYOV,
AAG 1) Bropumyovikn avToyn 0eV ETNPEAGTNKE OPVITIKG.

Knockout movtikia (BA. Tapdypago 4.6) mov otepovviayv 10 RANK 11 10 RANKL napovsiacav
UELOUEVO COUATIKO BAPOGC, LEIOUEVT] AVATTVLEN TOV 0GTAOV KOl LI OVOTOAN TOV JOVTIOV. X
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veOYEVVITOUG apovpaiovg, N avactol Tov RANKL (o16y0g ¢ Oeponeiog e devocovudunn) pe
VYNAEG 0OGELC TEXVNTNG 00TEOTPOTEYEPIVIC GLVIEdEUEVN G 0T0 HOpLo Fc (OPG-Fc) cuoyetiotnke pe
OVOGTOAN] TG OVATTUENG TOV 0GTMV KO TNG OVOTOANG TOV OOVTIOV. € 0TO TO LOVTELO O OAANYEG
NTOV PEPIKAOC OVASTPEYIUES OTAV SLOKOTNKE 1) Yopnynon d0cemv avactoréwnv Tov RANKL. Eenpa
TPOTEVOVTO ONAOGTIKA 6TO Omoia yopnynOnke devosovpdunn oe 66celc 27 kat 150 popég
peyorvtepec (10 kot 50 mg/kg) amd v KA €kOeom UEAVIoAY U1 GUGIOAOYIKEG AVENTIKES
mhdkec. Emopévamg, ) Oepoameio pe 0evoGOLUAUTT LITOPEL VO LEIMGEL TNV AVATTVET TOV 0GTMV GTA
TOLOLE [UE OVOLKTEG OENTIKEC TAUKEC KOl VO, (VOGTEIAEL TNV OVOTOAN TV SOVTLDV.

6. @®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoymv

O&wo o&v*

Tptévudpo o&ikod vatpro (Yo poOuion tov pH)*

YopPrtoin (E420)

[MoAvcopPikd 20 (E432)

Yowp yio evéoiua

* To 0&wd puOuotco Stdhvpa oynuatiletor pe v avipeEn o&ikov 0&€og pe Tpévudpo o&ikd
vaTplo.

6.2 AocvppoatoéTnTe

EMeiyel peketdv oyetikd pe tn ovuPoatda, To TepovV QUPUUKELTIKO TPOioV OV TPETEL VA
OVOLUETYVOETOL LE GAND POPLOKEVTIKE TPOTOVTAL.

6.3 Awdpkero Long

54 pmvov.

E@ocov Byet amod to yoyeio, 1o Stoboclo pmopet va puAdoceton o Oeppokpacio péypt 30°C to TOAD,
v éva epamaé dtdotnua £0¢ 63 UepaV, yopic vaépPacn ¢ apykng nuepounviag Aéne. Eav dev
ypNoomronfet vrog antol Tov ScTNUATOS TV £0c63 NuepdV, To Stoboclo propel va emotpaest
OTO YVYELD Yo LEYLOTO SLIoTNUA 3 MUEPOV Kol TPETEL Vo, amopplpbel edv dev ypnopomombei evtdg
OVTAG TNG TEPLOSOV.

6.4 Iowitepec mpo@uvrders katd Ty POLAEN TOV TPOIGVTOG

dvlaocoete o€ yoyeio (2°C — 8°C).

Mnv KatoyoyeTe.

DdvAdoceTE TNV TPOYEUIGHEVT] GUPLYYO GTO EEDTEPIKO KOVTI Y10 VO TPOGTATEVETAL OTTO TO PMC.

6.5 @von Kol 6VOTUTIKE TOV TEPLEKTN

"Eva ml S10ADH0TOC G€ TPOYELGUEVT] GUPLYYO oG ¥PNoNG Ao foptomupttikd Yookl tomov I, pe topa
oand (Bpopofovtodkod) ehaotikd kat pe PeAdva and avoteidwto atcdl dStopétpov 27 G e PNYOVIGHLO
KdAoyng aceoleiog.

2vokevacio TG LioG TPOYEMUGLEVNC GUPLYYOS LE UNYOVIGHO KOALYNG OCPUAELNG.

6.6 Idwitepeg TpoPLAAEELS amOpPLIYNGS KOl GAAOS YEPIGIOG

. [Ipwv and ™ yopnynomn, To dtdAvpa TPEMEL va ELEYYETOL OTTIKE. MMV Yp1GLUOTOLElTE TO 1AL
€QV TEPLEYEL OPATE COUATIOW, EIVAL VEQPELDOES N ATTOYPOUATICUEVO.
. Mnv avoxkiveite.
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. Mo va amoeiyete ) dvoeopio otn BEon Eveong, aNOTE TNV TPOYEUGUEVT CUPLYYQ VO, PTACEL
o€ Beppoxpacia dopatiov (LEyxpt 30°C) mpv amd TNy Eveon Kal eyyVoTE Apyd.

. Eyybote 6A0 10 TEPLEXOEVO TNG TPOYEUGUEVIG GUPLYYAS.
. 1 cvokevacio TepAapPdvovtol TANPELG 00NYIEG Yi0 TNV TPOETOUAGIO KOl TN YOPT YN O TOV
Stoboclo.

Kd&Be aypnoiponointo popuokevticd Tpoidv 1 VIOAEUN TPETEL VO OTOPPITTETAL GOUPDVOL LE TIG
KoTé TOTOVE 16 DOVGES OYETIKEC SLOTAEELG.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vaci ut 1-3. WestEnd Office Building B torony
Ovyyopia

8. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1905/001

9. HMEPOMHNIA ITPQTHE EI'KPIXHY/ANANEQYHY THX AAEIAX

Hpepounvia mpdtng £ykpiong: 14 @ePpovdproc 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANpoPopies yia 10 TOPOV QUPUOKEVTIKO TPOioV gival dlabéaieg otov dikTLaKO TOTO
tov Evponaikod Opyaviopot @apudkov: https://www.ema.europa.eu.
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ITAPAPTHMA I1

IMAPAXKEYAXTEX THX BIOAOT'IKQX APAXTIKHX
OYZIAX KAI ITAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AITIOAEEMEYXZH TQN HAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX OYXIAX KAI
INAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEEMEYXZH TQN ITAPTIAQN

Ovopa xat d1evfvvon tov TapackevLaoTh NS BLoAoYIKOE dPacTIKNG 0VGiog

CELLTRION, Inc.

20, Academy-ro 51 beon-gil,
Yeonsu-gu, Incheon, 22014
Anpokporio g Kopéog

Ovopa xai d1e06vvon TV TAPUCKELOGTMOV TTOL £ivol VTELHVVOL Yo TNV ATOOECLELOT TMV TOPTIOMY

Nuvisan France S.A.R.L
2400 Route des Colles,
06410 Biot,

ToAMia

Midas Pharma GmbH
Rheinstrasse 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
eppovia

Kymos S.L.

Ronda de Can Fatj6, 7B

Parc Tecnologic del Vallés,

Cerdanyola del Vall¢s,

08290 Barcelona,

Iomavia

270 £VTUTTO PUALO 0JNYLDOV YPNOTG TOV PAPHOKEVLTIKOD TPOIOVTOG TPETEL VO OVALYPAMETOL TO OVOLLOL

Kot 1 01e00VVGT| TOL TAPACKELOGTN TTOL Elvar VITEHOVVOC Y10 TNV ATOSEGEVGT TNG CYETIKNG TAPTIOAC.

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

DoprokeLTIKO TPOIOV Y10 TO OTTOI0 ATOLTEITAL LOTPIKT GLUVTAYN.

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAX KYKAO®OPIAX

. Ex0¢og1g meprodikng wapakorovdnong g acpdirerag (PSURS)

Ot amortioelg yio v vofoAn twv PSURSs yuo 0 ev A0ym pappokevtikod tpoiov opilovtal 6Tov
KatdAoyo pe Tig nuepounvieg avagopds ™ Evoong (katdioyog EURD) mov mapatifeton oty

mapdypapo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kar kdbe emakdiovdng emikaiponoinong
OTI®G OMLOGIEVETOL GTNV EVPOTAIKT SUKTLOKT] TOAT Y10 TO POPLLOKCL.

A. OPOI 'H ITEPIOPIZEMOI EXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yoo orayeiprong Kivovvov (ZAK)

O Katoyog Adetag Kvkiogpopiag (KAK) Ba die&aydyel Tig amaitodeEVEG SpaoTnPLOTNTES Kol

TapeUPACELS PUPUAKOETAYPOTTVIONG OTMG TapoLSLAlovTal 610 cLHE®VNOEY AK mov mapovsidleTon
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oty evotnta 1.8.2 ¢ ddetog KuKAOPOPIaG Kot OTOIECONTOTE EMAKOAOVOES EYKEKPULEVEC
avaBewpnoelg Tov XAK.

"Eva emucaportompévo XAK Oa wpémnet va katotedet:

. petd ano aitnpo tov Evponaikov opyavicpod oppdxov,

. OTOTEONTTOTE TPOTOTOLEITAL TO GVUOTNLLA SLAXEIPIOTG KIVOUVOL, EOKA (O UTOTELEC O AYNG
VE®V TANPOQOPLDY TOV UTOPOVY VO ETLPEPOVY GNUAVTIKT OAAAYT OTN GYECT] 0QELOVC-KIVIUVOL
N ®G AMOTEAEGLLOL TG EMITEVENC EVOG OTUAVTIKOD OPOCT|LLOV (PUPLLOKOETAYPOTVION 1
eAo1oTOmOIN G KIVOUVOU).

. EmnpécOeto pétpa ehay1o6Tomoinong Kivovvov

O KAK 6a dwwopodricet 611 Ba Bécet o€ 1030 KapTa VIEVOLLUONG Y10 TOV 0COEVT] GYETIKA [IE TNV
0GTEOVEKPMOOT NG YVabov.
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ITAPAPTHMA I1I

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI I'TA IIPOI'EMIEMENH XYPII'TA ME MHXANIXMO KAAYYHX
AXDPAAETAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Stoboclo 60 mg evéoipo d1GALLO GE TPOYEUIOUEVT GOPLYYQ
OEVOGOLHAUTN

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

[poyepicuévn ovpryya tov 1 ml wov mepi€yel 60 mg devocovpdunr (60 mg/ml).

| 3. KATAAOTI'OX EKAOXQN

"Exdoya: O&wd 0&0, tpiévudpo o&ikcd vatpro, copPitorn (E420), moivcsopPio 20 (E432), vdwp yio
EVECTLLOL.
AvotpéETe 6TO0 QUALO 0ONYIOV XPNOTG Y10 TEPIGGOTEPES TANPOPOPIES.

| 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéopo didAvpa
1 mpoyeopévn cOpLyya Le UNYaviopd KaAYNG oo@oAeiog.
60 mg/1 ml

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Mo vrodopia yprion.

Inpovtiko: 510fdote To PUAAO 00N YLDV TPV OO TOV YEPICUO TNG TPOYEUOUEVTG GVPLYYOC.
Mnv avoxkiveite.

AwPdote T0 GUALO 0dNYIDOV ¥PNOTG TPV OO TN XPNOT).

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IIPEIEI NA ®YAAXXETAI *E OEXH THN OIIOIA AE BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na puAdoocetal og o, TV omoia de PAETOLY Ko dev mpoceyyilovv Ta Tad1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIY), EAN EINAI ATAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete o€ Yoyeio.
Mnv KatoyoyeTe.
Kpatnote v apoyepiopévn cuptyya 6to e£mTeptkd KOUTI Y10 VoL TPOGTOTEVETOL AT TO (POC.

10. IAIAITEPEX ITPO®YAAZEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vaci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/24/1905/001 1 wpoygpiopévn cvpyya

13. APIOMOZX ITAPTIAAX

[Toaptida

| 14. TENIKH KATATAZH I'TA TH ATAOEXH

| 15. OAHI'IEX XPHXHX

| 16. IMAHPO®OPIEX XE BRAILLE

Stoboclo 60 mg

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

A166146T0TOG YPOUU®TOS KMo (2D) mov pépel Tov TEPIANPOEVTO LOVOSTIKO OVOyVOPIGTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQPIXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA I'TA IPO'EMIXMENH XYPII'TA ME MHXANIZMO KAAYYHX AXPAAEIAXY

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Stoboclo 60 mg éveon
OEVOGOLHAUTN
SC

| 2. TPOIIOX XOPHIHIHE

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

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

60 mg/1 ml

6. AAAA XTOIXEIA
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KEIMENQO XTHN KAPTA YIHENOYMIXHY (reprroppavetaor 6N 6uokevaGia)

Stoboclo 60 mg éveon
OEVOGOLHAUTN

SC
Enduevn éveon o¢ 6 pnvec:
Xpnoonoteite to Stoboclo yio 660 SLAGTNIO GOG TO GVVTOYOYPAPEL O YLOTPOS GOC

Celltrion Healthcare Hungary Kft.
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B. ®’YAAO OAHI'TQN XPHXHX
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@viro oonylov ypiong: IIinpoeopics Yo Tov ypriotn

Stoboclo 60 mg gvécipo drdrivpa o TpoyEpIcpévy GVPLYYO.
OEVOGOLLLAUTN

WTo edproko avtd terel VO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba eMLTPEWEL TO YP1YOPO
TPOGIOPIoUO VEOV TANPOQOPLOV acpaieloc. Mmopeite va Pondnoete pécw g avagopdg mlavmv
AVETBOUNTOV EVEPYEIDY TOL EVOEXOUEVMG TTopoLGLaleTe. BA. TEA0C TG maparypdpov 4 yio Tov TpOTo
avaQopdc avemBOuNTmV EVEPYELDV.

AwfdoTe TPOGEKTIKG 0AOKANPO TO GVALO 03N YLAV YP1)ONG TPOTOV UPYIGETE VA P GLUOTOLEITE

oVTO TO QAPNOKO, OLOTL TEPLAUUPAVEL ONUOVTIKES TANPOPOPIES Y10 GUG.

- DdvrdEte avtd TO PUALO 0N YDV YprionG. Towg ypelaotel va to dufdcete Eavd.

- Edv éxete mepartépm amopieg, pOTNGTE TOV Y1OTPO 1 TOV PAPLOKOTOLO GOG.

- H cvvtayn yio ovtd 10 gapproko xopnynonke amokAeloTiKd yio 6aG. AV TPEMEL VO SDGETE TO
QAapHOKO 6€ AAAOVG. Mmopel va Tovg TPoKaAEsEL PAAPT, AKOU KoL OTOV TO, GUUTTOUATO, TNG
ac0éveldc Toug etvon 1010 Le ToL S1KGL GOC.

- Edv mopotmpfioete kamoto avemBOunT evépyela, EVIUEPDGTE TOV YIOTPO, 1 TOV QUPLOKOTOLO
00G. AT 1oyvel kot Yo kKaBe mhovn avemBOunTn evEPYELN TOV OV OVAPEPETUL GTO TAPOV
@OALO oMYV Ypriong. BAEme mapdypapo 4.

- O ywtpdc cag Ba cag dmaoet pa képto vevBOIOTC Yo TOV acBevT|, 1| oToia TEPLEYEL
ONUAVTIKES TANPOPOPIES Y10 TNV OCPUAELD, TIG OTOIEG TPEMEL VAL YVOPILETE TPV KOl KATE T1
dudpketa g Bepamneiog cag e To Stoboclo.

T TepréyeL 1o Tapov GUALO 00NYLOV:

T givon o Stoboclo kot o givan 1 gp1ion Tov

T mpéner va yvopilete mpv ypnoomomoete to Stoboclo
[og va ypnoyomomaoete to Stoboclo

[MBavég avemBounteg evépyeteg

[og va puiaocoete 1o Stoboclo

[epreydpeva tng cvokevaciog Kot AOITEC TANPOPOPIEg

NPk =

1. T givan To Stoboclo kon wora givan 1 yp1on Tov
Th givar To Stoboclo ko TOS dpa.

To Stoboclo mepiéyel devocovpaun, pia TpmTEivN (LOVOKAMVIKO avTicmU) TOL Topeupaivel 6tn
dpdion pog dAANG TpwTEIVNG, Y T Bepameia TG 00TIKNG ATDAELNG KOt TG 0oTeEondpwons. H
Bepamneia pe Stoboclo kdvel ta 00Td Mo avBekTikd Kot peldvel TV TBavoTTo EUPAVIONS
KOTOYLATOV.

Ta ootd eivar évag {ovtavdg 16TOGC TOV avave®VETOL cLVEX®S. Ta ooTpoydva Bonbodv ot daThpnon
NG LYELNG TV 06TAOV. META TNV EUUNVOTTAVOT), TO ETIMESN TOV OIGTPOYOVAOV LEIDVOVTOL YEYOVOS TOV
umopel va kdvel 1o 06T AenTd Ko eVBpavcTa. AvTo propet TEAMKE Vo 001 yNoEL GE Lol TN G OV
ovopdleton ooteomopwor. H ooteondpwon unopet eniong va epeaviotel og avopec Aoym evog
apBpod aTidv Tov cVuUTEPIAAUPAVOLY TN YRPOVOT KoL/ To YoUNAd Emimeda TG vOPIKNG OPLOVIG,
TectooTEPOVNC. MTopel emiong va eppaviotel o€ acbeveig mov Aappdavouv yAvikokoptucogdn. IloAAol
ac0eveic Tov TAoYOVV 0O 0GTEOTOPMGT| OEV EYOVV CUUTTMOMOTO, CAAG KIVOVVEDOLY TOPOAN CVTO VL
VTOGTOOV KATAYLLO, KUPIWE 6T GTOVOVAIKT GTIAN, GTa. 15Y10L KOl GTOVE KOPTOG,.

O1 xelpovpyikég enepPAcEIG ) TOL PAPUAKO TTOV AVAGTEALOVY TNV TOPOYMYT] OLGTPOYOVAOV 1|
TEGTOGTEPOVNG KOl YPTCLLOTOI0VVTAL Yo TN Bepoameio acOevav pe kapkivo Tov HacToD 1 TOV
TPOGTATY UTOPOVV EMIGNC VO, TPOKAAEGOVV 0GTIKN am®Agla. Ta 06Td YivovTal To adVVOL KOl GTTAVE
O EVKOAQL.
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IIowa givar 1 ypiion Tov Stoboclo

To Stoboclo ypnoylomoteiton yio tn Oepameios:

. NG OGTEOMOPMONG OE YOVOIKES LETE TNV EUUNVOTOVOT (LLETEUUNVOTAVGLOKES), KOl GE AVOPEG
OV £Y0VV ALENUEVO KIVOUVO KOTAYHOTOG (GTAGILO T®V 0GTMV) UEIDVOVTOS TOV Kivouvo
KOTOYHATOV TNG GTOVOVAIKNG GTHANG, UN-CTOVOLAKOV KATOYUAT®OV Kol KATOYUAT®V TOV

woyiov.

. NG OGTIKNG IMAELOG TTOV TPOKOAELTOL OO TN LEIWGCT TOV EMTESMV OPLOVAOV (TEGTOGTEPOVNC)
1 omoio oQeileTal GE YEPOLPYIKN 1 PapuUakeLTIKT Bepanein o€ acbeveig pe kapkivo Tov
TPOGTATY.

. NG OGTIKNG OMAELNG TOV TPOKOAEITOL OO LLOKPOYPOVIO OYYT] [LE YAVKOKOPTIKOELDN OF

acBeveic mov mapovstalovy avénuévo Kivouvo Koty rotoc.

2. Tvpémer va yvopilete mpv ypnoipomomicete To Stoboclo
Mnyv gpnoiponomoete To Stoboclo

. av &yete younid erinedo acPeoctiov oto aipa (vracPeotiopio).
o o€ MePIMT®ON aAlepyiag 0T 0EVOCOVUAUTN 1 G€ OTO0ONTTOTE GALO OO TOL GUGTATIKA CLTOV
TOL QUPUEKOL (OVOPEPOVTOL GTNV TTAPAYPAPO 6).

IIpogidomou)oels KoL TPOPLAGEELS
AmevBuvbeite 6ToV Y10TPO N TOV POPUOKOTOLO GOG TPV Ypnoipomomoaete to Stoboclo.

Kotd 1o didotnpa mov Aappdvete Stoboclo umopei va mapovoidcete LOALVGT GTO dEPUN UE
CUUTTOUATO OTMG OIdN A, EPVOPATNTA TOL FEPUATOC, CLYVOTEPO TNV TEPLOY TOL OGOV, TOL
cuvodebeTal amd aicOnpa kavoov Kot evarcincia (kuttapitida), kot Thavdv amd cuUTTOUATO
mopetov. [TopakaieioTe Vo eVUEPDCETE TOV YIUTPO GOG AUECHS EAV TUPOVGIACETE OTOLOOMTOTE OO
OVTA TO CUUTTAOOTOL.

Oa wpémnel eniong va Aapfdvete copumAnpoupato acPeotiov kot frrapivng D yio 660 didotnpa
naipvete Stoboclo. Avtod givar k@t Tov Bo cu{nTHcETE UE TOV YIUTPO GG,

Mropei va €gete younid enineda acPeotiov oto aipa cag evoocw Aapfavete Stoboclo. [Tapaxaieiote
VO EVIILEPDOETE TOV YIATPO GOG AUECHOS EAV TAPATNPNOCETE OTOLOONTOTE 0T TO. akOAO0VOQL
CUUTTMOUATO: GTOGUOVS, GUOTAGELS, 1| KPAUTES GTOVG POES GG, KOUT LoV 1] LUP LI YKIOGHLO
OTO OYTVAL TV XEPLDV, GTA OAYTLAL TOV oAV 1| YOP® AITO TO GTOUN GOC, KAUT EMANTTIKES
Kkpioelg, cOyyLoN, N ATMOAELN TNG GUVEIONOTG.

E&opetikd yopunid eninedo acPeotiov Tov 00MYNCOV GE EIGAYMYT GTO VOCOKOLELD Kol KOO Kol
avTIOPAcElg ameNTIKES Yo TN Lon Exovv avapepbel og omavieC TEPTMOOELS. ¢ €K TOVTOV, TPLV A0
TN Mym KB 060M¢ Kot 6Tovg acbeveig Le Tpodidheon yia vracPeotiopio eviog dvo efdouddwmv
HETA TN AyM NG apykng doomg, Ba eAéyyovtal ta enineda acfectiov oto aipa cog (Léow eEétaong
aipaToc).

Evnuepdote tov ylotpd cog edv €xete 1 giyate moté cofopd TPOPALOTO GTOVG VEQPOVS, VEQPIKN
avVETApKELD | av YpELdoTnke va vtoPAnbdeite oe aupoxdBapon, 7 av Aappdvete papuoka. oV
OTOKOAOVVTOL YAVKOKOPTIKOELT (0Tw¢ mpedvilordvn N de&apebaldvn),yeyovota mov umopel va
avENCOVY TOV KIVOUVO ERPAVIOTG XOUNA®Y EMITESW®V AGPECTION GTO aipa av dev AapPavete
cOUTANPOUATE 0cPeTIOV.

HpofAjpata oto otdua, ota ddvtio 1 ot yvébo

Mia mopevépyela Tov Aéyetal ooteovékpwaon g Yvabov (ONI) (BAGPN Tov 06100 TG Yvabov) €xel
avapepbel omaving (uropel va emnpedlet £éog 1 otovg 1.000 avBpmmovg) oe acbeveig mov Aapfdavovy
OEVOCOVUAUTT Yo TNV 00TE0TOPat). O kivouvog g ooteovékpmaong e yvabov (ONI) avédveron
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o€ acbeveig mov AapPavovv Bepamneia Yo ToAd Kapod (pmopel va emnpedoet péypt 1 ota 200 dropa
edv Aappdavovy Bepamneia yuo 10 ypdvia). H ONI™ umopel emiong vo epgoviotel Kot LeTd T O10KOTY|
g Oepamneiag. Eivor onpovtikd va tpoonadncete va mpoldfete nv eppdvion g ONI kabog pmopei
va glvan puo encdduvn Katdotaor kot propet va givar d0okoin va Bepanevtel. o va peiwcete tov
kivouvo gppdviong g ONI, AdPete TIc mapakdTm TPoPLANLEELS:

[Ipwv AdPete Bepameia, EVUEPDTTE TOV Y1ATPO 1) TOV VOGOKOUO 0aG (emayyeluatiog vyeiag) edv:

. &xete TPOPAHOTO LE TO GTOUA 1) TA SOVTIO GOG OIS KOKT GTOLOTIKY DYLEWVT, OVAITION 1)
TPOYPOUUATIOUEV EEXY@YT 0OOVTIMV.

. dev AUPAVETE TAKTIKT 000VTIOTPIKT GpovTida 1| dev £xete AaPetl 0dovTiaTpiky eEETaom Yid
UEYAAO YPOVIKO SLAGTN L.

° glote kamvioTg (Kabdg ovtd umopel va ovENGEL TOV KivOuvo TV 080VTIOTPIKMOY
TpoPAnpdTov).

. éxete mponyovpeves AaPet Oepaneio pe SpwoPovikd (ypnotporotovvtat yio T Oepaneio 1

TPOANYT OCTIKAOV SLUTAPOYDV).
. Aappdvete kopTikootepoeldn (0mwg T Tpedviloddvn 1 T deauedalovn).
. €yete KopKivo.

O yatpdg oag pmopel va oag (ntoet va eetaoteite amd odoviioTpo tpv Eekvioete ) Beponeio pe
Stoboclo.

Kotd ™ dibprela g Bepaneiog, Bo mpémel va dtotnpeite Kk GTOUATIKN VYIEWVT Kot Vo, VTOPAALECTE
o€ TaxTikég odovtiotpikég eEetdoeic. Edv popdte teyvnti odoviootoryio Oo mpénet va Peformbeite 6Tt
epappolel cootd. Av vmofdiiecte o odovtiatpikn Oepaneio 1| Tpdkettar vo voPAndeite og
000VTIATPIKT] YEPOVPYIKT EXEUPaoN (T.). EAYMYES 03OVTIMV), EVILEPDOTE TOV YTPO GOG KOt TTEITE
otov odovtiaTpd cag 6Tl AapPdvete Stoboclo.

Enwowmvnorte pe tov y1atpd Kot Tov 000ovTiaTpd 6oG OUECHS OV TOPOVGLAGETE OTOLNONTTOTE
TPOPANHaTA [LE TO GTOUA N TOL dOVTIA OT®G YaAapd dGVTLIa, TOVO 1} TPNELLO, 1] LN ETOVAMOT) TANYAOV 1|
exkpicev, Kabmg avtd pmopel va eivar onpeio tng ONT.

Mn cuvviOn koTdypate Tov unploiov 06Ton

Kdamnototr acBeveic £xovv eppavicel Un cuvinon KatdyUaTo Tov Unplaiov 06ToD Kot T SIPKELD TG
Oepamnciog pe devocovpdumn. Enkotvoviote e Tov y1otpd 6og edv VIOGETE VEO 1 acLVN 01670 TOVO
670 1010 0ag, 6T fovPmVIKN Y®PO. 1] GTO UNPO GOC.

Moo ko Epnpor

To Stoboclo dev Ba mpémet va ypnolponoteiton o€ modid ko eprjfovg nAkiog kto Tov 18 eTmv.
Alrao @dppoxa kot Stoboclo

Evnuepdote tov yiotpd 1 10V @oploKomold cog edv maipvete, £xete TpOGOOTA TAPEL 1] pUropel vo
mhpete GALa Qappoka. Eivol 1dtaitepo onuovtikd vo evUeEPMOETE TOV YLOTPO GOG EAV TaipVETE GAAO
PAPLOKO TTOV TEPLEXEL OEVOGOVLALTN.

Agv mpéner va tapete Stoboclo pali pe dAlo QAaproKo T0 0TTOT0 TEPIEYEL OEVOCOVUAUTT).

Kinon, Onkaopodc ko yovipétnra

To Stoboclo dev &gl dokipactel o gykvovg. Eival onuavtikd vo evnuep®ocete Tov ylotpd oag eav
elote €ykvog, vopilete 0TL umopel va giote £ykvog 1 oxedidlete va amoktioete toudi. H yprion tov
Stoboclo dev cuviotartal av giote £ykvog. Ot yovaikeg avamapaymytkns nikiog Ba tpémetl va

YPTCLLOTOLOVV ATOTEAEGLOTIKEG HEBAOOVE OVTIGVAANYTG KOTA TO didotnua Ogpaneiog pe Stoboclo
KO Y10 TOVAQYIOTOV 5 punfveg petd tn draxomn tng Oepamneiog pe to Stoboclo.
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Av peivete éykvog katd tn dtdpkela g Oepamneiag pe Stoboclo 1) 6€ SdoTnUa LIKPOTEPO TOV 5 UNVodV
petd tn dwokonn| g Bepamneiag pe To Stoboclo, TAPAKOAEIGTE VO EVIILEPDGETE TOV YIATPO GOC.

Agv gival yvooTo v 1 SEVOGOLUAUTT AEKKPIVETOL GTO UNTPIKO YaAa. Elval onuovtiko va
EVIUEPDOGETE TOV YLOTPO Gag eqv OnAdlete 1| oxedidlete va Bnhdoete. O yoTpog oag B cog fondnoet
va omoocicete gdv Oa drakdyete To Onhacpd 1 ™ Bepameio pe Stoboclo Aaufdavovtag vadyn to
6pelog Tov ONAacpov Yo To Tondi kot To 6perog Tov Stoboclo yia T untépa.

Av OnLalete katd ) duapkela g Oepamneiog pe Stoboclo, mopokaAeicTte Vo, EVUEPDCETE TOV YIUTPO
oG,

ZNTNOTE TN GLUPOLAT TOL YIOTPOV 1 TOL PUPUAKOTOLOD GOG TPV TUPETE OTOLOONTOTE PAPLAKO.

00 yNoN KoL LEPIGROS PNY AV HATOV

To Stoboclo dev &gt kopio N €l AGNUAVTT EXIOPOCT) GTIV IKAVOTNTA 00T YNONG KOl XEPIGUOV
punyovnudtoy.

To Stoboclo wepiéyer copprroin (E420)
To pdpuaxo avtd nepiéyel 47 mg copPiroing oe kdOe ml draAdpoTOC.
To Stoboclo mepiéyer vatpro

To @apuaxo ovtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) ava 60 mg, eivar owtd TOL
ovopalovpe «erebbepo vatpiovy.

To Stoboclo mepiéyer morvoopPiké 20 (E432)

Av16 10 Qapuaxo wepiExel 0,1 mg rolvcopPucov 20 o kKabe cOptyyo, mov 16odvvapovy pe 0,1 mg/ml.
Ta moAvcopPika propei va tpokarécovy allepyikéc avidpdoeis. Evnuepdote tov wtpd oag edv
EXETE YVOOTEG OAAEPYIES.

3. og va ypnowonomoeere 10 Stoboclo

H ocvvietdpevn do6on eivar pia Tpoyepopévn cupryya tov 60 mg yopnyovprevn (o gopd Kabe 6 uqveg
pe epamaé vrodopa éveon (kdtw amd to 6épua). Ta kalvtepa onueia yio va kévete éveon givor To
EMAV® PEPOG TOV UNPOV GOG KO 1] KOIALOKT XOPO. AV 60 KAVEL TNV £vEST KAmolog dAlog pmopel
EMIONG VA YPNCILOTOMGEL TV EEMTEPIKT| TAEVPA TOV UTPATCOV GOC. LVUPOVAEVTEITE TOV Y1OTPO COG
OYETIKA [e TNV nuepounvia yuo pa mbavi| exodpevn éveon. Kabe cvokevacio Stoboclo mepiéyet pia
Képto vIevBOUoN S, 1 ool TEPLEYETAL GTO KOVTL Kat va, xpnotponomBel yia va kpotdte apyelo He Tig
NUEPOUNVIES TV EMOUEVAOV EVEGEMV.

Ba mpémet emiong va AapPavete coumAnpopato acPeotiov Kot Brrapivng D yio 660 didotnpa
maipvete Stoboclo. O yatpdc cog Ba To cuintioet avtd poli cog.

O ywatpog cag evogyetal va amopaciost 6Tt Oa rtav kaAdtepo va kavete v Eveon tov Stoboclo ecgic
ot 10101 1} To dTopo mov cag epovtilel. O yatpdc 1 Kamolog emayyeApatiog vyeiag Ba deiEovv 6€ cag N
070 GTOpOo OV Gag PPoVTilel TOS va kavete Ty £veon Tov Stoboclo. ' mepiocdTepeg 0dnyieg
oYETIKA pe TNV éveon tov Stoboclo, diafdote T oYETIKN EVOTNTA GTO TEAOC TOVL TAPOVTOG GOAAOD
0oNYLDV.

Mnv avokuwveite.
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Edv Eeydoete va ypnoipomomeete To Stoboclo

Edv Eeydoete kamown d6om ToL Stoboclo, 1 éveon mpémet va yivel To GLVTOUOTEPO duVATO. XN
OULVEYELD, Ol EVEGELG TTPEMEL VO TpOoYpappatilovtan kdbe 6 unveg amod tnv nuepounvio g TEAELTALG
éveong.

Eav otapatioete va ypnoponorcite To Stoboclo

INoa vo amoxopicete 10 peyaArdtepo duvatd 6@erog and T Bepancio cag oTn HEIDOT TOV KIVOIVOL
KOTAYUATOV, gival onuavTiko va ypnoilponoteite to Stoboclo yio 660 didotnua 6ag 10 cuvTayoypapel
0 Yutpog cag. Mnv drakdyete T Oepaneio Gog ympig Vo ETKOVOVICETE |E TOV YIOTPO GOG.

4. MBavéc avemOBOuNTES EVEPYELEG

Onwg 6Aa Ta PAPLOKE, £TGL KO GVTO TO QAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELEC, OV
Kot dev Tapovstdfoviarl 6g OAOVG TOVG AvVOPMOTOVGE.

Oy ouyvd, acBeveic mov AapPdvovy Stoboclo pmopel va eppavicovy deppatikég AOUMEELS (Kupimg
KutTopitidoa). Eviuep@dote 10V T10Tpl 060G apuécmg av TapOLGIICETE KAmolo amd To. akOAovda
ocvountopate Vo Ppiokeote oe aywyn pe Stoboclo: epuBpdtta Kot oidnpa Tov dEppaTog, cuyvoTepa
OTNV TEPLOYT TOV TOI10V, TOV GUVOSEVETAL Ao aicOnua Kadoov Kot evaicincio Kot Tavov amd
CUUTTOUOTO TVPETOV.

Yroving, acbeveic mov Aappdvovy Stoboclo pmopovv va avartiEovy TGV 6TO GTOUA, KA/ 61N
yvabo, oldnua 1 pun EroOAMOT TOV TANYOV GTO GTONA 1) 6T YVA00, £KKPLoN, LoLJLAGHLO. 1] oicOnua
Bapovg atn yvabo, N yaidpwon evog dovtov. Avtd umopei va eivar onueio PAGPNG Tov 0oTOV O
yvaBo (ooteovékpwon). Eviiuepdote Tov 710Tp6 60 KoL TOV 000VTiaTPO 60C AUEcMS £V
TOPOVGIACETE TETOLO CUUTTOUOTO EVOC® €loTe o€ Bepameia pe Stoboclo 1) petd ) dtokom g
Oepaneiog cog.

Yroving, acBeveic mov Aappdvovv Stoboclo pmopodv va Exovv younid enineda acPecstiov 6To aipa
(vracBeotionpia). To e&otpeticd younid exinedo acPectiov pmopel vo 0dNyRGOVY GE EIGUYWOYN GTO
voookopeio kot pmopel va givor akdpa Kot ameintikd yuo ) {on. Zopuntopata teptlopfavoovy
OTOGHOVE, CLOTAGELS 1| KPAUTEG GTOVE WOEC GO KOUT LOVOTAGHO 1) LOPUNYKLOGUO GTO SGYTUAN TV
YEPLDV, T®V TOSOV GOG 1} YOP® amd TO GTOUN GOG KOUT ETMANTTIKEG KPIGELG, GVYYVOT, 1| ATDAELN
ouvveidnong. Edv kdmoto and avtd 1oydel yio 64G, EVIREPDGTE TOV YIOTPO 6aS Opéoms. Ta younid
enmineda aoPeotiov 010 aipo propel emiong va 0dNyNoovY Ge Lia GAANYT TOL Kapdlakol puBuol mTov
ovoudleton Topdatacn Tov dteotnuatog QT, n onoia @aiveton 6T0 niektpokapdioypdenua (HKT).

Yrdvia acuvi016Ta KOTAYLOTH TOVU UNnploiov 06To0 pumopel va epeavictouy o acheveic mov
Aappdvovv Stoboclo. EAkowv@viieTe pE TOV Y10TPO 060G 0V ELPAVIGETE VEO 1] A0LVNOIGTO TOVO GTO
woyio, oTn PovPwvikn ydpa 1 610 UNPd, KaOMG aVTOd PUTopel Vo amotelel TpoOwpnN EvOelEn evog mHavoL
KOTAYLOTOG TOVL UnpLoiov 0oToL.

Yrdvia, propel va epeovioTobv aAAEPYIKEG avTIOPAcELg og acbeveic mov Aappdvouy Stoboclo. Ta
CUUTTAONOTO TEPIAULPAVOLY 0ION L TPOCHTOV, TV YEIMDV, TN YADGGAS, TOV AoV 1 ALY
TUNUATOV TOL 6OWUATOG. EEAVON L, kKvnopd 1 Kvidmon 6To d€pLa, GUPLYLO 1] SUGKOALN GTNV AVOITVOT].
HopokaieicOs vo evUEPDGETE TOV Y1ATPO GOS EAV EUPOVICETE OTOLOONTOTE OO AVTA TA
CLUTTOUOTO EVO gloTe VIO Oepameia pe Stoboclo.

oA ovyvéig avemOBOuNTES EVEPYELES (LImOPOVV Vo ennpedlovy TePocdTEPOVG amd 1 aToVg
10 avBpmmoug):

. VoG GTO 00TA, OTIS APOPMOELS, KaUT HLTKOC TOVOG TTOL KATOLES POPES Elvar £VTOVOG,
. VoG oTo XEPLa 1} TO TOS10, (TOVOG GTOL AKPQL).
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Yoyvég avemBounteg evépyereg (umopovv va emnpedlovy Eo¢ 1 atovg 10 avBpaomovg):

EMMAVVT] OVLPNOT, GLYVN 0VPN G, aila GTO 0VPA, ASVVALIN CLYKPATNONG TOV OVPMV,
AOLL®EN TOL AVATEPOL OVOTVEVGTIKOD GUGTILLITOG,

ovog, aicnpo popunkioong 1 LOVSIOGHO TOV PTAVEL UEXPL YOUNAA 6TO TOOL Gag (o) todyia),
dvuokolAoTTa,

ducpopia, otV KotMd,

e€avonua,

deppotomadelo mov yapaktnpiletatl amd eayovpa, eppdpdmra ko Enpotnto (Eklepa),
TPLOTTOOT (dA®TEKIa).

'Oy ovyvég avemBopnteg evépyereg (Lmopovv va emnpedlovy £o¢ 1 otovg 100 avBpdmovc):

. TVPETOC, EUETOC KOl KOIALOKO Glyog 1) Sucpopio (EKKOAT®UATITION),
Aoipwén Tov 0Toc,
. eEavON Lo TOL EVOEXETAL VO, EUPOVIOTEL GTO OEPLLA 1) EAKT] GTO GTOUA (AELYTVOELDT|

(QOpLOKEVTIKE eEavOnpaTa).
oAb omavieg avemOounteg evépyereg (Lmopovv va emnpedlovv €og 1 otovg 10.000 avOpmmovg):

o OAAEPYIKT aVTIOPOIOT) TTOV UTOPEl VO TPOKOAESEL PAGPN oTO alo@Opo. aryyeia Kupie Tov
O€pLOTOC (T, TOPPLPEG N KAPEKOKKIVES KNAIdES, KVvidmon 1 depuatikd EAkn) (ayyeutidon and
vrepevaicincia).

Mn yvooTi|g 6uyvoTnNTag (1] cLYVOTNTA TOVS dev pmopel va exTipn el pe Baon ta dabéoia
dedopéva):

. EVILLEPMDGTE TOV YIOTPO GO EAV EYETE TOVO GTO AVTI, EKKPLOT 0O TO aTi Ko/M Aoipumén oto
avti. Avtd pmopel va etvar onpadia ootikng PAAPNS oto avti.

Ava@opd avemOounTov evepyEtdv

Edv mapatmpnoete kKamowo avemBOUNTN eVEPYELD, EVILEPDOTE TOV YLOTPO 1) TOV PUPUIKOTOLO GO,
A1 1oyt Kot Yo kéBe mlovr| avemBounTn evEPyELR TOV SEV AVAPEPETOL GTO TAPOV PUAAO 0INYIDV
ypionc. Mmopeite emiong va avagépete avembounteg evépyeieg anevbeiag, péow Tov efvikod
GUGTNUOTOG OVOQOPAS TOV ovaypapeTor oto [apdpnua V. Méow g avaeopds avemountwoy
evepyelmv pnopeite va fondnoete ot GLAAOYN TEPIGCOTEP®V TANPOPOPIDY GYETIKA LE TNV OCPIUAELL
TOL TAPOVTOC PAPLLAKOV.

5. IIog va puraccete To Stoboclo
To @apuako ovtd TPETEL Vo PLAAGGETOL GE UEPT) OV OEV TO PAETOVV KoL OV TO POAVOLV TO TOUdLA.

Na pn gpnopomoleite avTd T0 PAPUAKO LETA TNV NUEPOUNVIC ANENG TOV OVOPEPETOL GTO KOVTL Kot
oty etikéta petd to AHEH/EXP. H nuepounvia Anéng elvan 1 teElevtaio nuépa Tov pnvo mov
OVOPEPETOL EKEL.

dvidooete og yoyeio (2°C — 8°C).
Mnv katoyoyete.
Kpamote v mpoyeiopuévn cvptyya oty eEOTEPIKT] GLCKEVAGIN Y10 VO TPOGTUTEVETOL TG TO PG,

H mpoygpiopévn oag ovpryya pmopel va petvelektog yoyeiov yo va gtéoet o€ eppokpacio dopatiov
(uéxpr 30°C) mpv and v éveon. 'Etoln éveon Ba yivel mo dveta. Amd ) ottyun mov 1 oOpryyd cag
apebel va ptdoel og Oeppoxpacia dopoatiov (uéypt 30°C), uropei va puiaydei o Oeppokpacio
dopatiov yua pio povo mepiodo £wg 63 nuépeg, ahdd yopic va yivel vépPacn TG apyknig
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nuepounviog ANENG. Edv dev ypnotpomoindel evtdg avtov Tov SoeTHUATOS TOV £0¢ 63 NUEPDV, 1
oVPLYYd co¢ Umopel va ETOTPAPEL 6TO YLYEID Yo LEYIOTO SLACTNUA 3 NUEPDV KoL TPETEL VO
amopplpbei v dev ypnoiporonel viog avTig TG TEPLOdOV. M1 ¥P1NOOTOIEITE TN GUPLYYH GOg
UETA TNV nuepounvio ANENG TOV avaypAPETAL GTNV ETIKETA.

Mnv metdite EAPLAKO GTO VEPD TNG OMOYETEVONC 1| OTA OIKLOK( amoppitpota. Potiote tov
(POPLLOKOTOLO GOG Y10 TO DG VO TETAEETE TAL PAPUAKE TTOVL JEV YPNOCILOTOLELTE T AvTd T péTpa Oa
Bondncovv oty Tpoctacio Tov TEPIPAAAOVTOC.

6. Mepreyopeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES
T tepréyer To Stoboclo

- H dpactikn ovoia givar ) devocovudunn. Kdbe mpoyepopuévn cupryya tov 1 ml mepiéyet 60 mg
devocsovpdunn (60 mg/ml).

- Ta dAAa cvotatikd gival 0Eko o0&V, TpEVVOPO 0&ikd vdtplo, copPitoin (E420),
moAvcopPiko 20 (E432) kot 0dmp yia evésiua.

Epg@avien tov Stoboclo ko wepreydpeva tng cvokevaciog

To Stoboclo givat éva dlawyéc, dypoo £mg @YPOKITPIVO EVEGLO OLAAVUA TOV JlaTiOETOL ETOULO TPOC
YPNON OE TPOYEWGUEVT CVPLYYOL.

Kd&0e cvokevacio mepiéyet pio mpoyEMGUEVT) GUPLYYO. UE UNYOVIOCUO KAALYNG ACPAAEINS.

Karoyog Adcrag Kvkhopopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Viéci ut 1-3. WestEnd Office Building B torony
Ovyyopia

Hopackevaotig
Nuvisan France S.A.R.L
2400 Route des Colles,
06410 Biot,

ToAAio

Hopockevaotig

Midas Pharma GmbH
Rheinstrasse 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
Teppovia

Hopaockevaotig

Kymos S.L.

Ronda de Can Fatjo, 7B
Parc Tecnologic del Vallés,
Cerdanyola del Vall¢s,
08290 Barcelona,

Iomavia
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[Ma omolad”moTe TANPOEOPIa GYETIKA LUE TO TOPOV POPUAKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amevBuvleite otov TOMIKS avTpdsmmo Tov Katdyov g Adstoc Kukhopopiag:

Belgié/Belgique/Belgien

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Denmark ApS
TIf.: +45 3535 2989
contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 303 464 941 50
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

contact fi@celltrionhc.com

E\rada
BIANEZ AE.
TnA: +30 210 8009111

Espaiia
Kern Pharma, S.L.
Tel: +34 93 700 2525

France
Celltrion Healthcare France SAS
Tél: +33 (0)1 71 2527 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1223 4026
enquiry_ie@celltrionhc.com

Island
Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493
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Lietuva
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
contact no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA
Tel: +351 21 936 8542

contact pt@celltrion.com

Romania
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493



contact fi@celltrionhc.com

Ttalia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare italy@legalmail.it

Kvmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland
Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755

contact fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se(@celltrionhc.com

To mapdév @vALo 0dNYLOV YprioNg avadepOnke Yo TEAEVTAIO POPA OTIS.

AALeg TN YEG TANPOPOPLOV

Agmtopepeic TAnpopopieg oToryEia Yo TO TAPOV PAPUAKEVTIKO TPOTOV Elval S100EC1IEG GTO SIKTVAKO
t6mo tov Evponaikod Opyovicuov Goapudkwv: https:/www.ema.europa.eu/
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Odnyieg ypnonge:

Awpdote kar akorlovOnote Tig Odnyieg ¥pNong Tov Guvodebhovy TNV TPOYEUIGUEVT] cOptyyo Stoboclo
TPV 0PYICETE VO TN ¥PNOHOTOLEITE KO KAOE popd TTov Taipvete avToAlakTikd. Mmopel va vidpyovy
véec mAnpogopiec. To Stoboclo pmopet va yopnyeitol and enoyyeiuatieg vyeiag (E.Y.), ppoviiotécq
amd Tovg 1810V¢ ToVg aceVELG GTOV EQVTO TOVG, EPOGOV EXOVV eKTTANdELTEL. MIANGTE e TOV Y1TPO GOG
€QV £XETE OMOIEGONTOTE EPWTIOELS CYETIKA LE TN YOPNYNON ULIOG EVEGTG GTOV EQVTO GOGC.

INROVTIKEG TANPOPOPIEg

To Stoboclo yopnyeitan g £veon 6Tov 1670, aKPIP®S KAT® amd 10 dépua (LITOdOPLL EveED).
Mnyv avoitete 10 6PPAYIGUEVO KOVTI, TOPE LOVOV OTOV EI0TE ETOLLOG/N VO YPNCULOTOMGETE
TNV TPOYELGLLEVT] GLPLYYOL.

Mnv apapécete T0 KAV TN PEAGVOC OO TNV TPOYELUGUEVT] GUPLYY, TOPE LOVOV
OUECMOC TPLY KAVETE TNV EVEOT).

MV eMLYEPNOETE VO EVEPYOTOINGETE TNV TPOYEUICUEVT GUPLYYQ TPV Otd TNV EVECT).

MnV Ry CETE VO OQOUIPEGETE TOV SLOPAVT] UNYOVICUO KAALYNG acPaAieiog arnd TNV
TPOYEUGUEVT] GVPLYYOL.

M ¥pNGLOTOGETE TNV TPOYEUGUEVT] GVPLYYA €AV EXEL TEGEL EXAVO GE GKANPTN ETLPAVELQ.
XPpNOUYOTOMGTE 10 KOvoUPLO TPOYELUGLEVT] GUPLYY.

Mnyv avokiveite Tnv Tpoyepicpévn copryyo. H duvarn avokivnon pmopel va mpokaiécst
{nuid 6to PApLOKO.

H mpoyepiopévn cdpryya dev pumopel va emavaypnoiponondel. Atoppiyte
YPTOUYLOTOINUEVT] TPOYELGUEVT] GUPLYYO OUESMOG UETE T YP1|oT o€ £va SOYELD amOPPIYNC
ayunpov avtikelpévoy (BAéne Bipa 15. Aréppuyn tov Stoboclo).

®vhain Tov Stoboclo

DVAGCCETE TNV TPOYERIGUEVY] GVPLYYA GE PEPN TOV OgV TN PAETOVY Kot dEV TN POGVOLY
1o toaona. Iepiéyer pkpd pépn.

dvLacoeTe TNV TPOYEUIOUEVT GUpLYYa 6€ Yoyeio og Beppokpacia 2°C émg 8°C. Mnv
KOTOYOYETE.

E@ocov Byet amod to yoyeio, 1o Stoboclo pmopet va puidocetar oe Beppokpacio péxpt 30°C
TO TTOAD, Y1 val EPATAE JAGTNIO £ 63 NUEPOV, Y®PIG VIEPPAON TNG OPYIKNAG NLEPOUNVIOG
MENG. Eqv dev ypnopomomBel evidg antod Tov SoeTHLATOS TV EmG 63 NUEP®V, TO
Stoboclo pumopel va emotpapel 6To Youyeio Yo HEYIoTO SIAGTNHO 3 NUEPDOV KO TPETEL VO
amopplpbei v dev ypnoiporonel viog avThg TG TEPLOJOV.

DVALAGGETE TNV TPOYEULOUEVT] GUPLYYO GOPUAYIGUEVT] LEGO GTO KOVTL TNG Y10, VO
TPOGTATEVETAL OO TO POC.
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Mépn ™g mpoyspopuévng ovpryyog (Bréne Ewkéva A)

Mpiv awd Tn xpAon  Metd Tn XpAon

dappak

MapaBupo
OTITIKOU
eAéyxou
Mnxaviouoég
KaAuyng
ac@aAgiog
BeAbva

=l

KdaAuppa

Ewéva A

IIposTopacio yio v £veon

Kouri Tou
TTEPIEXEI TNV
TTIPOYEUIOHEVN
olplyya

ALCOHOL] M GVTT])\(’XKI
e OIVOTTVEUUOTOG

BauBaxi i
yala

AuTokOAANTOG
ETMIOETUOG

Aoxeio
amdppiyng

aIxHNPwWv
QVTIKEIHEVWV

Ewoéva B

. LOYKEVIPAOGTE TO OTUPUITITO VLU TNV EVEGT).

la. [Tpoetoydote o kabapn, Enimedr ETLPAVELL, OTMS

Tpoaméll N ThyKo, 6€ YdPO e KAAD POTIGUO.

1B. Bydiite amod to yoyeio 1o KovTi IOV TEPLEXEL TNV

TPOYELGUEVT] GVPLYYAL.

1y. BefoawmBeite 611 éxete ta mapakdto (fAéne Ewkéva B):
- Kovti mov mepi€yet v mpoysiopévn cHptyya
AgV TTEPLEYOVTAL OTO KOVTIL:
- MovmnAdki otvomved patog

Bappaxt 1 yalo

AvToKOAANTOC EMIOEGOG

Aoyeio amdppyng ALY UNP®OV OVTIKEIUEVOV
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Hpoeropacia yra Tnv £veon

Ewoéva T

. EAéyEre v nuepopnvia Méng erdve cto kovuti (PA.

Ewova I).

*  MnvV 10 ¥pPNCLOTOICETE EAV M) NUEPOUNVIA ANENG el
mapéAOet. Eav n nuepopmvio AnEng £xel mapérbet,
EMOTPEYTE OAOKANPO TO KOVTL GTO (PUPLOKELD.

* H tornopévn nuepounvia AEng avaeépetatl otny TeAvTaio

NUEPO TOV UV

Ewova A

. ApaipéaTe TNV TPOYEUIGREVY] GUPLYYO OO TO KOVTI.

3a. Avoi&te 10 Kovuti. [Tidvovtag to codpa T cvpryyas,
ONKMGTE KO APUPESTE TNV TPOYEUIGULEVT] GUPLYYQ ATd TO
kouti (BA. Exkéva A).

*  Mnyv kpatdre Tn cUPLYYA OO TNV KEQOUAN TOL EUPOAOL,
™ paPoo Tov gRPoOAov, TOV UNXOVIGHO KOALYNG
acQuAeiag 1 To KaAvppa g feAovag

*  Mnv tpafnéete T pafoo Tov euforov TPog T ToW
OTOLOONTOTE GTIYUN.

AHZH: MM EEEE

Ewova E

. EAéyEre TV mpoyeuiopévn cvpryyo.

4a. Kowtd&re tnv mpoyeuopévn ocupryya kot fefoiwbeite 6t
€xete T0 00O0TO PApLoKo (Stoboclo).
4B. KowtdEre v mpoyepuopévn cupiyyo kot feformbeite o1t
dev €yel payloel 00TE KOTOGTPAPEL.
4y. EAéyEre v nuepopnvia ANENG otV €TIKETA TNG
TpoyeicuéEVNG cvptyyos (BA. Ewkéva E).
e Mnv 1 ¥pNCLOTOMCETE €4V TO KAAVHUA TNG BEAOVOG
Aeimer M dev €xel mpocaptnOel pe acedieia.
o Mnv T ¥PNCILOTOMGETE EAV 1) NUEPOUNVIN ANENG ExEL
mopENDEL.
*  MnV avoKIveiTe TNV TPOYEUIGUEVT] GUPLYYO.
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IIposTopacio yio v £veon

5. EAiéyEre To @appoxo.
Sa. Kortd&te 10 pdppoko kot feformbeite 6t1 T0 LVYPO givon
Sl yEg, Aypmuo £m¢ mYPOKITPIVO Kol OEV TEPLEYEL OPATA
copotidn 1 vipdoeg (PA. Ewéva XT).
*  Mn ypnoLOTOLELTE TNV TPOYEMGUEVT] CVPLYYO EAV TO
VYPO givor amoypOUATICUEVO, Bodepd 1 TEPIEXEL OpATA.
ocouoTidlo N vipddsc.
*  Evdéyetar vo mopatnpnoete puoaAideg aépa HEGH GTO
VYPO. AVTO €ival PLGLOAOYIKO.

Ewova XT

6. Meppévere 30 Aemtd.
60. APNoTE TNV TPOYEMGUEVT GOpLYYa Vo peivel EEm and To
N kovti yia 30 Aemtd o€ Beppokpacio dopatiov (20°C Ewg

30 Aetrrd 30°C) y10. va Ceotodel (B Eukova Z).

*  Mn Oepudvete v TpoyEUICUEVT CUPLYYQ
¥pnooTold@vTag mnyés Oepudtrag dnwe (eotd vepd M
(POVPVO LKPOKVLATOV.

*  Ed&v n odpryya dev pBdoet o Oepuokpacio dopatiov, n
éveon evdgyetal va TPpokaAETEL Suopopia.

Ewova Z

7. EmléEte éva katdiinio onpeio yio tnv éveon (PA.
= MONO @povTioTAg Ewoéva H).
kai E.Y. 7a. Mmopeite va kavete Vv éveon ota €£Ng onueio:
- OTO EMOVO HEPOG TV UNPAV.
- oV Kowd, pe e€aipeon ta 5 cm yOpw amd Tov
OUPAAD.
- oty e£TEPIKN TAEVPA TOV UTPATGOV (UOVO €AV €10TE
opovtiotng E.Y.).
*  Mnyv kdvete éveon eNAVO G€ EMEC, OVAES, LOAMTES )
G€ TEPLOYES OTOL TO dEPLa eivar gvaicOnto, KOKKIVO,
GKANPO 1 VTAPYOVV CKAGILATO GTO OEPLLAL.
*  Mnyv kdvete éveon péoa and ta povyo.
7B. EméEte véo onueio éveong yia kdOe véa €veon, og
OTOGTOGCT TOLVAJYIOTOV 2,5 cm 0T TNV TEPLOYT| TOV

D /\O YPTCLLOTOUGATE Y10 TNV TPOTYOVLEVT] EVEDT).

Ewoéva H

[ ] = Auro-éveon kai
PPOVTIOTAG
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IIposTopacio yio v £veon

8. Mivvete Ta YépLa oag.
8a. [TAdveTe Ta XEPLO GOG LE VEPO KO GOTOVVL KO GTEYVMDOTE
T, KoAd (PA. Ewcova ©).

Ewoévo ©

9. KaOapiocte To onpeio g éveong.
9a. KaBapiote to onpeio g veong pe £va pavinidxi
OLVOTVEVHOTOG, KAVOVTOG KUKAKT kKivnon (BA. Ewéva I).
9B. ApnoTe To SEPUO VO, OTEYVMGEL TTPLV KAVETE TNV EVEGT).
*  Mn puonéete kau unv oyyiEete 1o onpeio g Eveong
Eava mpv KAveTE TNV €veon.

Ewova I

Xopriynon g éveong

10. AgaipéoTte TO TONA.
100. Kpatiote 10 cdpo TNG TPOYEUGUEVIC GUPLYYOS LLE TO
éva ¥€p1, AVALESO GTOV avTixelpa Kal Tov dgiktTr. Me 10 dAlo
XEPL, TPaPNETE TPOCEKTIKA TO TAONM TG PEAdVOC 6TV gvbeia
Kat apapéote to (PA. Ewkova 1A).

*  Mnv kpatdte T papdo tov guPorov evocwm apalpeite
TO TIMDLLOL.

*  Mmnopel va TopatnpceTe LEPIKEC GTAYOVEC VYPOV GTO
axpo g Perdvag. Avtod gival PLGIOAOYIKO.

10B. Amoppiyte ApECOS TO TOUA GE £VOL OOYELD OTOPPLYNG
ayunpav avtikelwévoy (PA. Bua 15 kat Exkéva I1A).

* M (pNCLUOTOGETE TNV TPOYEUGUEVT] GVPLYYX EQV
€XEL TEGEL KATO YOPIG TO TON TNG PEAOVAG
tonofetnuévo. Edv cuopel kdtt €010, ypnoipuonoote
KOvovpLo, TPOYEUGUEVT] GOPLYYO.

*  Apoipéote 10 TOUA TNG PeEAOVOG LOVO OUECHOS TPV
KOVETE TNV EVEOT).

*  Mnyv enavatonobeoeTe To KAALUUO GTNY
TPOYEGUEVT] CVPLYYAL.

*  Mnv ayyiéete tn ferdvo. Mmopel va TpavUaTIoTEITE oV
tpunnBeite amd ™ PeAdva.

Ewova TA
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Xopiiynon g éveong

11. Evoaydyste TV TpoyeUIGUEVI GOPLYYO. GTO GUELO TG

éveongc.
11a. Kpatiote 10 cdpo TG TPOYEUGUEVIC GUPLYYOS LLE TO
45° &va €p1, OVALESO GTOV OVTIXELPA KoL TOV OEIKTY.
/ 11B. Xpnoyomofote 10 GALO XEPL Y10, VO TOUUTGETE

TPOGEKTIKA TO dEPLA TOV Kabapicate, avipeso oTov
‘ avtiyepa Kot Tov deiktn. Mnv To ToIUTHGETE TOAD OLVATAL.
N\ 2Znueiwon: Etval onuovtiko va dtotnpeite 1o 0épua
Toumnuévo otav slodyete ™ Pelova yuo va PePaiwbeite ot Oa
Kavete TNV éveon KAT® omd 10 dépUa (LEGU GTOV AITMON
“ 1070), aALG Oyt Pabutepa (Lo TOV ).
11y. Me o ypryopn gubeia kivnon cav vo metdte éva Pehaxt,
i 45° gloayayete T PeAdvo TANPOC 6TO SIMAOUEVO dEPUA, VIO
yovia 45 popav (BA. Ewkéva IB).
*  Mnv tpapniéere T papfoo Tov eppforov mpog To Ticw
0TTOLUONTOTE OTLYUN.

Ewova IB

12. Kavete tqv éveon.
120.. Apov gioayBei n felova, erevbepmote To dépa TOV
elyaTe TOUMNOEL.
12p. Q6note apyd ™ papdo tov epfdrov Teleimg Tpog Ta
KAT®, ®GOTOV Yivel £veEsT TNG TANPOLS SOCTG TOV PAPUAKOL
ka1 1 ovpryya adsidoet (BA. Exkova, IT).
o Mnv oAldEete ™ BEom T™E TPOYEUIOUEVG CUPLYYOG
aeov EEKIVIIOEL 1] £VEOT).
*  Edv n paPoog tov gpPorov dev Exel motnbel TAnpwc, o
UNYoviopog kKeAvyng acpaieiog dsv 0o, ektabel yio va
KaAVyeL T Pelova otov agarpedet.

Ewova IT

13. AgorpéoTe TNV TPOYENIGUEVT] GVPLYYO ATT6 TO onuEio TG
éveong.
130. Apov adeldoel 1) TpoyeUIoUEVT cVpLYYd, KaBmG
aporpeitor 1 feAdva, apatpéote apyd ) PeAdva onKOVOVTOG
ToV ovTiyepd cag and T papdo tov guPorov, wcdTOL M
BeAdva vo KaAveBel TANp®G amd ToV UNYaviopo KOADYNG
(xc(pakswg (BA. Ewéva IA).
Edv 1 Berdva dev kaAvpBel, amoppiyte T cvpryya pe
npocoyn (BA. Bijpa 15. Awéppwyn Tov Stoboclo).
*  Mnv tonobfeteite 10 IO TG PEAdVOC KO TAAL OTIG
YPNOLOTOMUEVESG TPOYEUGUEVES GUPLYYEC.
e Mnyv enavaypnoLOTolEiTe TNV TPOYELUGLEVT GUPLYYA.
*  Mnv tpifete to onpeio g Eveong.

Ewova IA
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Metd v éveon

14. ®povrtioTte TO onpueio TG éveong.
14a. Edv mopovoiactel arploppayia, gpovticte to onueio g
éveong mélovtog e to onueio, ympic va to tpiPete, pe Eva
KOpUUATL BapPdit 1 yalo Kot EpopUOCTE £VOV OVTOKOAANTO
emideopo, eav yperaleTat.

15. Amoppiyte TNV TpoyepIoPuEVY oOPLYYO.

Ewova IE

150. TomoBetnoTE TN YPTCYLOTOUNUEVT] TPOYELIGUEVT] GOPLYYOL
o€ £€va, 00YEI0 ATOPPIYNG ULYUNPDV OVTIKEILEVOV AUECHS
petd  xpnon (PA. Ewéva IE).

15B. Mnyv netdéete (amopplyete) TV TPOYELUGUEVT] GUPLYYO
GTO OIKIOK( GOG OMOPPILLLLOLTAL.

DvAdcceTe TN GUPLYYQ Kol T doyElo amdppyng
ALUNPOV AVTIKEWEVOVY GE UEPT) TOV deV Ta PAETOLY Kot
dev ta POAvoLV T TOAL.

Edv dev éxete doyeio amdppiyng ayunpmv
OVTIKEWEV®OV, UTOPEITE VAL YPTCLUOTOUCETE EVal
01K10KO d0yelo oL KAglveL Kot glvar ovOEKTIKO o€
TPLTNLATOL.

IMa v Tpoctacio TG vyeiog Kot TG AGPAAELNS TNG
SN G oag kol TV AAA®V, ot BEAOVES Kot Ot
YPTCLLOTOINEVEG CVPLYYES OEV TTPEMEL VOL
Eavaypnoiporotovvtor Toté. Kabe aypnoiponointo
QOPUUKEVTIKO TTPOTOV 1) VITOAEIUUN TPETEL VAL,
omoppinteTol COLPOVA LE TIC KATA TOTOVS IGYVOVGEG
OYETIKEG OLOTAEELG.

Mnyv neTdte EAPUOKO GTO VEPD TNG OTOYETELONC N OTA
otklokd aroppippoto. Potmote tov pappokomold cog
Y10l TO TAG VO TETAEETE T PAPLOKO, TTOV OEV
ypnoomoteite ma. Avtd to uétpa Ba fondncovy oty
TPOCTACia TOL TEPPAALOVTOC.
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