ITAPAPTHMA I

IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



vTo @AapuraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPaKOAOVONGT. AVt Ba emTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNS. ZNTEITAL OO TOVG ENXAYYEAUATIEG VYELNG VO AVAPEPOVY
omoleconmote mBavoroyoOueEVEG avemBOuNTeg evépyetec. BA. mapdypapo 4.8 yio Tov TpOTo avapopis
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Osenvelt 120 mg evéoyo dtdivpa

2.  TIOIOTIKH KAI MIOXOTIKH XYNOGEXH
Kabe gproridwo mepiéyet 120 mg devosovpdunn oe 1,7 ml dtoddpotog (70 mg/ml).

H devocovpdapmnn gtvar éva avBpomvo povokimvikd avticopa IgG2 mov mapdyetor o€ KuTTOPIKN
oelpd OINhaotikov (KiTTapo mobnkng KvE(kov KpiknTov) pe texvoroyio avacuvovacuévov DNA.

"Exdoya 1Ue YVOoTéC OpAGELC:

Kabe 1,7 ml swoddpotog mepiéyetl 79,9 mg copPiroing (E420) mov wsodvvouovv pe 47 mg/ml ko
0,17 mg moAvoopPucov 20 (E432) mov icodvvapovv pe 0,1 mg/ml.

T tov TApn Katdloyo tv ekddy®v, PA. mapdypago 6.1.

3. DAPMAKOTEXNIKH MOP®H
Evéowo didAvpa (éveon).

Awwyécg, dypopo £mg oypokitpivo dtdlopa pe pH 5,2.

4. KAINIKEX IAHPO®OPIEX

4.1 OgpamevTikég evoeitelg

[IpdAinym okereTikdv cupPapdtov (Tafoloyikd KaTayUd, aKTIVOPOAIN TV 0GTMV, GUUTIEGT TOVL
VOTIOHOV HVEAOD 1] YELPOVPYIKT TOV OGTAOV) GE EVIAIKES [LE TPOYDPNIEVEG KAKONOELEG TTOV EUTAEKOLV

T 00t0 (PA. TOpaypago 5.1).

Bepomeio TOV EVNAKOV Kol TOV GKEAETIKA OPLUOY EPNPOV LE YIYAVTOKLTTOPIKO OYKO TOV 0GTHOV TOV
glvar aveyyeipntog 1 6tav 1 xepovpyikn exktoun| elvar mbavd va odnynoel o coPapt voonpotnTa.

4.2  Aocoioyio Kol TPOTOG JOPNYNONG
H devocovpaunn Ba mpémet va yopnyeital vd v vBOV”N £vOg emayyelpotio vyeiag.
Aocoloyia

Amauteiton 1 copmAnpopatikny xoprynon tovidyiotov 500 mg acPeotiov kot 400 [U Prrapivng D
nuepnoing og 6Aovg Tovg acbeveic extdc Kot ov Topatnpeiton vrepacPeotionpio (BA. Tapdypapo 4.4).

X1ovg aobeveic mov AapPdvovy Bepaneia pe devocovudunn Bo wpémel va divovtal To GUALO 00N YDV
¥PNONG KaL 1 Kapta veevivuiong acbevoic.



HlpoAnyn twv okeletik®Vv ooUfoUGTOV 0 EVIIAIKES LE TPOY WPNUEVES KaKONOEIES TOD EUTAEKODY TO!
0070,

H ocvvietdpevn do6on eivar 120 mg yopnyovpevn og epdmol vrodopio EVecn Lo popd kabe

4 gfdopadec 6To UNpo, TNV KOIAOKN YDOPa 1) To Ave PEPOG TOV Ppayiova.

TyavroxvtTopikog Oykos twv 0otV

H ocvvietdpevn d6om tng devocovpdaunng ivor 120 mg yopnyoduevn g epana vroddpla Eveon pia
©opa Kabe 4 €BSOUASES GTO UNPO, TNV KOIAOKT YMDPO. 1 TO Ave HEPOG Tov Ppoyiova e entmpocheteg
dooelg tov 120 mg tig nuépeg 8 kar 15 ¢ yopNynong tov Tpd@Tov uiva g Oepameiog.

Ot acBeveic g peléng edaong Il mov vroPAnONKay Gg AP EKTOUN TOL YIYOVTOKVTTOPIKOD OYKOL
TV 06TV EAafay emmAéov 6 unveg Depomeiog LETE TN YEPOLPYIKN EXEUPACT], COLPMVA LE TO
TPMOTOKOALO TNG UEAETTG.

Ot acBeveic pe yryovTokuTTopiKo 0YKO TV 06TOV TPEMEL VO 0.ELOAOYOVVTOL GE TOKTE YPOVIKE
SLOCTNUOTO Y10 VO, SOTIoT®VETAL EAV cuveyilovy va &xovv 0@eAog omd T Bepameio. Xe acbeveic TV
omoimv 1 vocog Ppiloketar vid Eheyyo pe T devocovudunn, dev Exel a&loloynbel n emidpaon g
SLOKOTTNG M TOL TEPUATIGOD TNG Bepameing, ®GTOGO TEPLOPICUEVA SEDOUEVO, GE AVTOVG TOVG AGOEVEIC
dgV VTLOJEIKVOOVY VITOTPOTN LE TN dlaKomh TG Oepomeiog.

Negpixn dvalertovpyio,
Agv amaiteitol Tpocappoyn g d0omng oe acheveic e veppikn duciettovpyio (PA. mapaypdeovg 4.4
Y10 GUGTAGELS GYETIKA LE TNV TTapaKoAlovOnomn tov acPectiov, 4.8 kKot 5.2).

Hratikn dvelerrovpyio
H acpdleta kot 1 amoTEAEGUATIKOTITO TG OEVOGOLUAUTNG OEV Exovv ueAetnOel og acbeveig pe
nratikn duciettovpyia (PA. mopdypapo 5.2).

Hlrxiouévor agleveis (nhixiag > 65 etwv)
Agv amaiteiton mpocappoyn g 80omg 6Tovs nAkiopévoug acbevels (BA. mapdypagpo 5.2).

Taudrozpirog minBoouog

H acpdleia kot 1 amoTEAEGUATIKOTITO TG OEVOGOVUAUTNG OEV EYOVV TEKUNPLODEL € TOdLOTPIKODS
acBeveic (Mlkiog < 18 eT®V) eKTOC TOV OKEAETIKA Dpumv epnPov (Mikiag 12-17 etdv) pe
YIYOVTOKVTTAPIKO OYKO TV OGTMV.

To Osenvelt dev cuvictdton og Taudtatpikovg acbeveic (NAkiog < 18 eTdV) eKTOG TOV GKEAETIKA
oppov eprpav (MAikiog 12-17 e1dv) pe yryovtokuttapikod 6yko tv oot@v (BA. mapdypapo 4.4).

Oepoaneio TOV CKEAETIKG OPUOV EPNP®V LE YLYOVTOKLTTAPIKO GYKO TV 0GTMV TTOL gival
aVEYXEIPNTOC N OTOV 1 XEPOVPYIKN EKTOWT| Evart TBAvS va 00 yN\GEL 6€ cofapr| voonpdtnTa: M
docoioyia ival 1 id10 OTTMG Y10 TOVG EVIMKEG,.

H avaotoir tov RANK/RANK ligand (RANKL) ce peiéteg pe {da cuvoEOnKe [l TNV OVOGTOAN TNG
avATTLENG TOL 0GTOV KOl TNV EAAENYT] EKQUGNG OOVTIMV, ARG QLTEG Ol AAAAYEG NTOV PEPTKAOGC

OVOGTPEYIUEG HETA TN dtaKoTn TNG avacToAng Tov RANKL (BA. mopdypago 5.3).

Tpoémoc yoprynong

IMa vrodopla ypnon.
T 00Myieg oYETIKA PE TNV XPNON, TOV XEPIOUO KoL TNV omdppyn, PA. Tapdypapo 6.6.
4.3 Avrevosigag

YrepevaioOnoio 61N dpacTikn ovoia 1} 6 KAmo1o amd T £KO0YA TOV AVUPEPOVTUL GTNV
Topaypao 6.1.



YoBapn vracPeotionpio yio Ty omoia ot acOeveic dev £xovv AaPel Bepameia (PA. Tapdypapo 4.4).
Mn gmovAopévn BAAPT 0md 080VTIKN YEPOLPYIKN EXEUPAON 1) EYYEIPTOT GTOUATOG.
4.4 E101kég TPoEdomTOU|GELS KUl TPOPVAGEELS KATE TN (p1iom

Iyvnioowdtro

Ipokeévov va Bertiwbel 1 yvnAacuodTnTe TV PLOAOYIKGV QOPUOKEVTIKOY TPOIOVI®V, TO GVOUQ
Kol 0 aplOpOG TOPTIOOG TOL YOPTYOVLEVOD POPLAKOL TPETEL VO KATAYPAPETOL LUE CAPTVELD.

ZUUTANPOUOTIKY Yopnynon acBeotiov kot Prrauivng D

Amoteitan 1 GUUTANPOUATIKY Yopnynon aoPectiov kat Prrapivng D oe 6Aovg Tovg acbevels extdg
Kol av wopotnpeital vrepacPeotiaipio (BA. Tapdypapo 4.2).

YnooPBeotiauia

H mpoimdapyovca vracPeotionpio mpénet va dtopBdveton mpv and v Evapén g Bepaneiog e
devocovpdaunn. YrooPeotiopio propel vo cupPet avd ndoa otryun kotd tn didpketa tng Oepomeiog
pe devosovpaunn. H mapakorobnon tov emnédov acPeotiov mpénetl va dievepyeital (i) Tpv v
apyIKn 6061 TNG 0EVOCOVUAUTTG, (i1) EVTOg 600 EBSOUAd®V PETE TNV apykn d6cm, (iil) og TepinTmon
EUPAVIOTG TOOVOV CUUTTOUATOV VITacPeotionpiog (PA. mapdypaeo 4.8 yio ta cvurtopata). [pénet
va e€eTaoTel To evOgXOUEVO EMITPOSOETNC TapaKoAoVONoNG TV EMEdwV acPection KOTA ™
duapkela g Oepamneiog oe acheveic pe mapayovteg KvduvVoL yio vTacPeotiotpia, 1 €4v evdeikvotal
Y GAAOVG AGYOLS pE PAoT TNV KAVIKY KOTAGTAGT TOL 0.c0EVT.

Ot acBeveic Tpémel va evBapphvovTal Vo avapEPOVY GUUTTOUATO EVOEIKTIKA TNG VItocPeotionpiog. Av
poKkAN el vTocPeoTionpio KATA T YOPYNOT TNG OEVOCOVUAUTNG, TOAVOV VO, XPELOCTEL YOPNYTON
emmAéov copumAnpoudtov acpectiov Kot emnpdshetn Tapakoiovdnon.

YV gumepio LETA TNV KuKAOQOpia, &yl avapepOel cofapn CLUTTOUOTIKY VTOGPEGTIONLIN
(ovumeprrapPavopévav Bavatneopwv teproTaTikdv) (BA. mapdypapo 4.8), [ Ta TEPIECOTEPQ
TEPIOTOTIKG, Vo eppavifovtal Tic TpdTeg efoopddeg petd v Evapén g epomeiog, aAld pmopel va
EUQAVIGTOVV Kot apyoTeEPQ.

Neopikn dvoAgitovpyia

Ot acBeveic pe coPapn| veppikn dvciettovpyia (kabBapon kpeativivng < 30 ml/min) 1 Tov
vroPdAlovtal g eEmveppikn KaBapor Slatpéyovy HEYOADTEPO KivOLVO EUQAVIONG VTOCPECTIONLING.
O «ivduvog gpedviong vtacsfecTionpiog Kot cuvodmY avENCEOY TNG Topaboprovng avEavel e TNV
avénon tov Pabuov g veepikng dvciertovpyiog. H taktikny mapokoioddnon tov emmnédwy
acPeotiov givar WOLOHTEPA GNUOVTIKN GE OLTOVG TOVG 0COEVELS.

Oocteovékpwon tne yvabov (ONI)

"Exel avagepbei ONI ovyvd og acBeveic mov Aappdvouv devosovpdunn (BA. Tapdypapo 4.8).

H évapén Bepaneiag/véov kokhov Bepaneiog Oa mpénet va kabvotepeitarl og acbeveic pe pun
EMOVAOUEVES avoLyTEG PAAPES LOAOKOY HOpimV 6TO GTOUA. OdOVTIOTPIKOG EAEYYOG LLE TPOANTTIKY
000VTIOTPIKN TapEUPao Kol atoptk] aEloAdynoT 0pEAOVE EVAVTL KIVOUVMOY GUVIGTATOL TPV O TN
Oepameia pe devocovpaunn.



Ot akdrovBot Tapdyovteg Kivovvov Ba mpémet va AapBdvovtal véym otov a&loroyeital o Kivouvog

epeaviong ONI” otov acbevi:

. 1 OTOTEAECUATIKOTITO TOV QAPLOKEVTIKOD TPOIOVTOC TO OMOI0 aVAGTEALEL TIV OGTIKN
amoppoenon (VYNAOTEPOG KiVOUVOS Y10l TIG OVGIEG LE VYNAN OTOTELEGLATIKOTNTA), TV 000
yopnynong (VYNAGTEPOG KIVOLVOG Yia TNV TOPEVIEPIKT] YOPNYNON) KoL TNV afpoloTikn d66mM TG
Oepameiog yio TV 00TIKN ATOPPOPNON).

. KOPKIVOG, KATAGTAGELS GUVVOCSTPOTNTOG (.Y, VO, SLOTOPUYES TNKTIKOTNTOGC, AOIUMEELS),
KATVIGLLOL.

. ouyyopNYovUEVEC DEepameiec: KOPTIKOGTEPOELON, YNHeDepameia, ovacTOAELS ayyeloyéveonc,
axtvobepaneio KePUANG Kot TPOYNAOV.

. KOKT] GTOLLOTIKT DYIEWVT], TEPLOOOVTIKT VOGOC, KUKNDG EPUPUOGUEVEG 000VTOCTOYIES,
TPOHTAPYOVG 0OOVTIKT VOGOC, EMEUPUTIKEG 0d0vVTINTPIKEG TTapepPdoetg (T.y. e&aywyn
000VTOV).

Ohot o1 aoBeveig mpémet va evBappivovTol vo 10TnpovV KOAT) GTOUATIKT VYLEWT, v VofdAlovtol e
TOKTIKOVC 000VTIOTPIKOVG EAEYYOVC, KOL VO, AVOPEPOVY OUECMG OTTOLOONTOTE GTOUOTIKG GUUTTOUOTO.
OT®G 0OOVTIKT KIVNTIKOTNTA, AAYOG 1] 0idNa, 1] U1 ETOVAWMOT EAKMV 1) EKKPIoE®V KT TN d1dpKELL
Oepaneiog pe ) devoocovpdunn. Evad Bpickoviol vid Bepomeio, ot emepPatikéc 000vTIATPUKEG
mapeuPacelg 0o mpénet vo, de&dyovtat povo UETE 0md TPOGEKTIKN eEETOGT KOL VO OTOPELYOVTUL GE
UIKPT] YPOVIKA 0TOGTAGT) ad TNV YOPNYNCT TS OEVOGOLUAUTNC.

To oyédio dwyeipiong v acevav mov gppaviCovy ONI mpénet va kaboploTel pe oTeEV GLuVEPYATia
peta&d Tov BEPATOVTOC 1TPOV Kal EVOG 000VTLATPOL N XELPOVPYOD GTOUTOG e epmelpio o ONT.
[pénet va e&etdleton 10 vOEOUEVO TG TPOCWPIVIG O1OKOTNG TNG BEPATELNG LLE TN OEVOGOLUAUTN
£m0G OTOV 1 KATACTOOT] VITOXWPNGEL KOl 01 GLUPAALOVTEG TOPAYOVTEG KIVODVOL HETPLAGTOVY, OTAV
avTo gival dSuvaTov.

Ooteovékpmwon tov £Em 0KOVGTIKOD TOPOL

OoTteovEKP®OT TOV €M AKOVGTIKOD TOPOV OVAPEPONKE LLE TN YPNOT) OEVOGOVLAUTNG. ZTOVE THAVOVG
TOPAYOVTEG KIVOUVOL 0GTEOVEKPWOGTG TOV €M OKOVGTIKOD TOPOL TEPAAUPEvOVTaL 1) Yp1iom
OTEPOELODV KO 1) ynuetobepomeio, KU TOTKOl TopayovTeg Kvovvov 0nmg Kamoto Aoipumén q
TPOVUATIGUAC. Xe ac0eveic Tov AapBAvVOLY dEVOCOVUAUTN Kol TOPOVGIAL0VY CUUTTOUATO GTO LT,
OT®G XPOVIEC AOTUDEELG TOV AVTIOD, TPEMEL VO AOUPAVETOL VTTOWYT 1 TOAVOTNTA 0GTEOVEKPWOOT|G TOV
€€ aKOVOTIKOV TOPOV.

ATuTo KOTAYLOTO TOV UNPLOIOL 0GTOV

Atvmo Katdypato Tov unplaiov 06tod £xovv avapepbel og aobeveic mov Aappdvovy devocovpdumn
(PA. mapdrypago 4.8). Atumo Katdyuato Tov unptaiov 06tod umopodv va cupfodv HETd amd Hikpo 1
KaOOAOV TPUVUATIGUO GTNV VITOTPOYUVTIPLL TEPLOYN KOl TEPLOYEG TNG ddpuong Tov unpiaiov. Ta
oupfapata avtd YopakTNPifovial amd GLYKEKPIUEVE OKTIVOAOYIKE EVPAOTE. ATUTO KOTAYHOTO TOL
unplaiov 06Tov £xouvv eniong avagepbel o aoBevelc e GLYKEKPIUEVES TOBNGEIS GLVVOCT)POTNTAG
(m.y. avemdpxela Prrapivng D, peopatogidn aphpitido, VTOPOGEATALUIN) KOL LLE TN XPHOT
GUYKEKPIUEVOV QOPUOKEVTIKOV TOPAYOVIOV (T.Y. S1POGPOVIKA, YAVKOKOPTIKOELDN, OVOCTOAELG TNG
avtAilag Tpomtoviov). Ta copfauata avtd govv exiong mapatnpndel yopic aviiomoppoPnTikn
Oepamneia. [Tapopota katdypota to omoia £xovy avoaeepbel 6€ GUVILOGUO LE SPOCPOVIKA Eivat
GLYVA AUPOTEPOTAELPA, O EK TOVTOL TO AVTITAEVPO U pLaio 0oToOV TPémel va eetaotel o aobeveig
7oV EAaPav OEVOGOVUAUTT KoL TOV EYOVV VTOGTEL KATAYLLO TS S1dpuoTg Tov unpilaiov aéova. H
SLoKOTTN TNG 6EVOGOVUAUTTG 6€ acbeveic Tov VTTAPYEL LITOYiN OTL £X0VV ATLTTO KATAYUO, UnPlaiov Oa
npénel va, ektiun0el ev avapovn g a&toAdynong tov achevoig, pe fdon v eEatopkevpévn
a&loddynon tov wolvyiov kivdbvov-opéiovg. Katd t didpkela Bepaneiog pe devosovudumn ot
acBeveic Oa Tpémel va ELOIGONTOTOLOVVTOL MOTE VA OVAPEPOVY VED 1 UN 6OV OEg TOVO GTO UNPo,
woylo 1 o PovPovikn yopa. Ot acbeveic Tov Tapovsdlovy ta cuprtdpata aTd o TPETEL vau
a&10A0Y0VVTOL Yio OTEAEG UNPLaio KATayLo.



YrepooBeotiopio petd tm dtokonn e Oepaneioc og acheveic e yryovtokuttaptkd YKo TV 06TOV
Kol o€ aoBeveic pe okeAETO o€ avATTLEN

"Eyet avapepOei kKAvikd onpavTikn vTEPAcPESTIONUIN TTOV ATOITOVGE VOGTAEID Kol TOV EMTAEYIEVY
omd oEela veppikn PAEPN oe acbeveig e YryavTokLTTOPIKO OYKO TV 06TAOV Tov AduPavay Bepomreio
He 0EVOGOLLAUTT, EfOOUEOES EC KAl LVEG LETE TN SlaKOoT| TG Bepameiog.

Metd ) otaxomnn g Oepaneiog, Topakoiovdnote Tovg acheveic yioo onuEin Kol GOUTTOUOTA
vrepacPeotiaipiog, e€etdote 10 evOgXOUEVO TEPLOOIKNG AELOAGYNIONG TOV aGPECTION GTOV 0pd Kot
enOVOEI0AOYNOTE TIG AVAYKEG TOV 0.60EVODC OGOV APOPE Tr GUUTANPOUATIKY YopnyNon acPeatiov
Kot frrapivng D (BA. mapdypago 4.8).

H devocovpdunn dev cuvictdror oe acbeveic pe okeletd o avantuén (BA. mtapdypagpo 4.2). 'Exet
eniong avapepOel KMvikd onuavTikn vrepacPeostiotpio o ovT TNV opada achevadv efdopdades £mg
KoL UNveg uetd tn dtokonn g Oepamneiog.

Ao,

Ot aoBeveic mov vwoParloviat oe Bepameia e devocovudunn dev Tpénet vo Aappdvouvy Tavtdypova
AN POPLOKEVTIKG TPOTOVTA TOV TEPIEXOVY OEVOGOVUAUTN (V1o EVOEIEEI 0GTEOTOPWOOT|G).

Ot aoBeveic mov vwoParloviat o Bepameia e devocovudpnn dev tpénet vo Aappdvovy Tantdypova
SUPOOPOVIKAL.

H xaxonsio 670 yryavtokvtTopiko 0yKo Tav ootV 1 1 e£EMEN 68 ueTaoTaTIK VOGO gival éva
acvvnOec cupPdy kat £vag YvooTog Topayoviog Kivoivoy g achevei (e YIYOVTOKVTTAPIKO OYKO TV
oot@v. O1 acbeveig mpémet vo TopakoiovfovvTol yio axTvoAoyikd onpeio kakonoelog, véag
aktvodlayelog 1 0otedAVoNG. Ta dtabéoipa KAvikd dedopéva dgv LITOSEKVIOVY aVENUEVO KIVOLVO
Kakon0elog o€ acbevels Le YIyavTOKLTTOPIKO OYKO TV 06TMV oV Aaufdavovy Oepameio, pe
OEVOGOLUAUT.

IIposidomooels yio to K0y

To eappakevTikd 0vTd TPOidV TEPLEYeL 79,9 mg copPiroAng oe Kabe proridio, To omoio 1oodvvaypel pe
47 mg/ml. H aBporotikn enidpacmn tng Towtdypovng xopyNong TPoiovimy mov TEPEXouY GopPLtorn
(N ppovktoln) Kot pe TNV drotpoPn Aym copPrtdoing (n epovktdlng) mpémet va, Aapfdvovtal vadym.

To eappokevTikd ovtd TPOidV TePLE el Myotepo amd 1 mmol vatpiov (23 mg) avd 66om twv 120 mg,
givar ovtd mov ovopaovue “ehevbepo vorpiov”.

To eappoakevtikd ovtd Tpoiov mepiéyet 0,17 mg moivcopPikov 20 g Kb PLaAidI0 TOV 1G0dVVAHODY
ue 0,1 mg/ml. Ta molvcopPikd pumopel vo TpokaAESOVY OAAEPYIKEG AVTIOPAGELC.

4.5 Aliemopdosic pe GAlo QUPRIKEVTIKA TPOIOVTA KL GALES pOPPES ahinAemiopaong
Agv &xovv Tpaypotonombel pelétec aAANAETIOPAGEWDY.

e KMVIKEG SOKIUES, ) HEVOGOVLLANTN YOpN Y ONKE GE GLVILOGLO PE KAOGIKT avTiKapkivikn Oepaneio
ka1 o€ acbeveic Tov glyav TpoNyoLUEVOC AAPEL SIPOOPOVIKA. Ag onuUEI®ONKAY KAVIKE GNUOVTIKES
LETAPOAEG OTN PAPHOKOIVVOIKY] KoL 6T YOUNAOTEPT] GUYKEVTPMOT] TG OEVOGOVUAUTNG GTOV 0pO
(creatinine adjusted urinary N-telopeptide, uNTX/Cr) and tn cvyyopnyovpevn ynueobepaneio Kovn
opuovobepaneio 1 omd v Tponyoduevn £kbeom o€ evOoPAEPLL S1POCPOVIKA.



4.6 T'ovipétnTo, KONON KAl Yorovyia

Kvnon

Agv vapyovv 1 €ival TEPLOPIGUEVO TO KAVIKE OEOOUEVO CYETIKA LIE T XPNOT TNS OEVOCOVUAUTNG OE
gyKvovg. Meréteg oe (da kKatédel&ay avamapayytkn Tosikotnta (PA. mapdypago 5.3).

H devocovpaunn 0ev cuvieTdtol yio xpron o€ £YKLEC YOVUIKES KOl GE YUVAIKES OVOTAPUYMYIKNG
NAIKioag oL dgVv ¥PNGLULOTOLOVY avTIGUAAN Y. O yuvaikeg TpEnetl vo KaboodnyouvTol MGTE Vo [N
HEeivouv €ykveg Katd Tn S1apKELN KOl Y10 TODAGYICTOV 5 uiveg Petd tn Oepameia pe T 0eVvOSOLUAUTT).
O 6moteg emdpaoel g devocovpaung etvorl Thavo va etvor peyoAvTepes Katd T S1apKELN TOV
deVTEPOV KOl TOV TPITOV TPIUNVOL TG KONONG KAOMG T0, LOVOKAMVIKG OVTICHOUATO, LETOPEPOVTOL
LEC® TOV TAOKOVVTO, LLE YPUUUIKO TPOTO KoBmg egliooetal | KOG, LUE TN LEYOADTEPT TOGOTNTO VO
LETAPEPETOL KOTA TN SIEPKELD TOL TPITOL TPLUIVOV.

Oniooude

Agv glval yvootd gdv n devooovudunn onekkpivetatl 6to avOpmmvo yoia. O kivovvoc ota
veoyévvnto/Ppéen dev pmopet vo, amoxieiotel. MeAéteg oe movtikia knockout £de1&av 6T1 1) omovcia
tov RANKL katd tn d1dpreia tng Konong Umopel va ETnpeacel Ty opipaven tov palikov adéva
001 YOVTOG OE PEIDOT TNG TOPAYDYNG YOAUKTOG HETA TOV TOKETO (PA. mapdypaeo 5.3). [pénel va
amo@oototel v Ba dlakomel 0 Onlacudc 1 Bo daxomel 1| Bepomeio pe devocovudumn, Aapupdvovtag
VILOYT TO OPELOG TOV BNAAGLLOV Y10 TO VEOYEVVITO/PPEPOG Kot TO OPEAOG TG Bepameiog yia T
yovaika.

Tovipémo

Agv vapyovv dabécia dedopéva Yo TV ENLOPOOT TG 0EVOCOVUAUTNG 6TV avOpdTvY YovViudTTa.
Meléteg oe {da dev kKatédel&ay dpeon N ERpeon toEkdtnta otn yovipdtnta (PA. mapdypago 5.3).

4.7 Emodpaocsig 6TV IKOVOTNTA 001]Y1|61G KL (EIPICHOD PUNYOVI|HLATOV

H devocovpdumn dev £xet Kapd 1 £l 0OHULOVTY EXLOPACT] GTNV IKAVOTNTO 001 YNOTG KO XEIPITLOD
unyovnuéToy.

4.8 AvemOOunTESG EVEPYELES

IIepiinwn ToL TPOPIA acQUAELNC

To cuvolikd TPoPik acPAAeLNg eivol CUVETEG O OAEG TIC EYKEKPIUEVES EVOEIEEIC TNG SEVOGOVUAUTNG.

"Exet avagepBel mold cuyvd vacBeotiapio ETeito amd T Yopiynon 0EVOGOVUAUTNG, KVPIWS evTOg
TV 2 Tpotev efdonddwnv. H vracBeotionpio pmopel va eivar coPapn Kot copmtopotikn (PA.
Tapdypoeo 4.8 — meptypapn eMALYUEVOVY avemBOUNTOV evePYEL®V). O1 HEIDCELS GTO OCPEGTIO OPOV
YEVIKA OVTILETOTIOTNKAV KATAAANAO e cupmAnpodpate aoPestiov kat frrapiving D. Ot mo cuyvég
avemBounTeg eVEPYELEG LLE TN 0EVOCOVUAUTT Eival Ol LOCKEAETIKO dAYOC. Exovv cuyva mapatnpnOei
TEPIOTAUTIKG 0GTEOVEKPMONG TNG Yvabov (BA. mapaypdpovg 4.4 kot 4.8 — meptrypapn EMAEYUEVOV
avemBountov evepyeldv) o acbeveic Tov Aappdvovy SEVOGOLUAUT.

Katdloyoc ovemBountwv evepyeimv vtd Lopon mivoko

T'a v Ta&wvounon TV avemiBounTmy EVEPYELMY TOL avaEEPONKAY GE TEGGEPLG KAVIKEG LEAETEG
@dong 111, 600 KAwvikég peréteg edong 11 kot v epmelpio HeTd TV KuKAOQOPIa XpNoLOTOmONKE N
akolovdn katdraln (PA. wivaxa 1) pe Baon ta T0600Td eMinT®ONG: TOAD cVyvEG (= 1/10), cuyvég
(= 1/100 ¢wg < 1/10), 6x1 cvuyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 émg< 1/1.000), ToADd
onavieg (< 1/10.000) ko un yvootig cuyvotntag (mov dev pmopovv vo. ektiundodv ue fdon ta



dBéoipa dedopéva). Evtdg kdbe Katnyopiog cuyvotnTog Kot Katnyopiog opyavikod GuGTHUATOC, Ol
ovemBOunTeg evépyeleg mapatifevtal Katd edivovca celpd coPapotnTag.

Mivaxkag 1. AvemOopnteg evépyeieg mov ava@ipdnkav og acdseveis pe mpoympnuévov otadiov
KOKON0£1ES TOV EPTAEKOVY TO. 06T, TOALATAO PVELONO, 1] HE YIYOVTOKVTTUPIKO OYKO TOV 06TOV

Koatyopia opyoviko Koatyopia cvyvotntog AvemOOunTeg evépysieg
oUGTNO COPQPMVO, PE TN
paon oedopévov MedDRA
Neomldopata Kolonon, Yuyveéc Néa npotonadng koxonOsta!
Kakon0n ko pn kabopiopéva
(ovum. KdoTE®V KO
TOAOTTOO V)
Alotapoy£c 0vosomotnTIKoD Xrdvieg YrepevoroOnoio oe eapuoxo’
GLGTNLOTOG Xrdvieg Avaguioktikh avtidpoon'
Metafolkég Kot S1aTpopukég [ToAb cuyvég YnooBeotionpio?
SlTapoy€C 2uyvéc Yrogpwocpatoio
Oy ovyvég YnepacPeotionpio HETA TN
dtokomn g Oepaneiog oe
000EVEIC LLE YIYOVTOKVTTOPIKO
dyKo TV 06TOV?
AvomveuoTikég, OmpoKikég [ToAvd cuyvéc AvYvornvow
SLTOPaYES KOt SLOTAPOYES
puecobwpaxiov
Tlaotpeviepicéc dratapoyéc IToAD cuyvéc Aldpporo
Yuyvég E&aymyn 0d6vTav
AlTopay£C TOL OEPLOTOC Kot Xuyvég Yrepidpooio
TOV VTLOJOPLOV 16TOV Oy ovyvég AEYMVOELDN POPUAKEVTIKG
eEavOnuata!
Awtapayéc Tov poookehetikov | TTohd cuyvég MvoockereTikod GAyog!
GUGTNLOITOG KOl TOL Xuyvég Oocteovékpwon g yvadov!
GUVOETIKOD 16TOD Oy ouyvég ATomo KoThry Lot Tov punpiaion
006100!
Mn yvooTic sLuYvOTNTIG OoTteovékpmaon Tov EEm
aKOVGTIKOD TOpov>*

I BL. mapdrypogo Ieptypagr| emAeyévay avemibOUNTOV eVEpYELDY
2 BA. mopdypago Arlot e1dikoi mAnOvopol

3 BL. mapdypago 4.4

4 Enidpoon katnyopiog

Teprypaen emieyuévmv ovemfountwy eVEPYELMV

YrooPeorionuio

YynAaotepn cvyvotnto epgdvions vracspeotiopiog petald tmv actevov mov saafav Oepameio pe
OEVOGOLUAUTN o€ GVYKPLoN LE To Lodedpovikd o0& €xel mapatnpndel oTig doKIpéG peAéteg TPOANYNG
tov SRE.

H vymAotepn cvyvotnta eppdviong vrocPeotiopiog Tapatnpidnke og o dokiun eaong I o
aoBeveig pe moAhamAo poéhopa. H vracBectionpio avagépbnke oto 16,9% tov acbevav tov Eafov
Oepamneia pe devocsovpaumn kot oto 12,4% tov acbevav mov Erafav (oredpoviko 0&H. Meimon
Babuov 3 ota enineda acPectiov oTov 0pd TapaTnpOnKe 010 1,4% TV acbevov Tov ElaPav
Oepaneia pe devocovpaunn kot 6to 0,6% tv acbevov mov EraPav {oredpovikd 0&0. Meiwon
Babpov 4 ota emineda aoPfectiov oTov 0pd mapatnpOnke oto 0,4% TV acbevav Tov Ehapav
Oepaneia pe devocsovpaumn kot oo 0,1% tov acbevov mov Elafav Oepancia pe {oledpovikd 0&p.



€ TPELG EAEYYOUEVEG LE EVEPYD QAPUAKO KAWVIKEG doKIUEC pdong IIT og acBeveig e Tpoywpnuévo
oTadiov Kakonbeleg Tov ePTAEKOVV T 06Td, avapépOnke vracPeotioupio 6to 9,6% twv aclevdv mov
élaPav devosovpaunn kot 6to 5,0% tov acbevav mov Elafav {odedpovikd o&v.

[IpoxdnBnke peimon tov emmédwv acPectiov opov Pabuov 3 610 2,5% tov acBevodv mov rafav
devocovpaunn kot 6to 1,2% tov acBevav mov rapav {odedpovikd 0&D. Eriong, mpokinnke peioon
TOV EMTES®V 0ofeotiov 0pov Babuod 4 oto 0,6% Twv acBevadv mov Erafov deVOCOVUAUTT Kol GTO
0,2% 1oV acbevav mov Elafav Loledpovikd o0&y (PA. mapdypapo 4.4).

e dvo Khvikég dokypég eaong I povod okérlovg og acbevelg e YryavToKLTTOPIKO OYKO TOV 0GTAOV,
avapépbnke vracPeostionpio oto 5,7% tov aclevav. Kapia and Tig avembounteg evépyeieg oev
OewpnOnke coPapn.

Yy gunepia HETA TNV KuKAoopia, £yl avopepOel coPapt) CLUTTOHOTIKY VTUGPESTIO LN
(cvumepriopfovouévav Bovatneop®V TEPICTUTIKDV), UE TA TEPICTOTEPA, TEPIGTUTIKE, VOl
gppaviCovron Tic Tpmteg efoopddeg amod v Evapén g Bepomeioc. Iapadetypota KAWVIK®OV
EKONADOCEMV TG 60PapTg CUUTTOUATIKNG VITacPesTiopiog £xovv cuumePLafel TapdTacn Tov
dwwompatog QT, tetavia, omacuovg kot petapindeioa vontikn katdotacn (cuurepiiapfovousvon
TOV KOPoTog) (PA. Tapdypapo 4.4). Ta copurT®UATE TG VITUGPECTIOUING OTLG KAMVIKEG MEAETEC
neptAapfavay tapoicnecieg 1 Svokapyio LoV, GOCTOGCT), CTAGLOVS KOl LVTKES KPAUTEG.

Ooteovéxpawon tng yvabov (ONI)

e KAMVIKEG SoKIUES, M) emimTmon TG ONI Tav vymAdtepn oe peyaivtepn dudpketla £kBeong, 1 ONIT
éxel emiong dlryvootel petd  drokonn Bepaneiog pe SevosoLUAUTY ELPUVILOUEVT] OTNV TAEOVOTNTA
TOV TEPICTATIKMVY EMELTA OO 5 UAVES PETA TNV TEAeVTain Yoprynon. Ot acBeveic pe mponyoduevo
totopikd ONI' 1 ooteopveritidag g yvdbov, evepyd TpofAnua Twv 0d6viemv 1 ¢ Yvabov Tov
OTOLTOVGE EYYEIPNOTN GTOUOTOG, XEPOVPYIKT EMEUPACT] GTOVG 000VTEC/TN YVABO OV dEV £lye
eMOVAMOEL, 1] LlE OTOLOONTTOTE TPOYPAUUATIGUEVT EXEUPATIKY 000VTIOTPIKY TapEpPfoct e&atpédnkay
0o TIC KAVIKEG OOKIUEC,

Mia vynAotepn cvyvotta epedviong ONI petald tov acBevodv mov Edafav Oepaneio pe
OEVOGOLUAUTN o€ GVYKPIoT Ue TO LoAedpoviKO o0&V mapatnpONnKe 6& KAMVIKEG OOKLUES TPOANYNG
SRE. H vynAdtepn enintowon ONI mapatnpndnke oe pio dokiun eaong 11 e acbeveig pe moAlamiod
poéhopa. ZTny Swhd TveAn edon Bepameiog ovtc g dokungc, 1 ONI' emPefordOnke oo 5,9% twv
acBevav mov Edafoav Oepameio pe devocovudumn (Siapeon Exbeon 19,4 unqveg, evpog: 1 - 52) kot 610
3,2% tov acbevav mov EAafav Bepameia pe Loledpovikd o&v. Katd tnv ohokAnpmon g dumhd
TVPANG Paomg Bepameiog aVTNG TNG OOKLUNS, 1| TPOGAPUOCLEVT EMINTMGT ETOV-0G0EVOV g
emPeParopévn ONI oy opdda g devosovpdunng (dtbpeon ékbeon 19,4 pnveg, ebpog: 1 - 52),
Nrav 2,0 ava 100 €ét-acBevov katd tn didpkela Tov TpdToL £Tovg Bepameiog, 5,0 katd To dgvTEPO
étog ko 4,5 ot cvvéyela. O ddpecog ypdvog yia t ONI frav 18,7 prveg (edpog: 1 - 44).

2115 apykég paoelg Oepaneiog o Tpelg EAEYYOUEVES e EVEPYO PAPHOKO KAMVIKEG dokuéEg pdong I oe
acfeveic pe mpoywpnuévov otadiov Kokondeleg mov eUTAEKOVY T0 00Td, emPefardOnKe 1 euEAvion
ONTI o710 1,8% tov acBevodv mov éhapav devocovpdaunn (dtbpeon ékbeon 12,0 pnvec,

gvpoc: 0,1 —40,5) kot oto 1,3% tov acbevav mov Elafav {oledpovikd 0&0. Ta khvikd
YOPOUKTNPLOTIKA GVTOV TOV TEPIOTATIKMOV NTAV TAPOLOLN HETOED TV opddwv Bepameiog. Metald tov
acBevav pe emPePforopévn ONI, ot tepiocoTepot (81% kot otig 000 opdodeg Oepameing) eiyav
1070p1Kd EQYMYNC 00OVTOV, KOKNG GTOUOTIKNG DVYEWVNE KA ¥pNong 000vTIaTptknig cuokeunc. Ot
neplocoTepol aobeveic AdpuPavay 1 eiyov AdPet ynuetobepamneio.

O dokiuég o acbeveic Le Kapkivo Tov LacToD 1 KUPKivo ToL TpooTtdtn mepteAdpufovay pio Topdtacn
@aong Bepanciog pe devocoopaunn (didpeon cvvorikn ékbeom 14,9 unveg, gvpog: 0,1 — 67,2). H
00TEOVEKPMOT) TG Yvabou emPefoidbnke 610 6,9% TV acbevdv pe Kopkivo TOL HOoTOD Kot KopKivo
TOV TPOOTOTN KATd TN SLdpKela TG @dong eméktaong g Oepomeiog.



H cvvolikn cuyvotnta peaviong Tpocaplociévn ota £Tn-ac0evav e emPePfoaropuévng ONI rav
1,1 avé 100 €tm-ac0evov kotd to TpdTO £T0¢ Bepameiag, 3,7 Kotd To de0TEPO £T0G Kot 4,6 61N
ouveéyela. O pécog xpodvog 0oTEOVEKPMOTG TG YvaBovu ftav 20,6 uiveg (€bpog: 4 - 53).

Mo P TuYOoTOINIEVT], AVAOPOUIKT LEAETT TapaTpnong o 2.877 acbeveig pe kapkivo mov Elafav
Oepancio pe devosovpaunn 1 Lodedpovikd 0&L oe Zoundia, Aavia kot NopPnyia katédeiEe 0Tt ta
TOGOGTA TEVIOETOVS EMATMONG WTPIKMG emPePfaropévne ONI ftav 5,7% (95% CI: 4,4, 7,3,
dapecoc ypovog mapakorovOnong 20 unveg [evpog 0,2 - 60]) oe pa kodpt aclevadv mov Erafav
devosovpaumn kot 1,4% (95% CI: 0,8, 2,3, diduecog ypdvog mapakorovdnong 13 uiveg [€dpog

0,1 - 60]) oe drapopetikn K0dpTN acBevadv mov EhaPav {oredpovikd 0&£0. To T0G00To TEVTOETOVGS
enintwong ONI” e acbeveig mov dAha&ov amd {ohedpovikd 0&D oe devosovpdumn ftav 6,6% (95%
CI: 4,2, 10,0, duapuecog ypovog mapakorovOnong 13 univec [evpog 0,2 - 60]).

e Khvikn doxun edong I og acbeveig e pn-petaototikd Kapkivo Tov Tpootdtn (Eva mAnbuoud
acOevav yio Tov 0moio 1 devocovudumn dev evoeikvotat), ue peyorvtepn ékbeon otn Oepameio £
7 £, n dopbopévn erintoon eniPfeParopévng ONI ce £ acbevoic ntav 1,1 avd 100 étn-acbevav
Katd Tov mpmTo ¥povo Bepaneiag, 3,0 otov devTepPO Ypovo ko 7,1 6N cuvEKELQL.

e o pokportpdbeoun kivikn dokyun @dong I, avouetg emonuovong, o€ acbeveic e
YLYOVTOKLTTAPIKO OYKO T@V 06TMV, (LeAET 6, BA. mapdypago 5.1), 1 ONI" emBefourdOnke oto 6,8%
TV acfevov, copneptlopfavopévou evog epnpou (ddpecog apBuog 34 ddcewv, gvpog 4 - 116).
Kotd v oAokAnpmon g S0KIUNG, 0 SIAUESOC YPOVOG GTI SOKLUT, CUUTEPIAAUPAVOUEVIC TN PACTIC
apoakorlovOnong g acedietog, Nrav 60,9 unveg (evpog: 0 - 112,6). H mpocapuocpévn ota
é¢m-acBevav enintoon g emPePforopévng ONI Rrav 1,5 ava 100 étn-acBevadv cuvolkd (0,2 ava
100 ém-acOevav katd T d1GpKELD TOV TPOTOL £T0VE Depameiag, 1,5 kutd T0 devTEPO €T0C, 1,8 KOTA
T0 TpiTo €10¢, 2,1 KOTA TO TETAPTO £T0C, 1,4 KOTA TO MEUTTO £T0G KOl 2,2 61N cuvExeln). O dlauesog
xpovog péypt v ONI™ nrav 41 pnveg (evpog: 11 - 96).

H peAétn 7 d1e&nydn yio va cuveyiotel ) mopakoiovdnon tov achevav e yryaviokuTTopiKo 0YKo
TV 06TV oL EAaPav Bepameia otn perétn 6 yio emumAéov 5 N mepiocodTepa €. AvapépOnke ONIT
og 6 aoBevelg (11,8%) and toug 51 acBeveig mov elyav ektebel e dbpecec cuvorikég 42 dOaelg
denosumab. Tpio and avtd ta nepiotatikd ONIT emBefoidbnkay wTpiKa.

2xeTICOUEVES LE TO PAPUOKO OVTIOPATELS DEEPEVOLTONTIOG

2V mepiodo PETA TNV KUKAOQOPIO TOV QOPLAKOV, TEPITTOCELS OYXETILOUEVNG LUE TO PAPUOUKO
vIEpeLAGONGiog, CLUTEPIAUUPOVOUEVOV TOV GTIAVIOV GUUBOUATOV OVUQLUAGKTIKGOV OVIIOPAGEDV
éxovv avapepbei o aobeveic mov Aapfdavovv tn devocovpaun.

Artora katdypato oo unpioiov 0otod

210 KAMVIKO TPOYPOAUIO GUVOALKA, GITVTOL KOTAYLOTO TOV UNploiov 06Tol €xovv avapepbel Oyt cuyvd
oe acBeveig mov éhafav Bepaneia pe ™ devocovudumn kot o Kivouvog ftav awEnpévos oe pLeyardTepn
duapkela Oepamneiog. [apoampnOnray coufapato Kot ™ didpkela g Oepameiog kot £mg 9 uveg
petd tn dwakonn| tng Oepamneiag (BA. Tapdypapo 4.4).

270 TPOYPOUUA TNG KAVIKAG SOKIUNG Y10 YIYOVTOKLTTOPIKO OYKO TV 0GTAOV, ATUTTO KUTAYLOTO TOL
unpaiov 0otob Exovv avapepbel cuyva og acbeveic mTov ElaPav Bepaneia pe to denosumab. X
peAén 6, n enintoon tov emPefaropévev dtotev kataypudtov Tov unpreiov ootob NTov 0,95%
(5/526) o€ acbeveic pe YryavToKvTTOPIKO OYKO TOV 06TAOV. LT UEAETT TapakolovOnong 7, M
eninT®oN TV EMPERUOUEVOV ATUTOV KOTAYUATOV TOV pnplaiov ootov ftav 3,9% (2/51) tov
acBevav mov elyav extedel 6to denosumab.

Mbvooreletiko aAyog

2V mepiodo PETA TNV KUKAOQOPia TOL QopIAKoV, £xEl avapepBel pvockeleTikd dAyog,
cLUTEPTAQUPAVOUEV®DY GOBOPDOY TEPIGTATIKMV, o8 aoBeveic mov Adufovay devocovuaunn. X
KAMVIKEG LEAETEC, TO LWDOGKEAETIKO AAYOC NTOV TTOAD GLYVO TOGO TNV oudda Oepameiog pe ™
devosovpdaunn 660 kot oty opdda Bepaneiog pe To (ohedpovikd 0£0. MvocokeAeTikd GAyYog TOL Vo
odnyei g dloKkom TG VIO peAéng Bepameia TV OYL GUYVO.
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Néa mpwromadng korxonbeia

2116 apyIKEG AL TVPAEG PAoelg Bepaneiog og TEGOEPLG EAEYYOUEVEG LE EVEPYO QPAPLOKO KAIVIKEG
doxpég aong I og acBeveic pe mpoywpnuévov atadiov kakondeleg Tov eUTAEKOVY T0 0GTA,
avapépinke véo mpmtonadng KakonOeia og 54/3.691 (1,5%) and Tovg acbeveig mov Elafov
devooovpaumn (Suapeon €xbeon 13,8 punveg, evpog: 1,0 - 51,7) xar og 33/3.688 (0,9%) amd tovg
acBeveig mov Erafav (oredpoviko 0D (didpeon €kBeon 12,9 unvav, gvpog: 1,0 — 50,8).

H aBporotikn enintoon oto éva étog frav 1,1% yia to devosovudumn kot 0,6% yio to (oAedpovikd
o0&l avtioToya.

Koavéva mpotumo oyetilduevo pe t Oepaneio o€ LEPOVOUEVOVE KOPKIVOLE 1] OLOOOTOGEIC KAPKIVMY
dev NTav EPEOVES.

Y& 000evelg [LE YIYOVTOKVTTAPIKO OYKO TMV 00TMYV, 1) EMATMOT VEOV KOKONOEIDY,
ocvumepthappavouévay kakondeumy Tov EUTAEKOVY T0 0GTA Kot EKTOC TV 0oT®@V NTav 3,8% (20/526)
otn perétn 6. X1 pedétn mopokorovdnong 7, n enintwon nrav 11,8% (6/51) twv acbevav mov giyoav
extebel 610 denosumab.

Aetynvoeion papuoxevtika eCovinuozo,
"Exovv avaepepbel Aeyynvoedn papuakevtikd e&ovonpata (T.y. aviidpdoels e iKovao opaion

Aeymva) o acbevelg oty mEPiodo PETE TNV KLKAOQOPIO TOV QUPILEKOV.

Hodworpikodc tinbvoudc

H devocovpaunn pehetnOnke o€ pio SOKIUN AVOIKTNG ETOTUAVONG TOV SLUTEPLEAAPE 28 dPLLovg
OKEAETIKA €PNBOVC LE YIYOVTOKVTTOPIKO OYKO TV 06TOV. Mg BAon avtd To Teploplopéva dedouéva,
70 TPOPIA TOV avETBOUNTOV GUUPAVTOV EAVIKE Vo €IVl TAPOWOL0 LE EKEIVO TV EVNMK®V.

"Eyet avapepei khvikd onpavtikn vrepacPeotionpio petd t dtokonn g Oepaneiog otnv mepiodo
UETE TNV KuKAopopia Tov PapudKov, o Tadlatpikovg acbeveic (BA. mapdypapo 4.4).

AM\ot e1dikol TAnOvuopoi

Negpixy dvoieitovpyio

e pio Khvikn dokiun o€ acbeveig ywpig mpoywpnprévo Kapkivo pe cofapr| veepikr SusAgttovpyia
(kaBapon kpeatvivng < 30 ml/min) 1 mTov vroPariiovtay oe eEmveppikn KaBapaor, vanpPye
UEYOADTEPOC KIVOLVOG ELLPAVIOTC VITOCPESTIOING OTOVGIO GUUTANPOUATIKNG XOpNynong acpeatiov.
O «ivéuvog gpeaviong vaacfeotiotpiog Kotd T didpkelo e Oepameiag (e T 0evoGOLUAUTT Eival
UeYOADTEPOG 0G0 avEdvetar o PaBUdg TG VEPPIKNG OVETAPKELNG. X [ia KAMVIKT doKIUn o€ aobeveig
yopic Tpoywpnuévo Kapkivo, 1o 19% twv aclevav pe coPapn veppikn duciertovpyio (kdbapon
Kkpeatvivig < 30 ml/min) kot o 63% tov acbevaov wov vroPdiloviay og eEmveppikn Kabapon
EUPaVIcaY VITooPEoTIoNUIN TOPQ T CUUTATNPOUOTIKN Yopnynon acPeotiov. H cuvolikn enintmon g
KAk onpavtikng vracBeostiopiog nrav 9%.

2uvooég avénaoelc g mapabopuovng mapotnpninkay erxiong o€ acbeveic ue cofapn veppikn
dvodettovpyia 1 mov vroPdArovtav og eEmveppikn kaBapon kot Adppavay tn devocovpdaunn. H
mapakoloLONomn TV emnEdwV acPesTtiov Kot Tng EXUPKOVS TPOSANYNG acPeotiov kot frrapivng D
givar Wwitepa onuavtikn oe acbeveic pe veppikn duciettovpyia (BA. Topdypao 4.4).

Avooopd mhavoroyoOUEVOV GVETLOOUNTOV EVEPYELDV

H avopopd mBavoroyodpuevemy avemiBountmy evepyeumv HeTd amd T Yop1yNno” Adelc KKAOPOpiag
TOV PAPUAKELTIKOD TPOIOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital amd Tovg enayyeAIaTieg vyeing va
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG UEG® TOV £0VIKOD GLOTNUATOG
ovaeopds mov avaypdestor oto Hopdptmua V.
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

4.9 Ynepdocoroyia

Agv vrdpyet epmeipio pe vrepdocoroyia og KMvikég pehétec. H devocovpdpmn €xetl yopnynoel oe
KAMVIKEG PEAETEC ypnotpomoldvTaG d0oelg £o¢ 180 mg kdBe 4 efdopddec kat 120 mg kdbe efdopada
yia 3 gfdopadec.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@oppoxkodvvopkES 1O10TNTES

Doppokobepanevtikn katnyopio: Oappaka yio Oepaneio madnoemv TV 06TOV — AL PAPLOKA
OpAOVTO GTNV OGTIKY OO KOl GTNV EMUETAAA®GT), kwdikdég ATC: M05BX04

To Osenvelt eivat P1o-0p0e1dEC PaPUAKELTIKO TPOTOV. AemTopEPEig TANPOPOPieS glvar drabéoieg
otov d1ktvakod tono Tov Evponaikod Opyaviopuov @appdkwv: https:/www.ema.europa.eu.

Mnyoviopdc dpdonc

To RANKL vrdpyet og dtapepfpovikni 1 S10hvth Tp@teivn Kot eivorl amapaitnto yio T0 GYNUaTIGHO,
™ Aetrtovpyio Kot TV eXPimoTn T@V 06TE0KAAGTAOV, TOL HOVOL TOHTOV KVTTAP®Y oL £vOHVOVTIL YU
TNV 00TIKY| amodounon. H avénuévn ooteokiaotikn dpactnpiotnta, mov dieyeiperor amd 1o RANKL,
amotelel Pactkd SlOUEGOAAPNT TNG KATAGTPOPNG TOV OGTAOV GTI LETOGTOTIKT OGTIKH VOGO Kol TO
moAhamAd poédopo. H devosovpdumn etvar éva avBpaomivo povokhovikd avticopo (IgG2) mov
OTOYEVEL KOl GUVOEETAL LE VYNAT cLYYEVEL Kt £101KOTNTO, e T0 RANKL, mpolapfdvovtag thv
oAinAenidpacn RANKL/RANK pe amotélecpa m pHeimon Tov optBpod kot tng Aettovpyiog Tov
0GTEOKANOTMV, LELMVOVTUG [LE OQVTOV TOV TPOTO TNV OCTIKY| OTOOOUNGCT KO T GYETWLOUEVT LUE TOV
KOPKivo OGTIKY| KATAGTPOON.

O1 Y1yovToKLTTOPIKOL OYKOL TV 0GTMV YOPOKTNPILoVTOL 00 VEOTAUGLOTIKG GTPMUATOELDN KOTTOPA
7ov ek@pdlovv cuvdéteg Tov RANK kot yryavtoxdtropa mov 7pocopuotdlovy e 06TE0KAAGTES Kol
ekppalovv 10 RANK. Xe ac0eveig [e Y1yavTOKLTTAPIKO OYKO TMV 0GTMYV, 1) 0EVOGOV AT
Tpocdévetal 6To cLVOETN Tov RANK, petdvovtog onuovtikd 1 apaviovtog Ta yryavtokHTTopa To
TPOGOOLALOVY e 0GTEOKAGGTEG. ZVUVETMG, LEIMVETOL 1] 0GTEOAVOT| KOl TO GTPOUN TOAAUTAAGIUGUOD
TOV OyKoL avTikadictotol amd PN ToALUTANCIALOUEVO, SLUPOPOTONUEVO, TUKVA SOUNUEVO VEO 0GTO.

Doprokodvvaukéc ETOPACELC

e Khvikég peréteg eaong Il oe acBevei pe mpoywpnuévov otadiov Kakonbeleg mov eumAEKovy Ta
001d, 1 vrodopia (SC) yopriynon devosovpdunng eite ke 4 efdopadeg (Q4W), eite kdbe

12 gfdoudodeg odnynoe oe tayeia peimon tov dekTtdv 00TIKNG amoddunong (UNTX/Cr, CTx opov), ue
dtbpeon peimon tov emmédwv uNTX/Cr katd nepimov 80% evtog 1 efdopadag, aveoptitmg tng
wpornyovpevng Bepomeiog pe dSipwopovikd 1 tov emnédwv UNTX/Cr katd tnv Evapén. XTig KAVIKEG
doxég aong 1, tov acbevav pe mpoympnuéveg kakoneleg mov mepthapupdvovy ootd, dtotnpnonke
1 ddpeon peiwon tov emnédwv uUNTX/Cr kotd 80% nepimov katd ) didpkeia Tmv 49 efdopddmv
g Oepameiog pe devosovpdunn (120mg kabe Q4W).

AvocoyovikdtTa,

Koatd n didpketa g Oepaneiog pe devosovpaunn propei va ovortuyfodv oviicOUaTo EVOVTL TNG
devoocovpdaun. Agv €xel mapotnpnOel eLPOVIC GLOYETION TNG OVATTLENG OVTICOUATOV LE T
QOPUOKOKIVITIKT, TNV KAWVIKY avtomdkpion 1 To ovemBounta cuoppdvia.
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https://www.ema.europa.eu/

KAwikn omoteheouotikotTnTo Kol ac@Aarelo o€ acheveic ue 0oTIKEC LETOOTACELS atd GUUTOYEIC

4

OYKOLG

Yuykpinke n anotedespoTikoTTa Kol 1 aodAreia 120 mg devocovpdaunng SC kdbe 4 gfdopadec

4 mg {ohedpovikov 0EE0G (TPoGapLoY) TNG 0OONE Yo LELWUEVT VEPPIKN Asttovpyia) IV kdbe

4 gBOopade G TPELG TUYOLOTOINIEVES, OUTAG TVPAEC, EAEYYOLEVEC e EVEPYO PAPLOKO LEAETEG OE
aoBeveic e TpoywpnuéEVoL otadion KoKonBeleg Tov EUTAEKOLY TO 0GTA, Ol 00101 dEV £l
poNyovEVMS AaPet IV dtpwopovikd: eviiikeg e kapkivo Tov paotov (LeAét 1), dAdovg cuumayeic
OyKoLC M| TOAAUTTAO pEhmpa (LeAéTn 2) Kot KOpKivo ToV TpooTtdtn avOeKTIKd GTOV ELVOLYIGUO
(perét 3). H aopdieto extyundnke oe 5.931 acbeveic evioOg TV GUYKEKPIUEVAOV EAEYYOUEVOV UE
evepyod pappoko KAvik®mv peletmv. Ot acBeveig pe mponyodpevo 1otopikd ONI' 1 ooteopveAiTIdNG
g yvabov, evepyd mpofAiuato Tmv ovTimy Kat tng Yvabov mov £xpnlav xeipovpyikng enéufoong
GTO GTOU, TANYEC TTOV OgV elyav aKoOuN ETOLVAMOEL HETA amd yEpovPYIKN enéuPaon oTa dOVTLN/OTO
GTOO 1 OTOLOONTOTE TPOYPAUUOATIGUEVT] EXEUPATIKT] 000VTIOTPIKY TapEUPacT, OV NTav emAESILOL
v évtaén o€ avTég TIC HeEAéTec. Méoa amd T KOpLoL Kol SEVTEPEVOVTO KATUANKTIKG, oM UEia

XTI ONKE N ELPAVION EVOG 1) TEPIETOTEPOV GKEAETIKOV cupPapdtov (SREs). Ze peiétec mov
OTTOJELKVOOVV TIV VIEPOYN TNG OEVOCOVUAUTNG EVOVTL TOL (OAedPOVIKOD 0EEOC, TPOGPEPONKE GTOVG
aoBeveic 6EVOGOLUAUTN AVOIKTNC EMEGTIUAVONG 6 pia Tpokafoplopuévn enéktacn eaong Bepomeiog

2 gtov. Q¢ SRE opiotnke onmotodnmote omd to axdAovda: taboroyud kdtaypa (6movovikd 1 un
omovOVAIKO), aktivoBepaneio 6Ta 06Td (GLUTEPTAAUPOVOLEVIC TNG XPNONG PAOLOIGOTOT®V),
YEPOLPYIKN EXEUPACT 0GTODV 1] GLUTIEGT TOV VAOTIOIOL PLEAOD.

H devocovpaunn peimoe tov kivouvo gpeavions evog SRE kot modhanidv SRE (mpdto kot endpevar)
o€ aobevelg pe 00TIKEG PeTaoTAoELS and cuumayeic Oykovs (PA. wivaka 2).

ivakog 2. ATOTEAEGHOTA CYETIKA ILE TNV OTOTELECUATIKOTNTO O 0.60EVEIC e TPOYOPNUEVOD
oT0diov Kakon0gleg Tov EpTAEKOVY TA 06T

Melrétn 1 kapkivog Merétn 2 Giror Merétn 3 kapkivog 2UVovaopig
TOV POGTOV ovumayeic Oykor** TOV TPOOSTATN HEAETOV
1 ToALOTAD TPOYOPNNEVOG
puélopa KOPKivog
Agevocov | (oAedpo- | Aevocov | Loredpo- | Aevocov | CoAedpo- | Aevocov | Loledpo-
pépmn viko 0&D pépmn viKO 0&D pépmn viKo 0&D pépmn viKo 0&D
N 1.026 1.020 886 890 950 951 2.862 2.861
IIp®to SRE
Adpecog NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
xpOvog (urveg)
Awpopd NA 42 3,5 8,2
S1apecov
XpOvov (uiveg)
HR (95% CI)/ | 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
RRR (%)
Tiég p un <0,00017/0,0101% 0,00077/0,0619% 0,00027/0,0085% <0,0001 /< 0,0001
KOATOTEPOTNTOG
/
VTEPOYNG
IMocooto 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8
acBevav (%)
[poTo ko gxdpeva SRE*
Mécog 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
apOpos/
achev)
Avaroyia 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
TOGOGTOV
(95% CI) /
RRR (%)
Twn p 0,0012F 0,14477 0,00857 <0,0001
VTEPOYNG
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Melrétn 1 kapkivog Mekétn 2 Giror Merétn 3 kapkivog 2UVovaopig
TOV PLOGTOV ovumayeic Oykor** TOV TPOOSTATN UEAETOV
1 ToALOTTAD TPOYOPNUEVOG
poéhopa KOPKivog
Aevocov | (oAedpo- | Aevocov | Loredpo- | Aevocov | {oAedpo- | Aevocov | Loledpo-
Uaumn vikd o&D Uaumn vikd 0&D Uaumn vikd o&D péumn vikd o&D
N 1.026 1.020 886 890 950 951 2.862 2.861
SMR avd £tog 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
Ipoto SRE  HCM
Augpecog NR 25,2 19,0 14,4 20,3 17,1 26,6 19.4
xpOVoG (unvee)
HR (95% CI)/ | 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
RRR (%)
TwA p 0,0074 0,0215 0,0134 <0,0001
VTEPOYNG
[poty axtivoforio TV 06TAOV
Augpecog NR NR NR NR NR 28,6 NR 33,2
xPOVOG (pnvee)
HR (95% CI)/ | 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
RRR (%)
TwA p 0,0121 0,0256 0,0071 <0,0001
VIEPOYNG

NR = dev enetevydn, NA = dev dwaribetar, HCM = vrepocPeotioapio kakondovg vocov, SMR = 1060616 oKeAeTIKNG
voonpémrag, HR = avaioyia kvdovov, RRR = peiwon tov oyetikod kivdtvov. TTlapovsidlovial ol TpocapUospéveg
TIHEG-P Yo TIG pHeAéTeg 1, 2 kot 3 (TeEMKA onpeiol Tov apopovV TO TPMTO OKEAETIKO cVOpPapia, Kabmg Eniong To TPMTO KoL TOL
EMOUEVO OKEAETIKG cupPapata), *Apopd OAa To GKEAETIKG GUULBALATO GTO TEPOGLLO TOV YPOVOV, CAAG LETPOVTAL HOVO TOL

cupfapota Tov gpeavicTnKoy > 21 nuépeg HETE TO TPONYOVUEVO GOUPOLLA.

** Meta&d tov onoiov teplapfdavetor o MMKII, to veppokvttoptkd Kopkivopa, o ophokodkos KapKivog, o
KPOKLTTAPKOS KapKivog TOL TvedovVa, 0 KapKivog TG 0upoddyov kOGNS, 0 KapKivog KEGUANG Kot TPOYHAOV, O KAPKIVOS
TOV YOOTPEVIEPLKOV/OVPOYEVVIITIKOD GLOTHLATOG Kat GAAOL KopKivot, E0LPOVEVOD TOV KOPKIVOD TOV LAGTOD KOl TOL

TPOGTATY.

Ewova 1. T'papipote Kaplan-Meier ov d€iyvouv To ypovo EPPAVIENG TOV TPDTOV GKEALETIKOD
ovupdpatog KotTd TN SrapKELD TG HEALTNG

MeAémn 1* MeAémn 2+ MeAén 3*
w Dmab (N = 1.026) Dmab (N = 886) ———  Dmab (N =950)
& 10d T ZA(N=10200 || —— ZA(N=890 || —— ZA (N = 951)
g )
3 0,8
£
06
o
B 04
=>
E
i 0,24
S
o
© 0,04
5
§ Dmab [1.026 697 514 306 99 4 ||886 387 202 96 28 0 [|950 582 361 168 70 18§
= ZA 1020 676 498 296 94 2 |[890 376 194 8 20 2 [|951 544 299 140 64 22 |3
T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 0 6 12 18 24 30 0 6 18 24 30
Mrvag peAétng

Dmab = Denosumab 120 mg Q4W
ZA = Zohedpovikd O¢0 4 mg Q4W
N = ApiBudg aoBevivv TTou TuxaloToIRBnkav
* = ZTATIOTIKA ONUAVTIKR YIa avwTepdTnTa, ** = ZTATIOTIKA GNPAVTIKN YIO Un KATWTEPOTNTa

EE&EMEN e vOooL Ko cLVOMKN EMPBION LE OCTIKEC UETUCTAGELS OO CLUTOYELC OYKOVC

H &&€MéEn g vooov Ntav mapdpota pHetald g 0evosovpdumne kal Tov (oAEdpovIKoD 0EE€0G Kol OTIG
TPELG LEAETEG, KOOMDG eMiong otV TPOoKABOPIGHEVT AVAAVGT KOl TOV TPLOV UEAETMV GE GLVIVAGUO.
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X1ig peaéreg 1, 2 kou 3, n ovvorikn emiPimon Nrav mopdpota Hetalld TG 0EVOGOVUAUTNG KoL TOV
CohedpovikoD o&€og oe aobeveig e mpoympnUévoy oTadiov KoKonOelec Tov EUMTAEKOVY TA 0CTA:
aoBeveig pe xopkivo Tov pootol (1 avaioyio Kivdvvov kal to dtdotnua epmiatocvvng (Cl) 95% rftav
0,9510,81, 1,11]), acBeveic pe kapkivo Tov Tpootdrn (1 avoloyic KvdbVOL Kot TO SIAGTN IO
gumotoovvng 95% ntav 1,03 [0,91, 1,17]) ko acBeveig pe dAhovg cupmayeic dykovg 1 ToALATAS
poélopa (n avaioyio Ktvdvvov kot to dtdotnua epmietosvng 95% frav 0,95 [0,83, 1,08]). Ze pia
post-hoc avédivon ot perétn 2 (aobeveig pe dGAlovg copmayeic 0yKovg | TOAAATAO LVEAMLLOL)
g€etdotnke N GLVOAIKT EMPIOOT Y10 TOLE TPELG TOTOVE KAPKIVOL OV YPNGLULOTOONKOV Yo TN
OTPOUATOTOINGCT (U1 IMKPOKVTTOPIKOC KAPKIVOG TOV TVELLOVA, TOAAUTAO HuEA®ua Kot GAL0). H
GUVOAKT emPBimon NTav HEYOADTEPT] Y10, T OEVOCOVUAUTY GTO U MKPOKVTTAPIKO KOPKIVO TOV
nvevpova (avoroyia kivovvov [95% CI] 0,79 [0,65, 0,95], n = 702) ko peyoddtepn yio 10
Loledpovikd 0&D 610 moAATAS Puédopa (avaroyia kKvdvuvov [95% CI] 2,26 [1,13, 4,50], n = 180) ko
TapOpoLe. HeTa&V Tng 0evocovpdumng Kot Tov {oAedpovikov 0£E0G o€ AALOVG TUTTOVS KOPKIVOL
(avaroyia ktvdovoo [95% CI] 1,08 [0,90, 1,30], n = 894). Ze avtnv TN pedétn dev €ytve EAeYYOC Yo
TPOYVAOOTIKOVG TOPAYOVTIES KOl AVTIVEOTANCUATIKEG Ogpameiec. Te pia cuVOVAGUEVT TPOKAOOPIGHEVY
avéivon tov peret@v 1, 2 kot 3, n cuvolikn emPioon NTav Tapduole HETAED TG SEVOGOVUAUTNG Kot
tov Loredpovikov o&éog (avaroyia kKvduvov kat 95% CI 0,99 [0,91, 1,07]).

Enidpoon ctov tdvo

O ypdvog PBeAtiowong tov movov (dA., peiwon > 2 Babpovc amd v Evapén ot Babuoroyia
YEWPOTEPOL TOVOL o1 ZVvToun Mope1 tov Zuvontikod Kataidyov [16vov (BPI-SF)) ftav mopdpotog
Yo TN OEVOGOVUAUTT Kot TO (oAedpovikd 0E) oe kdbe PHEAETN KOl OTIC EVOTOMUEVES OVOAVGELS. L€ LLa
post-hoc avédAvon Tov GLVELACUEVOL GLUVOLOL JESOUEVAVY, O SIAUEGOG XPOVOC EMOEIVOOTC TOL TGVOL
(PaBporoyia yeipdtepov mdvov > 4 Babuovc) o acbeveig pe o 1 KaBdAov Tdvo KoTd TV Evapén
KaBvuoTépnoe Katd TN YopNynomn 0evosovpaunng Evavtt {oiedpovikon o&éog (198 évavti 143 nuépec)
(p =0,0002).

Khlvikn omoterecuotikdtnto og acbeveic pe moAlamAd puéhouo.

H devocovpaunn a&loloynonke oe pa d1edvn, toyatomomuévn (1:1), StmAd-tveAr, evepyd-
eAeYYOLEV LEAETT GVYKPIONC TNG OEVOSOVUAUTNG Le To {oAedpovikd 0ED o€ acbeveig Le
vEOOLy VWG BEY TOAAATAG oAU, peAétn 4.

Xe autn TN perétn, 1.718 acBeveic e moAAamAd poélmpa e TovAdyiotov pio ootk PAGLN
ToyotomomOnkay vo Adfouvv 120 mg devosovpudunng vrodoping kéde 4 efdoundades (Q4W) 1 4 mg
Coledpovikd 0&0 evdopiefing (IV) kabe 4 efdopdoeg (Le Tpooappoyn dOGNS Yo VEQPPIKY| AELTOLPYia).
To Tp®TEVOV KATAANKTIKO GNUELD TNG HEAETNG NTAV M ATTOSEIEN TNG LT KOTMTEPOTNTOG, OC TPOG TO
APOVO EUEAVIONG TOV TPMTOV okeAeTIKOD cupPdpatog (SRE) og ohykpion pe 1o LoAedpoviko 0D, Ta
OEVTEPEVOVTA KATOANKTIKA onpeio TEPILAUPAVIY TNV AVAOTEPOTNTO MG TPOS TO YPOVO EUPAVIONS TOV
apatov SRE, v avotepdtnta TOL pAVoL ELEAVIONG TOL TPMTOL Kol Tov endpevov SRE kot
ovvolikn emBioon. Q¢ SRE opiotnke omot0onmote and o Topakdto: TadoAoyIKE Koty Lot
(omovdLAIKA 1| U1 GTOVOLAMKG), axTivobepameio 6To 06TA (cLUTEPIAAUPOVOUEVIC TS ¥PNONE TOV
POdLOICOTONMOV), YELPOVPYIKY| ETEUPOOT GTO OGTA 1) GUUTIEST] TOV VOTIOIOV HVEAOD.

e appotepa ta 6KEAN HEAETNS, TO 54,5% TtV acbevav okomevay va vrofAndovv oe avtdloyn
petapodoyevon PBSC, 1o 95,8% twv acbevav ypnoiponotovsay / oxedlalov va xpnoioromcovy Eva
VEOTEPO OVTI-HVEAMUATIKO TopdyovTa (01 veotepeg Bepaneieg meptiapPavovv Boptelopipmn,
Aevoidouion 1 Boldopion) otn Oepaneio TPOTG Ypapung kot to 60,7% tov acbevav elyav
nponyovpevo SRE. X appotepa ta okéAn perétng, o apBuog tov aclevov pe ISS otadwo I,

otado 11, xon otddro 11 ot drbryveon frav 32,4%, 38,2% kot 29,3% avtictorya.

O didpecog apBuog Tmv d0cemV oV YopNnynOnKav Ntav 16 yo T devocovpdunn kot 15 yio to
Cohedpovikd 0&D.

Ta 6edoUéva ATOTELEGUATIKOTNTOC OO TN HUEAETN 4 TapovotdlovTal 6To Gy 2 Kl 6TOV TTivaka 3.
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Yympo 2. Kapmoin Kaplan-Meier yio ypoviko ovaotnpo péypr v apatn epedvicen SRE cto
TA0io10 TG HEALTNG 6€ 060EVEIS pE vEOOLHYVOGOEY TOMAOTAG puéhopa

0.8

0,6

0,4

0,2

MogooTd agbeviwv Tou ev eugavioav SRE

0,0

Denosumab 120 mg Q4W
ZoAedpovikd 00 4 mg Q4W

859 583
85|9 59|5
0 3 6 9

N = ApiBudg acBeviwv ou
TUXQIOTTOIRBNKAY

Denosumab 120 mg Q4W (N = 859)
Zohedpovikd 0¢U 4 mg Q4W (N = 859)

453 370 303
4|50 3(|51 28|8
12

243 197 160 127 99 77 50 35 22
2|39 1 ?0 1 I52 1 2|5 95I 69I 4|8 (?1 18
15 18 21 24 27 30 33 36 39

GRH0466v3

MAvag pehétng

Mivakag 3. Aedopéva ATOTELECUATIKOTTOS Y0 TO OEVOGOVUANTY] OE GUYKPIGT] IE TO
Cohedpoviké oSV og acOeveic pe veodlayvwcOév mollamrho poéiopo,

dgvocovpuaumn Zoledpoviko OED
(N =859) (N = 859)
poto SRE
Ap1Buog acbevmv mov giyov oKeEAETIKA 376 (43,8) 383 (44,6)
ocvuBdpata (SRE) (%)

AlGpecoc ypdvoc £mg TNV ELPAVION
oKEAETIKOD cLUPapoTog (UMveg)

22,8 (14,7, NE) 23,98 (16,56, 33,31)

Yyetucog Kivovvog (95% CI)

0,98 (0,85, 1,14)

p®To ko emax6rovda SRE

Méooc ap1Budc copPaudtov/ achevoig 0,66 ‘ 0,66
Avoroyia Tuadv (95% CI) 1,01 (0,89, 1,15)
[Toc00T6 oKEAETIKNG VOGN POTNTOG 0VE £TOC 0,61 ‘ 0,62

IIp®dto SRE  HCM

Aldpecoc ypdvoc (Uveg)

22,14 (1426,NE) | 21,32(13,86,29,7)

Yyetucog Kivovvog (95% CI)

0,98 (0,85, 1,12)

Hp®d™ axtivoPoric TV 06TOV

2yetucog Kivovvog (95% CI)

0,78 (0,53, 1,14)

Yuvoliki| empimon

Yyetucog Kivovvog (95% CI)

0,90 (0,70, 1,16)

NE = un extipopevo
HCM = vrepacPeotiopio kakonbovg vocov
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KAk ommoteAeoUOTIKOTNTO KOl 0CQAAELN GE EVIALIKEC KOl OKEAETIKG POV PN Pove ue
YLYOVTOKVTTAPIKO OYKO TMV 0GTOV

H aocpddeia kot 1 amoTeEAEGHATIKOTNTO TG OEVOGOVUANT pekeTOnKay o€ 000 perétec Daong I
OVOIKTNG EMGTLOVONG LOVOL 6KkEAOLS (LEAETES S Kan 6) mov cvumeptédafayv 554 acBevelg e
YIYOVTOKDTTOPIKO OYKO 0GTMVY TTOL EITE NTAV OVEYXEIPNTOC EITE Y10 TOV OTO10 ) XEPOLPYIKY| EXEUPOON
Ba ocuvdeoTay e coPapn VOO POTNTO KOl GE Ui TPOOTTIKY], TOAVKEVIPIKT, AVOIKTG ETICTLLOVOTG
perétn edong IV (perétn 7) mov mapeiye pokponpodeoun mopakolovdnon acedielog yio aceveig
oL OAOKANpwoay TN peAétn 6. Ot acBeveic Aappavay 120 mg devosovpdunn vrrodoping Kabe

4 gfdopadec pe pio copmAnpopotikn 66omn 120 mg tic nuépeg 8 kot 15. O acbeveic mov diékoyav )
Oepaneia pe devocovpdunn otn cvvEyelo eloNABav ot eAcT TapaKoAoHONGNC AoPALELNS Yo
TovAdyiotov 60 unvec. H emavainmtikn Oepameio pe devocovpdunn katd tn S1dpKeLd Tng
TopaKoAovONoNG aoPILELNG EMITPETOTAV Y10 0GOEVEIG TOL KATESEIEQY OPYLKA AVTATOKPLIOT OTN
dgvosovpaunn (m.y. o€ mePinT®ON VIOTPOTLALOVGAS VOGOL).

> pekét S eviayOnkav 37 eviihikot aobeveig e 16ToAoYIKA emiPBefotopuévo aveyyeipnto 1
VIOTPOTLALOVTA YIYOVTOKVTTOPIKO OYKO TV 00TMV. To K0p1o KaTtaAnKTiKO onueio g doking nTov
TO TOGOGTO AVTOTOKPIONG, IOV opileTan eite MG EAAEWYT TOV YIYOVTOKVTTAP®V TOLAAYIGTOV KATA
90% o€ oyéon pe v Evapén (1 TAPNG EEAAEYN TOV YIYOVTOKVTTAP®V GE TEPICTATIKA OOV Tol
YLYavToKOTTOPO OVTITPOCHOREVOVY T0G00TO < 5% TV KLTTAPWV GYKOV), £lte G amovoio eEEMENG TG
OTOXEVUEVNG PAAPNG LECH OKTIVOYPUPIKDOV LETPNOEMY GE TEPLOTATIKA OOV deV TV dtobéotiun
totomaboroyikn e&€taot. Amd Tovg 35 acbeveig mov GLUTEPIANPONKAV TNV AVAALGOT TNG
amoTEAESLATIKOTNTAS, TO 85,7% (95% CI: 69,7, 95,2) lyav avtandkpion ot Oepaneio pe T
devooovpaunn. Kat o1 20 acbeveic (100%) pe wotoroykn a&roddynon minpodcay To KpLrnpio
avtomokplong. Amo toug evamopgivavteg 15 acbeveig, otoug 10 (67%) ot aKTIVOAOYIKEC LETPNOELS OEV

éoeréav e€EMEN ¢ oToYEVIEVNC PAGPNC.

21 pekétn 6 eviaybnkav 535 evilikeg 1 okeAeTIKE dPLot EPnPot pe YIyovTokuTTaptkd OYKO TV
00TAV. A6 awToV¢ TOVg acbeveig, ot 28 ftav nhkiag 12-17 etdv. Ot acbeveig exywpnnkay ce pia
amo Tpelg Kooptés: 1 koopt 1 meperdpfove acbeveig e xEPOLPYIKA LN Stac®dGn vOco (T.y.
BAdPeg Tov 1Epoh 06TOV, TNG GTOVOVAIKTG GTAANG 1) TOALUTAES BAAPES, cuumeplapovopévey
TVELUOVIKAOV UETACTAGE®V), 1 KoopT 2 meplerdupave acBeVeic e XEPOLPYIKA SIUCAOCIUT VOGO TMV
0TOlMV 1 TPOYPOUUATIGUEVT XEPOVPYIKN ETEUPOCT cVVIEHTAV e GOPapr| voonpdTnTa (.. EKTOUN
apBpwong, axpOTNPLOGHOG dikpov N NuuTLEAEKTOUN) KoL 1 Koopt!| 3 mepleAdpfove acbeveig mov
GUULETELOV TPOTYOLUEVAOC GTN LEAETN 5 Ko peTaxtviOnkoy og autry tn perétn. O kdplog 6Tdy0g
ntav 1 a&loAdyNcn Tov TPOPIA AGPAAELNS TOV OEVOGOVUAUTN 0 AGOEVELS e YIYOVTOKLTTOPIKO OYKO
TV 06ToOV. Ta devtepebovta KaTaAnkTikd onpeio g peAétng nepeAdupavay 1o xpovo €mg Ty
eEEMEN ¢ vooou (pe Pdon v a&lohdynon Tov gpguvntn) Yo v Koopt | kot v avaioyia
acfevav yopic yelpovpyikn enéuPacn Tov v 6 yio Ty Kooptn 2.

Xy koopth 1 Katd v teMKn aviivon, 28 and tovg 260 acbeveic mov Ehapav Bepamneia (10,8%)
napovciocay eEEAMEN TG vOcov. XtV koopt 2, 219 arnd toug 238 (92,0%; 95% CI: 87,8%, 95,1%)
a&lohoynoipong acbeveig mov ElaPav Bepomeio pe devocovudumn dev vTofANONKAY GE XEPOVPYIKN
enéppaon Emg Tov unva 6. And toug 239 acbeveig onv kKoopth 2 TV omoiwv 1 B€on T PAAPNC
oTOYOoV oTnV £vapén 1 6N SIPKELN TNG LEAETNG OEV MTAV GTOVG TVEDLOVEG 1] TO LOACK(L LLOPLOL,
ouvolikd 82 acBeveic (34,3%) Katdpepay vo amo@OyovV TN XEPOVPYIKT| ETEUPOCT) TN S1GPKELD TNG
UEAETNG. ZVUVOMKA, TO OEGOUEVO OTTOTEAECLUATIKOTTOG GE OKEAETIKE MPLLLOVG EPTPOVE TV TAPOUOLHL
LE eketva mov TapaTnPNONKaY 68 EVAMKEG.

X perétn 7 eyypdonkav 85 eviiikec acsOeveic mov elyav TPOoNyoLUEVMG EYYPOUPEL KOl OAOKANPDOEL
™ perémn 6. tovg acbeveic emtpenodtay va Aapovv Oepaneia pe denosumab yio yryovtokvTTapikd
OYKO TV 06TMOV Kol OA01 o1 acbeveic TapakorovBodvtav eni 5 £€tn. O kbplog otdY0g AV N
a&lohdynon tov Tpoeid poxporpoddecung acpaielog tov denosumab o acOevelg e YIyovToKLTTOPIKO
OYKO T®V 0GTAOV.
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Enidpaon oto dhyoc

2y teMK1 avdAvon Tov Kooptav 1 Kot 2 GuvOLOCTIKA, ava@EPONKE Lo KAVIKG OTLLOVTIKY peioon
TOV YXEPOTEPOL AAYOLS (ONA., > 2 Babuovg peimon amd v apyikn Tiun) yuo to 30,8% twv aclevov ot
kivovvo (OnA., exetvov mov eiyav fabporoyio > 2 yia 1o xepdtepo dhyog Kotd TNV vapén) evtdg

1 efodopadoag Bepamneiog, kKot > 50% tnv efdopdda 5. Avtég o1 feltidcelg oto dhyog datnprdnkav ce
OMeg TIg emakolovfeg a&loAoynoels.

Toudropikdc TANOvoude

O Evponaikoc Opyaviopog apudkmv Exel dOCEL AmaALayn 0md TNV VTOYPEMST VIOPOANG TV
OTOTEAECUATOV TOV LEAETAOV LE TN OEVOGOVUAUTN 0 OAES TIC VITOKATIYOPIEC TOV TOUOLATPLKOV
TANOVGHOV GTNV TPOANYT] CYETIKOV CKEAETIKOV GUUPAVI®V G€ a00eVEIG LE 0OTIKEG LETOOTAGELG KO
G€ VTOKATIYOPIES TOL TOUdSATPIKOV TANBVGHOL NAKiag KAT® TV 12 eTdv ot Oepaneio Tov
YIYOVTOKDTTAPIKOD OYKOL TV 06T®V (PAETE Tapdypapo 4.2 yio TANPoQopies GYETIKA e TV
TOOLOTPIKT XP1oN).

> pekétn 6, n devoocovudunn a&loroynonke oe £va vTooHvoro 28 epnPwv acbevav (Mukiog

13-17 €T®V) pe YryavToKLTTOPIKO OYKO TV 0GTMV 01 070101 £l 0V POACEL 6€ GKEAETIKT OPLUOTITA
oplopevn omd 1 TOLAGYIGTOV PO LoKPD 0GTO (). KAEOTH Ppoytovia EMPUOIOKT TAAK 0OENGTNG)
Kot copatikd Bapoc > 45 kg. 'Evag éonPog acBevig e yerpovpyikd un dtacdoiun voco (N = 14)
TOPOVGINCE VITOTPOTN TNG VOGO KATH TN O1ApKELY TNG apytkng Oepameiag. Askatpeic amd Tovg

14 acBeveic pe xePOLPYIKA SUCAOCIUN VOGO, TOV OTOI®MV 1 TPOYPUUUOTIGUEVT] YELPOVPYIKT EXEUPAON
oLVOEDNTAVY LE coPapn voonpoTnTa, dev VITOPANONKOY GE YEPOVPYIKY EXEUPACT LEYPL TO UVa 6.

5.2 ®@appokokivnTikEG 1010TNTEG
Amoppdéonon
Metd amd vrodopla yopnynon, n Prodiabecyotnta frav 62%.

Buougtooynuatiopnde

H devocovpaunn amoteleital amokAeloTikd omd apvo&én Kot vdaTdvOpaKes mG PLGIKT
ovocosPalpivn kat etvon pkpn n mBavotTa vo amofAndel LEGm UNYoVIGUOV NTOTIKOD
petofortopov. O petafoMcopds Kot 1 amEKKPIoTn TOL AVAUEVETAL VO AKOAOVOGOLV TIC 00001G
KAOAPoNC TOV AVOGOCOUIPIVDV, IE ATOTEAEGLOL T1) OACTAGT] TOV GE HIKPA TENTIOW KO LEHOVOUEVA
apvo&éa.

AmofoAn

Xe acbeveig pe Tpoywpnpévo Kapkivo, ta omoio EAafav moAlamiég 06celg twv 120 mg kdbe

4 gBoopadec mapatnpnOnke TePiTOL SMAGCIE GUGCMPEVLGT GTIC CVYKEVIPDOGELS TG OEVOCOVUAUTNG
GTOV 0p0, VD EMTEVYONKE GTOOEPT] KOTAGTAGN EVTOG 6 UNVDV, YEYOVOG TTOV TOPATEUTEL GE
QOPLOKOKIVNTIKY oveEAPTNTN amd TO ¥pdvo. Xe acbevei pe ToALamAd puélmua to omoia EAafoy
120 mg «éBe 4 efdopades, N didpeon T TV EAAYIOTOV EMTESOV peTafANnOnKe Atydtepo and 8%
o1ovg 6 pe 12 pnvec. Xe acbeveic pe yryavTokuTTopiko 0yKo TV 0otV Tov Edafav 120 mg kabe

4 gfdopadec pe pio copmAnpopoTikn 8660 Tic nuéEPeg 8 Kot 15, ta enineda o€ otabepn KaTAGTOON
gmtevyOnkov evtog Tov TpdToL uiva g Oepaneiog. Metald Tmv efoopddmv 9 kot 49, Ta didueco
YounAOTEPQ emineda eiyav Slapopomoinctn HKkpdTEPN T0L 9%. XT0oVg 0Iobeveic Tov dEkoyay T
Oepaneio pe 120 mg kébe 4 efoopnddeg, o pésog ypodvog nuicelag one NTav 28 nuépes (evpog 14 £mg
55 nuepmv).

H pappoaxoxivntiki avédAvon tov TAnBuc ol dev £de1&e KAVIKA onuavTikég LeTABoAEG TG
GLOTNHOTIKNG £KBe0NG 0TN devOosOVUANTT GE oTafEPT] KOTAGTAON GE GYEON UE TNV NAKi

(18-87 etmdv), ™ @LAR/ebvikdTnTa (EpgLVNONKAY dToU TNG LOOPNG GUANG, loTavopmvol, AcliTec Kot
Kavkdsoior), to @OLo 1 Toug TOTOVG cvpTay®V Oykev 1 acbeveig pe moAhandd poéhopa. H adénon
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TOL COUATIKOV BAPOVE GLOYETIOTNKE LE PEIMON TNG CLOTNUATIKNG £KBEGNC KOl TO AVTIGTPOPO.
Qc1000, 01 HETAPOLEC aVTEC dev BempnOnKay KAIVIKE ONUOVTIKES EPOGOV 01 PAPUAKOSVVOUIKES
emOpaoelg PAcEL TOV OEIKTMOV 0GTIKNG EVOALUYNG TOPEUEVAY IO1EC O PHEYAAO E0POC CMOUOTIKOD

Bapovc.

TpoppkdTnTo/un ypoupkoTnTo,

H 6evocovpaunn emédeise Un YPOUUKT QOPHOKOKIVITIKN G€ eVp0 QAGH OCEWMY, dALE GYEOV
avéioyn pe tn d0om avénon g ékbeong yia docelc 60 mg (1 1 mg/kg) ko dvm. H un ypappukdtnta
mOovoV vo opeileTon og S10UEGOAAPOVIEVT] OO TO POPLOKOAOYIKO GTOYO 000 OMEKKPIONG UE ONUELD
KOPEGLOV 1) 0TOi0 EIVOIL ONUOVTIKT GE YOUNAEC GUYKEVTIPMDGELS.

Neppikn dvsAisttovpyia,

e pehéteg pe ) oevocsovpaunn (60 mg, n = 55 kot 120 mg, n = 32) o aoBeveic ywpic mpoywpnuévo
Kapkivo aALG 6€ S1APopa GTAdIN VEPPIKNG AEITOVPYING, CLUTEPAAUPAVOUEVOY acDEVDY VTTO
eEoveppikn kdBapomn, o Pabpog g veppikng ducAettovpyiog dev gixe Kapia enidpacn ot
QOPUOKOKIVITIKT TNG 0EVOGOVUAUTNG, CUVETMS OEV OMALTEITAL TPOGAPLOYT TNG SOOTG Y10, TN VEPPIKN
dvoAettovpyio. Agv amoITEITOL TOPAKOAOVONOT TG VEQPIKNC AELTOLPYING KOTA TN XOPYNOT TG
OEVOGOLUAUTNG.

Hratwn dvsAisttovpyia

Agv mpaypotomoOnie kopio €101k peAETn o€ acbeveic pe nratikny duoAettovpyia. Xe yevikég
YPOUUES, TO LOVOKAMVIKE OVTICMLOTE 08V OITOLLOKPOVOVTOL LECH UNYAVICUDV NTOTIKOD
petofoAitopot. H @oprokoKivnTiky Tov dEVOGOVUAUTH OEV AVALEVETAL VO EXNPEAGTEL A0 TNV
nratikn dSvcAettovpyia.

Hiwopévol

Agv mopatnpninikoy YeVIKES S10POPES MG TTPOG TNV OCPAAELY 1 TNV OTOTEAEGUATIKOTNTO LETAED
NAKIOUEVOVY Kot veOTEP®V acevdv. EAeyyouevec kKAvikég peréteg g 0EVOGOVUAUTNG GE 0oOEVELC
v TV 65 ETOV e TPOYOPNUEVOL GTUdI0V KOKONOEIEC TOV EUTAEKOVY T 0GTA UTOKAAV OV
TOPOUOL0, ATOTEAEGLOTIKOTITO, KO AGPAAELD G NAKIOUEVOLS Kal vedTEPOVS aobeveic. Agv amarteitan
TPOCAPUOYN TNE OOOTG GTOVE NAKIOUEVOLS 0eOEVELC.

Toudrorpikdc TANOvoude

Xe oKEAETIKA OPLUovs epriBovg (MAikiag 12-17 eTtddv) pe yryovtokuTTaptkd 0YKO TV 0GTOV, Ol OTTOi0l
Adppoavay 120 mg kdOe 4 efoopddeg pe cupmAnpoUatikny d0oT TIg NuUEPeS 8 kot 15, 1
QOPUOKOKIVITIKY] TNG OEVOGOVUAUTNG NTAV TALPOLOL [LE EKEIVI TTOL TTapaTNPONKe o€ EVAAIKES
aocBeveic pe GCTB.

5.3 TIIpoxlvika dedopéva Yo TNV a6QdrELd

Egocov 1 Broroyikn dpdon e devocovpaunng o€ (oo eivat £101KN yio un avlpodniva tpmtedovia
Onhoaotucd, a&rodoyndnkav yevetikd tporomomnpévol movtikoi (knockout) v ypnoyomomnkay diiot
Broroyucol avaotolreig Tng 0600 RANK/RANKL, 6mwg 1 ouvdedepévn oto popio Fe
oateonpoteyepivn (OPG-Fc) kat 1o cuvdedepévo oto uopio Fe RANK (RANK-Fc), yio tqv ektipnon
TOV QOPLOKOSVVOUIKAV 110THTOV TNG 0EVOGOVUAUTNG GE LOVTELN TPOKTIKOV.

Y& LOVTELQ OOTIKOV UETACTAGEMV GE TOVTIKOVG LE avOpOTIVO KapPKIvo ToL HaeToD BETIKO 1 0pvNTIKO
GTOVG VTTOJOYEIC 01GTPOYOV®Y, KAPKIVO TOV TPOGTAT Kol [T LIKPOKVTTOPIKO KopKivo Tov vedova,
n OPG-Fc pelmoe Tic 06te0AVTIKES, 06TEOPAACTIKES KOl 00TEOAVTIKESG/ 00TEOPAOCTIKES PAAPES,
KaBLOTEPNGE TO CYNUATICUO de noVo OCTIKMV LETACTACEMV Kol PHEIMOE TNV OVATTUET CKEAETIKOV
oykwv. Otav 1 OPG-Fc cuvdvdotnke pe oppovikn Oepomeio (tapoéipaivn) 1 ynueiodepaneia
(vtooetalédn) og avTd To LOVTEAD, OTUEWDONKE 0OPOIOTIKT] AVAGTOAN TNG OVATTVUENG CKEAETIKDV
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OYK®V 0TOV KOPKIVO TOV LOGTOD KOl TOV TPOGTATY 1] TOV TVEVLOVO, OVTIGTOL(O. X€ VO LLOVTEAO
EMAYOYNG OYK®V TOV LaoTOL 6€ TovTikovg, 10 RANK-Fc peiwoe tov emayopevo amd tig opuoveg
TOAALOTAAGIOGUO TOV MONAiOD TOV HaGTOV Kol KOOLGTEPTGE TO CYNUATICHO OYKMV.

Agv &yovv Tpaypatonombei ot GuviBelg dokipacieg Yo TNV aEloAGYNGN TOL SLVVOLLKOD
YOVIOL0TOEIKOTNTOG TNG OEVOCOVUAUTNG, EQOGOV TETOLEC DOKIUACIEG OEV Elval GYETIKEG LLE TO
GUYKEKPIUEVO HOPL0. 26THG0, AOYM TOV YUPOUKTIPIOTIKMOV TOV, 1 0EVOcOVUAunTT Bempeital anibavo
va £XEL 0TO10ONTOTE SLVAUIKO YOVISIOTOEIKOTNTOC,

To KapKivoydvo SuvapiKo TG 0EVOGOVUANTNG deV el ekTiunOel oe pokpoypovies peréteg pe {oa.

e peréteg toikotntog epdma Kot enavarapupovopevoy 066Gy og ThKove cynomolgus, ot 60GELC
OEVOGOLUAUTNG, TOL 0dNYyNoav o€ 2,7-15 popéc peyaidtepn cuotnuatiKy ékbeor amd )
GUVIGTAOUEVT avVOPOTIVY dOGN, OEV ElYOV KOO EMITTOOT TNV KAPSLOYYELNKT] PLGLOAOYIO KOl TNV
avOPIKN 1 TN YUVOIKEID YOVIUOTNTA, 0VTE TPOKAAEGAY E101KT TOEIKOTNTO GTO, OPYUVA-GTOYOVG.

Ye pla pehén og mBnKovs cynomolgus o1 600€1C dEVOSOVUANTNG KATA TN S1pKELL TEPLOSOV TOV
1G0OVVOLEL UE TO TPMTO TPIUNVO TNG EYKLUOGHVNE, TTOL 00T YNCOV GE 9 POPEC LEYOADTEPT
GLOTNUATIKN EKOECT] 0T TN GLVIGTMWEVT avOpDTIVY SO0, dev TTpoKdAecay UnTPIkn To&koTN T M
BAdPeg oo EpPpvo Katd T didpkeln TEPLOGOL TOV IGOSVVALEL [LE TO TPMTO TPIUNVO TNG KONOMNG,
TapOAO OV Oev eEeTdotniay ot eUPpuikol AepPadEved.

e AN perétn og mbfKkovg cynomolgus, 6Tovg omoiovg katd Tn S1dpKeLd TG EYKLHOGVVIG
xopnynOnke devooovudunn o 06celg pe 12 popég peyoldTep cCLGTNUOTIKY £KBeon Ao TV
avOpaTIVN dOGN EUPAVIGTNKAY QVENUEVOL TOKETOL VEKPOV EUPPVMV KOl LETA-YEVVITIKY Ovnoiudtnta,
U1 QLGLOAOYIKY] OVATTLEN TOV 0GTAOV UE UTOTELECUO TNV UELOUEVT AVATTVEY TOV 0GTMV, LELOUEVN
aiponoinomn kot AavOacuévn evfuypaucn TV doVTIdYV, AmoVcin TEPLPEPIKOV AEUPASEVOV KOl
LELOPEVT] VEOYVIKT avATTTLUEN. Agv KaBopioTnKe TO EMIMESO Yo U1 TAPATPNOT| OVETBOUNTOV
EVEPYELDV Y10, TIC OVATOPUYDYIKEG EMOPACELS. XTN YPOVIKH TEPI0S0 6 UNVAOV UETE 0d TNV YEVvnon), ot
oAhay£G TOL 0POPOVGOY GTA 0GTA ATOKOTAGTAONKAY Kot dev VNPEE EMIOPACT) TNV EKPLGT) TOV
dovtidv. Opwe, ot emdpdoelg 6Tovg Aeppadéves kat T Aavlaspévrn vBuypappion Tov dovtidy
TOPEUEIVOV KOl EAAYLOTN O HETPLO LETOAAOTTOINOT G€ TOALUTAOVC 16T00E TapaTnpONnKe o€ £va amd
ta wepapatoélma (cuoyétion pe T Oepaneia eivan acaen). Aev vpéov otolyeio PAGPNG otV
untépa TPy amd ToV TOKETO, AvemBuUNTA UNTPIKA CLUPALOTA TapaT)PONKAY GTTAVIO KOTA TOV
toketd. H avantuén Tov pnTpik®@v HOoTIKOV AdEVmY TOV QUGIOAOYIKY.

Xe TPOKMVIKEG LEAETES TNG TOLOTNTAG TOV 0GTAV GE THNKOVS VIO pakpoyxpovia Bepaneia pe
OEVOGOL AT, TOPOLOL LEIMON TV OEIKTMV 0GTIKNG EVOALAYNG CLGYETIOTNKE Le PedTimon TG
OGTIKNG OVTOYNG KOl PUGLOAOYIKT 1GTOAOYI0 TV 0GTMV.

Y& 0PCEVIKA TOVTIKLN YEVETIKA Tpomomompéva dote va ekppalovy to huRANKL (movtikia knock-in)
oT0 0Toin TPOKANONKE KATayHo 0TOV PAO10, 1) deVOosovpaunTn Kabvotépnoe v e£apdvion Tov
YOVOPOL KOl TNV OVAKOTOCKELT] TOL TAOPOL TOV KATAYLLOTOG GE GUYKPIOT] LLE TO PAPLOKO EAEYYOL,
OAAG 1) Bropnyovikny avToyn 0V EXNPEACTNKE OPVITIKA.

e mporhvikég pehéteg mov deénydnoav og knockout movtixio mov otepovvtay 1o RANK 1 10
RANKL moapatnpnidnke amovcio mapayoyng YOAKToc AdY®m avaGTOANG TG OWPIHOVETS TOL Haltko
0d€va (avamTLEN KVWEAOEWD DV Kol AOBLOKADV 0dEVMV KATA TN SLAPKELN TNG EYKLLOGVVIG) Ko
dloTapayn Tov oynuaticpob Aspeadévayv. Neoyévvnta knockout movrikio mov otepovvtay to RANK
1 10 RANKL mapovciacay Hetdpévo copotikd Bapog, LELMUEVT] avVATTUEN TV 00TMOV, 1N
QUOLOAOYIKEC OVENTIKEG TAAKES KoL U1 EKQLOT TOV dOVTIOV. MEI@UEVT OVATTVUEN TOV 0GTAOV, 1N
(QVOIOAOYIKES OLENTIKEG TAAKEG KOl TOBOAOYIKT £KPLGT] TV OOVTIMV TapaTn P ONKe EMioNg 6€
UEAETEG LLE VEOYEVVIITOLG 0POVPOiOVS GTOVG OToiovg yopnynonkav avactoieig tov RANKL, evd avtég
01 OAALYEC TOV UEPTKMG OVOGTPEYILES OTOV OLOKOTNKE 1) YOpNyNon Tov avactoAén Tov RANKL.
"Epnpa npotedovta Oniactikd oto omoio xopnyndnke devosovpdunn oe docelg 2,7 kot 15 popég
peyoivtepec (10 ko 50 mg/kg) amd v KAvikn €kBeom peavicay pun GUGIOAOYIKEG ALENTIKEG
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nmAdkes. Emopévac, 1 Bepamneio ple 66vocouUAUT LTopel vor LELOCEL TV aVATTLEN TOV 0GTOV GTA.
OO LE OVOLKTEC OENTIKEG TAGKEC KOl VO OVOOTEIAEL TNV EKQLOT TOV SOVTIDV.

6. ®APMAKEYTIKEX TIAHPO®OPIEX
6.1 Kaotahloyog ekddymv

O&w6 0&v*

Tprévudpo o&kod vatpro (Yo pHOuon tov pH)*

Yopprrorn (E420)

IToAvcopPikd 20 (E432)

"Yomp yia evéoipa

* To 0&wd puOuoTIKd Stddvpa oynpatifetor pe v avdpeiEn o&ikod 0&€og e TpEvudpo o&ikd
VATp10.

6.2 Aocvpparotnreg

EXeiyel peletdv oyetikd e tn cupfototnta, T0 Topov QUPUOKEVLTIKO TPOIOV OEV TPEMEL Vo
OVOPLETYVOETOL e GAAD QUPLLOKEVTIKE TPOTOVTAL.

6.3 Awdpkera Lomg

4 ypodvuo.

E@dcov PByet amod to yoyeio, To Osenvelt pmopel vo puidocetar o Oepuokpacieg émg 30°C 1o moAv,
v €vo epdmas O1dotna EmG 63 MUEPDY, GTNV APYIKT GLOKEVAGI, XOPIG VIEPPACT) TS OPYIKNG
nuepopnviog AMMénc. Eedcov anarteital, to Osenvelt pmopel va emotpapel 6To yoyeio pia popd eviog

oVTOV TV 63 NUEPDOY Kt VO, PUAACGETOL EKEL £C TNV aPYIKN NUEpOUnVia ANENG.

Amoppiyte 10 Osenvelt gdv dev ypnoyomombei evtog tov epana S10GTHOTOS TV 63 NMUEPDY EKTOC
Yoyeiov N £€0¢ TNV apykn nuepounvio ANENg, 6mo1o amod o dvo cvuPel TPMOTO.

6.4 Iowitepeg mpo@urders katd T @OLAEN TOV TPOIOVTOG

dvidooete og yoyeio (2°C — 8°C).

Mnv kaToyvyeTe.

Ddvidocoete 10 PLOAISI0 6TO EEMTEPIKO KOVTI Y10 VOL TPOGTATEVETAL OO TO PMG.

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

1,7 ml dtodvpatog og erodidio piog xprong omd Yvoi Tomov I pe ehactopepéc nopa (amd fovtdAlo)
KoL GEPAYIOT] CAOLUIVIOD |E OTTOCTIMUEVO EMITMLO.

YVOKEVAGIES TOV EVOG, TOV TPLAOV 1] TOV TEGGAPOY PLOASI®V.
Mmropei vo, unv KuKAOPOPOLY OAEG 0L GLOKEVAGIEC.

6.6 Iowitepec mpo@uvrdiers amdppryns Kol GAAOG YELPLONOS
o Ipwv and ™ yopnynon, to ddlvpa tov Osenvelt wpémel va eréyyeton omtucd. Mnv

YPTCULOTOLEITE TO SIUAVUO EAV TTEPLEYEL OPOATH COUOTION, EIVOL VEPEADIES ) ATOYPOUATICUEVO.
. Mnv avoxkiveite.

o IMa vo amopidyete ™ duceopio otn BEon Eveong, apnote To ELOAISI0 va pTaoel o€ Bepuokpaciol
dopatiov (péypt 30°C) mpv and v éveon kai eyyvote apyd.
o ®o TpEmEL VO, YYVETE OAO TO TEPIEYXOUEVO TOL PLOALIIOV.

. Mo ™ yopniynon g devosovudumn cvetivetol Belova 27 gauge.
o Agv Ba, TpEmeL va. ETAVEIGEPYETAL GTO PLOALSLO.
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Ka0e aypnoipomointo Qoppakevtikd Tpoidv 1| VITOAELLO TPETEL VO, ATTOPPITTETOL GCOUPDVA LE TIG
KOTA TOTOVS IGYVOVGEC GYETIKES SLOTAEELG.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest,

Vaci ut 1-3. WestEnd Office Building B torony

Ovyyapia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAZ

EU/1/24/1904/001

EU/1/24/1904/002

EU/1/24/1904/003

9. HMEPOMHNIA ITPQTHX EF'KPIZHX/ANANEQYHY. THX AAEIAX

Hpepounvia mpdtng éykpiong: 14 @efpovapiog 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANpoopieg Yo 10 TapdV POPUAKEVTIKO TTPoioV givor d1bécieg oToV SKTLAKO TOTO
tov Evponaikod Opyoviopov Oapudkav: https:/ www.ema.europa.eu.
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ITAPAPTHMA 11

MHAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX
OYXIAX KAI TAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAETIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHEZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX OYXIAX KAI
IHHAPAXKEYAXTEX YIIEYGYNOI I'TA THN AIIOAEXEMEYXZH TQN ITAPTIAQN

Ovoua kot d1ev6vven Tov TopaoKeLAoTH TNS BLOAOYIKOS dPACTIKNS OVGIOG

CELLTRION, Inc.

20, Academy-ro 51 beon-gil,
Yeonsu-gu, Incheon, 22014
Anpoxportio g Kopéag

‘Ovouo kot d1e06vvon TV TOPASKEVLOSTMV TOL Elvorl VTELOVVOL Y10 TNV ATOOECUEVGT] TV TOPTIOWY

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

ToAlia

Midas Pharma GmbH
Rheinstrasse 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
T'eppovia

Kymos S.L.

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

Iomavia

210 £VTUTTO PUALO 0ONYIDV XPTOTG TOV POPUOKEVTIKOD TPOIOVTOG TPEMEL VAL OVALYPAPETOL TO OVOLLQL
Kot 1 S1evBvVVOT TOL TAPACKELAGTH TTOV Eival VTEHOLVOG VIO TNV ATOSEGUEVGT TNG CYETIKNG TAPTIONS.
B. OPOI'H HNEPIOPIZEMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPoidy yio 10 onoio amorteitan meplopiopévn atpikn cuvrayn. (BA. apdptpua I:
[epiAnym Xapoxktnprotikdv Tov [Ipoidvtog, tapdypopog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAX KYKAO®OPIAX

o Ex0¢oe1g meprodikic mapakorovdnong g acpdieias (PSURs)

Ot anaitioetg yio v voPoin towv PSURS ywo to ev Adym @appakevticd mpoidv opiloviatl otov
KaTdAOYO UE TIg nuepounvieg avapopdg e Evoong (katdloyoc EURD) mov opatifeton oty

mapdypoo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kaOe erakoiovdng emukaiporoinong
OTMG OMUOGIEVETAL GTIV EVPAOTOIKT OIKTLAKT TOAN Y10 TO POPLLOKOL.

A.  OPOI'H HEPIOPIEMOI ZXETIKA ME THN AX®AAH KAI AITOTEAEEMATIKH
XPHXH TOY ®PAPMAKEYTIKOY IMTPOIONTOX
. Yyéo10 oroyeiprong Kivovvov (ZAK)

O Kdroyog Adstog Kvkhopopiag (KAK) Ba die&aydyel TIC oamaitovIEVES OPUCTIPLOTNTES KOl
TOPEUPAGELG PUPLOKOETAYPVTVIIONG OGS Tapovctdovtal 6to cupenvndéy XAK mov tapovcidaletan
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otV evotnta 1.8.2 ¢ adetog kKukAo@opiog Kol 0TolecONmoTe EMOKOAOVOEC EYKEKPILLEVEC
avobewpnoelc tov ZAK.

‘Eva emucaiporompévo LAK Oa mpénet va kototebei:

. Metd and aitnpo tov Evporaikod opyovicpov @appakov,

o Onotednmote TPOTOMOLEiTaL TO GVGTNO. SLaYEIPIONG KIVOHVOU, EOIKE MG ATOTEAEGLLO ANYNG
VE®V TANPOQOPIDOV TOV UTOPOVY VOl ETLPEPOVY GTIUAVTIKT OAAXYT GTN GYECT] 0QEAOVC-KIVOHVOL
N ®©G ATOTELEG LA TNG EMITEVENG EVOG OMLOVTIKOD OPOCTILLOV ((PUPUOKOETAYPVOTVIION 1)
gloyiotomoinon Kvdvvov).

o EmnpéoOeta pétpa ehayiotomoinong Kivdovvov

0O KAK 0a dtucparicet 6t Ba B¢cel o€ 10%0 KApTa VTEVOLUIONG Y10 TOV 0GOEVT OYETIKA [IE TNV
00TEOVEKPMOT| TNG YvaOov.
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI I'TA ®IAAIATIO

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Osenvelt 120 mg evécipo dtdlvpo
OEVOCOLULAUTY

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

Kabe proridwo mepiéyet 120 mg devosovpdaunn og 1,7 ml dtoddportoc (70 mg/ml).

3 KATAAOI'OX EKAOXQN

"Exdoya: O&ikd o0&, tpiévudpo o&kd vatpro, copPiroin (E420), morvcopPiko 20 (E432), 0démp yio
gVECULOL.
IMao neprocdtepeg mANpo@opiec, PA. POAAO 00N YLDV ¥PNONC.

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéopo didivpa.

1 proAidio piag ypnong
3 @loAidia piog ¥piong
4 proAidwo piog ypnong
120 mg/1,7 ml

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote T0 PUALO 0NV YPAONG TPV OO TN YPNOT).
T'a vodopLaL Yp1oN.
Mnv avaxkiveite.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION HPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na euAdooetor og Béom Vv onoia o¢ PAETOVY Ko dev Tpooeyyilovv Ta Todid.

‘ 7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)

‘ 8. HMEPOMHNIA AHEZHX

AHEH
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9. EIAIKEX XYNOHKEX OYAAZEHX

Ddvrdoocete o€ Yoyeio.
Mnv KaToyOyEeTE.
Ddvidcoete 10 PLOAidI0 6TO EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO PG,

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI ATIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest,

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

12. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1904/001 1 @iokidio
EU/1/24/1904/002 3 @ioAio
EU/1/24/1904/003 4 @ioAidio

13. APIOMOZX ITAPTIAAX

TToaptida

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

H ortoAdynon yio ) un copmepiinyn tng Braille ivan amodekt.

17. MONAAIKOX ANAINQPIZTIKOX KQAIKOX — AISATIAZTATOZ TPAMMQTOX
KQAIKAY (2D)

A160106T0TOC YPUUU®TOS KddKaS (2D) Tov gépel Tov TEPIANPOEVTO LOVASTKO OVoyVOPIOTIKO KMOTKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA I'TA ®IAAIAIO

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

Osenvelt 120 mg evéoipo dtdivpo
OEVOGOLLLAUTN
SC

| 2. TPOIIOX XOPHIHIHE

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

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

120 mg/1,7 ml

6. AAAA ETOIXEIA
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B. PYAAO OAHI'TQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Osenvelt 120 mg evéoipo ovaiopa
OEVOGOLHAUTN

vTo @AapuraKo ovtd TEAEL LTO CLUTAN POUATIKT TOPaKOoAOVONGT. AvTd Ba emTPEYEL TO Yp1YOPO
TPOGOIOPIoUO VEDV TANPOPOPLOY acPiieloc. Mmopeite va fondnoete LEGm ¢ avapopdic Thovmv
AvETBOUNTOV EVEPYEIDV TTOL EVOEXOUEVMG TTapovatalete. BA. 1o téhog g mapaypdeov 4 yia tov
TPOTO OVOPOPAS OVETLHOUNTOV EVEPYELDV.

AP acTe TPOGEKTIKA 0AOKAN PO TO PVLAO 0ONYIAOV YP1 GG TTPLV UPYICETE VA YP1CLUOTOLEITE AVTO

T0 QAPROKO, H10TL TEPLAAPPAVEL CNUAVTIKEG TANPOPOPIES VIO COC.

- dordEte avTo To EOALO 0N YDV Yprone. Towg ypelactel va to dofdacete Eavda.

- Edv éxete mepautépm amopieg, pOTAGTE TOV YLOTPO, TOV PUPLOKOTOLO 1 TOV VOGOKOWO GOG.

- H cvvtayn yio avtd 1o edappoko xopnynnke amokAeloTiKd Yio 60G. Agv TPEMEL VO ODOETE TO
@apuroko o€ GAAovc. Mmopel va Tovg TPOKAAEGEL PAAPT], AKOLO KO OTOV TO GUUTTOUOTO TNG
acBéveldc Toug etvor id1a e ToL KA oG,

- Edv mapatnpricete kdmota avemBOpuntn evépysia, EVILEPDOOTE TOV Y10TPO, TOV PAPLUKOTOLO 1)
TOV/TNV VOGOKOLO Gac. Avto 1oydel ko yia Kabe mbavn avemBount evépyela mov dev
avaQEPETOL GTO TAPOV PUAAO 0dNyLdV ¥prionc. BAéne mapdypago 4.

- O y1atpog oag O cag dmoet pia kapta vIEVOLGNC Yo ToV acBevn, 1| omoia TePIE)EL
ONUOVTIKES TANPOPOPIEG Y10 TNV OOPAAELX, TIG OTTOIEG TPEMEL VAL YVOPILETE TPV KOl KATA TN
duapkela g Oepamneiag cog pe to Osenvelt.

T mepréyer 1o mTapév AL 00N YIOV:

T etvon To Osenvelt kot oo givat 1 gp1Hon Tov

T mpénet va yvopilete npv ypnopomomoete to Osenvelt
[log va ypnoyomomoete to Osenvelt

[MBavéc avemBounteg evépyeteg

[Mog va puidooete to Osenvelt

[Tepreydueva g cuokevaciog Kot AOES TANPOPOPIeS

A

1. T givar To Osenvelt ko ol givan n yp1on Tov

To Osenvelt Tepiéyel 6evOGOLUAUTN, U0 TPOTEIVN (LOVOKA®VIKO OVTIGMO) TTOL dpal EMPPASVVOVTOG
TNV KATOGTPOPN T®V 0GTMV OV TPOKAAEITOL 0o TNV e£AMAMGT) TOV KOpKivoy 6g avTd (LeTdoTaon
610 0GTE) 1) A YIYOVTOKLTTOPIKO KAPKIVO TV 0GTAV.

To Osenvelt ypnoomoleitol oe EVAAIKES LE TPOYWPTUEVO KAPKIVO Yio TNV TPOANYM cofapmv
EMUTAOKMV TOV OQEILOVTOL OTIG OGTIKES LETAGTAGELS (T.)., KATOYLM, TiEGT 6TO VOTeio Luedd 1
avéykn Ayng aktivoBepamneiog 1 SIEVEPYELOS YELPOVPYIKNG ETEUPAOTC).

To Osenvelt ypnoionoteitan exiong yio T Bepameio TOL YIYOVTOKLTTOPIKOV KOPKIVOL TV 0GTMV, O
0To{0G OEV UTOPEL VO OVTILETOTIOTEL LE YEPOVPYIKN EMEUPAOT 1] OTAV 1) XEWPOVPYIKN ETERPaoT dev
glvar 1 KOAVTEPN EMAOYT], O EVIAIKEG Kol EPTPOVG TV OTOIMV TAL 0GTH £YOVV CTOUATIOEL VO,
avamTOGGOVTOL.

2. T péner va yvopilete mpiy ypnoyponomcete To Osenvelt

Mnyv ypnoipomouioete 10 Osenvelt

- o€ MEPIMTO®ON ALEPYIOG OTN 0EVOCOVUAUTN 1 G€ OTTOI0OMTTOTE GALO OO TO GUGTATIKA CLTOV

TOL QOPUAKOL (OvVOPEPOVTAL TNV TTAPAYPAPO 6).
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O emayyeipatiog vyeiog cog dev Ba cag yopnynoet Osenvelt av Exete TOAD younAd enineda acPectiov
670 aipo oag Kat Ogv €xete AdPet Oepameio Yo TV AVIYLETOTIOT TOVC,

O emayyshpotiog vyeiog cog dev Oa cog yopnynoet Osenvelt edv £xete PN EMOVAMUEVEG TANYEC OO
odovtiatpikn Bepameia 1 €yxeipnon oTOUATOC.

Ipogdomomosis ko TPpoPLAGEES
AmevOuvOcite otov YIoTpo cag py ypnopnomonjcete To Osenvelt.

2ZVUTANP®UOTIKT Yoprynon acPectiov kot Brrapivng D

®a pénet va Aappdvete copminpdpata acpeotiov kot Prrapivng D yia 660 didotne ToipveTe
Osenvelt extoc kot av Eyete YNAL emtineda acPeotiov oto aipa coc. O yotpdg cag Ba to cvlntnoet
avtod poli oag. Av €xete younAd enineda 0oPecTion 6TO Al GG, O YIOTPOG GG UITOPEL VO
OTOPAGICEL VO GOC YOPNYNOEL CLUTANPOLOTA acPeoTiov Tpy Eekivijoete Bepaneia pe Osenvelt.

XapnAd enineda acBeoctiov 610 oiplo

TTopakareiote va eviUeEPOOETE TOV Y1ATPO GOC OUECHE EAV EXETE LVTKOVE OTAGHOVGE, PVTKEG
GLOTACELS N KPAUTEG Ko/ aicOn o LOVSIAGHATOC T LLPUNKINGNC OTO SAYTUAN TV YEPIDV KoL TMV
TOOLOV 1 YOP® A0 TO GTOUN KO/ ETANTTIKEG KPIGELS, CUYYLON 1 ATOAEW TOV d16HNGE®V KATA TO
dudotnua mov AapPavete Osenvelt. Evoéyetar va €xete younid enineda acfectiov oto aipa Gog.

Neoppwr) duciettovpyio

Evnuepoote oV ylotpd cog edv €xete 1 iyote moté cofapd TPOPALOTH GTOVG VEQPOVG, VEQPIKN
OVETAPKELN 1] AV XPEGOTNKE VO VTOPANOeite og eEmveppikn KdBapao, YeYovOc Tov umopel va avénoet
ToV Kivouvo LITAGPESTIOING, EWOIKA OV OEV TOUPVETE CLUTANPOLATE AGPECTIOV.

HpofAuota oto otdua, ota doviia 1 ot yvabo

Mo Tapevépyelo TOV AEYETAL 0GTEOVEKP®ON TG YVEBov (PAGPN Tov 06TOV NG YVvABov) el
avapepbei cuyva (umopel va emmpedost éog 1 ota 10 dtopa) oe acbeveig mov AauPdavovv evécelg
OEVOGOLLAUTNG Y10 KOTAGTAGELG TOL oyeTilovTal e Tov kapkivo. H ooteovékpmon g yvabov
umopet emiong vo eLQavicTel Kot PETA TV dlakom Tng Bepameiog.

Eivon onpovtikd vo mpoonabnoete va Tpoldfete TV ELEAVIOT) TG 06TEOVEKPMOT|G TG YVEOoL kaBdg
umopei va givar po ercddvvn Katdotaor Kot propet va givatl d0okoAn va Oepamevtei. Mo va peiwoete
TOV KivOUVO EUQAVIOTG 0GTEOVEKPMGNG TNG YVADOL, VGPYOLY UEPIKEC TPOPLAGEEIC TTOV UIopEite va
TOPETE:

o Ipwv v évapén g Bepanciog, evIepDOTE TOV Y1TPO/VOGOKOUO 0aG (emayyelpatiog vyeiog)
€ €yete omol0dMmoTe TPOPANUO UE TO GTON 1) T 0OVTIN 6aG. O Y1TpdC GO UTOPEL va.
kaBvotepnoetl Ny Evapén g Bepanciog cog edv £xete PN EMOVA®UEVEG TANYEG A0
odovtiatpikn Oepamneia 1) eyyeipnomn otoporog. O yrTpdg 6o UTOPEl VoL GOG GUGTHGEL LI
odovtiatpikn e&€tacm wpv amod v Evapén g Bepomeiog e Osenvelt.

o Katd ) dwapkera g Oepaneiog, Oo mpénet va dratnpeite KaAN GTOHATIKY DYEWVH Kot VoL KAVETE
TOKTIKOVC 000VTIOTPIKOVG EAEYYOLE povTtivac. Edv popdte teyvnt odovtoctolyio Oa mpénet va,
BeParmbeite 6T epappolel cooTd.

o Edv Aappavete odovtiatpikn Oepaneio 1| mpdkertan vo voPAndeite oe odoviatpikn emépuPfaon
(1. e&oyyn 60vTioD), EVIIUEPDGTE TOV YLOTPO GO OYETIKA UE TNV 000VTIKY Oeparmeio Gog Kot
EVNUEPMOOTE TOV 000VTIOTPO Gag yio TNV Bepoameio pe Osenvelt Tov AauPavete.

. Emwowvmvnote e Tov yatpd Kot Tov 000vTiaTpd oag AUECOE 0V TOPOVCLAGETE OTOLOONTTOTE
TPOPANUA 6TO GTOUA 1) 6T SOVTLO GaG OTTMG YaAApA dOVTIL, TOVO 1| TPHELLO0, [T ETOVAMGN
TANYOV 1 ekkpicemv kaBDg avtd propel va gival evdeilelg ooteovéKpwong g yvébov.

Aocbeveic mov vrofaiioviat oe ynueobepansio Kavn aktvobeponeio, Aappdvovv otepogldn M

OVTI-0LYYELOYEVETIKA QApLaKa (To omoia ypnotporotodviat yio v Bepaneia Tov KapkKivov),
voPaALovTal € 0dovTINTPIKT ETEUPOOT] Ol 0TT0T01 OV AUUPAVOLY TOKTIKT 000VTINTPIKT PPOVTION 1
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£€yovv VOGO TV 00AMV 1 01 010101 Vol KamVIeTEG Umopel vor £xouv avEnpévo Kivouvo ePeaviong
00TEOVEKPWONG TNG YVABOoUL.

Mn ovvnBeg kdTaypo Tov punploiov 06Ton

Kdamotot acBeveic £xovv eppavicel un odvndeg kdTaypo Tov unplaiov 06tol Katd TN SLAPKELD TNG
Oepamnciog pe devocovudunn. Enkotvovinote e Tov Yiatpd 6og edv viMoeTe vEO 1 un obvnbeg movo
070 10%10 060G, 6T PovfwViKn Y®PO 1 6TO UNPO GOG.

Yynid eninedo acPectiov oto aipa petd n drokonmn e Bepaneiog e devocovpdunn

Kdamotol aoeveig pe yiyavtokuTTopikd KopKivo TV 06TOV EX0VV ELQAVIGEL VYNAG entineda acPeotiov
070 aipo fdouddeg £mg kot pnveg petd ™ dtokom g Oepaneiag. O yiotpdg oag Ba cag
TopaKoAoLOEl ylo onueia KAl CLUTTOUATO VYNADY ETTES®V aGPECTION, 0POV GTALATHGETE VO
Aappdvete to Osenvelt.

IMoord ko Epnpor

To Osenvelt dev cuvioTdTon Yio Tondld Kot EQrPovg KaT® TV 18 TV €KTOG TOV PPV UE
YIYOVTOKDTTOPIKO KOPKIVO TV 0GTAV, TOV 0OTOlMV Ta 06TA £0VV GTANOTNCEL Vo avanticcovtal. H
ypnon Tov Osenvelt dev £yet peretn el oe Toudid Ko ePRBovg pe AAAOVE KapKivoug mov Exovv
e€amlmbel ota 00TA.

Alha gappoxa kar Osenvelt

Evnuepmote Tov yiatpd 1 TOV opUaKoTold cag edv maipvete, £xete mpOGPATA TAPEL 1| LWITOPEL VOl
mhpete GALO PApHOKO. AVTO CUUTEPIAAUPAVEL PAPLLOKE TTOV XOPTYOVVTOL Y®PIG LUTPIKT GUVTOYT.
Eivon diaitepa onuavtikd va evpepdoeTe ToV Y1aTpo cog av voPfdidecte og Oepancia pe

o KAmoto AAAO PAPLLOKO TOV TEPIEYEL OEVOGOVLAUTN

o SPpOoEovIKA

Agv mpénet va Aapfavete Osenvelt Tavtoypova pe GAAL PAPLOKO, TTOV TEPLEYOVY OEVOGOVUAUTT 1
SPOOPOVIKA.

Kinon kot Oniaopdg

To Osenvelt dev €yel dokipaotel oe gykvovg. IIpémel oTMGONTOTE VO EVILEPMDGETE TOV YIUTPO GOG EQV
glote €ykvog, vouilete 611 pnopet va giote £ykvog 1 oyedtdlete va anoktioete Taudi. H ypnion tov
Osenvelt dev cuviotdtol av giote £ykvog. Ot yuvaikeg avamapaymyikng nAtkiog 0o mpémnet va
YPTCULOTOLOVV OTOTEAEGLOTIKEG HEBOOOVE AVTIGVAANYTG KOTA TO dtdotnua Oepaneiog pe Osenvelt
KOl Y10l TODAGYIOTOV 5 uives petd T dlakom g Bepaneiog pe to Osenvelt.

Av petvete éykvog katd tn dudpketa g Oepameiag pe Osenvelt 1) o€ S146TNHA WIKPOTEPO TOV 5 VOV
petd tn dwakonn tng Bepamneiog pe 1o Osenvelt, Tapakareiote OTOG EVNUEPDOETE TOV YIOTPO GOG.

Agyv gival yvooto gdv to Osenvelt amekkpiveTal 6to unTpikod yaAa. Eival onuovtiko va evnuepmoete
ToVv Y1Tpd oag edv INialete 1 oyedidlete va nrdcete. O yiatpds oag Ba cag fonbnocet va
anopocicete edv Oa dakdyete To Onhacpod 1 ) Bepaneio pe Osenvelt Aapfdavovtag vdyn To 6pelog
Tov ONAacpov Yo To Toudi kot to 6gerog Tov Osenvelt ylo T untépa.

Av OnLalete katd ) dwdpkela g Bepaneiog pe Osenvelt Tapaxoreiote OTOS EVIIEPDGETE TOV
Yiatpd Gog.

ZnNoTe TN GLUPOLAT TOV YLITPOD 1| TOL POPLOKOTOLOD GOG TPV TAPETE OTOLOINTOTE PAPLLOKO.
001yN o1 Kot LEPIOROS PNV LATOV

To Osenvelt dev €yel kapia N €L ACHUAVTT EXLOPACT) GTIV TKAVOTNTO 0011YNONG KOL XEPITLOD
U oV UaToy.

To Osenvelt tepréyel copprroin (E420)
Av16 10 QapuraKo mepEyetl 79,9 mg copPiroing oe Kabe Plaridio.
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To Osenvelt Tepréyel vaTpro
To @dppako avtd mepiéyet Aydtepo amd 1 mmol vatpiov (23 mg) ava d6on twv 120 mg, eival avtd
7ov ovopualovpe “elevBepo vatpiov”.

To Osenvelt Tepréyel molvoopPixké 20 (E432)

Av16 10 Qapuaxo mepéyet 0,17 mg molvcopPikov 20 ce kdbe PLOAISIO TOV 1GOSVVALOVY LE

0,1 mg/ml. Ta mohvcopPikd pmopel va tpokarécsovy adiepyég avtidpacelc. Evnuepmote tov 10tpd
G0G 0V EXETE YVMOTEC OAAEPYiEC.

3. og va ypnoporomjcete To Osenvelt
To Osenvelt Tpémel va yopnyeitat vwod v 0OV evog emayyelpoTio vyEiag.

H ocvvietdpevn d6om tov Osenvelt eivar 120 mg yopnyovuevn pa eopd otic 4 BOoUAdES, ¢ EPATOE
éveon Kato and 1o dépua. (oddpia). To Osenvelt evietor 6To UNPd, TNV KOIALOKN YDPO. 1 TO Gvod
pépog tov Ppayiova. Edv Aappavete Bepameia yia yryavtokuttapikd 0yko Tamv 06t®v, Ba AdPete and
pio emmpdcbetn d6om 1 efdoudda kot 2 efdopadec LETA TNV TPAOTN dOGN.

Mnv avokiveite.

®o mpémnel emiong vo Aapfdvete couminpouato acpectiov kot frrapivig D yia 660 didotnuo
naipvete Osenvelt ektog edv Exete mepiooeln aoPectiov 610 aipa cag. O yaTpdc cog Ba To cuintroet
avtd podti oog.

Edv éxete meplocdTEpEG EPOTNOELG GYETIKA LLE T YPNOT AVTOV TOV QUPUAKOV, POTHGTE TOV YIATPO,
TOV (OPLOKOTOLO 1| TOV VOGOKOWO GO,

4. MBavég avemBOunTeg evépysereg

Onwg 6ha To pAppOK, £TGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELEG, OV
Kot 6gv Topovctalovtal 6€ OAOLG TOVG AvOPMOTOVC.

Mopaxoreiote OTOS EVIINEPDOGETE TOV YIUTPO GO APUECMG OV TOPOVCIACETE KATOLN O TOL
akolovbo cupnTdpata eve Ppickecte og aymyn pe Osenvelt (Lmopel va emnpedoovy mTeEPIEGOTEPOVC
a6 1 otovg 10 avBpadmovg):

. LUUIKOVG GTOGUOVG, MVIKEG GUGTIUCELS, KPAUTES, aicOnua LovdidouaTog 1 pupunkicong ota
SYTLAN TOV YEPIDV KL TOV OOV 1 YOP® A0 TO GTOUM KO/ EMANTTIKES KPIGELS, GLYYLON 1
am®AELD TOV actnoewnv. Avtd Bo propodoay Vo amroTeA0DV oTUEid YOUNADY ETMESDV
acPeotiov 610 aipa. Ta younid enineda acPeotiov oto aipa pmopel eniong va odnynoovy ce
oAAayn Tov Kapdiakol puBpov mov ovopdletor Tapdtacn tov QT, 1 omoia damicTd®vETOL e
niektpokapdoypdonua (HKT).

IMopoxoreioTe OTOS EVIINEPDGETE TOV Y1O.TPO KOL TOV 000VTIOTPO 6OG ORECOS OV TAPOVGIACETE

Kdmola amd To akdAovBo cuuTTONOTO EVD Ppickeote o€ aywyn pe Osenvelt 1] HETA TN S1OKOTN TNG

Oepaneiog pe o Osenvelt (umopel va enmnpedoovy £wg kat 1 otovg 10 avBpmmoug):

o EM{OVO TTOVO GTO GTOWN KaUM 61N Yvabo Kavn oidnua | TANYEG 610 6ToOUa 1| 6T Yvado oV
dev emovimdvovtol, ekkpicelg, povdlacua M aictnuo Bapovg otn yvabo 1 yordpmon evdg
dovtov Bo pmopovoay va eivar onpeio PAAPNG 010 0610 TG Yvabou (ocTeovEKpmOT)).

IHoA0 ovyvéc avemBopunteg evépyseieg (Lmopel va ennpedoovy TeplocOTEPOLS amd 1 GToVG
10 avBpmmovg):

. TOVOC 6TA 00TA, 0TI APBPMGELS KA/ TOVG UDEG TTOV UEPIKEC POPEC Elvar Gofapoc,
. dvomvola,
o duappota.
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Yoyvéc avemOounteg evépyereg (Umopel va emmpedoovy ém¢ 1 atovg 10 avBpmdmovg):
o YOUNAQ ETITEDD, POCPOPOL GTO AipLdl (VTOP®SPATALLIN),

. aQoipeon dovTIon,

o vrepPorikn| Epidpwon,

o o€ acbeveig pe 6yko mpoywpnuévov otadiov: avamtuén dykov GAAoL TOTOV.

Oy ovyvég avemBopnteg evépyeteg (umopet va ennpedsovv éog 1 otovg 100 avBpmmovg):

o VYNAG enineda acPectiov oto aipa (vrepacPeotionpio) petd tn dokonn g Oepaneiag o
ac0eveic e YLYOVTOKDTTOPIKO KOPKIVO TOV 0GTMV,

. VEOG 1 Un ovviOng Tovog oto 1yio cog, otn fovPrvikn xdpa 1| 6to Pnpod cog (Kabmg avtd
umopei va omoterel Tpdun £vOEIEN £vOg TOOVOD KOTAYUATOS TOL UNplaiov 06Tov),

. eEAvOn I TOL EVOEXETOL VO, EUPOVIOTEL GTO 0PN 1) TANYEG 6TO GTOMO (AELNVOELN

QoppoKevTKd eEavOnuata).

Yravieg avemOounteg evépyereg (umopel va ennpedoovy £o¢ 1 atovg 1.000 avOpdmovg):

o OAAEPYIKEG OVTIOPAGELS (). SLPIYULOG (CPUPLYLLE) 1] SVGKOAIQ GTNV AVOTVOT], OO TOV
TPOCHTOV, TOV YEIMMDV, TNES YADGGOS, TOV AQLLOD 1) AAAWDV UEPDV TOL COUATOS, EEAVONUQ,
oayobpa 1 kKvidmon o1o dépua). e OMAVIEG TEPIMTAOGELS Ol AAAEPYIKEG OVTIOPACELS EVOEYETOL
va glvar coPapéc.

Mn yvooTég (n cuyvotnTa ToVg dev umopel va extiun el pe Pdon ta debéoipa dedopuévar):
. Evnuepoote tov yuotpd cog eqv £xeTe TOVO GTO ATL, EKKPIOT) 0md TO avTi, Ko/n Aoipnmén oto
ovti. Avtd pmopet va etvar onpadia ootiking PAAPNG 6T0 CLT.

Ava@opd avemOOuUNTOV EVEPYELOV

Edv mopoatnpnoete kamoto avemiOUnt evEPYELN, EVILEPDGTE TOV YIOTPO, TOV QAPUAKOTOLO 1) TOV/TNV
VOGOKOLO 0aG. AvTtd 1oyDeL Kot Yio KAOe Tihovi avemBountn evEPYELN TOL dEV OVAPEPETAL GTO TOPOHV
@OALO 0OMY1DV Yprionc. Mmopeite emiong vo avapépete avemBounteg evépyeileg anevbeiog, HECH TOV
€0vIKoL GLGTNUATOG AVaPOPAS TTOL avaypaesTol oto [apdpnua V. Méom tng avaeopag
OVEMBOUNTWOV EVEPYEIDV UTOPEITE VO fonONGETE TN GLALOYT TEPLOCTOTEPMVY TANPOPOPLOV CYETIKA
LE TNV 0CQAAELN TOV TOPOVTOG PUPILAKOV.

5. IIog va pvrdcocete To Osenvelt
To @appoko ovtd TPETEL VO PUAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal OV TO POAVOLV TO, TOdLA.

Na pn ypnoiponoteite avtd 10 GAPUOKO LETE TNV Nuepounvio ANENG OV avapEPETAL GTIV
gmonpavon kot 6to kouti petd tnv AHEH/EXP. H nuepounvia Anéng etvon 1 tekevtaio nuépa tov
UVa, TTOL OVOQEPETOL EKEL.

dvidocoete og yoyeio (2°C — 8°C).
Mnv kaToyvyETe.
Ddvldcoete T0 PLOAISIO TNV EEMTEPIKT GLOKELAGIO Y10 VO, TPOGTOTEVETOL OO TO POC.

To @uaiidio umopel va peivel extdg Woyeiov yio va etdoel o€ Oepuokpoacio douatiov (Emg 30°C) apv
amo Vv éveon). 'Etol 1 éveon Oa yivel o dveta. Amo Tn 6Tiyun mov o erodidio apebei va ptdost o€
Oeppoxpaocio dopatiov (émg 30°C), uropel va puiaybel oe Beppokpacio dopatiov yio éva epamal
duonua mg 63 Nuep®V, YOpig OUMG v Yivel vépPacn g apykng nuepounviag AMéne. Epdcov
amorteital, 10 PLAidlo pmopel vo, emioTpapel 6To Yoyeio pio popd evidg ovTOV TV 63 NUEPOV KoL VO
QULAAooETOL EKEL EC TNV apyIkN nuepounvio AnéNG.

Amoppiyte 10 QroAidio edv dev ypnoyomombei evtog Tov epdama S106THTOC TV 63 NUEPDY EKTOC
YoYeiov N £0¢ TNV apyIkn nuepounvio ANENG, 0To10 amod ta 000 GVUPEl TPMOTO.
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Mnv metdite eAPUAKO GTO VEPD TNG AMOYETELONG N OTA OIKLOKA amoppippata. Potote tov
QOPLOKOTOLO GOC YOl TO TS VO TETAEETE TOL PAPLLOKO TTOV OEV ypnoLlomoteite mo. Avtd to uétpa Ba
BonBnoovv oty Tpoctacia tov meptPdiiovtog.

6. Ilepreydpeva TG GVGKEVLUGINS KOl AOUTEG TANPOPOPIES

T epréyel To Osenvelt

- H dpactikn ovoia givar 1 devocovudumnn. Kabe proridio mepiéyet 120 mg devosovudunn o
1,7 ml dredvpatog (mov avtiotoryel o 70 mg/ml).

- Ta dAAa cvotaTikd givar 0Eko 0&D, TpLEVLOPO &Ko vatplo, copPitoin (E420),
moAvcopPiko 20 (E432) kai 0dmp yio eVEGIUAL.

Epg@davion tov Osenvelt kol Tepreyopueva TS GVGKELAGIOG
To Osenvelt eivau éva evéayuo dtalvua (EVEGIUO).

To Osenvelt givot éva dtowyég, dypopo Emg ®YPOKITPVO StEAVLLA.

Kd&Be cvokevacio mepiéyet éva, tpia 1 t€ocepa ploAidla piog yprone.
Mmnopei va v KuKAOPOpOUV OLEG 01 GLUOKEVAGIES.

Karoyog Aderog Kvkhogopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest,

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

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

ToAAio

HopookevaoTi|g

Midas Pharma GmbH
Rheinstrasse. 49, West,
55218 Ingelheim Am Rhein,
Rhineland-Palatinate,
T'eppovia

IHopoackevaostig

Kymos S.L.

Ronda de Can Fatjo, 7B
Parc Tecnologic del Valles,
Cerdanyola del Vallgs,
08290 Barcelona,

Iomavia

INo omoladnmote TANPOPOPio. GYETIKA LE TO TOPOV POPUOKEVTIKO TPOidV, TapauKoieicOs va
amgvbuvbeite otov Tomikd avtimpdsmmo tov Katdyov g Adelag Kvkhogpopiag:

Belgié/Belgique/Belgien Lietuva
Celltrion Healthcare Belgium BVBA Celltrion Healthcare Hungary Kft.
Tél/Tel: +32 1528 7418 Tel: + 36 1231 0493

BEinfo@celltrionhc.com

37


mailto:BEinfo@celltrionhc.com

bbarapus
Celltrion Healthcare Hungary Kft.
Tem.: +36 1 231 0493

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

Danmark

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

Deutschland

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

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

Elrada
BIANEE AE.
TnA: +30 210 8009111

Espaiia

CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910498478

contact es@celltrion.com

France
Celltrion Healthcare France SAS
Tel: +33 (0)1 71 25 27 00

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

Ireland

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

Island

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

contact fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare italy@legalmail.it
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Luxembourg/Luxemburg

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

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

Malta
Mint Health Ltd
Tel: +356 2093 9800

Nederland

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

Norge
Celltrion Healthcare Norway AS
contact no@celltrionhc.com

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

Polska

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

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA

Tel: +351 21 936 8542
contact pt@celltrion.com

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

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

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

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact fi@celltrionhc.com
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Kvbmpog Sverige
C.A. Papaellinas Ltd Celltrion Sweden AB
TnA: +357 22741741 Tel: +46 8 80 11 77

contact_se@celltrionhc.com

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

To mapév ¢vALo 00N LAV YpfioNS avadempOnKE Yo TELEVTALIN POPA OTIS

Aentopepeic TANpoopieg yio T0 papproko avtd eivar dtabéoipeg 6To diktvakd ToTo Tov Evpmmaikod
Opyaviopot @apudrmv: https://www.ema.europa.eu.

O Tinpo@opicc Tov akorovBovV amevOivovTal pévo o€ erayyslpatieg vysiog:

IIpwv amd ) yopnynon, to didivpa tov Osenvelt mpémet va eléyyeton ontikd. Mnv
YPTCULOTOLEITE TO dLUAVpA EGV TEPLEYEL OPOATH COUATIONN, EIVOL VEPEADIES 1) ATOYPOUATICUEVO.
Mnv avokiveite.

I vo amo@iyete ) dvoeopia otn BEon éveong, apnote 10 PLaAidio va @Tdcel oe Oeppokpacia
dopatiov (péxpt 30°C) mpv and v Eveon kot gyyvoTe apyd.

®a mpémeL Vo, eyyVETE OAO TO TEPLEXOUEVO TOL PLOALIIOL.

INo ™ yopnynon g devosovpdunng cvotivetol Behdva 27 gauge.

Agv Qo TpENEL VO EMAVEIGEPYETOL GTO PLAALSIO.

Kd&Be aypnoiponointo mpoidv 1 VTOAEULO TPETEL VO OTOPPITTETOL COUPOVO LE TIG KOTH TOTOVG
1GYVOVGEG OYETIKES SLOTAEELS.
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