ITAPAPTHMA I

HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY IIPOIONTOX



V' To géppoxo avtd tekei vTd GLUTANPOUOTIKH TOPaKoAoVON Y. AVTd Bol ETTPEYEL TO YPHYOPO
TPOGIOPIoUO VEDV TTANPOPOPLOY AoPAAELNG. ZnTeital omd Tovg emayyeluaTies vyeiag vo
avaQEPOLY 0o1EcONTOTE TBOVOLOYODEVES OvemOOUNTEG evépyeleg. BA. mapdypago 4.8 yio tov
TPOTO aVOLPOPAG AVETIOVUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Denosumab Ascend 120 mg evésyo didivpa

2. IMOIOTIKH KAI ITIOXOTIKH XYNOGEXH
Ka0e praridro mepiéyet 120 mg devocovpdumne o 1,7 ml dtodduatog (70 mg/ml).

H devocovpdunn eivar éva avlpdmivo povokAwmvikd avticopa IgG2 mov Topdyetal 6 KUTTOPIKN
oelpd NAaotiko (KoTtapa wobkng KvEélukov KpiknTtov) pe texvoroyia avacuvivacpuévov DNA.

‘Exdoya pe yvootég dpdoelg:
Kafe 1,7 ml dStuhdpotog mepiéyel 78,2 mg copPrtoing.
Ka0e 1,7 ml dStuddpotog mepiéyet 0,17 mg moivcopfikov 20.

IMa tov T pN KatdAoyo Tov ekddymv, BA. mapdypapo 6.1.

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

Awvyég, dypopo g avoryto Kitpvo dtdAvpa yopig opatd copatiow, pe pH peta&oy 5,0 kot 5,5 kot
ocpaypappopoptokdmto ard 270 £og 350 mOsmol/kg,

4. KAINIKEXZ IAHPO®OPIEX

4.1 OgpomevTiKég evoEilelg

[Ipoinym okeletikmdv copPopdtov (tadohoykd KATayHo, 0KTIVOBOAID TV 0GTOV, GUUTIEST] TOV
votioiov puelod 1 YEPOVPYIKN TV 0GTHOV) GE EVIIAIKEG LLE TPOYWPT LEVEG KAKONOELES OV EUTAEKOVY

ta 0otd (PA. mopdypapo 5.1).

Oepameio TOV EVNAIKOV KOl TOV CKEAETIKA OPIUOV EPNPOV UE YIYOVTOKVTTAPIKO OYKO TOV 0GTMOV TOV
glval aveyyeipntog 1 0Tav 1 YEPOLPYIKT EKTOUN &ivarl TBOVO Vo 001 yNGEL 6€ Gofapr] Voo poTnTa.

4.2  Aocoloyio Kol TPOTOS YOPNYNONS
To Denosumab Ascend Ba mpénet va yopnyeital vo v evddvn evog emayyehpotio vyeiog.

Aocoloyia

Amotteitot 1 copmAnpopotiky xopnynon tovidyiotov 500 mg acPeotiov kat 400 U Brrapivng D
nuepnoing oe 6Aovg 1oV acbevelg extdc Kal av mapatnpeital vrepacsPeotopio (PA. mwapdypago 4.4).

Y1ovg aobeveig mov Aappavovv Bepaneio pe Denosumab Ascend Oa mpénet va divovtal to eUALO
oMYV xpromg Kot 1 képto vrevhdong achevoug.



LHlpoAnym v orkeleTik@V ovufoudtwy oe EVRAIKES U TPOYWPNUEVES KaKONOLIES TOV EUTAEKODY TaL
0070,

H cvvietdpevn 66om gival 120 mg yopnyoduevn og epdnas vwodoplo £vesn Ui popd kabe

4 gBdopddeg 6To PUNPo, ™MV Kook Ydpa 1 To dve PéEPOC tov Ppayiova.

Tiyavrokottopixog 6ykog v 0oty

H ocvvietdpevn d6om tov Denosumab Ascend eivar 120 mg yopnyovpevn og epamas vroddpia £veon
pia @opd kéBe 4 efdopddeg oto UNpod, TNV KOMAKN xdpa 1 To dve pépog tov Ppayiova pe
emmnpocbeteg dooelg Twv 120 mg Tig nuéPeg 8 kat 15 g yopnynong tov tpdTov unve g Bepameiog,

Ot acBeveic g pekétng edong Il mov vToPANONKOY GE TAN PN EKTOUN TOV YIYOVTOKVTTAPIKOD OYKOL
TOV 00TOV EAafav emmAEOV 6 unveg Depameiog LETA TN XEPOVPYIKN ETEUPACT), COLPOVA, LLE TO
TPWOTOKOALO TG LEAETNC,

Ot acBeveic Le YryavToKLTTOPIKO OYKO TMV 00TMV TPEMEL VO, AEI0A0YOVVTNL GE TAKTE Y POVIKA
StoThipoTa Yo vo SlmotdveTal dv cuveyifovv va £xovv 0pelog amo 1 Bepamneio. Te acbevelg Tov
omoiwv 1 vooog Ppioketat vrd éheyyo pe To Denosumab Ascend, dev €xel a&toloynOei 1 enidpaon trng
oo G 1] ToV TEPUATIGHOV NG Bepaneiog, MGTOCO TEPLOPICUEVE dEdOEVE GE 0VTOVG TOVG 0loBevelg
OgvV VTTOJEIKVVOVY LTTOTPOTY E T dtokonn| Tng Oepamneiog.

Negpixn dvalertovpyio
Agv amotteitol Tpocappoyn g 006ong o€ acbeveic e veppikr sveieitovpyio (PA. mapaypdagoug 4.4
Y10 GLGTACEIS GYETIKA UE TNV Ta.paKoAovONon Tov acPeotiov, 4.8 kat 5.2).

Exntawon the NToTikiG ASItovpyiog
H acpdien kot m amotelecpatiKOTnTo TG OEVOGOVUAUTNG dev £xovv pelemn el oe acBevelg e
EKTTOOoMN TNG NTATIKNG Agttovpyiog (PA. mapdypago 5.2).

Hlciouévor aobeveic (niikiog > 65 ewdv)
Agv amorteitol Tpocappoyn mg 666 6Toug NAKIOUEVOLG acbeveic (BA. mapdypapo 5.2).

Haidatpixos wAnBoouos

H acpdieln ka1 amotelecpatikotnte tov Denosumab Ascend dgv éyovv texunplodel og
modTpikovg acteveig (MAtkiog < 18 et@v) extdg TV OKEAETIKA OPL®V oV (MAiog
12-17 eT®V) L YIYOVTOKLTTOPIKO OYKO TMV 0GTAOV.

To Denosumab Ascend dev cuvictdrtal og Toudiorpikovs acbeveic (nAkiog < 18 etdv) ektdg TV
OKEAETIKG PV epnPav (MAwkiag 12-17 eTdV) pe yryavtokuttapikd 0YKo Tav ootV (PA.
Topaypago 4.4).

Oepameio TOV OKEAETIKG GPILOV EQNPOV LLE YIYOVTOKLTTAPIKO OYKO TMV 0GTMV 7OV Eival
aveyyeipntog 1 6Tav 1 XEPOLPYIKN eKTOUN gival TOAVO va 0dNynoeL o€ GoPopn voonpodmTa: 1
docoroyia eivaln 1010 OIS Y10, TOVG EVIATKEC.

H avaotor] too RANK/RANK ligand (RANKL) o€ peAéteg pe {da cuvoednKe e TNV aVOGTOM] TNG
aVATTLENG TOL 06TOV KOl TNV EAAELYN EKOLONG SOVTIDY, OAAL ALTEG OL OAAAYEG NTAV LUEPIKADGS

avaoTPEYES LETA T Swkom NG avacToAns Tov RANKL (BA. mapdypago 5.3).

Tpdmog yoprynong

IMa vrodopw yprion.
To oi6Avua Denosumab Ascend 120 mg/1,7 ml oe pralioio uiog yprong:
H yop1jynon tov goidiov 120 mg/1,7 ml Bo mpémetl va Tpory o TOTOLEITO ATOKAEIGTUK OO

emayyerpotio vyelog.

IMa odnyieg oyetikd pe v (PR oM, TOV YEPIGUO Kol TNV amdppuyr, PA. Tapdypopo 6.6.



4.3 Avrtevositelg

YnepevaioOnoio o1 OpacTiKi ovcio 1 6 KATOL0 Ao To EKS0Y TOV AVOPEPOVTNL GTNV
mapdypago 6.1.

YoBapn vracPeotiaipio o v onoio ot acOeveig dev Exovv AdPel Bepaneia (PA. mapdypoapo 4.4).
Mn enoviopéves PLAPeG amd 060VTIKY XEPOVPYIKT| EMEUPACT 1| EYYEIPNOT GTOUATOC,
4.4 E0kég mPogtdomoun|oEls Ko TPOPUAAEES KT TN Yp1jon

IyvnAocwét o

[poxepévou va Pertimbel 1 1yyvnAocoT T TV PLOAOYIK®V GAPLAKEVTIKMY TPOIOVTWOV, TO GVOLLL
Kol 0 apOG TOPTIBOG TOV YOPNYOVLUEVOL QUPHAKOV TPETEL VL KATAYPAPETOL LLE CAPTVELD.

2VUTANPOUOTIKT Yop1ynon acBestiov kot Prrapivig D

Amatteiton ) ovuTANpOUATIK YopnyNon acPectiov kat Prrapivng D og 6Aovg Tovg aebeveig exTog
Kol av mapatnpeitoat vrepacPeotiaio (BA. Tapdypago 4.2).

YrooBeotioupio

H mpovmdpyovca vracPeostioio tpénet va dtopBmvetat tptv omd v Evapén tng Oepaneiog pe
Denosumab Ascend. YnoaoBeotiopio pmopet va copPel avi mdoo otrypn Kotd mn SdpKed g
Oepamneiog pe Denosumab Ascend. H mapakolotOnon tev emnédwv acfeotiov mpénel va dievepyeital
(1) Tpwv v apyum 86om tov Denosumab Ascend, (ii) evtog dV0 efSOUAdOV HETA TNV apyIKT SO0,
(iii) o€ mepinTwon epPaviong TlaveOY cLUTTOUATOV VTacBectiopiog (PA. mapdypao 4.8 yio o
ocvumtopata). [pénel va eéetactel 1o evoeyopevo emmpdcobetng mopakolovdnong TV enimédwny
acPeotiov katd TN ddpkela g Oepameiog oe aoOeVeElg e TOPAYOVTES KIvODVOD Y10, VITOGBESTIONUN, 1)
gdv evdeikvotat Yoo dAhovg Aoyoug pe Bdon v KAMVIKY| KATAGTAGT] TOL a.oOevY|.

Ot aoBeveic mpénet va evBoppivovTol Vo ovOPEPOVY GUUTTMOUOTO EVOEIKTIKA TG LItacPeototpiog. Av
nmpokAnOel vracPeotionpia Katd T yopnynon tov Denosumab Ascend, mBavov va ypeloctel
YXOPNYNON EMTAEOV GUUTAN POUATOV acPectiov Kot emmpdsbetn Topakorovdnon.

Ymv eumeipio petd mv kokhoeopia, £yl avaeepdei cofapn CLUTTEOUATIK VUG PBECTIOUIN
(ovumeptiapfoavouévov Bavameopmv meptotatik®v) (PA. Tapdypago 4.8), Le To TEPIGCOTEPL
TEPIOTATIKA VO, epQavilovTat Tig TpmTeg Efdonadec puetd v évapén g Bepaneiog, aAld umopei va
ELQOAVIOTOVV KOl ALPYOTEPQL.

Neoppikn dvoAsitovpyio

O acBeveic pe coPapr veppikn duciettovpyia (kdBapon kpeativiviig < 30 ml/min) 1| Tov
vrofaAlovial o€ apokaboapon SatpEyovy HeyaAbTepo Kivouvo guedviong vrocpeotiapiog O
KivouVog EULPAVIOT G LTTAGPESTIOING KOl GUVOdMY 0VENGEDY TNG Topabopudvng av&avel pe v
avénomn tov Babpod g veppikng dvoiettovpyiac. H taktikg mapakoiodbbnon tov emmédmv
acPeotiov givat Waitepa GNUAVTIKN G€ 0LTOVE TOVG aoOEVELS,

Ooteovékpmon tne yvabov (ONI)

‘Exet avapepBet ONI” cuyvd oe acBeveig mov Aapfdavovv devocovudunn (PA. mapdypopo 4.8).

H évapén Bepamneiag/véov khkiov Oepanciog o mpénet va kabuotepeital og acheveic pe pn
EMOVAWOWEVEG 0voLyTEG PAGPeG pohakmV popimv 610 otopa. OdovTIoTpikdg ELEYYXOG UE TPOANTTTIKA



000VTIOTPIKY TOPERPOCT Kol ATOUIKT 0ELOAOYN O 0OQPELOVS EVAVTL KIVOUVAOV GUVIGTATOL TPV OO TN
Oepameio pe 6EVOGOLUAUTN.

Ot ako6lovbot Tapdayoviec Kivdvvov Ba mpénet vo Aapfdvovtot vwoyn otav a&loroyeital o kivouvog

epupaviong ONI otov acBevn:

. 1 OTOTELECUATIKOTNTO TOV POPUAKEVTIKOD TPOIOVTOG TO OTOI0 AVALCTEAAEL TNV OCTIKN
amoppoPnon (VYNAGTEPOG KIVOLVOG Y10 TIG OVGIES LE VYA OTOTEAEGUATIKOTITA), TV 000
yopnynong (VYNAOTEPOG KIVOLVOG YlaL TNV TALPEVIEPIKT YOPNYNOoN) Kol TV afpoiotikn d6on g
Oepameiag yio ™V 00TIKY ATOPPOPNGT.

. KapKivog, KATAGTAGELS oLVVOCT POTNTOG (T.). VOO, SLOTOPOYES TNKTIKOTNTOG, AOLMOEELS),
KATVIGLLOL.

. cvyyopnyovueves Bepameies: KOPTIKOGTEPOELIN, YN LeloDEpATEIN, AVAGTOAELS QyYELOYEVEDTG,
aktvobepameio KEPAANG KoL TPOYNAOV.

. KOKT] GTOUOTIKT VYIEWVT, TEPLOOOVTIKT] VOGOGS, KOKDG EPUPLOCIEVEG 0O0VTOGTOLYIES,
TPOLTAPYOVGO 000VTIKT VOGOG, ETEUPOTIKEG 000VTIOTPIKES TapeUPacels (T.y. e&oymyn
000VTOV).

‘O)ot o1 aoBeveig Tpémel va evBappOVOVTOL VO d10.THPOVY KOAN GTOUATIKY VYIEWVH, VO, ITORAAAOVTOL GE
TOKTIKODG 000VTIATPIKOVG EAEYYOVG, KOL VO AVOLPEPOVY AUEGMG OTO0ONTOTE GTOUOTIKO CUUTTOLOTO
OTMG 0JOVTIKN KIVNTIKOTNTO, GAYOC 1) 010N U0, 1] 1N ETOVAMOT] EAK®V 1] EKKPIcEMV KATA TN SLAPKEL
Oepamneiag pe ) devoocovuaunn. Evéd Bpiokovtal vwd Bepameia, ot emepfaticég 0doVTIATPIKEG
nmapepPaocels Oo mpémetl va dedyovTal Lovo HETE amd TPOCEKTIKN £EETAIOT KO VO, ATTOPEVYOVIOL GE
LIKPT (pOVIKd amdotaon amd TV yopnynon tov Denosumab Ascend.

To oyédo dyeiptong tov acdevav mov epupavifovv ONI npénel vo kabopiotel e oTevh cuvepyOGia
peta&d Tov BEpATOVTOG LITPOD Kol EVOG 000VTLATPOL 1) YEPOLPYOD GTOUATOG pe eumelpia o ONIT.
[pémel va e&etaletal To EVOEYOUEVO NG TPOSMOPIVIG Sokomn ¢ Tng Bepameiag pe To Denosumab
Ascend £0¢ 0TOL 1) KATACTOGT VIOXOPNGEL KOl 01 GUUPAALOVTEG TOPAYOVTEG KIVODVOL UETPILGTODV,
otav avtd glvor dSuvatdv.

Ooteovékpwon Tov €E® 0KOVOTIKOD TOPOL

006T1e0VEKP®GT TOV £E® OKOVGTIKOD TTOPOL AVAPEPONKE LE TN YPNOT OEVOGOVUAUTNG. ZTOVS THOVoUg
TOPAYOVTEG KIVODVOV 0GTEOVEKPMOTG TOV £E® AKOVGTIKOD TOPOL TTEPIAUUPavOvTUL 1) Ypron
GTEPOELODV Kol 1) ¥NUE0Depameia, K/ TOMIKOL TaPAYOVTEG KIVOUVOL OTTMG KATOwW, Aoinmén 1
TPOVUOTIOUOG. Xe aocbeveig Tov AapPavouy 6eVOCOVUALIT KAl TOPOLGLALOVY GUUTTMOUATO GTO OVTL,
OTMG YPOVIEG AOLUDEELG TOV AVTION, TPEMEL VoL AAUPAvETAL LTOYN 1| TOAVOTNTA 0GTEOVEKPMOOTG TOV
€€ aKovoTIKOD TOPOUL.

Atumo KOTAYLLOTO TOV UNPLaiov 06Ton

Atuma KATay oo Tov unplaiov 0otob Exouvv avaeepbel og acbeveic mov Aapupdvovy devocsovpuaunn
(BA. mapdrypapo 4.8). Atumo, KOy UOTe, TOV UNP1oiov 06To0 ropoldV v GLUPOVV UETA amd UIKPO 1
Ka.OOAOL TPAVUATIGIO GTNV VLOTPOYUVTIPIOL TEPLOYN KUl TEPLOYEG TNG SLdpuan ¢ Tov unpiaiov. Ta
ovupdpato avtd yapoktnpiloviot and GUYKEKPIUEVA OKTIVOAOYIKA EVPLOTO. ATVTO KOTAYUOTO TOV
unpaiov ootob Exovv emiong avaeepdel oe acbeveic [Le GVYKEKPIIEVEG TAONCELS CLVVOGT POTNTOG
(.. averapkela Prrapiving D, pevpatogidn apOpitido, VIOE®CEATUILIN) KoL LE TN XPToN
GUYKEKPIUEVOV POPUOKEVTIKMV TAPAYOVTOV (TL.). SIPM®GPOVIKE, YAUKOKOPTIKOELDN], ALVOLGTOAELS TG
avtAiog Tpwtoviev). Ta coufdpate avtd &xovv eniong mapatnpndel ympig avimoppoPnTikn
Oepaneia. [loapopota katdypato to omoia Exovv avapepbel oe GLVIVACUO LE FLPOCPOVIKE Etvat
GLY VA OUPOTEPOTAEVPO, (OG EK TOVTOV TO AVTITAELPO UNP10i0 0GTOVY TIPENEL Vo eE€TaOTEL GE acbevelg
7oV EAAPOV SEVOCOVUAUTI KAl TOL £YOVV VTOGTEL KATAYILO TNG O1dpvoTg Tov unplaiov agovo. H
dtokonn| Tov Denosumab Ascend ce acOeveic mov vdpyel vToyio 6Tl £(OVV ATLTTO KATAYUE UM POV
0o wpémel va extiunOet ev avapovn g a&loldymong tov acbevoic, pe Bacn v eE0TOUIKEDIEV
a&loldymon tov tolvyiov Kivdbvov-opéhove. Katd m didpkein Bepanciog e devocovudunn ot
acBeveic Ba mpémel va, evaeHNTOTOOVVTOL MGTE VO AVaPEPOLY VEO 1] Un cvvnBeg mOVOo 6To Unpod,



woyio N o Povfovikh yodpa. Ot acbeveig Tov TaPoLGIALOVY T0 CLUTTOUATO AVTA B0 TPETEL VoL
aEL0A0YOUVTOL Y10 ATELEG UN P10 KOTAYLLOL.

YarepooBeotiopmio petd ™ dokonn tne Oepaneiog oe aoheveic pe yryaviokuTtraptkd 0YKO TMV 0GTMOV
Kot o€ acfeveic ne okeherd og ovATTLEN

‘Exet avaeepBel kKAMviKd onUovTiK) vIepacBECTIOLLIO TOV OTOTOVOE VOOTAEN Kol TALV EMITAEYUEVN
amd o&eia veppikn PAAPN og acbeveic pe yryavTokuTToptkd OYKO TV 00TOV Tov Adpupavay Bepameio
pe devocovpaunn, fdouddeg £mg kal unveg petd m dwakomm g Oepameiog.

Meztd ) dwkomn ¢ Oepaneiog, mopakorovdnote Tovg acheveic Yoo oNuEin Kol GUUTTOMOTO
vrepacPeotiapiog, eEetdote To evogyOEVO TEPLOOIKN G AELOAGYN 0N G TOV 0loPeaTion G6ToV 0pod Kl
EMOVaEIOAOYNOTE TIC OVAYKES TOL AoBEVOVG OGOV aLPOPA TN GUUTANPOUATIKY Yoprynon acpectiov
kot Brrapiving D (BA. mapdypago 4.8).

To Denosumab Ascend dev cuvictdtal og acbevelg pe okehetd o avamtvén (BA. Tapdypagpo 4.2).
"Exet emiong avaeepOel kKAViKA onpavtik) vaepacfeotiaipio og autn TV opddn achevav fdondades
£€mG Kol UNVveg Petd tn dtokonn| tng Oepaneiog.

Alla,

Ot acBeveic mov vroPdirovtal oe Oepaneio pe Denosumab Ascend dev mpémetl va Aappdvouv
TOVTOYPOVA, GAAN QOPLOKEVTIKA TPOTOVTO TOV TEPLEYOLY OEVOGOVUAUTN (V1oL EVOEIEEIS
00TEOTOPMOTC).

O acBeveic mov vroPdilovton og Bepaneia ple Denosumab Ascend dev mpénet va Aappdvouv
TOVTOYPOVO SIPOCPOVIKG.

H xokoneto 6to yryavrokuttopikd dyko tmv ootmv 1 1 eEEMEN GE PETACTATIKT VOGO €ival €val
acvvnOec GLUPEV Kal EVag YVOOTOC TaPAyOoVTaG KIVOUVOL O OOOEVELG [LE YIYOVTOKLTTAPIKO OYKO TMV
ootwv. Ot acbeveic npémnel vo mapakoAovdodvtal Y10 oKTIVOAOYIKA onpeio kakon0elag, véag
aKTvodlovyelng 1 ootedAvong. Ta dubéotpa Khvikd dedopéva dev VTTOJEIKVIOLY avENUEVO Kivouvo
KaKon0ewg 6 06BEVEIG LLE YIYOVTOKLTTAPIKO OYKO TMV 00TMV oL Aapdavouvy Bepaneio e
OEVOCOVULALT.

[posidomoncelg Yo 1o, £K60Y 0.

To papuaKevTIKO 0VTO TPOIOV TEPLEYEL copPrtoin. H abpototikn emidpacn g tavtdypovng
XOPNYNONG TPOIOVI®V OV TEPIEYOVY GOPPITOAN (] PPOLKTOLN) Kol M UE TNV SlTPoPn ANym
copPrroing (1 epovktolng) mpémel vo AauPavoviol vToyn.

To papuakevtikd avto Tpoidv mepiéyet 0,17 mg moivcopPikod 20 oe ke Praridlo, Tov 1codvvaLel
pe 0,1 mg/mL. Ta moAvcopPikd pmopel va TPokaAEGOLY AAAEPYIKES AVTIOPAGELS. TO QUPUAKEVLTIKO
avTd TPO1oV TEPLEXEL AtydTEPO amd 1 mmol vatpiov (23 mg) avd d6on twv 120 mg, eival avtd Tov
ovopaovpe “ehevbepo vatpiov”.

To pappakeutiKd avtd mpoiov nepieyet 0,17 mg molvcopfikov 20 oe kabe 1,7 ml SroAvpaTOC GE
QloAid10.

To moAvcopPikd pmopei vo TpoKaAEGOVYV AALEPYIKEC UVTIOPAUGELG.

4.5 Alniemopdosic pe GAho QUPRUKEVTIKE TPOTIOVTO KOl GALES POPQES alAnAieniopaong

Agv &govv paypatomom Ol pekétec aANAEMOpAcE®Y.

g KAMVIKEG OOKLUES, 1] OEVOGOVUAUTY| YOpNYNOT1KE GE GUVOVACHO LE KAUGIKY] OVTIKOPKIVIKT Bepomeio

ka1 o€ acBeveic mov giyav mponyovpéveg AAPel Stpwopovikd. Ae onuetmOnKay KAVIKE o1 HAVTIKEG
LETAPOAEG OTN POPUOKOSVVOUIKT] KOl GTT| YOUNAOTEPT] GLYKEVIPWOGT| TNG OEVOGOVUANUTING GTOV 0pO



(creatinine adjusted urinary N-telopeptide, uNTX/Cr) amd T cvyyopnyoduevn ynuetobepaneio kaum
oppovobBepameio | amd TV Tponyoduevn £kbecn ce EvOOQAEPLN SIPOCPOVIKA.

4.6 TovipéTnTo, KUNON KO Yorovyio
Konon

Agv vmapyovv N gival TEPLOPIGUEVE TA KAVIKA SESOUEVA GYETIKA LUE TN (PNON TNG OEVOCOVUAUTNG GE
gykvovg. Meléteg og (oo kotédel&ay avamapaywyiky toéikdtnta (BA. Topdypapo 5.3).

To Denosumab Ascend dev GuvicTdTal Yo XpoT 6€ EYKVEG YUVOIKEG KOODG Kol G€ yuvaikeg
QVOTTOPOLY ®YIKAG NALKIAG 7TOV OgV ¥pNoomolovy avTicVAANYM. Ot yvvaikeg Tpémet vo kKabodnyovvial
MOOTE VO UN LEIVOLV £YKVEG KOTA TN SPKELN KOL Y10 TOLAAYIOTOV 5 UVeC LETA T Oepameia pe To
Denosumab Ascend. Ot 6moteg emdpdoelc Tov Denosumab Ascend sivot miBovo va tvar peyardtepeg
KT TN O1dpKeLD TOL SEVHTEPOV KOl TOV TPITOL TPYWHVOVL TNG KINong kKabdg Ta LOVOKA®VIKA
OVTICOUOTO LETOPEPOVTAL LEGM TOL TAUKOVVTO LE YPOUUKO TpOTO kKaBhs eEgdiocoetat | Kimon, 1e
TN UEYOAVTEPY] TOGOTNTO VO LETUPEPETOL KOTA TN OLUPKELD TOV TPITOL TPYHVO.

Oniaoudg

Agv gival yvootd edv 1 0EVOGOLUAUTN omteKKpiveTal 6To avBpdmivo yaia. O kivovvog ota
veoyévvnta/Ppéen dev umopet vo arokAieiotel. Mehéteg o€ movtikia knockout €dei&av 611 1) amovcia
tov RANKL katd m dtdpKelo e KONong WIopel vo enNpeqcel TNV opipoven Tov Loltkov adéva
00N YMVTOC G€ LEIWOTN TNG TOPAYWOYNG YAAUKTOC LETA TOV TOKETO (PA. Tapdypao 5.3). [pénet va
anopactotel €dv Oa drakomel o OnAaopog 1 Ba dwomel n Bepaneio pe Denosumab Ascend,
AapPavovtag vedym To OPELOG TOL INAACHOV Y10 TO VEOYEVVITO/PPEPOG Kol TO OPELOG TNG Oepameiog
YL TNV YovoiKo.

Tovipdémo

Agv vrdpyovv d100€cipo dedopéva Yo TNV EXIOPACT TG OEVOGOVUAUTNG GTNV avOpadTv YoVILOTNTOL.
Melétec oe (da dgv katédel&ay dpeon N Eppeon toEikdtnta otn yovipotnto (PA. mopdypaeo 5.3).

4.7 Emdpaoceig 6TV IKavOTNTA 001]7161)S KOl YEPLGUOD PNy avi|HdTmv

To Denosumab Ascend dev £xel Kopd 1 €L ACTHUOVTH EXIOPAOT) GTNV IKOVOTITO 00N YN OTG Kol
YEPLOUOD POV UET®V.

4.8 AvemOounTeg evépyereg

IepiAnyn Tov TPoPIA 0o@aAEinC

To cvvorikd Tpopik acpalelng elvot cuVenEg oe OAES TIG eyKekpEveS evogiEelg Tov Denosumab
Ascend.

"Exet avagepBel moAd ovyvd vracPeotiopio Exetta omd T XOPYN O SEVOCOVUAUTNG, KUPIG EVTOG
TV 2 tpotav fdopadmv. H vracPeotionpio propet va eivat cofapr kot copumtopatikny (PA.
TAPAYPOPO 4.8 — TEPLYPAPT EMAEYUEVOV aVETIOOUNTOV gvepyel®V). Ot HEIDOELS 6TO acBEcTio 0poD
YEVIKA QVTILETORIOTN KAV KATGAANAQ pe ovpminpdpate acfectiov kot frrapivng D. Ot o cuyvég
OVETIOVUNTEG EVEPYELEG LLE TN OEVOGOVUAUTT €IvOL TO PVOGKEAETIKO GAYOG. 'Eyovv cuyvd mapatnpnOel
MEPLOTATIKA 00TEOVEKPMOOTC TG YVaBov (PBA. mapaypdeovg 4.4 kot 4.8 — meptypopn| EMAEYLUEVOV
OVETIOVLUNTOV EVEPYELDV) 0€ aobeveig Tov AapPavouy devosOVLALLT.

KatdAoyoc avemfountmv EVEPYELDV VIO LOPPT] TUVOLKO

Mo mv ta&vounon tov averBiunTov evepyEL®Y TOV ovapEPONKAY GE TEGOEPIG KAVIKEG LEAETES
oaong 11, dvo kKhvikég peléteg paong Il kot v eumepio petd v kuKhogopia yprotpomon|dnke 1



axorlovtn katdtaén (PA. wivaka 1) pe Bdon to 10600TA enint®ong: mOAD cuyvég (= 1/10), cuyvég

(> 1/100 €m¢ < 1/10), 6y ovyvég (= 1/1.000 émg < 1/100), ordvieg (> 1/10.000 émc< 1/1.000), woAbd
omavieg (< 1/10.000) kot un yvmotig ouyvotnTag (mov dev umopovv va ektiundoidv e faon ta
drBéotpa dedopéva). Evtog kabe katnyopiog cuyvotnTag Kot KaTnyopiog 0pyavikoh GUGTNLATOG, O
avemBounteg evépyeleg mapatifevion katd @Oivovca celpd cofapdtnToc.

Mivakag 1. AvemBOunteg evépyeres mov avapépOnkay e acOeveic pe Tpoywpnuévov otadiov
K0K01)0g18¢ OV EPTAEKOVV T 06TH, TOALATAG PVEA®NA, 1] IE YIYOVTOKVTTUPIKO OYKO TOV 0GTOV

Koatnyopia opyaviko Koamnyopia coyvétnrog AvemOUUNTES EVEPYELES
GUOTI|LO. GORPOVA PE TN
paon dcdopévary MedDRA
Neonhdoparo kolonon, Zoyvéc Néa npwronadig kakondeio!
KaKonOn kot un xkabopiopévo
(ovum. KhoTEWOY KO
TOAVTOO®V)
Awotopayéc Tov Xrdvieg YrepevaroOnoio o papuoko!
(VOGOTOMTIKOV GUGTHATOG Trhvieg AvaulokTtikn avtidpaon'
MetaBorikég kot Swtpoikég | [Todd cuyvég YrnooBeotionpio?
Srotapoyég Zoyvéc Ymopoopotoyio
Oy ovyvég YrepacPeotiotio petd
dtaxom g Oepaneiog og
a.00gVELg [LE YIYOVTOKLTTOPIKO
dyKo TV 06TOV
AvomvenoTikég, 0mpakikeég [ToAb cuyvéc Avorvow
SLoTaPOyEC KoL SLOTOPOLYES
pecofmpaxiov
laotpeviepucég dotapoyég [ToAb cuyvéc Aldppora
Yoyvéc E&aymyn 0d6vtog
AwoTtapoyég TOV OEPIOATOC Ko Yuyvég Yrepidpooio
TOV VTOOPLOV 15TOY Oy cvyvés Agymvoeidn PapUOKEVTIKG,
gEavonuata!
Awotapayéc Tov puookeretikon | [ToAd cvyvég Mvookeletikd dAyoc!
GLGTIHOTOG KL TOV Zuyvéc Oocteovékpwon g yvadov!
GUVOETIKOD 16TOD p . p . ,
Oyt cvyvég ATLTTO. KOTAYLLOLTOL TOV LT pLoiov
00TOV!
Mn yvootig cuyvotntag Ooteovékpwon Tov £
aKOVGTIKOD TOpoLH
Ievikég dratapayés kot Oy ovyvég Avtidpdoeig otn 0éom éveong’
KATOOTACELS 0T 0€om
xopnynong

I BL. mapdypaeo Ieprypagpn emAeypévav avemBOuntmv EVepyEIdY
2 BA. mapdypago AAAot g1dikoi TAnbvopoi

3 BA. moapdypago 4.4

4 Enidpaon katnyopiog

3 Toupmeprapfavopévov dhyovg ot Béon Eveonc.

Ieprypoon emAeyuévov avemQOunTwy EVEPYELDV

Yraofeorioaio

Yyniotepn cuyvotnta epeaviong vracPestonpiog petaéd tov acbevov mov Ehafav Oepaneia pe
devocovpuaunn o€ cOykpion pe o {ohevdpovikd 0&D Exel mopotnpndel 6TIC KAMVIKEG SOKIUES
Tponymg tav SRE.



H vymAdtepn cuyvoémto eppdaviong vracPestiaiog mapatnpnnke o po dokiun edong Il og
acBeveig pe moAamho puéhopa. H vracBeotiopio avapépdnke oto 16,9% tov acbevav mov Elafov
Bepancio pe devocovpdum kot oto 12,4% tov acbevav mov éhaPav {orevdpovikd 0&D. Meiwon
Babpov 3 ota enineda acPectiov oTov 0pd mapatnpridnke oto 1,4% TV acbevdv mov EAaBav
Oepamneia pe devocovpaum kot oto 0,6% twv acBevadv mov Erafav (orevopovikd 0&L. Meiwon
Babpov 4 ota enineda acPeotiov otov 0pd mapatnprifnke oto 0,4% twv acbevodv mov Erafav
Oepaneia pe devooovpapm kat oto 0,1% tav acbesvav mov évafav Oepaneio pe olevdpovikd o&o.

Y Tpelg ELeYYOpEVEG e EvePYO QappoKko KAVIKES dokpuég paong LI oe acbeveig pe Tpoywpnpuévov
otadiov Kokonfeleg Tov eUTAEKOVY TO 00Td, avapépdnie vracPestiaipio 6to 9,6% TtV acbevav Tov
élaPav devocovpaunn katl 6to 5,0% tov acbevav mov Ehafav (ohevopovikd 0&D.

[MpoxAnOnke peimwon tov emnédov acPestiov opov Pabpov 3 oto 2,5% twv acbevav mov Ehafov
dgvocovpdunn kot 6to 1,2% twv acbevov mov Ehafav (olevdopovikd o&p. Eriong, mpokindnke
peimon tov emnédwov acPectiov opol Pabpod 4 oto 0,6% tv acbevodv mov Eafav devosovUANTY
kal 610 0,2% tov acBevdv mov Elafov Lorevopovikd o& (PA. mapdypapo 4.4).

e 500 KAwvikég dokipég paong Il evog okélovg oe aoBeveig e YryavTtokuTTapikd OYKO TMV 00TMV,
avaeépOnke vracPeotioyia oto 5,7% Tov acdevav. Kapio amd Tig avemBounteg evépyeieg dev
BewpnOnke coPapn.

Ymv gumeipio petd v kukhoeopio, &yl avapepbel cofopn CLUTTOUATIKS VIOGPECTIOLIN
(ovumeptiapfavouévov BavaTneopmV TEPIGTUTIKMV), UE TO, TEPIGCOTEPT, TEPLGTATIKA VOl
enpaviCovron tig Tpmteg EfOopade amd v Evapén g Bepanciog. [lapadeiypota KAVIKOV
EKONADGEWY TNG GOPAPTC CLUTTOUOTIKNAG VIUCPESTINLING EXOVV CLUTEPIAGPEL TOPATOCT) TOV
dwotuatog QT, tetavia, emAnmrikés Kpioelg kot petafindeioa vontikn Katdotaon
(ovumeptiapfavopévov Tov Kopatog) (PA. mapdypaeo 4.4). Ta countdpaTe TNG LVIACPECTIIUING OTIG
KAMvikég pehéteg meprilappovay topaicOnocieg 1 Suvokapyio Pudv, GUCTAGELS, CTAUCLOVG KOl LVTKEG
KPOLLTTES.

Oateovéxpwaon g yvabov (ONT)

e KAvikég dokipég, 1 emintwon g ONI ftav vymAdtepn o€ peyalvtepn dapkela Ekbeong, 1 ONIT
éyel emiong dwyveoTel petd ™ dkom Oepameiog e 0eVOGOLUAUT EUEAVILOUEVT GTNV TAELOVOTNTA
TOV TEPICTATIKMV ENELTA OO 5 P vES HETA TNV TehevTain yopnynon. Ot acOeveig pe mponyodevo
totopikd ONI' 7| ooteopveLiTIdNg TG YVABOUL, evepyd TPOPANLLA TV 03OVT®V 1| TNG YVAOOoL oL
amotoVoE EYYEIPNON GTOUATOC, ¥ELPOVPYIKT EXEUPACT) GTOVS 00OVTEC/TN YVABO TToL dev glye
emoVAMBDEL, ] LE OTOWONTOTE TPOYPOUUUATICUEVT EMEUPaTIK 0dovTioTpikh TapEnPacn eEapébnkay
oo T1G KMVIKEG OOKIUEC.

Mia vynAotepn cvyvotmta gppdviong ONI petal&d tov acdevav mov Elafov Oeponeio pe
devooovuaumn o€ oOyKpion pe to LoAevdpovikd o&0 mapatnpriitnke og KAMvikég dOKIUEG TPOANYNG
SRE. H vynAdtepn enintwon ONI mapatnpridnke o pia dokiun edong Il e acbeveig pe morAamro
puélmpo. Ty Sumhd ToeAn edon Bepaneiog avthg e dokung, 1 ONI emPePaiddnke 6to 5,9% TV
acBevav mov hafav Bepaneia pe devocovpudpmm (duapeon ékbeon 19,4 unveg, evpog: 1 - 52) kot 610
3,2% twv acBevav tov EaaPav Bepaneia pe Lodevdpovikd o&0. Katd v olorkAnpmon e Suthd
TVPANG Ao Bepameiog AVTNG NG SOKLUNG, 1| TPOCOPLOGUEVI EMNTMOT ETOV-060EVOV g
emPePoaropévn ONI' oty opdda g devocovpdpnng (drapeon ékbeon 19,4 puveg, evpog: 1 - 52),
ntav 2,0 avd 100 étn-acbevodv katd T didpKeLn ToV TPATOL £T0Vg Bepaneiog, 5,0 Katd To devtepo
étog ko 4,5 ot ovvéyeta. O ddpecog xpovog yo T ONI frav 18,7 uiveg (evpog: 1 - 44).

2115 apyikég eaoels Depaneiag oe Tpelg EAeYYOUEVES LE EvEPYO PAPLOKO KAVIKEG dokipéS paong Il og
acBeveig pe Tpoympnuévov 6tadiov Kakondeleg mov eUTAEKOVY Ta 06TA, emPBefatdbnke N euEdvion
00TE0VEKPMONG NG Yvabov o610 1,8% TV acbevav mov éhaPav devocovudumn (didueon ékbeon

12,0 punveg, evpoc: 0,1 —40,5) kot oto 1,3% tev acevav mov Elafav {orevdpovikd o&0. Ta khivikd
YOPOKTNPLOTIKE QVTOV TOV TEPICTUTIKMOV NTAV TOPOO1. LETAED TV OUAdwY Bepameiog. Meta&d Tmv
acBevav pe emPefaropévn ONI, o1 tepiocdtepot (81% kot otig dvo opddeg Oepaneiog) eiyav



16TOPIKO e£0YOYNG 00OVTI®YV, KOKNG GTOMOTIKNG VYIEWVNG KON XPpoTg 060vTITpikng cuokevng. Ot
neplocdTEPOL aebeveig AduPavay 1 iyov Aapel ynuelobepameio.

Ot dokpég o€ acbeveic pe Kapkivo Tov pooToD 1 Kapkivo Tov Tpootdtn teptAdupavay pio Topdtoon
pdong Bepamneiog devocovpdumng (Srapeon cuvorikr| ékbeon 14,9 purvec, ebpoc: 0,1 — 67,2). H ONI'
emPeParddnke 610 6,9% TV 0clevdv pe KopKivo TOV HOGTOV Kol KOPKIVO TOL TPOGTATY KATA T
Sudprela g paong enékToong e Oepaneiog.

H cvvolikn| cuyvotnta epedviong tpocaplocpévn ota Etn-actevav mg emPefatopévng ONI oy
1,1 ava 100 ém-acBevov katd to TpdTto £T0g Oepameiag, 3,7 katd To devTepo £T0¢ Kot 4,6 o
ovvéyewa. O péoog xpdvog ONI ftav 20,6 prveg (evpog: 4 - 53).

Mia pn Toyalomompuév, avadpoutkn peAétn toapothpnong o 2.877 acheveic pe kopkivo mov hafav
Oepancio pe devosovpdumn 1 Lorevopovikd oED oe Xoundia, Aavia kot Noppnyia katédeiée 0Tt ta
TOGOGTA TEVIOETOVS EMMTOONG W Tpkdg emPeParopévng ONI nrav 5,7% (95% CI: 4.4, 7.3,
dbpecog ypovog mapakorovdnong 20 uiveg [evpog 0,2 - 60]) o pa Kodptn acbevodv mov Erafav
devocovpaumn kat 1,4% (95% CI: 0,8, 2,3, dudpecog xpovog mapakorovnong 13 pnveg [edpog

0,1 - 60]) oe dnpopetikn KoopTN acBevodv mov Erafav (orevipovikd 0&L. To T0c00TO TEVTAETOVG
enintwong ONI og acbeveic mov dAragav amd (orevopovikd 0&L og devosovpudumn nTav 6,6% (95%
CIL: 4,2, 10,0, sidpecog ypovog mapakorovdnong 13 unveg [evpog 0,2 - 60]).

Ye doxun eaong Il oe acbeveic pe un-petactatikd Kopkivo tov Tpootdt (éva TAnOvcepud acbevov
Yo ToV 07010 1 devocovudumn dev evdeikvotar), pe peyadvtepn ékeon otn Oepameia Eng 7 €, M
dopbopévn erintoon emPeforopévng ONI e étn acBevoig ftav 1,1 avd 100 ém-acBevov kotd Tov
TpmTO Ypdvo Bepamneiag, 3,0 oTov devTEPO YPOVO Kol 7,1 6T GUVEKELX.

e o paxpompobeoun kivik dokiun ddong I, avoktig emonpovong, og acbevelg e
YLYOVTOKUTTAPIKO OYKO T®V 00TAV, (Lerétn 6, BA. mapdypapo 5.1), 1 ONI" emPefarddnke oo 6,8%
TV acBevav, cuumepthopfavopévov evog eprfov (duapecsog apBuog 34 ddcewv, gbpog 4 - 116).
Katd v oloidpwon tng SoKIUng, 0 SIAIeEcog ypovog o doKiun, cuurepapufovouévng me edong
mapokoiovdnong g acpdielog, rov 60,9 unveg (evpog: 0 - 112,6). H npocappocpévn oto
ém-acbevov enintoon g emPefaropévng ONI frav 1,5 avd 100 ém-acbevav cuvorukd (0,2 ava
100 ém-acfevav katd T StdpKewD TOL TPD@TOL £Tovg Oepameiag, 1,5 katd to devtepo €rog, 1,8 kutd
To Tpito £10¢, 2,1 KOTA TO TéTOPTO £10C, 1,4 KOTd TO MEUTTO £TOG KO 2,2 611 svvEyew). O ddpecog
ypovog péxpt v ONI' rav 41 punveg (evpog: 11 - 96).

H peiétn 7 oiebnybn ya va cvveyiotel | mopakorovdnon tov acbevov pe GCTB nov éhafav
Oepaneio otn pekémn 6 yio emmAéov 5 1 meprocdtepa €. Avapépbnke ONI oe 6 acbeveig (11,8%)
amd Toug 51 acbeveig mov eiyav extebel pe didpeceg cuvolikég 42 dooelg devocovpdpnns. Tpio amod
avtd to teprotatikd ONT emPBefaimbniay 10Tpukd.

2xeTI{OUEVES UE TO PAPUOKO AVTIOPATELS DTEPEVOLTONTIOG

Ymv wepiodo PETd TNV KUKAOPOPIo TOL POPUAKOD, TEPITTOGELS GYETILOMEVNG LLE TO PAUPUOKO
VIEPELOLGONGLAC, CLUTEPIAAUPAVOUEVOV TOV GTTAVIOV GUUBOUATOV AVOQUAAKTIKOV OVTIOPAGEDY
&yovv avaeepdel oe acbeveic mov Aapfdvovv ™ devocovpdum.

Artvomo. kordypoto Tov unploiov ooTton

270 KAVIKO TPOYPOLLLLE GUVOALKEL, ATUTO KOTAYLOTO TOV UNputiov 06Tob £xovv avapepBet oy cuyvd
o€ acbeveic mov ElaPav Bepameio pe T SEVOGOLUAUTN Kol 0 Kivouvog Tay avénuévog oe peyaAvTepn
dwapxela Oepameiog. [apampnOnkayv coppapota Katd t didpkela g Oepameiog kot ¢ 9 pveg
petd ) dakomn g Oepameiog (PA. mapdypapo 4.4).

10 Tpdypoppo TG KAVIKNG dokiung yio GCTB, dtoma kotdypoto Tov pnpaiov 06tod £ovy
avaeepdel cuyva oe acbeveic mov ElaPav Oepameia pe To Denosumab Ascend. Xtn pedétn 6, 1
enintoon tov emPefarwpévov AFF frav 0,95% (5/526) ce acbeveic pe yryoviokuttaptkd 0yKo Tomv
00TAV. X perétn mapakorovtnong 7, n enintwon tov empPefaropéveav AFF ftav 3,9% (2/51) tov
acBevav Tov eyav extebel o devocovpdu.
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Mvooxkeletiné dAyog

2y mepiodo pPeTd TNV KukAo@opio Tov QapprdKov, el avaeepBel puookeleTikd dyoc,
ovumeptiapPavoréveov cofapmv TEPISTUTIKOV, 6 acbeveic Tov Aapupavay devocovuaunn. Xe
KMVIKEG OOKLUEG, TO LDOOKEAETIKO GAYOG TV TOAD GUYVO TOGO GV oUdda, Oepameiag e T
devocovpaunr 6co kot otV opdda Bepamneiog pe to Lolevopovikd o&D. MvookeleTikd dAyog Tov va
oonyet o€ dlaxom g vd peAémg Bepameio NTav OxL GLYVO.

Néa mpwrorabis kaxonbeia

2116 apycég SumAd TVEAEG Pacels Oeparmeiag e TEoaeplg ELEYYOUEVEG UE EVEPYO PAPUOKO KAIVIKEG
doxpég aong I og acheveic pe npoympnuévov 6tadiov kakondeleg Tov EUTAEKOVV TO 0GTA,
avaeépinke véa Tpomtomadng kakondeia og 54/3.691 (1,5%) amd tovg acbeveic mov Erafav
devocovpaunn (Suapeon éxbeon 13,8 unveg, evpog: 1,0 — 51,7) kat o€ 33/3.688 (0,9%) amod tovg
acBeveic mov ElaPav Lolevdpovikd o&D (didpeon €kbBeon 12,9 unvav, evpoc: 1,0 — 50,8).

H aBpototikn enintwon oto €va €tog tav 1,1% yia ) devosovpdpunn kat 0,6% yia to Lolevdpovikod
o&0 avticToryo.

Kavéva npotumo oyetilopevo e tn Bepaneio o€ PelovopEVOLS KOPKIVOUG 1] OLLOOOTIOGELS KOPKIVOY
dev NTaV EPQAVEC.

Y& acleveic pe YIyovToKuTTopIKd 0YKO TOV 0GTAOV, 1] EXITTOOT VE®V Kokonelmy,
cLuTePLaUPavoUEVEV KAKONOELDY TOV EUTAEKOVY T 0GTA Kol EKTOC TV 06TMV Ty 3,8% (20/526)
ot uerétn 6. T ueAém mapakorovdnong 7, n enintwon nTav 11,8% (6/51) tov acbevadv mov eiyov
extebel otn devocovpdpmm.

Aetynvoeidn popuokevtira eCovOnuato
"Exovv avapepOel Aeyynvoedn poappokeutikd egovonpoarta (T.y. aviidpacels e KOV OLaAoD

Aeymva) o acbeveig otV mEPi0d0 PETA TNV KUKAOPOPIO TOL PUPUAKOV.

Houdrozpikdc TAndvoudg

H devocovpdumn pererifnie og pio ok avolkTig MG ULavVen S Tov cupmeptéAape 28 dPLLovs
OKELETIKA EPNPOVG LLE YIYOVTOKLTTAPIKO OYKO TV 06TmV. Me Bdon avtd ta meplopiopéva dedopéva,
10 TPOPIAk TV avemBOUNTOV GLUPAVTOV PAVNKE Vo gival TaPOLOL0 [LE EKEIVO TV EVNATK®V.

‘Exetr avapepOei kKhvucd onpovtia] vrepacectionpio petd m dwkon g Oepaneiog otnv mepiodo
LETE TNV KuKAOPOpPio TOL PUPUAKOV, GE TadATPIKOVG acbeveic (BA. mapdypapo 4.4).

Aot e1dwkoi mAnfvcuoi

Neppixn ovalerrovpyio

e pio kv pekém oe aobeveic yopic Tpoywpnuévo Kopkivo e cofapr veppiki ousAettovpyio
(xdBapon kpeativivng < 30 ml/min) 1 Tov vroPaAlovtay oe eEmveppikn KaBapon, VN Pye
UEYOADTEPOG KIVOLVOG ELPAVIONG VTOGPECTIOLING ATOVGIN GUUTATPOUATIKNG XOPNyNong acpeotiov.
O «ivdvvog eppaviong vrocPeostioiog kotd tn didpkela g Oepaneiag e T devocovudumn ivol
UEYOADTEPOG 0G0 ALEAVETAL O PAOLAG TNG VEPPIKNG AVETAPKELNG. 1€ Lo KAWVIKY HeAET o€ aoeveig
Yopic TpoywpMUEVO KopKivo, To 19% tmv acbevav e coPapn veppikn dvciertovpyia (kdbapon
kpeatviving < 30 ml/min) kot o 63% TV aclevav mov vroPfdiloviay ce eEmveppikn kaOapon
EUEAVICOV VTOGRECTIOLIN TOLPE T1 GLUTAT POUATIKY YopnyNnon acPectiov. H cuvoAik) erimtwon g
KAMVIKA onpavTikig vrocsBeotionpiog tav 9%.

Yuvodéc avénoelg g mopabopurovng tapatnprdnkay eniong og acbeveic e cofapr| veppiky
dvcdettovpyia 1| Tov voPdrlovtay g eEmveppikn| KaBapon kot AdpPovay m devocovpdunr. H
TapaKoAoVIN oM TOV EMES®V aGBESTiON Kt TNG EXAPKOVS TPOSANYNMG acPeatiov kat frrauiving D
glval 1d1aitepa onpavtiky o€ 0c0eveig pe veppiky dvsiettovpyia (PA. mapdypopo 4.4).
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AvoQopd mhavoroyoduevmv ovemfOUNT®Y EVEPYELDV

H avoa@opd mbavoroyodpevmv avemBuunTov evepyeldv LETE amod T xopnynon aostag KukAopopiog
TOL POPHOKELTIKOV TPOTOVTOC givarl onpavtiky. Emrpénel mn cuveyn mapakoiovdnon mg oxéong
0PEALOVG-KIVOHVOL TOV POPUOKELTIKOD TPOTOVTOG. ZnTeital amd Tovg emayyelpoties vysiog vo
AVAQEPOLY OOLEGINTOTE THUVOLOYOVUEVES OVEMIBOUNTEG EVEPYELEG LEGM TOV £OVIKOD GLGTILLATOG
avaeopds mov avaypdeetal oto Hapdpmua V.

4.9 Ynepoocoroyia

Agv vrapyel eunepio pe vrepdocoroyia o kKAvikég peréteg. H devocovpaumn €xet xyopnynoel oe
KAMVIKEG pedéteg ypnoomoldvtog docelg émg 180 mg kabe 4 efdopadeg kat 120 mg kabe efdoudda
v 3 efdopddec.

5. DOAPMAKOAOT'TKEZ IAIOTHTEX

51 ®oppokodvvopikés 1O10TNTES

DappaxobepamevtiKng kotnyopio: @dppaxa yio Oeponeio Tabncewy T@V 00TOV — AL PAPLOKOL
dpOVTO GTNV 0GTIKY SOUT KOl 6TV EMUETOAAWOT], kKdikog ATC: MOSBX04

To Denosumab Ascend eivat Blo-opogtdéc QapurakevTikd Tpoiodv. Antouepelc mANpoPopies elval
dnBéotpeg otov dikTvakd Témo Tov Evpamaikov Opyoviopod Gopudakmy: https://www.ema.europa.eu.

Mnyaviopdc dpdonc

To RANKL vrdpyel og dtopeppovikn 1 SloAvt Tp®Tteivn Kot €ival amopaitnTo yio T0 GYNUATIoUO,
TN AEITOVPYiC KoL TNV EXPIMON TOV 0GTEOKANGTMOV, TOL LOVOL TOTOV KLTTAP®V OV EVB1BVOVTIL Y10
Vv 0oTikn amodounon. H avénuévn ooteoklaotikn dpactnplotta, mov deysipetat amd o RANKL,
amoteLel Paoikd SILUEGOAAPN T TNG KATAGTPOPNS TOV OGTOV GTI LETOGTOTIKY] OGTIKT VOGO KOl TO
ToALOTTAO poéhmpa. H devooovudunn eivat éva avBponivo povokiwvikd aviticoue (IgG2) mov
OTOYEVEL KOL CUVOEETAL [LE VYNAN cvuyyévela Kat dtkotta pe To RANKL, mpoAappdvovtag tnv
alneniopacn RANKIL/RANK pe anotéhecpa tn peimon Tov aptfpod Kot mg AEItovpyiog twv
0GTEOKAOGTAOV, LELOVOVTAG IE AVTOV TOV TPOTO TNV OGTIKY OTOdOUN G Kot T GXETILOUEVN LE TOV
KopKivo 0GTIKN KATAGTPOOT).

O1 y1yavToKuTTopiKol OyKol T@V 06TV XopaKTnpilovTol amd VEOTANGUATIKE CTPMUATOEWN KOTTOP
mov ekepaovv cuvdéteg Tov RANK kot yryavtokdttopo mov Tpocopiotdlovy Pe 0GTEOKANGTES Kot
exppalovv To RANK. Zg acbeveig pe yryavtokuttopikd dyKo TV 06TV, 1| OEVOGOLUGUT
TpocdéveTal 6to cuvdET Tov RANK, petdvovtog onuovtkd 1 e&apavifoviag to yryavioKOTIopo mon
TPOGOUOIALOVV UE OOTEOKAAOTEG. ZVVETMC, LELMVETOL | 0GTEOAVGT] KOl TO GTPMLLO TOAANTAAC G LOD
oL 0YKOoV avtikabioTatal amd Un TOALATAAGIOLOLEVO, OLOPOPOTOULEVO, TUKVA SOUNLEVO VEO 00TO.

Dopuokoduvautkéc ETOPEoELC

Ye khvikég peréteg odong Il oe acheveic pe mpoympnuévov atadiov kakoneleg mov eumAEkovy o
0071d, 1 Voddpia (SC) yoprynon devocovpdunng site kabe 4 efdopdadeg (Q4W), gite kGOe

12 eBdopadec odnynoe o€ tayeio peiwon tav dektdv 0oTikng amodouncng (UNTX/Cr, CTx opov), pe
duapeon peioon tov emmédmv uUNTX/Cr katd mepinov 80% evtdg 1 efdopddag, aveEapt)Tmg e
mwponyovuevng Bepameiog e dSipmo@ovikd 1 TV entmédwv UNTX/Cr kotd v Evapén. ZTig kKAMvikég
dokipég eaong 11, Tov achevav pe mpoympnpéveg Kakonoeleg mov meptAapavouy 0otd, dtotnpnonke
n ddpeon peiwon tov emmédwv UNTX/Cr katd 80% mepinov katd ™ Sdpken tav 49 efdouddwv
¢ Oepaneiog pe devocsovpdaum (120mg kébs Q4W).
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

Avocoyovikotnto

Katd m ddpketo g Oepaneiog e devooovudunn umopet vo avomtuydodv ovTicOUTe EVEVTL TNG
devocovpdumnc. Agv €xel mapatnpndet povinc cuoy£Tion ety TG AVATTUENG AVTICOUAT®Y Kol
NG PAPHOKOKIVITIKNG, TNG KAWVIKAG AVTOTOKPIONC 1] TOV OVETIOVUNT®V EVEPYELDV.

KAvikn omoteAecuotikdOTnTo Kol 06QaAs o€ acheveic Le 00TIKEC LETAOCTACELC OO CUUTAYEIC

J4

OYKOVLG

Yuykpinke N amotelecpoTKOTTO KoL 1] 0oPdrela 120 mg devocovpdumng yopnyoouevng SC ke

4 gfoopadeg N 4 mg {ohevopovikod 0&E0G (TPOocapoYN TG SOCTG Y10 LELOIEVT] VEQPIKT] AEtToVpYia.)
yopnyoovuevov IV ke 4 efoopddeg 6 TPEIC TUYALOTOINUEVEG, OTAG TVQAEG, EAEYYOUEVEC UE EVEPYO
Qappako peléteg oe acbeveic e TpoywpnUEVoL 6Tadiov KaKonBelEg TOV EUTAEKOVY T 0GTE, Ol
omoiot dev giyov Tponyovpévag AaPet IV dtpwopovikd: eviilkeg e KopKivo Tov paotod (neiét 1),
GAAovg cupmayeic OYKovs 1 TOAAATAO poEAmpa (LeAETn 2) Kot KapKivo Tov TpocTtdt avOekTikd oTov

evvovylopo (perém 3). H acodiela extipundnke o 5.931 acbeveic evtdg TV cuyKekpIUEVOY
EAEYYOLEVOV LE EVEPYO PAPLOKO KAVIKGV dokipmv. Ot acBevelg pe mponyoduevo wotopikd ONI 1)
00TEOHVEMTIONG TG YVEBov, Evepyd TpoPAnpata TV dovTidv kal TG yvabov mov &xpnlav
YEPOVPYIKNG EMEUPOONG GTO GTOUO, TANYEG TOV OEV Y0V AKOUN ETOVAMOEL PHETE 0O YEPOLPYIKT
eméupacn oto dOVTIN/GTO GTOUO, 1] OTOLOONTOTE TPOYPULLATIGUEVT] EXEUPOTIKT] OOOVTIOTPIKT
napéuPocn, oev fTov emAEEpol yio Evtaln o€ avtég TIc peEAéteg. Méca amd To KOpa Kot
SEVTEPEVOVTA KOTUANKTIKA OTUELD ERTIUNONKE 1| EUEAVICT) EVOG 1| TTEPICCOTEPWOV GKEAETIKGOV
ovuPapdrov (SREs). Xe peléteg mov amodetkviovy TNV VIEPOYN TNG OEVOGOVIAUING EVOVTL TOV
Cohevdpovikov 0&éog, TpoopépBnke 6ToVG 0lG0EVEIC OEVOCOVUAUT OVOIKTNG EMICNLAVONG OE Lo
npokabopiopévn enéktaon edong Bepaneiag 2 etdv. Qg SRE opiomke onolodnrote and to
aKkoAovba: maBoAoy1Kd KATayLo (CTOVOLALKO 1 U1 OTOVOLALKO), aKTvoBepameio 6To 00TA
(ovumepriapfavopévng g xpHons padloicoTOT®Y), YELPOVPYIKY EMEUPOOT 00TOD 1] GUUTIEST] TOV
votiaiov pogloo.

H devocovpdumn peinoe tov kivouvo eupdviong evog SRE kat moAlaniodv SRE (mpdto kot endpeva)
o€ acbeveic Le 0OTIKEG LETOGTAGELG OO cupumayelg dykoug (PA. mivaka 2).

Mivokog 2. ATOTELEGPRATO GYETIKG IE TV OTOTELEGPUTIKOTNTO 0 0.60evEig pE Tpoywpnuévov
0T0O10V KOKO01)0g1Eg TOV EUTAEKOVY T 06TA

Merétn 1 kopkivog

Melrétn 2 drior

Melrétn 3 kopkivog

ZOVOva6 Lo HELETMOV

TOV HOGTOV ovpmayeig 0ykor** 1 TOV TPOGTATY TPOYOPNUEVOG
TOLAOTTAG puélopa KOpKivog
Aevocov | Lohevdp | Agvocov | Codevdpo | Aevoco | Cohevopo- | Agvooov | Corevdpo
pépmn ovikd pépmn Vik6 080 | yudunn vikd o&v pépumn vikd 0&0
o&0

N 1.026 1.020 886 890 950 951 2.862 2.861
Mpato SRE
Aldpecog ypovog NR 26,4 20,6 16,3 20,7 17,1 27,6 19,4
(veg)
Awpopd diapecov NA 4,2 3,5 8,2

XPOVOU (p1jveg)

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 (%)

Twég p un <0,00017/0,01017 0,00077/ 0,06197 0,00027/ 0,00857 <0,0001 / <0,0001
KatotepdTNTAC/

vmePOxfic

ITocootd acbevav 30,7 36,5 31,4 36,3 35,9 40,6 32,6 37,8

(%)
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Merétn 1 kopkivog

Merétn 2 drhot

Melrétn 3 kopkivog

ZUVova6 Lo HELETMOV

TOV PHOGTOV oVUTAYEIS OYKOL** 1) TOV TPOGTATY POy OPNUEVOG
TOLAOTTAO puéhopa KOpKivog
Agvocov | Corevdp | Agvooov | Codevdpo | Aevoco | Cokevdpo- | Agvooov | Colevdpo
pépmn ovgfé pépmn VK6 080 | pudpumn vikd o&0 pépumn VKO 0&D
o&v
N 1.026 1.020 886 890 950 951 2.862 2.861
Mp®To kot ewoépeva SRE*
Méoog ap1Budg/ 0,46 0,60 0,44 0,49 0,52 0,61 0,48 0,57
acBevn
Avdloyia 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
106006ToV (95%
CI) / RRR (%)
T p vIEepoyNg 0,0012f 0,1447% 0,00857 <0,0001
SMR avd étog 0,45 0,58 0,86 1,04 0,79 0,83 0,69 0,81
IIpoto SRE 1 HCM
Aldpecog ypovog NR 25,2 19,0 14,4 20,3 17,1 26,6 19,4
(prvee)
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 (%)
Twn p vrepoyng 0,0074 0,0215 0,0134 <0,0001
[pat axtvoPoric TV 06TAOV
Adipecog ypdvog NR NR NR NR NR 28,6 NR 33,2
(piveg)
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 (%)
Twn p vrepoyng 0,0121 0,0256 0,0071 <0,0001

NR = dev enetevydn, NA = dev dwrtifetar, HCM = vrepacPeotionptio kaxondovg vocov, SMR = 1060616 GKEAETIKNG
voonpomzrac, HR = avaloyia kivddvov, RRR = peiwon tov oyetikod kivdovov. TTlapovstdlovial ot TpocoprocpEVveg
TWEG-p Yo TG peréteg 1, 2 kon 3 (karanktikd onpeio wov agpopovv 1o tpdto SRE, kabdg eniong o mpdTo kou T emdpueva
SRE), *Apopd 0Lo To. GKEAETIKG GLUBALLOTO GTO TEPOGLL TOV ¥POVOV, CAAG LETPOVTOL LOVO T GLUPBAOTO TOV
gpeaviotnray > 21 nuépeg PeTd T0 TPONYOLLLEVO GOUPOLLOL.
** Meta&b tov omoimv mepthapfaveton o MMKII, to veppokvtrapkd kapkivopa, o 0pfokoikds kapkivog, o
UKPOKVTTAPIKOG KAPKIVOG TOL TVEDHOVO, 0 KOPKIVOG TNG 0VPOdOY0V KOGTNG, 0 KAPKIVOG KEGAANG KaL TPOYNAOL, O KOPKivOg
TOV YOO TPEVTEPIKOV/OVPOYEVVITIKOD GUGTIHUATOG KO GAAOL KopKivol, eEQpOVHEVOD TOL KOPKIVOD TOV LOGTOV KOl TOV

TPOGTAT.
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Ewova 1. I'pagipoatra Kaplan-Meier mov dgiyvouv 10 ypoévo gnedviong tov tpotov SRE katd ™
owdpkero TG perétng

Dmab|1.026 697 514 306 99 4 (/886 387 202 9% 28 0 [|950 582 361 168 70 18
ZA1.020 676 498 296 94 2 |80 376 194 8 20 2 [|951 544 299 140 64 22
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 12 18 24 30
Mivag peAéng

MeAétn 1* MeAéTn 2** MeAémn 3
w Dmab (N = 1.026) Dmab (N = 886) —— Dmab (N = 950)
%5 1d— ZAN=1020 || — ZAN=8%0) || — ZA (N = 951)
g
3 0,8
g
= 08
o
3
E 0,4
E
3 0,2
S
=]
© 0,9
8
5]
[}
| -

GRH0447 v2

Dmab = Aevocoupdptm 120 mg Q4W

ZA = Zohevdpovikd OC0 4 mg Q4W

N = ApiBpdg aoBevwv Tou TuXaIoTIoIRBNKAV

* = LT0TIOTIKG ONPAVTIKN yio avwTepdTNTa, ** = ZTATIOTIKA CNUAVTIKI YIO PN KATWTEPOTNT

E&EMEN T vOG0oD Kol GLVOALKY] emIPBimon Ue 06TIKEC UETUGTAGELS 0td GLUTTAYEIC GYKOVC

H &&€Mén ¢ vooov Ntav mapopola LETa&d TS 0EVOGOVUAUTNG Kol TOL (OAEVOPOVIKOD 0£E0G KOl GTIG
TPEIG LEAETEC, KODMG emioNg TNV TPOKAOOPIGHEVT] AVAADON KO TOV TPLOV UEAETOV GE GUVIVAGHO.

2116 peréreg 1, 2 ko 3, 1 ouvoAlkn emiPimon oy Topopote LeTaEd ™G 0EVOGOVLAUTNG Kl TOL
Cohevdpovikov 0E€og og acbevelg e TpoyPNUEVOL GTAdI0V KOKONOEIEG TOV EUTAEKOVY TOL OGTAL:
acBevelg pe Kapkivo Tov paoctov (1 ovaroyio Kivdvuvov kot to dtdompa gumetoovving (CI) 95% nfrav
0,95 [0,81, 1,11]), acBeveic pe kopxivo tov Tpoctdrn (1 avarioyio KivdOVoL Kol TO S10GTN o
gumotoovuvng 95% frav 1,03 [0,91, 1,17]) kot acBeveic pe dAlovg cupmayeic OYKoug 1 TOAAUTAO
poélopa (1 avaroyio Kivdbvou Kot To Sldot e epumiotocvvng 95% fav 0,95 [0,83, 1,08]). Ze pia
post-hoc avdlvon ot perétn 2 (aobeveig pe GALOVE GLUTOYELG OYKOVG 1 TOAAATAD LVEA®UOL)
e€etdotnKe 1 GUVOAIKY EMPI®OON Y10 TOVG TPEIS THTOVG KAPKIVOL TOL YPNGLOTO OnKay Yo TN
OTPOUATOTOINGN (UN LIKPOKVTTOPIKOG KOPKIVOS TOV TVEDLOVE, TOAAATAO LuéAmpa Kol dAro). H
GLVOAIKT EMPiOOT NTOV LEYAAVTEPN Y10 T OEVOGOVUAUTN GTO LT UIKPOKVTTAPIKO KAPKIVO TOV
mvevpova (avaioyia Kwvdovov [95% CI] 0,79 [0,65, 0,95], n = 702) kot peyaddtepn yut To
Cohevdpovikd 0D 610 ToAaTAO puéhopa (avaroyio kvdovov [95% CI] 2,26 [1,13, 4,50], n= 180)
Kol Topopote PETAED NG 0EVOGOLUAUTNG Kot TOV (oAEVOpOVIKOD 0&E0C & AAALOVS TOTTOVG KaPKIVOL
(avaroyia Kivdvvov [95% CIJ 1,08 [0,90, 1,30], n = 894). Xe avtiv T perém dev Eywve éheyyog yia
TPOYVOCTIKOVG TALPAYOVTES KOl AVIIVEOTAAGLATIKEG Oepameieg. e pio suvdvaopuévn Tpokadopiopévn
avéivon Tov peketov 1, 2 kat 3, n cvvolikn emBionon Ntav TopoUote LETAED TG OEVOGOLUAUNG Kol
Tov {orevdpovikod 0&Eog (avaroyio kvdvvov kot 95% C10,99 [0,91, 1,07]).

Enidpoon oto dAyoc

O ypdvog Bertioong Tov movov (dnA., peiwon > 2 Padpovg and v Evapén o Padporoyio
xewpotepov movov otn BPI-SF) Ntav mapdpotog yo m devocovpdumn kot 1o Lohevdpovikd o&b oe
KGOe PEAET KO OTLG EVOTOMUEVEG AVOADOELS. Ze pia, post-hoc avéAven Tov GuVOVAGHEVOD GLVOAOL
dedoUEVAV, 0 SIAUESOC YPOVOG EMOEivoNg Tov TOHVOL (Babpoloyia yelpdtepov TdHVOL > 4 Babpovg)
o€ acleveic pe Mo 1 kabohov ToOvo KoTd TV Evopén KabBvoeTépnoe KOTd T Xop1yNon
devocovpaunng évavtt {olevdpovikov o&éog (198 Evavtt 143 nuépec) (p = 0,0002).

15



KAwikn arotelecuatikdtnto o€ ocfeveic pe moAlamAd poéhmua

H devocovpdumn a&lohoymnke oe pa d1edvn, tuyatomomuévn (1:1), Sumha-tveAn, evepyd-
gleyyopevn pelétn ohykpiong g 0evooovpaunng pe to {oilevdpovikd o0&l oe acbeveic e
veoOLyvmoBEY TOAAUTAS HLELmUA, pehém 4.

e oot ) perétn, 1.718 acBeveic pe moAomdd poéhopa e TOLAG IoTOV pia 00Tk PAGSN
ToyaomomOnkav va Adpovv 120 mg devocovpdunng vrodoping kébe 4 efdonades (Q4W) 1 4 mg
Cohevdpovikd o&D evooprefing (IV) kabe 4 gfdopadeg (Le Tposapuroyn 600TG Yo VEQPIKT
Aertovpyin). To TpmTEVOV KATOANKTIKO GNUEID TNG HEAETNG HTAV 1) ATTOSEIEN TNG LT KOTOTEPOTNTOG,
®C TPOG TO YPOVO EUPAVIONG TOV TPMOTOV oKeAETIKOV cvuPapatoc (SRE) oe cuykpion pe to
Cohevdpovikd 0&D. To devtepedovTa KATAANKTIKG o ueia TEPIAAUPAVOY TNV AVAOTEPOTNTO MG TPOG TO
XPOVO gLPAvVIoNS ToL TPDTOL SRE, TV avedtepOTnTO TOV YPOVOL EUPAVICTC TOV TPMOTOL KOl TOV
endpevov SRE kat m svvolum emiPioon. Q¢ SRE opioctnke omotod)mote and o mopakito:
mo0oAoYIKd KOTAyLaTo, (GTTOVOLALKE 1 N OTTOVOLAIKA), aKTivoBepameio 6To 00TA
(ocvumeptiapfavopévng g YPNoNS TV padloicoTONMV), YEPOLPYIKN eTEUPaoT oTa 00Td 1| GupTieon
TOV VOTIOi0L HVELOD.

e appotepa To oKEAN peAETNG, To 54,5% tov acbevav okdmevay va vToPfAnfoldv e avtdorioyn
petapodoyevon PBSC, 1o 95,8% towv acBevav yprotponotodoay / oyedialov va ypnoUYLOTOGouV £val
VEOTEPO AVTI-PVEA®UOTIKO TTapdyovTo (o1 vedtepeg Oepaneieg mepiiapPfivovy Boptelopipynn,
Aevadopion 1 Bokidopion) ot Oepaneio TpdT™G Ypappunc kot to 60,7% tov acbevav glyav
nponyovuevo SRE. Xe apueotepa 1o okEAT pHeEAENG, 0 apdudc tov acbevav pe ISS otddio I,

otddo I, kar otddo Il oty ddyveon tav 32,4%, 38,2% kat 29,3% avtictoyyo.

O dudpecog apBpds tv 86cewv oL yopnynnkay ftav 16 yio ™ devosovpdunn kot 15 yio to
Cohevopovikd 0&D.

To dedopéva omoTeesHATIKOTNTAG AtO TN HEAETN 4 Topovc1aloVTal GTO YN0 2 Kot 6TOV Ttivaka 3.

Yypo 2. Kapndin Kaplan-Meier yia ypoviko ovaotnpo péxpr v npot) gpedvien SRE oto
mAaiclo TG pehétng o€ a60gveig pe veodlayvwe 0év moilamrho puéhopa

Aevoooupdptn 120 mg Q4W (N = 859)
ZoAevdpovikd 00 4 mg Q4W (N = 859)

W 1,04
o
n
5]
=] 0,84
B
g
z
S 0,61
3
[=4
3
& 0,4
S)
(=]
e
3 02
o
-

0,61

Aevoooupdurn 120 mg Q4W | 859 583 453 370 303 243 197 160 127 99 77 50 35 22§
Zohevdpoviko Of0 4 mg Q4W | 859 595 450 361 288 239 190 152 125 95 69 48 31 18
T T T T T T T T T T T T T

0 3 6 9 2 15 18 20 24 27 30 33 36 39

MAvag peAéng
N = ApiBpdg aoBeviv Tou
TUXQIOTTOIRBNKAV
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Mivokag 3. Agdopéva amoTELES NUTIKOTTOS Y10 TT] OEVOGOVUANTT OE GUYKPLOT UE TO
Colevopoviké 0ED o€ aoBeveig pe veodrayvmoBév morhamrhé puédopo

Agvooovpapmn Zolrevopoviko OED
(N =859)
(N =859)

Ip®to SRE
Ap1Bpuodc acbevav mov eiyav SRE (%) 376 (43,8) 383 (44,6)
AlGpesoc ypovog £mg TNV ELEAVION 22,8 (14,7, NE) 23,98 (16,56, 33,31)
SRE (pveg)
Yyetucog Kivovvog (95% CI) 0,98 (0,85, 1,14)
HpodTto ko emakdérovdo SRE
Méoog ap1fpog coppfapdtov/ 0,66 0,66
acBgvong
Avolroyio Tpav (95% CI) 1,01 (0,89, 1,15)
[Moc0GT0 GKELETIKNG VOO pOTNTAS OV 0,61 0,62
£10¢
Ip®to SRE  HCM
Aldpesog ypdvog (L veg) 22,14 (14,26, NE) ‘ 21,32 (13,86, 29,7)
Yyetucog Kivovvog (95% CI) 0,98 (0,85, 1,12)
[pdty axtvoforia TV 06TOV
Yyetucog Kivovvog (95% CI) | 0,78 (0,53, 1,14)
2vvolkn empioon
Yyetucog Kivovvog (95% CI) | 0,90 (0,70, 1,16)

NE = un ektipodpevo
HCM = vrepacPeotiopio koxondovg vosov

KAvikn omoteAecuotikOTNTO Kol 0GQAAEW GE EVIAIKES KO GKEAETIKO MPLLOVE N Bovg ue
YLYOVTOKVTTOPIKO OYKO TMV 0CGTAOV

H acpdieln kot 1 amoTeAEGUATIKOTITO TG OEVOGOLUAUTNG peEAETHONKAY 6 d00 dokipuég Daong 11
OVOIKTNG EMONUAVONG LoVoD okéEAoVe (LeAETEG S Ka 6) Tov cuumeptédafay 554 acOeveic pe
YLYOVTOKUTTAPIKO OYKO 0TV TOL £(TE TV AVEYYEIPNTOG EITE Y10 TOV OO0 1| XEPOVPYIKN eXEPPaon
0o cvvdedTaVY e coPapn VOSTPOTNTA KL GE L0, TPOOTTIKY, TOAVKEVTPIKT, OVOIKTIC EMIGT MOLVOTC
perétn edong IV (nerétn 7) mov mapeiye pokpompdOesun mapakoAoHBN o ac@AAELNS Y10 0.60EVELG
oV oAoKApocay TN HeAETn 6. Ot acbeveic AapPavay 120 mg devocsovudunng vrodoping Kabe

4 gfoopadeg pe pio copminpopotiky 66on 120 mg tig nuépeg 8 ko 15. O1 acbeveic mov diékoyav )
Oepamneio pe devocovpdumm otn cuveyela elonibav ot Aot Tapakoiovdnong aceAaielos yio
tovAdyotov 60 punves. H enavainmtikn Oeponeio pe devocovpdumn katd tn e pKelo tng
TOPOKOAOVOTONG 0GPALEING EMLTPETOTAV Y10 AGOEVEIG TOV KATESEIEOV APYIKA ALVTOTOKPLOT| OTN|
devOcOVUAUTN (TL.Y. OE TEPIMTMOON VIOTPOTLALOVCUG VOGOV).

Y perétn 5 eviayOnkav 37 eviiikol acbeveic pe 1otoroyikd eniPefoimpévo aveyyeipnto M
VIOTPOTIALOVTA YIYOVTOKLTTAPIKO OYKO TV 06TMV. To KOPLo KOTOUANKTIKO GNUELD TG SOKLUNAG NTaY
TO TOCOGTO AVTATOKPLONG, TOL OpileTat €ite MG EEAAEYT TOV YIYOVTOKVTTAP®Y TOVAAYLOTOV KOTA
90% oe€ oyéon pe v évapén (M TANPNS eEAAENYN TOV YIYOVTOKVTTOP®OV GE TEPLGTATIKA OTOL TO.
YLYOVTOKUTTOPO OVTITPOGMOTEVOVY TOG00TO < 5% TV KLTTAP®Y OYKOV), €ite MG amovsio eEEMENG ™S
OTOYXEVUEVN G PAAPNG LECH AKTIVOYPUOIK®V LETPNCEMY OE TEPICTATIKA OTOL dev NTav dtabéoiun
totontaforoyikn eE€tact. And Toug 35 acbevelg Tov cvuTEPIM|PON KAV TNV AVAALGT TG
OTTOTEAECUATIKOTNTOG, TO 85,7% (95% CL: 69,7, 95,2) eiyav aviandkpion ot Oepaneio pe ™

17



devocovpaunn. Kat o1 20 acOeveig (100%) pe 1otoroyikn a&lohdynon TAnpodcay To Kpitiplo
avtomokpiong. Amo toug evamopeivavreg 15 acbeveig, otovg 10 (67%) 01 AKTIVOAOYIKEG LETPNOELS dEV
éoet&av eEEMEN e oToyevuévng PAAPNG.

21 pekétn 6 evtdybnkav 535 evijlikeg 1| okeleTIKE MOl £PTPOL LE YIYAVTOKVTTOPLKO OYKO TV
oot®v. And avtovg Tovg acbeveic, o1 28 ftav nhkiog 12-17 etdv. Ot acbeveic exywprtnkayv oe pio
amo Tpelg kooptég: 1 koopt 1 mephapPave acBeveic pe yeipovpykd un deodoun voco (m.y. PAdPeg
TOV 1€POV 0GTOV, TNG GTOVOVAKNG OTHANG 1) TOAMATAESG PAAPES, cvpmePLALPOVOLEV®VY TVELLOVIKOV
UETAOTACEMV), 1 K0OPTH 2 TEPIAAUPavVE AoDEVEIC e YEPOLPYIKA SLUCHTIUN VOGO TMV OTOimV N
TPOYPOUUUATIGUEVT YEPOLPYIKT eMEUPacT cuvdedTAV e coPapr voonpotTa (.Y, EKTOU ApBpwong,
AKPOTNPLILOUOG GKPOV N UITVEAEKTOUN ) Kot 1) KoopTh 3 Tephaupave acheveic mov cvppeteiyav
TPONYOVUEVMG OTN ULEAETN S Ko LeTa KON KoY o€ avTtAV TN pnelém. O kdplog 6Tdy0og NTav N
aELOAOYNOT TOV TPOPIA ACPALELNC TNG OEVOGOLUGUTNG O€ AcOEVEIC LE YIYaVTOKVLTTAPIKO OYKO TMV
0otov. Ta devtepedovta KATAANKTIKA onpeio TG LeEAEC mepAdpPavay To ¥pdvo mg v eEEMEN
¢ vooov (ue Paon v aEloAdynon tov epevvnt) Yo TNV KoopT 1 kot v avaloyia acbevodv ywpig
YEPOLPYIKN emépPacm Tov uva 6 yio Ty Kooptn 2.

Xty xoopt 1 Kot tnv TEAKN avaivon, 28 and Tovg 260 acbeveig mov EhaPav Bepaneia (10,8%)
mapovciacay eEEMEN Tng vOGoL. ZTnv Kooptn 2, 219 amd toug 238 (92,0%; 95% CI: 87,8%, 95,1%)
a&loroynotpovg acbeveic mov Elafav Bepameia pe dgvosovpdunn dev vToPANONKAY G YEPOVPYIKN
eméuPaom €mg Tov uva 6. Ao toug 239 acbeveic oy koopt 2 TV omoimv 1 0Eom g PAAPNg
oTOYoV oV évapén N o SLAPKEL TNG LEAETNG OEV NTAY GTOVE TVEDLLOVEG 1] TOL LOAGKE LOP1LOL,
ovvolkd 82 acBeveig (34,3%) KATAPEPAY VO ATOPLYOLV TN YELPOVPYIKN EXEUPACT] OTN SLAPKELD, TN
HEAETNG. ZUVOMKA, TO OEOOEVO OTTOTEAECUATIKOTNTOG GE GKEAETIKE MPLLOVS EPNIPOVE NTAV TOPOLLOLNL
LLE EKEIVOL TTOVL TTOLPUTNPNON KAV GE EVIMKEG.

21 pekétn 7 gyypaoenkav 85 evihikeg acbeveic mov giyov mponyoupEVMS £YYPOPEL KOl OAOKAN PDOGEL
N pekémm 6. Ltovg acbevelg emtpenotay va AaPovv Bepamneio pe devocovpdunn yioo GTCB kot 6hot
o1 acbeveig maparxorovBodvtav eni 5 €. O kbplog 6ToY0g NTav 1 a&loAdYNON TOL TPOPIL

LOKPOTPOBECUNG 0GPAAELOG TNG OEVOGOVUAUTNG GE ALGOEVEIG |LE Y1yavTOKDTTOPIKO OYKO TMV 0GTAOV.

Enidpoon oto dAyoc

2V teMKT| avdAvon Tov Kooptdv 1 kot 2 GuvOLOGTIKE, ovapépOnke o KAVIKE onpavTik) pelmon
TOL YEWPOTEPOL GAyovg (ONA., = 2 Pabovg peiwon amd v apyk ©un) yo to 30,8% tov acheviv oe
ktvéuvo (OnA., exetvav mov glyov Paduporoyic > 2 yio 10 yepdTEPO AAYOS KaTd TNV Evapén) eviog

1 efdopddac Bepameiag, kot > 50% v efdopndda 5. Avtég ol Bektidoelg oto dAyog dtnpnbnkay ce
0Aeg TG emaxolovdeg a&10MOYNGE.

Houdrorpikdc TAndveudg

O Evponaikdc Opyaviopds Qappakov &gl SOGEL Amollayn amd TV VTOYXPEWOST] LTOPOANG TV
OTOTELECUATOV TOV LEAETMOV LUE TO PUPUAKEVTIKO TPOTOV AVOPOPAS TOL TTEPLEYEL OEVOGOVUAUT GE
pio M TEPLOCOTEPEG VITOKATNYOPIES TOL TAUSLATPIKOV TANOVOUOD TNV TPOAYN CYETIKDY CKEAETIKMV
oupuPaviov oe ac0eVeEi L 0OTIKEG LETOGTAGELG KOl GE VITOKOTIYOPIEG TOV TOOLOTPIKOV TANOVGHOD
NAKioG K4t Tov 12 1@V otn Bepameios TOL YIyOVTOKLTTAPIKOD OYKOL TV 00TMV (PAETE

TAPAYPOPO 4.2 Y10 TANPOPOPIEG GYETIKG [LE TNV TAIATPIKY YPHoN).

Y1 pekétn 6, n devocovpdumn a&loloynbnke o éva vrosuvoro 28 epnfav acbevav (Miikiog

13-17 eT®V) pE YIYOVTOKLTTOPIKO OYKO T®V 0GTAOV 01 0Toiol elyov pOAoEL 68 CKEAETIKY OPLOTN T
oplopevn amd 1 TovAdy 1oToV MPLO HoKPD 00To (T.Y. KAEIGTY Ppayloviol ETLPLGLOKT TAAKN 0vENCNC)
Kol copatiko Bapog > 45 kg. ‘Evag épnpog acBevng e yeipovpyikd pn dwwodotiun voco (N = 14)
TOPOVGIOGE VITOTPOTY| TNG VOGOL KOTA TN dldpKeLla TNG opyikng Oepaneiag. Aekatpeis amd Tovg

14 aoBeveic pe xepovpykd Stocmoin vos0o, TV 0TIV 1) TPOYPOLUATIGUEVT] XEPOVPYIKY ETEUPOON
oLVOEOTOV e GoPapr| Voo potNTa, dev LITOPANON KAV GE YelpovpYIKT| enéuPacn péxpL To puipva 6.

5.2 ®oppokoKivnTiKES 1O10TNTES
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Amoppoonon
Metd amd voddpia yoprynon, 1 Prodobesipdtnta frav 62%.

Bilouetaoynuotic U.éC

H devocovpdunn aroteleitorl amokAelotikd ond aptvoléo Kot vdaTdvlpaKes WG PLOIKY
avVOGOooQaIpivn Kot givat pikpn 1 mlavotnTa va, amoPAn0del Héow Pnyovicu®v NTaTikon
petafoiopov. O pHeTafoMOUOC KOt 1) ATEKKPICT] TOV AVOUEVETOL VO, AKOAOVONGOVV TIg 0001G
KGOOPCNC TOV AVOGOGPUIPIVAY, LLE ATOTEALEGILO T OLAGTOCT] TOV GE WIKPE TEXTIOWN KOl LEPOVOUEVOL
apvo&ga.

Amofoin

Ye aobeveic pe mpoympnpévo Kapkivo, ot omoiot Erafav morlamiég 06celg Tov 120 mg kdbe

4 gfoopadeg mapotnpnbnke nepimov STAACIO GUGCOPEVCT) GTIS GVYKEVIPACELS TG OEVOGOV LLAUTNG
GTOV 0p0, EVD eMTELYONKE 6TOOEPT| KATAGTAOT EVTIOG 6 PNVAV, YEYOVOG TTOV TOPUTEUTEL GE
QOPUOKOKIVITIKY ave&apTnTn amd TO XPOVO. L& ATOUA IE TOAAUTAO LuEL®UA T oTtoia Elafay

120 mg kaOe 4 gfdopuadec, n didpeon T TOV EAIYIOTOV ETTESMV LeTaPANONKE AydTepo amd 8%
oToVvg 6 pe 12 unveg. Xe acbeveic pe yiyaviokuTtoptkd 0YKo TV 0oT@v Tov Ao fav 120 mg kdde

4 gfdouddeg pe pio, GUUTANPOUOTIKY 0001 TIg Nuépeg 8 kot 15, ta emineda oe otabeptn KoTAGTOON
emtedyOnKav evidg Tov TpdTov unva ¢ Bepancioc. Meta&d tmv efdopddowy 9 kot 49, o didpeca
YounAotepa emineda eiyov dtapopomoinon pikpdtepn tov 9%. Xt1ovg acbeveig Tov diékoyav
Oepamneio pe 120 mg kaOe 4 efdopnadeg, o pésog ypodvog nuicelag Lomg nTav 28 nuépeg (evpog 14 Emg
55 nuepav).

H goppaxoxintikh avdivon tov tAnfucpod dev £6e1Ee KAVIKA oMUOVTIKEG LETABOAEG TNG
CLOTNUOTIKNG £KOEGTC 0TN dEVOCOVUAUT 0€ oTaBEPN KATAGTAON G GYEON LE TNV NAwia

(18-87 etcyv), T @UAR/eBvikdTTO. (EpELVION KAV GTOUE TG LOOPNS VARG, loTavopmvol, Acidteg kat
Kavkdoior), 1o ¢OA0 1 TOUG TOTOVG GUUTAYDV OYK®V 1} acbeveilg pe ToAMaTAO poélopo. H avénon
TOL GOUATIKOD BAPOVC CLGYETIOTNKE LE LEIMOT TNG GLGTNUATIKAG EKDEGTG KOl TO AVTIOTPOPO.
Qc1600, 01 peTaforég antég dev BempnOnKoy KAVIKA ONLOVTIKEG EQOGOV 01 PUPLLOKOOVVOLLLKEG
EMOPACELS PAGEL TV OEIKTMOV OGTIKNG EVAALAYNG TOPEUEVAY IO1EC OE LEYAAO EVPOG CMLLOTIKOD

Bapovg.

Cpoappikdmta/un ypoupkotTa

H devocovpdumn enédeiée un ypOouUIK QOPUOKOKIVITIKY GE EVPV PAGLO 00GEWDY, OAAL GYEdOV
avéloyn pe ™m 66om avénon g Ekbeomng yio 66celg 60 mg (1 1 mg/kg) xat dve. H un ypoppukdmta
mOavov va opeiletal oe dSwpecorafolpevn and To POPUOKOAOYIKO GTOYO 000 OMEKKPIONG e onUElo
Kopeo ol 1 onoia eivol ONUOVTIKY GE YOUNAES GUYKEVIPAOGELS.

Neoppikn dvocAsrtovpyio

Ye peléteg pe 1 devocovpdpmm (60 mg, n =55 kot 120 mg, n = 32) oe acbeveig yopic mpoympnuévo
KOPKIvVO 0AAL GE J10(POPa GTASLO VEPPIKTG AELITOVpYing, cupmepAapfovouévey achevav vd
eEveppikn kaBapon, o Pabudc g veppikng dSucieitovpyiog v giye Kopia enidpacn ot
QOPUOKOKIVITIKT TNG 0EVOGOVUAUTNG, GUVETMS OV OTMOLTEITOL TPOGOPUOYT TNG dOGNC YLol TN VEPPIKN
dvoiettovpyia. Aev amaiteiton mopakoloVBNoN TG VEPPIKIG AELTOVPYING KATA T YopnyNnon g
OEVOGOVUAUTC.

"Exntmon tne NmoTikne AsLtovpyiog

Agv mpaypotonomOnke kopio 101k LEAETN og 0c0EVEIS e EKTTOOT TNG NOTIKNG AElTovpyiog. Ze
YEVIKEG YPOAUUES, TO. LOVOKAMVIKG OVTICOUATO OEV ATOUAKPOVOVTAL LECH UNYOVICUOV NTOTIKOD
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petaforiopod. H @opuakoKivn Tk G OEVOCOVUAUTNG dEV AVAUEVETAL VO ETNPENCTEL OO TV
EKTTTMGT TNG NTATIKNAG AEITOVPYIOG.

Hluopévot

Agv mopatnpnOnkov yeviKég S10popEG G TPOG TNV AGPAAELN 1] TNV OTOTEAEGUATIKOTNTA LETOED
NAKIOUEVOV Kot vedtepmv acBevav. Edeyydpeves kKAvikég peréteg e devocovdumng o acheveig
Gve TOV 65 €TOV e TPOY®PNUEVOD OTAdIOV KOKONOELES TOV EUTAEKOVY TO. 0GTA ATOKAAVOLV
TOPOLOL0L ATTOTELECUOTIKOTITO KOl LOQPAAELD € NAKIOUEVOLS KOl VEOTEPOLG 0loBeveis. Agv amatteitot
TPOCAPLOYN TG dOCTC GTOLG NAMKIOUEVOLG aebeveic.

Houdrotpikdc TAndveudg

e oKeELETIKA DpLovg ePrifovg (MAtkiog 12-17 €TmV) Le YyovToKVLTTOPIKO OYKO TV 06TAOV, Ol 0TTOiot
AdpPovav 120 mg kd0e 4 efoopddeg e GUUTANPOUATIKY dO0oT TIG NUépes 8 Kat 15,1
(QOPLOKOKIVITIKY] TNG 0EVOGOVUAUTNG 1 TOV TTOpOLLOLO. LLE EKELVT] TOV TToLpalTh PO KE GE EVIIAIKEG
acBeveic ue GCTB.

5.3 Ipoxivikd dgdopéva Yo TNV a6QIAELQ

Epocov n Broroyikr dpdon g devocovpdumg oe {oa givat g1tk Yo un avlpomive tpotedovta
OnAaotikd, agloAoyndnkay yevetikd tpomomomuévol movrikoi (knockout) 1 ypnoiomomOnkay GAiot
BroAoywcol avactoreic g 0000 RANK/RANKL, dnwe 1 cuvdedepévn oto popto Fe
ooteompoteyepivn (OPG-Fc) kat to cuvdedepévo oto popto Fe RANK (RANK-Fc), yia v ektipmon
TOV QOPUAKOSVVAUIK®V 1O10THTMV TNG OEVOCOVUAUTNG G LOVTEAN TPOKTIKMV.

g HOVTELD OOTIKMV PETAGTAGEMV GE TOVTIKOVG LE avOp®dTIvo Kapkivo Tov HaoTtod BeTikd 1 apvnTiko
GTOVG VTTOO0YELG O1GTPOYOV®V, KOPKIVO TOV TPOGTATY KOl 1| KPOKVTTOPIKO KOPKIVO TOL TVEDIOVOL,
1N OPG-Fc peimoe 11 00TE0ATIKESG, 00TEOPAACTIKEG KAl 0GTEOALTIKEG/00TEOPAAOTIKEG PAAPES,
Ka.OVGTEPNGE TO GYNUOTIOUO de nOVO OGTIKMY PETACTACEMV Kol LEIMOE TNV OVATTLEN OKEAETIKOV
oykwv. Otav 1 OPG-Fc cuvdvdotmke pe oppovikn Oepaneio (tapoéupaivi) 1| ynuetodepaneio
(00ceTaEéAN) O AVTA TOL LOVTELQL, ONUELDONKE 00 POICTIKT AVOGTOAN TNG AVATTLENC CKEAETIKMV
OYK®OV GTOV KOPKIVO TOL HOGTOV KOl TOL TPOGTATI 1) TOL TVEVLOVA, AVTICTOY . € £VOL LOVTELO
EMOYOYNG OYK®V TOL LaoTOL 6€ TovTikovg, To0 RANK-Fc peimoe tov emayopevo and tig oppoveg
TOAOTAAGLOG O TOV emfnAiov ToOL LaGTOD Kol KOGVOTEPNGE TO GYNUOTIGHO GYK®V.

Agv &govv mpaypatomrom Bt or cuvnBeig doxipacieg yio Tnv a&l0A0YN o1 TOL SVVOUKOD
YOVIS0TOEIKOTNTAG TG OEVOCOVUAUTNG, EPOCOV TETOLEG SOKILAGIES dEV ELVOL OYETIKES LLE TO
GULYKEKPIUEVO HOP10. Q6TOGO, AOY® TMOV YOPUKTNPIOTIK®OV TG, 1| 0EVOcovUaunTn Bempeitatl anibavo va
€YEL OTOLOONTIOTE SLVOLIKO YOVISIOTOEIKOTNTOC.

To xopKwoyovo Suvopkd e devosovHaUTNG Ogv Exel ekTiunOel oe pakpoypdvieg ueréteg pe Lma.

e neAéreg ToEkoTNTOG QAmas Kot emavarapPavopevev 06cewv o€ TN KOoVg cynomolgus, ot 000¢€lg
OEVOGOVULAUTNG, OV 0dNMoav o€ 2,7-15 popég pueyarvtepn cuotnuatikn ékfeon amd
oLVICTOUEVN avOpdTIVY dOON, deV glyav Kapia ETITTOON GTNV KOPIOYYELOKT GLGLOAOYIN KOl TV
OVOPIKN M TN YUVOIKELD YOVILOTNTO, OVTE TPOKAAESAV E1OIKN TOEIKOTNTA GTU OPYUVA-GTOYOVG,.

Ye pio pekétn og mBnkovg cynomolgus o1 0GES OEVOGOVUAUTNG KOTH T S1dpKeLD TEPLOGOV TOV
LGOOLVOLEL LE TO TTPAOTO TPIUNVO TNG EYKLUOGVVNG, TOV 03N YNoaV G€ 9 PopEg PeyaAvTePN
CLOTNUATIKN kBECT) OO TN CLUVIGTOWEVT] AVOPAOTIVY 00GT), OV TPOKUAEGAY UNTPIKY TOEIKOTNTA 1|
BAGPeg oTo EUPpvo KoTd TN SLaPKELN TEPLOOOVL TOV IGOSVVOLEL [LE TO TPAOTO TPIUNVO TG KON GG,
apOAho mov dev e&eTdotnKay ot eUPpuikol AeUPadEVeES.

Y& aAAn perétn o TN Kovg cynomolgus, 6Tovg 0moiovg KT ™ JdpKELD TG EYKVUOGUVIG
xopnyMOnke devocovpdunn oe d6celg e 12 popég peyardtepn cvomuatikn ékbeon and v

avOpdmvn d6on gppavicTnKay avENUEVOL TOKETOL VEKPOV EUPPO@V Kl LETO-YEVVNTIKY BvnopoTnTa,
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U1 QLGLOAOYIKT OVATTUEN TOV 0GTMV UE OTOTEAEGUA TV UEIWUEV AVATTUEN TOV 0GTAV, HELWUEVN
apomoinomn Kal Aavlacuévn evbuypapion T@V 0VTIMY, ATOVGIN TEPIPEPIKOV AEUPAIEV®Y Kol
UELMUEVT] VEOYVIKN avarTuén. Aev kabopiotnke 10 eninmedo ywo. un TopaTHPENoT AVETIOOUNTOV
EVEPYELDV Y10l TIG AVATTOPAYMYIKEG EMOPACELS. 2T YPOVIKN TEPI0S0 6 UNVAV PETA amd TNV YEVvNoT, Ol
oAAYEG IOV aPOPOVGAV BT OGTA OTOKAUTAGTAON KAV KAl dev LN PEE EMIOPACT OTNV EKPUOT TOV
dovtimv. Opmg, o1 emOPAGELG GTOVG AEUPAOEVES KOt TN AavBacuévn evBuypdppion Tmv doviumy
TOPEUEVOAV KoL EAAYLOT OG LETPLO LETAAAOTOM OGN G TOAALATAOVG 16TOVG Tapatn piOnke o€ éva amod
ta mewpopatolma (ovoyétion pe tn Oepancio eivan acaen). Aev vmpéav ototyeia PAAPNG oV
UNTEPO TPV OO TOV TOKETO, OVETIBOUNTO UNTPIKA GUUPApaTa Topathpinkay 6Tavio Kotd Tov
Toketd. H avantuén tov untpikdv HooTIKOV 0dEVeV NTOV QUGIOAOYIKN.

Y& TPOKAMVIKEG HELETEC TNG TTOLOTNTOG TV 0GTMV G€ TONKOLE LITO paKpoypovia Bepameio pe
OEVOGOVUAUTT], TOPOUOL0 LEIDCT] TV OEIKTMV 0GTIKNG EVOALAYNG GVCYETIOTNKE pHE Peltinomn tng
0CTIKNG OVTOYNG KOl QLUGLOAOYIKY| IGTOAOYIO TWV OCTMV.

Y& 0poeVIKE TOVTIKIO YEVETIKY TpoToTOm LéEVa doTe Vo ekPpalovv To huRANKL (movrikia knock-in)
oTo onoio TPoKANBnKe KATOYIo GTOV PAOLO, 1| devoGoLUAUT KaBuoTépNoe TNV e£0QAVION TOV
XOVOPOL KOl TNV OVAKOTAGKEDT) TOV TMPOV TOV KATAYUATOG GE GUYKPLOT LE TO PAPUAKO EAEYYOV,
OAAG 1) Propmyovikn avToyn Ogv EXNPEACTNKE OPVNTIKA.

Ye mporhivikég pehéteg mov deényonoav oe knockout movrikio mov otepovviay o RANK 1 t0o
RANKL mapoatnpnbnke anovsio mopaymyng ydAoktog AOYy®m ovaoTOAG TG @piptaveng tov pnoltkod
adéva (AVATTLEN KLYWELOEDMV KOl AOBLOKAOV 0OEVOV KOTA T SIAPKEL, TNE EYKVIOGVVIG) Kol
daTapayn TOL oYNUATICUOD Aepeadévav. Neoyévvnta knockout movtikia mov otepodviay o RANK
11 0 RANKL napovcioacov pHeiopévo copatiko Bapog, LEIWUEVT] avATTUEN TOV 0GTMV, U
PLGLOAOYIKEG ALENTIKES TAAKES KAl L] EKQUGT] TV doVTIMV. Melmpévn avanTuén TV 06TMV, Un
PLGLOAOYIKEG QLENTIKES TAAKES Kol TABOAOYIKY £KOLOT TOV SOVTIOV TopatrprdnKe eniong o
UEAETES LE VEOYEVVIITOVG ALpOLPOiOVG GTOVG 0Toiovg yopnynonkay avactoleig tov RANKL, eve avtég
01 0AAOYEC N TAV PEPIKAOG OVAGTPEYYLES OTOV SIOKOTNKE 1) XOpN YN o1 Tov ovacsTtorén Tov RANKL.
"Epnpa mpotedovra Oniactikd oto omoio yopnynonke devosovpdunn o€ 60celg 2,7 kot 15 popég
peyorvtepeg (10 kot 50 mg/kg) amd v Khvikn €kbeon epueavicay pn @LGIOAOYIKES VENTUKEG
mhakeg. Emopévamg, n Oepameio pe 6voGoupauan UTopel va HELDOEL TV aVATTLEN TOV 06TOV T
OO0 PE AVOIKTES QLENTIKEG TAGKES KOl VO OVOLGTEIAEL TNV EKQLON TOV SOVTIMV.

6. ®APMAKEYTIKEX IAHPO®OPIEXZ

6.1 Kardhoyog ekdoymv

DuoAidio

[ayetmdeg 0&ucd 0&v, *

Ydpo&eidio tov vatpiov (Y pvBuon tov pH)*

YopPrtoin

[olvoopPiko 20

"Yomp yio evéoiua

* To 0&wco pubpicticd ddivpo oynuotiletal pe mv avapelln o&ikov o&€og e VOPOEEISIO ToL vaTpiov

6.2 AcvpPoatotnteg

EMelyet pedetdv oyetikd pe ) cvpPatdtnra, To mopdv QopUOKEVTIKO TPOIOV OeV TPEMEL VO
OVOLLELYVOETOL L€ AL PAPLLOKEVTIKA TPOTIOVTOL.

6.3 Awapkero Long

3 xpovio.
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Epocov PByet amd to yoyeio 1o Denosumab Ascend pmopel va dwotnpn0el oe Oeppokpacio dopatiov
(uéxpt 25°C) o dtdoua £og 30 nuépeg otov apykd mepléktn. Mnv 1o enavotonobeteite 6to
yoyelo. TIpénetl va ypnopomombel evtog Tov dtaotpatog Tov 30 nuepv.

6.4 Iowitepes mPoPUAGEELS KOTA TN VALY TOV TPOIGVTOG

Ddvidooete og yoyeio (2°C — 8°C).

Mnyv katoyOyeTe.

DuLdcoete TO PLOAIS10 GTO EEMTEPIKO KOVTL Y100 VO TPOGTATEVETAL OTTO TO PAC.

6.5 ®@von Kol GVOTUTIKA TOV TEPLEKT

DuaAidio

1,7 ml dtoddpotog 6 PoAidio piag ¥priong omd Yool Tomov I pe T s16ydPNoNg amd EA0CTIKO

Bpopopovturiov kot cEPEYIoN AAOLUIVIOD LE ATOCTMUEVO AL

YV0KEVOCIES TOV EVOG POALSIOV.

6.6 Iowitepec mPoPUAAEELS ATOPPLYN S KAl AALOG YELPLGUOG

. IIpwv amd ) yoprynon, to dtdhvpa Tov Denosumab Ascend mpémet vo eAéyyetot ontikd. Mnv
YPNOLUOTOLEITE TO SLdAvpa €4V lval VEQELMOES, ATOYPMUATICUEVO 1| EAV TTEPLEXEL TOAAL
copatiown 1 EEv) COUATIOIOKT] VAN.

. Mnv avaxweite.

. IMoa vo amopoyete ™ dvceopia ot BEon Eveonc, apnaote To ELaAIdI0 Vo PTaceL o€ Bepuokpacio
dopatiov (uéxpt 25°C) mptv amd TV EVEST KUl EYYVGTE 0PYAL.

. B mpémel voL eyYVETE OAO TO TEPLEYOLEVO TOV PLAALOIOV.

. I'a ™ yopnynon g devocovpdpmng cuativetal Belova 27 gauge.

. Agv O TpENEL VO ETAVEIGEPYETOL GTO PLOAIDIO.

Ka0¢e aypnoiponointo eopuokeuTiKo tpoiov 1] VIOAEYLUO TPETEL VO OTOPPITTETOL COUPOVO LE TIG
KOTO TOTOVG IGYVOVCES GYETIKES OLOTAEELG.
7. KATOXOZX THX AAEIAX KYKAO®OPIAX

Ascend GmbH, Sebastian-Kneipp-Strale 41, Niederursel, Frankfurt Am Main, Hessen, ['eppovia
60439.

8. APIOMOX(OI) AAEIAX KYKAO®OPIAX
EU/1/26/2052/001
9. HMEPOMHNIA NIPQTHX EITKPIZHX /ANANEQXHX THX AAEIAX
Aev gpappoletar.
10. HMEPOMHNIA ANAGEQPHXZHX TOY KEIMENOY
XX/ XX/IXXXX

Agmtopepeic TANpoPopieg yio TO TOPOV POPUOKEVTIKO TPOTOV ivar Stabéoteg 6ToV SIKTLOKO TOTO
tov Evponaikod Opyavicuod @appdkwov: http:/ www.ema.europa.eu/.
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ITAPAPTHMA 11

ITAPAXKEYAXTEX THX BIOAOI'IKQX APAXTIKHX
OYZIAYX KAI ITAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AITIOAEXMEYXH TQN ITAPTIAQN

OPOI'H NEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ANIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
ITPOIONTOX
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A. TAPAXKEYAXTEZX THX BIOAOI'TKQX APAXTIKHE OYZIAX KAI
HAPAXKEYAXTEX YIIEYOYNOI I'TA THN AIIOAEXMEYXH TQN HAPTIAQN

‘Ovouo ko dtenduvon TV TopooKELOOTOV THES BLOAOYIKAOC dPOOCTIKNE OLGIOC

Enzene Biosciences Limited, Plot No A/22 A/1/2 MIDC Chakan Industrial Area Phase-II, Khalumbre
Village, Khed Taluka, Pune 410501, Ivéia

‘Ovopo. kot d1e00vvon TV TaPUoKEVOOTMOV TOV £ival VITEVOVVOL Yo TNV OTOOEGUEVOT TOV TTOPTIOWV

ADOH B.V. Godfried Bomansstraat 31, Nijmegen, Gelderland, 6543 JA, OAlavdia

270 £VTLTTO PUALO OON YLDV XPTOTG TOV POUPUOKEVTIKOV TPOIOVTOG TPEMEL VO OVOY PAOETOL TO OVOLLOL
Kol 1 S1e¥0LVVOT TOL TOPUCKEVAGTH TOV givon LTEVHVVOG Y10 TNV OTOSEGIEVTT] TG GYETIKNG TOPTIONG.

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

DopproKeLTIKO TPOIOV Y10 TO 0010 amatTeiTol TEPLOPIGUEVT] TPkt cvvtayn. (BA. Tapdptnpua I:
[epiinyn Xapokmpiotikedv tov [poidvtog, mapdypopog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAETIAX KYKAO®OPIAX

. Ex0¢oe1g meprodikng mrapakorovOnong s acedarerag (PSURSs)

Ot amartoeig v v vofoAn twv PSURS 1o 10 ev Adym @apuakevtikd tpoiov opifoviatl 6tov
KaTAAOYO UE TIG Nuepounvieg avagpopds ™¢ Evaoong (katdioyog EURD) ov opatifetot oty
mapdypoapo 7, tov dpbpov 107y, g odnyiag 2001/83/EK ko kéBe emaidiovbng emkaipomoinong
OTMG ONLOGIEVETAL GTNV EVPOTATKN SIKTVOKT TOAT Y10 TO, PAPLLOKCL.

A.  OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®»AAH KAI AITIOTEAEXMATIKH
XPHXIH TOY ®APMAKEYTIKOY ITIPOIONTOX

. Xyéowo owayeipiong Kivovvou (XAK)

O Kdaroyog Adeiag Kukhogpopiog (KAK) Ba Sie&aydyet Tic amatovpeveg dpactnplotnTeS Kot
TOPEUPACELS POPUUKOETOYPOTVIONG OTTMG TaLpoLGIiiovTatl 1o cuuemvndév LAK mov mapovoidletal
ot evotnto 1.8.2 g Gdelng KuKAOPOPIaG KoL OTOIEGONTOTE ENAKOLOVOEG EYKEKPIUEVES
avabewpnoelg Tov TAK.

"Eva emucoporompévo XAK Oa mpémetl va Kotoatedet:

. Metd amd aitnpa tov Evponaikov opyavicpov Goppakoy,

. OnotedNmOTE TPOTOTOLEITAL TO GUGTNHO SLXElPLoNG KIvOUVOUL, EIKA (G ATOTEAEGLA ANYNG
VE®V TATPOQOPLAOV TOVL UITOPOVV VO ETLPEPOVV G UAVTIKT OALOY OTT) GYEGT 0QPELOVG-KIVODVOL
N ®G OTOTEAEG A TNG EMITEVENG EVOG ONUAVTIKOD OPOCTILOV ((POPLOKOETOYPOTYNON M
glay1oToToN e KIVOHVOD).

. EmnpécOeta pétpo ELayrotomoincng Kivovvov

O KAK 6a dtacpairicet 6Tt B Bécel o€ 10%0 KbpTa VTEVOVUIONG Y10 TOV AGOEVT] GYETIKA LE TNV
0GTEOVEKP®OT] TNG YvaOov.
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ITAPAPTHMA 111

EIIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX

25



A. EIIIXHMANXH
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ENAEIZEIX I1IOY HPEIIEI NA ANAI'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ®IAAIAIQN

1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX

Denosumab Ascend 120 mg evéoipo Sidivpa
OEVOGOVUAUTT

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

Ka0e proridro mepiéyet 120 mg devocovpdumng o 1,7 ml dtoddpartog (70 mg/ml).

3 KATAAOI'OX EKAOXQN

Moayetdoeg 0&kd 0£D, VOPOEEIdIO TOV VoTpiov, copPirtorn, TorlvcsopPiko 20, VAP Yo EVECTUO.

4. DOAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

Evéoyo odivpa.
1 @lorido pag xpnong

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awpdaote 10 @OALO 00N YLDV ¥PYONG TPV A6 TN YPNOT.
I'a vrodopla ypron.
Mnyv avokweite.

AEN ITPOXEITIZOYN TA ITAIATIA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE @EXZH THN OITIOIA AEN BAEIIOYN KAI

No purdocetal og Béon v omoia dg PréEmovv Kot dev Tpoceyyilovy Ta madid.

| 7. AAAH(EX) EIAIKH(EX) TIPOEIAOTIOIHEH(EIY), EAN EINAI AIIAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX XYNOHKEX ®YAAEHX

Ddvidooete og yoyeio.
Mnyv katoyOyETE.
DuLdooeTe TO PLOAIOI0 OTNV EEMTEPIKT) GUOKEVAGIO Y10L VO TPOOTATEVETAL OO TO PG,
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10. TATIAITEPEX TIPO®YAAZEIZ I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN IHOY ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Ascend GmbH, Sebastian-Kneipp-Stralie 41, Niederursel, Frankfurt Am Main, Hessen, ['eppavia
60439.

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/26/2052/001

13. APIOMOZX ITAPTIAAX

Maprtioa #

‘ 14. TENIKH KATATAZEH I'TA TH ATAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. HAHPO®OPIEX XE BRAILLE

Agv gpappoletot.

17. MONAAIKOZ ANATNQPIETIKOZ KQAIKOX — AISAIAZTATOX TPAMMQTOX
KQAIKAY (2D)

A6d106TaTOG VPO UP®OTOG KoK (2D) mov pépetl Tov mepAnehévta Lovadikd ovayvoploTiKo KmOKO.

18. MONAAIKOZX ANAI'NQPIZTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEY ENAEIZEIX IIOY ITIPEITIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHX

Denosumab Ascend 120 mg evécio
devocovpapmn
SC

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHZHX

EXP

4. APIOMOX ITAPTIAAX

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

1,7 ml

6. AAAA XTOIXETA
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B. ®YAAO OAHI'TQN XPHXHX
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@v)rrho 0N YOV ypione: Iinpogopics yia Tov acevi)

Denosumab Ascend 120 mg gvéopo ordivpa
VOGOV UAUTT

V' To géppoko avtd Terei VIO GLUTANPOUATIKY TOPAKOALOVONON. AVTO Bol ETTPEYEL TO YPYOPO
TPOGOIOPICUO VEDV TANPOPOPLOY acpdielnc. Mmopeite va fondnocete pécw g avapopdg mbavaov
AVETOOUNTOV EVEPYEIDY TTOL VIEYOUEVMG TTapovotalete. BA. Télog g mapaypdeov 4 yio Tov TpOTo
aVaQOPAC AVETIOOUNTOV EVEPYEILDV.

AW PaoTe TPOGEKTIKG 0LOKAN PO TO PUALO 0ONYLOV YP1GNG TTPLV UPYIGETE VO, AP CLUOTOLEITE AVTO
T0 QAPURUKO, O10TL TEPLAUUPAVEL GTLAVTIKES TTAT POPOPIES Y10 GO,

- ®OvAdETe avTo TO EOALO 00MYLDVY Yprone. Towe ypelaoctel va to dapdcete Eavd.

- Edv éyete mepartépw amopieg, poToTE TOV Y10.TPO, TOV QOPUAKOTOLO 1) TOV VOGOKOLO COG.

- Hovvtayn vy avtd 10 eappako yopnyndnke amokAEoTiKd yio 6og. Agv TpEémel va SDCETE TO
QappoKo og GAlovc. Mmopel va Toug mpokaAiéoel PAAPN, aKkOpa Kot OTAV T0, GUUTTMOUOTO. TG
acBéveldg toug etvar ida pe to. d1KA oo,

- Ed&v mapatmproete kdmowo avemBountn eVEPYELD, EVILEPDGTE TOV YLOTPO, TOV POPLOKOTOLO 1)
TOV/TNV VOGOKOHO G0¢ AVTO oyVEL Kot Yio kaOe mbavn avemfountrn evépyelo mov dev
AVOQEPETAL GTO POV PUALO odnyldv xprione. BAéne mapdypapo 4.

- O ywrpdc cog o cog dMoeL Ui, kKapto VIEVODIIGNS Yo ToV a60gV, 1) 0Tl TEPIEYEL OTUOVTIKES
TANPOPOPIES YL TNV OLGPAAELD, TIG OTOTlEC TPETEL Vo YVOPILETE TPV KAl KATA TN SIGPKELN TG
Oepameiag cag pe to Denosumab Ascend.

T epréyer To Tapov GUALO 00N YLAOV:

Tt eivat o Denosumab Ascend kot mota givat 1) xpron Tov

T npémer va yvopilete mpv ypnopomocete To Denosumab Ascend
Iag va ypnoonomoete To Denosumab Ascend

MBavég avemBounteg evépyeteg

Iog va puidccete To Denosumab Ascend

[epieyopeva TG GLOKEVAGING KOl AOUTEC TAN POPOPIES

A

1. T €ival 1o Denosumab Ascend kot 7wola givan 1 yp1on Tov

To Denosumab Ascend mepi€yetl SevocoLUAUTT, (o TPOTEIVY (LOVOKA®VIKO avTicmLLO) oL dpal
EMPPOSVVOVTOG TNV KOTUGTPOP] TV 0GTAOV OV TPOKAAEITOL 0o TNV EEATAMGT TOL KOPKivOL GE
vt (LETAOTAOT OTU 0GTA) 1) OO YIYAVTOKVTIOPIKO KOPKIVO TOV 0GTOV.

To Denosumab Ascend ypnoilonoleital 6 EVAIKEG IE TPOYWOPNIEVO KOPKIVO Y1 TV TpOAN Y
GoPupdV ETITAOKOV TOL OPEIAOVTAL GTIG 0GTIKEG peTaoTAcELS (TT.),., KATayuo, Tieon 6To VoTloio

ULELD 1 avarykn Aqymg aktivobepameiog 1 O1EVEPYELNG XEPOVPYIKNG ETEUPACTC).

To Denosumab Ascend ypnoyionoteitol emxiong yia tn Oepameio TOL YyovIOKLTTAPIKOD KOPKIVOL TV
0GTMV, 0 0T010G 0V UTOPEL VO OVTILETOTICTEL LE YELPOVPYIKY| ETEUPOGT 1] OTOV 1] YELPOVPYIKY|
emépPoon dev givor n KOAOTEPT EMAOYY, GE EVIAIKES Kol P POVG TV 0ToimV TO 0GTH £X0VV
GTOULOTNGEL VO, AVOTTOGGOVTOL.

2. T npémer va, yvopilete mprv ypnoponotoete 10 Denosumab Ascend
Mnyv ypnowonoucere To Denosumab Ascend

- o€ TePIMTOON OAAEPYIOG GTN OEVOGOVUAUT 1] O€ OTOLOONTOTE AAAO OO TOL GLGTUTIKE AVTOV
TOL PUPUAKOL (CVOPEPOVTOL GTNV TOPAYPAPO 6).
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O enayyeMuatiog vyeiag cog dev Ba cag yopnynoet Denosumab Ascend av éyete moAlDd yopnAd eninedo
acPeotiov oTo aiplo oag Kol dev £xete AaPel Depameia Yo TV AVIYLETORIOT TOVG.

O enayyerpatiog vyeiag cag dgv Ba cag yopnynoel Denosumab Ascend edv €yete pn ETOVAMUEVEG
TANYEG amd odovTaTpikn Bepameio 1 eyyeipnon otdpatoc.

pogidomonoeis ko TPoPLAGEELS
AmgvOvuvlcite otov T0TpO Gac Py yproiponotoete 10 Denosumab Ascend.

ZvumAnpouotikn yoprynon acBectiov kot Prrapivng D

Oa wpénet va Aappavete copminpopota acpectiov kot Prrapiving D y 660 dtdompa maipvete
Denosumab Ascend extog kat av £xete vymAd eninedo acPectiov oto aipa cag. O ytpdg cag Ba To
ov{nmoet avtd pali oo Av £xete yaunAd eninedo aGPECTION GTO OipO GG, O YITPOS GOG LITOPEL Vo
OTOQAGICEL VO 0O YOPNYNOEL LUTAN phate acPectiov mpwv Eekivioete Bepaneia pe Denosumab
Ascend.

XounAd eninedo acPectiov 6To aipa

MopokaAeicte vo EVUEPDGETE TOV YIOTPO GOG OUECHS EAV EYETE PVIKOVG GTOLGIOVG, HVTKEG
GUGTAUGELG 1] KPAUTES K/ aicOn o LovSIAGIATOS 1) LWOPUNKINGTG OTO SAYTLUAN TV YEPLDY KOl TOV
TOOLMY M YOP® A0 TO GTOUN KON ETANTTIKEG KPIGELS, GVYYVOTN N ATMAELN TOV A1GONCEMV KOTO TO
dtaotnpa ov AapPavete Denosumab Ascend. Evoéyetal va éxete yaunid enineda acPestiov 610
aipo 6oG.

Neoppkn| duvshertovpyia

Evnuepdote tov yotpod oag edv xete 1 elyote moté coPfapd mpoPALOTA GTOVS VEQPOUS, VEPPIKN
OVEMAPKELN 1) OV (PEIGOTNKE Vo vToPAnDeite og ewveppikn KGBapon, yeyovog Tov pumopel va avénaoet
Tov kivduvo vraoPeoTiopiog, EWOIKA v OV TOIPVETE GUUTAT POLATO AGPESTIOV.

IIpoBArpata 60 6TéUa, 6T d6VTLIO 1) 6T1 Yvado

Mo apevépyeto mov AEyetal 06TEOVEKP®ON ™G YVaBou (BAAPN Tov 06TOL ™G YVEBoL) £xet
avoeepbel cuyva (umopel va emnpedoet émg 1 ota 10 dtopa) og acbeveic Tov Aappdvouvy evécelg
SEVOGOLULAUTNG Y10 KATAGTAGES TOV oyeTilovtal e Tov kapkivo. H ooteovéxpwon tng yvabov
umopel emiong va LQPOVICTEL Kol PLeTd TV dwkonn tng Bepameiag,

Eilvat onpovtid vo tpoonadnoete va Tpoldfete v eUOAVION TNG 00TEOVEKPWOOTG TNG YVEOoL KabmG
umopel va gival po Endovvn KatdotooT Kol propel va givar dbokoin va Bepamevtel. o va peidoete
TOV KiVOLUVO ELPAVIONC 0OTEOVEKPMONG TG YVAOOV, DITAPYOLY UEPIKES TPOPVAGEELG TTOV LUTOPEITE VO
TOPETE:

o Ilpwv Vv évap&n g Bepameiag, EVUEPDOOTE TOV YOTPO/VOGOKONO c0g (EmayyeAoTiog vyeiog)
gdv €yete omolodNmote TPOPANLO e TO oTOWA 1] Ta 00VTIH Gag. O YloTpdg cac Pmopel va
kaBvotepnoet mv Evapén tng Bepaneing oag edv Eyxete un ETOVA®UEVES TANYEG ATTO 0OOVTLOTPLKN
Oepameia N eyxeipnon otoparoc. O yaTpdg coG LTOPEL VO GOLG GLUGTNOEL L0 00OVTITPIKN
e&étaon mpwv amd my évapén g Oepaneiog pe Denosumab Ascend.

o Katd ) didpketa tng Oepameiog, Oa mpémel vo, St peite KOAT GTOUOTIKY DYIEWVH KOl VO KAVETE
TAKTIKOVG 030VTIATPIKOVG ELEYYOLG poutivag. Edv @opdte teyvnt) odovioctoyia o mpémet va.
BeParwbeite 611 epappodlel cmotd.

e Edv Aaupdvete odovtiatpikn Bepameio | mpokeitan va vwofindeite oe odoviiaTpiky enéppoon
(.. e€aywyn 60vTion), EVLEPDOTE TOV YLOTPO GYETIKA e TV 0dovTiKn Bepameia cog Kot
evnuepaote Tov odovrtiatpo cog yia v Oepaneio pe Denosumab Ascend mov Aappavere.

o  EmkowmvioTte Le ToV Y1oTpo Kol ToV 000VTINTPO GOG AUESMG OV TAPOVCIACETE OTOL00NTOTE
TPOPAN LA GTO GTOUN 1) OTAL JOVTIOL GG OGS YoAapd SOVTI, TOVO 1 TPNELUO, U1 ETOVAWMOT)
TINY®OV 1 ekkpioemv kabdg avtd pmopel va eival onpeio 0oteovEKpONG NG Yvadov.

Acbeveic mov vroPaiiovtal o€ ynuelodepomneio kot 1 axtvodepaneio, Aappdvovy oteposidn N
OVTI-0LYYELOYEVETIKA (APHaKa (TO 0Toia PN GILOTOIovVTaL Yo TV Ogpameia TOL KapKivov),
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VTOPAALOVTAL GE 000VTINTPIKN ETEUPOCT] OL 070101 deV AAUPAVOLY TOKTIKT 0JOVTIATPIKY GPOVTION 1
£€youv vOG0 TV 0OVA®V 1| 01 070101 &ival KATVIGTEC Uopel vor Exouv avénuévo Kivouvo eppaviong
00TEOVEKPMOOTC TNG YvAOov.

Mn ovvnBeg kbtoypo Tov punpuaiov 0otov

Kémoior ac0eveig govv eppavicet un ouvnbeg kdtaypo Tov pnptoiov 06ToL KATd TN S10PKELL TNG
Oepamneiog pe devooovpdunn. Enucovoviorte pe tov y1otpd ocog edv Vidoete vEo 1| un ovvnBec Tovo
070 10Yio 560G, ot fovPrviKn YOO 1] GTO UNPO GOG.

Yynid enineda acBfectiov oto aipo petd m dwukom g Oeponeiog pe Denosumab Ascend

Kéamotot a60eveig pe yryavtokuttopikd KopKivo Tmv 06TMV €00V EUeavicel VYNAA eninedo acPeotiov
oto aipo efoopddes mg Katl pveg petd m otakomn g Bepanciog. O yiatpodc cog Ba cog
TOPAKOAOVOEL Yo oNLEiD KOl GUUTTOUATO VYNADV EMTES®V 0GPECTION, POV GTOLATI|CETE VOl
happdvete to Denosumab Ascend.

Hoora ko £égnpor

To Denosumab Ascend dev cGuviotdrtal yio Todid Kot eprjouvg kdtw tov 18 etmv extdg TV epnfov
LLE YIYOVTOKVLTTAPIKO KOPKIVO TV 0GTMV, TMV OTOIMV T0 06TA £(0VV GTALOTIGEL VO, ALVATTUGGOVTAL
H ypnon g devosovpaumng dev Exel pehetOei oe madid kot prouvg pe GAAlovg Kapkivoug Tov
&yovv eamhmbei oo 0GTd.

Alla @appoxe ko Denosumab Ascend

Evnuepaote tov yotpo 1 Tov Qoppokonold cog iV moipvete, gete Tpodc@aTa TAPEL | LTOPEL va
ndpete dALo papproko. Avtd TEpLapUPAVEL KoL PAPLLOKO TOL AQUPAVOVTOL YMOPIG WLTPIKT GLVTOYT.
Eilvat diaitepa onpovtikd va evnpepdcete tov yotpd cag edv Aopfavere Oepaneio pe

®  GALO QUPUOKEVLTIKO TPOTOV OV TEPIEYEL OEVOGOVUAUT

o £v0 SIPOGPOVIKO

Agv mpénel vo happdavete Denosumab Ascend tovtoypova pe GAAD QAPUOKO TOV TEPIEXOVY
OEVOGOVUAUT 1] SLPMGPOVIK(L.

Kdnon ko Onraopog

H devocovpdumn dev £xel dokipaotel o€ €ykvovg. Eival onpovtikd vo eviep®GETE TOV Y10Tpd Gog
eav giote &yxvog, vouilete 6T pmopel va giote £ykvog 1 oyedidlete va amoktoete mwoudi. To
Denosumab Ascend dgv cuvietdrtal ov gicte £ykvog Ot yuvaikeg avamopoymyikng nikiog 0o tpénet
VO YPNGLOTOLOVV ATOTEAEGUATIKEG HeBAOVEC OVTIGVAANYMG KOTA TO ddotnua Oepaneiog pe
Denosumab Ascend kat yio TovAdylotov 5 piveg petd ) diakonn g Oepamneiog pe To Denosumab
Ascend.

Av peivete €yxvog katd 1 dprela g Oepaneiog pe Denosumab Ascend 1 og didotnpo PkpOTEPO
TV 5 pnvev petd tn dtokonr| g Oepaneiog pe to Denosumab Ascend, Topakoieiote dmmg
EVILLEPDGETE TOV YWLTPO GG,

Agv gival yvooTtd gdv 1 SEVOGOLUAUTN OTEKKPIVETOL 6TO UNTPKd Yaia. Elval onpavtikd va
EVNLEPMGETE TOV Y1TPO Gag edv InAdlete N oxedialete va Onidoete. O yotpog oag Ba cag fondnoet
va amopacicete edv Oa dakoyete To Oniacud 1 ) Oepancio pe Denosumab Ascend Aappdavovtog

VITOYT TO OQELOG TOL ONAaoUOD Yo TO TOdi Kot TO dpeLog Tov Denosumab Ascend yio ™ untépa.

Av InLalete katd ™ dbpkeln g Oepaneiog pe Denosumab Ascend mopakaieiote OTmG
EVNLLEPDGETE TOV Y10TPO GOG.

Zntote T GUUPOVAT TOL YIOTPOD 1] TOV PAPUAKOTOIOD GOG TPV TAPETE OTOL0ONTOTE PAPLUOKO.
Oonynon ko yepiopidg punyavnuaTmv
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To Denosumab Ascend dev £xel kapio 1 €€l ACHUOVTN ETIOPACT GTNV IKOVOTNTO 001 YNOTG KoLl
XEPOUOD LYoV UET®V.

To Denosumab Ascend wepiéyer copprroin

Av16 10 Qdppako mepiEyetl 78,2 mg copPitoing oe kibe ProAidlo.

To Denosumab Ascend wepiéyer molvoopPuxo 20.

To eapuaxo avtd mepiéyet 1,7 mg molvcsopPikod 20 ce kabe proAiono.
To Denosumab Ascend wepiéyel vaTpro

To @dppaxo avtd mepiéyet Aryotepo and 1 mmol vatpiov (23 mg) avd d6on tov 120 mg, ivar avtod
mov ovopdlovpe “erevBepo vatpiov”.

To Denosumab Ascend mepiéyer molvoopfiko

AvT106 10 Qappaxo mepiEyet 0,17 mg tolvcsopPucod 20 o kabe 1,7 ml dradvparoc o Proridro. Ta
ToAVGOPPIKA popel va TPokaAEGOLY OAAEPYIKEG avTIOpdoElS. Evnuepmdote Tov 1atpd cog eqv Eyete
YVOOTEC AAAEPYIES,

3. [og va ypnoporouoete To Denosumab Ascend
To Denosumab Ascend mpénet va yopnyeital vd tnv evbovn evidg emayyelpatio vyeiog,

H cvvietdpevn 66om tov Denosumab Ascend givat 120 mg yopryovuevn o ¢opd otig 4 efoopddes,
®¢ eQanas éveon KAt® amd o dépua. (vodopla). To Denosumab Ascend evietat 6to unpod, ™V
KOWAlOKT Ydpa 1} To Gve pépog tov PBpayiova. Edv Aappdvere Oepameia ya yryavrokvttopikd dyko
TV 00TOV, 0o AdPete amd pio emimpochern do6om 1 efdopddo kot 2 fdopddeg LeTd TV TPOTY OO0T.

Mnyv avaxweite.

®a mtpéner emiong vo Aappavete copmAnpodpate acfectiov kot Prrapivng D vy 660 didotnpa
naipvere Denosumab Ascend ektog edv €yxete mepicoein aofeotiov oto aipa cog. Avtd givol KOTL TOV
0o cu{nmoete pe Tov YaTpd oag.

Ebv &yete mep1ocOTEPEG EPOTNOEIS GYETIKA LLE TN XPOT ALTOV TOV PAPHAKOV, POTHCTE TOV YWULTPO,
TOV QUPLLOKOTOL0 1 TOV VOGOKOLO GO,

4. MBavég avemBounteg evépyereg

Onwg 6Aa to éppaKa, £T61 Kot avTO TO PAPHOKO UTOPEl Vo TPOKAAESEL OVEMBVUNTEG EVEPYELES, OV
Kol 0gv Tapovcldfovial oe GAOVG TOVG OVOPAOTOLG.

opoxkaieioTe OTMOG EVUEPDOETE TOV YLOTPO GO APUEGCOG OV TAPOVGLAGETE KATO OO TOL
akorlovba copntopata evd Ppickeote o aywyq pe Denosumab Ascend (umopei vo ennpedcovy
neptocdtepovs and 1 otovg 10 avBpmmovg):
o LUiKoVG 6TOGHOVS, LVTKEG GUGTAGELS, KPAUTES, oictnua Lovdidopatog 1 popunkioong ot
OO TLAQ TOV YEPLOV KO TOV TOMDV 1 YOP® OO TO GTOUO KOUT EMANTTIKEG KPIGELS, GVYYLON 1
aTOAEN TOV ctoewv. AvTtd Bo pTopovGaY Vo OTOTEAOVV oNpeio XOUNADY ETITESWDV
acPeotiov oto aipe. Ta younid enineda acPeotiov oto aipo pumopel eniong va odnyfcovv o
aAA0yN TOL Kapdlakod puOuov mov ovopdletal mapdtacn tov QT, 1 omoio SOMGTOVETOL LE
nAektpoxapdioypdenuae (HKI).
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HopokalreioTe OTMG EVIIUEPDOETE TOV YLUTPO KAL TOV 000VTIOTPO 0UG OUEGMS OV TOPOVGCLOGETE

Kamola omd To akoAovia cuunTOUNTe EVO Ppiokecte o€ aywyn ue Denosumab Ascend M petd m

dwakomn g Bepanciog (Lmopel va emmpedoovy €mg Kot 1 otovg 10 avBpamovg):

. emipovo movo oto 6ToHa Ko/ 61N Yvabo ko oldnpa 1| mMnyég oto otdua 1| 6T Yvabo mov
dev emovAmvovtal, ekkpioels, povdtaoa 1 aictnua Bapovg ot yvdbo 1 xahdpwor evog
dovtiov o pmopovcayv va givat onpeia PAAPNG 610 0616 TG Yvabov (0oTEOVEKPOOT)).

oAv ovyvig avemBounTeg evépyereg (Lmopel vo eNpedoovy TePLeGOTEPOVG Ao 1 GTOVG
10 avBpomovg):

. TOVOG GTO. 00TA, OTIG APBPMGELS KA TOVG LVES TOV PEPIKES POPES Elvat coPapag,
. dvomvola,
. dppota.

Yoyvég avemBounteg evépyeieg (Lmopel va emnpedcovy émg 1 otovg 10 avBpdmovg):
. YOUNAG eRITESA POGPEOPOV GTO Aipol (VTOPOCPATULLIN),

. a@aipeon dovTiov,

. vrepPoiikn epidpwon,

. o€ acbeveic pe dyKo Tpoy®PMUEVOL GTASI0V: avATTLEN OYKOV GAAOL TUTOV.

‘O ovyvég avemBounteg evépyereg (umopel va ennpedoovy £og 1 otoug 100 avBpdmoug):

. VynAQ eninedo acPeotiov oto aipa (vrepacPeotiaio) LETA T dakomn Tng Bepamneiag oe
ac0eveic e YIyavToKLTTOPIKO KOPKIVO TV 06TMV,

. véog 1 un cuvBng moévog 610 1oy cog, 61N Povfovikn ydpa 1| 6To Punpd cog (kabmg avTo
pmopel va amotedel mpoun EvOgIEn evog TOAVOL KATAYUATOS TOL UNPiov 0GToL),

. e€avOnpa mov evogyeTal vo ELQAVIGTEL GTO OEPLLA 1| TANYEG GTO GTOMO. (AELNVOELN
QopUoKeEVTIKA eEovOnpata),

. avTiopacelg otn Béom éveonc, cvumeptlapPavoprévon TévVov yopw and To ornpeio dmov

yopnymonke n éveon.

Xaavieg avemBounteg evépyeareg (Lnopet va ennpedcovy émg 1 atovg 1.000 avbpodnovg):

. AAAEPYIKEG AVTIOPACELS (T.). CUPLYLOG (CPUPLYUA) 1 SVOKOAIN GTNV AvamTvon], 0101 TOV
TPOCHTOL, TOV YEMDV, TNG YADOOAG, TOV AALLOV 1| GAL®V LEPDV TOV GMOUATOG, EEAVOM U,
@oyovpa 1 Kvidmon 6To dEPUA). Xe GTAVIEG TEPIMTMOCELS 01 AALEPYIKEG AVTIOPAGELS EVOEYETOL
va givol coPapég.

Mn yvootig ovyvotnTag (1 ouyvotnTd Toug dev pmopel va, ekt el pe Paon ta dnbéoipa

dedoLEVQL):

. Evnuepaaote tov yutpd cog €4v £xeTe TOVO GTO OUTL, EKKPIOT) 0O TO QLTI Ko Aoipnmén 61o
avti. Avtd pumopei va givarl onuadio 06TikNng PAGPNG 6To avTi.

Avo@opd avemBOunT@v EVEPYEIDY

Edqv mopatnproete kamoto avemifountn evEPYELn, EVUEPDGTE TOV YIUTPO, TOV PUPUOKOTOLO 1| TOV/TNV
VOGOKOO GOG. AVTO 1oYVEL KOt Yo KAOE mhovh avemBOUNT EVEPYELD TTOV OEV AVOPEPETOL GTO TOPOV
@OALO 0dM Y1V Yprions. Mmopeite eniong va avapépete avemBbunteg evépyeleg angvbeiog, LéEcm Tov
€Bvikov cuoTNHOTOG avaPOoPds oL avaypdeetal 6to Hapdptmuo V. Méow g avapopdg
avemBountov gvepyeldv pumopeite va Pondnoete 6T GLALOYN TEPICCOTEPMV TAT|POPOPLDV CYETIKA
LE TNV 0GQAAELWL TOL TOPOVTOG POPUAKOV.

5. I®g va puidooete To Denosumab Ascend

To eapuaxo avtd mpénetl vo. puAdocetal o PP oL dev 10 PAETOLY Kol dgv TO POAVOLY TOL TALdLAL.
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Noa pn xpnoonoteite avtd To EAPIAKO LETH TNV Nuepopunvic. AENG TOL OVOPEPETOL GTNV

gmonuovon kot oto kovuti petd mv AHEH/EXP. H nuepounvia Anénc eivai n televtaio nuépa tov

UVO TOL ovopépeTot eKel.

dvrdooete og yoyeio (2°C — 8°C).

Mnyv KoToyOyETE.

DuLdooeTe TO PLOAIS10 GTO EEMTEPIKO KOVTL Y100 VO TPOGTATEVETAL QIO TO PWC.

Mropeite va a@foete 1o PoAidld ektog youyeiov péypt va ptdcel o€ Beppokpacio dopotiov (e

25°C) mpv amd v €veon). ' Etoi 1 éveon Oa yivel mo dveta. Edv agpncete to groiidtd va ¢tdcel o€

Oeppokpacio dopatiov (uéyxpt 25°C), unv 1o eravatomobemaoete oto yoyeio kot Ho mTpémel va To

ypnoponomoete evtog 30 nuepdv.

Mnyv metdite APUAKO GTO VEPO TNG ATOYETELONG 1 OTA OIKIKA amoppippota. Potiote tov

PAPLLOKOTOLO GOG Y10 TO MG VO TETAEETE TO PAPUAKO TOV OEV YPNCULOTOLEITE L. AVTH ToL LETPA. Bol

BonBncovv oy mpoctacio Tov mepPaAiovtog.

6. Iepreydpeva TG GVOKELAGIAG KOl AOUTEG TAN POPOpPisg

T wepréyer 1o Denosumab Ascend

- H dpactikn ovcia givaln devocovudumnn. Kabe proridio mepiéyet 120 mg devocovpdumne o€
1,7 ml dtaddpartog (mov avriotoyyel o 70 mg/ml).

- Ta dAha cvotatikd sivor yoypd 0&ikd 0&H, VOPOEEISIO TOVL VaTPiov, COPPLTOAN,
ToALGOpPLKo 20 Kot VOWP Yo EVESLUA.

Epeavien tov Denosumab Ascend kon wepieyépeva g cuokevaciog

To Denosumab Ascend givot éva evéotpo dtddlvpo (evEotpo).

To Denosumab Ascend givat d100yé¢, dypopo EmC VTOKITPIVO SBAVUA. XOPIC OpaTd COUATIOW.

KéBe ocvokevacio mepiéyet Eva gaiidio.

Karoyog Adsrag Kukhopopiag

Ascend GmbH, Sebastian-Kneipp-Stra3e 41, Niederursel, Frankfurt Am Main, Hessen, I'eppovia
60439

MopaokevaoTig
ADOH B.V. Godfried Bomansstraat 31, Nijmegen, Gelderland, 6543 JA, OAhovdio

Mo omodnmoTe TANPOPOPID CYETIKA LE TO TAPOV PAPLOKEVTIKO TPOidV, TopaKaieice va
angvBuvheite otov Tomikd avtimpoécsmmo tov Katdyov g Adetag Kvkiogpopiag.

To mwap6v Ao 0dNYIOV xpons avabewpOnke Yo TeELevTAia POpa oTIS.

Aemtopepeic mAnpopopieg yio To papuoko avtd givor dtabéotpeg oto dikTvakd TOmo Tov Evpmraikod
Opyavicpov @apudkov: http://www.ema.europa.eu/.

Ov T pogopicg Tov axorovBovv amevBivovrar pévo oe erayyelpaties vyeiag:

. [pwv amd N yoprynon, to 6tdAvpa tov Denosumab Ascend wpémetl va eAéyyetal ontikd. Mnv
YPMNOUOTTOLEITE TO SLOAVLUA €AV ElVL VEQELDOES, ATOYPMUOTICUEVO 1| EAV TEPLEXEL TOAAA
couatioln N EEv) cOUATIOIOKT DAN.
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. Mnv avaxkiveite.

. T va amo@iyete T duapopia ot BEon Eveong, 0PNoTe TO PLIAISIO Vo PTAGEL 68 BepoKpacio
dopatiov (uéypt 25°C) mpv amd Vv £veoT) Kot EyyOOTE apyd.

. Oa Tpémel va yYVETE OAO TO TEPLEYOIEVO TOV PLOAdIOV.

. TMa ) yoprynon g devocovpdunng cvotnvetal Belovo 27 gauge.

. Agv O Tpénel vo ETaVEIGEPYETUL GTO PLOAID10.

KéBe aypnoipomointo mpoidv 1 VITOAEYLUON TPETEL VO ATOPPITTETOL COLLPDVO LE TIC KATA TOTOVE
GYVOVCEG GYETIKES OLOTAEELC.
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