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MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Prolia 60 mg evéoio d1dAvua o€ TPOYELGUEVT GOPLYYOL

2. MNOIOTIKH KAI ITIOXOTIKH XYNGEXH
Kabe mpoyepopévn oopryyo nepiéyet 60 mg denosumab o€ 1 ml dtoddpatog (60 mg/ml).

To denosumab eivat éva avBpodmivo povokimviko oviicopa [gG2 mov topdyeTol 68 KOTTAPIKN GEPd
OnAaoTtiko (koTTopa mofNKNG KIVECIKOL KPIKNTOV) UE TEXVOLOYin avacuvovaouévor DNA.

"Exdoyo ue yvootn dpdon:

To pbppaxo avtd nepiéyet 47 mg copPiroing oe kdbe ml draAdpoTos.

IMoa tov TAnpn kaTdloyo Tov ekdoywV, BA. Tapdypago 6.1.

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

Alowyég, dypopo £m¢ VTOKITPIVO SLOAV .

4, KAINIKEX TAHPO®OPIEX

41 Ogpamevtikéc gvociteig

Oepameio, TNG 0GTEOTOPMONG GE UETEUUNVOTOVGIUKEG YOVOIKEC KOl GE AVOPES e AVENUEVO KiVOLVO
KOTOYUATOV. X PLETEUUNVOTOVGLOKES Yuvaikeg To Prolia peidvel onuavtikd tov kivévvo
OTOVOVAIK®V, [1] GTOVOLMK®OV KOl KOTAY ATV TOV 16Y10V.

Ogpamneio TG OCTIKNG ATMAENG OV GYETICETAL [LE OPLLOVIKO OTOKAEIGUO GE GVOPES e Kapkivo Tov
TPOCTATN Ol 010101 SLTPEYOLV AENUEVO Kivduvo Katayudtov (PA. mapdypaeo 5.1). Ze avdpeg e
KOPKIVO TOL TPOGTATN VIO OpUOVIKS amoKAEIoUO, TO Prolia peidvel onuavtikd tov Kivovvo

GTIOVOVAIK®OV KOTOYUATOV.

Oepameio, TNG 0GTIKNG OTMAELNG TOV GYETILETOL [UE LOKPOYPOVIO GUGTIOTIKY Cy®YN UE
YAVKOKOPTIKOELON 6€ evAKeG acbeveic pe avénuévo kivouvo katdypotog (PA. mapdypapo 5.1).

4.2  Aocoloyio kol TpOTOG YOPYNONS

Aocoloyia

H ocvvietduevn d6on eivar 60 mg denosumab yopnyoduevn o¢ epamas vwoddpila EVEcT Ha popa
6TOVG 6 UVEC 6TO UNPO, TNV KOIAMOKN XDOPa 7| TO Ave TUNUa Tov Bpayiova.

Ot acBeveic Tpémel va Aoufavouvy enapkn cupminpouato, acpeotiov kat Prrapuivig D (BA.
napaypago 4.4).

Y1ovg acBeveig mov Aapfdvovv Bepameia pe Prolia Oo mpénet va divovtal To pOALO 0dNYIOV XPIoNG
Kot 1 Kapto veevovuiong acbevoic.

H BéAtiomn cuvoiikn StpKeLn TNG OVTIOTOPPOPNTIKNG YDYNS Y10 TNV 0GTEOTOPWOOT)
(ovumepiiapfovopuévav 1060 Tov denosumab 660 kot Twv bisphosphonates) dev éxetl texunpuwOei. H



avaykn ovveyovg Bepameiog Bo Tpénetl va emavalloloyeitol TePlodikd e Baon ta oQELT Kol TOVG
duvntikovg Kivdvuvoug Tov denosumab pepovopéva avd acBevn, 1diog petd and 5 1 teplocdTepa
xpovia xpnong (BAéme mapaypago 4.4).

Hlriouévor (nhixiog > 65 etawv)
Agv amatteiton Tpocappoyn e d0omg 6Tovs NAKIoEVOLS acbeveis.

Neppixn ovalertovpyio.
Agv amatteiton Tpocappoyn g doong oe acbeveic pe veppikn duciettovpyia (BA. mapdypapo 4.4 yia
GULOTAGEIC GYETIKA UE TNV TOPAKOA0VON o™ TOV acPeaTiov).

Agv vrapyovv drabécipa dedopéva yio 0acBevelg pe LakpoypOVIL GUGTNLOTIKT Oy®OYY| LE
YAVKOKOPTIKOELDN Kol GoPapr| veppikn dvahertovpyia PuOuog orepapatikng dmbnong (GFR
< 30 ml/min).

Hrorikn dvalerrovpyio,
H acpddeio kot 1 amotelespotikotnto Tov denosumab dev Exovv peretnOel oe acbeveig e Nrotiky
dvoettovpyia (BA. mapdaypao 5.2).

Houdrazpirog ninBoouog

To Prolia dev Oa, mpémnel va yproytonoteitar o€ modid nhikiog < 18 etcdv Adym avnouyidv 66ov agopd
NV 0oQAAEL Y10 coPapn viepaceotionpio Kot Tavh avaGTOAY] TG aVATTLENG TOV 0GTMV Kot
EMetym avatoAng dovtidv (BA. Tapaypdpovg 4.4 kot 5.3). Ta tpéyovta dabécyua dedopéva yia
ond1d NAkiag 2 €o¢ 17 eTdv TEPLypapovTaL OTIS TOPOYPApovg 5.1 kot 5.2.

Tpomog yopnynong

Mo vroddpa ypvion.

H yopriiynon Oa mpémet va, yivetar amd £vo. AToUo oV EYEL EKTUIOEVTEL EMUPKDC GE TEXVIKEG EVEOT|G.
O1 0dmyieg xpnone, XEPIOHOL Kot amdpPLYNg TOPEYOVTUL GTV Tapdypapo 6.6.

4.3  Avrevdsieg

YnepevoicOnoio otn dpacTiki ovsia 1] 6€ KATOo and Ta EKS0Y0 TOV aVOPEPOVTOL GTNV
napdypago 6.1.

YnaoBeotiapio (BA. mapdypago 4.4).
4.4  E10kéc mPoELd0oTONGELS KOl TPOPVAGEELS KATA TN Y p1o

Iyniacipuotta

[Ipokeyévou va Pektiwbel 1 yrvnloottd e Tov PLOAOYIKOV QOPUOKEVTIKOVY TPOTOVI®YV, TO OVOLLO
Kot 0 aplOuog TOPTIONG TOL YOPTYOVLEVOD PAPUAKOL TPETEL VO KATAYPAPETOL LLE GOPTVELD.

TUUTANPOLUOTIKN Yopynon acBectiov kot Prrapnivne D

H emapxng npdcinym acPectiov kot Prrapiving D eivan onpoavtikn oe 6Aovg Toug 0c0eveis.

IIpoguAdéeic Katd T ypnon

Yraofeotiouio

Eivai onuavtikd va avayvopilovrar ot acbeveig og kivovvo va gppavicovy vracPeotiotpio. H
vracPeotiopio TpEmel va dtopbmvetat e exapkn tpdsinymn acfeotiov kot Prrapiving D mpv amd v
évapén g Bepaneiag. Zuviotdton N KAVIKN Topakolovinon tov emmédmv acPfeotiov mpv amd )



Ay KB dO0MG Ko 6TOVG aoBeVEIC e TpodtdBeon yio vtacBeotionpio vrog 6o efdouddmv, HETA
™ Mym ™G apykng 00onG. Qo Tpémel va LETPOVTOL TO. ETINESN TOV AGPRECTION GE TEPIMTMOOT TOV
0MO10GONTOTE a.GHEVIC ELPAVIGEL KATOL0 TOOVO GOUTTMO VTOCPESTIOUING KOTA T SIPKELD TNG
Oepaneiog (PA. mapdypoeo 4.8 yio ta cvumtopate). Ot acbeveig Tpémet vo evBappovovton va
AVAPEPOVY CLUTTAOUOTA EVOEIKTIKA TNG VITAGPesTIONpiOG.

YV mepiodo petd v kukhogopia, £xel avapepbel coPapn cvuntopatiky vracPeotionpio (pe
OTOTEAEC LA E1GAYMYN 6TO Vocokoueio, cupPdvta ametintikd yia tn {on kot Bavatnedpa
TEPIOTOTIKG). AV KOl TO TEPIGCOTEPO TEPIGTATIKA ELPAVIGTNKAY TIG TPDTES EPOOLAOES PLETE TNV
évapén g Bepameiag, £yl eppovicdel kot apydtepa.

H ovyyopnyovpevn Bepaneia pe yAvkokoptikogldn ival évog tpochetog mapdyovtag Kivduvou yio
VITocPeSTIONLIO.

Neppixn ovalertovpyio.

O1 acBeveig pe coPfapn veppikn dvciettovpyia (kdbopon kpeatvivng < 30 ml/min) 1} Tov
voPaAlovtal o€ eEmveEpikn KABapor SloTpéyovy HEYOADTEPO KivOUVO EUPAVIONS VTOGPECTIONUIOG.
O1 xivovvor epedviong vracPestiopiog Kot cuvodmv avENcemy g Tapadopuovng avédvouy pe v
avénomn tov Pabuov veppikng dusiertovpyiag. 'Exovv avaepepbeil coPfapd kot Bovatnedpa
neplototikd. H emapxng npdoinyn acPeatiov, frrapivng D kot n taktikh tapakorlobOnon tov
acPeotiov eivat 1O10{TEPO OTNUAVTIKG GE ALTOVG TOVS acbeveic, PA. mopandvm.

Aowwméeis tov dépuorog

Ot acBeveic Tov Aappdvovv denosumab pmopei va gppavicovy AoUmdEELS Tov dépuatog (Kupimg
KLTTOPITION) TTOL 0JNYOVV GE E1I0aY®YT 610 vosokoueio (BA. mapdypapo 4.8). Oa mpénet va S060Hv
odnyiec oTovg acbeveig va avalnmoovy dueon wrpikn fondela ov Tapovsldcovy onueio 1
CUUTTOUOTO KUTTOPITIONG.

Octeovérpawon s yvaov (ONI')
ONT éxet avapepbel omdvia o acbeveig mov AapPavovy Prolia yio ooteondpmon (PA.
napaypago 4.8).

H évapén Bepanciag/véog KdkAog Bepaneiog Oa mpénel va kabvotepeitan o€ acbeveig pe un
EMOVAMUEVEG AVOLYTEC PAUPEC LOAOKDY 1GTOV TOV GTOLOTOC. ZVVIGTATOL 000VTIOTPIKOG EAEYYOG UE
TPOANTTIKN 000VTIOTPIKY| ToPEUPAOT] Kot ATOUIKT AELOAOYNOT OPEAOVG-KIVODVOU TPV 0o T
Oepaneio pe denosumab oe acBeveig e cLVOOOVG TOPEYOVTEG KIvODVOD.

Ot axdAovBot apdyovteg Kivdvvou Bo tpémet vo AapPdavovrol vaoyn otav agloloyeital o kivdvuvog

eupaviong ONI' otov acBev):

. 1 ATOTEAEGLLATIKOTITO TOV POPHLOKEVTIKOD TPOIOVTOG TO OO0 OVAGTELAEL TV OOTIKN
amoppoeNnon (VYNAOTEPOG KIVOLVOC Y10, TIG OVGIEG LUE DYNAT OTOTEAEGUATIKOTNTA), THV 000
xopNYNoNs (LVYNAGTEPOC KIVOLVOG Y TNV TOPEVTEPIKT XOPTYNoN) Kot TV abpotoTikn 661 TG
Oepameiog yio TNV 0CTIKN OTOPPOPNOT).

. KOPKIVOC, KOTAOTAGEIC GLVVOOTPOTNTOGC (T.). avolpic, StoTopayEc TNKTIKOTNTOG, AOUMEELS),
KOTVIGLLOL.

. CLYYOPTNYOVUEVEG BEpameieg: KOPTIKOGTEPOELDN, YNUEIODEpaTEin, AVOGTOAEIS OyYELOYEVEDT|S,
axtivobepameion KEPUANG KoL TPOYRAOV.

. KOKT GTOLOTIKY DYIEWVT, TTEPLOSOVTIKT VOGO, KAK®DG EQOPUOCUEVEC 000VTOGTOLYIES,
TPoLTAPYOVCa 0d0VTIKN VOGOG, eEmePaTikég odovTiaTpikég Tapepupdoeis (m.y. eoywyn
000VTIOV).

O)ot o1 acbeveic Tpémet va evBappvvovTat vo, S10TnpodV KOAT GTOUATIKY VYIEWVT, V. VToPdAAovTaL o€
TOKTIKOUG 000VTIOTPIKOVG EAEYYOVG, KOl VO OVAPEPOVV AUECHS OTTOLAOTTTOTE GUUTTOUATO, OO TO
OTOUO OTIMG 0OOVTIKT] KIVITIKOTNTA, TTOVO 1| TPNEO 1 U1 ETOVAMOT) EAKOV 1) EKKPIGEDV KUTE TN
duapkela g Bepamneiag pedenosumab. Katd tn dudpkeia Ogpaneiog, o1 emeufaticég 080vVIIONTPIKEG
napepfaocelg Oa wpénet va dreEdyoviot HOVO LETA OO TPOCEKTIKT £EETOOT KO VO, ATOPEVYOVTOL GE
LIKPT] YPOVIKA OTOGTOCT) 0td TNV Yop1ynotn tov denosumab.
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To oyéodto dwyeipiong twv acBevav mov avarntuvocovy ONI tpénel va kabopileTon pe otevn
ocuvepyasio peta&y Tov Oepdmovtog 10Tpod Kot TOL 030VTIATPOL 1) TOV XEPOVPYOD GTOLOTOC LE
e&edikevon oe ONI'. @a mpémet va e&etaletan | Tpocwpivr drakonr| tng Oepaneiog Emg dtov N
KOTAGTOOT) VITOYWPNGEL KOl 01 GLUPAAAOVTEG TAPAYOVTES KIVOUVOL LETPLAGTOVV, OTAY aVTO gival
duvatov.

Oateovekpwon Tov éEw 0KODOTIKOD TOPOD

Oo1eovEKp®OT TOL £E® 0KOLGTIKOV TOPOL avaEépOnke e tn ypron denosumab. Xtovg mihavovg
TOPAYOVTEG KIVOUVOL 0GTEOVEKPWOGTG TOV £EM 0KOVGTIKOL TOPOL TEPIAaUPAvovToL 1 ¥p1ion
OTEPOEDDV KOl 1] ynue0bepameio, KA/ 01 TOTIKOT TOPAyOoVTEG KIVOUVOD OTT®MG KOTTO0, Aoipumén 1
TPOVUOTIGHOG. e acBevelg mov Aapfdvovv denosumab kot Topovslalovy GUUTTOUATE GTO AVTL, OTWS
YPOVIEG AOUDEELS TOV OWTION, TPETEL VO, AAUPAVETAL VTTOYT 1] TOAVOTNTO 0GTEOVEKPMGNG TOV EE®
OKOVOTIKOD TOPOV.

Aromo. koTaypoto. Tov unpioiov 0GTon

ATvmo KaTaypoTo Tov pnplaiov ootow £xovv avoaeepbei oe acbeveic mov Aapfdavovyv denosumab (PA.
Tapdypoo 4.8). ATuma KATAyHOTH TOV Unploiov 06ToY Umopovdy va GUUPOVV PETE amd LKpo 1|
KaOOAOV TPOVUATIGUO GTNV DTOTPOYOVINPLO TEPLOYN KOl GE TEPLOYES TNG dLdpLoNG Tov unptaiov. Ta
ouppdpata oot yopaktnpilovtol omd CLYKEKPIUEVE OKTIVOAOYIKA EVPTLOTH. ATVTO, KOTOYUATO, TOV
unplaiov 0otod £xovv emiong avapepbel og acbeveic pe GLYKeEKPIUEVEG TOONOELS GLYVOGTPOTNTOS
(.. averdpxela Prrapivng D, peopatogidn apbpitida, vropmseopaipio) Kot Le T XpHom
GUYKEKPIUEVOV QOPLOKEVTIKAOV TPOIOVTI®V (TT.). O1P0CQOVIKA, YAVKOKOPTIKOELDTN, OVAGTOAELS TNG
avtiog Tpomtoviov). Ta coppduata avtd govv exiong mopatnpndel yopic aviiamoppoPNTiKn
Oepaneia. [Tapdpota katdypata ta omoia £xovv avapepbel oe cuvdvacud Le Supwopovikd eivorl cuyvd
OUPOTEPOTAELPO, MG EK TOVTOV, TO AVTITAELPO UnpLoio 0oTovV Tpénel va e&etaotel og acbeveic mov
éhoPav denosumab Kot ov £xovv vVTooTEl KATAYHA TNE S1aPLoNG ToL unplaiov a&ova. H diakonr tov
denosumab cg acOeveic mov VIAPYEL LVITOYiN OTL £Y0oVV ATLTO KATAyLo unplaiov Oo Tpémel va
extiunBei ev avapovn g aloddynong tov acevi, pe Pdon v e€atopkevpévn a&loldynon tov
eoluyiov kivdhvov-opéiovg. Kotd m didpkela g Oepaneiog pe denosumab, ot acOeveic Oa mpémet
Vo EDOGONTOTOIOVVTOL MGTE VO OVAPEPOLY VEO 1 Un 6OV 0eg TOVO 6T0 UNpod, 1yio 1 6T PovPfovikn
xdpa. Ot acBeveic mov mapovcialovy Ta cuunTdOpaTe ovTd Bo TPEMEL Vo AELOAOYOUVTOL Y10 ATEAES
unpuoio KoTaypo.

Maxporpobeoun avtiamoppopntikn Oeporeio

H paxponpdfecun avriomoppoentiky Oepancio (cvuneptrappavopévov toco tov denosumab 6o kot
TV bisphosphonates) umopei va coppdiel 6e avEnpévo kivouvo yio averiBounteg EKONADGCELS, OTMG
0GTEOVEKPMOOT| TG YVAOOL Kol GTVTO KOTAYLOTO TOV UNpLeiiov 06100 AOYM TG OTLOVTIKNG
KOTOGTOANG TG 00TIKNG avakatackeung (BAEne mapdypago 4.2).

2oyyopnyodusvy Gspameio pe GAAG QOPUOKEVTIKG TPOIOVTA OV TEPIEYOVY denosumab

Ot acBeveic mov Aappdvouvv Bepancio pe denosumab dev Oa mpémet va avTipeToTiloviot TanTdYpOVa
pe Ao eoPRAKEVTIKE TPoidvTa oV TeP1Eyovv denosumab (Yo TNV TPOANYN T®V GKEAETIKMV
oVUPaUATOV G EVAAIKEG UE OCTIKEC LETOOTACELS OO GUUTOYEIS OYKOVC).

Yrepoofeorioyuio oe moudiatpixois aobeveis
To Prolia dgv O mpémet va, ypnoiponoteital o€ moudtoTpikovs aobeveis (Mikiag < 18). 'Exet avapepOet
cofapn vrepacPeotionpio. Xg OpIGUEVO TEPIGTATIKG KAVIKMOV SOKIUDY ELPAVIGTNKOV ETTAOKEG AOY®

o&eiag veppikng PAGPNS.

Iposidomonoeis yio, ta EKdoyo.

To eappako avtd mepieyel 47 mg copPirroing o kabs ml dwoivpartog. H abpoiotikn dpdon
GLYYOPTYOUUEV®V POPUAK®V TOL TEPLEXOLV GOPPITOAN (1] PPOLKTOLN) Kol 1] SILTNTIKY TPOCANYT
copPrroAng (M epovktdlng) o mpémel va AauPavovrol vady.

To eoppakevTikd ovtd TPoidv mepiEyetl Ayotepo and 1 mmol vatpiov (23 mg) avd 60 mg, sivol avtd
7ov ovopalovpe «eAevBepo vatpiovy.



45  Allemopdosic pe GALo QUPUOKEVTIKA TPOIOVTO Ko dAhes popeéc aiiniemiopaocnc

e pio peAétn aAlnienidpoong, o denosumab dev EXNPENGE TN PAPUAKOKIVITIKT TNG OaloAduNs, M
onoia petaforileror and to kutoypopa P450 3A4 (CYP3A4). Avtd vrodeikviet 6ti to denosumab
Ogv mpémet vo, LETAPAAEL TN POPLOKOKIVITIKY TOV QOPUOKEVTIKAOV TPOiovTV Tov petaforilovtot and
1o CYP3A4.

Agv vtapyovv KAvikd dedopéva oYeTIK Le TN cvyyoprynon denosumab kot Oepameiog OppOVIKNG
VIOKOTAGTACNS (016TPOYOVA), ®GTOGO 1 TOAVOTNTA POPLOKOSVVAIKAG dAANAETIOpaoT g Oempeital

XOUNAN.

Yg LETEUUNVOTAVOLOKES YUVOIKEG LUE OCTEOTOPMOT 1| PUPLOKOKIVITIKT KO 1] GOPLOKOSVVALUIKT] TOV
denosumab dev exnpedotnkay omd TNV Tponyovuevn Bepomeio pe alevopovarn, PAGEL TV dESOUEVDV
OV GLYKEVIPOON KAV amd pia perétn petafaong (amd aievdopovatn o denosumab).

4.6 Tovipétnra, KOO Kot yorovyio

Konon

Agv vrdpyovv oToygio 1 VIAPYOVY TEPLOPIGUEVO GTOXELD OYETIKA LE TN YPNoT Tov denosumab g
£yKveg yovaikeg. Meléteg og Lma £xovv dgifel avamapaymykn to&ikdmro (BA. mapdypoeo 5.3).

To Prolia dgv cuviotdton yio yp1ion o€ £YKVEG YOVOIKES KOl YOVOIKEG OVOTOPOYOYIKNG NAKING ToV deV
YPNOWOTO0VV avTIcOAAN Y. Ot yuvaikeg mpémet va kafodnyohviol dGTe va un Letvouv ykues Katd
TN SLAPKELN Kol Y10 TOVAQYIoTOV 5 pnveg petd tn Oepameia pe to Prolia. Ot dnoleg emdpdoeis Tov
Prolia givor mBovo va givat peyoddtepeg Kotd ) StdpKeLo TOL SEHTEPOV KOIL TOV TPITOV TPIUNVOD TNG
€YKVHOOHVNE KOOMDS T0 LOVOKAWDVIKA OVTICOUOTO LETAPEPOVTOL LEGHD TOV TAAKOVVTO LUE YPOUUIKO
TPOTo KOBMG eEEAIOOETAL 1] EYKLHOGVVT, LE TI UEYOADTEPT] TOGOTNTO VO LETOPEPETOL KATA TN
SLpKELD TOL TPITOL TPLUVOUL.

Oniacudg

Agv gival yvooto gdv to denosumab amekkpivetol 6to avOpOTIVO YaAo. MeAETEC GE YEVETIKA
TPOTOTONLEVOVS TOVTIKOVG 6TOVG 0mtoiovg £xel avaotaieli 0 RANKL pe yovidiokn petakivnon
(“knockout movtikog”) £dei&av 611 1 anovoia Tov RANKL (o ot6)0G ToU denosumab BA.

Tapaypo@o 5.1) Kot T SIIPKELN TNG EYKVUOGVVNG UTOPEL VoL EXNPEGGEL TNV opitoveT Tov palikoh
00EVO 00T YMVTOG OE PEIOT TNG TOUPUY®YNG YOAAKTOG HLETA TOV TOKETO (PA. mapdypapo 5.3). [pénet
va amopootlotel edv Oa Sakomnel 0 OnAacudc i Oa dakonei 1) Oepaneia pe Prolia, Aappdvovtoag vroyn
T0 6QEA0G TOV ONAacpoD Yo To veoyévvnto/Ppéeog Kat To 6perog ¢ Oepaneiag pe Prolia yio
yovaika.

Tovomo

Agv vrdpyovv dabéoya otoryeia yio TNy enidopactn tov denosumab oty avOpOTIVY YOVILOTNTO.
Meléteg og {da dev Katedei&av apeceg N Eppeceg emPrafeig emdpacelg otn yoviudtnra (PA.
napdypago 5.3).

47 Emdpacelg 6Ty tkavoTiTo 001]YN61S KO XEPIGHOD M OVI|LaTOV

To Prolia dgv éyetl kopia 1 Exel aonuovn eXiopact otV IKAVOTNTA 03NYNONE KoL YELPICUOD
unyovnudtoy.



4.8  AvemOoOunteg evépyeleg

20VoYN TOV TPOQIA aGQOAEINC

O o ovyvég mapevépyetes pe to denosumab (ov Exovv mapatnpnBei oe Tavo omd éva acbevn otovg
0éKa) eivot 0 LLOCKELETIKOS TOVOG KOt 0 TOVOG 6Ta. Akpa. Oyl cuyva TEPIOTATIKA KVTTAPITIONG,
OTAVL0L TEPLOTATIKA VAGPECTINING, VTEPELUIGONGING, 0GTEOVEKPMONE TNG YVAOOL Kot ATUT®V
Kotoypdtov tov pnpaiov 06tod (BA. mapaypdpovg 4.4 kot 4.8 — eptypapn ETAEYUEVOV
avemBopntov evepyeldv) £xovv mapatnpnbel oe acbeveig mov maipvovv denosumab.

ITwvoxomotUEVoS KOTGAOYOS OVETOV UNTMV EVEPYELDV

Ta dedopéva Tov Tivaka 1 kdTmOL TEPtypa@ovY avemBOUNTEG EVEPYELES O OTTOIEG avOPEPONKAY 0O
KAvikég dokipéc paong I kou 111 og acBevei pe ooteomopmon Kot acheveic e kapkivo Tov HOGTOD 1|
TOV TPOGTATN VIO OPHLOVIKO OTOKAEIGUO, KAUT] BOpUNTES OVOPOPES.

Mo mv ta&voumeon Tov averiBuunToy evepyeldv ¥pnotuonomonke n akdiovdn katdtaln (PA.
nivaka 1): modd ovyvég (= 1/10), ovyvég (= 1/100 émg < 1/10), oyt suyvég (= 1/1.000 £mg < 1/100),
onavieg (= 1/10.000 émg < 1/1.000), woArd ordvieg (< 1/10.000) kot un yvootés (dev umopovv va
extyumBovv pe Baon ta dwwbéotua dedopéva). Eviog kabe kotnyopiog cuyvoTnTog Kot Kot yopiog
0pYaVIKOD GLGTIILOTOG, Ol avemBOUNTES EVEPYELEC TapaTiBevTal Katd eOivovsa celpd coPapdtnrag.

Hivakag 1. AvemOopnteg evépyereg mov avaEpOnkay o€ aceveic pe osTeondpmon Kol ac0eveic
HE KOPKIVO TOV pHooTOD 1| TOV TPOGTATI VIO OPUOVIKO UTTOKAELGPLO

Katnyopia opyavikov Katnyopia ovyvétnrog | AvemBOunteg evépyseieg
CULOTILATOG COUPMVA ILE TN
Baon oedopnévovy MedDRA
AOUDEELS KoL TOPAGITMOGELS Xuyvég Ovporoipmén
Xuyvéc Aoluwén tov avmtepov
OVOTTVEVGTIKOD GUGTNLOTOG
Oyt cvyvég ExxoAnopatitdal
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2B\ nopdypago 4.4,

e pio GUYKEVIPOTIKT AvOAVGOT SESOUEVOV OADV TV EAEYXOLEV®V LLE EIKOVIKO QPAPUOKO LEAETOV
eaong I ko I, mapovsidotnke yprmmong GuVOPoOUn e adpo T0G0oTo enintmong 1,2% yia to
denosumab kot 0,7% yio T0 glkovikd eappako. Iapoti 1 dapopd avTh ELPAVIGTNKE LOVO GTN
GUYKEVTPMTIKN OVAALGT), OV ELPAVIGTNKE GTI GTPOUOTOTOUUEVT] AVAALOT).

IIeprypaen emAeyuEVOV oVETIOOUNTOV EVEPYEIDV

Yraofeoriouuio

e d00 EAEYYOUEVEG LE EIKOVIKO PAPLOKO KAVIKEG dokipég pdong I oe peteppunvonavclokésg
yovaikeg pe ooteondpwon, tepimov 0,05% tov achevav (2 otig 4.050) mapovsiocay peiwon twv
emmédov acPeotiov opod (katm and 1,88 mmol/l) petd amd tn yopnynon Prolia. Agv avapépOnke
ueimon Tov emmédwnv acfeatiov opov (katw amd 1,88 mmol/l) oe kapio amd T1g 000 eheyyOUEVES e
EIKOVIKO QapuaKo kKAvikég dokipéc eaong 11 e aobeveic vtod oppovikd amoxkieioud 1 oty
eleyyouevn Le eoviko edpuaxo kKiwvikn dokiun edong I oe dvdpeg pe ooteondpwon.

YV mepiodo PETH TNV KLKAOQOPI, GTOVIEG TEPIMTMOGELG GOPAPTC CUUTTMUOTIKNG VTAGPECTIOUIOG
LLE OMOTEAECLLO EICAYMYN GTO VOcokoueio, cupuPdvto ametAntikd yio tn {on kot Bavatnedpa
TEPIOTOTIKG EYovv avapepbel, Kupimg og acBeveic vynhov KvdHvou Yo vtacPestiopio Tov EAafov
denosumab, pe T0 TEPIGGOTEPQ TEPIGTATIKA VO, GVUPOIVOVY TIC TPDTES EPOOUAdES ammd TNV Evapén NG
Oepaneioc. [Tapadelypata 1oV KMVIKOV EKONADOGEDV TNG GOPOPNG CUUTTOUATIKNG VIUCPECTIONING
&yovv oupmepthafet mtapdraor tov daotrinotog QT, tetavia, emAnmrikés kpioelg kot petafindeica
vonTikn katdotoon (PA. mapdypapo 4.4). Ta copuntdpoata ¢ vracPestionpiog oe KAVIKEG LEAETEG
ue denosumab wepieldupavoy TapaicOnoieg  poikn dvokapyic, SEGUODGELS, CTAGUOVE Kot HOTKEG
KPOUTTES,

Aepuotirés Aoiuameig

e eLeYYOUEVES e EIKOVIKO PApPoKo KAViKEG dokipég @dong 111, 1 cuvolkn cuyvdtnTa peaviong
TOV SEPUATIKOV AOUMEEDV NTOV TOPOLOL0 GTV OUAON TOV EIKOVIKOV (papudiov Kot Tov denosumab
G€ UETEPUNVOTTAVGLOKES YOVOIKEG e 06TEOTOPOT (gtkoviKd @appaxo [1,2%, 50 otig 4.041 yvvaikeg]
évavtt Prolia [1,5%, 59 otig 4.050 yuvaikeg]), oe dvdpeg e 06TE0TOP®ST (E1KOVIKO Pappoako [0,8%,
1 otovg 120 Gvdpec] évavt Prolia [0%, 0 otovg 120 avdpeg]), oe acbeveic pe Kapkivo Tov poctov 1
TOV TPOGTATN VIO OPLOVIKO OTOKAEIGUO (E1KOVIKO @dppoko [1,7%, 14 otovg 845 acbeveig] évavrt
Prolia [1,4%, 12 otoug 860 acbeveic]). Aepuatikég AOUDEELC TOL 00N YNGOV GE EIGAYWYN GTO
voocokopeio avapepdnkav oto 0,1% TV HETEUUNVOTOVGIK®OY YOVOIK®OV [LE 0GTEOTOPWOT] TOL
éhapav eucovikd eapuaxo (3 otig 4.041) évavt 0,4% tov yovoikdv mov éhaPav Prolia

(16 ot 4.050). Avtd T0 TEPIETOTIKA HTAV KOTA KOPLo AdYo Kuttapitida. Ot deppotikéc AoudEelg mov
avapépOnkav g coPapég avemBounTeg EVEPYEIEG NTAV TAPOUOLIEG TNV OUASM TOV EIKOVIKO
eoppaxov (0,6%, 5 otovg 845) kar v opdda tov Prolia (0,6%, 5 otoug 860) o1ic pedétec Tov
TpoyuatoromOnkay o€ acbeveic e KOpPKivo TOV HOGTOV Kol TOV TPOGTAT.

Octeovérpawon e yvafov

ONTI avagépbnke omavia, o€ 16 acbeveic, og KAvikég dokuég e acheveic e 00TEOMOPOOT KUl GE
acOeveic pe Kapkivo TOL HOGTOD 1) TOV TPOGTATN VO OPUOVIKO OTOKAEIGUO GUUTEPIAAUPOVOUEVOY
ouvolikd 23.148 acBevav (BA. Tapdypapo 4.4). Askotpia and Ta tepiotatikd ovtd pe ONIT
EUPAVIOTNKOV GE UETEUUNVOTOVGLOKES YOVOIKES LLE 0GTEOTOP®ON KOTd T dtdprela Tng eaong I
peAétng eméktoong émetto, and Oegpaneio pe denosumab ¢ ko 10 €. H cuyvotnto epedvionc g
ONTI ftav 0,04% ota 3 €1, 0,06% ota 5 £t ko 0,44% ota 10 £t Oepaneiog pe denosumab. O
kivouvog g ONI aw&averar pe ) didpketa g éxbeong oto denosumab.

O «ivévvog g ONI a&loroynOnke eniong 610 TAGIGIO OVUSPOUIKNG LEAETNC KOOPTNG HETOED

76.192 petepuMvoTovGlOK®OV YOVAIK®Y TToL glyav apyicel mpdoeata Oepancia pe Prolia. H cuyvotnta
eppdviong g ONI frav 0,32% (95% dudoua epmotoovvng [CI]: 0,26, 0,39) peta&d Tov acbevav
7ov giyav AdPet denosumab yio dtdotnpa £og ko 3 £t ko 0,51% (95% CI: 0,39, 0,65) ueta&d tov
acBevav mov eiyav AdPer denosumab yia dStdoTnua £0¢ Kot S £t mwapokolovOnonG.



Arora karaypato oo unpioiov 0eTod
210 KAMVIKO TPOYPAUUA TG 0GTEOTOPOOTG, ATLTO KATAYLLATO TOV UNPLoioL 0GTOV £(0VV AV
avapepel og acbeveic mov édapav Bepameia pe denosumab (PA. mapdypago 4.4).

Exxolrwuotitioa

e pio eAeyyOLEVT] LE EIKOVIKO QApUaKo KAVIKN dokiur| edong 1T mov mpaypatomombnke o acbeveig
IE KapKivo Tov Ttpoctdrn mov Adppavay Bepaneia otépnong avopoyovev (ADT), mapotnpnonie
dvcavoroyia 6Tl avemBOUNTEG EVEPYELEG TOL OPOPOVGAY TNV ELEAVIOT) eKkkoATtopatitidas (1,2% pe
10 denosumab, 0% pe o ekovikd eappoko). H cuyvotnta epeaviong tng eKKoATopaTitidong oy
ocvykpioyn peta&d TV opddmV BepUTEinG GE LETEUUNVOTOVCIOKEG YOVAIKEG 1) AVOPES e
0GTEOTOPMOT] KOl GE YUVAIKEG TTOL VIOPAALOVTAV GE Begpameia Pe OVOIGTOAELS APOUATAOTG Yo U
LETACTATIKO KOPKIVO TOV HOGTOV.

2yeti{OUEVES LUE TO POPUAKO AVTIOPATEIS VTEPEVOLTONTIAS

210 peteyKplTikd TePPAALOV, OAVIEG TEPIMTAOGELS GYXETILOUEVNG LLE TO GPAPLAKO LITEpevaLIGOnGiag,
coumeptAapPavorévev Tov e£avOnUaTog, TG KVIO®GoNGS, TOL OWNLOTOS TOL TPOGHOTOL, TOV
€PLONUATOC, KO TOV OVOQVAGKTIK®Y 0vTIOpdcemV £xovv avaeepbel oe acbeveig mov Aaufdavouvy o
Prolia.

Mvookeletikog movog

MvooKeAETIKOG TOVOC, CLUTEPILOUPOVOUEVOV COBOPDY TEPICTOUTIKAOV, EXEL avapepbel o aobeveig
nov éhaPav Prolia otnv mepiodo petd v KukAo@opia Tov. Xe KAVIKEG SOKIUES, O LVOGKEAETIKOG
TGVOG NTOV TTOAD GLYVOG TOGO GTNV OpAde Tov denosumab GGO Kol TOV EIKOVIKOD QUPUEKOV.
MvooKeLeTIKOG TOVOC TOV 0dNYEL 6€ dlakon| Tng VIO peAéTn Bepameiog NTav 6L GLYVOG.

Aetynvoeron popuoresvtixa eCovlnuozo.
"Exovv avagepOei Aeyynvoeldn papuakeutikd eovinuota (1., avTidpacELS UE EIKOVO OUOAOD

Aeymva) og aobeveig oty mepiodo UETE TV KUKAOPOPIL TOV PAPUAKOV.

AM\ot 1010l tAnfuopoi

THoidratpirog ninBoouog

To Prolia dgv Ba mpémet va ypnoponoteital og ToudtoTpikods acheveig (Mikiag < 18). ‘Exet avapepbel
cofapn vrepacPeotionpio (PA. Tapdypapo 5.1). Ze optopuéva TEPIGTAUTIKA KAVIKOV SOKIU®OY
eppaviotnKoy emmAokég Adym o&elag veppikng PAGPNS.

Negpixn dvoiertovpyio,

e KAwiKéC peréteg, ol acbeveic pe cofapn veppikr dvcieitovpyio (kKdBapon KpeoTvivng

< 30 ml/min 1} avtoi mov vroPdAroviay oe eEmveppikn KaBapor, SéTpeyov peyorlutepo kivouvo
vracPeotiopiog ov dev AMaupavay copmAnpopata acpectiov. H enapkng apdcinyn acfectiov kot
Brrapivne D etvar onpavtiky oe acbeveic pe coPapn veppikn dvcAettovpyia 1| oe acbeveic mov
vrofdrrovtar o eEmveppikn kaOBapon (PA. mapdypago 4.4).

Avopopb mOavorloyolLEVOV avETIOOUNT®V EVEPYELDV

H avagopd mbovoroyodpuevev avemBountov evepyeidv PETA amd TN YopnyNon Gdelg KuKAoQopiag
TOV QUPUOKELTIKOD TPOiOVTOG eivan onpavtiky. Emitpénetl t cvveyn mapakorlodOnon g oyxéong
0PEALOVC-KIVOVVOL TOV QOPUOKEVTIKOD TTPOIOVTOC. ZNnTeital omd ToOuG EXOyYEAUNTIEC VYELOC VO
aVaPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOL EBVIKOV GUGTHLLOTOG
avapopdg mov avaypdeetol oto [apdptnua V.

49 Ymepdooolroyia
Agv vapyet epmelpior pe vrepdocoroyia o€ KAvikég peétec. To denosumab éyet yopnynOei o

KAMVIKEG peléTeg ypnopomolmvtag 06oelc £o¢ 180 mg kdbe 4 efoopadeg (abpoloTikéc S00ELS EMC
1.080 mg oe ddotnuo 6 unvav) kat dgv TopatnpROnKoy emmAEov avemBOUNTEC EVEPYELEG.


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

5. DOAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppoKodVVOPNIKES 1OLOTITES

Ddappokobepamentikn katnyopio: Pdappoka yo Oepaneio Tadfcemv TV 06TOV - AAAX QAPLLOKO [LE
dpdon o1o petafoicud TV ootmv, kKodikog ATC: M05SBX04

Mnyaviopdc dpdong

To denosumab givat éva avBpodmivo povoxlmvikd aviticopo (IgG2) mov oToyevel Kot GUVOLETAL [IE
VYN ovyyévela kot edtkotnTa pe to RANKL, mpoiapfavovtog tnv evepyonoinot tov vrodoyEa
tov, To0v RANK, otnv empdvela Tov TpddpopmV 0GTEOKANSTOV KOl T®V 00TE0KANCTMOV. H
mopeunodion g aAinienidpaong RANKL/RANK avactéliel Tov oynuotiopod, T Aettovpyio Kot v
eMPioon TV 06TEOKANGTAOV, LEDOVOVTAG LE VTOV TOV TPOTO TNV OGTIKY aToppOPN ot TOGO 6T
cuumayf] 660 Kol 6Te GToYYMON 0GTAL.

DopuaKodVVOUKES ETOPACELS

H 0epoameio pe Prolia peimoe ypriyopa. o puOpd 06TIKNG AVOKATAGKEVTG TTOL PTAVELOVTAG OTN
YOUNAOTEPT TN GTOV 0pd Y TOV SEIKTN 0GTIKNG amoppopnong tomov 1 C-tehomentidwn (CTX)
(ueiowon 85%) v 3n nuépa, evd n ev AOoym peimon dratnpnnke KaBoAo 10 S1doTNU LETAED TMV
docemv. Metd to mépag kdbe pecodlaoThatog yopnynong, n ueiwon tov CTX petprdotnke ev uépet
amo TN péylot peioon tov > 87% oe > 45% mepinov (€bpog 45-80%), deiyvovtag tnv
avaoTPEYILOTNTOA TOV EMOPAGE®Y TOL Prolia 6TV 06TIKY 0VOKATAGKELT] TTOL CTUELDMVETOL LLE TN
peimon TV eMIédmv ToL 6ToV 0p0. AVTEG 01 EMOPAcELS dautnpnOnkay 6o cuveyldtav 1 Bepaneia.
O1 deikTeC 0GTIKNG EVOALUYNG EPTOCAY GE YEVIKEC YPOUUEG 0T emimeda tpLy and T Oepaneio o
dtloue. 9 unvov petd v terevtaio d6on. Katd tnv emavayoprynon, n peimon tov CTX amd to
denosumab ftav Topdpota pe avt Tov mapatnpndnke og acbeveig mov apyilovv Bepaneia pe
denosumab yia TpdTN POpPE.

Avocoyovikdtnta

Y& KAWwiKEC peAéteg, Oev Exouv Tapatnpnel e£ovdetepmTIKA avTic®paTo Evavtt Tov denosumab.
Xpnotponolidvrag po evaichntn avocoroyiky aviivon tocootd < 1% twv acbevdv mov Erafav
denosumab yia SidotTnpa Emg 5 £t Ppébnkav Betucol oe pun e£ovdeTEpOTIKE SEGUEVTIKA AVTIGMULOTOL
0PI evOei&elg LETABOANG TS POPUOKOKIVITIKNG, TNG TOEKOTNTOG, 1] TNG KAVIKNG aVTAmTOKPIoNG.

KAwikn omoteAeouatikOTNTO Kol 0COAAELN GE LETEUUNVOTOVGLIUKES YOVOIKEC LE 0GTEOTOPWOT)

H amotelecpatikomta Kot 1 ac@aieto, Tov denosumab yopnyoOUEVOL o POPE. GTOVG 6 UNVES Yia

3 &€t diepevvnOnke og petepunvoTovctlokeg yovaikeg (7.808 yuvaikeg niwkiag 60-91 etmv, amod Tig
omoieg 23,6% eiyav xvpla Katdypota g omovOLAKNG 6TAANG) pe T-score 0oTIKNAG TLKVOTNTOG
(BMD) g 06¢uiKN¢ Hoipag TG 6TOVOLAIKNG GTHANG 1 TOL OAIKOV 1o)iov Kot TV Evapén g
aywoyng petaly —2,5 kot —4,0 kot péon andivt 10et) mboavotnta Kotaypdtov 18,60% (dekatnuopla:
7,9-32,4%) ywo. peiovo 06TE0mOp®TIKA KoTdypato Kot 7,22% (dexatnuopia: 1,4-14,9%) ya
Katdypota tov woyiov. [uvaikec o1 omoieg émacyav amd alieg acbéveieg 1 AauPavoy Bepoameieg Tov
umopel va emnpedlovv Ta 00Td amokAeioTnKoV amd T cuyKeKpLuévn ueAét. Ot yuvaikeg Adufovay
ocvpumAnpopata acPecstiov (tovidyiotov 1.000 mg) ko Prrapivig D (tovAdyiotov 400 1U)
KaOnuepva.

Eridpaon oo omoviovlika. xotdyuoro.

To Prolia peimoe onpoavtikd tov kivduvo vémv 6TovouvAKOV KoToyudtov petd and 1, 2 kot 3 £t
(p <0,0001) (BA. wivako 2).
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ivaxag 2. Enidopacn tov Prolia 6Tov Kivouvo vé@V 6TOVOVMKAOV KATOYRATOV

[MoGo616 yovokmv pe kdroyua (%) Meiwon tov Meiwon tov
Eucovikd pappaxo Prolia ATOAVTOL KIVOUVOL | GYETIKOV KIVOUVOL
n=3.906 n=3.902 (%) (%)
(95% CI) (95% CI)
0-1 érog 2,2 0,9 1,4 (08,19 61 (42, 74)**
0-2 ¢t 5,0 14 3,5(2,7,4,3) 71 (61, 79)**
0-3ém 7,2 2,3 4,8 (3,9, 5,8) 68 (59, 74)*

*p < 0,0001, **p < 0,0001 — diepevvnTikn ovdAvon

Eridpaon aro korayuozo tov 1oyiov
To Prolia enédeiée oyetikn peimon tov Kivdhvov KoTdyuatog Tov woyiov katd 40% (ueiowon tov
arolvutov Kvdvvov katd 0,5%) oe ddotnua 3 etov (p < 0,05). H suyvétnta eppdviong tov
KaTOyRATV Tov 1oyiov ntav 1,2% oty opudda tov ikovikod eappakov évavtt 0,7% otnv opdda tov

Prolia ota 3 ypoévio.

Xe pia post-hoc avédAvon og yovaikeg > 75 et@v, damotddnke pe 1o Prolia peimon tov oyxeticod
Kvdvvou katd 62% (1,4% peimon tov amdlvtov Kivdvvov, p < 0,01).

Eridpaon oe 64a to. KAviKG. KOTAyUOTO
To Prolia peimoe onuavtikd ta kotdypota oe OAa To £id1/0Aeg TIC 0pddeg katayudtov (PA. mivaka 3).

ivaxag 3. Exiopacn Tov Prolia otov kivouve KMVIKOV KaTaypdtov g dtdetnpo 3 eTdv

[Tocooto yovoikdv pe kataypo | Meimon tov Meiwon tov
(%)* AmTOALTOL OYETIKOD
Ewcoviko Prolia Kwdovou (%) | kvddvov (%)
QAPUOKO n=3.902 (95% ClI) (95% CI)
n =3.906
Omoodnmote KAvVIKO KéTaypal 10,2 7,2 2,9(1,6,4,2) 30 (19, 41)***
KAwvikd 6moveuAikd KaTorypa. 2,6 0,8 1,8(1,2,2,4) 69 (53, 80)***
Mn-cmovéuiikd KéToypo? 8,0 6,5 15(0,3,2,7) |20 (5, 33)**
Meilov un-cmovouiiko 6,4 5.2 1,2(0,1,2,2) 20 (3, 34)*
Kéroypal
Mzeilov 06T€0T0p®OTIKO 8,0 53 2,7(1,6,3,9) 35 (22, 45)***
Kéroypo?

*p < 0,05, **p = 0,0106 (devrepedov teliné onueio mov ooumepidnpOnke oe mollamin mpocopuoyn),

***p < 0,0001

* Zuyvotnta gpeavions avemBountov gvepyeldv Paoel ektipunoemv Kaplan-Meier ota 3 ypovia.

! IepilopPéver to KAvicd omovSvuAikd Kot pn -GrovSuAIKE, Koty LoTa.
2 Aev meptAapufavel To KATAYIOTO TOV GTOVODAMY, TOV KPOVIOV, TOV TPOGAOTOV, TG KAT® Yvadov, Tov
UETOKOPTION, KO TOV QUALYY®V TOV OUKTOAMV TOV YEPUDYV KAl TV TOOLDV.
3 TTeprhopPavel T KOTAYHOTO TG TVEAOD, TOL GIIe GKPOL TOV PNPLeiov, Tov eyyHg TUAIATOC THE KVAHNG, TOV
TAELPAOV, TOL £YYVS Bpaytoviov, Tov avtifpayiov, Kot Tov 1oyiov.
4 TTepthopPavet To KAVIKG GTTOVEVALKE KOTayLOTO, TO KOTAYLLOTO TOV 16)i0V, Tov ovTipayiov, Kot Tov
Bpayroviov, 6nmg opilovtat amd tov [TIOY.

e yovaikeg pe ootikn mukvotnto (BMD) tov avyéva tov punplaiov katd v évapén < -2,5, to Prolia
peimae Tov Kivouvo Un-cTovouAKaVY Kotayudtov (peimon Tov oyxetikod Kivdvvov kotd 35%, peioon
oV amdAVTOL KIvdHvoL Katd 4,1%, p < 0,001, diepgovnTiky avaivon).

H peimon g ovyvotrag epeavions vEmv 6movOLAMKOY KOToyUAT®V, KATOYHAT®VY TOV 10Yi0V Kot
UN-0TOVOLAIK®OV Katoyudtov amd to Prolia oe Sidotnpo 3 etdv Tav otabepn) ave&oaptiTOg TOL
10-g100¢ KIVOOVOU KATAYUOTOG KATO TNV Evapén TG ayoyns.
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Ernidpaon oy ootikn moxvotnto

To Prolia avénoe onuavtikd v ootikn mokvotnta (BMD) og 6)eg T1g kKAvikég BEaelg Tov
HETPNONKOV, EVOVTL TOV EIKOVIKOD Qapudkov petd omd 1, 2 ko 3 €. Ze didotua 3 et@v 1o Prolia
avénoe v ootk Tokvotnta (BMD) xatd 9,2% oty 06Quikn poipa tg omovovAkng 6tAng, 6,0%
610 0MKO wyio, 4,8% otov avyéva tov punpraiov, 7,9% ctov Tpoyaviipa Tov 1oyiov, 3,5% oto dnw
TPLITUOPLO TG KePKidag kat 4,1% o610 0Akd odpa (OAeg ot Tipég p < 0,0001).

Xe KAMvIKES peréteg Yo Tnv e&étaon tov emdpdoemv ¢ dtakonrg tov Prolia, n ootikn mokvotnta
(BMD) enaviABe oxedov ota enineda mpv omd ) Bepaneio og dibotnua 18 pnvav amd v tekevtaio
d00™ Kol TOPEPEIVE TTAVO OO OV TE TOV TOPATPHONKAY KOTA TN YOPTYNOT EIKOVIKOD QUPUAKOV.
Avtd ta otoyyeia deiyvouy 6Tt amateitan 1 cvveyng Bepaneia pe to Prolia yia tn Statrpnon g
dpdiong tov papuakevTiKol Tpoidvtos. H emavoyyoprynon tov Prolia enépepe mapopoa opéAn otnv
ootikn Tokvotnta (BMD) pe avtd mov tapatnpndnkav 6tav to Prolia yopnynbnke yia mpmtn Qopd.

Avoryth ueAéty eméxraons yio v Oepormeio THS UETEUUIVOTTODGIOKHS OOTEOTOPWCHS

e ouvolo 4.550 yovarkdv (2.343 Prolia kot 2.207 1kovikd QApPLOKO) 01 OTToleg Exocav Oyl
TEPLOCOTEPES OO ULt OOGELG TOV VIO EPELVO PUPLOKEVTIKOD TPOTOVTOC GTNV KEVIPIKT UEAETT] TOV
TEPIYPAPETAL TOPATAV®D KOl OLOKANPOGAV TNV EMICKEYT] 6TOV UNva 36 TNG PHEAETNG CLLPMVNGOY VO
GUULETAGYOVV GE LLa 7€TY], TOAVEDVIKTY, TOAVKEVTPIKT|, OVOLYTY], EVOC CKEAOVG LEAETN EMEKTOONC V10!
v a&loAdyNon NG LaKPOTPOOEG NG OCPALELNG KOl amoTEAEGLOTIKOTNTOG TOV Prolia. O\eg ot
Yovaikeg otV pHeAETn eméktaong enpokerto vo Adfovv Prolia 60 mg ke 6 uiveg kabd¢ kot acPEcTio
nuepnoing (tovidyotov 1 g) xon Preapivn D (tovidyiotov 400 IU). Zuvorkd 2.626 acBeveic (58%
070 TIC YOVOUKEG TOV GUUTEPIANPON KOV GTN UEAETT EMEKTACTG, ONA. 34% T®OV YOVAUK®OV TOL
CLUTEPIANEONKAY GTNV KEVTPIKT] LEAETT) OAOKAN POV T1 LEAETT EMEKTACTG.

2tovg acBeveig mov haPav Prolia yio 10 €t BMD avénfnke amd v apyikn Ty avoeopas oty
Kevipikn perétn katd 21,7% oty ocQuikn poipa e omovevAkng othing, 9,2% oto oAkd 1oyio,
9,0% ctov avyéva tov pnplaiov, 13,0% otov tpoyavnpa kot 2,8% 610 Gmm TPITUOPLo TG KEPKIOAS.
H péon tyun T-score ootikng mukvotntag (BMD) g ocouikng poipag tng omovoviknig 6TNANG 610
TEAOG NG HeAéne fTav —1,3 og acleveic mov EhaPav Oepameia yia 10 €.

H ocvyvomta epedviong kataypdtov agloloyndnke g teAkd onpeio acedieiog ahid 1
OTTOTELECLATIKOTN T GTNV TPOANYN TV KATAYHATOV OV Umopel va ektiunfel Adym tov peydlov
aplOov SLOKOTMV KoL TOV GYESUCUOV TNG MEAETNG avolyTov TOov. H cwpevtikh cuyvotnta
EUPAVIONG VEDV OTOVOLAIKMV KOl [11] GTTOVOLAMK®OV KOTOYHATOV NTaV Katd Tpocéyyion nepinov 6,8%
kot 13,1% avtiotolyms, o acbevelg mov mapéuevav oe Bepamneia e denosumab yio 10 €

(n = 1.278). Acbeveic mov dev OAOKAN PGV TN HEAETN Yia 01010870 TE AOYO ElYav LYNAGTEPOL
TOGOOTH KOTAYUATOG KOTA TNV Oepameia.

Agxozpio mEPIoTATIKG 06TEOVEKP®ONC TNG YVaBov (ONI) ta omoia emAvONKay Kot dvo dTvmo
KOTOYILOTO TOV UNPLoiov 06Tov T 0moia emADONKaAY, GUVERN GOV KOTA TN SIUpKELD TG LEAETNG

EMEKTAONG,.

KAMvikn) omoTeAeoLaTIKOTNTO KOl 0GQAAELD GE AVOPEC LUE OGTEOTOPWCT

H amoteleopatikdotnta Kot n ac@dieio Tov Prolia pia gopd otovg 6 unves yia 1 étog diepeuvnniav
ot 242 Gvdpec nhuciog 31-84 etdv. AcOeveic pe eGFR< 30 ml/min/1,73 m? anoxAeictnkov and ™
doxiun. Ohot ot dvdpec Edafav kabnuepva coumAnpoue acpectiov (tovAdyiotov 1.000 mg) kot
Brrapivng D (tovAdyiotov 800 1U).

H xdpra petafintr g amoteAeGLOTIKOTITOG NTOV 1 EKATOOTION LETOPOAN TG OGTIKNG TUKVOTNTOG
(BMD) otV 06uikn poipa tng oTovOLAIKNG 6TNANG, Ogv a&loloynOnke 1 amoTEAEGLOTIKOTITO T
katdypata. To Prolia abénoe onuavtikd v ootikn mokvotnta (BMD) og 6Aa ta kKAvikd onpeio
oMoV UeTPNONKE, GE oXEGN WE TO EIKOVIKO APIOKO 6TOVG 12 unveg: 4,8% oty 06QLIKT oipo g
OTOVOVATIKNG 6THANG, 2,0% 670 0AKd 1oYio, 2,2% oTov avyéva Tov unplaiov octov, 2,3% otov

TPOY VTN PO, TOV 15Yiov, Kot 0,9% oTo dr® Tprtnuoplo tng kepkidog (0Aeg ot Tiuég p < 0,05). To Prolia
avénoe v ootk Tokvotta (BMD) Tg 0o@uikng Loipag TG OTOVOLMKNG GTAANG od TV apyIKn
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i 610 94,7% 10V avdpav oto 1 étoc. Enuoviikég avénoelg oty ootiky mokvotnto (BMD) oty
0GQLIKT Hoipa TG OTOVOLAIKNG GTHANG, TO OALKO 16Y{0, TOV ayEva TOL UnpLeiov 0GTOY Kot ToV
TPOYOVTAPO, TOV 1oiov TapatnpriOnkay otovg 6 unveg (p < 0,0001).

IotoAoyio 06TO0 G UETEUUNVOTTOVGLOKES YUVOIKES KOL AVOPEC LUE OOTEOTOPMON

A&oloynOnke 1 16TOAOYIO TOV 0GTAOV GE 62 UETEUUNVOTTAVGIUKES YUVOIKES |LE OGTEOTOP®OT 1|
yopmAn ootikn pala petd amd 1-3 xpovia Bepameiog pe Prolia, o1 omoieg eite EAafav yio TpdTN Popd
Bepamneia yio TV ooteondpwon gite giyav AdPel mponyovpévag Bepaneia pe akevopovarn. Ievivia
EVVEN YOVOIKEC GUUUETETYOV TNV LITO-UEAETN pe Ployia 0oTdV oTovg 24 pnveg (n = 41) /Kot otov
unva. 84 (n = 22) tng HeEAETNG EMEKTACTG GE UETEUUNVOTOVGLOKES YOVOIKEG e 0oTEOTOp®ST). H
oToAoYio TV 06TAOV a&loAoynOnke eniong oe 17 dvopeg pe ooteomdpwon petd amd 1 xpovo
Oepaneiog pe Prolia. Ta anoteAéopata tng froyiog 00TmV £0€1E0V PUGIOAOYIKY OPYITEKTOVIKT] KO
TOLOTNTA TOV 0GTMV, ¥®Pig eVOEIEELS dOTAPOUYDY TNE EMUETAAADOTG, WVDOOVG TOPOV 1] VOGNS TOL
poerov. Ta 16TOHOPPOUETPIKA EVPTUATO OTT) LEAETN EMEKTACNG GE LETEUUVOTOVGLOKES YOVOAIKEG e
00TEOTOPMOT] £de1EaV OTL Ol AVTIATOPPOPNTIKEG EMOPAcELS Tov Prolia, dmwg peTprOnray pe
oLYVOTNTO EVEPYOTIOINGTG Kal pLOUSd 0GTIKOD GYNUOTIGHOD, dtaTnpNONKay Ue TV Tapodo Tov ¥povov.

KAwvikn omote A eoHOTIKOTNTO KOl 00QAAELQ o€ 0.00eVvEIC LE 0OTIKN anMALLN TOL oyeTileTan UE TN
oTEPNGN VOPOYOVMV

H amoteleopatikdotnta Kot n acedieto Tov Prolia yopnyobuevov po gopd otovg 6 punveg yio 3 €t
dlepeuvninke oe AVOPES LLE 1IGTOAOYIKA EMPERUIOUEVO UM LETACTOTIKO KOPKIVO TOV TPOGTATT TOV
Aapupavay Oepaneio otépnong avopoydvev (ADT) (1.468 dvopec nhikiag 48-97 etdv) mov diétpeyav
avénpévo xivéuvo katdypatog (mov opiletar wg niwia > 70 etdv 1} < 70 etdv pe T-score ooTiKNg
nmokvotntag (BMD) g oopuikng poipag tng 6movovAkig GTHANG, TOL OAKOV 1G)I0v 1] TOL oVYEVa
Tov unpiaiov < -1,0 1§ 16TOPIKO 0GTEOTOPMTIKOL KATAYOTOC). OAot 01 Avdpeg Adupavay
cvumAnpopata acPectiov (tovAdyiotov 1.000 mg) ko Prrapivig D (tovAdyiotov 400 [U)
KaOnpepvd.

To Prolia avénoe onuavtikd v ootikn mokvotnta (BMD) og 0Aeg Tig KAvikég BEcelg Tov
petpnOnkav, oe oyéon pe ) Bepaneio pe g1kovikd eappaxo ota 3 xpovia: 7,9% otnv ocpuikn poipa
NG GTOVOLAIKTG GTAANG, 5,7% oT0 0AMKO 1010, 4,9% oTOoV Cwyéva Tov unpaiov, 6,9% ctov
TPOYOVTAPO. TOL 1010V, 6,9% 610 A TPLTNUOPLo TNG KEPKIdag Kot 4,7% 610 0AO cdpa (OAeS O
Tipég p < 0,0001). Xe pio TPOOTTIKA TPOYPALUATIGUEVT] SLEPEVVNTIKY| OVAALGT, TapaTnpnOnice
ONUOVTIKN avENoN TG 00TIKNG TukvotnTog (BMD) tng 0opuikig Loipag TG GTOVOLAIKNAG GTHANG,
TOV OAKOV 16Y{0V, TOV CVYEVO TOL UNPLEIOV KOl TOV TPOYAVTINPO. TOL 1o)iov péca o€ 1 HoOAIG uiva
UETE TNV opyIkn 60T,

To Prolia enédei&e onuavtikg peimon Tov oeTikod Kivoivov vEmV 6TovOVAKGOY Katoyudtov: 85%
(neimon Tov amdAvToL KIvduVoL Kkatd 1,6%) oto 1 €0, 69% (Ueimon Tov amTdAVTOV KIVOVVOL KOTO
2,2%) ota 2 £t ko1 62% (ueimon Tov amdAVTOL Kivdvvov katd 2,4%) ota 3 £t (OAeg Ot TIHES

p <0,01).

KMvikn omoteAeouatikdTnTo Kol 0oQaArslo o€ acHeveilc Ue 00TIKN andAElo TOL oyeTileToL LE TN
CLUTAN PO UOTIKY Oepameio e 0VOSTOAELS TNEC OPWOUATAOTC

H amoteleopatikotnta Kot 1 ac@aieio, Tov Prolia yopnyobuevou o gopd 6toug 6 punveg yia 2 £t
OlEpELVNONKOY GE YUVOIKEG [IE UN-HETOCTUTIKO KAPKIVO TOL HaoTo (252 yuvaikeg nAtkiog

35-84 gtdv) kau T-score ootikng mokvotntog (BMD) g 06@uIKNC Hoipag TS 6TOVOVAIKNG GTAANG,
TOV OALKOV 160V 1) TOV ayEVE TOL unplaiov katd v évapén e ayoyng uetalo -1,0 kot -2,5. Oleg
ot yuvaikeg Adpfovay copumAnpouatiky ayoyn aofeostiov (tovAdyiotov 1.000 mg) kot Prrapivng D
(tovAdyiotov 400 IU) kabnuepva.

H xdpra petafint omoteAeouaTiKOTNTOG NTOV 1] TOGOCTIONN LETAPOAT TNG OOTIKNAG TUKVOTNTOC GTNV

0GQLIKT Hoipa TG oTovOLAIKNG oThANG (BMD), evd dev a&loroynOnke n amotehespoTikéTnTe KATA
TV Kotayudtov. To Prolia avénoce onpavtikd tv ootikn tokvotnte (BMD) og 6Aeg Tig KAviIKEG
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Béoeig mov petpndnkav, oe oxéon e T Bepamneia pe ewovikd pdpuaxo ota 2 xpovia: 7,6% oty
0GQLIKY poipa TG OTOVOLAIKNG 6THANG, 4,7% 610 oAk 1oyio, 3,6% oTov avyéva Tov pnpaiov, 5,9%
GTOV TPOYAVTINPA TOL oyiov, 6,1% ot0 anw TpITNUdPLo TS KepKidag Kat 4,2% 610 0AKO GO (OAEG
ot Tipég p < 0,0001).

Oepameio TNC 0OGTIKNC OTMOAELOC TOV oYeTILETOL LE CLOTNUATIKN Oepomeio Ue YAVKOKOPTIKOELON

H amotelecpatikotnta Kot 1 acedaieia tov Prolia diepevviOnkay oe 795 acbeveig (70% yovaikeg kot
30% davopec) niikiog 20 émg 94 etadv mov hafav Bepameia pe > 7,5 mg mpedvilovng yopnyoduevng
NUEPNGI®S 0md TOL GTOUATOG (1] IGOSVVALOV).

Meietnkav 600 vromAnbvcpoi: cuvéyiong g Bepameiog pe yAvkokoptikoedn (= 7,5 mg
TPeIVILOVNG 1 100OVVALOV NUEPNGIMG Y10 > 3 PVES TTPLV TNV EYYPOOT 0T LEAETN, n = 505) Kot
évapéng g Bepameiog pe yAvkokoptikoewn (> 7,5 mg npedviovng 1 160d0VOLOD NUEPNGIMS Yo

< 3 pnfveg mTpwv TV £yypapr otn perétn, n = 290). Ot acBeveic Toyoomomdniay (1:1) yio va Adfouvv
eite Prolia 60 mg dma& vrodopimg kKabe 6 pnveg gite 5 mg risedronate dna nuepnoing amd Tov
oTOUATOG (OPACTIKO QAPLOKO EAEYYOV) Yo 2 £T1. Ot acBeveic AduPavoy COUTANPOUATIKY aymyN
acPeotiov (tovAdyiotov 1.000 mg) kot frrapivng D (tovidyiotov 800 1U) kabnuepivd.

Eridpaon otnv ootk moxvotyzo, (BMD)

Y1ov vomANBLoUd GUVEKIoTG TG Bepameiog e YAVKOKOPTIKOELDTN, TO Prolia katédei&e peyaivtepn
avénon g ooTikng Tukvotntag (BMD) g 06¢puikig poipag Tng 6movOuAIKNG GTAANG GE GUYKPLoN
ue 1o risedronate oto 1 £tog (Prolia 3,6%, risedronate 2,0%, p < 0,001) kot ota 2 €t (Prolia 4,5%,
risedronate 2,2%, p < 0,001). Ztov vronAnbvoud évapéng tng Oepanciog pe YALDKOKOPTIKOELT, TO
Prolia xatédeile peyolvtepn avénon g ootikng mukvotntag (BMD) e ocpuikng poipag tng
OTOVOLAIKN G 6TNANG O€ oUykpion pe to risedronate oto 1 étog (Prolia 3,1%, risedronate 0,8%,

p <0,001) kou ota. 2 £t (Prolia 4,6%, risedronate 1,5%, p < 0,001).

Emuiéov, 1o Prolia kotédei&e onpovtikd LeyoAdTepn LEGT TOGOGTIAI0 AVENOT TG OGTIKNG
nmokvotntag (BMD) tov 0Akob 1oyiov, ToL ovyEva, ToV UNpLoiov Kot TOL TPOYXUVTIPO TOV 1YoV amd
™V évapén g aymyng 6€ oOYKplon e to risedronate.

H peiétn dev eiye m duvototnTa va katadeiEet dtapopd oto KoTdypata. X1o 1 étog, N enintwon véwv
OKTIVOAOYIKA eMPEPaIOUEVOV GTOVOVAIKOVY KaToyUdT®V 6Tovg 0icbeveig tav 2,7% (denosumab)
évavtt 3,2% (risedronate). H enintoon towv un omovévAikov kataypudtov otovg acbeveig rav 4,3%
(denosumab) évavtt 2,5% (risedronate). Zto 2 €tn, ot avtictotyotl apdpoi nrav 4,1% évavt 5,8% v
VN AKTIVOLOYIKG eMPEPatmpévo. ovOvAKd katdyuata kot 5,3% évavtt 3,8% yia un omovdvAikd
katdypoto. Ta teplocdtepa KATAYLOTO ELPAVIGTNKOY GTOV DTOTANOVGUO TNG GUVEXLGNC TNG
Oepameiog [Le YAVKOKOPTIKOELDT).

IHodrazpukdc TAnOvoudc

Mo pedétn evog 6KELOLG, PAONG 3, Yo TNV a&lOAOYNOT TG OMOTEAEGLLOTIKOTNTOG, TG ACPAAELNG KO
™G PapuoKoKvNTIKNG d1eénydn oe Taudid pe atedn ooteoyéveon, nikiog 2 éog 17 etdv,

52,3% avdpeg, 88,2% Koavkdoiot. Zuvolkd 153 cvpuetéyovreg AdpPavay apyikd vrodopio (SC)
denosumab 1 mg/kg, émg 60 mg to péyioro, kKibe 6 piveg emti 36 pvec. E&Nvta cuppetéyovteg
uetéPnoav oe yopnynon doong kabe 3 unvec.

Tov piva 12 Tov oynfpatog yopnynong 6oomng kabe 3 univeg, n pnetafoin] Tov pé€cov grayiotmv
tetpaydvev (LS) (tumikd opdipa, SE) and v apykh tiunq ot Pabuoloyia Z-score 06TIKNG
mokvotntog (BMD) g 06¢guikng poipog e omovovAikng otiing fitav 1,01 (0,12).

Ta o cuyva avemBounta copPdvra Tov avaeépdnkay oto oy yopnynong 66ong Kabe 6 pnveg
nrav apBpodyia (45,8%), movog ota dxpa (37,9%), ocpuadyia (32,7%) kot vrepacPestiovpia
(32,0%). YrepacPeotiopio avagépbnke katd tn didpkela yopnynong doong kibe 6 unveg (19%) kot
k0e 3 punveg (36,7%). ZoPapd avemBounta cvuPavia vaepocPeotionpiog (13,3%) avapépbnkov
KaTA TN d1dpKela yopnynong 66ong kdbe 3 unve.
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e o perén enéxtaonc (N = 75), mopatnpndnkoy cofapd avemBounta copufavia
vrepacPeoctionpiog (18,5%) kotd T didpkela yopnynong doong kdbe 3 unvec.

O peréteg tepuatioTnkay TpdmPo AOY® NG ELEAVIONG CLUPAVTOV ameNTIKAVY Yo T o1 Kot
VOONAELDV G€ VOGOKOUEID 0QEIMOUEVODVY o€ vrtepacPeotianpia (BA. mapdypago 4.2).

O Evponaikdc Opyaviopog Qapudkmv Exel SOGEL AmaAloyr] omd TNV LIOYPEMGT VIOPOANG TMV
arotelecudtov TV pereT@v pe to Prolia og Oleg Tig vrokaTnyopieg Tov TaudtaTptkod TANBLGHOY 6T
Oepameio TNG 0GTIKNG OTOAELNG TTOVL OYETICETOL HE Bepameio AMTOKAEIGUOD TOV OPUOVAY TOV GOAOL Kol
0€ VTOKOTNYOPIEG TOL TAdLOTPIKOV TANBVGHOD NAiKiag KdT® TV 2 eT®V ot Bepameia Tng
ooteondpwons. BA. mapdypao 4.2 yio mAnpopopieg GYETIKA LE TV TOLOLOTPIKT YPT|ON.

52 ®appokoKivnTIKES 1O10TNTES

Amoppoonon

Metd and vroddpa yopnynon do6ong 1,0 mg/kg, mov mpoceyyilel tnv eykekpipuévn d6on T@v 60 mg, 1
éx0Beon Pacet g AUC Ntav 78% oe ohykpion pe v evooeAEPLL YOp1yNon 6To 1010 00GOA0YIKO
eninedo. [ o vroddpia d6om 60 mg, n uéylot cuykévipmon tov denosumab otov 0pd (Cmax) TOL

elvar 6 mecg/ml (gvpog 1-17 mcg/ml) onueiwdnke ce 10 nuépeg (€0pog 2-28 nuépeg).

Buoupgtaoynuotioudg

To denosumab amoteieitor amokAeloTIKG ad apIvOEED Kot VOATAVOPOKES OGS 1) PLGIKY)|
avocooatpivn kot dev glvar mhavd va anofAndel péow pnyovicpdv nrotikov petafoicuov. O
UETAPOAOUOG Kal 1] ATEKKPIGT) TOV OVOUEVETOL VO AKOAOVONGOVV TIg 000VG KABpoNS TV
OVOGOCPUIPIVAV, UE OTOTELECUA T SLACTOGT] TOV GE UIKPE, TETTIOWN KOl LEUOVMUEVE, AUVOEEQ.

AmofoAn

Metd ™ Crax, T €minEd® 0pOV pel®ONKAV pe ¥povo nuicetog Long 26 nuepdv (e0pog 6-52 nuépec) ot
dtbotnua 3 unvav (ebpog 1,5-4,5 prvec). Xto mevijvta tpia To1g £K0to (53%) TV acbevav dev
aVIVELTNKOV UETPNOIUES TOGOTNTEC denosumab 6 puMveg HETE Tn YopNYNGT TOL QUPUAKOV.

Agv mapatnpnnke cuocdpegvon N LETAPOAN TNG PAPUAKOKIVITIKNG ToL denosumab pe 1o mépacio
TOV ¥POGVOL KATA TN YopNYNCT TOAAATAGY VIT0ddpIY ddcewmy 60 mg o popd otovg 6 punves. H
QOPUOKOKIYNTIKT TOL denosumab dev EANPEAGTNKE 0TO TO GYNUATIOUO OECUEVTIKADV OVTICOUATOV
évavtt tov denosumab kot oV TopoOpole TOG0 6ToVG Avdpeg 660 Kot 6Tl yuvaikes. H nAiikia

(28-87 £1m), n AN Kou 1) KotGoTooT TG VOGoL (YaunAn 0oTikn LAl 1| 06TEOTOPMOT|, KOPKIVOG TOV
TPOGTATN 1) TOV LOGTOV) dEV QPaiveETIL EMTIONG VO ETNPEALOVY GNUAVTIKA TN QOPLAUKOKIVITIKT] TOV
denosumab.

Hopoatpndnke o taon Heta&d ToL VYNAOGTEPOL CMUNTIKOD BAPOVG KoL TNG YaunAdTepng £kbeong
Bacel g AUC kot ™G Cmax. 2061000, 1) Tdomn vty dev BempnOnke KAVIKA GTUOVTIKT, EPOGOV Ol
(POPLAKOOVVALIKEG EMOPACELS PACEL TV SEIKTOV OGTIKNG EVOAAUYNG KL TOV 0VENCEMV TNG OGTIKNG
nokvottag (BMD) mapépevay idiec o€ peydio ebpoc cmportikon fapovg.

I'poppukdTnTo/un Yoo UKot To,

Y& peréteg kopovouevng 8oomg, to denosumab emédeiée un YPOUUIKY, S0G0eEQPTMOUEYT
(OPLOKOKIVITIKY], LUE YaunAdTepT KAOapoT 68 VYNAOTEPEG DOGELC 1] CUYKEVIPADGELS, OAAG GYESOV
avdioyn pe tn 86om avénon g éxbeong yia d6cegig 60 mg Kot Avo.
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Neoppwkn dvorettovpyio

e po LeAéT 55 acBevav og d1apopa GTAdL VEPPIKNG AElTovpYiog, cupreptlapufovouévav actevaov
7o e&mveppikn Kabapon, o Pabudc tng veppikng ducoiertovpyiag dev eiye Kopia eTidpact ot
(OPUOKOKLYNTIKY] ToL denosumab.

Hratwkn dvocAetrtovpyio

Agv mpaypoatomow|dnke kapio €101kN peAéTn o€ acBevelg Le NItk SOLGAEITOLPYIO. X YEVIKESG
YPOUUES, TO LOVOKAMVIKA AVTICOUOTO OEV OTOUOKPHVOVTOL LECH UNYOVIGUMY TTOTIKOD
petaforiopov. H pappoakokivntikn Tov denosumab dev avapéVETOL VoL ETNPENGTEL GO TV NTATIKN
dvoiettovpyia.

Iodratpukdc TAnfuoudc

To Prolia dgv Ba mpémet va ypnoiponoteital og Tadorpikovg TAnbucuovg (BA. Tapaypdeovg 4.2
Ko 5.1).

e o LEAETN edong 3 TodTpikadv acBevov pe aten ooteoyéveon (N = 153), ot péyioteg
oLYKEVTPMGELS TOL denosumab 6tov opd TapatnpROnkav v Nuépa 10 o€ OAEC TIC NAMKIOKES OUASEC.
IMo ta oyfpoata yopnynong 66ong kabe 3 unveg kai ke 6 uveg, TopatnpnOnKe 6Tl o1 PEcEG
eMdyLoTEG CLYKEVIPOGELS TOL denosumab atov 0pod gival VYNAOTEPES Yo Toudtd nAkiog 11 €wg

17 etdv, evd To ToudLd NAIKiog 2 £m¢ 6 TV giyav TIG YAUNAOTEPES LECEG EAAYIOTEC CUYKEVTIPMGELC.

5.3 IMpoxivikd dedopéva Yo TNV a6QaAiEL0

Ye peréteg to&kotnTog epdmas kot eravorappavopeveoy 666wy oe TnKove cynomolgus, ot 00GELG
denosumab mov odnyncav e 100-150 popég peyarhtepn GUGTNUATIKY EKOECT] OO T GUVIGTMUEVT
avBpomvn do6om dev glyav Kapio eMIMTOOT OTNV KOPOLHYYELOKT PLGIOAOYIN, TNV OVOPLKN 1] TN
YOVOIKELD YOVIHLOTNTA, OVTE TPOKAAEGHV E1O01KT TOEIKOTNTA GE OPYUVO-GTOYOVG.

Agv &yovv mpaypotonomBel o1 cuvnBelg Sokipacieg yio v aE0AGYNOT TOV SVVAUTKOD
yovidroto&ikotntag Tov denosumab, epOcOV TETOEG QOKLUAGIES dEV EIVOL OYETIKES LLE TO GUYKEKPIUEVO
uop10. Qot660, AOY® TOV YOPAKTNPLOTIKOV ToV T0 denosumab Oswpeitar omifavo va et
OTO10ONTOTE SUVAUIKO YOVIOIOTOEIKOTNTAG.

To kapkivoyovo duvoutkd tov denosumab dev €xet extiunOei oe paxpoypodvieg peréteg o (oa.

e mporhvikég peléteg mov de&nydnoav oe knockout movtixio mov otepovvtav 1o RANK 1| 1o
RANKL, mapoatnpnnke dtatapoyr Tov GYNUATICUOV Aeppadévav 6to Euppvo. Eriong, og knockout
novtikio Tov otepovvtay 1o RANK 1 to RANKL mapatnpndnke amovcio mapoaywyng YGAKTOG AOY®D
OVOLGTOANG TNG ®Pipaveng Tov palikod adéva (avATTuEn KOWEAOEWSDV Kol AOBLoK®mV adEvav KoTd
OLAPKELD TNG EYKVUOGVVTG).

Ye pio peAétn og mbnkovg cynomolgus otovg omoiovg yopnyndnkav do6celg denosumab katd T
dtdpkela TEPLOG0L TOV IGOOVVALEL [LE TO TPMTO TPIUNVO TNG EYKVUOGLVNG OV 0dnyNnoav o 99 popég
peyoAvtepn cvomuotikn £kbeon Pacel tng AUC and ) cuvietduevn avBpamvn 66on (60 mg kdde
6 unveg), dev vanpéav amodeielc Prapav otn untépa ) oto EUPpvo. Xe avth TN peAETT, dgv
e€etdotniay ot euPpuikol AepPadEved.

e AN peAétn o€ mnkovg cynomolgus 6Tovg 0moiovg Katd tn S1apKELD TG EYKVUOGVVING
yopnynonke denosumab ce d6ce1g pe 119 popég peyarvtepn cvotnuatikn £kbeon Paocel tg AUC and
v avBpadmivn d6on (60 mg kdbe 6 uMveg), eppavioTnKoy ovENUEVOL TOKETOL VEKPAOV eUPpV Kot
UETO-YEVVITIKT BVNoudmTa, U QUGIOAQYIKT] OVATTUEN TOV 0GTAOV UE ATOTEAEGILO TNV UELMUEV
aVTOY1 TOV 00TMV, UELMUEVT aipoToino, Kot AavOoouévn evbuypdupon Tmv 6ovIimy, amovcio
TEPLPEPIKDOV AEUPAUOEVMV, KO LELOUEVT VEOYVIKN avanTuén. Agv kabopiotnke 10 EXINEDO Yo Un
TOPOTPNON AVETIOOUNTOV EVEPYEIDV Y10 TIC OVOTOUPOYMYIKES EMOPAGELS. XTN ¥POVIKT TTEPI0d0
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6 unvav petd omd Ty yévvnor, ot aAAOYEC TOV 0POPOVGAV GTO 0GTA OTOKUTAGTAONKAY Kol OV
vmpe enidpaon oV avatorn TV Soviidv. Opmc, ot EMOPAGELS GTOVG AEUPASEVES KOL TN
AavOaGUEVT] ELOVYPAUUIOT) TOV SOVTIOV TOPEUEIVAY, KOl EACYLIOTI MG LETPLO, LETAAAOTTOINGT) O
TOALOTTAOVG 16T00C Tapatnprnke o€ £va and Ta telpapotolma (cuoyétion pe ) Bepaneia gival
acang). Aev vmpEav ototyeia PAAPNS oy untépa P and Tov TOKETO, AvemBLUNTO UNTPIKA
cupupdpata mapotnpOnkay owdvia Katd tov Toketd. H avdntuén tov untpikdv LocTiK®v adévav
NTAV PVGIOAOYIKN.

Y& TPOKMVIKEG PLEAETEG TG TOLOTNTOG TV 0GTAOV 6€ T KoVS VIO pokpoypdvia Bepoameio pe
denosumab, pei®oelg TV SEIKTMOV 0GTIKNG EVAALUYNG CLGYETIOTNKOV UE BEATI®ON TG 0GTIKNG
aVTOYNG KOl PLGLOAOYIKT] 16TOAOYIM TV 00T®V. Ta enineda acPeotiov ueavicay Tapodikn peimon
Kot ta enimeda wapafoprovne Tapodikn avénon oe mobnkektounBévieg mbnKovg mov Erafav
denosumab.

Y& 0POEVIKO TOVTIKLO YEVETIKG TPOTOTOMHEVA OGTE Vo eKPpdlovv To huRANKL (movrikia knock-in),
610 omoia TPpokANONKe Kdtaypo otov eAo1d, To denosumab kaBLGTEPNGE TNV ££APAVIOT] TOV YOVOPOL
KOLL TNV OVOKOTOGKEDT] TOV TAOPOL TOV KOTAYIOTOG GE GUYKPLIOT| LLE TO PAPUOAKO ELEYYOV, OAAA M
Bropnyavikr| avtoyr| dev eXNPeCOTIKE QAPVNTIKA.

Knockout movtikia (BA. Tapdypago 4.6) mov ctepovviav 10 RANK 11 10 RANKL mapovsiacay
UELMUEVO COUOTIKO BAPOG, LEIWUEVT] OVATTTVEN TV 0GTAOV KOL U1 OVATOAN TOV SOVTIOV. X
VEOYEVVITOLG apovpaiovg, 1 avactoAr] Tov RANKL (otdyog g Bepanciog pe denosumab) pe vynhég
dOGELG TEYVNTNG 00TEOTPOTEYEPIVIG GLVOEdEUEVNG 0T0 Lopto Fc (OPG-Fc) cuoyetiotnke [ie avacToAn
NG AVATTVENG TV 0GTAOV KO TG AVATOANG TV dOVTIDV. L€ ATO TO LOVTEAO Ol OAAXYEG NTOV
LEPIKMG avVOSTPEYILES OTAY OlaKOTTNKE 1 YopnyNon 06cewv avactorémv Tov RANKL. 'Eenfa
TpmtevovTa INAacTIKA oTa omoia Yopnyndnke denosumab cg d6celg 27 kot 150 popég peyalvtepeg
(10 o 50 mg/kg) amd v KAwvikn €kbeon eueavicay pn eueloloyikég avéntikég Tidkes. Emouévag,
N Oepaneio pe denosumab umopei va LEIDOOEL TNV AVATTVEN TOV 0GTAOV GTA TALOLE [LE OVOIKTEG
OVENTIKEG TAGKES KO VO OVOGTEIAEL TNV OVATOAT] TV OOVTIDV.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX

6.1 Kotahoyog ekdoyv

O&w6 o0&y, Yyouypo*

Ydpo&eidto tov vatpiov (yuo pvOuion tov pH)*

YopPrtoin (E420)

[HoAvcopPikd 20

Yémp yio evéoiua

* To 0&d puOeTIKS Sl oynuatiletar pe v avdpuelEn o&ikod o&éog pe vOpoeidio Tov
vazpiov.

6.2 AcvpupototnTeg

EAAetyel peletdv oyeTikd pe tn cupfototnTa, T0 TopoV QAPUOKEVLTIKO TPOIOV 08V TPEMEL VA
OVOUELYVOETOL LE BAAQ QOPUOKEVTIKG TTPOIOVTAL.

6.3 Awgpkero Long
4 ypovio.
Epocov Byet and 10 yoyeio, to Prolia propei va puAidoceton og Beppokpacio dopoatiov (péxpt 25°C)

v dtdotnua £o¢ 30 nuépeg otnv apyikn cvokevacio. [pénetl va ypnotpomoindei evtodg Tov
dtotuatog Tv 30 nuepav.
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6.4 Idwitepeg mpo@uAa&els Kot Ty OAUEN TOV TPOTOVTOG

duvrdooete og yoyeio (2°C — 8°C).

Mnv katoyoyeTe.

Dduldooete TNV TPOYEUIGHEVT] GUPLYYO GTO EEMTEPKO KOVTL Y10 VO TPOGTATEVETAL OO TO PWG.

6.5 ®@Vo1 Ko GLETUTIKA TOVL TEPLEKTT

"‘Eva. ml dtoAdpatog o€ mpoyeuopévn coptyya pag xpnong arnd yooki tomov I pe ferdva and
avo&eidwto atodh dtapétpov 27 G, pe N xopig unyovicnd Kaivyng Perovag.

Yvokevaocio TG Hiog TPOYEUIGIEVIS GUPLYYOS, LE KOWEAN (Tpoyeoévn cupLyya LE N xwpig
UNYoviIopd KGAvyng BeAdvag) N x@pig KOWEAN (TPOYELUGUEVT] GUPLYYA YOPIC TO UNYOVIOCUO KAALYNG
Bedovag povo).

Mmropet va, unv KuKAOQOpoLV OAEG Ol CUGKEVAGIEC.

6.6 Idwitepeg Tpo@uAGEELS ambppyNS KoL GAAog YEPIGNOG

. [pwv and ™ yopnynomn, to dtdAlvpa Tpémel va eEAEYYETOL OTIKE. Mnv ypnoiomoteite 1o dSidAvpa
€QvV TEPLEYEL COUOTIOW, EIvVOL VEPELDIESG 1] OTOYPDUATICUEVO.

. Mnyv avokveite.

. [No vo amoeiyete ) duvoeopio 6To oNUElo TNG EVEGNS, APNOTE TNV TPOYEUIGUEVT GOPLYYO VO

etdoel og Oeppokpacio dopoatiov (LExpt 25°C) mpv amd TV éveon kal €yYOGTE apyd.
. Eyybote 6A0 10 TEPLEXOUEVO TNC TPOYEUOUEVIC GOPLYYOS.

Kd&0e aypnoionointo eapuokevtikd mpoidv 1 VIOAEWIO TPETEL VO OTOPPITTETOL GOUPDVO LUE TIG
KOTO TOTOVC 16 VOVGEG OYETIKEG OLUTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

OMovdia

8. APIOMOZXZ(OI) AAEIAY. KYKAO®OPIAX

EU/1/10/618/001

EU/1/10/618/002

EU/1/10/618/003

9. HMEPOMHNIA ITPQTHX EF'KPIZHX/ANANEQYXHY. THX AAEIAX
Huepounvia mpdtng £ykpiong: 26 Maiov 2010

Hpepounvia tekevtaiog avavémong: 16 Iavovapiov 2020

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANPOPOpieg Yio TO TOPOV PUPHOKEVTIKO TPOiOV givar dlabécieg oTov SikTLaKO TOTTO
t0v Evpondikod Opyavicpotd ®apudkmv: http://www.ema.europa.eu.
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ITAPAPTHMA 11

ITAPAXKEYAXTEX THX BIOAOT'TKQX APAXTIKHX
OYZIAX KAI ITAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEXMEYZXH TQN ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX OYXIAX KAI
IHAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEXEMEYXH TQN ITAPTIAQN

Ovopa kat d1e06vvon TV TOPASKELOGTOV TNS FLOAOYIKOC OpUCTIKIC OVGIC

Amgen Singapore Manufacturing
1 Tuas View Drive
Swykamovpr 637026

Immunex Rhode Island Corporation
40 Technology Way

West Greenwich

Rhode Island, 02817

HITA

Ovopa kat 61e0vvon TV TOPOCKEVACTMV TOL £ivol VTELHVVOL Y10 TNV 0TOOECUELCT TOV TOPTIOWV

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda
OAhovdio,

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

IpAavdia

Amgen NV

Telecomlaan 5-7

1831 Diegem

Béhyo

270 £VTUTIO PVALO 0ONYLOV YPNGTG TOV PAPUAKEVTIKOD TPOIOVTOG TPEMEL VAL OVALYPAPETOAL TO OVOLDL
Kot 1 d1evBuvor Tov Tapayyov oV givol LTEVHVVOGS Yo TNV OTOOECUEVOT TNG CYETIKNG TAPTIONG.

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

DoppaKELTIKO TPOTOV Y10 TO OTOT0 ATALTEITAL LUTPIKT] CLUVTOYT).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAYX

. Ex0¢oe1g Teprodkng mapaxkorovdnong e ac@drerac (PSURS)

O amaitioelg yio Tnv vrofoir] v PSURS yia to ev Adym @appokeutikd mpoidv opiloviol otov
KaTdAoYo UE TIg nuepounvieg avagopds e Evoong (katdioyoc EURD) wov mapotifetor oty

napdypoeo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdiovdng emkotporoinong
OT®G ONUOGIEVETAL GTIV EVPMOTAIKT] SIKTVOKT TOAT Y10l TO PAPHOKAL.
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A.  OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Xyéo10 owyeipiong Kivovvov (XAK)

O Kdroyog Adetag Kvkiogpopiag (KAK) Ba dieEaydyet Tig amattodpeveg SpacTnploTnTes Kot
ToPEUPAGELS PAPLOKOETOYPVTVIOTG 0TS Tapovctdlovtal 6to cupemvnév XAK nov mapovcidleTat
omv evotnta 1.8.2 ¢ ddelog KukAoQOopiog Kot 0T01EGONTOTE EMUKOAOVOES EYKEKPIUEVEG
avabempnoelg tov TAK.

"Eva emkoiporompévo XAK Oa mpémel va katotedei:

. petd and aitnpa tov Evponaikov opyavicpod @apudkmv,

. OTOTEONTOTE TPOTOTMOLEITAL TO GVGTNHA dtayelplong KvdUVOL, E0IKA G ATOTELEGLO AYNG
VE®V TANPOQOPIDOV TOV UTOPOVY VO ETLPEPOVY CTUAVTIKT CAANYT) TN GYECT] 0PEAOVC-KIVOLVOL
N ®©¢ amoTELEG A TG EMITEVLENG EVOG GNUAVTIKOD OPOCT|LOV (PUPHLOKOETOYPOTVIION 1
EAOYLGTOTOINGT KIVOUVOU).

. EmnpoocOeta pétpa ehoyiotomoinong Kivovvou

O KAK 6a dwwocporicet 011 Ba Bécet o€ 1oy0 KapTa vVIEVOOLONS Y10l TOV 0GHEVT] GYETIKA LE TNV
0GTEOVEKPMOOT| TG YVAOov.
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ITAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI IIPOTEMIXMENHX XYPIITAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Prolia 60 mg evéoyo d1GAvpo. GE TPOYEUIGUEVT GVPLYYOL
denosumab

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

[Mpoyepopévn ovpryya tov 1 ml wov wepiéyet 60 mg denosumab (60 mg/ml).

3. KATAAOIOX EKAOXOQN

O&wod 0V, Youypd, VOpoLeidio Tov vatpiov, copPiroin (E420), morivcopPikd 20, Dowp yio eVECILA.

‘ 4, OAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

Evéowpo didivpa
Mia TpoyELGUEVT] GUPLYYO LLE QVTOUATO UNYOVIGHO KaAvymc PeAdvac.
Mia poyepucuévn copryya.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Mo vroddpa ypron.

Inpovtiké: 510fdote To PUAAO 00N YLDV TPV OO TOV YEPICUO TNG TPOYEUGUEVTS GVPLYYOS.
Mnv avoxkuveite.

Awpdote T0 GUALO 0NYIOV ¥PNOTG TPV OO TN XPTOT).

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

Noa puidooetar o€ 0éon, tnv omoia o PAETOLVY Kot dev Tpooeyyilovy Ta Tandid.

| 7. AAAH(EX) EIAIKH(EE) TPOEIAOMOIHEH(EIE), EAN EINAI ATAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEYX OYAAEHX

dvidooete og yoyeio.
Mnv koToyOyETE.
Kpatnote v apoyeicpévn copryya oty eEMTEPIKT GUOKEVOGIO Y10, VO TPOSTATEVETUL OO TO PG,

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OOXON AITAITEITAI

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

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
OAhovoio

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/10/618/001 1 mpoyspiopévn oOpryya (6€ GLOKELAGIO KOYEANG)

EU/1/10/618/002 1 mpoyepucuévn copryyo (x®pic CLOKEVAGIO KOYEANG)

EU/1/10/618/003 1 mpoyepicuévn cOpryya Le GVTOUATO UNYXOVIGHO KGAvyms BeAdvos o€ cuoKeLaTial
KOWEANG

13. APIOMOX ITAPTIAAX

[oprida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TMAHPO®OPIEX XE BRAILLE

Prolia

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

A16d146TaTOG YPOUU®TOS KOOUKAG (2D) Tov gépet Tov TEPIANEHEVTO LoVadIKO avayVOPLoTIKO KOOIKO.
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18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQPIZIMA AITO
TON ANOPQIIO

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

ITPOI'EMIXMENH XYPIITA XE XYXKEYAXIA KYYEAHX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Prolia 60 mg éveon
denosumab

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Amgen Europe B.V.

3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

[oprida

5. AAAA YTOIXEIA
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EAAXIXTEX ENAEIZEIX I1OY IIPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA IIPOTEMIZMENHYX XYPIITAX (XQPIX XYXKEYAXIA KYYEAHY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHXHE

Prolia 60 mg éveon
denosumab
SC

‘ 2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHE

EXP

4, APIOMOZX ITAPTIAAX

Lot

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

1ml

6. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA IPOTEMIZEMENHX XYPITTAX ME 'H XQPIX KAAYYH BEAONAX (XE
XYXKEYAXIA KYYEAHY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX KAI OAOX(OI) XOPHTHEHX

Prolia 60 mg
denosumab
SC

| 2. TPONOX XOPHTHEHE

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

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

1ml

6. AAAA XTOIXEIA
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KEIMENQO XTHN KAPTA YIIHENOYMIXHY (reprhoppavetor 61 6VoKELAGIN)

Prolia 60 mg éveon
denosumab

SC
Enduevn éveon oe 6 pnvec:
Xprnowonoteite 1o Prolia yio 660 S1G0TNHO GOG TO GLVIAYOYPAPEL O YIATPOG GOLG

Amgen Europe B.V.
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonYLOV ypiong: IIinpoeopics Yo Tov ypriot

Prolia 60 mg gvéoyo d1dAvpa 6€ TPOYERIGUEVT GUPLYYO
denosumab

Awpaote TPOGEKTIKG 0AOKANPO TO GVAAO 00N YLOV YPNGNS TPOTOV PYIGETE VA YPTGLUOTOLEITE

avTo TO PAPNOKO, OLOTL TEPLLAUPAVEL ONUOVTIKES TANPOPOPIES Y10 CUG.

- DdvrdEte avtd TO EUALO 0N YDV Ypione. Towg ypelaotel va to dufdcete Eava.

- Edv éyete mepartépm anopiec, poTNOTE TOV Y1ATPO 1) TOV POPUAKOTOLO GOGC.

- H cvvtayn yio avtd 10 eapproKo xopnynonke amokAElGTIKA Yio 60.G. AgV TPETEL VO ODCETE TO
QApLrOKOo 6€ AAAOVG. Mmopel va Tovg TpokaAéaetl PAAPN, akdOpa Kot OTav To, GNUELR TNG
acBéveldc Tovg gtvon 1010 pe T Sk Gag,.

- Edv mapoatmpnoete Kamowo avemBOunTn evEpYELD, EVILEPDOTE TOV YIOTPO, 1] TOV QOPLOKOTOLO
00G. AT 1oyvel Kat Yo, kKaBe mhovi avemBOunTn evEPYELD TOV OEV OVAPEPETAL GTO TOPOV
@OALO 0ONYIBV Yprions. BAEre mapdypao 4.

- O ywtpog oag Ba cog dmaoet pia kdpta vrevhdoNG Yio Tov acBevn, 1 ool TepLEYEL
OMUOVTIKEG TANPOPOPIES Vi TNV AGPAAELD, TIC OTOlEg TPEMEL VO, YVOPILETE TPV KO KOTA TN
dwpketa g Bepamneiog cog pe to Prolia.

T epréyel 1o Tapov UALO 00NYLOV:

T1 givon to Prolia kot mowa givot 1 yprion tov

T mpéner va yvopilete mpv ypnoponomoete to Prolia
[og va ypnoyomomoete to Prolia

[MBavég avemBounteg evépyeteg

[og va puidocoete 10 Prolia

[epreydpeva g cvokevaciog Kot AOES TANPOPOpieg

oM E

1. T eivan to Prolia kot wowa givar 1 (prjon Tov
T givan To Prolia kol wog dpa

To Prolia mepiéyet denosumab, o Ttpoteivn (LovoKA®VIKO avticopa) Tov mapepfaivel otn dpdon
WG GAANG TPOTEIVIC, Yio T Ogpameio TS 0GTIKNG OTOAELNG KOl TG 0oTEOTOpmonG. H Oepancio pe
Prolia xévet Ta 00Td O avBeKTUKG KO LELDVEL TNV THOVOTNTO EUOAVIOTG KOTAYHATMV.

Ta 00td eivan évag {ovTavog 16TOG TOL AvavEDVETOL cLVEXMG. Ta oleTpoydva fonbovv ot dotpnon
™G VYELNG TV 06TMV. METE TNV EUUNVOTAVCT], TA ETITESC TOV OIGTPOYOV®V LEIDVOVTOL YEYOVOG TOL
umopel va Kavel To. 06TA Aentd ko evfpoavota. Avtd pmopei TeEAMKE vo 0dnynoEL o€ o TN o oV
ovoudleton ooteonopmaon. H ooteomdpwon pmopel emiong vo eppavietei oe avopeg Ady® evog
aplOpov aLTIOV TOV GVUTEPIAAUPAVOLY TN YAPOVOT KA1 T YaunAd enimeda TG ovOPIKNC OpUoOVIG,
T€0TO0TEPOVIG. Mmopel emiong va gppaviotel oe acbeveig mov Aapfdavovy yAvkokoptikogidn. [ToArol
acBeveic Tov TAoYOVV UTd 0GTEOTOPMGT] SEV EYOVV CUUTTMOHOTO, GAAY KIVOUVEDOLV TOPOAC QVTH VO
VTOGTOOV KATAYLLO, KUPIWE 6T GTOVOVALKT GTHAN, OTO, 16Y10L KOl GTOVG KAPTOVG.

O1 xelpovpYIKEG ETEUPACELG 1] TO PAPLOKE, TTOV AVOGTEALOVY TNV TOPAYMYT OIGTPOYOVAOV 1|
TEGTOGTEPOVIG KL ¥pNoipomotovvtal yio. T Oepaneio acbevdv pe Kapkivo Tov HoeTov 1§ ToL
TPOGTATN UTOPOVV EMIONC VO TPOKOAEGOVY 0GTIKY andAELN. To 06TA YivovTol 7o adOvaua Kol 6Tdve
O EVKOAQL.

IIowa givar 1 ypiion tov Prolia

To Prolia ypnoomoteiton yio t Bepaneio

. NG 0GTEOTOPMOTNG GE YUVOIKEG LETA TNV EUUNVOTOVGT] (LETEUUNVOTOVGLOKES), KOl GE AVOPES
OV £YOVV AVENUEVO KIVOVLVO KOTAYUATOS (OTTAGIIO TOV 0GTMV) UEIDVOVTUG TOV Kivouvo
KOTAYLATOV TNG GTOVOVAIKNG CTHANG, UN-CTOVOLAKOV KATOYUAT®OV KOl KATOYUAT®V TOL
woyiov.
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. NG OGTIKNG ATMAELNG TOV TPOKOAEITOL OO TN PEI®OT TOV EMTESOV OPLOVAOV (TEGTOGTEPOVNC)
1 omoia opeiietal o€ xepoLPYIKN 1 PapuakeLTIKT Bepaneia o€ acBevelg pe kKapkivo Tov
TPOCTATN.

. NG OGTIKNG ATMAELNS TOV TPOKAAEITOL OO LLOKPOYXPOVIA OYOYY| [LE YAVKOKOPTIKOELOTN GE
acBeveic mov mapovsidlovy avénuévo kivévvo KaTdypoTod.

2. T npéner vo. yvopilete mpiv (pnoponomosre to Prolia
Mnyv ypnorpomonjoete To Prolia

. av éyete younia erineda acPeotiov oto aipa (vracPeotiaipia).
. oe mepintwon aAlepyiag oto denosumab 1) 6 0m0100NTTOTE GALO OO TA GLGTATIKA ALTOV TOV
QUpLAKOV (OVaPEPOVTUL GTNV TOPAypapo 6).

IIpocdomou]oeis Ko TPOPVAGEELS
AmevBuvbeite 6TOV Y10TPO 1} TOV POPUOKOTOO GOG TPOTOV ¥PNOILOTOcETE TO Prolia.

Kotd 1o d1dotnpa mov Aappdvete Prolia propei va mapovcidoete LOALVGT GTO OEPUA LLE GUUTTMLLOTOL
OGS oldNUa, EpLOPOTNTA TOL FEPIOTOC, CLYVOTEPA, GTIV TEPIOYN TOL TOS10V, TOV GLVOSEVETAL OO
aicOnpa kavoov kot evatstnecio (kutropitida), Kot mhavov amd copntdpata Topetov. [opakaieiote
VO EVILEPMGETE TOV YIUTPO GOG OUECMG EAV TOPOVGLAGETE OTOLOONTOTE OO AVTA TO GLUTTMLATOL.

Oa wpénel eniong vo, AapPdvete copuminpouate acPeostiov kai frrapivng D yia 660 didotnuo
naipvete Prolia. Avto glvan kdtt mov Ba cvlntnoete pe Tov YoTpod GOg.

Mmropei va, £xete younAd eninedo acPectiov oto aipa cog evoom Aappavete Prolia. [Tapakoaiodue
EVILEPMOTE TOV Y1ATPO GO AUECHOS EAV TAPATNPNCETE OTOLOONTOTE O TO AKOAOVOO CLUTTOHOTOL
OTAGHOVG, CLOTAGELS, 1) KPAUTES GTOVG UVEG GOG, KAV HOVIIOG A 1 LUPUIYKLOGHO GTO, 06X TUAN TV
YEPLDV, GTO, SGYTVAL TOV TOJIDV 1] YOP® OO TO GTOUN UG, KON EMANTTIKEG KPIGELS, GOYYLON, N
OTMAELN TNG GUVEIONOTC.

E&apetikd younAd enineda aoPestiov TOL 06NYNCAV GE EIGAYMYN GTO VOGOKOUEID KO 0KOMOL KoL
avTdpdoelg amelntikég yio ™ {on £xovv avoeephel og omdvieg TepmTOCELS. QG €K TOVTOL, TPV ATd
™ Mym KdBe 060M¢ Kot 6Tovg acbevelg pe Tpodidbeon yio vracPeotiopio €vTog dvo fdouddwy
UETA TN Aym TG apyIkng 000G, Oa eAéyyovtan Ta enineda acPeotiov oto aipa cag (Lécw e&€taomng
aipaToc).

Evnuepdote tov yuotpd cog eav €xete 1 giyate moté cofapd TPOPAHOTH GTOVG VEQPOVS, VEQPIKN
avemapKeLo 1) av ypeldotnke va vrofAnbeite o opoxdBapon, N av Aapupdvete eApLOKO TOV
OTTOKOAOVVTAL YAVKOKOPTIKOELWT (Omw¢ mpedvi{olovn 1 de€apuedalovn),yeyovota mov pumopel va
avENCOVY TOV KIVOUVO EUEAVIONG XOUNA®Y EMEdV acPectiov ato aipa av dev Aapupdvete
CLUUTANPOUOTO 0CPECTIOV.

poPfipata 6to otdua, ota dévtia 1 otn yvébo

Mia mopevépyela mov Aéyetal ooteovekpmaon s yvabov (ONI) (BAGPN Tov 06100 TG Yvabov) €xel
avapepbel omaving (uropel va emnpedlel émg 1 otovg 1.000 avBpmdmovg) oe acbeveig mov Aaufdavovy
Prolia yio Tnv ooteomopwon. O kivovuvog g ooteovékpwong g yvabov (ONI') avédvetan o
acBeveic mov Aapfdvovv Bepameia yio ToAd kapod (umopei va emnpedoet péxpt 1 ota 200 dropa edv
rappdavovv Oepameia yo 10 ypdvia). H ONT pmopel emiong vo ep@aviotel Kot UeTd tn S10Kom Tng
Oepaneioc. Eivar onuavtiko va ntpocradnocete va tpordfete tnv euedvion g ONI kabdg pmopel va
elvar pa enddvvn Katdotaon Kot propel va givar 6vokoin va Bgpanevtel. [ va peuwoete tov
kivouvo gpeaviong e ONI, AaPete Tig mopoKAT® TPOPLAGEELC:
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[Ipwv AaPete Bepameia, evnpep®OTE TOV Y10TPO 1) TOV VOGOKOUO GOG (ETAYYEAUATIOS TOV TOUEN TG
VYELOVOKNG TTEPIBaAYNG) €v:

. éxete TpoPANUOTA LE TO GTOUA 1) TA OOVTLN GOlG OGS KOKT) GTOLOTIKY VYLEWVT, OVAITION )
TPOYPUUUATICUEV EEQY@YT 0OOVTIMV.

. dev A UPAVETE TAKTIKT 000VTIOTPIKT PpovTida 1| dev £xete AAPetl odovTiatpikn eEETaom Yo
LLEYOAO XPOVIKO SLAGTNLLOL.

. glote kamvioT¢ (Kabmg avtd umopel va avénoet Tov Kivouvo Tmv 0d0VTIHTPIK®OV
TpoPAnpdtov).

. éxete mponyovpéveg Aafet Bepaneio pe dStpmapovikd (ypnoipomotobvton yio ) Oepaneio 1 ™

TPOANYT OGTIKDV S1OTOPOYDV).
. Aappdvete koptikootepoedn (6w tn TpedviLodovn 1 ) deapebalovn).
. €xete KopKivo.

O ywatpog cag pumopel va oag (ntmoet va eetacteite amd odovrtiatpo mptv Eekivioete ) Oepaneia pe
Prolia.

Kotd ™ dibpkela g Bepaneiog, Bo mpémel va dratnpeite KOAN GTOUATIKN VYIEWVT] Kot VoL bTOPAALECTE
o€ TaKTikéG odovTloTpikéc eEetdoeic. Eqv popdate teyvnt) odovroctoyio Oa mpénet va Beforwbeite Ot1
epappolel cmotd. Av vmofdiiecte o odovTiaTpikn Oepaneia 1| Tpdkeitar vo voPAndeite og
000VTLOTPIKY] YELPOLPYIKT EXEUPaON (T.). EEAYMYES 0OOVTMOV), EVILEPMDGTE TOV YIULTPO GOG KO TEITE
otov odovtioTpd cog 6Tt AapPdaverte Prolia.

Enwowvmvnote pe Tov y1atpd Kot Tov 000ovTiaTpd 060G AUECHS 0V TAPOVGLAGETE OTOLNONTOTE
TPOPANATO LLE TO GTOUA N TO SOVTIX OTT®G YoAapd dOvTiIa, TOVO 1| TPNEO, 1) U1 EMOVAMOT TANYOV 1
exkpicev, kabdg avtd pmopel va eivor onueio g ONT.

Mn cuvvin koTdypoTe Tov punploiov 06Ton

Kdmototr acBeveig €yovv gppavicel un cuvnon Katdyuato Tov unplaiov 06Tol Kotd T SIaPKELN TG
Oepaneiog pe Prolia. Emkowvmviote pe tov yatpd cag edv vimoete vEo | acuvificto Tdvo 6To 1oyio
cag, ot PovPavikn xdpa 1 6To PNPo GO,

Howora ko £pnpor

To Prolia dgv Ba mpémet va ypnoiponoleital oe Toudid kot eprfovg nikiog kdTm tov 18 etdv.

Alro @dppoxa kot Prolia

Evnuepdote tov yotpd 1 10V opuaKonold cog dv maipvete, £xete mpodGPUTA TAPEL ) WITOPEL VoL
napete aAro papuaxo. Eivat idtaitepa onuovtikd vo eviUeEPDGETE TOV YIATPO GO EAV TOiPVETE GALO
@appako mov meptéyet denosumab.

Agv mpénet vo, mapete Prolia pali pe dAlo @dppoako to oroio mepiéyel denosumab.

Kinon, Onkaopoc ko yovipétnra

To Prolia dgv éyel dokiuactel o gykvovg. Eivor onpovikd vo evnuep®oete tov ylotpd cog eav eicbe
éykvoc, vouilete 6T umopel va gicbe €yxvog 1 oyxedialete va amoktnoete mwandi. H yprion tov Prolia
dev ouviotdtol av giote £ykvog. Ot yuvaikeg avomapaymylkng natkiog 0o tpémnetl va ypnoipomolodv
OTOTELECUATIKEC LEBOOOVG aVTIGOAANYNC KaTd To dtdotnua Oepameiag pe Prolia kot yio tovAdyiotov

5 pnveg petd ™ dwokomn g Bepaneiog pe to Prolia.

Av petvete éykvog katd ) didpkela g Oepaneiag pe Prolia 1) o€ didotnua pikpdtepo Tmv 5 unvav
uetd tn drokonn| tng Oepameiag pe o Prolia, mapakahovue Vo EVIUEPDGETE TOV YIATPO GOGC.

Agv glvarl yvoot6 €dv to Prolia amekikpiveton 1o untpikd yora. Etvarl onpovtikd vo evnuepdoete Tov
yiatpd oo ebv Nralete 1 oyedalete va Onidoete. O yotpdc cog Ba cag fondnocel va amopacicete

34



eav Ba drakoyete to Onhaoud N tn Oepamneia pe Prolia Aapfdavovtag vedyn to 6@erog Tov OnAacuov
v To Todi Ko To dperog Tov Prolia yia tn pntépa.

Av OnAalete katd ) duapkela g Oepamneiog pe Prolia, mopakaAovpe vo EVIUEPDGETE TOV YIOTPO GOGC.
ZntoTE TN GLUPOLAN] TOV YLTPOV 1] TOL POPLOKOTOLOD GOG TPV TAPETE OTOLOINTOTE PAPLLOKO.
Oofynon Ko YEPIOROS PN AV ATV

To Prolia dev €yel kapia 1 €€l AGNUAVTT EXLOPACT] GTNV IKAVOTNTO 0O1YNONG KOl XEPIGUOD
unyovnuétoy.

To Prolia wepréyer copPrroin
To pbppaxo avtd nepiéyet 47 mg copPiroing oe kdbe ml draAdpoTos.
To Prolia nepiéyer vatpro

To pdppaxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd 60 mg, lvar ovtd TOL
ovoudlovpe «erevBepo vatpiovy.

3. Iag vo xpnoponomoscte To Prolia

H ocvvietdpevn do6on etvan pia mpoyepopévn copryya tov 60 mg yopnyovLEVn Lo Opa GTOVG

6 pnveg pe epdmoas vrodopla Eveon (Katw amd to déppa). Ta kaAdtepa onpeia Yo vo KAVETE £veo
€lval 1o emGve PEPOC TOV UNPOV GOG KOl 1 KOWMOKN ¥dpa. Av 6og KAVEL TNV EVEST KATO10G AAAOG
UmopEl emiong va ¥pNOIUOTONGEL TNV EEDTEPIKT TAELPE TOV UTPATOWOV G0, vUPovAevTeite TOV
YTPO GOG GYETIKA LE TV Nuepopnvia yuo o mbavn emopevn éveon). Kébe cvokevaoia Prolia
TEPIEYEL JLaL KAPTO LITeEVOOUIONG, 1 omoia umopei va apatpedei amd To Kovti Kot va ypnooroindet yio
VO, KPATATE OPYEL0 LE TIC MUEPOUNVIEG TOV EMOUEVOV EVEGEWDV.

Oa npénet emiong va Aappdvete copuminpopata acfeotiov ko Prrapivng D yio 660 diotnpa
naipvete Prolia. Avto givar kdtt mov Oo cu{nTroeTe Ue TOV Y10TPO GOG.

O ywTpdc cag gvdgyetal va omopacioet 0Tt Ba Nrav kaAdTePO va kévete v veor| Tov Prolia gogic ot
4101 1 T0 dTopo mov cag Ppovtilel. O yoTpog 1 kdmolog exayyeipatiog vyeiag Oa deiovv oe cag 1
670 GToo oV Gag PPovTilel TG va. kavete TV Eveon tov Prolia. [Na wepiocdtepeg 0dnyieg oyetikd
pe v éveon tov Prolia, Safdote T oyeTIKn EvOTNTA 6TO TEAOG TOL TAPOVTOG GUAAOD 0dNYIDV.

Mnv avoxkiveite.

Eav Egyaoete va kavete TV éveon tov Prolia

Edv Eeydoete kamown d6om Tov Prolia, n éveon mpémet va yivel 1o cuVTOHOTEPO SVVATO. XTH GUVEKELX,
o1 gvéoelg TPEmeL va Tpoypappatifovrol kabe 6 Pves amd TV NUEPOUNVIN TNG TEAEVTAING EVEOT|G.

Edv ctapatiocere va ypnoponorcite to Prolia
I vo amoxopicete To peyaAdbtepo duvatd 6@erog and ) Bepomeio cog 6T PEMOT TOV KIVEHVOL

KOTOYUATOV, gival onuavTikd va, ypnoiponoteite to Prolia yio 660 Sidotnue 6o T0 GLVTAYOYPOPEL O
YTpog cag. Mnv dtakodyete ) Bepaneio cog yopPic Vo ETIKOVOVIGETE UE TOV YIOTPO GOG.
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4, IMBavéic avemBounTeg evépysereg

Onwg 6A0 To pAPLLOKOL, £TCL KOL 0VTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL AVETIOOUNTEG EVEPYEIES, OV
Kot 6gv ToPovc1alovtal 6€ OAOVG TOVG AVOPMOTOLG,.

Oyt ouyvd, acBeveic mov Aappdvovv Prolia pmopet va gpepovicovy deppatikés AoUdEELS (Kuplog
KutTopitioa). Evijuep@dote 1oV Y10Tpo 605 Apuic®S 0V TOPOVGIUCETE KATOlo 0o To, akOAovOa
counToOpato Vo Ppiokeote og aymyn pe Prolia: epuBpdtnra kot oidnpa tov dEpHaTOC, cuyvoTEPa
GTNV TEPLOYT TOV TOI10V, TOL GLVOdELETA Ao aicOnua kaboov Kot evaictncio kot mbavov amod
GUUTTAOTO TUPETO.

Yroving, acBeveic mov Aappdvovy Prolia pmopodv va avantdiovy mévo 6to otdpa Kovn ot yvado,
oldnua 1 Un EL0VA®ON TV TANYOV 6T0 6TOU 1] 6TN YVvEbo, ékKpilor, povdtacua 1 aictnuo Bapovg
o yvébo, 1 yoldpwon evog dovtiod. Avtd umopei va givan onueio PAGRNE ToL 06TOD 6T YVABO
(ooteovékpmon). Evnuep®ote Tov Yiatpo 605 Kot ToV 000vTiaTpd cag apécms edv mapovcidcete
TETOL0 GLUTTAONOTO EVOo® glote oe Bepaneia pe Prolia 1} petd tn dwakony| g Oepaneiog cog.

Yraving, acBeveic mov Aappdvovv Prolia pmopodv va &xovv younid enineda acPectiov 6to aipa
(vracBeotionpia). Ta eopeticd younid erinedo acPestiov umopel vo 0d1NyNGOVV GE EIGAYMYT GTO
VOGOKOUETID Kol Uopel va eivot koo Kot amenTikd yio, T {on. Zopuntopata repiiapufavoovy
OTOGOVE, CLOTAGELC 1| KPAUTEG GTOVG UWOEC GOG KOUT LOVIIAGHLO 1] LOPUAYKIOGHO GTO dUYTUAN TOV
YEPLDV, TV OOV GOG 1| YOP® amd TO GTOUN GOG KAUT EMANTTIKES KPIGELS, GVYYXLOT, 1] ATMAELN
ovveidnong. Edv kdmoto amd avtd 1oydel yio GGG, EVIREPMDOGTE TOV YIUTPO 60G ORESCMS. To youUnAd
enineda aoPfeotiov 0To aipe pumopel emiong va 00NyNoovy 6 pio eAloyn Tov Kopdiokov puOuov mov
ovopdleton Tapdtacn Tov dtaotnpatog QT, n onoila @aivetar 6to nhektpokapdoypdonua (HKT).

Yravio, acuvi01eTe KOTAYILOTO TOV UNPLoioy 06TOV UTOPEL VO ELPAVIGTOVY GE aebeveig Tov
Aappdavovv Prolia. Emikowveviote pe To Y1oTpo 6ag edv eppavicete véo 1 acvuvndioto Tdvo 6To
woyio, otn PovPwvikn ydpa 1 610 UNPd, Kab®OG avTd pnopel va amotedel TpOwWPN EVOEEN evOg THAVOD
KOTAYHOTOG TOVL Unploiov 0oTo.

2rhvio, pmopet va eLeavioTobV aAAEpYIKEG avTIdpacelg og aobeveic mov AapPdvovy Prolia. Ta
CUUTTOUOTO TEPIAAUPAVOLY 010N L0 TPOCOTOV, TOV XEIMMV, TNG YADCOHS, TOU A0V 1| GAA®V
TUNUATOV TOV odpatoc. EEavOnua, kvnoud 1 kvidmon 6to 6€pua, cuptyo 1 SUGKOAIN GTIV OVOTTVOT).
HopokaieicOs vo eviuepOGETE TO YLOTPO GOS £AV ELPAVIGETE OTOLOONTOTE OO AVTA TA
CLUTTOUOTO EVD gloTte VO Bepamneia pe Prolia.

oAb ovyvéc avemOounteg evépyseies (Lmopohv vo ennpedlovy TeplocoTEPOVS atd 1 6ToVg
10 avBpdmovg):

. VoG 0T0 00TA, OTIS APHPOCELS, KaUT LLTKOS TOVOG TTOV KATO1ES POPES Elvar £vTOvOoG,
. OVOG 0Ta ¥EPLA 1] TO TOJ (TOHVOG OTaL AKPaL).

Yuyvég avemOOunTeg evépyereg (umopodv va emmpealovv £wg 1 otovg 10 avBpmmovg):

EMMOLVI] OLPNCT], GLYVY OVPNOT], GO GTO OVPA, ASVVANIN GLYKPATNONG TOV CVPWV,
AOTU®EN TOV AVAOTEPOV AVATVELGTIKOD GUGTHUATOG,

VoG, aichnuo popunkicons 1 LOVSIAGHO TOL ETAVEL LEYPL XOUNAA 6TO TOOL Gog (1oytodyia),
dvuoKooTNTa,

ducpopia otV Ko,

e&avonuo,

deppotomadeia mov yapaktnpileton amd eayovpa, epudpotnta kavn Enpotnta (Eklepa),
TPLOTTOOT| (aAmmeKia).
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Oy ovyvég avemBOUNTES EVEPYELES (LTOPOVV Vo emmpedlovy €mg 1 otovg 100 avBpdmovg):

. TVPETOC, £UETOC Kol KoMK GAyog 1] Sucpopio (EKKOAT®UOTITION),
Aolpwén Tov ®ToC,
. e€avOnua mov evoéyeTan va eLPOVIoTEl 6TO dEPHA 1) EAKT 6TO oTOpA (Aeyynvoeldn

(QOPLOKEVTIKE eEavOnLOTA).
oAV omdvieg avemOounteg evépyereg (umopovv va emnpedlovv éog 1 otovg 10.000 avBpdmovg):

. aAlepykn avtidpaomn mov pmopel va mpokarécetl PAGPN ota apo@opa ayyeio Kupiog Tov
d€pPOTOC (T, TOPPUPEG 1 KAPEKOKKIVEG KNAIDEG, Kvidmon 1 deppatikd EAxn) (ayyettida amd
vrepevacncia).

Mn yvooeTég (1 cuyvoTnTa Toug dev umopei va extiun el pe Pdon to drebécipa dedopuévar):

. EVILLEPMGTE TOV YIATPO GOG EAV EYETE TOVO GTO ATI, EKKPLON 00 TO oLTi KoM Aoipmén 6to
ovti. Avtd pmopel va givar onpadia ootikng PAAPNG 6to avti.

Ava@opd avemOounToVv evepyELOV

Edév mapatmpnoete Kamowo avemBOUNTN EVEPYELX, EVIUEPDGCTE TOV YTPO 1) TOV POPLAKOTOLO GOG.
AVTO 1oyvEL Kot Yo kKEOe Thav avemBountn VEPYELN TTOL OEV AVOPEPETOL GTO TUPOV PLAAO 0dNYIDV
xpnong. Mmopetite emiong va avagépete avembountes evépyeteg anevbeiag, pecw Tov g6vikod
GLGTILLOTOG OVOPOPAS ToV avaypapeTor oto Hapdpnua V. Méom trng avapopds avembountwov
gvepYEL®V pmopeite va fonbnoete ot GUALOYN TEPICTOTEPOV TANPOPOPIDV GYETIKA LLE TNV ASPHAELN
TOL TTAPOVTOC PAPLAKOV.

5. Iog vo pvrdccete 10 Prolia

To pdppaxo avtd TPEMEL va PLAAGGETOL GE LEPT) OV OgV TO PAETOVV Kol OV TO POAVOLV TOL TOdLA.
Na pn ypnoponoteite ovtd T0 PAPHOKO UETE TV NUEPOUN ViDL ANENG TOV OVOPEPETAL GTO KOVTL Ko
oty etikéta petd to AHEH/EXP. H nuepopunvia Anéng elvar 1 tedevtaio nuépa Tov piRva Tov
ovVapEPETOL EKEL.

dvAidoocete og yoyeio (2°C — 8°C).

Mnv KatoyvyeTe.

Kpatnote v apoyeicuévn copryya oty eEMTEPIKT GLOKEVOGIO Y10, VO TPOGTATEVETUL OO TO PG,
Mmnopeite va apf|CETE TNV TPOYEUICUEVT GOG CVPLYYQ EKTOC Wuyeiov péypt va PTacel o€ Bepprokpacia
dopatiov (uéxpt 25°C) mpwv amod v éveon. 'Etoln éveon Oa yivel mo dveta. Otav agedei | cOpryyd
oag va etaoel o€ Oepuoxpacio dopatiov (uExpt 25°C), Oa mpénet va, ypnoiponomdel péoa oe

30 nuépec.

Mnyv metdte QAapLOKA 6TO VEPO NG OTOYETEVOTG 1 6TA 6KOVTIdW. PoTnote Tov papuokomold cag yio

TO TMOG VO TETAEETE TA PAPLLOKO TTOV OgV ypnoipomoteite mo. Avtd to pétpa Ba fondfcovv otnv
Tpoctacia Tov mepPdAlovtog.

6. [epreydpeva TG GVOKEVAGING KO AOUTEG TANPOPOPIES
T epréyer to Prolia

- H dpaoctikni ovsia eivar to denosumab. KdbBe mpoyeucuévn ocvpryyo tov 1 ml mepiéyet 60 mg
denosumab (60 mg/ml).
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- Toa dAha cvotatikd gival o&kd 0&y, yoypd, VOPoEeidio Tov vatpiov, copPitoin (E420),
ToALGopPuco 20 kot VOWP Yo EVESIUAL.

Epg@avion tov Prolia kou mepieyopeva TG 6VOKELOGING

To Prolia givar éva dtoavyég, dypmpo mg vrokitpvo evéotplo dtdAvpa Tov dtatifetat £Too mpog
YPNOM GE TPOYELGLEVT] GUPLYYO.

Kd&Be cvokevacio mepiéyet pio mpoyeopévn cuptyya He unyaviopd Keioyng erdvac.
Kd&0e cuokevacio mepiéyel pio TpoyeoUEVN GOPLYYOL.

Mmnopet va. unv KoKAOQopoLV OAEG Ol GUGKEVAGIEC.

Karoyog dogrog kukrho@opiag Kot Tapay®yog
Amgen Europe B.V.

Minervum 7061,

4817 ZK Breda,

OMovdia

Karoyog Adsrog Kvkhogopiag
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

OMavdia

Mopaockevaotig

Amgen Technology (Ireland) Unlimited Company
Pottery Road

Dun Laoghaire

Co Dublin

IpAavoia

Mopookevactiig
Amgen NV
Telecomlaan 5-7
1831 Diegem
Béhyo

I"o omoladfmote TANPOPOpic. GYETIKH LLE TO TOPOV PAPUAKEVLTIKO TPOIOV, TAPAKOAEIOTE VO
amevBuvbeite otov Tomikd avtimpdommo Tov Katdyov g Adstog Kvukhopopiog:

Belgié/Belgique/Belgien Lietuva
s.a. Amgen n.v. Amgen Switzerland AG Vilniaus filialas
Tél/Tel: +32 (0)2 7752711 Tel: +3705 219 7474
Buarapus Luxembourg/Luxemburg
Awmmxen brarapus EOO/] s.a. Amgen
Temn.: +359 (0)2 424 7440 Belgique/Belgien
Tel/Tel: +32 (0)2 7752711
Ceska republika Magyarorszag
Amgen s.r.o. Amgen Kft.
Tel: +420 221 773 500 Tel.: +36 1 3544 700
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Danmark
Amgen, filial af Amgen AB, Sverige
TIf: +45 39617500

Deutschland
Amgen GmbH
Tel.: +49 89 1490960

Eesti

Amgen Switzerland AG Vilniaus filialas

Tel: +372 586 09553

E)lrada
Amgen EAAég @appaxevtikd E.ILE.
TnA: +30 210 3447000

Espafia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.0.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

island
Vistor hf.
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741 741

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888
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Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roméania
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.o.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

United Kingdom (Northern Ireland)
Amgen Limited
Tel: +44 (0)1223 420305



To mwapov pvALo 00N YOV Yp1ioNS avaOe®P1)ONKE Y10 TEAEVTOIO POPE GTIC.
Addeg TNYEG TANPOPOPLOV

Agmropepeic TAnpopopieg ooyl yio 1o TapOV PApUAKEVTIKO TPOTOV glvar Stobéoipeg 6To dIKTLAKO
1610 10V Evponaikod Opyavicpod @apudkov: hitp://www.ema.europa.eu/
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[Tpw n xopnynon

Metd ) yopnynon

"Eppoiro —%

AaPég daxTOA®V

Etucéta oupryyog
KoAwdpog cupryyag

Mnyaviopog Kahoyng
Belovag

Elompilo pnyoviopon
KdAvymg Perdvog

IMept xéAoppa
Bedovag otn Béon Tov

Exp:

ot:

AMGEN" XXX xx

.

Xp1noipuonompéEvo
éuporo

Etwcéra ovpryyog

XpNGLOTOINUEVOG
KOALVOPOG cOPLYYOS

Xpnoyomompévn
Berova

Xpnoyomompévo
glanplo

UNYOVIGLLOD
KéAvymc Berdvog

I'ept kéAoppa
Belovag extog B€omg
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INpavTiké

M pw ypnoponouoete TNV TPoyERIoREVY] ovpryya Prolia pe avtéopato pnyoviopd kaioyng
Berovag, o1ofaoTe AVTES TIG ONUAVTIKES TANPOPOPIES:

. Elvar onpavtikd va punv emyepnoete va kévete Eveon LOVOG Gag mapd Lovo edv £xete AdPet
€101KN EKTTAUdEVOT OO TOV Y1 TPO 1) TOV EMOYYEAATIO VYEIOG GOC.

° To Prolia yopnyeitoar g éveon 61ov 1616 aKkpBdG KAt amd To déppa (VTOJOPLa £VEST).

X  Mnv aeaipeite To yKpt KGAvppa g BEAOvag ammd TNV TpoyeUIGHEV GVPLYYa Topd pdvo
€QOCOV gloTe £TOYLOL Y10 TNV EVEDT).

X  Mnv ypNCILOTOGETE TNV TPOYEUIGHEVT] GUPLYYO EAV EXEL TECEL GE GKANPY ETLPAVELQL.
XPpNOUYOTOOTE 10, VEQ TPOYELLGLEVT] GUPLYYQ KOl EVIIULEPMOTE TOV Y1ATPO 1) TOV
emoyyeApatio vyeiog cog.

X MnyV snyEIpHCETE VO EVEPYOTOLNGETE THV TPOYELGUEVT GUPLYYO TPV OO TNV EVEST).

X Mnyv eniylpnoETE VO APUPECETE TO SLOPOVT] UNYOVIGUO KaAvyng Belovag amd v
TPOYEUOUEVT] GOPLYYOL.

Koléote Tov yrotpd cog 1) Tov emoyyeipotio vyeiog oug, v €(ETE OTOIEGONTOTE EPWTNCELC.

Bnpa 1: [IpogToipaocteite

A A@pa1péote 10 di0KO TNG TPOYEUICUEVIG GUPLYYAG AO TN GUGKELOGIO KOl GUYKEVIPMOTE TO.
OTTOPOATITO OVOAMGLULA YL TV £VECT] GOG: LOVTNAGKIO EUTOTIGUEVO, L€ OVOTIVELLLOL, UTAAES
Bappaxtov 1 exiBepo yalog, avToKOAANTO ETIOEGIO KOl SOYEID OTOPPIYNG YU PDV
AVTIKEWWEVQV (OeV cupumepAaUPaveTaL).

IMo o o Gvetn éveon, aQnoTE TV TPOYELGUEVT cVPLYYA 6€ Bepuokpacio SoUATIon Yo TEPITOV
30 Aemtd wpwv amod v €veon. [TAveTe ooAaGTIKA TO XEPLOL GOG UE GATOVVL KOt VEPO.

TomoBetnote TN VEX TPOYELGUEVT] GUPLYYO KoL TO VITOAOUTO, OVOAMGLLO TAV® GE ol Kabapr|, pe
KOAO QOTIGUO EMQAVELD.

X Mnyv enysipnoete va BepUAVETE TN TPOYEUGUEVT GVPLYYO LE OTTOLOONTTOTE PEGO BEPUOTITOG
Omw¢ {eotd vepd N POVPVO LUKPOKVLUAT®V.

X Mnv aprvete v Tpoyeicpuévn ovpryya an’ vbeiog extefeluévn 6To NAOKO PG,

X Mnv avoKiveite TV TPOYEUGCUEVT GOPLYYO.

. DUVAACCETE TNV TPOYERIGUEVY] GVPLYYO GE PEPT TTOV OEV TNV PAETOVY Kot dgv TNV ¢OGVoLY
T TOLOLG.

B Avoi&te to dioko, apapdvtag to kdAvpupa. [Tidote kot tpafnéte Ty Tpoyeucuévn copryya
070 TO SLOPOVT UNYOVIoUO KAALYNG BEAOVAG DOTE VO TNV AQUIPECETE 0d TOV dioKO.

IIaote €00

IMa Adyovg aocpaietag:
X Mnv TaveTe TV TPOYELOUEVT GUPLYYO 0mtd TN PAPdo Tov uPorov.
X  Mnv mavete 10 YKpL KAAL o TG erdvac.
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r ‘ E\éy&te to pbippLako Kol TNV TPOYELUGEVT GUPLYYO.

déppoko

707 ®
N | —
. ——

X  Mnv ypnCHOTOGETE TNV TPOYEUGUEVT] GVPLYYO. EGV:

. To @appakxo givar vepelmdeg 1 vdpyovy couatiow pécao og avtod. [pémetl va eivat éva
Sdwwyéc, dypopo £mg vrokitpvo didAvpa.

o OnoodMmote HEPOS PAIVETAL PAYIGUEVO 1] GTOGUEVO.

o Aginel 1o ykpt kdAvppa g feAdvag 1| dev ivorl aGPAADS TPOGAPTNUEVO.

o H nuepopunvia Anéng mov avaypdeetor oty eTikéTa el TapEADEL TG TeEAELTALNG

NUEPOS TOL PNV TOV OVOLYPAPETOL.
e OAEG TIC TEPIMTAOCELS, TAPAKOAOVUE CNTNoTE TN PfonBela TOv YiaTpoL, 1 TOL enayyeAlpatio vyelog
GOC.

Bfua 2: EToypnoocteite

A [MAvvete oyoractikd Ta ¥épla coc. [Ipoetopdote Kot kabapicte To onueio tng éveong.

Mmnpdrtco

? Kotuaxn yopo

Endvo pépoc unpav

Mmopeite va. p|GLULOTOINGETE: N~

. To emdive PHEPOC TV UNPOV COC.

. Tnv Kothaky ydpa, eKTOS oo Ty TEPLoyn 5 cm (2-ivioeg) akping yopw and tov apard.
. Tnv eEmtepikn meployn TV UIpatowv (LOVO GTNV TEPIMTMOOT TOL GO KAVEL TNV VECN

Koo AAAOC).
KoBopiote v meployn g Eveong ypNOLLOTODVTAG VO LAVTNAGKL LE OvOTTVELUO. AQPNOTE TO
OEPILOL OOG VO GTEYVAMOEL.
b 4 Mnyv ayyilete v meployn g €Eveons mpv amd TNV EVEON.
Mnyv eviete o€ TEPLOYES OTTOL TO dépa ivar gvaictnto, pehavioouévo, eppdpd, 1 GKANPO.
ATOQUYETE VO EVECETE GE TEPLOYES LLE OVAEG 1 OTULASLOL TAGTG.
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B Tpapné&te TpooekTikd To YKpt KdAv o TS PEAOVAG TPOG T £ Kot LLOKPLE od TO GMLLOL
o0G.

r AvoonK®oTE e TolUmN U TO oNUEi0 TNG EVESTG Y10l VO, OTLLLOVPYNHOETE L0 GOLYTH ETLPAVELQ.

o Eivail onuovtikd vo kpateeTe 10 0EPUO OVACNKOUEVO KOTO TNV SIAPKELD TNE £VECTC.

Brua 3: Xopnynote

A ‘Kpom’]csrs 70 déppo avaonkmpévo. EIXATETE 1t Behdva oto 6éppa.

b 4 Mnyv ayyiéete v kabapn mEPLOYT TOV OEPUATOC.
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B IMIEXTE 10 éuPoio aokdvag apyn Kot otadepn Tieon dGTOL AKOVGETE 1 VO VIMGETE £Val
«KA». ITiéate To EpPoro péEYpL TO TEPLLO DOTE VO KOVUTAOGEL.

0 Eivar onuavtikd va mécete mpog to KAT® MOTE VO, KKOLUTDGED Y10 Vo, xopnynOel
oAOKAN P M 06GT.

r ‘ A®HXETE tov avtiyepd cog. Encita XHKQETE 1t cuptyya omd 10 dépua Goc.

Metd v anedevBépmon Tov euPforov, o uNYavicdc KAALYNG TN TPOYEUGUEVNS GVpLyYag Oa
KoADWEL pe acpdiela T Beddva g Eveong.
b 4 Mnyv enavatonodeTeite T0 YKPL KAAVUUO, GE YPNOIUOTONUEVES TPOYEUOUEVES GUPLYYEG.
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Brua 4: MéMg teEret@oeTE

A | AToppiyTe TIC YPNOYOTOINUEVEG TTPOYEMGUEVEG GUPLYYEG KO AAAC OVOAMDGLLO OVTIKEIUEVA GE
doyelo amdOPPIYNG ALYUNPOV OVTIKELUEV®V.

Ta edpuoxo Bo Tpémel Vo amoppimTovTol COUE®VA UE TIG KOTA TOTOVG 1oyvovces dlatdéelc. Potiote
TOV POPUAKOTOL0 GO TMG VO TETAEETE TO PAPUAKO TOL dgv ¥peldlovtal ma. Avtd ta HéTpa Oa
BonBncovv oty Tpoctacia Tov TePPAAAOVTOG.

DvAGoceTE TO S0YEID ATOPPIYTG GUPLYYDV KOl OLYUN POV CVTIKEWEV®Y o€ BEom TTov dgv T0 PBAvouY
Kot 6gv 10 BAEmOVV T TOUd1A.

X Mnv EavaypnoLUOTOGETE TNV TPOYEUIGUEVT] GOPLYYO.
X Mnv ovakvkKADOETE TIC TPOYELGUEVEG GVPLYYEC KO UMV TIC TETAEETE OTO OIKIOK( GKOVTTIdLL.

B ‘ EAéyEte To onpeio yoprynong.

Av Tapatnpnote pio knAido aipatog HTopEiTe Vo TEGETE TAVMO GTO GNUELD TNG EVEONG £V KOUUATL
Boaupaxt 1 éva emiBepo yalag. Mny tpifete to onueio g éveong. Av ypeldletal, Umopeite va
KOADWETE TO ONUElD TNG VEoNG LE £V AVTOKOAANTO EMIOEGLO.
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Oodnyiec yia TV éveon pe Ty Tpoyepicpévn ovpryya Prolia

H mapovca evotnta mepiéyel TANPOPOPIES Y10 TOV TPOTO LLE TOV OTOI0 UTOPEITE VO, XPTCLLOTOCETE
v Tpoyepopévn oopryya Prolia. Eivar onpavtiké £6€ic 1] To GTONO TOV G60G KAVEL TNV £VEGT] VO,
UMV EMYEPNOETE VO, KAVETE £VEST NOVOL GO TAPE LOVO €AV £YeTE AAPer €101kN Ekmaidogvon amd
70V YI0TpO 60G 1| amd GAho emayysipotio vyeioc. [lavto va TAévete Ta ¥Epla Gog TPV amo kabe
éveon. Edv éyete amopieg oyetucd pe ™ xopnynon g éveong, mapakaiovue (note ) Pfondeta Tov
ytpo¥ cog 1 Kamowov GAAov erayyeipatio vyeiog.

Mpw EexavijogTe
A dcte 610LaOTIKG OAEG TIG 00N YIEG TPV (PN GLUOTOU|GETE TNV TPOYEULGHEVY] CUPLYY .
MHN ypnoionoieite TNV TPOYEUGUEVT GUPLYYa GV TO KAALUpA TG Beddvag Exel aparpedet.
[Iag prop®d va YpNoLpHoTON|o® TV TPoYyERIopévN cupryya Prolia;
O 710TpOG 0aG EXEL GLVTAYOYPUPTNGEL Lo TPpOYEUGHEVN cvptyya Prolia yio éveon otov 16Td oL
Bpioketar axkpPmg KaTm amd To dEpua (VTodopia). [Ipénel va eviete 6Ao0 T0 TEpLeyOuevo (1 ml) Tng
TPOYEMGHEVT G GUpLyYoG Prolia ko va kdvete €veon Uio OPA GTOVG 6 UIVES GUUPMOVE, LIE TIG 0dNYieg
TOV YLOTPOV GOG.
E&omhopoc:
[No va kavete pio éveon, Ba ypelaoteite:
1. Mia kovovpylo TpoyepGEVN optyya Prolia
2. MowvTIAGKLo EUTOTIGUEVO LIE OVOTVEV UM 1] KATL OVAAOYO.
T tpémer vo, Yivel TpoTov KAVETE TV vT0d6pLa éveon pe Prolia
1. Bydite v apoyeicuévn cvplyya omd To Yoyeio.
MHN mdvete v Tpoyeopévn cupryya and To ERPoiro 1 to Kavppa g felovag. Katt
1010 B0 LTOPOVOE VO KOTAGTPEWYEL TI GUCKELT).
2. ANoTE TNV TPOYEUGUEVT GOPLYYO EKTOG YUYEIOV UEYPL VO TAGEL GE DEPLOKPOTio dmUATIOV.
‘Etoin éveon Oa yiver mo dveta.
MH 0eppaivete T GOPLYYa LLE OTOLOVONTOTE AAAO TPOTO, Y10 TAPASELY LA, GE POVPVO
pikpoxvpdTov 1 o€ {eotd vepPO.
MHN apnvete T cvpLyya GUeso eKTEOELUEVT] GTO NAOKO POC.

3. MHN 0voKIVEITE TNV TPOYEUICUEVT] GUPLYYAL.

4. MHN apaipeite To KGALpO TG BEAOVAG TNG TPOYEUCUEVIG GUPLYYAS TOPG LOVO EPOGOV EIGTE
£Toluot ylo TV €veon.

5. EAéyEte v nuepopnvio ANENG oL avaypaeETaL 6TV ETIKETA TNG TPOYELGUEVN S avpryyag (EXP).
MHN ypnoiponoteite T cVPLyya LETA TNV TOPEAELGT TG TEAEVLTALOG UEPOS TOV UNVE TOV
VoY pAEETOL.

6. EAéyEte v epodvion tov Prolia. [Ipénet va eivor éva dlavyEg, dyxpopo Emg vTokiTpLvo

Suilopo. Edv o 1dhopa tepiEyel copatioln, sivar VEQEAMOES 1] ATOYPOLATIGULEVO, OgV Oa
mpémnel vo, evedel.
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7.

8.

Emilé€te pia avern, kabapr eTpaveio pe KOAO @OTIGHO Kot TOTOHETOTE OAOL TOL AVTIKEIEVA
1oV peldleate o€ amOGTACT OOV UTOPEITE VA TA PTAVETE.

[T\Ovete oYoACTIKA TO YEPLL GOGC.

g mo1o onueio O TPEMEL Vo KAVETE TNV £VEGT);

Ta koAvTEPO oNUElR Y10 VO KAVETE EVEOT) EIVOL TO ETOV®
LEPOG TV UNPAV GOG KOL 1) KOIALOKT XMDPO.

Ed&v cog kdver nv éveon kdmolog GAAOG pmopet eniong va
XPTCLLOTOUGEL TNV TIC® TAELPA TOV UTPATCOV GOG.

M ag yiveror 1 éveon;

1.

|

ATOAVAVETE TO OEPLLOL GO YPTCLLOTOIDVTOG VO,
LOVTNAGKL UE OVOTTVEV QL.

[Ipoxeévov va, amopevyBel To Abylopa g
BeAdvag, Tpapnéte podakd To KOADUUO 0T T
Belova mpog Ta EEm ymPIc VoL TO GTPEPETE, OTMG
paiveTon oTic €1kOveS 1 ko 2.

MHN ayyi&ete ™ Belova kot pnv odnoete t0
éupolo.

Mmropei vo, TopoatnpioeTe pio Lkpn QUGOAISQ
aépa TNV TPOYEUOUEVN cLpLyya. Aev ypetdleTon
VO OTOLLOKPOVETE T LGOAIDD TTPLY amd TNV EVeEoT).
H éveon tov deAdpatog pe t euoaAida ivor axivovvn.

AvoonK®doTe To dEpHa (Y®PIS Vo TO GPLyYETE) HETOED TOL OVTIYELPO KOl TOL JEIKTN GOG.
Ewcdryete mAnpwg ) Perdva oto déppa OTmg cag £xel OeiEel 0 Y1oTpOG GOG 1] KATO10G
emayyeApaTiog vyeiag.

[Tiéote to éuPolo aokdvTog apyn Kot otabepn wieon, eEakolovfmvTog va KpaTdte To dEPLO GOG
avaonkouévo. [liéote 10 EuPolo mPog Ta KAT® UEYPL TO TEPUO DGTE VO, EVEGETE OO TO LAV,

Aopaipéote T Perdva Kot apnoTe TO SEPLLAL.
AV TopaTNPNOETE Pio KNAIOW ILOTOG LTOPEITE VAL TN GKOVTICETE EAAPPE LE EVOL KOLLUATL
Baupdxt i éva yaptopdvinAio. Mnv tpifete 1o onueio g éveong. Av ypeldletal, pmopeite va

KOADWETE TO onuelo TG £veong e £VaV OVTOKOAANTO ETIOEGHLO.

Na ypnoytonoieite kabe Tpoyspicpévn cOpryya yio pio povo éveon. MHN ypnotponolgite
YoV mocotnteg Prolia mov amopévovy atn copryya.

No OQopdote: Edv aviipetonicete omotodnmote TpofAnua, mopakarovue {nrnote fondeia kot
GLUPOVAES 0T TOV Y1OTPO GOG 1) KATO0V GAAO emaryyeALoTio vyEiag.
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ATOppLIYN APNGLLOTOLNREVAOV GLPLYYOV

. MHN enavatonodeteite T0 KAAV UG OTIS XPNOULOTONUEVES PEAOVEC.
Dvrdoacete TIG cVPLYYEC o€ BEom oL dev TIg POEVOLY Kot dgV TIg PAETOLY TA TOSLA.
. H ypnoipomompévn cvpryyo Bo Tpémet vo amoppinTeTon GOUQMVA LE TIG TOTKES SL0TAEELS.

Pwtote Tov popuokomold cog mmg vo TETAEETE To PApUAKe TOL dgV yperalovtan . Avtd ta
pétpa Bo fonbncovy 6y TpocTacio Tov TEPPAAAOVTOC.
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