ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo @appako avtd TeEAel LG CLUTANPOUATIKY TOpaKoAOVON oM. AVTo B emTPEWYEL TO YP1IYOPO
TPOGOLOPICUO VEDV TANPOPOPLDY AGPAAEING. ZNTElTOL OO TOVG EMAYYEALOTIEG VYEIOG VO AVAPEPOVY
omolecdnTote THavoloyovueveg avemBOunteg evépyeleg. BA. mapdypapo 4.8 yio Tov TpOTO avapopag
AVETOOUNTOV EVEPYEILDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bilprevda 120 mg gvéoipo didAvpa.

2. MOIOTIKH KAI MOXOTIKH XYNGOGEXH

Kda0e proridro mepiéyet 120 mg devosovpdpnn o 1,7 ml seddpotog (70 mg/ml).

H devocovpaunn sivon éva mAqpwg avlpomivo povokhovikd aviicopo IgG2 mov mapdyston o€
KUTTOPIKT GEPA ONhaoTikoy (kiTTopo wobnKng KvEIKOV KPIKNTOV) UE TeEXVOoLoYin

avacvvovacpuévov DNA.

"Exdoy0. ue yvootic dpAloels:

Ka06e 1,7 ml drodvpatog mepiéyet 78,2 mg copPrroing (E420) ko 0,17 mg morlvcopPikov 20 (E432).

IMa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Evéoyo ddivpa (evéoiplo).

Arwyég £0g eEMapp®dg omaAilov, Axpouo E0G EAAPPDOG KITPIVO S1AAVLLO KOL EVOEXETOL VOL TEPLEYEL
(VOTOGOTNTES MNLUOLAPUVDV £MG AEVKDOV TPOTEIVOLY MY COUAUTIOIWOV.

4. KAINIKEX ITIAHPO®OPIEXZ

4.1 OgpamevTiKég gvoeilelg

IIpoAnyn oxeletikdv coppapdtov (Taboloyikd Katayu, oKTvoBoAld TV 00TMOV, GLUTIEST TOV
VOTIOOV HVEAOD 1 YELPOVPYIKT] TOV 0GTAOV) GE EVAAIKES LLE TPOYMPTLEVEG KOKONOELEG TTOV EUTAEKOVY

T 00Td (PA. mapdypao 5.1).

Oepameio TOV EVIMKOV KOl TOV GKEAETIKA OPLU®V EPPOV LLE YIYAVTOKVTTOPIKO GYKO TWV 0GTMV OV
glvar aveyyeipntog N 0TV 1 XEWPOLPYIKY ekTOUN Elvar TBHavO va 0dnNyNHoeL oe cofapt voonpoTnTa.

4.2  Aocoloyio Kol TPOTOS YOPYNONG
To Bilprevda 0a mpénet va yoprnyeitar vd v vBOHVT €vOG emayyelotio vyeiag.
Aocoloyia

Amonteiton n couTANp®UATIKY Yoprynon tovidytetov 500 mg acPeotiov ko 400 IU Prrapivng D
nuepnoing oe 6Aovg Tovg acbeveic extdc Kot av mapotnpeitan viepacPestionpio (BA. Tapdypago 4.4).

Y1ovug acBeveig mov Aappdavovy Bepaneia pe Bilprevda Ba mpémet vo divovion to @OALO 0dnyumv
yPNoNg Kot 1 Képta vrevhH o acbevoug.



Tlpolnyn twv oxeletik@v ooufouctwy oe eVIMKES Ue TPOYWPHUEVES KOKONOEIES TOV EUTAEKOVY TO,
00706,

H ocvvietdpevn d6on tov Bilprevda givar 120 mg yopnyoduevn o¢ epamas vwodopio EVEST Lo popd
Ké0e 4 efdopadeg oTo UNPO, TNV KOAOKT YOPO 1 TO Aved HEPOS Tov Ppoayiova.

Tyavtoxvttopikog 0yKog TV 0oTtmv

H ocvvietduevn d6on tov Bilprevda givar 120 mg yopnyoduevn og epamas vwodoplo EVeEoT pio popd
K0 4 efdopadeg 6To UNPo, TNV KOIAIKY YOPO 1 TO Gve HEPOS TOV Ppayiova pe EMmPOcOETEG dOGELS
tov 120 mg T1g nuépeg 8 kot 15 g yopynong tov Tpmd@Tov Uiva The Bepameiog.

Ot aoBeveic g perétng edong Il mov vwoPANONKav 6€ TANPN EKTOWT| TOV YIYAVTOKVTTOPIKOD OYKOV
TV 00TV EAaPav emmiéov 6 unveg Bepoameiog Letd tn yePovpYIKn eXEPPacn, COUEMVI LE TO
TPOTOKOALO TNG LEAETTG.

Ot acbeveig pe YryavToKuTTOPIKO O0YKO TMV 0GTAOV TPETEL VO, 0ELOA0YOVVTAL GE TOKTA YPOVIKA
SloTNUATO Y1 VO S1IOTIGTOVETAL €AV cuveyiLovv va £xovv dpehog amd tn Oepamneio. Xe acOeveic Tov
omoiwv M vocog Ppioketal vd Eleyyo pe To Bilprevda, dev éxel a&loloynbel n enidpoon g Sakomng
1 TOV TEPUOTICHOV NG Bepameiog, ®oTOC0 TEPLOPIGUEVH dedopéva e avTovE Tovg asbeveic dev
VTOJEIKVVOVY VTTOTPOTN| LE TN dlokom NG Oepameiog.

Negpiki ovoiertovpyio
Agv anarteital Tpocappoyn g 60omg oe acbeveic pe veppikn dvciertovpyia (PA. Tapaypdoovg 4.4
Y10 GUGTAGELG GYETIKA LE TNV TapakoAovOnomn tov acPeotiov, 4.8 kat 5.2).

Exrrwon e nrotikig Aeitovpyiog
H acpdlelo kot 1 amoTeAeGUOTIKOTNTO TG OEVOGOLUAUTNG eV €xovv peAetnOel oe acBeveig pe
EKTTTOOT TNG NTATIKNG Agttovpyiag (PA. mapdypaeo 5.2).

Hlxaouévor acleveis (nhixiog > 65 etwv)
Agv anarteitan Tpooappoyn e 60omg otovg nAkiopévoug acbeveig (BA. Tapdypago 5.2).

Houdorpiog ninBvouog

H acpdAelo kot 1 amoTeEAEGLOTIKOTNTO TG OEVOGOVUANUTNG OEV £Y0VV TEKUNPLOOEL GE TOdATPIKOVS
acBeveic (Mlikiog < 18 eT®V) €KTOG TV GKEAETIKA OPmV epNPov (MAkiag 12-17 et@v) pe
YLYOVTOKVTTAPIKO OYKO TOV 0GTMV.

To Bilprevda dgv cuvictdton o mardiatpikovg acbeveic (nikiog < 18 eTdv) eKTOG TOV GKEAETIKE
opuov epqpov (Mikiog 12-17 €1dv) pe yryavtokuttopiko dyko twv oot®dv (BA. Tapdypapo 4.4).

Bepamein TOV CKELETIKA MPIUOV EPMPOV LE YIYOVTOKVTTOPIKO OYKO TMV 0GTMV TTOL Eival
aveyyelpnTog N 0TV 1 XEPOLPYIKN ekTOpN glvar THavE va 0dnyN el oe cofapn voonpotnta: M
docoloyia givar 1 1010 OTMG Y10 TOVG EVIAIKEG,

H avaotoAr] too RANK/RANK ligand (RANKL) og peiéteg pe {da cuvdEbnke e tnv avacTorn g
avATTLENG TOL 0GTOV KOl TNV EAAEYT EKPLONG OOVTIMV, OAAL OVTEG O AAAAYEC NTAV LEPIKAOG

OVOOTPEYLUES LETA TN dlakoTh TG avacToAng tov RANKL (BA. mapdypago 5.3).

Tpomog yoprynong

IMo vrodopia yprion.
IMo 00Myiec oYeTIKA pe TNV YPNGN, TOV YEPIOUO Kot TNV amoppiyn, PA. mapdypapo 6.6.
4.3 AvtevosiEeig

YrepevaicOnoio 6tn dpactiki ovcia 1] 6€ KATOW0 and To EKO0Y0 TOV AVOPEPOVTUL GTNV
Topaypaeo 6.1.



Yofapn vracPeotionpio yio v omoio o1 acbeveig dev Exovv Adpet Oepaneia (BA. mapdypapo 4.4).
Mn emovAopévec BAAPEG amd 000VTIKY| YEPOVPYIKN eMEUPaon 1 yyEipNOT GTOLATOG.
4.4 E10uég TpoetdomomcEls Ko TPopuidtels Katd n ypion

Iynlocwotnta

ITpoxeévov va, BeATimBel 1 tyvnAQGILOTNTO TV BLOAOYIK®OV QUPUOKEVTIKOV TPOTOVT®V, TO OVOLLN
KoL 0 0plOUOG TOPTIOAG TOV YOPTYOVLEVOL PAPLAKOV TPEMEL VO KATOYPAPETAL LLE GUPTVELL.

ZOUTANPOUATIKA Yopynon acBeotiov ko Brrauivne D

Amauteital n copmAnpopatiky yoprynon acpectiov kar frropivng D og 6hovg Tovg acbeveic ektdg
Kot ov Topatnpeital vrepacPectionpia (BA. Tapdypapo 4.2).

YroocBeotioupio

H npovmapyovoa vracPeotiaipio mpénet va dtopbmvetal Tpv amd v Evapén g Bepaneiog e
Bilprevda. Ynaopeotiopio uropei va copfel ava taoa otiypun Katd tn didpkela g Oepaneiog pe
Bilprevda. H mapakoAiovdnon tov eminédov acPfeotiov Tpémel va dievepyeitar (1) Tpv v apyikn
d0oon tov Bilprevda, (ii) evtog dvo efdouddmv puetd v apykn doon, (iii) o€ mepintwon epeaviong
TOUVOV cLUTTOUATOV VTacBeotiotpiog (BA. mapdypago 4.8 yio ta cvuntopata). [Ipénel va
eetaotel 10 evoegydEVO emmPOcHETN G TapaKoLoVONONG TOV EMNESWV aoPeSTiON KATH TN SLIPKELN
g Bepamneiag oe aobevei e mapdyovteg Kvduvou Yo vacPectionpia, 1 €6v gvdeikvotal yio GALOLG
AOYOLG LE Bdon TNV KAVIKY KOTAGTOOT TOL 0c0evn.

Ot acBeveic Tpémel va evOappHVOVTAL VO AVOPEPOVY GUUTTOUATO, EVOEIKTIKA TNG VITooPesTIoping. Av
pokAnOel vracPeotionpio katd T xopnynon tov Bilprevda, mbavov va ypelootel yoprynon emmiéov
GUUTANPOUATOV acBecTion Kot eMTPOcheTn Topakorlovon o).

2V gunepio HETA TNV KuKAOQOpia, £yl ovapepOel cofapr CLUTTOUATIKY VTOCPECTIONLIN
(ovumeprrapPavouévav Bovatneopwv tepiototik®my) (BA. Tapdypapo 4.8), e Ta TEPLGGOTEPA
meploTaTikd va epeaviCovion Tig Tpmteg efdopadeg petd v évapén g Bepameiog, aAAd propet vo
EUOAVIGTOVV Kot 0pydTEPQL.

Neoppkn dveiettovpyio

Ot acBeveig pe coPapn veppikn dvciettovpyia (kaBopon kpeativivng < 30 ml/min) 1} Tov
vrofdiioviol o eE@VEPPIKT KABOPOT SLUTPEXOVV LEYOADTEPO KIVOLVO EUPAVIONC VTTAGPECTIONINGC.
O «ivévvog epeaviong vracBestioipiog kot cuvoddv avénoewyv ¢ Tapadopudvng ovéavel pe v
avénon tov Paduov g veppikng duciettovpyiag. H taxtikn mapakorobnon tov emmnédov
aoPeotiov gival 10AITEPA GNUAVTIKT GE ALTOVE TOVG 0GHEVEIC.

Oocteovékpmwon tne yvabov (ONI)

"Exet avagepBei ONI" cuyva e acbeveig mov Aapfdavovv devosovpaunn (BA. Tapdypapo 4.8).

H évapé&n Bepamneiag/véov koKAov Oepamneiag Oa mpénet va kabvotepeital og acheveis pe pn
EMOVA®UEVEC ovotyTEC PAAPES pHodakdV popimy 6To oo, OSoVTIATPIKOC EAEYYOG LLE TPOANTTIKY
000VTIOTPIKT TOPEUPOOT) Kot OTOUIKY aELOAGYNON 0PEAOVC £VOVTL KIVODVOV GUVICTATAL TTPLY a0 TN
Oepamneio e devocovUAUT.

Ot akdlovBot Tapdyovteg Kivdovvov Ba mpémel va Aapfdavovtor vedyn 6tav aloroyeiton o Kivovvog

eppdaviong ONI otov acBevn:

. 1 OTOTEAEGHOTIKOTITO TOV (POPLOKEVTIKOD TPOTOVTOG TO 0010 AVOGTEALEL TV OOTIKN
amoppoENon (VYNAOTEPOG KIVOLVOG Y1dt TIG OVGIESG UE DYNAT OTOTEAEGUOTIKOTNTA), TV 000



xopnynong (VYNAGTEPOS KIvOLVOg Y1 TNV TOPEVTEPIKN YOPNYNON) Kol TV 0poloTiKy 06T TG
Oepomeiog Yo TNV 00TIKN AmoppOPNoN.

. KOPKIVOG, KOATAGTAGELS GUVVOGTPOTNTOG (T.). aVOlict, SL0TaPayES TNKTIKOTNTAG, AOUMEELS),
KATVIG LA,

. GLYYopNYoUUEVEG Bepameles: KOPTIKOGTEPOELN, yNHE0Bepamein, avacTOAElS aryyeloyéveonc,
axtvofepameio KEPOANG Kot TPOYNAOV.

. KOKT] GTOLLOTIKY DYIEWVT, TEPLOSOVTIKT VOGOG, KOKMG EQUPUOCHUEVEG 0OOVTOGTOLYIES,
TPoLTAPYOVCa 0O0VTIKN VOGOC, emeUPaTIKEG 0dovTINTPIKEG TapepUPdoels (T.y. eaywyn
000VI®V).

Ohot ot acbeveic mpémet va evBappivovial va S1otnpodv KOAT GTOUATIKH VYLEWY], Vo VToBAALOVTOL GE
TOKTIKOVG 000VTIOTPIKOVS EAEYYOVGS, KOl VO OVOPEPOLY OUECHC OTOLOONTOTE GTOUATIKG GUUTTMLOTOL
OT®MG 00OVTIKY] KIVNTIKOTNTA, AAYOC 1 010N, 1] U1 EMOVAWDGT] EAKOV 1] EKKPIGEDV KATA TN S1ApKELN
Oepaneiog pe tn devocovpaunn. Eva Bpickovral vid Oepomeio, ot emepPatikéc 0d0vTIATPUKEG
napepPaoetg o mpémet va dieEdyoviatl HOVO PETA OO TPOCEKTIKY EEETOOT) KO VO ATOPEDYOVTAL GE
LIKPN (POVIKE amdoToon amd Tnv yoprynon tov Bilprevda.

To oyédio dayeiptong tov acbevav nov eppavitovv ONI npénet va kabopiotel pe otevi cuvepyoocio
UeTAEL TOL BEPATOVTOC 10TPOD Kol EVOC 030VTLATPOL T} XELPOLPYOV GTOUNTOC e epmelpio o€ ONI.
[pénet va e&etaletar 1o evOEXOUEVO TG TPOCOPIVIG dlakomng ¢ Oepaneiog pe to Bilprevda émg
OTOV 1 KATAGTOCT VITOYMPNGEL Kol 01 GUUPAAAOVTES TAPAYOVTEG KIVOUVOL LETPLOGTOVV, OTAV OVTO
glvat duvatodv.

Oocteovékpmon Tov EEm aKOVGTIKOD TOPOL

O0TeOVEKP®OT TOV £EM OKOVGTIKOD TTOPOL AVOPEPONKE e TN (PN oY OEVOCOLUAUTNG. ZTOVG TBOvVOHG
TOPAYOVTEG KIVODVOL 0GTEOVEKPWOOTG TOV ££M 0KOVGTIKOL TOPOL TEPAOUPAvVOVTOL 1] ¥p1ioN
GTEPOELDDV KOl 1] yNHeoBepameio, KA/ TOTIKOT TAPAYOVTEG KIVOUVOL OTT®G KATOd AoipmEn 1
TPOVUATIOHOC. Xe 0oBeveic mov AapPdvouy dEVOcOVUAUTN Kol TOPoVCIALoVY GUUTTMOTO GTO AT,
OT®G YPOVIEC AOUMEELS TOV OV TIOV, TTPETEL VO AapPdveTol vwoyT 1 THAVOTNTO 0CTEOVEKPWOGNC TOV
¢Em aKOVOTIKOV TOPOV.

ATumo KOTOy LoTo TOL UNPLoiov 06ToL

Atoumo KaTdypoto Tov pnplaiov 06to £xouv avoapepbel oe acbeveig mov Aapfavovv devocovpdumn
(BA. mopdypo@o 4.8). ATumo KaTdyUaTo ToV Unplaiov 06Tod Umopodv va cupfodv LETA amd UiKpo 1
KaOOAOV TPOVLOTIGUO GTNV VITOTPOYOVINPLL TEPLOYN KO TEPLOYES TNG O1APLGNC TOL Unpraiov. Ta
cupupdpata avtd yopaktnpifovtal and CLYKEKPIUEVE OKTIVOAOYIKA EVPTLLOTO. ATVTO KOTAYLATO TOV
unpaiov 0oTov £xouvv emiong avapepbel g aoBeVEIS e GLYKEKPLIEVES TOONGEIS GLVVOCT)POTNTAG
(m.y. avemdpxewo Prrapivig D, pevpatoedn apbpitida, vToeooeatatplio) Kot e T ypnon
GUYKEKPIUEVOV QOPLOKEVTIKAOV TUPUYOVTI®V (TT.). S1POCPOVIKA, YAVKOKOPTIKOELDT, OVAGTOAELS TNG
avtiog Tpmtoviov). Ta copfduata avutd Egovv emiong Topatnpndel yopig aviiamoppoPnTikn
Oepamneio. [Tapopola katdypata To omoio Exovv avapepdel 6€ GLVOIVAGHO LE SIPOGPOVIKA Elval
GLYVO AUPOTEPOTAELPA, MG EK TOVTOV, TO OVTITAELPO UNPLaio 06TOVY TPENeL va e&eTaoTel o€ acbeveic
oV Ehafav HEVOGOVUAUTT KoL TOV £(0VV VITOGTEL KATAYUA TG dtdpuong Tov punpaiov d&ova. H
dwakomn Tov Bilprevda ce acBeveic mov vadpyetl vroyia 6Tl £xovv dtvmo KATAYLO Unplaiov Bao mpémet
va ekTun et ev avapovi g agloddynong tov actevovg, pe faon v eEatoptkevpévn a&loloynon
oV 16olvyiov Kvdvvov-opérovg. Katd tn didpkela Oepaneiog pe devooovudunn ot acbeveic Oa
TPEMEL VAL ELOGONTOTOLOVVTAL DGTE VO AVAPEPOVY VEO 1 Un oVVNBEC TOVO GTO UNpo, 1oY10 1| 6N
BovBovikn yopa. Ot acbeveig mov mapovsidlovv ta cuunT®pTe ALTd Oa Tpémel va a&loloyodvtan
Yo aTeEAEG UNplaio KaToypa.



YrepacBeotioupio netd tn dtokonn tne Oepaneiac o acheveic pe YIyovToKuTToptko OYKO TMV 0GTMV
Kot og acfeveic pue okerletd og avhmrvén

"Exetl avapepbei kKhvikd onpovTiky vepacPesTioiio Tov amaitovos VOGAEIN Kot NTOV ETUTAEYUEV
amo o&ela veppikn PAAPT o€ acBeveig pe YryavTokuTTOpKd OYKO TV 06TOV oL AduPavay Oepameio
pe 0evoGoLLAUTT, EBO0OAdES EMC Kal Ve LETd T dlakom| TG Oepameiag.

Metd ) daxomnn g Oepomeiog, Topakoiovdnate Tovg acheveic Yo onueio Kot GUUTTMOUOTO
vrepaocPeotiopiog, eEeTGoTe TO EVOEXOUEVO TEPLOJIKNG AEIOAOYNONG TOL 0GPEGTION GTOV 0PO KOl
eMoVOELOAOYNOTE TIG AVAYKES TOV aGBEVONE OGOV QPOPE TN CLUTANPOHOTIKY YOPNYNoN acPestion
ko frropivng D (PA. mapdypaeo 4.8).

To Bilprevda dev cuviotdral oe ac0eveic e okehetd o€ avdmtoén (PA. mapdypoeo 4.2). Exet emiong
avapepbel Khvikd onuavtikn vrepacPeostiotioo o avty TV opdda acbevmv efSopddeg Emg Kot
LVeS PETA T Slakomn Tng Bepoameiog.

Alla,

Ot aoBeveic mov vwofaiiovton og Bepomeia pe Bilprevda dev mpémet va Aapfdvouy tavtdypova dAra
QOPUOKEVTIKA TPOIOGVTA TOL TEPEYOVY dEVOGOVUAUTN (Yia vOEiEEc 00TEOTOPWOGOTC).

O1 aoBeveic mov vroPariovral o Oepancia pe Bilprevda dev mpénet va Aappdvouv tavtdypova
PO POVIKAL.

H xoaxonBeia oto yryavtokutTapikd 60yKo TV ootV 1 1 e£EMEN o8 HETAOTATIKY VOGO givat éva
aovvn0eg cLUPBAV Kat £VOC YVOOTOC TAPAyovVToS KIvOOVOL GE acBEVELS LE YLYOVTOKVTTAPIKO OYKO TMV
oot®v. Ot acBeveic mpémel va mapakoAlovBovvTot Yo aKTivoAoykd onpeio kakondeag, véag
axtvodiovyelog | ootedAvong. Ta dabéoipa KAviKd dedopéva dev vTodelkvhiovy avENIEVO Kivouvo
Kakon el o€ acbevelg pe Y1IyovTokLTTOPIKO OYKO TOV 06TV oL Aapfdvovy Bepomeio pe
OEVOCOVUAUT.

TIposidomomosic yio To EK60Y0.

AVT6 TO PUPUAKEVTIKO TPOTIOV TTEPLEYEL GOPPLTOAN Kot ToAvsopPiko 20. H abpototikn enidpacn g
TAVTOYPOVIG XOPNYNOTG TPOIOVTIMV TOL TEPLEXOLY GOPPLTOAT (1] PpovKTOLN) Kol ToAVGopPico 20 Kot
N HE TV doTpopn Ayn copPrtoing (M epovktolng) kot toAvcopPikov 20 tpémet va Aapupdvovtal

voym.

To eappakevtikd avtd Tpoidv mepiéyel Ayotepo and 1 mmol vatpiov (23 mg) avd d6om tov 120 mg,
glvail avtd Tov ovoudlovpe “elevbepo vatpiov”.

4.5 Aliemopdosic pe Ghio QUPRIUKEVTIKA TPOIOVTA KO GAAES popPES alinAemiopaong

Agv &yovv mpaypatoromBel perAétec OAMNAETIOPAGE®V.

Y& KAMVIKEG SOKIHEG, 1) OEVOGOLUAUTN YopT YN ONKe 6€ GLVILAGUO [LE KAUGTKT OVTIKOPKIVIKY Oepameio
Kol og 0o0gveic mov elyav mpoNyoLHEVMG AAPEL S1PpmSPovIKA. Ag onuel®OnKoy KAMVIKA oNUAVTIKEG
UETAPOAEG OTI PAPUOKOSVVOUIKT KOl TN YAUNADTEPT] GLYKEVTIPMGT TNG OEVOGOVUAUTNG GTOV 0pO
(creatinine adjusted urinary N-telopeptide, uNTX/Cr) and ) cvyyopnyoduevn ynuetodepaneio ko
oppovoBepameio 1 amd TV TPonyoOUeEVT EkBECT o€ EVOOPAEPLO SLPOTPOVIKA.

4.6 TovipétnTa, KONON KL Yarovyia

Kvnon

Agv vtdpyovv N eivol TEPLOPIGUEVA TOL KAIVIKA OEQOUEVO GYETIKE [LE TN XPNOT| TNG SEVOGOVUAUTNG OF
gyKvove. MeAéteg oe {do KatédelEav avamapaymykn toéikdtnta (PA. moapdypapo 5.3).



To Bilprevda dev cuvictdtot yia ypnomn o€ £YKLEC YOVOIKES KOl O€ YOVOIKEG AVOTAPOYOYIKNG NAKiG
OV OEV YPNGULOTOLOVV AVTICVAANYN. Ot yuvaikeg Tpémel va kaBodnyovvtal dcTe vo un peivoouv
£YKVEG KATO, TN S1APKELN KOl Y10 TOVAAYIGTOV 5 unveg petd ) Bepameia pe to Bilprevda. Ot 6moteg
emdpdoeic tov Bilprevda eivan mBavo va givon peyaddtepeg Kotd T StpKeLR TOL SEVTEPOV KOL TOV
TPITOL TPWNVOL TNG KONONG KAO®DS TO LOVOKAMVIKG OVTICOUATO LETOPEPOVTUL LEGHD TOL TAUKOVVTOL
Ue Ypaputkd tpdmo kabmg eEedicoetal 1 KONOT, UE TI LEYAADTEPT] TOGOTNTO VO, LETOPEPETAL KATE TN
SLpKELD TOV TPITOL TPIUVOU.

Oniacpdc

Agv gival yvooto dv 1 0EVOGOVUAUT amekKpiveTal 6To avOpdmvo yaia. O kivouvog yo to
veoyévvnto/Ppéen dev pumopel va amoxhelotel. Meléteg oe movtikia knockout £d€1&av 611 1 amovoia
tov RANKL «atd tn d1dpkela tng Kumong Uropet va ennpedcel tnv opipaven tov polikon adéva

001 Y®VTAG O€ PEMOT TNG TOPAY®YNG YAAAKTOG HETA TOV TOKETO (PA. mapdypago 5.3). [Tpénetl va
amopaciotel edv Oa dlakomel o Onhacpog i Ba dwakonel | Bepaneia pe Bilprevda, Aappdvovrog vrdym
T0 6QELOG TOV ONAAGLOV Y1 TO VEOYEVYNTO/BPEPoc Kat To dpelog g Depameiag yio T yovaika.

Tovipdtra

Agv vtapyovv dtabécipa dedopéva Yo TNV ENIOPAoT TNG OEVOCOVUAUTNG OTNV avOPOTIVY YOVILOTNTO.
Meléteg oe {da dev KatedeEay apeon 1 ERpecn ToEKOTNTA 6Tn Yovipotnta (BA. Tapdypagpo 5.3).

4.7 Emopaceic 6Ty IKAvVOTNTA 001Y161)G KO (EIPLGHOV PNYUVIILATOV

To Bilprevda dev £yetl kopid 1 €€l AGTLLOVTY EXIOPACT) GTNV IKOAVOTNTO 001 YNONG KOl XEPIOUOD
UNYoVnUaToV.

4.8 AvemOvunteg evépyeleg

IIepiAnymn Tov TPoIA ac@aleiog

To cvvolikd TPoPIA acpaielog sivol cuvemEg o€ OAES TIC EYKEKPLULEVES EVOEIEEIC TNG OEVOCOVUAUTNG,.

"Exetl avapepbei mold cuyva vrocPeotioipio EXEITO Ao T XOPNYNOT SEVOGOVUAUTNG, KUPIMG EVTOG
TV 2 Tpdtv efdopadnv. H vracBeotionpio propel va givar cofapn kot copumtopotikn (BA.
Tapaypa@o 4.8 — meptypan eMAEYUEVOV OVETIOOUNTOV EVEPYELDV). O1 LELOGELS 0TO AGPEGTIO 0POV
YEVIKA QVTIHETOTIOTNKAV KATAAANAO pe cupmAnpodpata acfecstiov kot Prrapivng D. Ot mo cvyvég
avemBouNTeg EVEPYELEG LE TN OEVOCOVUAUTTY] Elval TO HLOOKEAETIKO GAyog. 'Exovv cuyvd mapotnpnOei
TMEPLOTATIKG 0GTEOVEKP®ONG TNG Yvabov (BA. mapdypago 4.4 kol Tapdypopo 4.8 — meptypapn
EMAEYUEVOV QVETIOOUNTOV EvEPYELDV) OE aobeveic mov Aapfdvovy devocovpaunn.

Kotdroyoc avemBbuntmv evepysldv vd Lopen Tivako,

Mo mv ta&vopmeon Tov avemBounTov EVEPYEIDOV TOL AVAPEPONKAV O TEGGEPIS KAVIKEG LEAETEG
oaong 111, 0o Khvikég peréteg eaong I kKo v epmelpio petd v KukAopopia ypnoipomombnke
akolovdn katdraén (BA. wivaka 1) pe fdon ta T0600Td enintong: ToAD cvyvég (> 1/10), cuyvég
(= 1/100 ¢w¢ < 1/10), 6yt cuyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 émc< 1/1.000), ToAD
onavieg (< 1/10.000) ko pn yvootig cuyvotntag (ov dev pmopovv va ekTiundodv pe fdon ta
dbéopa dedopéva). Evidc kdbe katnyopiag cuyvotntog Kot KoTnyopiog opyoavikod GUGTHIATOG, Ol
avemBOuNTEG eVEpYELeg mapatiBevtal kotd pBivovca celpd coPapodTnTag.



Mivakag 1  Avem@ounteg evépysieg mov avaPEpOnkav og ac0eveic pe mpoywpnpévov 6tadiov
KaKoN0g1eg OV EPTAEKOVY TA 06TH, TOAALUTAO PVEA®NA, 1] PLE YIYOVTOKVTTUPIKO
0YKO TOV 06TAOV

Kotnyopia opyaviko Koatnyopia cvyvétnrog AvemOounreg evépysieg
cUGTNLO COPQOVA PE TN
paon oedopévov MedDRA
Neomhdopato Koionon, Suyvég Néo mpotonadnc kokondeta
Kakon 0 kot pun kabopiopéva
(ovum. KhoTE®V Kot
TOAVTOO®V)
Awotapoyéc Tov Xrdvieg YrepsvarcOnoia o eéppoko’
OVOGOTIOUNTIKOV GLUGTHIOTOG Yrhvieg Avogolakticn avtidpaon'
Metafolikég kot S10TpoPIKeg [ToAd cuyvéc YnooBeotionpio'?
droTapoyég 2uyvéc Yropoopatoio
Oy ovyvég YrnepoaoBeoTionpio LETA TN
dwokomn g Bepaneiog og
ac0eveic [LE YLyavTOKVTTOPIKO
dYKO T®V 0GTOV’
AvOmveLoTIKES, BPUKIKEC IToA¥ cuyvég AvYornvoln
dlaTopoy€g Kot dloTapayég
uecobmpakiov
Taotpevtepikéc dratapoyég IToAb cuyvéc Aldppota
Suyvéc E&aymyn 086vtog
ATopay€g TOL SEPIOTOC Kot Xuyvéc Yrepidpowaoia
TOV VTTOJOPIOV 16TOV Oyt ovuyvég AgyMvoELd| POPHAKEVTIKG
sEovOnquata’
Awotapoyéc tov poookeAetikov | IToAd cuyvécg MvockeleTikd dAyoc'
GUGTNLOTOG KOl TOV Xuyvéc Octeovékpmon g yvéoov'
GLVOETIKOV 16TOD Oy ovyvég Atona KoTéypoto Tov pnploiov
0610V’
Mn yvooTig sLuXvOTNTIG Ooteoveékpmon Tov EEm
0KOVGTIKOD TOPOL>*

I BA. mapérypago Ieptypagr] emideyuévav avembopnToy evepyeidv
2 BA. mapdypapo AAAot e1dikoi tAnduopot

3 BA. mapdypago 4.4

4 Enidpaon katnyopiog

Tleprypo@n emAeyuévav ovemBOUNTOV EVEPYEIDV

Yroofeariouuio

YynAdtepn cuyvotnta epgdviong vrocspeotioioc petald tov aclevav mov EAafav Bepamneio pe
dEVOGOLUAUTN o€ GUYKPLoN UE TO LoAedpoViKO 0&L €xel TapatnpnOel oTIc KAVIKES SOKIUEG TPOANYNG
tov SRE.

H vymAdtepn cvyvotnto eppaviong vracPeotionpiog topatnpnonke ce pio dokyun eaong 111 og
aoBeveic pe moArlomAd poélopa. H vracPeotiopio avapépdnke oto 16,9% tov acbevaov mov Erafav
Bepamneio pe devocovpaunn kot 6to 12,4% tov acBevav mov Ehafov Loredpovikod o&y. Meimon
Babuov 3 ota enineda acPectiov oTov 0pd mapaTnpOnke oto 1,4% TtV acBevodv mov ElaPav
Oepaneio pe devosovpaunn kot 6o 0,6% tv acbevov mov EraPav {oredpovikd 0&0. Meiwon
Bobuov 4 ota enineda acPectiov oTov 0pd TapatnpnOnke oto 0,4% TV acBevav mov Erafav
Oepaneio pe devocovpaunn kot oo 0,1% tov acbevav mov Elafav Bepancia pe Loledpovikd 0&p.

X Tpelg eheyyOUEVEG e evepYO PappoKo KAVIKEG dokiuég pdong 1T oe acbeveig pe Tpoympnpévou
otadiov Kakonbeleg Tov eumAéKovv Ta 00Td, avapépbnke vracPeotionpio 6to 9,6% twv aclevdv mov
éhafav devocovpdipmn kot ato 5,0% tov acbevav mov Elafav Loredpovikd o&v.



[MpoxAnOnke peimon Tov emmédwv acPectiov opov Pabuov 3 oto 2,5% TtV acbevav Tov Elafav
devooovpaunn kot 610 1,2% tov acBevav nov Eafav Loredpovikd o&v. Emionge, mpokAnbnke peiwon
TV emnédmv acPBectiov opov Babpod 4 6to 0,6% tov acbevdv mov Ehafav 6eVOGOLUAUTN Kol GTO
0,2% tov acbevav mov Erafov (oledpovikd o0&y (PA. mapdypoeo 4.4).

e 000 KAwvikég dokiuég aong I povov ckélovg o asheveic Le YIYavVTOKLTTOPIKO OYKO T®MV 0GTAOV,
avapépinke vracPeotionpio 6to 5,7% tov aclevov. Kaplo and tig avemBounteg evépyeleg oev
OewpnOnke coPapn.

v eumepia petd v KukiAogopia, £xel avaeepBel cofapn countopTIKng vVITacPecTioio
(cvumepriapfovouévav BavatnEOp®V TEPIGTATIKAOV), UE TA TEPICCOTEPH TEPICTOTIKG, VO
eppavifovron Tig TpdTeg foopddeg amod v Evapén g Bepancioc. apadetypota KAviKmv
EKONADOGE®Y TNG GOPUPNG CUUTTOUOTIKNG VIAGPESTIOIG EXOVV GLUTEPIAAPEL TAPETOCT) TOV
dwotuatog QT, teTavia, omacpods kot petopAndeica vontikn kotdotaon (cuureptiaupfavopuévon
oV kdOpatog) (BA. mapdypapo 4.4). Ta copuntdpate TG VTUCPESTIOHING OTIG KAVIKEG LEAETEG
nephapPoavay maporctnoieg 1 otk dSvokapyio, SEGUODOELS, CTAGLOVG Kot PVTKES KPOLTEC.

Oateovéxpwon g yvabov (ONT)

Xe KMVIKEC SoKIUES, 1 emimton g ONIT fTav vynAotepn o€ peyardtepn dtdpkela EkBeong, 1 ONIT
€xel emiong dloyvootel petd ) dtakonr Oepomeiog pe SeVOCOLUAUTY EREAVICOLEVT] GTNV TAELOVOTNTO
TOV TEPICTATIKMV EMELTO A0 5 UAVEC PETA TNV TEAEVTain Yoprynon. Ot acbeveig pe Tponyoduevo
otopkd ONI' 1 ooteopveritidag g yvabov, evepyd TpdPfAnpa twv 0doviwv 1 TG yvabov mov
omoutoVGE EYYEIPNOT OTOLATOG, XEWPOVPYIKT EMEUPAOT] 6TOVE 0d0VTEC/TN YVABOo oL dEV £lye
EMOVAW®OEL, 1| LlE OTTOLOONTTOTE TPOYPUUUATIGUEVT EMEUPATIKY 0dovTiaTpiki TapéuPacn eEapdnkay
OO TIG KAVIKEG SOKIUEG.

Mia vynAotepn cvyvotta eppdvions ONI peta&d tov acbevov mov ElaPav Bepomneia pe
OEVOGOLUAUTT OE GVYKPLoN Me To (oAedpoviKo 0&L Tapatnprdnke e dokiuéc Tpoinyng SRE. H
vynAotepn enintoon ONI napatnpridnke oe pio perétn pdaong I og acBeveig pe moALOTAO
poédopa. v Ouhd toeAn eacn Bepameiog avtig g dokyung, 1 ONIT emiPefaidbnke oto 5,9% TV
acOevav mov rafav Oepameia e devooovudumn (Sapeon éxbeon 19,4 unveg, evpog: 1 - 52) kot oto
3,2% tov acBevav mov rafav Bepaneia pe (oredpovikd 0&d. Katd tnv olokApwon tng SimAd
TVQANG PaoNg Bepameing avTNG TG SOKIUNG, 1| TPOGUPLOGUEVT EMMTOOT ETOV-0GOEVOV e
emBeParopévn ONI oy opdda T devocovpdaunng (dtbpeon €kBeon 19,4 unveg, evpoc: 1 - 52),
Nrav 2,0 ava 100 £t-acbevov Katd tn didpkela Tov TpmTov £tovg Bepameiag, 5,0 katd to devtepo
étog ko 4,5 ot ovvéyewa. O ddpecoc xpovog yia t ONI frav 18,7 pnveg (evpog: 1 - 44).

Y11c apykég edoelc Depaneiog o Tpelg ELEYXOUEVES LE EVEPYO PApUOKO KAVIKEG dokipég paong LT oe
acOeveic pe mpoywpnuévov otadiov kakonbelec Tov eUTAEKOVY Ta 00TA, EXPePfoimOnie n eppdvion
ONTI o710 1,8% 100V acBevav mov Elafav devosovpaunn (Srdpeon £kBeon 12,0 urvec,

evpoc: 0,1 - 40,5) kot oto 1,3% TV acbevav mov Elafav Lodedpovikd o&y. Ta kKhvikd
YOPOKTNPLOTIKA AVTOV TOV TEPLOTATIKAOV NTAV TAPOLOLN HETOED TV opddwv Bepameiog. Metald tav
acBevav pe emPePfarmpévn ONI, o1 tepiocdTepot (81% Kot otig d00 opddeg Oepaneiag) elyov
10ToptKd EAYWOYNEC 00OVI®MV, KAKNG CTOUATIKNG VYLEWVNE KOUT XPNoNG 000VTIATPIKNIG GVoKELTG. Ot
neplocdTEPOL 0obeveic AdpuPavav M eiyov Adfet ynuetobepamneia.

O1 doK1pég oe aoBeVEIC e KOPKIVO TOV HaeTOD 1) KOPKIVo TOL TpooTtdtn mepthdupavay pio Tapdtac
@aong Oepamneiog pe devooovpdunn (dtipeon ocvvoikn éxbeon 14,9 unqveg, evpog: 0,1 - 67,2). H ONI'
emPePforddnke 610 6,9% TOV 060eVOV pE KAPKIVO TOL PAGTOD KOl KOPKIVO TOV TPOSTATN KOTA TN
dudpkela g edong eméktaong g Oeponeiog.

H ocvvolikn cuyvotnta epedvions Tpocaplocpévn ota £tn-acbevav g emiPfeParopévng ONT ftav
1,1 avd 100 étn-acBevov katd to tpmdto £tog Bepamneiag, 3,7 Katd to devtepo £tog Kot 4,6 6N
ouvéyeta. O pécog ypovog puéxpt ONI" fTav 20,6 uqveg (evpog: 4 - 53).

Mia pn TOYoLOTONUEVT), OVAOPOLIKT LEAETT TapaThpnong o€ 2.877 acheveic pe kapkivo mov Elafov
Bepamneia pe devocovpdaunn 1 Loredpovikd o&H oe Loundia, Aavio kKot NopPnyio katédeiEe 0Tt T



TOGOOTH TEVTOETOVS EMINTM®ONG WTPIK®G emPeParmpévng ONI frav 5,7% (95% CI: 4,4, 7,3,
dupecog ypovog mapoakorovOnong 20 univeg [e0pog 0,2 - 60]) oe pa KodpTn acbevodv Tov EraPav
devooovpdunn kot 1,4% (95% CI: 0,8, 2,3, d1dpecog ypdvoc mapakorovnong 13 pnveg [evpog 0,1 -
60]) og dapopetikn K0dptn acbevadv mov EraPav {oredpovikd 0&0. To TOGOCTO TEVTAETOVG
enintwong ONI og acbeveic mov dAra&av amd Loledpovikd 0&Y e devoosovpaunn nTav 6,6% (95%
CI: 4,2, 10,0, didpecog ypodvog mapakorovdnong 13 unveg [€bpog 0,2 - 60]).

e Khvikn ook edaong Il o acOeveig pe un-petactotikd Kapkivo Tov tpoctdrr (Eva TAnfucepo
acOevaV Yo ToV 0toio 1 dEVOCOVUAUTN dev EVOETKVLTAL), LE LeYOADTEPT EkBECT 0T Bepameia Emg
7 €1, M dopbopévn enintoon emPePoropévng ONI oe £ acBevoic rav 1,1 ava 100 étn-acevav
Katd Tov Tp®TO Ypovo Beparneiog, 3,0 atov devtepo Ypodvo kar 7,1 ot GLVEXELD.

e o pokpompoBeoun kivikn dokin @daong 11, avoktg emonpavong, o€ acbeveig e
YLYOVTOKDTTAPIKO OYKO T®V 06TMV, (LEAETN 6, PA. mapdypapo 5.1), n ONI emPePfoarddnke oto 6,8%
TV acbevov, coprneptlapfavouévou evog epnfou (dtdpecsog apBpog 34 d6cewv, evpog 4 - 116).
Koatd v oAokApwon g S0KIUNG, 0 OIAUEGOC XPOVOS TN SOKIUN, CUUTEPIAAUPOVOLEVIC TG PACTC
TapakoAovONnoNg ¢ acpdieiag, ftav 60,9 punvec (ebpog: 0 - 112,6). H mpocappocpévn ota
ém-acbevav enintoon g emPePfaropuévng ONI ftav 1,5 ava 100 étn-acbevav cuvolikd (0,2 avd
100 étn-acBevadv Katd T SIAPKELD TOL TPMOTOL £T0VG Bepamneiag, 1,5 koatd to devtepo £toc, 1,8 Katd
T0 Tpito £10¢, 2,1 Katd 10 T€TOPTO £10G, 1,4 KOTd TO MEUMTO £T0C KOl 2,2 6TN cLVEKELR). O dLANUECOG
xpovog puéxpt v ONI frav 41 unveg (evpog: 11 - 96).

H pelétn 7 d1e€nyon yia tn cuvéyion e TapakoAovnong aclevdv e yryovTtokuTTaptkd 0YKO TV
oot®v (GCTB) ot omoiot éhafav Bepaneio otn perétn 6 yio emmAéov S 1| meplocoOTEPQ £TM).
Avoeépbnke ONI og 6 acBeveic (11,8%) tav 51 extebeipévov acbevav pe dIAUESES GUVOMKA

42 doc¢eig devocovpaunng. Tpelg amd avtég Tig mepumtdoelg ONI emPBeforddnkav wTpucd.

2eTI(OUEVES LUE TO PAPUOKO OVTIOPLOELS DITEPEVALTONTIOG

21V mepiodo PETE TNV KLKAOPOPIQ TOV QUPHAKOV, TEPITTOCELS OYETILOUEVTG UE TO PAPHOKO
vrepevosnciog, cLUTEPIAAUPOVOLEVOY TOV GTAVIMY GUUPBAUAT®V OVOPLACKTIKOV OVTIOPUCEDY
&yovv avapepbei o aobeveic mov Aapfdvovy 1 6eEVOGOVUAUTT).

Arora kataypato oo unpiaiov 0o

270 KAWIKO TPOYPOAUILO SOKIUNAG GUVOMK(, GTUTO KOTAYUATO TOV LUnplaiov 06Tol £xouv avapepBel oyt
ouyva og aoBeveic mov EhaPav Bepameia e T HEVOGOLUAUTN Kot 0 KiVOLVOG HTav avénuévog o€
peyodotepn odpketa Oepaneiog. [lapatnpndnkav coppdpata katd ) didpkeia tng Bepomeiog Kot £mg
9 uveg petd t daxont| g Bepamneiag (PA. mapdypoeo 4.4).

Y10 KAvikd pdypappo dokiung yio tov GCTB, dtuma katdypoata Tov unplaiov 06ton £rovv
avapepbel cuyvd oe acbeveig mov Elafav Bepomeio pe T devosovpdpmn. X pekétn 6, 1 exintoon
emPefaiopévav dturov katoyudtov Tov unpaiov ootod (AFF) ntav 0,95% (5/526) o acbeveig pe
YLYOVTOKDTTOPIKO OYKO TV 06TMV. TN HeAETN 7 Topakoiovdnong, N enintoon emPeforopévng AFF
nrav 3,9% (2/51) og acBeveic mov exTEONKOV GTN SEVOCOVUALLT.

Mbvooxkeletio dAyog

2tV mepiodo PETE TNV KLKAOQOPio, TOV PapPUAKOL, EXEL avapepBel LVOGKEAETIKO AAYOG,
CUUTEPIAAUPAVOUEV®DV GOPap®Y TEPIGTATIKMV, G acBevelg Tov AdpPavay devocovpaunT. Xe
KAWVIKEC LEAETEG, TO HVOGKEAETIKO AAYOG TOV TTOAD GLYVO TOGO TNV oudda Oeparmeiog pe To
devosovpaunn 660 kai oty opada Oepaneiog pe to {oredpovikd 0&0. MOGKELETIKO GAYOG TTOL VO
odnyel og drakomn TG Vo peAéng Bepaneio NTav Oyl cLyVO.

Néo mpawromadns kaxonbeio,

2116 apykég SUTA TVPAEC pAoel; Bepaneiog o€ TEGOEPLS EAEYYOUEVES LLE EVEPYO PAPUAKO KAVIKES
dokipég edong I o acBeveig pe Tpoympnpévov otadiov KaKonbeleg Tov EUTAEKOVY T 00TA,
avaeépinke véa Tpwtonadng kakondela og 54/3691 (1,5%) amd tovg acbeveic mov Erapay
devocsovpaunn (diapeon éxbeon 13,8 unveg, evpog: 1,0 - 51,7) ko og 33/3688 (0,9%) and tovg
acBeveic mov dafav {oredpovikd o0& (diapeon ékbeon 12,9 unvav, gupog: 1,0 - 50,8).
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H afpoiotikn| enintwon oto €va €tog ntav 1,1% v ) devocovpdunn xat 0,6% yio to Loledpovikd
o&b avtictoya.

Koavéva npotomo oyetildpevo pe ) Bepaneio o pLepovop€vong Kapkivous 1 OLad0TOMGELS KapKivov
dev NTAV EUQOVEC.

e ao00eveig [LE YIYOVTOKVTTAPIKO GYKO TV 0GTMV, 1| ETIRTMON VEG KoKon0etog,
ovumeptiappavopévey kakondeumy mov oyeTilovTal Le To 06T Kol OGOV dgV oyeTilovTal e vt
nrav 3,8% (20/526) otn perétn 6. T peAiétn napaxorovbnong 7, n enintmon nrov 11,8% (6/51) og
aocBeveic mov ektédnkav ot devocovudunr).

Aerynvoeion popuoxevtike, eCovinuazo
"Exovv avapepbei Aeyynvoeldn papuakevticd e&ovinuata (T.y. avtidpacelg Le KOV OUAAOD

Aeymva) og acBeveig otny mepiodo pHeTd TNV KUKAOPOPIa TOV PUPHAKOL.

TMowwarpikde TAnbvoudc

H devocovpdunn peketiOnke o€ pio SOKIUN OVOIKTNG EMOHUAVONG TOV SLUTEPLELAPE 28 dP1Lovg
OKEAETIKA €PTIBOVG LE YLYOVTOKLTTOPIKO OYKO T®V 06TAV. Mg Bdom avutd ta meplopiopéva dedopéva,
T0 TPOPIA TV AVETBOUNTOV CUUPAVTOV QAVIKE Va vl TaPOHOl0 Ue EKEIVO TV evnAikwv.

"Exet avagepbet kKAvikd onpoavtikn vrepacPeotiaipion petd tn dtakonn g Oepaneiog oty mepiodo
UETE TNV KuKAoPOpia TOV PapudKov, 6 TadLTptkovg acbeveic (BA. Tapdypago 4.4).

AlLot edikoi mAnfvouoi

Negpixn dvoiertovpyio,

e pio kKAvikn perétn og acleveic yopig mpoympnpévo kapkivo e cofapn veppikn Sucieitovpyia
(xaBapon kpeatvivng < 30 ml/min) 1} Tov vEoPdrioviav oe eE@vePPIkT kaOapon, VINPYE
UEYOADTEPOG KIVOLVOG EPOAVIOT|G VTAGPECTIOUING OTOVGIN GUUTANPOUATIKNG XOpTYNoNs acPeatiov.
O xivdvvog gpnpdviong vracPeotiopiog Kotd ) didpketa g Oepaneiag pe ) devocovpdunn etvorn
UEYOADTEPOG 060 avEdveTal 0 BabUog TS VEPPIKNG OVETAPKELONG. Xe o KAVIKY LEAETN o€ 0oOeVELQ
yopic tpoympnuévo kapkivo, 1o 19% tov acBevav pe cofapn veppikn duciettovpyia (kdbapon
Kkpeatvivng < 30 ml/min) kot o 63% TtV acbevdv Tov vroPfdiloviay og eEmveppikn Kabapon
EUOAVICOY VTTOCPECTIONLIO TOPE TN COUTANPOUATIKY Yoprynon acPeotiov. H cuvolikn ernintmon tg
KAMVIKG onpavTikng vrocsBeotionpiog ntov 9%.

Yuvodég avénoeig g mapabopprovng mapotnprdnkay eniong o acbeveig pe cofopn veppikn
dvoiertovpyia 1| mTov voPdriovtay og eEmvePpikn kabapomn Kot Aapupavay  devocovudunn. H
TapoKolovONnon TeV EMmES®V aoPecTion Kal TNg EnapKovg TPOSANYNG acPeotiov Kot Prrapivng D
elvar Wwitepa onpavtikn og acbeveic pe veppikn duciertovpyia (BA. Topdypapo 4.4).

Avaopd Ttiovoroyoduevav avemfounT®v EVEPYEIDY

H avagopd mboavoroyobuevov avemBounTomv evepyeumv PETH amd T Yopnynon &delog KukAopopiog
TOL QUPUAKEVTIKOV TPoidvTog elvar onpovtikng. Emtpénet T cuveyn tapakoiovdnon e oyEong
0PEALOVG-KIVODVOD TOV QUPHOKEVTIKOD TPOTOVTOC. ZNTEITaL 0O TOVG ETUYYEAUATIEG VYElNG VO
avaPEPOVY OTTOLEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOVL EBVIKOD GLOTNLOTOG
avapopds Tov avaypdeetat oto [Hopdptua V.

4.9 Ymepdoooloyia
Agv vapyet epmelpia pe vrepdocoroyio oe kKhMvikéc peréteg. H devocovpaunn €yt yopnynbel o

KAMVIKEG peléTeg ypnopomolmvtag d0oels £o¢ 180 mg kdbe 4 efoopddeg kot 120 mg kabe efdopdada
v 3 eBdopdioeg.
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

5. DOAPMAKOAOTI'TKEX IAIOTHTEX
5.1 ®@oppokodvvopikés 1WO10TNTEG

Doppakobepamevtiky katnyopio: Oapuaka yro depaneio TabNce®V TV 06TMV — GAAL QAPLLOKOL
dpdVTO GTNV 0GTIKN doUN Kol 6TV eMUETAAL®OT. Kmdkdg ATC: MO5SBX04

To Bilprevda sivot Blo-opog1déc papprokenTikd tpoidv. Aentopepeic mAnpoeopieg sivat dtabéotueg
otov 01kTLoKd TOo Tov Evpwnaikov Opyoaviopod Qapudkmy: https://www.ema.europa.eu.

Mnyavioudc dpdonc

To RANKL vzrdapyet og dSapepfpavikn 1 Stodvth tpaTeivn kat gival oamapaitnTo yio 10 YNUaTIouo,
N Agrtovpyia kot Ty eMPimon TV 06TEOKANGTMV, TOV LOVOL TUTOL KLTTAP®Y ToL gvBHVOVTIL Y10!
Vv 00TiKN omoddunon. H avénpévn ooteokAaotikn dpactnpldtnta, mov deyeipetarl amd to RANKL,
omotelel focikd SlapesorlafnTn TNG KOTAGTPOPNG TOV OGTAOV GTY| LETAGTATIKY OGTIKY] VOGO KOl TO
ToALamAd puédmpo. H devocovpaunn eivat Eva avBpamivo povokimvikd oviicopo (IgG2) mov
GTOYEVEL KOl GLVOEETAL LE DYNAT cvyyéveln Kat edkoTnTa e To RANKL, Tpolappdvovtag tnv
olnieniopoon RANKL/RANK pe amotélecpo m pueimon tov aptBpod kot g Asttovpyiog Tmv
0GTEOKANGTMV, LEWDVOVTOC LLE AVTOV TOV TPOTO TNV OGTIKN ATOSOUNGT) KOl T1 OYETILOUEVT] UE TOV
Kapkivo 0GTIKN KATOGTPOOT.

Ot yryavtokutToptkoi 6ykotl Tov 00ToOV Yopoaktnpiloviotl omd VEOTAAGLATIKG GTPMOUATOELDN KOTTAPO
mov ekPpalovv cvvdéteg Tov RANK Kot yryavtokdtrapo mov Tpocopotdlouy e 0GTEOKAAGTES Kot
ekepalovv 10 RANK. X¢ acOeveig pe y1yavTokuTTaptkd O0YKO TV 00TOV, 1| 6EVOCOVUAUTY
TPocdéveTal 6To oLVOETN Tov RANK, peidvovtag onpavtikd 1 eEapoavilovtag Ta yryavtokuTTopo, ToL
TPOGOUOLALOVV e 0GTEOKALOTEG. ZVUVETMG, LELMVETOL 1] 0GTEOAVOT| KOl TO GTPOUN TOAAUTAAGIOGUOD
TOV OYKoL avtikaliotatol amd U ToALATAACIALOUEVO, SLOPOPOTOINUEVO, TUKVA SOUNUEVO VEO 0GTO.

DapuoKodvvaLKES ETOPECELC

e kMvikég peréteg pdong Il og aoBeveig pe mpoympnuévov otadiov Kakonbeleg mov EUTAEKOVY TA.
0071d, 1 vrodopio (SC) yopnynon devocovpudunng gite ke 4 gfdopadec (Q4W), eite kdbe

12 gfdouddeg odnynoe o tayeio peimon TV dekT®V 00TIKNG amodounong (UNTX/Cr, CTx opo?), ue
duapeon peimon tov emmédwv UNTX/Cr katd nepimov 80% evtog 1 efdopdadac, aveEaptntmg g
npornyovuevng Bepameiog pe dSupwopovikd 1 Tov enimédwv UNTX/Cr kotd v Evapén. ZTig KAVIKEG
doxég eaong 11, tov acbevav pe Tpoywpnuéveg kakoneleg mov mepthapupdvovy 0atd, dtotnpnonie
n dqpeon peiwon tov emnedwv uNTX/Cr katd 80% mepinov katd ) didpkela Twv 49 eBdopdadmv
¢ Bepamneiog pe devosovpdunn (120 mg kébe Q4W).

Avocoyovikdtnta

Evdéyetan va avamtuyfovv aviie®poto EVavTl Tng 0EVOGOVUAUTNG KT TN dtdpkeilo TG Oepameiog e
devosovpaunn. Agv €xel mopatnpnel epeovig cuoyETion HETAED TNG AVATTUENG OVTICMUATOV KOl
NG PUPUOKOKIVITIKNG, TNG KAWVIKNG OVTOTOKPIoNG 1) TOV aveTlfOUNTOV GuUPAvIOV.

KMvikn omoteleonatikdTnTo Kot 0cQAAELn o€ acOevelc Le 00TIKEC UETACTAGELS 0O GLUTTOYEIC

r

OYKOLG

Yuykpinke n anoteAecpoTikdTnTa Kol 1 acdreia 120 mg devocsovpaunn yoprnyovuevng SC kabe

4 gfoopadec N 4 mg Loredpovikolh 0&€og (Tpocapoyr| TG 600N Y10 LELWUEVT] VEPPIKT AELTOVPYiaL)
yopnyovpevov IV kdbe 4 fOopAdEC G TPELG TUYULOTOINIEVES, OUTAL TUPAEC, EAEYYOUEVES LLE EVEPYO
QapLOKO HEAETEG GE AOOEVELS e TPOYOPMUEVOL GTAdI0V KakoN0eleg OV EUTAEKOVV T, 0GTA, O1
omoiot dev glyav mpornyovpévac Aapet IV Sipmceovikd: evijiikeg pe kKapkivo Tov pactov (uerém 1),
dAhovg ovumayeig 6ykovg 1 TOAAATAS pvéhmpo (LEAETN 2) Ko KOPKivVo TOV TPOoTATN avOEKTIKO GTOV
guvouyopd (nerét 3). H acpdielo extipundnke o 5.931 acbeveig evtodg TV GUYKEKPIUEVOV
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ELEYYOUEV®V LE EVEPYO PAPUAKO KAVIKOV dokiudv. Ot aobeveig pe tponyovuevo wotopikd ONI™ 1
00TEONVEATIONG TNG YvaBov, evepyd mpoPApaTa TV dOVTIOV Kot TG Yvdbov mov &xpnlav
YEPOLPYIKNG EMEUPAUOTG GTO GTOUN, TANYEG TTOV dEV €YV OKOUN ETOVA®OEL LET 0d YEPOVPYIKN
enéuPoomn ota 60VTIN/GTO GTOUN 1] OTOLUONTOTE TPOYPAUUATIGUEVT] ETEUPATIKT 0OOVTIOTPIKN
mapépPoon, dev frav emAEEoL Yo évtadn oe ovTég Tig peréteg. Méoa amd Ta Koplo Kot
dEVTEPEVOVTO KOTUANKTIKA onpeio eKTIUNONKE 1 ELPAVIOT EVOC N TEPIOCOTEPMOV CKEAETIKOV
ovppapdtov (SRE). e pedétec mov amodekviouy TV VIEPOYN TG OEVOCOVUAUTT EVOVTL TOL
Coledpovikov 0&Eog, TpoapEpOnKe aTovg 0ofeveic HEVOGOVUAUTN OVOIKTNG EMTIGNUOVONG GE Lid
npokabopilopévn enéktoon eaong Bepaneiog 2 etmv. ¢ SRE opiotnke omotodnmote amd To
akdiovBa: Taforoykd Kataypo (GTovOLAIKO 1] U1 6ToVOLALKO), akTivobepaneio oTa 00TA
(cvumepriapfovopévng e xpNong padloicoTOTMV), YELPOVPYIKT ETEUPACT] 0GTOV 1| GLUTIEST] TOV

VOTIioV HueAoD.

H devocovpaumn peimoe tov kivduvo gpeaviong evog SRE kot moldamddv SRE (mpdto kot emodpeva)
o€ aobevelg e 00TIKEG PeTAOTACELS 0md cupmayeig 6ykovg (BA. Tivaka 2).

Hivokog2  AmOTEAEGNOTA GYETIKA NE TNV OTOTEAECUUTIKOTNTA 6€ 0.60EVEiG NE TPOYOPNUEVOL
0T0010V KOKON0gIES TOV EUTAEKOVY T, 0GTA
Mehétn 1 kapkivog Mgehétn 2 drhor Melrétn 3 kapkivog Zovovao oG PELETOV
TOV HOGTOV ovumaysig 6ykor** 1 TOV TPOOTATY TPOYOPNREVOS
ToALOTAO poéhopa KOopKivog
Agvocoop | Cohedpo- | Aevocoop | Cohedpo- | Aevocouvpn | Cohedpo- | Aevooouvp | Coredpo-
aumn viko6 0E0 aumn viko6 0E0 aumn viKk6 08V aumn VK6 o0&V
N 1.026 1.020 886 890 950 951 2.862 2.861
[pato SRE
AlGpecog ypovog NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
(Hmveg)
Awpopd NA 42 3,5 8,2

S1pecov ¥poVoL
(piveg)

HR (95% CI) /
RRR (%)

0,82 (0,71, 0,95) / 18

0,84 (0,71,0,98)/ 16

0,82 (0,71, 0,95)/ 18

0,83 (0,76, 0,90) / 17

Twiég p pn
KatotepoOTTOG/

VIEPOYNG

<0,00017/0,0101F

0,00077 / 0,0619°

0,00027 / 0,0085"

<0,0001 /< 0,0001

ITocooto
acBevav (%)

30,7 36,5

31,4 36,3

35,9 40,6

32,6 37,8

Ip®OTo ko gndpeva SRE*

Méoog appog/
acfevi)

0,46 0,60

0,44 0,49

0,52 0,61

0,48 0,57

Avaroyio
10606700 (95%
CI) /RRR (%)

0,77 (0,66, 0,89) / 23

0,90 (0,77, 1,04)/ 10

0,82 (0,71, 0,94) / 18

0,82 (0,75, 0,89) / 18

Ty p vepoyng

0,0012F

0,1447f

0,0085"

<0,0001

SMR avd étog

0,45 0,58

0,86 1,04

0,79 0,83

0,69 0,81

Ipato SRE 1 HCM

Atbipecog xpovog
(ivec)

NR 252

19,0 14,4

20,3 17,1

26,6 19,4

HR (95% CI) /
RRR (%)

0,82 (0,70, 0,95) / 18

0,83 (0,71,0,97)/ 17

0,83 (0,72, 0,96) / 17

0,83 (0,76, 0,90) / 17

T p vrepoyng

0,0074

0,0215

0,0134

<0,0001

[patn axtivofoiria

TOV 06TOV

Adpecog ypdvog
(vec)

NR NR

NR NR

NR 28,6

NR 33,2

HR (95% CI) /
RRR (%)

0,74 (0,59, 0,94) / 26

0,78 (0,63, 0,97) / 22

0,78 (0,66, 0,94) / 22

0,77 (0,69, 0,87) / 23

T p vrepoyng

0,0121

0,0256

0,0071

<0,0001

NR = dev emetevydn, NA = dev dwtibetar, HCM = vrepacPeotionpio kokondovg vosov, SMR = 1060016 oKelETIKNG
voonpétrag, HR = avoioyia kivdovov, RRR = peioon tov oxeticod kivdtvov. TTlapovsidlovial ot TpocapUocpéVes
TIHEG-P Yo TiG peréteg 1, 2 ko 3 (katanktikd onpeio Tov apopodv to tpdto SRE, kabmg eniong 1o mpmto Kot ta
emopeva SRE), *Apopd 6L, To. 6KEAETIKG GUUPAUATO GTO TEPAGLLO TOV XPOVOV, GAAG HETPOVTOL LOVO TO GUUBALOTO TTOV
gppaviotniay > 21 NuéPeg HETA TO TPOTYOVOUEVO GO,
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** Meta&o tov onoiov mepiiappaveror o MMKII, 1o vepporvttapikd Kapkivopa, o opHokoAikds kapkivog, o
LKPOKLTTAPIKOG KOPKIVOG TOV TVEDUOVA, O KOPKIVOG TG 0upoddyov KHGTNG, 0 KAPKIVOS KEQUANG Kot TPAYNAOV, 0 KOPKIVOg
TOV YOOTPEVIEPIKOV/OVPOYEVVITIKOD GLUGTHLATOG Kot GAAOL KOpKivol, E0LPOVEVOD TOV KOPKIVOD TOV HAGTOD KOl TOV
TPOCTATY.

Ewova 1 I'pagnpate Kaplan-Meier mov dgiyvovv to ypoévo ep@dvieng tov tp@dtov SRE
Kot TN o1dpKero TG peréTng
MeAémn 1* Mehétn 2+ MeAémn 3*
@ Dmab (N = 1026) Dmab (N = 886) Dmab (N = 950)
2 40 ZA (N = 1020) : ZA (N = 890) = ZA (N = 951)
3 7 '
8
3 08
=4
=
> 0,61
o
=l
g 04
>
S
3 0,2
=]
(=}
g 00
o
S Dmab| 1026 697 514 306 99 4 886 387 202 9 28 0 950 582 361 168 70 18

ZA| 1020 67|6 498 2?6 9‘4 2 |[890 376 1?4 86 20 | 9|51 5?4 299 140 64 22

0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30
Mrvag peAéng

I

Dmab = Aevogoupdptm 120 mg Q4W

ZA = Zohebpovikd O¢0 4 mg Q4W

N = ApiBu6g aoBeviv Trou TuXaioTToIRBnKav

* = ZTOTIOTIKA GNAVTIKA YA avwTepdTnTa, ** = ZTATIOTIKA ONUAVTIKY YIO Un KATWTEPOTNTA

EE&EMEN 1N vOoov Ko cuvolkn emBion He OCTIKEC UETUCTAGELS OO CLUTOYELC OYKOUC

H e&€MéEn g voosou ftav mapdpota HeTalld TG 0eVOGOLLAUTNG Kot ToL {OAEdPOVIKOV 0EE0G KOl OTIG
TPELG PeAETES, KaBMDC emiong otV TpokaBopIoUévn AVAALGT KOl TOV TPV UEAETOV GE GLVOVAGUO.

X1ig peAéreg 1, 2 xou 3, 1 ovvolikn emiPioon RTav mapdpota HeTald TG 0EVOGOVUAUTNG KoLl TOV
Coredpovikov 0&€og g acbeveig e TpoympnUEVOL GTOdI0V KOKONOEIES TOV EUTAEKOVY T OCTA:
aofeveic pe kapkivo Tov pootod (1 avaroyio kvdvvov kat to CI 95% frav 0,95 [0,81, 1,11]),
acbBevelg pe kapkivo tov Tpostdn ( avaroyio kvddvov kar to CI 95% frav 1,03 [0,91, 1,17]) ko
aoBeveic pe dAlovg cvpmayeic 6YKovg 1 ToAAATAd poéhopa (n avaroyio kKivdbvou kat to CI 95%
nrtav 0,95 [0,83, 1,08]). Ze pia post-hoc avédivon ot perétn 2 (acbeveig pe dAlovg cupmayeic 0yKovg
N ToAAamAO pouédopa) eEETAGTIKE 1 CLVOAKN EMPIOOT Y10 TOVG TPELG TOTOVS KAPKIVOL TOV
YPNOLLUOTO BN KAV Y10 TN OTPMUATOTOIN GO (U1 WKPOKVTTOPIKOC KAPKIVOG TOV TVEDLOVO, TOAAATAO
poédhopa kot GAAo). H cuvolikn emPiwon nTav peyaAdtepn yio T 0EVOGOVUAUTN GTO U
LKPOKLTTAPIKO KApKivo Tov Tvevpova (avaioyio kwvdovou [95% CI] 0,79 [0,65, 0,95], n = 702) ko
peyorlutepn yia 1o LoAedpovikd 0&D 6To ToAAATAO puéhopa (avaioyio Kivdvvov [95% CI] 2,26 [1,13,
4,50], n = 180) ka1 mopdpota peta&d g 0EVOSOVUAUTNG Kot TOL (0AEdPOVIKOD 0EE0G GE AALOVG
TOmOVg Kopkivov (avaroyia kivdvvov [95% CI] 1,08 [0,90, 1,30], n = 894). Ze avtrv T perétn dev
&ywve EAEYY0G Y10 TPOYVMOGTIKOVG TOPAYOVTEG KOl OVTIVEOTAAGHOTIKEG Bepameieg. Te o GLVOVOGUEVT
npokabopiopévn avdivon tov peretdv 1, 2 kot 3, 1 cuvolkn emPioon NTav Tapduola Hetald g
devosovpapmng kot tov {oredpovikov 0&Eog (avaroyio kvdvuvov kat 95% CI10,99 [0,91, 1,07]).

Enidpaon ctov mdHvo

O ypdvog Pertioong tov ToHVoL (dNA., peiwon = 2 Babpovg amd v évapén ot faduoroyia
yepodTEPOL TOVOL ot BPI-SF) ftov mapopotog yio t devocovpdunn kot to (oAedpovikd o0&y oe kdbe
UEAETT] KOl GTIG EVOTIONUEVEG AVOADGELS. Xe [ia, post-hoc avdAven Tov cuveVAGHEVOD GLVOAOV
dedOUEV@V, 0 BLAUEGOG (POVOG eTOEIVMENG TOV TOVOL (Babpoloyia yeypdtepov ToVoL > 4 Babpotc)
o€ aobevelg pe Yo N KaBoAov OV Katd TNV Evapén Kabvotépnoe Katd T xopnynon
devooovpdumng évavtt Lodedpovikov 0EEog (198 Evavtt 143 nuépeg) (p = 0,0002).
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Khvikn omotereouotikdétnto o€ acdeveic ue moAamid puédhmua

H 6evocovpaunn a&loroyndnke o€ pia d1ebviy, toyoaromompévn (1:1), SumAd-tveAn, evepyd-
ELEYYOUEV LEAETT] GUYKPLONG TG 0EVOCOVUAUTTNG e TO (oAedpoviKo 0&L 6€ acbeveig pe
veoolayvmoOEV TOAATAO LLEA®L, LEAETN 4.

Xe autn TN peAéTn, 1.718 acBeveic pe ToAAATAS pLuEAmpa e TOVAGYIGTOV Lo 0oTIKY BAGLT
TuyotomomOnkav vo, Adfouvv 120 mg devosovpdunn vrodoping kabe 4 efdouddeg (Q4W) 1 4 mg
Coredpovikd 0L evdopAefimg (IV) kaOe 4 efdopddec (e Tpocapoyn S6oNG Yo VEQPIKT AELTovpYia.).
To mPOTEVOV KATAANKTIKO OMpElo TG LEAETNG TV 1] ATTOOEIEN TNG U KATOTEPOTNTAS, (O TPOG TO
YPOVO EUOAVIOT|G TOV TPOTOL oKeAETIKOD cvuPapatoc (SRE) oe avykpion pe to {oredpovikd o&p. Ta
OgVTEPEVOVTA KATAANKTIKA orpeio TEPIAAUPOVAY TNV AVOTEPOTNTA MG TPOG TO XPOVO EUPAVIOT|G TOV
npdTov SRE, TV avetepodTNTa TOL YPOVOL ELGAVIONG TOL TPMTOL Kot Tov emopevov SRE kat
ouvolikn| emiBioon. Qg SRE opiotnke omotodfmote 0md T0 TOPUKAT®: TOHOAOYIKAE KATAYHOTO
(omovovAKd 1 P omovovAKa), axtivobepaneia oto 00Td (CupmepAaUPavOIEVIG TNG XPONS TOV
Pad10IGOTONMV), XEPOLPYIKN EXEUPAOT) OTO OGTA 1) GLUTIEGT TOV VAOTIOIOU HVELOD.

e aupotepa to, okEAN HEAETNC, TO 54,5% TV aobevdv cromevOY va VTTOPANOOVY GE avTOAoYN
petapdoyevorn PBSC, 1o 95,8% twv acbevav ypnoionotovcay / oxedlalav va xpnoLlonomcovy Eva
VEOTEPO OVTI-LVEA®UOTIKO TTapdyovto (o1 vedtepec Bepameiec mepthapfavouv Poptelopipmn,
Aevoldopion 1 Boidopion) ot Oepaneio TpOT™G Ypouung kot to 60,7% Ttov acbevav eiyov
nponyovpevo SRE. Xe appotepa ta okéAn perétng, o apfudc tov acbevav pe ISS otado I,

otadwo 11, xan otddio I otn Sidyveon frav 32,4%, 38,2% xai 29,3% avtictorya.

O ddpecog apBuog Twv d6cemv Tov yopnyHonKkay ftav 16 yia tn devocsovpdaunn Kot 15 yia 1o
Loledpovikd o&p.

Ta dedopéve amoTEAEGLOTIKOTNTOG OO TN LEAETN 4 TapovoldlovTal 6To oyfua 2 Kol 6TOV Ttivoaka 3.

Ewoéva 2 Kopmoin Kaplan-Meier yia ypoviko owaotnpa péxpt vy apatn speavien SRE
070 Thaiclo TG peréTng o€ 0.60eveic pe veodrayvewe0Eiv moiramho poéiopa

Aevoooupaptn 120 mg Q4W (N = 859)
ZoAedpovikd OEU 4 mg Q4W (N = 859)

o
1,07
3
1)
B 0,87
g
z
g 0,61
E
3
s 04
D
S}
o
Ne)
5 0,27
o
1]
o
[
0,01

Aevogoupapmn 120 mg Q4W| 859 583 453 370 303 243 197 160 127 99 77 50 35 22
Zohedpovikd Ofu 4 mg Q4W| 859 595 450 361 288 239 190 152 125 95 69 48 31 18
T

T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mrvag peAéng

N = ApiBud¢ agBeviwv Tou TuXaIoTroIRenKkay
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Mivakag3  Agdopévo 0mOTELECUATIKOTNTOS Y10 TO OEVOGOVUANTT GE GVYKPLON| IE TO
Coledpovikéd oSV og acOeveic pe veodrayvocdév molhamrrid poélopa

Agvocovpudapmy Zohedpoviké QLo

(N =859) (N =859)
Ipoto SRE
Ap1Budc acbevav mov glyav SRE (%) 376 (43,8) 383 (44,6)
Aldpecog xpovog £mg v epedvion SRE 22,8 (14,7, NE) 23,98 (16,56, 33,31)
(uijvec)
Yyetucog Kivovvog (95% CI) 0,98 (0,85, 1,14)
[p®dTo ko emakdérovda SRE
Méooc apBudc coppapdtov/ acbevoie 0,66 | 0,66
Avaroyia Tipav (95% CI) 1,01 (0,89, 1,15)
[M0606T6 GKELETIKNG VOGPOTNTOG OVEL £TOC 0,61 | 0,62
Hpoto SRE  HCM
Aldpecog ypdvoc (Unveg) 22,14 (14,26, NE) | 21,32 (13,86, 29,7)
Yyetcog Kivovvog (95% CI) 0,98 (0,85, 1,12)
HpoT™ axtivoPoirio TOV 06TAOV
Yyetucog Kivovvog (95% CI) ‘ 0,78 (0,53, 1,14)
Yvvolkn emPicoon
Yyxetkog Kivovvog (95% CI) ‘ 0,90 (0,70, 1,16)

NE = un extypopevo, HCM = vrepacPeotiaptio kakondovg vosou

KAwvikn omoteAeoHOTIKOTITO KOl 0CQAAELN OE EVAAKEC KOl OKEAETIKG dpluove epnove ue
YIYOVTOKVTTAPIKO OYKO TV 0GTOV

H aocpdieia kot 1 amoTeAeoHATIKOTNTA TG OEVOCSOVUAUTN HeEAeTHONKOY o€ dVO dokipuéc Daong 11
OVOIKTNG EMGNHOVONG VO GKEAOLS (LEAETES 5 Kot 6) mov cuumeptédafav 554 acBeveig pe
YLYOVTOKDTTAPIKO OYKO OGTAOV IOV €1TE NTAV AVEYYEIPNTOG EITE Y10 TOV OO0 1) XEPOLPYIKN EMEUPaOT
0o ocvvdeoTav pe coPapn voonpotnta. Ot acBeveic Adupavav 120 mg devocovpdunn vrodopiong Kabe
4 gfdopddec pe pia cvumAnpopatiky d6on 120 mg tig nuépeg 8 kot 15. Ot acBeveig mov diékoyav
Oepameio e devocoLVHAUTN 0TN GLVEXELWN EIGNABaV 6TN PdoT TapaKoloHONGNG ACPALELNS Yo
tovAdyiotov 60 pnvec. H emavainmtikn Ogpaneio pe devocovpdunn katd tn SidpKed tng
TOPAKOAOVONONG AGPAAELNG EMTPETOTAV Y1, 0.GOEVEIS TOL KATESEIEAY APYIKE OVTUTOKPION TN
devoocovpdunn (T.y. o€ mePInTwon vwoTpomalovcas vOoOoV).

2 perét 5 evtdyOnkav 37 evijlikot acOeveig e 1otoAoyikd emPefotmpévo aveyyeipnto 1
VROTPOTIALOVTO YIYOVTOKLTTOPIKO OYKO T®V 06TAV. To KOP1o KATOANKTIKO onueio TG SoKIUNG NToV
TO TOGOGTO AVTOTOKPIOTG, TOV opileTal eite MG EEAAEYT TOV YIYOVTOKVTTAP®V TOVAGYLIGTOV KOTA
90% o€ oyéon pe Vv Evapén (M TANpNG EEAAEYN TOV YIYOVTOKLTTAP®V GE TEPICTATIKA OOV TO
YLYOVTOKVOTTAPO OVTITPOCOTEVOVY TOGOGTO < 5% TV KLTTAP®V OYKOV), gite G amovsia eEEMENG TS
OTOXEVUEVNC PAAPNC HECH OKTIVOYPOUPIKDV UETPTOEMV GE TEPIGTATIKA OOV OV NTOV dtaféciun
wotonaboroyikn e&€taon. And Tovg 35 acbeveig mov cupmepIANEONKAY 6TV avdALGN TNG
OTOTELECLLATIKOTNTAGS, TO 85,7% (95% CI: 69,7, 95,2) giyov avtamoxpion ot Bepaneio pe
devooovpdumn. Kot ot 20 acBeveic (100%) pe totoroyikn a&loAdynon TAnpovoay to KpLripio
avtomokplong. Amd tovg evoamopeivavteg 15 acbeveig, atoug 10 (67%) o1 axTvOLOYIKEG LETPTCELG OEV

éoegav e£EMEN g oToxevUEVNC PAAPNG.

21 pekét 6 eviayOnkav 535 evAIKEC 1] GKEAETIKA MPLULOL EPTPOL LE YIYOVTOKVTTAPIKO OYKO TV
00T®OV. Ao 0vTovg Tovg 0obeveic, o1 28 Nrav nikiog 12—17 etdv. O acbevelg exympnOnkav og pio
amd Tpelg Kooptég: M Kooptn 1 meplappave acbeveig pe yeipovpykd pun dtacmotun voco (m.y. PAafeg
TOV 1€POY 0GTOV, TNG GTOVOVAKNG GTHANG 1| TOAAATAEG PAGPES, CLUTEPILAUPAVOLEV®VY TVEVLLOVIKMV
UETAOTAGE®V), 1 KoopTn 2 mepthapfove acbevelg pe yelpovpykd S10cMCLT VOGO TV OTOImV 1)
TPOYPOLLOATIGUEVT XEPOVPYIKN eMEUPaoT cuvdedTaV pe GoPapn voonpdtnta (T.y. ektoun dpbpwong,
OKPOTNPLUGLAC AKPOL 1 NUITLEAEKTOUN) KoL 1] KoopTn 3 mepthdpfave acBevelc Tov cuppeTeiyov

16



TPOTYOLUEVAG OT| HEAETN 5 Ko petakvOnkoy og authy T perétn. O kdplog 6TdX0g NTav M
a&10AGYNOT TOL TPOPIA UCPAAELNG TNG OEVOGOVHAUTNG G€ aGOEVEIG e Y1YOVTOKLTTOPIKO OYKO TV
00T®V. Ta deVTEPEVOVTA KUTAANKTIKA onueia TG HEAETNG TTepAdpBavay To xpodvo €m¢ TV eEEMEN
g vooov (ue Baomn tnv a&loAdynon tov pguvnty) Yo v koopt 1 kai tnv avaioyio aclevov ympic
YEPOLPYIKN ENEUPaON TOV PVl 6 Yo TV KoopTy| 2.

v koopt 1 kaTd TV TEAKN ovdAvon, 28 amd tovg 260 acbeveic mov édafav Oepancio (10,8%)
napovciacay eEEMEN T vocov. Xtnv koopt 2 219 amd tovg 238 (92,0%; 95% CI: 87,8%, 95,1%)
a&roroynoipovg acbeveic mov Eafav Bepameio pe devosovpdunn dev LTOPANOMNKAY GE XEPOVPYIKN
enépPaon €mg Tov unva 6. Amd toug 239 acbeveig otnv Koopt 2 TV omoiwv 1 BEom g PAAPNG
o6TOYO0V otnV &vapén 1 6N SIPKELD TNG HEAETNG OEV NTAV GTOVG TVEDUOVEG 1} TO LOAOKE LLOPLO,
oLVOALKG 82 cvppetéyovtes (34,3%) katdpepav va amo@hyoLvV TN XEPOLPYIKT| EMEUPACT OTN
d1apKeLol TNG LEAETNG. ZVVOAKAE, T OEOOUEVO ATOTEAEGLLATIKOTITOG GE OKEAETIKA MPLOVS EPTPOVG
NTav TopOUOLa LE EKEIVA TTOL TopATNPNONKOV GE EVAAIKEC.

X perétn 7 evtdyOnkav 85 evijlikeg ao0eveiC TOV EVTAYONKAY TPONYOLLEVMG KOl OAOKANpOCAY TN
perén 6. O acBeveic elyav ™ duvatotnta vo Adpovv Bepameia pe ) devosovpaunn yio tov GCTB
Kot 6A0t ot acbeveig T€ON KOV Vo TapakolovOnon yio 5 €. O KOplog 6TdY0¢ NTav 1 a&lOAOYNGT TOV
TPOPIA paKpoTpOBeEGUNG ACPAAELNG TN OEVOCOVUAUTNG € AGOEVEIC LIE YIYAVTOKLTTOPIKO OYKO TMV
0GTOV.

Eridpaon oto dAyoc

2V 1eAKk avdAvon Tov Kooptadv 1 Kot 2 GuvOLaoTIKE, avaeEpONKE Lo KAVIKA GIUOVTIKTY Leimon
TOL XEPOTEPOL GAYOLS (OMA., > 2 Babuovg peimon and v apykn Tien) yia 7o 30,8% tmv acbevav o
Kivovvo (Onh., exetvov mov giyov fabroroyio > 2 yia 1o xepdtepo dlyog Kot TNV évapén) evidg

1 gfdopddag Bepamneiog, kot > 50% v eBdopdada 5. Avtég o BeAtidoelg oto dAyog datnpnOnkay o
OAeg TIC emokOA0LOEC 0EIOAOYNOELS.

Towwarpikdg TAnfvouodc

O Evponaikoc Opyaviopog @apudkmv Exel SOGEL amaAloyn and TNV LIOYPEMST VIOBOANG TV
OTOTEAECUATOV TV LEAETAOV LE T1) OEVOGOVUAUTT G OAEC TIC VITOKATYOPIEG TOV TOUSLUTPLKOD
TANOVGHOD GTNV TPOANYN CYETIKDY GKEAETIKMV GUUPBAVI®V 6€ acbEVEIS e 0GTIKEG LETACTACELS KOl
G€ VTOKAUTNYOPIEG TOL TAUSLUTPIKOV TANBVGHOL NAKiag KAT® TV 12 eTdVv ot Bepaneio Tov
YLYOVTOKDTTAPIKOD OYKOL TV 00T®V (PAENe Tapdypago 4.2 yio TANpopopleg OYETIKA (e TNV
TOOLOTPIKT XPIoN).

21 pekétn 6, n devoocovpdunr a&loAoynOnke og £va vrocHvoro 28 epnPwv acbevav (miwiog 13—

17 €T0V) LE YIYAVTOKLTTOPIKO GYKO TWV 0GTMV Ol 070101 Elyav OAGEL GE GKEAETIKN GPIUOTNTA
optlopevn amd 1 TOLAGYIGTOV OPLLO LOKPD 0GTO (.Y, KAEIGTH Ppoylovio EXPUOIOKT TAGK oOENGTG)
Kot copatikd Papog > 45 kg. 'Evag £épnpog acBevic e yepovpykd pn dtacdoiun voco (N = 14)
TOPOVGIOGE VTOTPOTN TNG VOGOL KATA TN O1dpKeLn TNG apyIkng Oepameiog. Askatpeic amd Tovg

14 aoBeveig pe xepovpyd Sl0GMGIUT VOGO, TV OTOImV 1 TPOYPUUUOTIGHEVT] YEPOVPYIKT ETEUPaON
oLVvoEdTAVY pE cofapn Voo poOTNTA, OV VITOPANONKAY GE XEPOVPYIKN ETEUPOCT) UEYPL TO UV 6.

5.2 ®@oppokoKivTIKES 1O10TNTES
Amoppdonon
Metd amd vToddpla yopnynon, n ProdadesiudtnTo oy 62%.

Buougtaoynuotiopde

H devocovpaunn amoteleitol amokAeoTIKA 0md apvo&én Kot vOATAVOPOKES MG PLGIKT
avocsoopalpivn Kot givor pukpn n mhovotnto vo amoPAndel pEcw PnyovicUOY NIATIKOV
petafoiiopon. O petaoAMopdc Kot 1) ATEKKPLIGT| TOV AVAIEVETOL VO 0KOAOVBNGOLV TIG 0000¢
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KAOAPONG TOV VOGOCPUIPIVDY, UE OTOTEAEGO, TN O1ACTACT TOV GE LKPA TETTIOW, KOl LEUOVOUEVOL
apvoéa.

Amofoin

e aobeveic pe Tpoywpnpévo Kapkivo, Ta omoio EAafav moArlaniéc 66oelc twv 120 mg Kabe

4 gfoopadec mapatnpnOnke TEPImTOL SIMAAGIL CLGGMPEVCT) GTIG GLYKEVTPMGELG TNG OEVOGOVLAUTNG
67OV 0p0, eV emttevydnKe otafepn) KOTAGTAOT EVTOG 6 VDV, YEYOVOS IOV TOPUTEUTEL GE
QOPLOKOKIVITIKY 0veEAPTNTN Ad TO YPpOVO. Xe asbeveic e TOAUTAO puélmpa ot omoiot ELafav
120 mg k0 4 gfoopddeg, N SLapesn TN TOV EAAYIOTOV EMTES®Y PeETOPANONKE ArydTepo amd 8%
oTovg 6 pe 12 ufvec. Le acbeveig pe yryavtokuTTopikd 0YKo TV 00TV ov EAdfov 120 mg kabe

4 gfoopadeg pe pio cuUTANPOUOTIKY 6001 TIc NUEPES 8 Ko 15, ta enineda o€ otabepn KaTAGTAON
emredyOnKov EvIOg ToV TPdTOL UNva TG Bepaneiog. Meta&d twv efdonadwv 9 kat 49, ta didueca
YouUNAOTEPQ EMimeda giyav dapoponoinom pkpotepn Tov 9%. Xtovg acbeveic mov diEkoyay T
Oepaneio pe 120 mg kdOe 4 efoopddes, o pésog ypovog nuicelag Long nrov 28 nuépeg (evpog 14 €mg
55 nuepmv).

H poppokokivntikny avaivcn tov tAnfucpo dev £0e1&e KMVIKG GNUOVTIKEG LETOPOAES TNG
GUOTNUOTIKNG £KBECTC 6TN OEVOCOVUAUTY G€ oTaBEPT KATAGTOOT O GYEON UE TNV NALKi

(18-87 etv), T @uAR/ebvikdtTTa (EpguvnONKaV dTopa TG Hovpng VARG, lomavoemwvol, Actitec Kot
Koavkdoiot), To guAo 1} Toug TOTOVG GLUUTOYDV OYK®V 1 0cbgvelg pe Tolhamdo poéhopa. H avénon
TOV COUATIKOD PAPOVG CLGYETIOTNKE e PEIDOT TNG CLGTNUOTIKNG EKBECNG KOl TO OVTIGTPOPO.
Qo1600, 01 HeETABOAEC 0VTEG dev BempNONKAY KMVIKA CNUAVTIKEG EPOCOV Ol PUPLUAKOIVVAULIKES
EMOPAGELS PACEL TOV OEIKTMOV OGTIKNG EVOALNYNG TapEUEVaY 101€G 0 PeYIAO €0POg COUATIKOD

Bapovg.

I'poppukdTnTo/un ypouukoTnTo,

H devocovpaunn emédeiée un ypOoUUIKT QOPUOKOKIVITIKY 0€ 0p0 QACUA 00GEMVY, OAAL GYEOOV
avdioyn pe ™ do6om avénon g ékbeong yio docelc 60 mg (M 1 mg/kg) kot dvw. H un ypappkdtmra
mhavov v, opeileTal og dSoUeGOLAPOVUEVT] OO TO QUPUOKOAOYIKO GTOYO 000 OTEKKPIOTG e OMUEi0
KOPEGHOV 1 OToia £ivall ONUOVTIKY G€ YOUNAEG CUYKEVTPMOELG.

Neoppkn dvciettovpyio

e pehéteg pe tn devocsovpaunn (60 mg, n = 55 kot 120 mg, n = 32) o€ acbeveig ywpic mpoympnuévo
Kapkivo aALL G S1APOPa GTASIO VEPPIKNG AELTOVPYING, CUUTEPIAUUPOVOLEVOV 0c0eVDY VTTO
eEoveppikn kdBapon, o Pabuog TG veppikng ducAertovpyiag dev gixe Kapio exidpacn ot
(QOPLOKOKIVITIKN TNG 0EVOGOVUAUTNG, GCUVETMG, OEV OTOLTEITOL TPOCAPLOYT TG dOCNG Yol TN VEPPIKN
dvoiettovpyia. Agv amarteitol TopaKoA0VONoN TN VEQPIKNG AEITOVPYING KOTA TN XOpPyNnon g
OEVOGOLAUTNG.

"Exntmon tne nrotikne As1tovpyiog

Agv mpaypotomodnie kapio €101KN HEAETT o€ acbeveig e EKTT®MON TNG NTATIKNG AgtTovpyiag. Xe
YEVIKEC YPOUUEG, TO LOVOKAMVIKG OVTICOUOTH OEV OTOUOKPVVOVTOL HEGHD UNYOVICUOV NTATIKOV
petafoiiopov. H gappoakokivntikny g 0EVOGOUUAUTNG OV OVOUEVETOL VO, ETNPENCTEL 0T TNV
EKTTTMOON NG NTATIKNG AELTOVPYiag.

Hlkiouévor acbeveic

Agv mapotnpiOnKay YEVIKES S10(pOPEC MG TPOG TNV ACPAAELD 1) TNV OTOTEAECUOTIKOTITO LETAED
NAKIOPEVOVY Kot veOTEP®VY aclevdv. EAeyydpeves kKAVikEG LEAETEC TNG OEVOGOVUAUTNG GE 0oOEVELG
v TOV 65 ETOV e TPOYOPNUEVOL TS0V KOKONOEIES TOV EUTAEKOVY T 00TA ATOKAAVY ALY
TOPOLOLN OTOTEAEGLOTIKOTITA KO AGPAAELD GE NAIKIMUEVOLE Kot VEOTEPOVG acbeveic. Aev amatteitan
TPOCAPUOYN TNG SOOTG GTOVS NAKIOUEVOLS 0oOEVELS.
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TToudrazpucdc TAnBuvopude

e okeLeTIKA Bplpovg provg (Mhikiog 12—17 €T1ddVv) pe Y1yavTOKLTTOPIKO OYKO T®MV 0GTAOV, O 0TT0{0L
Adupavav 120 mg ka0e 4 efSopddeg e GLUTANPOUATIKT dOOM TIg NUEPEG 8 Kat 15, 1
(QOPLOKOKIVITIKN TNG 0EVOGOVLUAUTNG NTOV TOPOUOLN [LE EKELV TTOL TOPATNPNONKE GE EVAAIKES
aoBeveic pe GCTB.

5.3 Ipoxivikd dgdopéva Yo TNV 06QIAELQ

E@doov 1 Broroyik dpdon g 0evosovpaunng o€ (ma eivor 101K Yo un avlpdmiva Tpotedovtol
Onraotucd, a&loroyndnkav yevetikd tporomotnpévol movrikoi (knockout) 1 ypnoyomomnkay diiot
Broroykol avactoireig g 0600 RANK/RANKL, 6nmg 1 OPG-Fc ka1 1o RANK-Fc, yio v ektipunon
TOV POPUAKOSVVOUIKOV 1O0TTOV TNG OEVOGOVUAUTNG GE LOVTELD TPOKTIKMYV.

Y& LOVTEAN OCTIKOV LETACTACEMY GE TOVTIKOVUG UE avOPOTIVO KOPKivo TOV HOGTO OeTikd 1| apvnTiKO
GTOVG VTTOJ0YELG O1GTPOYOVAYV, KOPKIVO TOV TPOSTATY KAl U1 LUKPOKLTTOPIKO KOPKIVO TOV TVEDLOVA,
1N OPG-Fc¢ peiwoe T1g 06TE0AVTIKES, 06TEOPAACTIKEC KOl 0GTEOAVTIKEG/00TEOPANCTIKEG PAGPEC,
KaBVGTEPTGE TO GYNUATICUO de noVo 0CTIKOV PETACTAGEMV Kol LEIDGE TNV OVATTUEN CKEAETIKMV
oykmv. Otav 1 OPG-Fc cuvdvdotnke pe oppovikn Bepameio (tapo&ipaivn) 1 ynuetobepomneio
(doceta&éAn) oe avtd To LovTéLa, onpeEmONKe aBPOIGTIKT OVAGTOAN TNG AVATTVENG CKEAETIKGOV
OYK®V GTOV KOPKIVO TOL HOoTOD KOl TOV TPOSTATY 1] TOL TVEDUOVO, AVTIGTOL(0. € £Va. LOVTELOD
EMOy®YNG OYK®OV TOL paotov o€ Toviikovg, T0 RANK-Fc peimoe tov enaydpevo ond tig oppoveg
TOALOTANGLOGLO TOV EMONAIOL TOV HACTOV Kol KABLGTEPOE TO GYNUOTIOUO OYKMV.

Agv €yovv mpaypotomondel o1 cuvibelg dokipacieg yia v a&loAdynor tov Svvapukcon
YOVIOL0TOEIKOTNTOG TNG OEVOGOVUAUTNG, EQOGOV TETOLES SOKILOGIES OEV Elval GYETIKEG LE TO
GLYKEKPEVO LOP10. Q6TOGO, AOYM TOV YOPUKTNPIGTIKAOV TOV, 1| devocovpdunn Bempeiton anibBoavo
va. £(EL 0TO100NTTOTE SVVOUIKS YOVISIO0TOEIKOTNTOG,

To xapxkvoydévo duvapikd g 0eVoGOVLAUTNG dgv £xel eKTIUNOEl o pakpoypdvieg pekéteg pe (da.

e peréteg tootnTog EPamas Kot eravaiappavopevov 666wy oe TdnKovg cynomolgus, ot d6GEIG
OEVOGOLUAUTNG, TOL 00T yNoav o€ 2,7-15 popéc peyahdTepn CLOTNUOTIKY £kBeon amo )
GUVICTMWEVN ovOpOTIVY dooT), Oev glyav Kapio eMinTOON GTNV KOpdloyyEWKN QLGLOAOYIL KOl TNV
OVOPIKN M TN YOVOIKEIR YOVILOTNTO, 0VTE TPOKAAEGAV €101KT TOEIKOTNTO GTO. OPYOVA-GTOYOVC,

e (o perétn o€ mnKovg cynomolgus o1 d00ELg dEVOGOVUAUTNG KATA T O1dpKeLn TEPLOSOVL TTOV
LGOOVVOLEL LLE TO TPMTO TPIUNVO TNG EYKVUOGHVNE, TOL 001N YNCAV GE 9 POPEC HEYOADTEPT
GLOTNUOTIKY €KOECT OO T1 GLVICTMUEVT avOpdTIVN 300, dEV TPOKAAEGOY UNTPIKT TOEIKOTNTA 1)
BAGPeg oTo £UPPLO KOTA TN SEPKELN TEPLOOOL TOV IGOSVVALLEL LLE TO TPMTO TPIUNVO TNG KON ONG,
o pOA0 OV dgv e€eTAcTNKAY Ol EUPPVTKOT AEUPASEVEG.

e aAn perétn og mBnkovg cynomolgus, 6Tovg 0moiovg Katd T S1apKELd TNG EYKLHOGVVNG
yopnynOnke devocsovpdumn oe d6celg pe 12 popég peyalhtepn cuoTNUATIKY £kBgoT amd TNV
avOpamvn 066M eppavicTnkay avENUEVOL TOKETOL vEKp®Y gUPPO®mV Kal LETO-YEVVNTIKY BvynootnTo,
U1 PLGLOAOYIKN OVATTUEN TOV 0GTAOV LE ATOTELEGLO TNV UELOUEVT] OVATTUEN TOV 00TMV, LELOWUEVT
opomoinon kot AavOacpévn vBvypapLoTn TOV OVTIDY, ATOVGI0 TEPLPEPIKDOV AEUPAIEVOV KoL
UEW®UEVT VEOYVIKT ovATtTLEN. Agv KabopioTnke To eminedo yio un mapoatipnon avenifountov
EVEPYEIDV Y10l TIG AVOTAPOYWDYIKES EMOPAGELS. LT YPOVIKT| TEPI00 6 UNVAOV UETA Ao TNV YEVVN OGN, Ol
oAlayég oL aPOoPoHCAY OTA 0GTA ATOKATACTAONKAY Kat dev LIPEE EMOPACT] OTNV EKPLOT TOV
dovtidv. Opmg, ot emdpdoelg oTovg AepeadEves Kot T AavOacévn vBuypdpLpioTn TV doVTIDV
TOPEUEVOY KO EAAYLOTN O LETPLY LETOAAOTTOINGT 6€ TOAAUTAOVS 16TOVG Tapo TP ONKe o€ éva Ao
ta melpapatolma (cuoyétion pe  Bepaneia eivorl acaen). Asv vanpéav otoyeio PAAPNG otV
UNTEPQ TPV OO TOV TOKETO, avemBOUNTO UNTPIKAE cvuBdpata tapatnpnonkay omdvia Kotd tov
toketd. H avamtuén tov unTpikedv HacTIKOY adEVav NToV GUGLOAOYIKT.
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e TPOKMVIKEG HEAETEG TNG TOLOTNTOG TV 0GTAOV GE TOKOVS VIO poKpoypovia Bepomeio e
OEVOGOLUAUTTY, TOPOLOL0. LEIMOT TV JEIKTMOV 0GTIKNG EVAALNYNG CLGYETIOTNKE Ue PeATion TG
OCTIKNG OVTOYNG KOl PUGLOAOYIKT] 1GTOAOYIN TV 0CTMOV.

Y& 0poEVIKA TOVTIKLO YEVETIKA Tpomonompéva dote va ekppalovv to huRANKL (mwovtikio knock-in)
o710 0TOl0 TPOKANONKE KATUYLO GTOV PAOLD, 1) OEVOGOLLAUTT KoBvoTépnoe TV e&apdvion Tov
YOVOPOL KO TNV OVOKATAGKELT] TOV TOPOL TOV KOTAYLOTOG GE GUYKPLOT LLE TO QAPUAKO EAEYYOV,
OAAG 1) Bropmyovikn avtoyn eV ETNPEAGTNKE OPVNTIKG.

e mpoxkAvikég peréteg mov deEnydnoav o knockout movtikia mov otepovvray to RANK 1 o
RANKL mapatnpndnke amovcio mopoaymyng YEAUKTOC AOY® aVaGTOANG TNG OPILOVeNg TOL HalIKo
adéva (avamTTuén KLYWELOEW®V Kot AOPLaKdV adévmv KaTd T1 S1GPKELN TG EYKVHOGHVIG) Kot
dlatapoyn Tov oynuoTicpov Aepeadévev. Neoyévvnrto knockout movrtikia mov otepodvtay o RANK
1 10 RANKL 7mapovciocav peiopévo copotikd Papog, LEI@UEVT] oVATTUET TOV 06TV, 1N
(QUVOIO0AOYIKES OLENTIKEG TTAGKEG KO U1 EKOLOT) TOV JOVTIHOV. MEI®PEVT OVATTUEN TV 06TV, Un
QLGLOAOYIKES AVENTIKEG TAGKES KOl THBOAOYIKT EKQLGT TV SOVTL®Y TopaTNPNONKE EMiong o€
UEAETEC e VEOYEVVIITOVG apOLPAiOVE GTOVS 0TToiovg yopnynOnkav avactoAeig tov RANKL, eve avtéc
01 OAAQYEC TOV UEPIKMG OVOGTPEYILEG OTAV O1OKOTNKE 1 YOPNYNON TOL avactoAién Tov RANKL.
"Eonpo tpotedovia OnAactikd oto omoia yopnynonke devocsovpdunn oe d6cel 2,7 kat 15 popég
peyorotepeg (10 kat 50 mg/kg) amd v KAk €kbeomn eueavioay un QUGIOAOYIKEG QLENTIKEG
mAdkec. Emopévamg, n Oepomeio pe 0eVOGOLUAUTN UTOPEL VO LELOGEL TNV avATTVED TOV 0GTOV 6T
TodLl UE OVOIKTEG QVENTIKES TAGKES KO VO AVACTEIAEL TNV £KQUOT TGV SOVTLDV.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataroyog ekdoyomv

O&wkod 0o, Tayopopeo™

Yopo&eidio tov vatpiov (yio pbOuion tov pH)*

YopPrtoin (E420)

[MoAvoopPiko 20 (E432)

"Ydmp yio evéoiua

* To 0&kd pvOuotikd dtdivpa oynuoatiletor pe v avdpelén o&ukod 0EE0G e VOPOEEISIO TOV
vatpiov.

6.2 Aocvppoarétnreg

EAAelyel peEleT®dV GYETIKA LE TN GUUPOTOTNTA, TO TAPOV PUPUAKEVTIKO TPOTOV OEV TTPETEL VO
OVOUELYVOETOL LLE GAAD POPUOKEVTIKA TPOTOVTOL.

6.3 Awpkera omg

24 pnveg

E@odocov Byst amd to yoyeio 1o Bilprevda umopei va dtotnpnbei oe Beppokpacio dopatiov (péxpt
25°C) v ddotnuo £o¢ 30 nuépec otov apytkd TeplEktn. Mnv 1o enavotonobeteite 610 Yoyeio.
IIpéner va xpnoyomombei evioc tov dtaotnipatog Tv 30 nuepav.

6.4 Iowitepeg mpoPuvrdiers kKata T @OLAEN TOV TPOIOVTOG

dvidooete og yoyeio (2°C — 8°C).

Mnv katoyoyete.
DVALAGGETE TO PLOAISIO GTO EEMTEPIKO KOVTL Y10 VO TPOGTATEVETOL OO TO PG,
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6.5 @von Kol GLVOTATIKE TOV TEPLEKTN

1,7 ml dtedvpatog o€ eroridto piog ypriong (amd yvari tomov 1) pe ehactopuepéc Toua 0md
BpopofovtdAtlo Kol TOUATO PE GUVOIVOCUO AAOVUIVIOV-TAOGTIKOD.

2V0oKELUGIEC TOV EVOC.
6.6 Iowitepeg TPoPLAGEELS AOPPLYNGS KOL AALOG YEIPLGNOG
. [Ipwv amd ™ yopynon, to didAvpa tov Bilprevda mpémet va eAéyyetar ontikd. To didAvua

EVOEYETOL VO, TTEPLEYEL LYVOTOCOTNTEC NUOPAVAV £WG AEVKDV TPMTEIVOOY®Y copaTdiv. Mnv
YPTOUYLOTOLEITE TO SLAAVLA EAV EIVOL VEPEADOEG 1) ATOYPOUATICUEVO.

. Mnv avaxweite.

o Mo va amo@iyete T dvoeopia otn BEon éveong, apnote To Prodidlo va gTdcel og Beppokpacia
dopatiov (Léxpt 25°C) mpwv amd TV Eveon Kol £yX00TE apydL.

o Oa mpémet va gyy0eTe OAO TO TEPIEXOLEVO TOV PLAALSIOV.

. INo ™ yoprynon g devocovpdumng cvotiveTal BeAdva 27 gauge.

o Agv O TpEMEL VL ETAVEIGEPYETAL GTO PLOALISL0.

Ka0e aypnoiomnointo poapuokentikd Tpoidv 1 DTOAEUUN TPETEL VO UTOPPITTETAL GOUPDVE, [LE TIG
KATO TOTOVS 1GYVOVCEG OYETIKEG OLUTAEELS.
7. KATOXOZX THX AAEIAYX KYKAO®OPIAX

SciencePharma Sp. z o.0.
Chetmska 30/34

00-725 Bapoopia
[Horwvia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/25/1979/001

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepounvia mpdng £yxpiong: 17 ZemtepPpiov 2025

10. HMEPOMHNIA ANAOEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoPopieg Yo T0 TOPOV PUPHOKEVTIKO TPoioVy gival S1a0éaieg 6TovV SIKTLAKO TOTO
tov Evpaomnaikov Opyaviopod Oapudrkmv: https://www.ema.europa.eu.
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ITAPAPTHMA 11

ITAPAXKEYAXTHYX THX BIOAOT'TKQX APAXTIKHX
OYXIAX KAI TAPAXKEYAXTHX YIIEYGYNOX I'TA THN
AIIOAEXMEYZXH TQN ITAPTIAQN

OPOI'H IEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZIMATIKH XPHEZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHX OYXIAX KAI
ITAPAXKEYAXTHX YIIEYOYNOX I'TA THN ATTIOAEEMEYXH TQN ITAPTIAQN

Ovopa kat d1ev6vven Tov TapackeLaoTh NS BLoAOYIKOE dPUCTIKAE OVGIOG

Shanghai Henlius Biologics Co., Ltd.
Building 1,

No. 182 Wenjun Road,

Songjiang District, Shanghai,

Kiva

‘Ovoua kot 61evfvven tov(tev) TopackevasT(-dv) Tov givarl veedOuvvoc(-ot) Yo TNV amodéGUELSh
TOV TAPTIO®V

SciencePharma Sp. z o0.0.
Chelmska 30/34

00-725 Bapoopia
[MoAwvia

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper
Dublin 2,

D02 EK&84,

Iphavéia

210 £VTUTTO GUAAO 0O YLDV YPNONG TOL PUPLOKEVTIKOD TPOTOVTOC TPEMEL VO OVOYPAPETOL TO GVOLLOL
KoL 1) 01e06VVeT TOL TAPACKELOGTY TOL Elval VTEVOVVOG Yo TNV ATOIECUEVCT TNG GYETIKNG TOPTIONG,
B. OPOI'H HEPIOPIZEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppoKevTIKO TPOidV Yo TO 0TOT0 amatteitan mePlopiopévn otpikn cuvtayr. (BA. apdpmmpua I:
ITepiinym Xapakpiotik®dv tov [Ipoidvtoc, mapdypagog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX

. Ex0¢cs1g meproodknig mapakorovdneng g aceareias (PSURS)

Ot aroutnoetg yo v vrofoin twv PSURSs yia to gv Aoym goppoakevtikd tpoidv opilovior otov
KOTAAOYO LE TIG NUEpOoUNnVieg avapopds ¢ Evoong (katdhoyoc EURD) mov mapatifetal otnyv

mapdypapo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdbe erakdiovdng enkaiporoinong
OMMOG SNUOCLEVETOL OTIV EVPOTATKT SIKTLAKT TOAN Y10l TO PAPLLOKAL.

A.  OPOI'H HEPIOPIZMOI ZXETIKA ME THN AZ®AAH KAI ATIOTEAEXMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Yyéono owayeipiong Kivovvovu (ZAK)

O Karoyog Adetag Kvkiopopiog (KAK) Ba dieEaydyet Tig amaitodpeves SpacTtnploTnTESG Kot

TAPEUPACELS PAPLOKOETAYPVTVIOTG OGS Tapovotdlovtal 6to cupeovndéy ZAK mov tapovcidaletat

otV evotnta 1.8.2 ¢ adetog kukhopopiog Kot omolesdNmoTe EMUKOAOVOEC EYKEKPIUEVEC
avabempnoelg tov TAK.
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‘Eva emcaiporompévo XAK Oa mpénet va katotedei:

. Metd and aitnpa tov Evponraikod opyavicpod Goappdkov,

o OnotedNmoTE TPOTOMOLEITAL TO GVGTNUA SL0YEIPLONG KIVOHVOD, EWOIKE MG ATOTELEGLLO ANYNG
VE®V TANPOPOPIDOV TOV HITOPOVV VOl EMPEPOVLY CNUAVTIKT GAAAYT OTN GYECT] 0PEALOVS-KIVOHVOL
N ®©¢ ATOTEAEG LA TNG EMITEVENG EVOG OTLLOVTIKOV OPOGTLLOV (POPUOKOETOYPOTVIION 1
glaiotomoinon Kvévvov).

o EmnpéoOeta pétpa ehaylotomoinong Kivovvov

O KAK 6a dracparicel 6t1 Ba BEcel og 160 KAPTO LITEVOOUIONC Y10 TOV A0OEVT] GYETIKA [LE TNV
0GTEOVEKPMOT] TG YVabov.
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ITAPAPTHMA III

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

KOYTI ®IAAIAIOY

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bilprevda 120 mg gvéoipo didAvpa
dEVOCOVULAUTN

2.  TYNOEZIH XE APAXTIKH(EX) OYXIIA(EY)

Ka0e praridio mepiéyet 120 mg devocovudunn o€ 1,7 ml dStoddpatog (70 mg/ml).

|3 KATAAOIOX EKAOXQN

O&d 08V, Taydpopeo, vdpoeidio Tov vatpiov, copPrtoin (E420), moivcopPikod 20 (E432), 0dwp yia
EVECTULAL.

‘ 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoo d1dAvpa
1 @loAidlo piag xpnong

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

IMo vrodopia ypron.
AwPaote T0 PUALO 0INYIOV XPHONG TPV OO TN XPNOT).
Mnv avoxkiveite.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvAdcoetan o€ 0Eom, TNV omoia 0 PAETOVY Kot deV TPOooeyYilovy T TAd1G.

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

| 8. HMEPOMHNIA AHEHZ

AHEH
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9. EIAIKEX XYNOHKEYX OYAAZEHX

dvidoocete og yoyeio.
Mnv KatoyoyeTe.
DVAAGGETE TO PLOAIOIO GTO EEMTEPIKO KOLTI Y10 VO TPOSTATEVETOL AT TO PG,

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOTHOENTOQN ®APMAKEYTIKON ITPOIONTQN 'H TON
YIHOAEIMMATQN ITIOY NIPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAETAY KYKAO®OPIAX

SciencePharma Sp. z 0.0.
Chelmska 30/34

00-725 Bapoofia
T'eppovia

12. APIOMOX(OI) AAETIAY KYKAO®OPIAX

EU/1/25/1979/001

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Bilprevda

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

A163106T0TOC YPOUU®TOC KDdKag (2D) Tov épet Tov TepANEHEVTO. LOVASTKO OVOYVOPLOTIKO KMOKO.

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

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

Bilprevda 120 mg evéoipo
OEVOCOVUAUTT
SC

‘ 2. TPOIIOX XOPHI'HXHX

| 3.  HMEPOMHNIA AHEHZ

EXP

4. APIOMOZX ITAPTIAAX

Lot

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

1,7 ml

6. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX

30



@viro oonyOv ypiong: IIAnpogopics yia Tov ac0evi)

Bilprevda 120 mg gvéoipo draivpa
OEVOGOLUAUTN

vTo QapUOKO aVTO TEAEL LITO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba EMLTPEWEL TO YPIYOPO
TPOGIOPIoUO VEOV TANPOPOPLOV 0c@alelng. Mmopeite vo fondncete pécm g avapopdg mhovav
OVETIOOUNTOV EVEPYELDV TTOV EVOEYOUEVWMG TTopovotdlete. BA. To télog g mapaypdpov 4 yio Tov
TPOTO OVOPOPAS AVETIBOUNTOV EVEPYELDV.

AwPaote TPOGEKTIKG 0AOKANPO TO PVLAO 00N YOV YPNGNS TPLV UPYIGETE VO, P CLULOTOLEITE AVTO

TO QOPLAKO, OLOTL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10, GOG.

- Dora&te avtd TO PUARO 0dNYIBY YpNong. Towg ypelaotel va to duPdcete Eavd.

- Edv éxete meportépw amopieg, p@TNOTE TOV YLOTPO, TOV QAPLOKOTOLO 1| TOV VOGOKOWO GOC.

- H cvvtayn yio avtd 10 appoko xopnyndnke amokAeloTikd yio 6. Agv TPEMEL VO SDGETE TO
0apuroko o€ AAAoVG. Mmopel va Tovg TPOKAAEGEL PAAPT], AKOLO KOl OTOV TO, GUUTTOLATO TG
acBEveldg Toug elvar id1a pe Ta Sk oag.

- Edv mapatnproete Kamolo avemBOpunTn evEPYEL, EVILEPMDGTE TOV YIATPO, TOV POPLOKOTOLO 1|
TOV VOGOKOUO G0G. ALTO 1oy0el Kot Yo KO mbovi) avemBOUNTN eVEPYELX TOV OEV OVAPEPETOL
GTO TAPOV GUAAO 0dNYIDV YpNoNs. BAéme mapdypapo 4.

- O y10tpog oag Ba cag dmoet pia kdpta vIevhO LGNS Yo Tov acevn, 1 otola TepiEyet
ONUOVTIKES TANPOPOPIES VIO TNV ACPAAELD, TIG OTTOIEG TTPEMEL VO YVOPILETE TPV Kot KATE TN
ddpketa g Bepamneiag oag pe to Bilprevda.

T Tepréyer To mapév pvAiro 0dNYLOV:

T eivan to Bilprevda kot o givat n xpnon tov

T mpénet va yvopilete npv ypnoponomoete to Bilprevda
[Twg va ypnoorooete To Bilprevda

[MBovég avemBOunTeC evépyeteg

[ag va puidocete To Bilprevda

[epreydpeva g cvokevaciog Kot Aomég TAnpopopieg

A e

1. Th eivar To Bilprevda kot wowa givat 1 gprjon Tov

To Bilprevda nepiéyet devocovudumrn, pio, tpoTeivn (LOVOKA®VIKO avTIcOU) TOV dpa.
EMPPOdVVOVTOG TNV KATUCTPOPT TOV 0GTMV TOV TPOKAAEITOL 0o TNV eUTAMOT TOV KOPKIVOD GF
avtd (petdotaon 6Ta 06TH) 1 ATd YIYOVTOKLTTOPIKO KOPKIVO TOV 0GTMV.

To Bilprevda ypnoylomoieitol 6€ EVAMIKES [LE TPOY®PMUEVO KAPKIVO Yo TNV TPOANYT Gofapmdv
EMITAOK®V TOV OQEIAOVTOL OTIG OOTIKEG LETAGTACELS (TT.)., KATOYLUM, T{EST GTO VOTIO LVEAO N
avaykn Aqyng axtivobepomeiog 1 S1evEPYELOG XEPOVPYIKNG EXEUPOOTC).

To Bilprevda ypnowomoteiton eniong yio tn Oepameio TOL yYryavToKLTTOPUKOD KOPKIVOD TGV 0GTAV, O
0T0{0G OEV UTOPEL VO AVTILETOTICTEL LUE YEPOVPYIKT eMEUPaoN 1| OTAV 1| XEPOVPYIKY emEUPacn dev
glval 1 KaADTEPT ETAOYY], G€ EVAAIKES KOl €PTPOVE TV OTOIWV TOL 0GTA £XOVV CTALATICEL VO
avanTOGGOVTOL.

2. Tvrpémer va yvopilete mpv ypnoipomronjcete to Bilprevda

Mnyv gpnoipomomjcere to Bilprevda

. o€ Tepintwon aAlepyiog 6T 0EVOGOVUAUT 1| G€ 00100 TOTE GAAO OO TO GUGTATIKA CVTOV
TOL PAPUAKOL (OVOQEPOVTOL GTNV TTOPAYPAPO 6).
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O emayyeipotiog vyeiog cog dev Ba cag yopnynoet Bilprevda av €yete modd yoaunid emineda
aoPectiov 610 aipo cag kot dev Exete AaPet Bepomeio yio TNV AVIILETOTICN TOVG,.

O emayysipotiog vyeiog oag dev Oa cog yopnynoet Bilprevda edv éxete un emovAmpéveg TANyEG amd
odovtiatpiky Bepaneia 1 eyyeipnon oTOUATOG.

IIpog1domTou|oELS KO TPOPUAGEELS
AmevBuvbeite otov yiatpd cog mpv ypnoiponocete to Bilprevda.

Zvuminpouotikn yopnynon acfeotiov ko Preapiving D

®a mpénet va AapPavete copminpopate acpeotiov kat frrapivng D yio 660 didotnpa taipvete
Bilprevda ektoc¢ kat av £yete vymAd enineda acPeotiov oto aipa cag. O yatpdc cag Oa o cvintiost
avtod pali oag. Av €xete yapmAd eninedo 0oPECTION GTO QIO GOG, O YIOTPOG GO UTOPEL VOl
OTOQOGCIOEL VO, GOG YOPNYNOEL CUUTANP®UOTO acPeoTiov Tpv Eekivioete Bepoaneia pe Bilprevda.

Xounid eninedo acPectiov cto aipa

[MopakaAeiote vo eVUEPDGETE TOV YLOTPO GOG APECHS EAV EYETE LDTKODS OTAGLOVS, HVTKEG
GUOTAGEIC N KPAUTEG KoM aioONa LOLSAGLOTOG 1) LupunKicong oTa SdyTUAN TV XEPIDOV Kol TWV
OOV N YOP® O TO GTOUN KON EMANTTIKEG KPIGELS, cVYYLON 1 OTOAEW TOV 01cONGEDV KUTA TO
dtotnua wov AapPavere Bilprevda. Evoéyetan va éxete yaunia eminedo acPectiov oto aipa cog.

Neppikn dvciettovpyia

Evnuepmaote tov yatpd cag edv Exete 1 giyate moté cofapd TPOPANUATE GTOVE VEPPOLS, VEQPIKY
avemdpKeLo 1 oV xpeldotnie va vroPfAnbeite oe eEmveppikn kdOapon, yeyovog Tov pmopei va avénoet
ToV Kivouvo VITaGRECTIONING, EWOIKA AV OgV TAiPVETE CUUTANPOUATA 0oPETTiOV.

HpoPfiuata oto otdua, ota d6vtia 1 otn yvébo

Mo mopevépyela TOv AEYETOL 0GTEOVEKP®AOT TNG YvaBou (BAGPTM TOV 06100 NG Yvabov) €xel
avaeepBel cuyva (umopet va ennpedoet £0¢ 1 ota 10 dtopa) og acBeveic mov Aappdvovy evécelg
OEVOGOVUAUTNG Y10 KOTOGTAGELG TOL o)eTiCovTol pe Tov Kopkivo. H ooteovékpmon g yvabov
umopel emiong vo ePQAvioTel Kot PHETA TNV dlakomn TG Bepaneiog.

Eivar onpavtikd va tpoonafnoete va mpoAdPete TV ELEEVIOT TG 0GTEOVEKPMONG TNG YVEBov Kabdg
umopel va eivar pia enddvvn Katdotaon Kot propei va givar 60okoAn va Oeparevtei. o va peiwoete
TOV KivOuvo ELOAVIONG 0GTEOVEKPMOTG TNG YVAOOL, LITAPYOLV LEPIKEC TPOPLALEELS TTOL UTOPEITE VOl
TopETE:

o [pw v évapén tng Bepameiag, evnuep®oTE TOV Y10TPO/VOGOKOWO Gag (EmoyyeApatiog vyeiog)
€qv £yete 0mO0dMMOTE TPOPAN LA LE TO OTOU 1] TA dOVTIN Gac. O yTpdg cag Hropet va
kabvotepnoet TV Evopén g Bepameiog cog edv EXETE UN EMOVA®UEVEG TANYEG A0
odovtiatpikn Oepaneia N eyyeipnon otopatog. O yroTpdg 6o UTopel VoL GOC GUGTHGEL Ui
odovTiatpikn e&étaom pv amod v Evapén tng Beponeiog pe Bilprevda.

. Katd ™ ddpketo g Oepanciog, Oo mpémet vo S1atnpeite KOAT GTOUOTIKY DYIEWVT KOl VO, KOVETE
TOKTIKOVG 000VTLOTPIKOVE EAEYYOLG poutivag. Edv gopdte teyvnt odoviootolyio Bo mpémet va
BeParwbeite 611 epappolel cootd.

. Edv Aappdvete odovtiatpikn Bepaneio 1 mpdkettal va voPindeite oe odoviiatpikn enépPfoon
(1% e€aymyn dovTioD), EVILEPDGTE TOV YIOTPO GYETIKA LE TNV 000VTIKY Oepameia cog Kot
EVNUEPMOTE TOV 0dovTiaTpo GO Yo TV Bepameio pe Bilprevda mov AapPavere.

. Enikowvoviote pe Tov y1atpd kot Tov 00ovTiaTpd 60g AUESMS OV TOPOVCIACETE OTOLOONTOTE
TPOPANUA 6TO GTOHA 1) GTO SOVTLL GOG OTTMG YaAapd d6vTia, TOVO 1| TPNEO, [T ETOVAMGN
TANYOV 1 eKkpicemv KabmG avtd pmopei va ivar evdeifelc ooteovékpwong g yvadov.

AcBeveig mov vroPdAiovtal e ynuelobepaneio Kot /M akTvodepaneio, ApPAvouy GTEPOEION 1

OVTL-OYYEIOYEVETIKA (APLOKA (TO 0TTOln PN GHoTol0vVTaL Y10, TNV Bepameio Tov Kapkivov),
vroPaAlovtal o€ 0dovTioTpikn enépPact ot omoiot dev AapPAvouy TaKTIKN 000VTIOTPIKN ePOVTida 1

32



£Yovv VOG0 TV 00AMV 1 01 0710101 Eival KOTTVIGTEG UTTOPET VAL £X0VV ovENUEVO Kivouvo EUPAVIoNS
00TEOVEKPWOOTG TNG Yvabov.

Mn ovvnBeg kdtaypo Tov pnpieiov 06tob

Kdamotor aoBeveig £govv gppavicel un obvnbeg Kataypo Tov Unpaiov 0otod Katd TN StdpKeLn TNG
Oepamnciog pe devocovpdumn. Enkovoviote e Tov yiotpd cog £4v VIOGETE VEO 1| 1 60vNBeC TOVO
070 16Y10 cag, 6T PovPwvikn Y®PO. 1| 6TO UNPO GOG.

YynAd eninedo acBectiov oto aipa petd n drakonn e Bepaneiog pe Bilprevda

Kdamotot ao0eveig [e Y1yovTtoKuTTapIkd KopKivo TV 06TOV Y00V EREavVIcel VYNAL enineda acPecstiov
070 aipo fdopades £mc kot pveg petd ™ dtakomn g Oepaneiac. O yatpog oag Ba cog
TopoKoAoLOEL Yio onpEin KOl COUTTONOTO VYNA®V EMTESOV 0GPEGTION, POV GTAUOTNGETE VA
AapPavete to Bilprevda.

Moora ko £pnpor

To Bilprevda_dgv cuviotdton yio wondid kot epnovg KaTm tv 18 €10V €KTOg TV EPNP®V e
YLYOVTOKDTTAPIKO KOPKIVO T®V 0GTAV, TMV OTTOIMV T0 06TA £X0VV GTOUATNCEL va, avanticsovtot. H
YPNOT TG SEVOCOVLUAUTNG OV Exel peretnBel o€ Toudid Kat eprIfoug pe AAAOLE KapKivovg Tov £YovV
eEamiwbel ota 0014

Aldlo pappoka ko Bilprevda

Evnuepmote tov yiatpd 1 TOV QOPLOKOTOL0 GOG GV TaipveTe, £xete TPOSPATA TAPEL 1| Lopel va
mhpete GAAA QApUAKO. AVTO CUUTEPIAAUPAVEL PAPLOKA TTOV XOPNYOVVTOL Y®PIG LOTPIKT GUVTOYT.
Etvat 1daitepa onpovtikd vo evnuepdoeTe Tov Y1aTpd cag av vroPdiieocte oe Oepamneia, pe

. KATO10 AALO PAPLLOKO TOV TTEPIEXEL OEVOGOV AT

. SPWGPOVIKA

Agv mpénet vo, AapPavete Bilprevda tavtoypova e GAAO QAPUOKO TOL TEPLEYOVYV OEVOGOLUAUTN 1
SUPOCPOVIKG.

Kinon ka1 Onioopdg

H devocovpdunn dev €xetl dokipaotel o€ eykvovg. Etval onpoavtikd vo evnuepdoeTe ToV Y10Tpd GOG
€ glote €ykvoc, vopilete 0TL pmopel va giote £yKvog 1 oyedidlete va amoktioete toudi. H ypron tov
Bilprevda dev cuvictdton av glote £ykvog. Ot yuvaikes avamapayyikig nAkiog o tpénet va
YPNOLOTOI0VV ATOTEAEGLATIKEG LeBOOOVS avTIGOAANYNG KaTd To dtdotnuo Oepamneiag e Bilprevda
KO Y10t TODAQYIeTOV 5 unveg petd t dwakonn g Oepaneiog pe o Bilprevda.

Av peivete éykvog katd  ddpkela g Bepaneiog pe Bilprevda 1| og Sidotnpa pikpotepo tov

5 unvov petd ) dtakony g Oepanciog (e To Bilprevda, mopakoaieiote OTMC EVUEPDGETE TOV YLOTPO
oG,

Agv glval yvootd €6v 1 SEVOCOVUAUTY OTEKKPIVETAL GTO UNTPIKO YaAa. Eivatl onuoviko va
EVIUEPDOGETE TOV YLTPO oag eGv OnAdlete 1| oxedidlete va Onhdoete. O yaTpog oag Ba cog fondnoet
va aropocioete edv Oa dtoukdyete To Onraoud M ™ Bepaneia pe Bilprevda Aapfdavovtag vadyn to

0pelog Tov OnAacpov yuo To maudi kot to O@erog Tov Bilprevda yio t pntépa.

Av OnLalete katd tn Sudpkela tng Oepaneiag pe Bilprevda napaxoieiote dnwg evnuep®OETE TOV
Y1otpd GOC.

Zntote T GLUUPOLAN TOV YIATPOD 1] TOL PUPLAKOTOLOD GUG TPLY TAPETE OMOLOONTOTE PAPLLOKO.

33



Oonynon ko yEPGROS PNYOVIRATOV

To Bilprevda dgv éyxet kapio 1 el aoUaVTn EXIOPOOT] GTNV IKAVOTNTO 001 YNONG KL XEPICUOD
pnovnuaToy.

To Bilprevda ngpiéyer copprréin ko worlvoopfiko 20

AvT16 T0 Pappako mepiEyetl 78,2 mg copPrroing kot 0,17 mg morvcopfikov 20 g kdbe plarioto. Ta
TOAVGOPPIKA UTopEl Vo TPOKAAEGOVY AAAEPYIKES avTIOpaoElS. Evnuepdote Tov 10Tpd cag €0V £xete
YVOOTEG QALEPYIEC.

To Bilprevda wepiéyel vatpro

To eappako avtd mepieyel Aydtepo amd 1 mmol vatpiov (23 mg) avd 66on tewv 120 mg, sival avtd
mov ovopalovpe “erevBepo vatpiov”.

3. Hog va ypnowywomomjoere to Bilprevda
To Bilprevda npénetl va yopnyeitor vd v €vOHVN evOg emayyepatio vyeiag.

H ocvvictdpevn 66om tov Bilprevda etvor 120 mg yopnyovpevn pie popd otig 4 gfdopddes, og
epanag éveon KAt amd 1o dépua (vrodopia). To Bilprevda evietal oto punpo, tnv KOIAMOKN YOpa 1} TO
dvo pépoc tov Ppoayiova. Edv Aappdvere Bepameia yio yryavrokutropiko dyko twv oot®dv, 0o AdPete
amo pio emmpochetn 60om 1 gfdopdda Kot 2 efSopddeg Petd Ty Tp@TN dO0T).

Mnv avoxkwveite.

Oa mpénel emiong va Aappdvete copuminpopata ocfecstiov kot frropivng D yuo 660 ddotnua
naipvete Bilprevda ektog edv éyete mepiooeia acfectiov oto aipa cac. O yaTpdg oag Ba 10
cv{ntoet ovto pali coc.

Edv éxete mepiocOtepEg EPMTNGELG GYETIKA LLE TT) YPTOT GVTOV TOL PAPUAKOV, POTIOTE TOV Y1ATPO,
TOV PUPHOKOTOLO 1] TOV VOGOKOO GO,

4. IMBavig avemBouNTEG EVEPYELES

Onwg 6A0 T0. PAPLOKO, £TCL KOL 0VTO TO PAPUOKO UTOPEL VUL TPOKAAEGEL AVETIOVUNTEG EVEPYEIES, OV
Kot dgv TOPOVGLALOVTaL GE OAOVS TOVG AVOPMITOVC.

HopoxkareioTe OTOS EVIUEPDOGETE TOV YIUTPO GO APUECMG ALV TOPOVCIACETE KATOLN O TOL
axolovba cupntdpota eved Ppickecte og aymyn pe Bilprevda (umopei va ennpedoovv meptocdTEPOLGS
oand 1 otovg 10 avBpdTovg):

. LHoikoH¢g GmasHOVS, LVTKEG GLOTACELS, KPAUTES, 0icONUA LOVOIEAGLOTOG 1) LVPUNKIOGNC OTa
SAYTVAL TOV YEPLOV KOl TOV TOSLOV 1 YOP® ad TO GTOUN KON EMANTTIKEG KPIGELS, ohyyLoN 1
anmAeln TOV aonoewv. Avtd Oa pmopovoay vo amoTeAoVV oNUEin YOUNADY EMTES®V
aoPeotiov oto aipa. Ta yaunid enineda acfectiov 6To aipla pmopel emiong vo odnyfcovy o
oAdayn Tov Kapdiakov puduov wov ovoudletal mapdtacn tov QT, n onoia domicTOVETOL PE
niektpokapdoypdonua (HKT).

[opokareioTe OTOS EVIIUEPOGETE TOV YIUTPO KAl TOV 000VTIOTPO GOC OPUEGMS OV TOPOVCIAGETE

Kamola o to axdAovBa cvurtdpate eved Ppickeote o aywyn pe Bilprevda i petd ™ drokomn g

Oepaneiog (Umopel va emnpedoovy £mg kal 1 atovg 10 avBpmmovc):

. EM{LOVO TTOVO GTO GTOUA KauT ot Yvabo Kovn oidnpa 1§ TAnyES 610 otopa 1 611 yvabo mov
dgv EMOVAMVOVTAL, EKKPICELS, Lovdtaoa 1 aicOnpa Bdpovg ot yvabo i xaAdpmon evog
dovtiov Ba pmopovoay va givor onueio BAAPNG 6T0 0676 TG YVabov (ocTEOVEKP®GN).
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oAV ovyvég avemBopnTeg evépyereg (Lmopel va ennpedoovy TePIocOTEPOLG ard 1 6Tovg
10 avBpdmoLg):

. TOVOG 6T0 00TA, 0TI APOPMCEIC KON TOVG UDEG TTOV UEPIKESG POPEC Elvar cofapdc,
. dvomvola,
o duappota.

Yoyvég avemOOunTeg evépyeres (umopel va enmnpedoovy £mg 1 otovg 10 avBpmmouc):
o YOUNAG ETITESD POCPOPOL GTO aipd (VTOP®SPATALIN),

. apaipeon SovTion,

o vrepPoiikn epidpwon,

o o€ acbeveig pe 6yKo TpoympnUévov 6Tadiov: avamTuEn 6YKov GAAOL TOHTTOV.

Oy ovyvég avemOBounTeg evépyeleg (umopei va emmpedoovy émg 1 otovg 100 avOpdmovg):

. VYNAG enineda aoPectiov 6to aipa (vrepacPectiaipia) petd ) dwokonn g Oepaneiog o
ac0eVEIC [LE YIYaVTOKVTTOPIKO KOPKIVO TOV 00TMV,

o VEOG 1 Un ovviOng TOVOg oTo 15Yi0 5o, ot fovPrviKn Ydpa 1 6To UNPod 6og (Kabmg avtd
umopel va amotelel TpdIUn EVOEIEN evog THvoD KATAYUATOC TOV UNPLoiov 06TOV),

. eEAvOM O TOV EVOEYETOL VO ELPUVIOTEL 6TO dEpU N TANYEG 6TO oTONN (AEryMnVOEIdN

QappoKeuTIKd e€avOnuata).

Yrdvieg avemBounTeg evépysaireg (umopet va ennpedoovy £og 1 otovg 1.000 avBpodmovg):

o OAAEPYIKEG aVTIOPAGCELS (LY. CLPLYLLOG (GPUPLYHLA) 1] SVOKOAID GTNV AVOTVOT), O10TLLOL TOV
TPOGMTOV, TOV YEIMDV, TNG YADGGAS, TOL AOLOV 1 GAA®V LEPDOV TOL GMUATOG, EEAVON LA,
Qayovpa N kKvidmon 010 dEpUN). L& CTAVIEG TEPITTMOGELG Ol OAAEPYIKEG OVTIOPAGELG EVOEYETAL
va glvar coPoapéc.

Mn yvooeTig ovyvotnTag (1 cuyvotntd toug dev pmopel va ektun el pe faon ta dStwbéoia

dedopéva):

. EVILLEPMOOTE TOV YTPO OOG EAV EYETE TOVO GTO OVTL, EKKPLOT 0O TO avTi, KOV Aoipmén oto
avti. Avtd pmopel va givat onuddie ootikng PAGPNG oTo avTi.

Ava@opd avemOOunTOV vEPYELOV

Edv mapatnproete kdmoo avemBOpunTn evépyela, EVIUEPMGTE TOV YILTPO, TOV POPLOKOTOLO 1] TOV/TNV
VOGOKOHO 6aG. AvTtd 1oyvet kot Yio kdBe mbavn avemBounn evépyela mov deV AVAPEPETAL GTO TOPOV
@OALO 0ONYIDV YprionG. Mmopeite emiong vo avapépete avemBounteg evépyeleg amevbeiog, LG Tov
€Bvikod cuaTHaTOG OVaPOPAs Tov avaypdeetol oto [Hopdptnua V. Méowo TG avapopdis
OVETIOOUNTOV EVEPYEIDV UTOPETTE VO, fonONCETE 6T GLALOYN TEPLOTOTEPMV TANPOPOPLDY CYETIKA
LE TNV OGPAAELD TOV TAPOVTOC PAPLLAKOV.

5. Ilog va guraccete To Bilprevda

To @appako avtd TPEMEL VO PUAACOETAL GE PLEPT TTOV OgV TO PAETOVV Kot dgv TO POAVOLV Ta TALO1E.
Na pn ypnoiLonoteite ovtd T0 PAPUOKO UETE TV Nuepounvio ANENG OV AVaPEPETAL GTNV
emonpavon Kot 6to kouti petd v AHEH/EXP. H nuepopnvia AnéEng ivor 1 tehevtaio nuépa tov
UAVA TTOL OVOPEPETOL EKEL.

dvidooete og yoyeio (2°C — 8°C).

Mnv KatoyvyeTe.

DvAAcGETE TO PLOAISIO0 TNV EEMTEPIKN GLOKEVAGI Y10 VO TPOGTUTEVETOL OO TO PG,

Mmnopeite va apioeTe T0 PLOAIDO GOG EKTOC Yuyeiov péEYPL Vo PTACEL o€ Beppokpacio d®UATIOn
(uéxpr 25°C) mpv amd v éveon. 'Etol 1 éveon Ba yivel o dveta. Eqv aproete to loAidd cag va
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otdoel og Beppokpacio dmopatiov (uEypt 25°C), unv 1o enavatonobetoete ato Yyouyeio kot Oo Tpémel
va o ypnotponooete péca o 30 nuépec.

Mnv metdite @APUAKO GTO VEPD TNG OMOYETELGNG 1| GTA OlKLAK( aroppippota. Potiote tov
(OPLLOKOTTOLO GOG Y10 TO MG VO, TETAEETE TAL PAPLLAKO. TTOL JEV YPMOCILOTOLEiTE Tl AvTd Ta péTpa Ba
Bonbnoovv oty mpoctacio Tov TepPdAlovtog.

6. Iepreydpevo. TG GVOKEVOGING KOl AOTES TANPOPOpPiEs
T wegpréyer To Bilprevda

- H dpaoctikn ovoia eivon 1 devocovpdunn. Kébe proridoo mepiéyel 120 mg devosovpdunn o
1,7 ml dwodvpatog (mov aviiotoryel o 70 mg/ml).

- Ta dAla cvotatiKa gival 0&ikd o0&, TaydLopPo, VOPOEEISIO ToV VaTpiov, copPitoin (E420),
moAvcopPuco 20 (E432) kail 0dwp Yo eVEGIUA.

Epg@avien tov Bilprevda kot mepieyopeva g 6V6KEVAGIOG
To Bilprevda eivar éva gvéoipo didAvpa (€vEGLUHO).

To Bilprevda sivot éva d10vy£¢ £w¢ ehappdg omaAilov, dypmuo €0 EAPPOS KITPVO SEAVLLAL.
Evoéyeton va meptéyet 1yvomocsotnteg Slovuy®dv £mG ASVKOV COUATIOIWV.

Ka0e svokevacia mepiéyet Eva laridio piag yprong.

Karoyoc Adcroc Kukrhogpopiog ko Iapackevaotig
SciencePharma Sp. z o0.0.

Chetmska 30/34

00-725 Bapoofia

IToAwvia

MMopackevaotig

Cilatus Manufacturing Services Limited
Pembroke House, 28-32 Pembroke Street Upper
Dublin 2,

D02 EK84,

Iphavoia

I'a ool moTE TANPOPOPIN GYETIKA LE TO TOPOV POPUUKEVTIKO TPOIOV, TOPAKAAEIGTE VO
amegvBuvbeite otov Tomiko avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien Lietuva

SciencePharma Sp. z o.0. SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw Chelmska 30/34, 00-725 Warsaw
Poland Poland
denosumabh@gbdgroup.com denosumabh@qbdgroup.com
bbarapus Luxembourg/Luxemburg
SciencePharma Sp. z o.0. SciencePharma Sp. z o0.0.
Chelmska 30/34, 00-725 Warsaw Chelmska 30/34, 00-725 Warsaw
Poland Poland
denosumabh@gbdgroup.com denosumabh@gbdgroup.com
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Ceska republika
SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Danmark

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Deutschland

Organon Healthcare GmbH

Tel: 0800 3384 726 (+49 (0) 89 2040022 10)
dpoc.germany@organon.com

Eesti

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

E)\\Goa

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Espaia

Organon Salud, S.L.

Tel: +34 91 591 12 79
organon_info@organon.com

France
Organon France
Tél: +33 (0) 1 5777 32 00

Hrvatska

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Ireland

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com
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Magyarorszag

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Malta

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Nederland

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Norge

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Osterreich

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Polska

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Portugal

SciencePharma Sp. z o0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@qbdgroup.com

Romania

SciencePharma Sp. z o0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Slovenija

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com
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Island

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Italia

Organon Italia S.r.1.
Tel: +39 06 90259059
dpoc.italy@organon.com

Kvnpog

SciencePharma Sp. z 0.0.
Chetmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Latvija

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Slovenska republika
SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Suomi/Finland

SciencePharma Sp. z o.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

Sverige

SciencePharma Sp. z 0.0.
Chelmska 30/34, 00-725 Warsaw
Poland
denosumabh@gbdgroup.com

To wapdv UAA0 00N YIOV Yp1ioNS avaBewp1Onke Yo TELEVTAIO POPE GTIG
AALEG TNYEG TANPOPOPLOY

Aemtopepeic TAnpopopieg Yo 10 PappoKo avtd gival dabécyeg oto dktvako TOTo Tov Evponaicon
Opyaviopot Qoppaxkmyv: https://www.ema.europa.eu.

O wAnpo@opicc mov axorovBoOv amevOvvovTor povo o€ erayyeipatieg vysiog:

. [pw amd ™ yopnynomn, to dtdAvpa tov Bilprevda npémet va eléyyetan omtikd. To didhvua
EVOEYETOL VO TEPIEYEL TYVOTOGOTNTEG NIOOPAVAV £MG AEVKDV TPMOTEIVOVY®OV COUATIOIOV. Mnv
YPTOUYLOTOLEITE TO SLGAVLA €AV ElVOL VEPEADOEG 1) ATOYPOLUATIGUEVO.

. Mnv avaxweite.

o INo va amopiyete ) dvoeopia otn BEon éveong, apnote 1o Praridio va eTdcel og Beppokpacia
douatiov (péxpt 25°C) mpv amd v €veon Kot €yx0oTE 0pYAL.

. Ba pémet va eyy0eTE OAO TO TEPIEXOLEVO TOV PLOALSTIOL.

. I"a ™ yoprynon g devocovpdumne cuotivetal felova 27 gauge.

. Agv Bo TPETEL VO ETAVEIGEPYETAL GTO PLAAID10.

Kdabe aypnoiponointo mpoidv 1 VIOAELLO TPETEL VO OTOPPITTETOL COUPOVOL LE TIG KOTA TOTOVG
1GYVOVOEG GYETIKEG SLUTAEELC.

38


mailto:denosumabh@qbdgroup.com
mailto:denosumabh@qbdgroup.com
mailto:denosumabh@qbdgroup.com
mailto:denosumabh@qbdgroup.com
mailto:denosumabh@qbdgroup.com
mailto:denosumabh@qbdgroup.com
https://www.ema.europa.eu/

	ΠΕΡΙΛΗΨΗ ΤΩΝ ΧΑΡΑΚΤΗΡΙΣΤΙΚΩΝ ΤΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΠΑΡΑΣΚΕΥΑΣΤΗΣ ΤΗΣ ΒΙΟΛΟΓΙΚΩΣ ΔΡΑΣΤΙΚΗΣ ΟΥΣΙΑΣ ΚΑΙ ΠΑΡΑΣΚΕΥΑΣΤΗΣ ΥΠΕΥΘΥΝΟΣ ΓΙΑ ΤΗΝ ΑΠΟΔΕΣΜΕΥΣΗ ΤΩΝ ΠΑΡΤΙΔΩΝ
	Β. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗ ΔΙΑΘΕΣΗ ΚΑΙ ΤΗ ΧΡΗΣΗ
	Γ. ΑΛΛΟΙ ΟΡΟΙ ΚΑΙ ΑΠΑΙΤΗΣΕΙΣ ΤΗΣ ΑΔΕΙΑΣ ΚΥΚΛΟΦΟΡΙΑΣ
	Δ. ΟΡΟΙ Ή ΠΕΡΙΟΡΙΣΜΟΙ ΣΧΕΤΙΚΑ ΜΕ ΤΗΝ ΑΣΦΑΛΗ ΚΑΙ ΑΠΟΤΕΛΕΣΜΑΤΙΚΗ ΧΡΗΣΗ ΤΟΥ ΦΑΡΜΑΚΕΥΤΙΚΟΥ ΠΡΟΪΟΝΤΟΣ
	Α. ΕΠΙΣΗΜΑΝΣΗ
	Β. ΦΥΛΛΟ ΟΔΗΓΙΩΝ ΧΡΗΣΗΣ

